National Comprehensive

NCCN | Cancer Network®

NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®)
(NCONEES S ERFR A A KS1 )

7,
(]

2020 2k — 2020%2A5H

NCCN.org

NCCN Guidelines for Patients®

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


http://NCCN.org
https://www.nccn.org/patients/guidelines/cancers.aspx

National

Comprehensive

W(&{®\§ Cancer :.—,L. =
Network® L0

NCCN Guidelines Version 2.2020

pak ok O |
BR
EE

*William J. Gradishar, MD/Chair 1 t
Robert H. Lurie Comprehensive Cancer
Center of Northwestern University

*Benjamin O. Anderson, MD/Vice-Chair
Fred Hutchinson Cancer Research
Center/Seattle Cancer Care Alliance

Jame Abraham, MD t t

Case Comprehensive Cancer Center/
University Hospitals Seidman Cancer Center
and Cleveland Clinic Taussig Cancer Institute

Rebecca Aft, MD, PhD q

Siteman Cancer Center at Barnes-
Jewish Hospital and Washington
University School of Medicine

Doreen Agnese, MD

The Ohio State University Comprehensive
Cancer Center - James Cancer Hospital
and Solove Research Institute

Kimberly H. Allison, MD #
Stanford Cancer Institute

Sarah L. Blair, MD q
UC San Diego Moores Cancer Center

Harold J. Burstein, MD, PhD t
Dana-Farber/Brigham and Women’s
Cancer Center

Chau Dang, MD
Memorial Sloan Kettering Cancer Center

Anthony D. Elias, MD
University of Colorado Cancer Center

NCCN
Rashmi Kumar, PhD
Jennifer Burns

NCCNAARSAVEELICET SIEHEAT

Sharon H. Giordano, MD, MPH t
The University of Texas
MD Anderson Cancer Center

Matthew P. Goetz, MD } 1
Mayo Clinic Cancer Center

Lori J. Goldstein, MD
Fox Chase Cancer Center

Steven J. Isakoff, MD, PhD t
Massachusetts General Hospital
Cancer Center

Jairam Krishnamurthy, MD
Fred & Pamela Buffet Cancer Center

Janice Lyons, MD §

Case Comprehensive Cancer Center/
University Hospitals Seidman Cancer Center
and Cleveland Clinic Taussig Cancer Institute

P. Kelly Marcom, MD t
Duke Cancer Institute

Jennifer Matro, MD

Abramson Cancer Center at the
University of Pennsylvania
Ingrid A. Mayer, MD t
Vanderbilt-Ingram Cancer Center

Meena S. Moran, MD §
Yale Cancer Center/Smilow Cancer Hospital

Joanne Mortimer, MD
City of Hope National Medical Center

Ruth M. O'Regan, MD

University of Wisconsin Carbone Cancer Center

Sameer A. Patel, MD Y
Fox Chase Cancer Center

Lori J. Pierce, MD §

University of Michigan

Rogel Cancer Center

Hope S. Rugo, MD t

UCSF Helen Diller Family
Comprehensive Cancer Center

Amy Sitapati, MD b

UC San Diego Moores Cancer Center
Karen Lisa Smith, MD, MPH t

The Sidney Kimmel Comprehensive
Cancer Center at Johns Hopkins

Mary Lou Smith, JD, MBA ¥
Research Advocacy Network

Hatem Soliman, MD ¢
Moffitt Cancer Center

Erica M. Stringer-Reasor, MD T
O'Neal Comprehensive
Cancer Center at UAB

Melinda L. Telli, MD t b
Stanford Cancer Institute

John H. Ward, MD t
Huntsman Cancer Institute
at the University of Utah

Jessica S. Young, MD q
Roswell Park Comprehensive Cancer Center

0 MR S R GIEE S R S
PR EA Y BRsh

- * < 3z =
= v ik RTZATPRESR

20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,


https://www.nccn.org/professionals/physician_gls/default.aspx
https://www.nccn.org/disclosures/guidelinepanellisting.aspx

National

Comprehensive

W(&{®\§ Cancer -—L.=.
Network® FfL725

NCCN Guidelines Version 2.2020

HA RS54 V&S|

BRX
B

NCCNFLEEZEE S A /\—
HARSAUEHDEL

JES MM /NEREICRE T AHENNCONILEA IFSA UMD IR ENT-

NCCNEZLERE - B ARSAVESBNDIL,

JERMMERLE:
JES NI ERE (DCIS) BEEES LU —XAE (DCIS-1)

DCISOTENABES LV —RAS5UR/T+A—7 v 7 (DCIS-2)

REEELE:

e RS LUFEE (BINV-1)

T1-3, NO-1, MOE @ F &% (BINV-2)

Tk &L

o FRILE ZBRKGEHEHER2[5 T (BINV-5)

o Y NEERRSIE ARV EY 2R RISTEHER2FE 14 (BINV-6)

o U /\EIEEIS IS IETRILEL 2 RIRIGEHER2EE 14 (BINV-7)

« RILED ZBRAIEEHER2[G 14 (BINV-8)

s RILED ZBRAIEEHER2FE 14 (BINV-9)

» 7% B iF 4R EE R (BINV-10)

T ETEEYECERIDFEE (BINV-11)

TETEY B TR DT YL (BINV-15)
Y—ARAS5R/F40—TF v 7 (BINV-16)
BF/IVE(M1) (BINV-17)
BRELUVEE L/ \ETEFEDARE (BINV-18)
BE/IVE (M1) DEMERE (BINV-19)

INMAI—H—1REDEA|(BINV-A)

FLEMRIZZE DR A (BINV-B)

EZ it E LU BT (BINV-C)

SRR E fm BA 2 B (BINV-D)

BRE) >/ \Ei R EAES R (BINV-E)

DCISH LU R ELEIC R I DimIkAE I kB HE R
(BINV-F)

AR A E BT AR FEAICEAT AEAEEES
(BINV-G)

I EHEDEA| (BINV-H)

EHEEE DR A (BINV-D)

B EEEICEE Y A5 RAE E A (BINV-J)

e N5 i & (BINV-K)

AL/ MR EBEEDL P A (BINV-L)

T ETEE B E D R 8l (BINV-M)

i N b E~N DR £ BILEEEDEBMERETT 51
HDEEFHITEEBINV-N)

BA#E D F 2 (BINV-0O)

ERE LU/ EISPRIGMEDEF/IVEA (M) [Txtd DEYE L

GERELER . NCCNIZT RTDO A A
BEIZEHOT. REOEEHAILER
RERERIC B HEE R TL VB, BRERER
EBRADSMAFICHESND,
NCCNANEE e sk 16 1+ BEa R ER
DA VFAUBERIICES:
ncen.org/clinical_trials/member_
institutions.html.

NCCNDIETUREAVEUHYR
[Z&BHAT3)— HITIEEDLL
fRY. I RTOHRITHTI)—2A
THbd,

NCCNDIETFT REA YR

[SEBHHTI—%2SH,

NCCNDEFLZDAHTI—:

(BINV-P)

BE/IVEAM) T 2EMEEL DAY (BINV-Q)
BE/VE (M) I 2EMD D FIEMEEEFNITHESIN
AFAI—hH—&ZE (BINV-R)

EIREIBDE=4)> Y DR E| (BINV-S)

ZDMDERTEE A :
ERES (PHYLL-1)

N yME (PAGET-1)

R D FLJE (PREG-1)
RAE M ELJEE (IBC-1)

AR (ST-1)

Lé\fhd)#ﬁ?é%iﬁ’c)]&%i%h
NéCN@%iLéo)ﬁv‘-j‘U—Eé}

i

1 O

THIERF, LWAGDHICEVNTHLELLNTIVS, ©2020

NCCNAARSA0E, TETUVRERAEZ T ANSNTWSABRAHICHTIRMIODLVTHDEELOEE
KEIZIK. BBEOTTELITABEEDREICEWNT, BLOBEKKRICIGC-ME DEZMFIERZEITIZEMEAF IS, National Comprehensive Cancer Network® (NCCN®)
HDTIEFHEL WHAERBZBAICEVLTH, FOFEAFLXFERICODVWT—YIEREZEDLAEL, NCCNAAIRFSA
> N EEHEIENational Comprehensive Cancer Network® 1285, EMTELEZ 22195, NCCNDBATRDEMIZLBHFELS NCCNAMRSAUB LU IIIZEENIMSAMEEEL

F. ZORE. FRFLTERICEALT. EREREVOLRLZ

L2 DTHSH. NCOCNTA RSV BRFIES RS L8R

2020452k 02/05/2020 E{#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ & itd 5. NCON°DBIROBEIC & 5HFHEL . AHA FSA VBV ICBFENDA SR EHEUT DT LF. WALBIBIZELTEELLATLS,



https://www.nccn.org/professionals/physician_gls/default.aspx
https://www.nccn.org/clinical_trials/member_institutions.aspx
https://www.nccn.org/clinical_trials/member_institutions.aspx
https://www.nccn.org/clinical_trials/member_institutions.aspx
https://www2.tri-kobe.org/nccn/guideline/breast/japanese/breast-screening.pdf


National . . . o
comprehensive  NCCN Guidelines Version 2.2020 22kt |~7«r/,§§|
W(&{®\§ Cancer -—L,:, EPN
Network® L7

=<

it
K

S

NCCNELIEH MRS A2 2020 E1RM 52020 FE E2R~NDEHFHHRBRIZLL TOEYTHS:
BINV-22 K& BINV-24
« B /IVEl (M1)HER2[GTEIZx 95 & B E D 1EIREE EL Tfam—trastuzumab deruxtecan—nxkihVEINE 1=,

o il FExxx AV EMEAT=: [Fam-trastuzumab deruxtecan—nxkild, ERFEELIEIZ % AHERUAZMELIC K HBBEEN 2T/ UL HAEEITE L LT D, CDER]
(Il X E- IR EEMEE (D) DEBEIZIIZZSTHSD, J

BINV-Q
« BF/IVEA (M1)HER2[STEIZX 3 B F DD HEEEL & A2 L L Tfam—trastuzumab deruxtecan—nxkiHV i BAIlET =,
» Bl;EKAVB IS AL T= : [Fam—trastuzumab deruxtecan—nxkild . EEFSFLE 23t AHERZMIEEICK B ABERMN2SAV U L HAHIGEIEGEED, ZOEHIT
g X - XM EEFEE (D) DEFIZITESTHS. |

» SE RN EBINENT=:Modi S, Saura C, Yamashita T, et al. Trastuzumab Deruxtecan in previously treated HER2—positive breast cancer. N Engl J Med 2019.
DOI: 10.1056/NEJMoa1914510. [Epub ahead of print]

» BLEINEE SN TSR Y X T T+hyaluronidase—oysk& . NS AW AT T TLA L E =& fam—trastuzumab deruxtecan—nxkid. ELNDRHYIZERALT
X457V, (BINV-P. BliEgt F4k)

UPDATES
20204524 02/05/2020 FE 402020 National Comprehensive Cancer Network® (NCON®) FMFSEMiZ 1T 5, NOONOBROBEIC £ SHBLEC . RA( FSIVBEUIIITBENDA SR FEHRTHI L. LATIBITENTHRLEATNS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive
NCCN ESElglel=T5
Network®

R

NCCN Guidelines Version 2.2020

A BS54 V%5
BR

gl

NCCNELIEH ARSA2019F E RN 52020 F E 1 RADEFAHARIILULTDEY THS:

=%

. ?ﬁ;fp5'f‘/%%€'ﬁufr%iﬁ1ﬁ%*ﬁ§]7ﬁfri§fﬁ%%ﬁ*ﬁEJIZQE
* BINVDE#DR—TIC bto'cuTwﬁiﬂ,Ib\a_bu/WIEént.
> Hiﬂ,nyJ‘TEé#’LT' k- 7 IXI &= 5 WHO
HBIZENIE, FEFFHFEZE (no speC/a/ type: NST)L/i'#ﬁﬁij FHRE
B FDMDFENLAEBELGE ., BEHDMEGE N EENB, |
» Hiﬂfizﬁiﬁ?]l]éﬂfz MEAEZICIE. MTEEMEEILGLTTFRRIFEER
ONAFENLGER (BEEREDRRT LEECEER EDRMELERK
BERE)LRH 5. |
» iliFaahV BIIEN - T FRBIIFEALTICIE., TERBIFGHEBENAK
HBRZEHO TOWT(SEREMTIIEN B BUIRIZERTIO%EE R
3) . BEBETIELL D DOHEREE THITNIXAZSHL, FEFINE
IXEERMICFEBIFRHELCEREMGISEE X, 2LERE/EFHFRE L
LTOABEEEET HE(BINV-4SHE), |
» Bl EbbAVBINEN - THRE B ERIL BV ZRAS LUHER2EIRIR R E
DB EN/T—E (unusual/discordant) it(ii"ﬁﬂi(borderline)
ELHOTWVENWD, BICHERITRETHD, 1A Y—h—REDERA
(BINV-A)ZZHRMD &, |
» Hiﬂficcbfﬁgéhf:: 20

5 IHC*
/1‘%/1:‘

@TFO)ER%IEEN~100%raﬁmiERﬂar¢tﬁmén 2K
(TEIEEDD. BIEFERMNERTE B (1~10%) LiE>I-EFDT—4
[ZIEFBIZESN TS, ERSBIGHEF EFI—LERTHY ., HESIN S
£ ADFENE, LIEUIZEREHAEIZEEMT 5, thD TR &L
BEPABABRAHEEICOWTERREFTOEICIZ. COZEFEEL
THERETH D M AT—Ih—REDEA| (BINV-A)ZSHED L, |

20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,

DCIS-2

. '_é}'q’j)ql::i")fAB&UHfﬂEIb‘BNCCN?LE'JZ@‘IEW‘JEWJ“*(I*‘54"/’\0)'J‘/@?ﬁﬁ'llﬁf
Y=

BINV-1

« —F DR
» CORBIIMEIEMEEZZEBLEVEEN AR THAZENBHESINT,
» BRESICRDIREE) /BT D@ ABINV-11(ZFE IS N 1=,
» Hfﬂ,Ikh\zEéht.r;LEMRﬂ;t BBEL LU/ F-ILRfE) 27 B Z DEFE
[ZEHTHBEEEAON S, ILEMRIRZEDREAI(BINV-B)ZS BN L, |
» BEEFATHIRLTWSEEEZXRELTPREG-1AD U IHEBMSNT=,
« TATEMEEEE R T AREENT2LU L FLIEINILL EICE RSN, SEMIERICD
WTBINV-MADY I hNBIIENT=,
> ﬂﬁgﬂii;bfiiu[f%éhf: THTETEE YA O EE| (BINV-M) B LU ZE (BINV-11) %5
D&, )

« RIEMIFEEZHIN-EEZERRELTIBC-1AD) U IHEMENT=,

BINV-2
o MTATEMEEDEES KUBINV-11AD) oD EIBRENT-,
s flEsAVIBAINE T TACOSOG 20011 # % # -9 BB & Z[Ltangent/high

tangentBBEIZEE T H L&, J

BINV-3
- FiEwWMEMMESN I THREREE R

[+ TR/ NERFE 5] (0.2mmiEE2.0mm L
T) Tl MEHREEZEERE T HEICHOBERER FICOWTEHET S L, |

BINV-4
- MBENEE/BEESh i, (UBROR—UHEE)
BINV-5

« BEEDEIBRSN I TNERLAEROESR L. AEERSTEEEZHE

L. ZDRBEICESVTEREINETHS. LEEICONTIE, HBFHLGER
AEHEDFEFTILDMEITATHD, =L HEDHEBEDILEREN
o, BHEICHHIEIEIM0%EBASERICIE., EDOMBE THIL
FREFLELGD, ]

UPDATES


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive
NCCN ESElglel=T5
Network®

R

NCCN Guidelines Version 2.2020

A BS54 V%5
BR

gl

NCCNELIEH ARSA22019F E RN 52020 F E 1 RADEFTAHARIILTDEY THS:

BINV-6

s BEKKDNE B INT-: THhD TR F R D -8 DZ-EnFiElm FRIR
ElE. BRIRVDFMZEHEBTH5EHTERELTHELLD ., ILFEE
2T HBBENRETRTHEVSARTIEIZYAEINERIN TG
LYo meeeee ESRDIL, |
c BFIANEREINT  THRBFEMICIRBRRE T, IREREEZE05(OT1bf
[ZDLTIE, TAILORGRER ICCHOEHDEENFEN TGN ST ED
5. AR EEEHEMTHRITIRETH S, J

s BEEMMAEEREIN=: T50 U TN DOEHR AT 16~250 K ETIL.,
PEREE T ERE TS CRIFE-TAILORRER TOEZRMAERIZH L
T.EFHZEFIZFE /Efﬁ'%ﬁzz'\t@x/j%ﬁ‘m b 7ﬂ57$75‘/7'§ﬁ7"7“d7§ TH
Bo %“%‘f*'gg@;& SRR

BINV-9
s fliEsshBMENT-  TEHIRIDEHERDH LS5 —ED B E (ERFIZ
ERMEQFBIBEENRIERE) T, R FREEEEL The
W (hT31)—2B), (BINV-L)ZS BN L, |

BINV-10

s —EBTORBAERINT-: ERIEZMEMNDPRIZM .. HER2IZMHFlZE X FR &
LTUTOHEIEMEINT-: [RoN-FARRELT—2MBILEBD
BREENZFEINTEY. EMERE/ D FIEMNEEEEZETEHDI1LY
VINETERRE GBI DA TH D, |

 EFtABMEN - T B W2 EEEHOAVE S FLEERE
(encapsulated papillary carcinoma:EPC) DR EAIL. 55 FELVADCISIZ
FEILTWBT=8. pTisIZ5 589 5 (AJCCIZHES) , FEEMFLEESE (solid
papillary carcinoma:SPC) [&. WHOEE[ZH#->CIEZFHENZEHEI T
BETARETHIN. EELNIGEELFRIIBFTHS, |

20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,

BINV-11

BERBEINERINT=:2T2MOE T =(E£2N1,M0

- FEE:

» fREZICKBIRE /BT D GBERRELEEHATHLLN D/ ETDRE
RUERDODEBEEZST) A EBMEINT:,

» IR DEBEETRELTPREG-1AD oM EBEMENT=,

» ELEMRIEE) MU T OEBMBREEZEZEE IO TFIZBE#SINT-,

cFHEDR. [FNAIEELBYSPEEDSHE INT F A REIIZEDZ S IICEE

-,

cBEWHERESNT T RE U/ EIRRDEFR T, OV TEIEFANEIZL

BY—F U FFFIAToTHE, ERGIED N EH YRS -2 EAR
BEMDOFMEFICHERETEDLILTEIRETH D, |

BINV-12
« AR—DIERIBICER SN Tz, RE) 2/ \E D/ E1RICE T HHERA

BINV-DIZ#BISNn 1=,

« BiEwwASEINS NIz T/ B DEB IR T EHE TS ETFMELILEY

BEDERBDEDSEE L, THIRYBEDEI-CF LRI/ B
FERT S EHNTES, J

BINV-13

« NA=UBANLINEESNT - [ F M AT ReEEYSAELIE #
MEER P L UMETE YL 1T DT E]

o TR EMEEDZEIRRRICEAT 2 EBMEREIRTT 51012, HREEDZEIR
RMBINV-15ADY o EEBITEBINENT =,

cBlExAEBEINT TEEDRERES LORE D /N\EHICE T HHTRTE YR

EDNRELEREICETHHETADITE#LL, ZOEMICIXFARZERICMA T, &
DIRPZEEFICEENAONT-EBRRE (XTI ST KO/ F =L ERE
BEERBELLV/ EF-IZZLEMRD EEHEHIRETHD, |

« BEyyAEMENT THANCE TLTUWVELMES X FPEDILFEREZTT

SEBHITE, 1(BINV-141,[[E#R)

UPDATES


https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive NCCN Guidelines Version 2.2020 A4 K54 >V %&E|
WO\l Cancer -—,LF Ef
Network® fL7S P

NCCNELIEH MRS 2019F E 3N 52020 F E 1 RADEFAHABRIILTDEY THS:

BINV-14 BINV-19
e R=UAARILAEBINT - [ FMFBE L (LB ATEITH FERAET) : fiTATEE Hiﬂ&qqq@??ﬁwxb\zﬁéfnf—- VROV EOEBERER 21—
M E D L &R S I%. 12:8/(=1[ER+HE] P RIFFEAETH S, |
« —F L ORI MTEREMEEOERRICET 2 EMERERTTS=0I, BINV-20
MR EEOEIRFEABINV-15ADY o EESITBMEN T, cEMEBEHNTHBEBLL. BEIELURORADBEEICEDEEED
BINV-15 Y. FRATE LUERRE
« AR—DFRIBICEREN, WHIEEICTT DRISICHEC =R EMBRED » [RIGHMS Y% (= CDK4/6F = [EmTORMEZE) | H\T WA I
BIREAEMSN Tz, AR—U (&, FHATRERIE FHFREBIDO @A IR 3 e (T
HATEYEERTROMBEYEEISERAINS, (LETOBINV-145&T -Enn’&%b\d'mﬂﬁ‘iinﬁﬁb BEIVELURDRAS BEEICKDAREL
BINV-16R—U (&, COFH-HTITVALTESTHRZIONT=,)
» Bl cconVBAIE N 1= THERZERMIEA S & U/ 1= (LM 5 I AE DB ez, 5 SOOBRBEAEE NI SRR (SR -Pa 5
HIBEIE., MEHREELRBFCIToTHEL, | BIEAHNIE, MEHREED WBIECOKA/BIEZRE + EE
%T?ﬁ(:h&>@5>§{§}ﬁj—&g-@ﬁ,éo » FARROBRBMNEYEEICEESHTRA NI,
BINV-16 -Hﬁﬂ,quub\Lhuéht.rn—*)J@W SR E THITE S5, FlD
« filiTeeel LU TO XM EBMENT [ T/RATTRILBITEREBIRTAKLELS- SIMEEICYIVEZ S, |
FEBI M EHIRESIN TS, | -Hiﬂ SEMEIBRSHL. BINV-PICREIHD R AEMENT= [ TILR RS UM
BINV-17 DNVTIE, 22D F LAEHERIZE T, — X AEEL TCDKA/6fEE 2
BEEICROEBEEABMENT: LEIOD S FEMELICXT HEE L HIE (FILIRS91) T ribociclib) £ RS TLN %, |
FTB=HDNAAI—H—REIZDOWLTIE, BR/IVEI (M) 2T 5EMD 5 BINV-21 21
FREMBEEEFNIZESINAAT—H—REEZSHE] c RBEITEFHBRTETEVENE. RYDEBERBENERSINT: AS
« ROIE B HHIBREN = TESEEE E B L TLVBHER2ER A2 (L. 4 FEHAa /%PT I 1 TR L, N EEDIBNEEE £ 7 ‘vzfﬁﬂﬁ/?/z?’f%
RBRCA 12ZEEDKREZEBEE] 1B (BINV-PD = REBEDZERZZSHE),
 LLITDIEBRMNEESN, BINV-RIZFEEISNT-: e EEWWWNE B INT-: FCDK4/6BEf1I ;éi‘aﬁtﬁﬂl:ﬁ%ﬁﬁbfﬂé
b HRIS % /HER2BEMEZLIE TIL. alpelisib+ TILA RSV EHS A EEERE NIIHEISDONTIE, COKA/6HERZ LR DL I AVICLSREDE
T =D EBBRE =L ¥R /IN(1 T —TPIKICAZ RN E5 ST BOREEXFT T —FIFERR5A TS, |
T5,

» MIFILRAT4TEEE(TNBC) IZRLTIE., BE 2 H A EMBO/N\(4+<—
73 —THAPD-LIOHRBRREFHTHET. FTTIIVAIT+TILITZY
BNV XL ERELDAIREEIFICEVWEEERTET S,

Jmﬂiu,IliBle RIZHEEISNT- . [PIKICAZ ERE (XIEBEME (XK M
FDDNA(N) FYRNAF T —) TEIERIEETH S, VX YRNAF T —M
EHEDIGEE. EEEABTORENHEINS, |

« BEAGEMS T TINEEFE D I DULVTIL. NCCN Guidelines for Central
Nervous System CancersZZ D&, |

UPDATES

20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive

NCCN Guidelines Version 2.2020

A BS54 V%5

IW[{o\ Cancer = S E£
Network® ?LF-.E =
NCCNELEH MRS/ 2019F EIRM 2020 F F 1 RADEHHNABIZLI TDREY THS:
BINV-25 BINV-I
« BLEFFABIMSNT = TR FIL R AT+ T ELE (TNBC) IZRL TIE. HEJ;— - B2 DORFOREL:
REREMEOPD-LIRFKRREZTELC. 7TYIAXIT+TILIS YABEDTHRIEBENEEINS [ EEAMIZ BT, BT 554

EEINTAXTEIVIERLEEEFRIET 5, BRCA1/20)$9TE%HH@?§§IJ

EEDFHEFTTL), PARPIHEEEMTOARICEKRGEEEZRET 5,
BE/IVE (M) 26T 2BMN0 5 FIEEMEEETNITHEINN1F<—h
—&& (BINV-R)ZS BN I &,

BINV-A (2 of 2)

N AAT—H—RBREORAIZIRILELZEERE | EBL=-FHT-ER—
Uhhemsht=,

BINV-C

AZBBDIEBMNEREINT: THRGHREE. EFEE. AR WEREICKD
BERUBD LS UICFSR YT TELIFNIL YR T 2L BE BRI E
DL BT T 65 AL EEICEIIZFIEBRINETHB, ]

- 8BEDHAMNEFIN: MEPRES LUA D WEIEE AL THEN
BEDALUFSIYITIEIFNILITTIZLBEET T 648 R
DFBELITHRSINAL, J

BINV-D

« AR—DERMBICEEBIN, AR EEZ T-EBEIIHT IRER
RN BINSINT,

BINV-E

 REBDEEMNEBMSINT T /NFREX, BRE) /B FMICLDAEE
BIZHONBEERADI DT YU NRDBEIZE>TELS, VNE
FEORRR/ZHAEEEBORELGS VUNEEOEKRREFEZE
FTHREETIE. R—RSAUEELTRERIICEBOREEEETH
& . NCCN Guidelines for Survivorship: Lymphedema (SLYMPH-1) &8
D¢, |

DS KU A5 N5 T BIEEHRR) ~DIREEZILITEST
EMTIRETH B, |

»6BEHDTHIEENEBINT: [PPSR FEDFLH (745
BERML) #5558, SOITHEELRERBENEYELLIEENHL. &
HOEBZEBEDIL—FUERIFTHEINGL, |

o GEI) 2/ BB 5T

»2BEDTHRIBEENEEIN:  [ILEEUIRMEROMSHRBHEREI LT
FURLMEEBRESUVRIADAEBRERICE D=, S8/ BT~ DS
BETIE, BIMRBIL RILVETO RIS EF >/ E B Z BB ST EFIZ 2 6D
BLETRIBHIITIRETT RETH S, NI o/ \EEER A~ DBETBF(Z(E., #F
ERBEXIFTSL(DVH) ZH TR EFF, IEEHER (D, fiff) ~D#R
;-gasotanfuffm{atf*mrwfﬁ/ﬁ?“/\?wsé ﬂ:—%ﬁ%@%{—bﬁﬁ{v

[P

» MEEELEER 5> BB 5T % (accelerated partial breast irradiation: APBI)

» RYIDEEMNEREINT- TAPBIOFB A EMI ., —EBD B VR HAZL =
BEIZBIT2EFEIEEL, BEWBRTZZ (T-EBEELRAZETHAHIENTR
BEINTWLNS, LML, APBIZ LS BRI IIZES B LI ERI LTS
B ENTER N DO DHAE T+ J

o TR MR A

» UTOIEEMNERSN = [HAIEMBEEZ T -BECE1T LM EKS
REEEIZL, ZBTRF (TR B A RT) DRRRY (FHHEEEEF. HE
;ﬂ?ﬁ;;fﬁ /ﬁfgﬂ)#fz‘f@/_’f/ﬁﬁll;ﬁ%ﬁé\tfﬁ@/‘_@ﬂlfﬁl EOL"C;’J&E?’Q

THd. |

UPDATES

20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive
NCCN ESElglel=T5
Network®

NCCN Guidelines Version 2.2020 pakat FW”E@'
2=

NCCNELEH MRS A 2019F EIRM 2020 F 1 RADEHHNABIZLI TDEY THS:
BINV-J (1 of 2)
s RYNIER bxzﬁém‘— : F;Lﬁm&%ﬁﬂﬂ‘%‘ﬁ/:% HEEDAAANSNEL

gl

BINV-J (2 of 2)

[FIFEEAEZL, el

2B MNIER b\EEé#’LT_. r%/f@;[ﬁ&z%#ﬂ)#ﬁ@f?/_/i LYFHIE
TEE OB BIEHEN S HBEEDD, HHH=BHEICE ITH3EDE
B2 FHEICE T HEEDEEERZRTHY, - ]

»2EEDTHIEBNEESNT = [ELEFMT: BLAIIC, 2D HHEIEBCSL

YEABEEVIRMEZ R TE = LA, B TEA B RFREDBITH

BATETHY, BT —3I2LBE. B TIFEAE R B BEDKAENEL

BEUBRMERIFTHECE, FLLEDDERARBETHE_EHNTENT
LV, BIEICHITBEE G ﬁ‘#ﬁéﬁ]ﬁ%‘ﬁ?}ﬁ\d)&ﬁ'/d’ kg3 @fﬁ“&ﬂ
f%w%ﬁhﬁfo '(#/#ff?"é/\?'(cﬁéo ;

v

f&@‘FuIEEb\zEéhf—-F;Eﬁwu *13“6%#%4%& BHIZET5HE
THEOERBIIZEDIGELRERTHIN ., TATI—EHEELRA LSS
BIIRBEICGNRH7Z OS2 5 352 ENEFELL, BEATELON TS
F—RIZ&kBE. TILRRARNSURERIZBEE T LM ERRREDENMEE
FTEHENTREEIND, PATI—EBEEEE/IFTNNIFSREHFT S
CDK4/6[HZZEASmTORAZEZ, PIK3CAJHZEZELEDHLUVEHFI+, 2 E=HE
MZHFREL =BGk ER TIE BB ZEFHB S TR P TIEZ L, LWL, F
5’&']73."35‘&@5:‘2‘7'44'7E774/b7§‘/7$'(&55;&7.’]"/7/L’7—/LI~T—577§‘b
TEINTHY, EICETHEDXIEEEZNREL-FE TROA-T—
ﬂa)yffé‘/:ow ;nb@;ﬁﬁf’ffﬁ‘%%‘h?ﬁ v?"é;&/iz&é wséo

* SEXBMAET SN,
BINV-K

« MR CHARZOXMERRICIH I HMEREEDR. SEROT7OTAR
—CHEFEHRSICHEVTHREINSGT7OTI—EHEEEDOMRGHAR A5
FRDEBMNSI~5FEMDEBMIZEREINT-,

o fliFabBMEN Tz TEARETHWGEES . KBEDASR

FA=OIZRILEAREZ I
BINV-L

c —EDR) TILAATATHEEREIZTHMEIEELLT. FOMDHEE
Lo AVDBIMENT-:
» N7 Bt )LEIE+HILRTSF
» A IL+HILRTSFY

s BLEIAEMENT= TR TILAH T4 T EIEICH T AR/ EELT
TS5FFRFNEZEDDEIMEIMIDVNTIHERAELTER/RD DD, LD
MNOWARTTSFFHEIDEMIZEBpCREDHEMN RSN TLNS, LH
L. REARBEIZDOWTIXKRAELTHRATH S, NI T IR AT TEFEIC
W AMBMEEDND—BRELTODTSFFHEDII—F A ERKIFEAE
NDEFE BRCAZEXvITEED) ITHELWTHREINGLN, —HDESE
(BFERAHEHOZERNDELGEELGE) TEEBELTHLL, fiRE
ETOTSF AR OFERISHERING, TURSH A9 RES|G
DDOLOAVICTSFFREREEDSHHE . EZEEDEFIEF O
B RERIDERIIFEILSNTULELY, |

PIMREREER
i A ENHRESND, |

BINV-L (3 of 6)

c BLIUAV DR DT EREHABMINT -,

BINV-L (6 of 6)

cBEXBIAEH SN,

UPDATES
20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive
NCCN ESElglel=T5
Network®

R

NCCN Guidelines Version 2.2020

A BS54 V%5
BR

S

it
i

‘\

NCCNELIEH ARSA22019F E RN 52020 F E 1 RADEFAHARIILUTDBEY THS:

BINV-M (1 of 2)
. g&iﬁ%%ﬁ%wﬁﬁ'ﬁta‘s;lﬁgﬁm&—ﬁ BENSIR—C BIZTEE)
s MTATEYEEOBESIHSEE
»2EBBEDEENEREINT- [ FHAIEEEDEE. UTDEEIZIL
R EYREFENEFELLY:

Y RDEEABHEMEINT= : THERZIGE L B E /=1L ) TIL AR A T4 T E,
BT, T2LLEZE/-IEINTLIEDEBE ., |

Y RDEEHHEMINT=: [ Ff G EERET SRS B ELEE, |

BINV-M (2 of 2)

c6EBNEBNEEHEINT- THER2IGHEILED BE(ZI. SBEBED
HHEEEECEN S AV AT T2 ST MR EYMREEZITOINETH S, |

-SEEHDIEENERINT  [TRIEEDERD L., BRRAZEEM &2
1812 (BINV-13D R0t F ) I12) IZEY BB DA B REE EEAM
[ZEHE T A ELH D,

BINV-N

cRODERXNEESINT=,

BINV-N (3 of 4)

N2 EEFONAEICEEL-ER IITRDERAEMEINT TN
EEBIEM R IUBEOEREEEFEESTILREE+ NS WEEIR
— ;B LUVR S BEEEHOR— S UNE - R F SN F=HRIBEHER2
FEETEDTI-TIEZS, T46IRIAD RIS BT DHERIZEDL=URIR
AT7IZKYVIEREEDHRELFRISNS, |

* Breast Cancer Index (BCI) DIAEIZE ELI-E&E IITRD B A E
mENnt=:aTTomRERDBIREEHT DERMNS ., UV /NGB IED R
LB ZARKEESLIERE TlE. BCI(HOXB13/IL17BR) (H/I) A& LY
BEODANIEXL IIVBEDSENLCIVEADERIZE>THELGN
BDMBENEYKEARBIEN TSN T, XEBAYIZ, BCI(H/T) AMELY
BEE. MEEEZERLTHAERTIEIEL, |

BINV-N (4 of 4)

s BENMNEHSNT=,

BINV-P

s HER2[ZTE M DR R F /- (XEARAT CUN R UIBRF /- (LB BEINHZ Z (T TLVS:

» —REBICEFELOL DAV ZRUBOAEICEZLLIL DAV ES B SNT -,

y —JGARICEELVLEFCUTABMENA - BIRHIANOS U ZBES DY
LXal—3—(TIRRSUM ATT)—1) 2 X T7O0/FRZRFOTZ—EEE
E(FFRrOY—)L, LFaY—)L) (H7T1)—1)

» HEDIRRTHA., ROZIRFEHAHEIBRENT= ribociclb+2EF LTz (AT
1J—1)

s BFEDEIBREN - THRILVED R ARG HEHERIEM S B I D 1 (FAREMNE
MMEEHLENA, BRATDB A XLHRHZ T =R M LA IN B HN&I £ /- (XIRE Y]
BZEZ(TTORFNIELESEL) Tk, CDK4A/6HEZRE (TR HYT  INILKRL Y
1) JEt=IEribociclib) E7AYA—ERAER(F7FALAY—IL, LAY —)LFE= (&
IFXEARIN)FRIETIARRNS U ED G RE—RABRDERKRELTEEL
THEL, TILRZRSUMZIDNTIE, 22D505 LIESRERIZE T, —REEE
L TCDK4/6BEEZE (/XJLRI 1) T | ribociclib) EHFAINTLVS,

o BEDMNEEREINT = [2KY FFAROY —JLIZTIARRASUREEBMNT 5T
CCRBENRA LU LEFHFNERT H5IEMNEIISNT,

s BEAGEMESNTZ : TER/IVE (M) 12X 3 2BMD D FIZHEEEZNITHESN
AAT—H—EZE BINV-R)ZSEBNOI L, |

o BEAVEIBRENT=: TRibociclb+ARAEF LTz UIZDLTIEL, QTCEEE D) RN 1=
DEFLN—ICEABEIALINTUOELD, RILEL ZBRERGHEHER2IE 558
IEDOFARATLMETIE. BFEDIKRIZH LT, INEINFIE(XINR IR EGH
FTHET—RABEDERFZELTEETEHHEENHS,

UPDATES

20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National

WNOO\E Cancer = S
Network® FLi=

Comprehensive NCCN Guidelines Version 2.2020

A BS54 V%5
BR

S

it
i

‘\

NCCNELIEH ARSA22019F E RN 52020 F E 1 RADEFAHARIILUTDBEY THS:

BINV-Q (1 of 6)

* HER2[E %

» D FIEMEEDZIRBEABINV-RIZEBEI SN EIREBEORICHITHZER—
PAUMZo Y (B i

» BEEORRTHERIOTIZROLS AUREMENT=: AIILRTSFo+/39
JRAX I ERIETILIIUEG /D) 22X 1)L

s HER2[GTE 5. Z DD HEREL O AL HBIESN T neratinib+HRIEZE D (BT
01)—2B)

. Hil]fiﬁ‘\l‘éi'l|3?Ffé#’1,1’::'!'NBCF.E%"C“IIs B2 HaEMEOPD-LI RN REET
L. ZTYNVRART+TILITZIUAEEG /NI EAX IV R ELDAREEL T
BWEEZRTET S,

o {EEAEMESNT-:

» BE/IVEA(M) 2T 5 EBMD D FIENBEEETNIZEHESINAMAFT—H—&
E(BINV-R)ZSH DL,

» IXEEFE D AEIZDULVNTIL. NCCN Guidelines for Central Nervous System
Cancersz=Z BN L,

BINV-Q (2 of 6)

« Fii=EL AV BEHRABMEINT,

s N FIEMEEDZREENBINV-RIZEEINT-,

BINV-Q (4 of 6)

« N SRYXRTHE/JUILED LD AVIZDWTE/LILEV DR EENERSL
1=o

c F-HL O AV DTS EMNBMESNT,

BINV-Q (5 of 6)

s SEXEDEFHINT -,

BINV-R

« TEZF/IVEA (M) 1239 580D 53 FIZEMEEZEZTNITESI NI T—h—&
T | LRBLI-FT-E A EMmESNT=,

c EFEDKRTHERAIDZERKRELT, ULTOFDAKZREHBMINT=:

» larotrectinib (AT31)—2A)
» IXRLOF =T (AT —2A)
» RLATOYXTT (ATI1)—2A)

BINV-S

s BRI ORBICUTHEMSNT - £EE BIRTE (shared
gcision—making) NTOCREHREBELTCEEDEREFEZEETAET

Bo

PHYLL-1

 RERPZHETHORWVLAEYBROZICIEERNGEIAO—T7 v T%
SERMIMEMENT=,

s liEchANERINT=: [ BME/IFEFRE 4T BILEYIBREIE. 1em
LI EDF e ERL-UIREEL - J

PREG-1

« FEEMEMEINT,

s filiFamBmEn = MERPOCTEIUREEREBEIIESTHS. |

c fENERINT T LR ERISI RO E 1 = F HAICIX AT
RETHL MR EERXVWT O ZFECHBITT NS TEHN, #F
Wb ZE Y 5T EBERAZ T TH1TT BETHEIZ1L TH7-0I2,
IEBELEFF—LEDEENIHEINS, FIRITH T DR D
b EDRERIL-- -

IBC—1

HE
» RPDEENERIN- [ EFNF—LICKSRERINESKZ

RESUVEFEE R
» RDIE B MHEIBRESNT=: TRE O ERZ BT AEZZCT (FAEK A A5
ndiza) |

UPDATES

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive

NCCN Guidelines Version 2.2020

A BS54 V%5

\[({O)' Cancer 3 pE M= e BR
Network® gFIEIFﬁ'HE?L%‘:E (DCIS) Z
A BE — KB’
W F T E 1T ILE R YRR o
+EBRANDT —ZAMBHREFIT I FELLENEIE
. BRFEEEER L B A S ER g&fﬂ‘ﬁﬁﬁ%ﬁ(WBRT) (hF3y—1)eh i
/N Y ~ > = :lj:
. £ 3 ] - o
. ;—%fg;gg;:ﬁfﬁ 771 I‘%‘%?‘*ﬁlx')‘/?&ﬁi%{’ MEESEREDEVILESY)
?\ = i . /\';i+:';—" EﬁL EE.:E'L\ ey Y _
oo Mo — FEBOIAOT YRR ER) ORER EhlE o _ o gxgg,nﬁmols 2)
ROHE ~ ‘ WEFH & TRV ILEHA IR+ MEILE S —
. iﬁ‘fi'lﬁ#l.ﬁ0)")17%5‘3)%)1’3"%@1%{13 B4 (accelerated partial breast irradiation: APBI)& N 1]
hoote)od F=1-1% o ‘
« ZLEMRC S (BREIZHELT) BEHREA (RDE D LG b P REFH & Th%
WELE & 57 IR e (731 —2B)
2 HBFRERFE.IANTOREUSIVFZEMEIEDRFEHREIZ DLV TCollege of
American Pathologists ProtocolZ 3 # L TL\%, http://www.cap.org. g WMEHREEDEREE(BINV-DEZSHEBO L,
b YRHDBEHEITDNTIE NCONAAFSAUTAES LUV EEICE THEEZH/RiE " IESUBRHTELIEURTOR S TREMELHIBELZBE . )/ &R
HIRIFEIZSRBOIL, - H2WEEO CHRKRBRHAEIE QI (ST 125 8) LLTEET S,
¢ ZLEMRIBZENDEH|(BINV-B)2SBNDIL, | SRR EETSAERGFERAICEAT HHANGEE S (BINV-G) ZS D
d MRIQERAICKY. BiGEEABTONDAREMEAEE> Y. ILELTBRADYBZH c&,

BAMRITRENTVEN, REABBEOREZEMTEHT —ZIEHLY,

¢ ABEBFREEZHRLEITLEE T, MRIEMEERILOICHURET O TLEW, 2LE
UM TR RGN FIoN BN BB ICIFAE VIR ZERITINETH D,
+REUIBRBOERICDONTIE, DCISELVE MM FLEICH I DMimIKAE S S HHELE

(BINV-F)Z#Z B0

I BSOS ZNICHCWBRTICKYIER ML ERE (DCIS) IZHIT5

&,

f DCISEABNBEETEHBEOMEAROOLNT  BE v/ EEEEMNEASN TLY
BULMERICIE. BR2HRE) VNEIEEFEEFTOIRNETIILL, =1L, DCISEH LN HE
EDTL—HTIEH. RRFHOB A TR HEEOEENHIFITZIEENH D, LI=h>
T.DCISEALNDEETIHEESVIRMICKZABENL. REDEUFRIL U /NETER
FWHIFAESEBEIFHME TOYIRN T ESNTNDEEIZIE, BV FRILY U/ E %,

k ikl EEEOEL BINV-HEZSBOIE,

EROBITEEERET NETHD,

BERIIN0%NETI 5. BEMNDEIZFMILZEMELLE. FHIEDCIS
THD, WOMDRAFLBABERIRAVEELT S HIAIL, AR AR E
B EEEAKREN, BRENSL., UIRMNIRLES-3BHE. FH0mEK

WIEETHDH, BEEEMABRYRVIIHEN ILHIHTHBEE, —HD

EFICEEORVRY ., $RTOHEIATI—2ATHS.
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

EETIIURFHOADEBELHRIND, RTOG 9804 ERIZKBHEIRY
DCISHEZENIT ARTHOEE(RY)—=2 ) TRHEENT-DCIS. BE~t %
EOKRERE. BEDORKEEIMN25cmLl T, 3mmE B2 S MinIER &1 550 Rl
MIYIRREE) -9 18 RUDCISEE L. APBIDBEICEBEE T HEMTE

DCIS-1


https://www.nccn.org/professionals/physician_gls/default.aspx
http://www.cap.org
https://www2.tri-kobe.org/nccn/guideline/gynecological/japanese/genetic_familial.pdf

https://www2.tri-kobe.org/nccn/guideline/gynecological/japanese/genetic_familial.pdf


National

C =3 BE b s
NCCN sl JE;2 M B &5 (DCIS)

comprehensive NCCN Guidelines Version 2.2020

A BS54 V%5

BR

S

it
i

‘\

DCISO & DB &

I EBEFHM(BCS)BDEAIZILENDRVIEREEL:
s RDEFIZIISERDRND MR EEERE:

» ILEBEFHT FLEER D YIBRMT) EMEHREE" (hT3)—1) Ik B8EE
Z(+1-8E  4FIZERBEODCISEE

» ERFZM4DCISIZX 3 AR EED BT EIEIFTBETHS

» RO LB RBEEZIT-BE]

o N5 ihEE

» FIRRTEFEIZIZAEXFL D"

» ARBEFICITFIEX D JO"EIEIT7OTS—TEHEE, 60mKiGES-
(iﬂ%ﬁ%ﬁﬁ@%ﬁﬁ%é%ﬁf(i‘?I:l?'}'l—t“ EEZDAMNODLEN
TuL

SHUZLED) R K RBEE:
cYRVIEBIZET BAhD )T

Y—RASVR/TAA—T VT

S5SEMIE6~120AE. LB EBOREBENS LUV FAZE
— [ 120 ABOYUET ST ELERTFEED6~ 120 B RIZHRVID

IUETS5T4, H73)—2B)

| REITDZTHICLRE AERFREERT-EEORAIBEOBRY R LERGERAES CHL CAERUIRNTE I IAERFEFMICL2ARERTT-EFON
RAEOBERVAIIE. ADBEREICI>OTEBINSGZENTREING  £FICHT HEEDREEASNTOEWNH BRIICURIERR T UM EE R T HENER

THb,

BEXSIIVDFEREZBRIFLTOAXMEIZEBITACYP2D6DEIEFHBE FHEREINGL,

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

DCIS-2


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive

NCCN Guidelines Version 2.2020

A BS54 V%5

WO\l Cancer Tl s BXx
Network® IXIFE] |§E LF..E =53
B BRI A A
- MERMESARDE R OMIBEE - FERNSBELH M S BB SIIR
. Ff!@*ﬁﬁr . Y. T OEmgEEEE:"
}Z\ —C ) . J.;E 2 Es N l/ 1 I\Z _ « A Feys
N »rl,gp@?bufaf ORI THEENEVESIH e e U P ERUET
N, 7 _ cBLUFTSI4(REEDBREELETILA)ERRD B
iji!“,o_13 “f'o - R RO BRETC ;a—ﬁtﬁb“&éi&é)i?‘:lisodium fluoride PET/ BEEE
(FEMBE — | . EEOIRIOY Y/ TOFRFOVEEEERPRIBSES  CT (h71—28) | (BINV-2) %
LE\E%‘E)LTL ¢ HER2O) FEBRR 5% H17E - B+ B O EE D RS CTE L EEMRI(T e
= CGEEEIEDRIHH DB LEENY )Y IAYRRI7E—t L5 FE *ﬁﬁfﬁ:ﬁ . BEipsE
-Eﬁﬁﬁﬁ'@&;hlﬁ}&'l‘ét(:&ﬁ?éjjrb*{izl)y/j‘ 4ﬂ< BEEE I BRDEARSECEENIDOON DS
SHEAREE T R TO R CIEERE (EIRL T35S .
e ! " & O R CT (A S B8 A)
. B rIE R O S1Ee « FDG PET/CT4 k(E,a)

T2LL EF-IENTL L CHEIEYEEEZELTVSES

— fEIEYREROEE (BINV-11) ZS58

(MTATEMEEDE IS HHEEIZTDNTIL, BINV-MESE)
BE/IVEE(M1)

\

BRE/IVEI(M) 23 5FEE (BINV-17) &S

RIAEMFLFE (IBC) DEG KRR ET

\

RIEMELE (IBC-1)ZSH

A SREOEFEGITHES SCEBREZHBT S Y—ILIZDULVTIL, NCCN Guidelines for Older Adult
OncologyZS BN &, _

b FLEMRIL. MBS LU/ F LMK/ EHREDFHEI B A THI EEZLND, ZLEMRIE |
EQRAI(BINV-B)ESHBNIL,

¢ HBREREF.ITRTOSHERSIVFEZHAMEIIEDHREREIC DLV TCollege of American ,
Pathologists ProtocolZ XL TL A, http://www.cap.org. J
NAAI—H—BEDREA BINV-A)ZZED L,
YR EHE[ZDLVTIE. NCCN Guidelines for Genetic/Familial High—Risk Assessment: Breast,
Ovarian, and PancreaticZZS B D &,

f B HEIUENE BIN-CO)ZSRN_L, K

€ NCCN Guidelines for Distress ManagementZZ BN I &,

h FERIAHFONENEREBIECHL T, L—FoBE 5 OREPZIITESELS5E0,

FDG PET/CTZHE{TLT. PETECTOREEN S BEBMNIABIZTREA
=B A2 B UF T S5T714F =IEsodium fluoride PET/CTIZAELLY
EEZbND,

FDG PET/CTIZZ B HIDCTLRBFICHEITTE S, BRERREAAIHA. IEA
F- X FHATEEAMEA D ELE Tl PETE = IXPET/CTIEE s &7
L\, FDG PET/CTIL., BEMNTKRPZ MR ECIIFER LS EBRTHIH
FHOLWVKR TRLVERELS BICRFETHEIZGERIINIES).
FDG PET/CTIX, ZEMTRHZHBREICMATHWSIES . BRTE
TELEIZEWLVTE D TLVEWN Eﬂ')//\ﬂnrj"‘ba_ﬁmir\@’&lﬁ]ﬁﬁ'
SDIZHLERAERYSS,

EFICEEORVRY ., $RTOHEIATI—2ATHS.

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-1

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx
https://www.nccn.org/professionals/physician_gls/pdf/senior.pdf
https://www.nccn.org/professionals/physician_gls/pdf/senior.pdf
http://www.cap.org
http://www.nccn.org/professionals/physician_gls/pdf/genetics_screening.pdf
https://www.nccn.org/professionals/physician_gls/pdf/distress.pdf

National
Comprehensive
W(&{®\§ Cancer
Network®

NCCN Guidelines Version 2.2020
=AM ELE

A BS54 V%5

T1-3, NO-1, MOEAD B A iE;%£2

IS (hrTU—1) BT EsL. A LB RIS SETBEUUR 0B SIS
MELULEOBHE __ |OBREOBOOBES h7ol—1) KT 5T —ANES &G RT BF/ HFLL
W )/ S NS I ERS (WBRT) , 1L SRADBISA DB 1F. R EE L SRR 1
5 50— B THD.
L g e R BB IR~ DT — R MBS E BT B BALELWBRT (h7TU—1) , S4B T4
QRURERBEEER |, 1~sEom | | B s WeL BHLUIR IO HESREERIHT SHTRIAE
GGty MBS BB T B, (L LREDBEIS A BHHRE L. WAHRREE L LR A% 79 5 BINV-4
DR TH %, — C=m
BEBER~ DT — R MBS E B FAT B E - EAILALWERT. & KU 2 EI 08
B f- [$2omE R BIEH TN & RV ET (B F 1AL R IR E R LVI) £
—— T SR E CRIASOIMEEA LRI HRITESET 5.
1e e =
LR RRSN YR OB E(ZAPBIEEET B, "t
ICFROE ORI A5 S8 A . HATRRAE L ERARIIETT 50K — KT
AR MRERRREEESUEL YR " O (hF Ty —1) = BRAP - B SUE (BINV-0) 55

ERENEELEMBLVEEEMET 5 Y—ILIZ DLV TIL. NCCN Guidelines for Older Adult Oncology%

SEOCL,

VRl E R AR B (BINV-D) S BD L,
if}" )/ \EREARZ M (BINV-E) &EDCISE LW B M ELEIC K I DM imIKEE IC L HHELE (BINV-F) 2SR D
WEREEEET S ERFRAICETAFANLGEER (BIN-GO)ZSRODCL,

NCCN Guidelines for Genetic/Familial High—Risk Assessment: Breast, Ovarian, and Pancreatic# & T’NCCN
B UAVIERBAACSA VIR T I8 %20RE. B A AIZLEO I AIZELEIZx T 5 F HrIELE £ UIBR 1T
[FHRINGWN, CNEZETHHE. FRFEEEICHT 52 FHUXAIZELESUIRICL>THELNSHT
MR B ERAIZELEBRREO)RY, BAELYRICKIDEMNESLIVUHSMBBELSVICHEIZLESY)
BRICKDURGZEEIDYIZHTRITNIEESEN, ALERFEENMTONZAEOAIZELE ISR L TFIH
ALESYIBRETSIZEIZE. BOTHIRAT S,

= |~

MR EEEDEE (BINV-H)ESEBOIL,
REAZED-0. WE/BHR+EROBEGZEEES
CT.BYUFIIT74BLVEEDFDG PET/CTEED
LB DEBREZZEETHSEBINV-1ESHE),
REHREEDRA (BINV-DEZSRDI L,

ACOSOG Z0011E#E%iF -9 EFIZ[Ftangent/high
tangentBBSTEEET S &,
PBIEILEEEDRIZHETLTELLY,

LEITHT AMETREREIL. 70i% LL_E TERIBENDEG
RIS NEEEREIEE DTSR L THIZ R 2 &
EEZTHEETIIERAETHS (hTa)—1),

EFICEEORVRY ., $RTOHEIATI—2ATHS.
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

BINV-2


https://www.nccn.org/professionals/physician_gls/default.aspx
https://www.nccn.org/professionals/physician_gls/pdf/senior.pdf
https://www.nccn.org/professionals/physician_gls/pdf/senior.pdf
http://www.nccn.org/professionals/physician_gls/pdf/genetics_screening.pdf
https://www2.tri-kobe.org/nccn/guideline/breast/japanese/breast_risk.pdf

https://www2.tri-kobe.org/nccn/guideline/breast/japanese/breast_risk.pdf


National
Comprehensive

NCCN Guidelines Version 2.2020

A BS54 V%5

IW[{o\ Cancer 1= EE WA E S BX
Network® =iEMEELE R
T1-3, NO-1, MOKAD BT ARiE ¥
MELLE OIS §9EE + G A FHEAL, BB LBAL MIBU/SEBEUYR DB S L HEE
MRS/ B — BT AMEHREE (DT )—1) ALPREADERAHHIHE (L. S
B WREEEZCPRERICEITIODA—RIITH D,
1~3EDE MR E B+ SR T oA, SRE L. NV SIVIRIDHLERER
sy SERY S (BT OMATRRIEA BB L P RADBEL L H DG E L. TR
RETILPRERICRITI DDA —MRIITH S,
., o k= T4 na MO+ B T HE LSRN NS LV IRIDHLHEREE
- BBV BRI ST SHARE R (LR OWSA BB A E MEHRAE
M= z LA RICHEITT H2DON—RITHD,
SR B E R S e BINV-4
')\%Lﬁétﬂlﬁffﬁ?';"‘(b? Wiimi2 it BIRLICEOIRAEELL TAIREGIES ([, MEHHETRE — 5
31—1) = BEMP e +iHF EES AR NS EC) R D HHEME RIS HIEHR =
—> imfs —_—

&)/ BB IE %
M DIEZA5ecmEL T
M OEFIRZ M THET IR
M 1mmEKiG

M) o \EER AR

—>

B A T mm L £

M OEHEMNScmEL THD }—» MEHRERELG L

BE ZBCER, LRREQECHHHEE T, MEHRBREELFRER
[ZHE1T I DA —HREITH D,

PR /NEIOBE T 2cmZE B A HBETHOS )R VRR (EEF-E

[LEGLV) 225 5B E TIXREADRGHREE 8 ) N\ RNES

J;J%o %iﬁ;‘i%iﬁﬁﬁﬁﬁéi%‘%(is MR EAT LR RERICETTHD
N— IQ ) —G o

\

2 SREOEETITMSLIVOEBRF#HENIT 5 Y—ILIZDULVTIX, NCCN Guidelines for

Older Adult OncologyZZBBMD &,

| SRR ERIAZE (BIN-D) ZSRBODIL,

m o REE L/ NEREAZET (BINV-E) EDCISE LU= B ELIEI T st 3+ B inikEEIc k5

rOGHEESEDRAI(BINV-DESEBO L,
EHELEICE T AR EE S (BINV-DESEBENDI L,

= <

#2Z (BINV-F) 2 BN,

P RILEBEQREA BINV-HEZSEBD_ L,

O mEIZHDT=-O. WE/ER B ROEGZHAGERCT. B UFII7468LU

B9 ARt DEREFICOWTEHET S,

REZEE = (T TUVEUOB/NERFE] (0.2mmiEE2.0mm L TF) TIE. gt REEE S

X R RBIOESEFEF2cmEBADES CEEFIXLELGLVIZAT HLLE,

FEDFDG PET/CTZELEBDEBKREEXZET S (BINV-1Z5H), TH&Y,

EFICEEORVRY ., $RTOHEIATI—2ATHS.
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BHOBIRVBRAFEETHEBICIIIAEEVRMR OB REZZEREL

BINV-3

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx
https://www.nccn.org/professionals/physician_gls/pdf/senior.pdf
https://www.nccn.org/professionals/physician_gls/pdf/senior.pdf

National
Comprehensive
W(&{®\§ Cancer
Network®

=iE e ELIE

NCCN Guidelines Version 2.2020

A BS54 V%5

BRX
B

i 7 RILEVZEARORE  HER2D FKEVK ;0P

HER2pg 4P

e
ERB5 PP o0
EJPS
- ELEE/NSTY PRI 0. ¢
- INSEAE HER2P& t4Pb <
M IJ:I:. =] g:
- UNFLEERE
o bz
ERIE M HER2[i5{4bP —_—
aa AN bb ‘
% e L JF1) . A 1| , CC
.% %1;& ggﬁ{ﬁ;ﬂ‘f&i : PREZ M HER2[& b
. SRR
o FEES M ERIK =
) ﬁ%ﬁ?ﬂiﬁ% ;ﬁﬂ%'léccif:(iPRB%'ltcc
el =% ——_—
HDENAME [ | Epgate popRigh
bb

Y WHOREIZE MK, FE4ETEE (no special type:NST) [ZI. BEHRE ., #IEA S
B ZOMOENGHEBEGE . EHOEABREILAESEND,

Z bAEREICIE. HIREYMEELCLTIRBIFEEZAONIFNLER (EERE
NIRRT EREVEREEEDRMBIEERELE) DAHD,

aa PRBIFEAETICE. FPRBIFLHABENAKEIZE SO TN T (EHEREME
TIZELAHBYIBRIZER TIONERBZ D) . SRR ETIEAL, N DHER2IEET
BITNIEESRN, REBEENE LB RMNICT R BIFEHLLTFRBMNTISES
L. ILEE/ R ELTDARBEEEETSHIL,

CcC

iR

it EYEE RILE ZBREEEHER2[G M (BINV-5) =S R

M EYERE /BB EERILE ZRAGEHER2IEE
(BINV-6) =5 B8

MR EYRE )/ \EEBEMERILE ZRAIEEHER2EZ 14

(BINV-7) %518

TR EMEE RILEZRIREMHER2MG 4 (BINV-8) SR

TR EMEE RILEZBRIREMHER2IZ 4 (BINV-9) S8

MREYEL FPREFGHEBE (BINV-10) 5

R LRIV B ZRAB SUHER2AE IR REDEENEN /T —B (unusual/
discordant) £z IXFE R (borderline) EXEH> TV, EICHER T RETH D, /N
1A R—H—BEDREI(BINV-A)EZSHRND L,

IHCE B TREMERFEIREN1~100% THNILERIGHE AT SN, N WEEIC
W LB, AR RAERTEGE (1~10%) G- -ERNOTFT—2ITIEFEIZE
LN TS, ERFEGEHEHIEAH—LERMTHY .. BESNIEYMFISDELIE,
LIZLIZERIEHZLIEICFEBIT 5, th DR B EZS IWABEAHEKRIZOVTER
REEITOIEIZIE. COEEZBELTHERETHD, N\ MAT—h—REDEE
(BINV-A)ZSHRD L,

EFICEEORVRY ., $RTOHEIATI—2ATHS.

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

BINV—-4


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive

NCCN Guidelines Version 2.2020

A BS54 V%5

We®h'B Cancer Tl s BXx
Network® IXIFE] |§E LF..E =~
T2 EYEE  RILED ZBREBEGEHER2[S S V- °°
TR WS idd e+ firik b skl o8
PNO — |4 | S2wxeJhh iigsmE (h3T1)—2B)
0.5cm T DEE
A dd, ee
PTIPTZERLE oNimi - [[TEPISTHERE
pT3 \’DpNO =l ff, . hh
oN1mi (2mmEL T D 06~10cmDiEE —» |MRIEFHORT SE+HRSRYZTTN+ AR IAO—TF T

i2mm bl
CpEENST | |y

< INEESE

N lom&H27 B
BB

- UL EERE

<

CC

dd

ee

f

2 NEERRE IS (RMAlIZ2mmZE B A 5

\/

g

gt sy XTI (HFITY—1)
+ 5> dipgE £ dd. ee

1TI1§:1I:%J§ £ff g4 RS YT IM(HFTY—1)

.ee, jj

— | (BINV-16) %5
[iT5]

BBRENDLEEL1DHY)

NMAI—H—BREDEE(BINV-A)ZSBNDI L,
EHEEICEATA2ENAEZEE S (BINV-J)ZSHEDI L,

WHOL EEIZENIE, FESEHE CIXEEARE . BRASBE . TOMOFEN AR
E.EHOBBENAEENS,
IHC%@TF@ER%E-‘?—?‘N~100%T%1’LliERBﬁT$&J+7‘d~é*L R 5 R E A
BN, AIEHERENERSEIGME (1~10%) E>=-ER DT —2(FIEFIZRONTLY
%, ERBIBMEFIIFH—LEFATHY. #&%éhéEWﬂM@ﬂ\li LIZLIZER
EMEEICFELT S, thDMBREESIVABEAHEARITOVTERRELXTOR
21X, COZEFEEZBBELTHERETHS, NMMAT—H—BREDFE| (BINV-A) S8

Nk,

MBREEEZ T TOSEREZ (BRAELIEIAL) DEEZETIE ERRRITAR—FRE
HlcEbiRBEEZERT D,
RIVEZREGHEZ ORI ZEICH (T HINERBH M E I ERSHREEICED
IRREBEDIHDNEDKESIICMFEIMTERSINSLDERBETHAHI LN,
II:T./Z( otor%hr(-rbfn'cué 1:‘m§z|7q ,JAJ%&(BINV K)%*HEOD:&
F"'CL«XE’JI iXd T’\gféﬁé IEﬁ#ﬁ’CT%B#’L’CL‘%)T—’;‘H J:/Z)t TJ&%‘H‘?J&%&

DEEDBERFE-IIRFHRAIIHRTESLENTEINS, RN MEE
(BINV K) B LU/ BEEDL A (BINV-L) ZSBOIE,

\ /

gg

hh

ii

if—li
i lbgsst g4 psy X<
F+RIWVYXTT+AH

I T1, NO, MODHER2[S M ZLIE (IR EEARILELZ

VARDY:- 50l

g o8 )

T0m U EDEEICHLTILREEDHRELE RS -HDT—RIESNTLY
%, NCCN Clinical Practice Guidelines for Older Adult OncologyZZS BN &,
DO NEERRIEEDT1aB KUTIbHID F &L, IzEZHER2DIBIEE - IX BT F
BENAONDIGEETH, FAETHD, COLIBEE(X, BESN-525 L1t
HEBETREASNEI S -AEEEERTHD, COEBERIZFNSRVYIATYTA
BEFRATEINENE FSRAVYXTITDEAMOEN (DFEELE) EFSRAYXT
TOEREIZEYBONDEEZONDITEETIEH AN X I F|mELLEL T
RETLA T NIEESEELY,

BIAEEDBE) 21X,

N2)EERJLBEIE4+ SRV ATTIC ;éfm&ﬂ:qqﬁ,fﬁmaney et al. NEJM
2015)ZEETAENTES, RILEVSBREBHIETEED KEEIN
Timic(ImmEKiH) DERIZHIEBIZEWLVT. HEBRIRIN%ERET. N
DIEENMRAEL TEYEEZDERKRTHSIEEICIE. HER2(:§0“<@EAI:
PEEATEONIEXNHLEAR T IMNIHOT A THLAREEN S
BRI)RAINEWNEE Z SN BHRIGEHER2IGEHIZ (. l~7xv7<77€aa:m
FBERIZH LV Theratinb|Z KA BELA M B EEEZET 5. RNILVYATITDES
%‘)%h‘f::ﬁ%t:;ﬁh‘%)neratiniblzotéiéhu;‘éﬁwiﬁlEb%’r&l:out(i?ﬁﬂﬂf
60

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-5

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx
https://www.nccn.org/professionals/physician_gls/pdf/senior.pdf

National
Comprehensive

NCCN Guidelines Version 2.2020

A BS54 V%5

\[({O)' Cancer — B %
Network® IXIFﬁ HE LJEE R
MREWEE ) N\HEBIEERILEY ZRIKRGEHER2IE S V- ©
. o _ MR R EEY cerEE
0.5cmA T DIES >pNO —— = R
T P 5 bR % dd. e
« ILERE/NSTY 1 oT2 EYES
INE E(3pTa — OS> |HRILEET L OBRONS
CREE N OONO SRR e (T Y—1)
- UNELBERE | A O—T
4 A x Y
—»ﬁﬁ ﬁiT —> TS KA oo m —{(BINV=16) %
215815 FRT-PCR ad. SR
05cmEBZDIES > |REFXMERE | ) Ttk Moy iR 00 e
26~ 30 ﬁnfaﬂ:#é,fff BELZNHD RS b
ik
|, B%2a7 MR LT OBRONA i
AL xR
NAFXI—H—REDFEA BINV-A)ZSED L,
BHEEICEISEAIGEES BINV-D)ZSEBDC L,
WHOAEBIC LN IE, IR CITBERE . MRS RE, Z0thoFEL ff BAAELTOEREAENDBECE L, EPERITHED TR BEREVSIEF

CcC

dd

ee

HARBELG LS BHOMEBENEEND,

IHC#: & TIENDERFEIFEN1~100% THNILERIGE AL, N i
FOEICER LD, BIEERNERTEBME (1~10%) LE>-EF DT
—ZILIEREICERSNTULVS, ERBEHEFIEIFR Y —LERATHY. HESH
SEMEHSBFENL, LIELIZEREHZEICFELT 5, thD ik &k
BEPBBEAHEEICTOVWTERREEITIRICIE. COZEFEELT
BRETH D, NMAI—H—REDREB|(BINV-A)EZSEBND_ L,
TR BEEZ (T TVWSEHRE (BREIIAI) OEEFETIE. ERRRT
F R —FREFLLMBREEEEZET Do
RIVELZREKGHIEORBRRIZEICE T AN R frE =L st
BRERICKDINEBEDIIH DN RD KRESIXCMFEIRTERINDD
DERBETHAICEN. IETURIZESTEMITEN TN, fiiiE RS
WA (BINV-K) S BN,

44

=
=

mm

'CL&E’JI BITTRETHZ, BEATELONTWSET—RIZLDE, MatHREELE
PIMBEEDBERE-IIREHAIHFRTEEIENTREINS, HTERADMWEE
(BINV K) BEUMTE/ B EEDL A (BINV-L) ZSBOI L,
10U LD BEICHLTERZEEDHREEZRT=ODT—2ILR SN TLVS, NCCN
Clinical Practice Guidelines for Older Adult OncologyZZ BN &,
HDFEFAD-HDETFREREIL. BRIRIDFMEHEETSEMTEEL
THEWDAEREEICH T HRBENRE TR THEVSIARTIIZLMENFEREINT
WVELY, iTR AR EENDH R EELEEEDEBMERITTH-ODEEFHER
BREBINV-NZSEBNOI L,
HHEFHICERERET, IREBEZZDZVLTIbHIZ DL TIX, TAILORERERIZZDE
1¢®$%h\a$hn\mﬁ\of—_ah\b A HEEZ B THEITIRETH S,
50 L T DBEREAIT16~25ND KM TIX, TAILORXERER TOIEZMBEHRIZHBLNT,
EEDBEIFECZBEEOMENAT UV ATRESEN RSN, ERESHEODIL,

EFICEEORVRY ., $RTOHEIATI—2ATHS.

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-6

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx
https://www.nccn.org/professionals/physician_gls/pdf/senior.pdf
https://www.nccn.org/professionals/physician_gls/pdf/senior.pdf

National
Comprehensive

NCCN Guidelines Version 2.2020

A BS54 V%5

W(&{®\§ Cancer Tl s B
Network® IXIFE] |§E LF..E =~
MREMEEL ) N\HEBEBERILEY ZRIERGHEHER2IE S V- ©
ESEmEOBSH G EE —» [ERTHRE

pN1mi(2mmLL UTIZEDW =ik 51t

TOME /S FRECEIIRNOEE | [tp@mi0dEssrhsEE: i M 5> s K10 ee, ad

HEED) || [RE PRUEPSLCESRED | |FLE

FIIINTT (Y - B PR A4 HEFADO-OOBEFRE MRILFFUAT ST ]

I ERERAE B340 - A BEEER #ORSpEE e 0 |\ T40—FyT

- FLERE/NSTY

j%%ﬁ FREREM
. UINELEE

GC

dd

ee

f

) N\E g5 (BRI 2mmZE B 2 5

ILREEDBEIGLHAHN., BIE

 BRERAIA S RIS | >
ESVTERREERS

2

TZEWNESE: ]
higlezms Lz
%O W5 R E e
(h731)—1)

EREMNDLILEHY)®

IMAI—H—BREDEB|BINV-A)EFSHEOI L,

EEEICET A ZEE S (BINV-U) ZSEBDI L,

WHOS M SEIZ LI, FE4EFERC (i‘%ﬁﬁi HEREA DI ZOMOFENGTHEBE L
E BHOMBRENEEND,
IHC%@fﬁwERﬁﬁ&m~100%r-37mli‘ER tERHEEN, NS EEIEE
BN RIERRNERSEGE (1~10%) Eio=ERDOT—2(FIEFIZRSN TLY
%, ERFGEEMEH I T —HEFATHY . ESIND2EYFHMSDEOE, LIXLIZER
FEMELEICFRLIT 5, DR BES S VABRAH 2RI OVWTERREZITOR
[2IE. SOEEEZEBLTHRETH D, NMMAT—H—BEDFE| (BINV-A) ESHE
N,
MBEEEZ T TV2ERZ (BRELIEIAI) DEETIE, EARR T+ 2—FRE
Rl kbR EEEEET S,

RILVELZ RS EILEDBREI IS 1T AN B i E - XM RERIZ LS
DNEMEEDINHI DN R D KESIXCMFEII TEMINIEDLREBETHLHIED.
IETURIZESTERIFTONTND, i NDMEX BINV-K) ZSHBOI L,
11']'1&4%/%&[/-(0)“:%%/%&'*] /M‘Jﬁ/ﬁ'i 1B%J§/£(~$JLL\-CW /M\Jﬁliitbﬁmﬁ
FCTERMICHEITIRETH S, BEATHEON TS T —RIZLbE., MEHEEES
AR EEDBERE - IXEEGFRIXFRTEDENTREINS, iiEA D BEE
(BINV-K) 8 FUMTRI/ TR EEDL U AV (BINV-L) EZS BN L,

gg

nn

00

pp

\

10U LD BHITH L TEREEDHREZ TR =HDT—2XESN T
%, NCCN Clinical Practice Guidelines for Older Adult OncologyZZ BN &,
NImiBEUNIFIZE W T ECFREREEIZHZENET 52D THY.
IEBEEDMEE TR TEDELAHSNTLSDOITTIIGEWA, BULERS
WL THRELEEEITEREEATHONS MRS LT M ELRST
BEMLHSBEIRVERZRIET SEMTHERTHIENTES, 2 EEFD
RT-PCRIZZEIZRIL TIE, AIREHARDEIRMIGEEFTOFER NS, FEIIZ1~3
DORE) INEEEB N RBOONILEICEWTEEEEDMREFRITE
BIENRBINTIND, ZOMDEEFREREICOVTIL, L2EEDM
REFRATELEIFEIBASNTLVELY,

BEICHRE) D /N\EERE N4 DU LRBH NS LHEICH T ELFRERE
DERENZDWTIE. BT IET—ELMEFEONTULVEWL, COBEEHICHLT
MREREEEFEITTADEINDRE (&, BRREAFICEDNTHIETF RE

THbo
P BEN DM R EFCFREDENERET T DD DEEFHER

[iREANEs)
(BINV-NZFSEBED &,

EFICEEORVRY ., $RTOHEIATI—2ATHS.
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

BINV-7


https://www.nccn.org/professionals/physician_gls/default.aspx
https://www.nccn.org/professionals/physician_gls/pdf/senior.pdf

National
Comprehensive

NCCN Guidelines Version 2.2020

A BS54 V%5

W(&{®\§ Cancer Tl s B
Network® IXIFﬁ HE LJEE =
iR EMEE RILE ZRIRESEHER2MG S V- ©°
ik ib=e R ARee 99
pNO —» +|~_3;\\(‘y;(‘77‘ddv hh, liggrE
0.5cm AT 0D &S < (AT3Y—28)
. i ibeRAee 99
pN1mi —» +|~3X“J7§°77‘dd' hh,llxé%fg
pT1, pT2FE=IZpT3H DpNO N
5 , == - s _ fiikieemRiAse 9
g}&pyﬁlﬁ%(fz@ﬁT@M 0.6~1.0cmMDEH > RSy R hh g e
) 248=7vF
1 e — | (BINV-16) &
- FLERE/NSTY B —— R AL SRR 04 RS Ry X7 T 5B
NS cmZ A > (HFIY—1)
‘/kbl:lﬁ:
. MUNELEESRE AL BAEE U+ R SRY X TN
U2 SRR (R 2mmE 1825 &R EY
BERREMNDLKEL1DHY) L EESS W4 p5 Ry X3 DA
+RIWVYXTT
NMAI—H—BEDREA|(BINV-A)ZSHENDI L,

GC

dd

gg

BELEICETAEAALZER A (BINV-DESBDI L,
WHOZ FEIZENIE., FESFHE CIXEEARE . BRANBE TOMmOFENGEBE L
E.EHOHBABENAEENS,

IHCE & TIEMERFETEN1~100% THNILERGHE EATIN N7 WA EE
BN, RIEHERNERSEIGE (1~10%) E>=ER DT —2(FIEFIZRLNATLY
%, ERFBISIERIEL T —GRFATHY . RESNDEMFEMSDEE, LIZLIXER
PEMERLEICFELT S, thDMBREEISIWABEAHERITOVTERREEXTOR
21X, COTEFEEZBELTHRETH S, MM AT—H—BREDIZE| (BINV-A) SR

D&,
TR BEEZ T TOARARER (BRAFLEFIAD) OBETIE, ERRRT+ R—FRE

RlCEAHMBRELEERET D,

TOmL LD BB TIERREDHREEZRT =HODT—RIM5NTLVSH, NCCN

Clinical Practice Guidelines for Older Adult OncologyZS B M &,

hh 1) RETEEREIE D T1aB K UTIbHID F 1. F-EZHER2D g E - (LB EIF
BWAHSNBIEETEH. FPRETHD, COLILBEEIL. Efianf-54 L1k
HEBRTRISh G -HEEEEATHD, COEFEHAICFSAVITT A
Jﬁﬂﬁﬁﬁd’éh\?b\li FSRAYXTTDBEMDOEMS (DEELE) EFNSRAYAT
TDEREICEYEBONDEEZONDTHEERTIEIH AN EFLFIRELLERLT

RERLIE T NIERESAL,

' T1, NO, MODHER2[G 4 2LIE (B CRBEANRILEL ZBREEE DB E) IZ1E,
NIYAEXEILBIE+ SRV X TTIZL A2 IEFE % (Tolaney et al. NEJM
2015) 2 EETBHIENTEL, RILEVSZBERBHIETEEDRZTSA
Timic (ImmEKiG) DERICHLEZFIZHWNT, HEBHERIRIH5%EKET,. N
DIMEENMRREL TEYEEDRIRKR TH B EIZIE. HER2IZEDIKE &1t
PRETHONDERAERR T IMNEIH T HTHAAEEEAT L

O R/ MIEBEEDL AV (BINV-L)ZSBOIE,

EFICEEORVRY ., $RTOHEIATI—2ATHS.

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-8

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx
https://www.nccn.org/professionals/physician_gls/pdf/senior.pdf
https://www.nccn.org/professionals/physician_gls/pdf/senior.pdf

National
Comprehensive

NCCN Guidelines Version 2.2020

A BS54 V%5

We®h'B Cancer = B R
Network® IXIFﬁ |$ LJ:LE %'f'_'%
TR EMERE RILEL ZBRIKZEHER2IZ 4 V- °C
pNO — TR B EGL"
o.5cm1>,l'|=0)ﬂ§%<
pNimi  — i b5kl g8 a0x 2= g
pT1, pT2FEf=ILpT3HA DpNOE
t=1ZpN1mi 2mmL F DREE > 0.6~1.0cmMDEE i lesemxdd e aox e
_I(BINV-16) %
- SLEAE/NSTY lom& B8R HIEH — fiEiLEREY & W HhTTY—1) £2
N
° /tls = ﬁ:
s MUNELEERE
- bR

) 2 NEERRB I TE (R 22mmZE B R D
EBENDEELIDHY)

NMAI—H—BREDEEA(BINV-A)FSHED_L,

EHIAEICEATA2ENLZZEE S (BINV-)ESHEDI L,

\;ﬁVHoi ﬁl@ ENIE, FEEBHRECIXEEARE . RRASBE  ZToMOENTHEBGER L EROERE
=3

Z bEEICE., HEREYERELGLCTIRRIFEEAONAFINLERE (ERAEDRRE T LRENCER
BEORMEBERELS) BHD.

CC JHCHf TEDMERFEIEN~100% THNIXERGEEA LS , RO MEEIZER EGEEM, AT
EHERFBEHEME (1~10%) L= EMDT—RILEEIZRON TS, ERSBIGHEH XA —1LERMT
HY . RESNSEYENSDENE, LIXLIXEREMELZICELUT 5, DM BB ES S VAREAR
HERITOWTERREEZITOIEICIE. COZEEFZEELTHRETHS, (A T—H—BEDFEE
(BINV-A)ESHBDI L,

> TR AL 2R €8 A (HTFTY—1)

dd

gg

qq
rr

TR EEEZ T TSR EZ (BREIIAI)DOEETIELE

ATRRATAR—FREHZ LB REZEEET S,
T0FBULDEBEFICH L TEREEDHEETT-HODT—2I(X
FRS4.TLV3, NCCN Clinical Practice Guidelines for Older Adult
Oncology%#S DL,

TR/ MR EEDL AV (BINV-L ZSBO L,

SURIDEEERHI—HOEE HEHBFHNICSEREDE
BIZEFORMEE) TR, fiRbtF2EEEEZELTHEEWN (DT
S1)—2B), (BINV-L)ZSHBnI L,

EFICEEORVRY ., $RTOHEIATI—2ATHS.

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-9

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx
https://www.nccn.org/professionals/physician_gls/pdf/senior.pdf
https://www.nccn.org/professionals/physician_gls/pdf/senior.pdf

National

comprehensive NCCN Guidelines Version 2.2020 A4 ES54 255

W[S{®\'R Cancer =l B R
Network® IXIFE] |§E LF..E =~
i AL T RIFMAREY 22
omA ~ Bl EE
pT1,pT2F =& "
T3MDpNOET =1 TR EEY e EE
TR oNTmi (2mm B, T 0> 1~290m -
- FUE R R _ W) SEETS
i ERE BY) 3emblE > RIS AL o0
cgmpeErg | |PRIBHE HERE
Rlzzlmas S s SEREERS IR (RN 2mmE , | pasyamndd. e g
BRBEBENDLEEL1DHY) T | EiRRAEERAT &8 Y-

RS ERZHE RSN AT AT — S h B B OB FIE
VERBRAWE | |l — | REEESNTHY . EfE P RN EEEE .
HoEhEE HERZIE 00 TEROFE) 2/ EEBBEFDHTHD.

v BHEEICETAEMEEE S BINV-W)ESEDI L,

z EHEREICIK, MR EYEEILGELTTFREFEEZEZAONSENLGTHEE (EEREDIR
RIEFLREVEEVEORMIBERELE)DAHD, ff

@ FRHRBIFEALGTICIE, PERIFGHEBREAKRBL,ELEOTOT(BHHEREMRT
[T <A BIBUIBRIERTIO %N ZEEZ D) . B E2EE TIXEL, N DOHER2[EME TR
NIEHSREN, FRIBENE-IIBEERNICFEBIFHELTCERBMNTIB A, ALE
/SR LLTHDREEERET AL, g8

bb 4HEET LRIV EL ZRAS KUHER2ZFIFIK T DRI A FEN /R — K (unusual/
discordant) 1= [XFE R (borderline) EL>TWVEWD, EICHER T RETH D, /N S8
AAR—H—REBEDREAI(BINV-A)ZFZSHEODI L,

dd WHREEEZTTCOIEREZ(BREFLREIAD) OEETIE. ERRR T+ R—FR
ERNLLMEEEEZEET 5,

RILELZRIKGHIEORBRRILEICH T AN EEH T E = (LRSS RIS
FAINEMEEDIEID RO AKETILCMFEIMCERINDILDEREETHDS
t;’J\ IETURICEHDTEMIFOENTILS, fiTEARMBEEBINV-K) ZSEDZ

fhfﬁ%&&bfd)ﬂ:%ﬁ&:‘:lﬂ PBEE (T LSRRI D TR WMEE SV IE
B CTERMIHEITI NETHD. BFRTHELON TS T —RITLHE, MEHRE
RERTBFEDBEREIIRFHFHAIHFETEOENTRINDG, fTEAD W

A (BINV-K) B L UMTRI/ MR EEZDL DAV (BINV-L) ZSBNDI L,

10U LD BEFIIHLTIELREEDHRERI -ODT—2IRE LT

%, NCCN Clinical Practice Guidelines for Older Adult Oncology2 S BN &,

B LEEE DUV E 4 SELEBSE (encapsulated papillary carcinoma:EPC) D
RHAX. 5 BFELHADCISIZEEBIL TS =8, pTisIZ5 5595 (AJCCIZHED) . TE
M 2,BESE (solid papillary carcinoma:SPC) [£. WHORE [ZH > TIERFEIEHE
DNERETARETHAIN, ELLNBELFRIIBFTHS,

EFICEEORVRY ., $RTOHEIATI—2ATHS.

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-10

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx
https://www.nccn.org/professionals/physician_gls/pdf/senior.pdf

National

We®h'B Cancer

comprehensive  NCCN Guidelines Version 2.2020
Network® IXIFﬁ HENLF:E

A BS54 V%5
BR
B

AR AN DORE

B R s A

>T2, MO
EJ =S
>N1, Mott
(iraTEYERE |—
EEELTS
5E8)

mE?
J"W‘HEHS(&E{WVH
c SEMEAITOET ST REICKRLTEBEERE
ﬂﬂ (ZKBHRE )2/ BT D ETE

) B RREEEE
b EEEEINERHO LU Ly S DR R B A AU
RERREOBEBRP

« [EB DER/PRE KUHER2MD FE IR R H|EC

GEEHIEDYRIINGIEE FEEAY LY

s FARAICTHNISTEZEICET 200000  FIRATREE T R TO X TIIREES OFIRL
TWAi5EI1%. PREG-1ESHE)

» R ER O T

UTNDEMEEEEE S
- M

s P ERBER LUV TILARRT72—EZET £ LR E (comprehensive metabolic panel)

- &R D B8 52 1T A JE%CT

ERMEEFROEBRZEAESCTE T EEMRI

« BV FHS5T4%F =IEsodium fluoride PET/CTN (hF31)—2B)

« FDG PET/CT! I (£ &)

cILEMRK(EE) . To BT ST/ THIHEN GV ESITIHICEE

4 SEMEOEELGIMESIVEEREMBY HY—ILIZDULTIE, NCON Guidelines
for Older Adult OncologyZ B BND &, i FDG PET/CTIZZE BIDCTERBFICHEITTE S, BRERRIANIHA., IEAE = (XFMHral

b LEELF, FTART

of American Pathologists ProtocolZ 3z %L TL\5, http://www.cap.org,

FHATRER DG A fiTEIEE
MEERIDIEESVKRE

D INEIEZ M (BINV-12) =5 B8

FIMAREIIEDIS S - fiTH1E

lfr%ré,ﬁ(BINv 14) %8|

D;2HESLVIEZHEEIEDREBIHREIZ DLV TCollege BEARIEA D FLIE TlE . PETE = (XPET/CTIXE i 4575, FDG PET/CTIX. 1E#/

hrﬁﬂ SETRE CTIHERABHKRTHINEOLLIVKR TRVER LGS FICHATE

¢ NAAT—H—BREDEEI(BINV-A)ZSBNDIL, THE=ITEBHDIEE) .

d JRHEE[ZDLVTIX. NCCN Guidelines for Genetic/Familial High—Risk i FDG PET/CTIL. BEMIIRMAZHBREICNZ TRHWSIGE ., BRTETIEICSNT
Assessment: Breast, Ovarian, and Pancreatick S BN &, BEhh TOELMER) /R EOEREESERITET NI "B;ﬁﬁﬁ&t;"):)%)o

:j FE2HELVEIE(BINV-C)ZSHBNI L, kK ZLEMRIZ. BES IO/ E-IERW) UGB EOFMIcERTHIEEZLND,

NCCN Guidelines for Distress Management®ZS BN &,

ERNHONENBRIAZEICHLTIE, L—F oL B ORYPIZHIEER LSS U HeEwEEDELR (BIN-M)ESEO L,

AW
h FDG PET/CTZHEAT
F.BUFITS04

ZLEMRIRZEDREAI (BINV-B)ZSRBDI L,

i _ W BRE BRI DEE R T, YUV TERANEICL DT —F VT EFFIITOTE
LT, PETECTOMERN O BEBAHBISTREINIIHEIC =, ARG D/ EAYIRENT-CEAIRA B D F B CHER TESLSITLT

F71=[Esodium fluoride PET/CTIZMHELRNEEZOND, BRETH D,

EFICEEORVRY ., $RTOHEIATI—2ATHS.
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-11

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx
https://www.nccn.org/professionals/physician_gls/pdf/senior.pdf
https://www.nccn.org/professionals/physician_gls/pdf/senior.pdf
http://www.cap.org
http://www.nccn.org/professionals/physician_gls/pdf/genetics_screening.pdf
https://www.nccn.org/professionals/physician_gls/pdf/distress.pdf

National . . . <, e—
comprehensive  NCCN Guidelines Version 2.2020 A4 BS54 255

C T B X
NCCN Ng?vig:w IXIFE] |§E LF..E R

FHTATREEE WA EYMBREROIELE LVORE" 2/ 2

MR EEDRIC LT EITD:Y

-1hﬁﬁ;?"<¢%4§,£1§0)91~$4ﬁ’1"“$¥0)7‘—&) RIETDHZEIE. EL
J%gj)ﬁéﬂﬁéiﬂ’:l Jfﬂiailfl fEEﬂ&L,'CE Bl CRH TRV
— BLAZITNIEESA0 FRILVEVZBEKRHR) BXY et S e o g
 BEREIMRICESHEOBGRE REEOHE) | —» |HERZORBKRIH S | —» |DIEDEERONHOBRBLUHH
BEU eSO e % (BINV-13) =518
s BRERBYICERFE IS TE . HAWITEREATHLWVRE ) >/ \Ei
DERRERDIZSE)

9 iR/ MIBREEDL A (BINV-LESBOI L,

tt HiEIEYEEDRA(BINV-M)ZSBND_ &,
WU REDEBIRREHET A ETEMELIIEYREZDBIREALEHSISE 1L, HHIEMEEDRICE FRIVIV NG EREERBTIENTES,

EFICEEORVRY ., $RTOHEIATI—2ATHS.
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-12

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive

We®h'B Cancer
Network®

=i e FLIE

NCCN Guidelines Version 2.2020

A BS54 V%5
BXR
B

FHTAT R EE WA RMREZRONHVERE SUMREE

- PEHEH
5%, AR TBNV-DEEH)
7R B

R, LEE D VIR

AT ATRE FLELYIRME LU RIS
EJ S — fE#AZE (BINV-DESR)

I THHEE (BEHIER
DL . ALEESGIRATA
IR

+IERE(EEP

I SR E R (BINV-D) £S5 RBNDI L,
P RILEEEQEABINV-H)ZSHEDIE,
rORGHEESEDRAI(BINV-DESEBOIE,

tt HEIEYEEDERE (BINV-M)ZSBDI L,

‘

—

{ITEE 3595

fiTig =Lttt XX (BINV-154 5 8)

XV

ZLEER D VNIRRT 12 0D flT 22 A T SR AR

« cN1EXVypNO: BB KICHT BT —AMBHREHRAT2E (XA LE
WEEEA DM ERMATIREE, SOICHHE E/HE T HEE, Mg/ &
BENIRIDOBHIBREVIBREDH LD HE D ~DEGZH{EE

s TRTDypN+: EEEANDMERETIRE X BEKRICHTHT—XLE
SNEGRTAEITFRALGL) A OERLE/EHETHEE. N /&
BIUBBYIBRKDHLPIE D ~NDEHESHS

MR ET XX (BINV-15525R)

BLU

AEEUIRMZROM R BSHREE"

« cN1E K U'ypNO: ffEE $HE E/SE B THEE. R /NREELVIRID
HEIBBEYVIREDH oD HEHD~DIREHRE EEEREE

« TRTDypN+: B2 +$HF E/SHE T, A /\EHELUIJRID
HOBBEVIBREDH 5D HE D~ DMEHREEN B LD

W EEQRERESIUREE /NI T SMAIRMBEDONREEHICFHB T 50 (EH L T OFMICITEERZEICNA T, ZAORAZEHFRICEENAH OB
BRERVETS74. ABEBEERRESLIV/FEEBEMRDEZZHINETH D, FMATOBEBRREEDERT. RKEMNF—LIZE>TRESNEOINETH D,

X ENSE TLTOWRWMERE, FPEDILFREET TSEDHE,

EFICEEORVRY ., $RTOHEIATI—2ATHS.

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-13

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive
W(&{®\§ Cancer
Network®

=iE e ELIE

NCCN Guidelines Version 2.2020

A BS54 V%5
BR
B

FMTRREIEBATETH GERIEN)  MATEMRERS JUREAER

=" B ERiE

HLESYIRMTE LU AR
ERZHE +BEAT(EE)P

MAIEMEENEL

QY EIES
W S A F TR A8 ‘

B ‘

gkt
TR E AR . . @
IGIESUL VT EMDE B ZRAR LU/ El
WW Bk pE]
gﬁﬁgfﬁm”tvc'___’@ﬁWM%ﬁﬁ%Q%%r

I AR E R E (BINV-D) 25BN s,

P HRILEBEEDERA (BINV-H)ESHEDoE,

rORGHEEEDRA| (BINV-DESBOC L,

tt HiEIEYEEDRE(BIN-M)ZSBNO_ &,

W EDRERSIUBEE/NEGICH T AMBIEYEEOREERIZEHmT 2
DIFELL, FZOFEMICITBARZRICHNA T, RYDKRHZEHEICEENAON
FEBRE(RVET 4. LRBERRESIV/FEXEEMRD EEHEE
g&éo FHATDEBBREEZDRRL, EFHNF—LIZKOTRESNEZRETH

91~ﬂE’JH&"ﬁ?FHJ1 ikt k
B IR Y

Ef?ﬁ%ﬁiﬁ“ (BINV-15% 3 HR)
S KU
AESWEISMEE, $HE E/HETEE. M)/ &
;%tg);b@&éﬁ&ﬁﬂ]ﬁﬁ@&bﬁbéﬁﬁ /\(Dﬂnﬁﬁ&z

—

AFHTEMALE AT _ .
M{E%ﬁiﬁﬂé ‘——>Lﬁwﬁﬁtﬁo

}—» &1L aHk

BT MIAN B
B F A A

XX HEIZSE TLTOWRENEE X, PEDEFEREEZTETSEDIE,

YW R AR ER LU/ E£-IXEE 2 BERDIEE (T4, IEREM) T
%, BAFBERYRIIZDOVTOESMEHEICE D=, Tﬁil ERLE-BHICRLT
I EERREEEET O THLL., IEBFICR T AIZEMERZE R (BINV-GESE) [
Mz, AEREEEDMRNEEICIL, MEIERYE LRI KA (T4d) ELIE EATET
EYREBROEERHAOAITEEBRAEENS,

EFICEEORVRY ., $RTOHEIATI—2ATHS.

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-14

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National i . . C e —
comprehensive  NCCN Guidelines Version 2.2020 A RS54 255l

NCCN [® - BR
e Ng’?v(\ig:@ leFﬁ |§E LF..E

=
BB EIRIT R DR YR
BB R O BN/ R RSN R kR
ypTONOZE=I&pCR
EIES
HRES 1% /HER2RE 14 g‘[ ;Noif-'ﬁ%ﬁ"fﬂ —» fiiRsBEsT hTay—1) - .
yoNTELEE 1131 /S EiEn ISt
BEIFRTRETTAMNSRYRTIZ(HTFTY—1) N
ypTONOFE=IEpCR >+ X)Ly X7 T2 L BHERAB R %
HRIZ1E/HER2IS1E LIRYRTT Thos Iy~ MHES ()
T1-4NOZE - L FE 72451 a3 cEEDT=HINSRAYVATT TLEV L UERIELT o
Sjipf:li i _» [BEIE FSRYZNT (DT £NILIZIT TR g;n’\’f??/j%/
) - > \ T B 0)5 ‘» 5¢ ﬁ o —_ “J
yoNTBLEE = (31 S EisR i Ie i 2 ;gﬁh?é ? BINV-T6) 22 R
HRISHETHNIE . HTERABEE (hTFT)—1)
HRIS 1% /HER2[S 14
mamEET T3 — ) +ERIERTRETT
ypTONOZE=[dpCR —» BFSRYRAT T 8A(HhTFT)—1) ERINWY XTI ——
|2 & BHER2{Z R E %

ypTONOZE=I&pCR >

HREE M /HER2FE 14
ypT1-4NOE = (X F&TEHI .
Frl& — ARDEED (6~8F AV EEE®E ————
ypN1 LA EFE = (E) /BB TS 5 1%

ff 1TI1£J§3§&L'CO)1B%J§£&W VIAECEIE ., B REICHEL TR MR EVSIEF TERMIZHEITIRETH D, BB ATEON TS T —RIZLbE, MEHEEELA
DEEDBERE-IIRRFEGFRIIHFRTEDENTEEINS, TN MEE (BINV-K) SXUHTEI/MIEEREDL AV (BINV-LESHEODIE,
2z HERMEE’JJ&&&&U/&UM VBEED B A HHEE L., MEHREEEREICT T LW BLAHNIE, MEHREEDT TRICARVEEVEZFATRETHS,
aaa B2 MNEEEZONDHRIGHEHER2IGTERIZ (X, FSRYXITEE MR EEITH L TreratinibC k2B ESMEBEEEET D, RIVYXITEIINSRAYXT
T ITLA DB EE2T-BEIZE T+ Aneratinb[ 2L A BINEED I OCEEICDLVTIEFRBETH S,

EFICEEORVRY ., $RTOHEIATI—2ATHS.
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-15

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive
NCCN ESElglel=T5
Network®

=i e FLIE

NCCN Guidelines Version 2.2020

A BS54 V%5

BR

S

it
i

‘\

Y—RASVR/TAA—T VT

i ES

« REREIESHRZE. SFERIIERRMDEEICIECTEI~4M. L
&EE1E

BIEFRI)—=27:

cREBEOEESLIVECENRBEDEG I T HEAMLER
D)=V EBEITRELTEEBh I 2T ~DHEI; NCCN
Guidelines for Genetic/Familial High—Risk Assessment: Breast,
Ovarian, and PancreaticZxZ I8

iz EHE:

cJUNEREOEBEEZEMETIEE. E=2) T BLURE
9t. NCCN Guidelines for Survivorship: LymphedemaZ S BN &,

ERERE:

c 120 BBOIUEY 50D

c BEIBEDOII—FUOEBGBREILES LGS

cERBICHTHRI)—=2T

« BRZTIE T SEARMGEIECEREZEROLGVGEICIE, BRF8IC
iﬂ?‘éxb')—:/7“0)T:&50)EEJJ‘E@EBJ:UE1%ﬁE(ii@ﬁfi&ﬁi
BIELY,

R b :

s TEASMEEIINTETRETSURADEHES KR E

s REXIIIERERDLE 120 B EBITIRARIKREZ (FELUIKRS
NTWBIEEFRKRC)

c 7AYA—tERBEDRERTHINARICKIMEHERENE
CTWABLEHEICIE. R—RSAUBFEFTDRIIELHNICEZEE
FLT. BOREREZE=R) T T RETHBHC

H£EEE:

s TERASBEEICIHTETRET SO RO FHES KU EEEN RN
EEERK. BREWERE., CEDOHIR. 5 UIZEBKE (BMIH20
~25)DERBLVUMFICE T AEDFTREIEFELLDHIENT
ETUAMBREBEINTILNS

e A4 —T3u:

c TSAR)TTELEMAEDHEITY 7 DEEELLENHESIN
B, 3BIT BE—A— ADBEZBIZE DV IGEIC, 25T HE
HEDHLIRMESLEIAO—TVTARABDRELHEZSOT-. #E
AME L= AN —2y T REETE A HER SN D, NCCN Guidelines
for SurvivorshipZZ I8

EEDEBRIESE

cIERDRY) U T B LUEMEERICHTEITRET SV A%EM
J:%’%‘éf:&’)l; JA0—TFyvIDOREEEEIEHTHIENBE
T

B3
4,‘ (BINV-17)
TR

bbb RNV ETST11%. AEBEFMELIUBGHREEEZ T -ABERED Y —AASURITEYLEETHY . ChLYEVRRTOEEZBEICHERELFR SIEE0IE
PREICKYTREIN TS, BETHIREET T D6~120 ABRBENSIUVET STAIZEBFEIRD Y —RASUREHIBTRETH D BRLEFLITH RIS RADE R
BRETEDLLLVAARZEN-IEEEX. VB ST/ DEHRBIREECT 20N Z L TH S,

o FETEICB A BHBREFIEIEERVABABEADIAMNIY Y, JOF5RATAOVFERIGERMIANOS VS RAEEDS AL—2—OFRIFEIOH LG, EXRR T+ R—F
?fzifiﬁu(ﬁ’:él:l/§$5i)if:jiv‘-“/xvj‘mﬁﬁﬁli\ BEEOHFF-IIHNEDOTRELTHBRRETHY. BN BEEZZ(TTOWSEAREZ(BARAE-EIAD)EZOEN
JROZERETSES, WVTHDAREBRELEEREBIFIEILIIN TGN, SEZBASHBIEITHATH S, BHRREICHT HABEOMEHAMICONWTEEITRERFELT

&, BEE. A

FEE.ARICHT HRIG, HRHGEERD. BHORKREFLENH S, T/ART R RICHEEE BTN RELLEFINMERBESN TS, EXRRATHR—F
REFEBIT/ARTICEDARER THXMER, ARFBAIICFPHERRBER(TEIRETHY . AL IVLBLUVERIUDY TYAUNERATRETH S,

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

BINV-16


https://www.nccn.org/professionals/physician_gls/default.aspx
http://www.nccn.org/professionals/physician_gls/pdf/genetics_screening.pdf
http://www.nccn.org/professionals/physician_gls/pdf/genetics_screening.pdf
http://www.nccn.org/professionals/physician_gls/pdf/genetics_screening.pdf
https://www.nccn.org/professionals/physician_gls/pdf/survivorship.pdf
http://www.nccn.org/professionals/physician_gls/pdf/survivorship.pdf
http://www.nccn.org/professionals/physician_gls/pdf/survivorship.pdf

We®h'B Cancer

National
Comprehensive

NCCN Guidelines Version 2.2020
=iEERLIE

A BS54 V%5
BR
B

Network®
BH/IVEI(M1)
&R EA BE
 EEHEIREGAZER
BEBEICODVWTELAVL., XRITOERREZHEAL. ¥y 7D BELHT D
- ME
s FFRERBE R LU T ILA) KRR I773—E 4 &S £ L1 E (comprehensive metabolic panel)
Hﬂ"ﬂ@ﬁﬁn’)&ﬁﬁﬁﬁ%
B cBE B ROEGRZEAERCTEILEEMRI
EJ el . CNSJ"»Iifﬁ?E?b*LéiﬁA(iﬂmo)ﬁ%MRl
IV (M1) - HEAE AT OERA DS A KR OBEMR

B UF 5 S5T4% 1= Esodium fluoride PET/CTN(HFT1)—2B)
« FDG PET/CT/ ddd (435
SERDBHIBELIUVBVUFI ST TEREDNHONT-TFERFETDOXER
s BB RFITIIEREITORETHD
. SRS BT B BDER/PRE LUHER2 (D F TR ;% | 72 ¢ eee. FFF

BIND S FIZEMEEICR T HEEEFHIET A-ODNAFI—H—BREIZDOWNTIE, BE/IVE]
(MDIZRTREMNMD D FEMEEEEZNITHESINMFT—H—RE (BINV-R)ZSE

BRE LU EER) /i

FEDEE (BINV-18) 2SR

EEUO
X FRiASeE

B/IVER (M1) D =Wk
(BINV-19) & Bghm
XU

X EEiLeee

2 SEREOEELIMSIVEEBEHBITSY—ILIZDULTIE, NCCN
Guidelines for Older Adult OncologyZZ BN &,

¢ NAAI—H—RBREDEEAI(BINV-A)FSHEND_L,

d JRHGEE[ZDWTIEZ NCCNAARSAUIEES SV EEICE (T 5EIEE
B/ RiEE)RAVEEHT IS BN L,

h FDG PET/CT’EﬁEﬁL’C PETECTORMERMNOBEBABHBITTRINIGE

ZIE B UF YT S5 T14F fzIEsodium fluoride PET/CTIEMAELZWNEEZ NS,

i FDG PET/CT(;l: EEMNTRHEZHBREICNATHAWIGA . BRTETIE
;é’;b\é@ibhu\m\ MBI NERECRRERERIETHIDIZLERE
YD

ddd FDG PET/CTILE2 M B HIDCTERBFIZHEIT TE 5, FDG PET/CTIE. 2% /71
FAHZHRETIERELABER THINEOLLIVMRR TRVERELS (BZH
FTETHIE-XERFIDIEE) .

GEEMEIEDYRYING BB TEENYV LY

e ERB KLU/ FITPRIZCDNTHIZEM LR DIFE L. AR LGB R TERBLW/F L
PROFERMN—BLEWMEEEH D, TDT=86 . RIELLIN A DERFE FE /- (X EAEIF 14D N
EBZETLIEE. BITRILELZBRAEHDOESE F RIS SR RMFE (ERER
MRV BREIEAREN. REDETHE., GG E)ZHTHIEETIE. FHDIE
DRSBIEEEEL T,

f £ RERLICHEITTET . BRI BCRBINIERTRZEO-IBE L. REED
ER/PR/HER2D FEBIKRIZIEL TS fﬁ?&ﬁﬁt%f%é:l,\

gee NCCN Guidelines for Palliative Cared &UNCCN Guidelines for Supportive CareZ SR M

hhh ﬂuiﬂ%@ BE(ZDLVTIL. NCCN Guidelines for Central Nervous System Cancers%Z &
N,

EFICEEORVRY ., $RTOHEIATI—2ATHS.

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-17

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx
https://www.nccn.org/professionals/physician_gls/pdf/senior.pdf
https://www.nccn.org/professionals/physician_gls/pdf/senior.pdf
https://www2.tri-kobe.org/nccn/guideline/gynecological/japanese/genetic_familial.pdf

https://www2.tri-kobe.org/nccn/guideline/gynecological/japanese/genetic_familial.pdf

https://www.nccn.org/professionals/physician_gls/pdf/palliative.pdf
https://www.nccn.org/professionals/physician_gls/default.aspx#supportive
https://www.nccn.org/professionals/physician_gls/default.aspx#supportive
https://www.nccn.org/professionals/physician_gls/pdf/cns.pdf
https://www.nccn.org/professionals/physician_gls/pdf/cns.pdf

National
Comprehensive
W(&{®\§ Cancer
Network®

=i e FLIE

NCCN Guidelines Version 2.2020

A BS54 V%5

BR

it
K

BB LUHEE Y /\EBFEORER

AELERAFLEED 2 LIBRT + SR

_ | LB E IR+ RE) 2/ \E R O

BE

> | Glevel IVIMREESREZ £ 11T TLVRLES) 1

BFFBEHEDO#H» VELAENILELS VIR +level VIREFET. . s porm o kkk
WS (= & B A EHY — RHYIR(ARESE)
NELAEMNILEESYIRMT T, MEHR ~ SVEIEYIER (BT EEA IR &) KKK st sk
BEICKBAEELL g
LAEIIR (RTREAR 15 &) NN+ gt s
W 5 . fﬁéé?«;%@ﬁ% BE) KK ISR L
fBigNETE
?7?) ? 11
=l HE L HEH > REHRERE (RIRERIG S S
B H & UESE : PR
Yo INEREH'"
T PZAY:EE > WMEHEEE (AREEe) I
rOREHEEEDREI(BINV-DEFSEBOI L,

i P AR EE CEALEREERT A=A BIREE TR TEET BIC

. KFHT7ITO—FAFICEELLD,

13 U F RIS E R (SNB) £ B - LD H AR T, LB BFE M IR
BRABHONIIHE . BESNBETSCEIFHMNIC AR THILEZLND, B
179 HBE DSNBOBEXTBINTHLT . LELUIRHTHROSNBO BT

[CEBFRFHLEDERLEITHATHY., ZOEAFEOONEILY,

PRy 2AHEEZET Do

mmn SIS DOLWTIX, ZEDEESRBOIL,

ENIEEEE™
LTESH

TR N L
(BINV-K)

fiTEl/ MR EE
(BINV-L)

ERE LU/ FE - IEPRIGE
DERE/IVH M) [SxT
SEYEE (BINV-P)

BHE/IVER(M1) [Txt

FRLEREL A

(BINV-Q)

kKkk 3R RICUIRTRETHNIE . EPEEZTRADENEB-E T, ATRETHNIEY]

" BT BB R ORRELTRSTIRBEAEER T 5158 . TOEEADT
RTORPEEEZEL.  NFTORFRES IV FESNIRHERMEDGEICE
BIEEEMRBADBRE BN RVEERBLGTNIEESE,

EFICEEORVRY ., $RTOHEIATI—2ATHS.

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

BINV-18


https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive NCCN Guidelines Version 2.2020 A4 ES54 255

\[({O)' Cancer — E?E
Network® IXIFﬁ HE LJEE B
B/IVEI(M1) O EWEE
—> EREB LU/ E=IELPRIB M ; HER2FZ f4C- c¢ —» BINV-20%5 18
T/ARIT . VLkrOy
BEEHY _— Eﬁ?f.g%g\ IROVER
ZiEm — EREEU/EEPRIGIE HER2IBIES ©©  ——» BINV-224 508
BF/IVER (M1 >
)nnn
— ERE KL UPRIZT ; HER2[5 14 € —— BINV-24% 58
BEBEL >
L» EREB LUPREEM ; HER2FE S CC —» BINV-25%5 8
nnn FEENSIVEA(M1) D EBEFICHITHREREDNE VRO &EES KU HEITRFHA
- 'J*L\'Cli %Z%{fn?éj%mb‘?gbz 1@;%2%%%% ;Ilﬁﬁbgggli&b;?
¢ NAAT—H—EDEL| (BINV-A)EZSBOE, LY, #FIEIDE ETUHENGONT-—ERD Tl BRABFHEIV/F
o HCEBT T‘m ERZELI AN ~ 1009 C oo [ZERM M 24 S IMEUA(SS [FRARBADRITHR L THD, .
ffﬁmém,ﬁm%*%%%»m\gsnﬁ|¢(1°~%’$§>amiﬁ7&l$§ﬁ9ﬁaﬁﬁB’Egﬁ o0 BEISAHY. 3nH L EQEFHRNTASH, BRESTSTHEEA, L5
N TS, ERFEGMAH| IR —Z R THY. iﬁiéhéEW%E’Ja\éib\(i L BEFE XA WX ﬁuz'c 7-/7\77,‘/‘LxFEl‘zE*&iT:\(il\"EFEDE&(L\T
IXLIXERPEMZLIZIZFELLT 5, D TR EES JVABEAHESRICOVWTER NLAILTHLELIUESIY D%ﬁﬁ’éﬁ)ﬂ)’é?&%?’é(ﬁv‘-:‘Uﬂ)o:o)ié.‘aﬁé'—
REZITOIRICIK, COZEFEZELTHERETH D, (A Y—H—1REDRE IR BR1IC. BEIIERBRZEZITRETHDS, VLFOVBOEEIRERTY
(BINV-A)EFSHEDI L, a—/)LIZ128I121ETH D,

EFICEEORVRY ., $RTOHEIATI—2ATHS.
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

BINV-19


https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive NCCN Guidelines Version 2.2020

C =
RO Rcivorc 2 EEELE

A BS54 V%5
BR
B

BH/IVER(M1) O EYEE
ERE KUV /E1=ILPRFG 4 ; HER2FE 1S

AT ES
(SRR TERNE | REET

%ggﬁmmﬂ@ > EEEEEE EO0
A R4 BiTPPP — DRRUIBRFE(IHEREHIS + SR 58S
gL
AN

SIEEI B
S ; BA#% 14PPP — U 55O

B 25 U B o - (LA B AT + SR T
B#Z B7PPP S

- BRI AN OS Y BEARES 2L — 54—
gL
AN
BEIELIADON
BRI DA
REESL PR PP — EEE

\

¢ NAAI—H—BREDEEA(BINV-A)EFSBD_L,

PP BARDESE (BINV-0)ESEBNDI L,

990 B F/IVER (M) IS § 2EMEEL DAV (BINV-Q)ESHEDI &,

rr ERB LU/ E-IZPRIBHEDEFR/IVER (M) [CXxd 2EWEE (BINV-P) ZSBND &,
sss E'*JJG)W VMR CHEITELG =B AL, BIORAD MEEICYIVEZ 5,

ttt BRI OE=4) S DFEEI(BINV-S)ESRBO L,

\

> [EAHSNBET [T BINV-21%5

RATE R ®
HPEAT
FHBETELL

| ZENALONDE|> REELT
BINV-21%%
%Iiz;‘lﬁ Iﬁﬁlﬁ% %—

EFICEEORVRY ., $RTOHEIATI—2ATHS.
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-20

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive NCCN Guidelines Version 2.2020 A4 RS54 >§3z|
\[O{®\R Cancer N ;
Network® IXIFE] |§E LF..E E

B/IVEI(M1) O EWEE
ERB LU/ F1-ILPRIG 4 ; HER2FZ 14 V

D IEERICHETETNIE,
UTHEE: ﬂﬁ;ﬁﬁ/ﬁéﬁ%}ﬁb/?‘/ifﬂ'?f% &R
SR DB AN + 5 A MR1EL S g e 2000, TEE
E@#ﬁiﬁ(Ble—PO)iiﬁz;”asﬁo) Frld ) LI
s Frr, ttt, uuu e
JEW SR T BIREESR) FERZ S N Ente
r— gsf'liuq: —>
E’G%fib\%'ri <
F=l&
RKFEDHEETIE. Jﬁﬁﬂ.ﬁ;@ﬁ’!ﬁﬁ%*ﬂé =
R %000 Tt — E‘]&L:C?’E?ﬁ%{?@\%%ﬁﬁiﬁ‘ﬁmtﬁ MG EMERICKLLIBLLHAREIL
5, BIHBZEITO-UIC. IBITHDAREDE EEETITVVVRIEHEEF M (NCCN
N ﬁ%ﬁg%;g?ﬂ;é;&@')xgg’\* Guidelines for Palliative Care# kU
- _ T1vk (1)) ERXUE < @ NCCN Guidelines for Supportive Care%
%%ﬂﬁ?ﬁ@g_mﬂ@h EBURE (shared decision-making) Jo+Xx SH)
= e . ?(;]qd)jffjd)%%ﬁ,f - 2ARFELTEMIRETHS,
BEITEIIHFRT
=RLEMS
rer liRiséiU/iT:l:tPRI?%'TEG)ﬁ%/IV,H.ﬂ(M1)(:ﬁ?’é’ﬁé#@ﬁﬁi(BINV—P)%’?E@@C
¢ NAAI—H—BEDFRAI(BINV-A)ZZENDL, tt ERREEBOE=4)2 Y QOEEI(BIN-S)ZSBOE,

vV BEHEEICBET AERAEE R (BINV-D)ESHEDIL, uuu cDK4/6fEEEFE(CKBHABRPITFEBETHAAONTI-HEEIZDNTIL., CDK4/6EE

eee ERFB KU/ FE1=FPRIZDWTHAEMELDIBE D, BRE LGB ETERELU/E BEEEUHDLOAVICKBBELLEBBEODEREIIFTEHT—2IELN TS,
T-IXPROFERN—BLEWMEELH D, TD=. RIBELSNNDEFE T - ILEE FE#RIC. IROYLRFEO LD AVICEBBEPITHBETHAONT-IBEIZD
REDONEEEREETIEE. HITHRILEVZRAGHEDESEZ TS DK WTE. IRAOYLREFEL DL AV LD ELLABEDEREXFTEHT—4
E’J#%i%t(ﬂrﬁmaa%\ﬁu BHRIMIAREMN. REDEITHEL smﬁnﬁ&)é;ﬁ By,

I HEETE, BHEOEVADBEEEEZEEBLTDLEL, W BREPS)NFTRDEETIE., LFFEZEMT 5 ETRAEMNGRIERANER
d9a ﬁ%/lv,ﬁ.ﬂ(m)( XY EEYREL A (BINV-Q)ZSED L, REIFI 2% LB REEA DD, BEEDEMEZE EBICANGITRITESE,

EFICEEORVRY ., $RTOHEIATI—2ATHS.
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-21
20204 %24k 02/05/2020 F{EH£2020 National Comprehensive Cancer Network® (NCON®) MEMTZBLAHLT 5. NN OBIROBEIC & SHMU . AHA KIA UBLUTIILEFNDA SR FERBT BT EE. VAEBBIEELTHERLOATL S,


https://www.nccn.org/professionals/physician_gls/default.aspx
http://www.nccn.org/professionals/physician_gls/pdf/palliative.pdf
http://www.nccn.org/professionals/physician_gls/pdf/palliative.pdf
https://www.nccn.org/professionals/physician_gls/default.aspx#supportive
https://www.nccn.org/professionals/physician_gls/default.aspx#supportive

National

comprehensive NCCN Guidelines Version 2.2020 A4 RS54 >§3z|
\[O{®\R Cancer N ;
Network® IXIFE] |§E LF..E E

B/IVEI(M1) O EWEE
ERB LUV /FI=ILPRIS M . HER2[S 14C

LT ISk SEMEE+HHERUAZHFIA
p RJVYRXIT +SRYRAIT +2%5H U REHR| (BFELLY)

qad, www
EJFS
» S RAYRAIYT TLARL U (T-DMI1)99
EJFS
» Fam—trastuzumab deruxtecan—nxkiddd XXX
EJFS
» RS R X T + b0 Yy
EJES

AR A 2 HER2AZRIFE L (BRI DI EPPP, DN
Fl- X REINHZEE) 1T aaaa

EJFS

Z D {th OHER24E B %990, YYY

¢ NAFAI—H—BEBEDEREA(BINV-A)ESHED L,
PP BRI D ES (BINV-0)ESEBNDI L,

999 B E/IVER (M) ST 2EMEEL DAV (BINV-Q)ESHED &,

FOET AT

R ELT
> [SELBHEAHLNOET > BINV-23%4 5
REE

XXX Fam-—trastuzumab deruxtecan—nxkilZ . S5F8ZLIE 119 DHER2AZRIEEIZ KD
BEEMSAVULEHAIGEIHENEED, COER|XIMEXE-IMENE
i & (ILD) D BEIZIFEZTH S,

WY RS RYRXRTDTUNTH AP O RERIEDHAICONTIE, EXGLDEMRE
DREENRBDHEND FSRYRXITELIURIVIXITETUISH A1) FR
ERIEDGHAITRITERETHD,

M ERBLU/FIEPRIGEDER/IVA] (M1) [CH T SRMBUE (BINV-P)ZZRDL, 222 BRIFLINICHBEEICLDAREENDHDHE L. BORNDBEEES

Ut BRIEEDE=2) Y QRAI(BINV-S)ZSB DL,

WW AR E B F RS AY AT T+ RIVY XTI TEREZRIBL. Ib2EEE R L5
ElE FSRYXTTHRIVYRTTICAD EEEEBMLTELLY,

B9 %,
AR XM TIE ERA TRV ZREED 2L —2—DH (IR YIBR/#
REMHIZ D7) HHERFZHEE L ERKR LD,

EFICEEORVRY ., $RTOHEIATI—2ATHS.

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-22
20204 %24k 02/05/2020 F{EH£2020 National Comprehensive Cancer Network® (NCON®) MEMTZBLAHLT 5. NN OBIROBEIC & SHMU . AHA KIA UBLUTIILEFNDA SR FERBT BT EE. VAEBBIEELTHERLOATL S,


https://www.nccn.org/professionals/physician_gls/default.aspx

Nati
Comprehensive
W(&{®\§ Cancer
Network®

ional

NCCN Guidelines Version 2.2020
=iEERLIE

A BS54 V%5
BR

A

B/IVEI(M1) O EWEE
ERB LUV /FI=ILPRIS M . HER2[S 14C

SMEERGE | [ UAVETON
R Mﬁ* THIFTNIE, 75 ?\7%*$/£+€'EF;Z* SR
RAAreE BEEDEMEE | [REA>TLERRIINR
ETHRE —> | Eeee. rrr — |7zt
+ HER2AZ 1y 53 FrlE )
qqa, XXX, jyy béﬁzj&: SEIRZ SN ERFE
ZE
iy ADIADRY EBEFHRBONDET
BETRE |7 (iR — | HER2E B A £ 144
ELT ;EqHEXRXZJny,ggﬁ’i ttt, yyy, bbbb, ccce *
¢ NAAT—H—RBREDREBIBINV-A)ZSEBND_L,

e EREKXV/F=[EPRICDNTHIZHELGHHEE VO, REREELBETERS LW/ E=(F
PROFERN—HLLGWEELH D, T8, REEUNNDEBE-ITBERIEDNH

BRBHEDESET ﬂ'lé’d’%)ﬁ""f"ﬁ’]##ﬁ(ﬂr

EMEE)ERTHEETR. &

BIBEARTOBE. HISRLEVR
RS RVD, BRIBLNREN, WEDEITAEL.

HEDIENRS

PEREEFRBLTHEL,

00 BE/IVEA (M) IS T 2EMEEL DAV (BINV-Q)ESHRDI &,

rrr ERB LU/ E-FPRIBED B R/IVEI (M) [TX 3 2E YL (BINV-P)Z2SBOI L,

BRETHHDND
ETEMIA
+HER2ZMIE L%
ﬁg,{ﬁqqq, rrr, ttt, yyy

>

\/

RFDEETIE, HEITEL
EOEREMEEINE
LTEHSIODEYE
EDENG & D, BEHE
é‘ﬁof'UIIH AT D
/|:| SRDEER. EMEIAE
*74‘%\ EBEOEEK
FRTE (shared decision—
making) 7Ot X £ A% &
CTCERliT RETH D,

H73 HHERUBMIFEA (S
ZEETICZEEEE
'fﬂ*_'ﬁdddd

NCCN Guidelines for

Palliatjve Care
PN
NCCN Guidelines for

Supportive CareZxZ iR

WY RSRYRXITDTUSHAD) O RERIEOFRIZONTIE, EXGLEMEE
BHOND, FIAYAXITBIURIVWYIARTET NS AR

0)55;@75\

HEHIEDHRITETERETH D,
bbbbi@fl:&)b‘yx-«?‘o)ﬁ%ml,ﬂt%“-ﬁ%+h%x‘yx‘vj‘l:;é;‘éaﬁé%f

-EBETIL. HEEERER(E/LILEPAX YU RERLE)DGADE
FEIHANDHDT | FSRAYXTTERIWVYIRARTDEAEZELISIDBEE

ZRELTHEL IHER2ZFED - DEBH LT ERFRADE G EIREHELY
BT BRI EABETH D,

tt SFREROE=42)> S DEEI (BINV-S)ZSRBND &,

XXX Fam—trastuzumab deruxtecan—nxkild. ERFEELIEIZ %9 HHERAZ IR L IZ K A EE
M2SA VU LHBIEEICHEIGERD, COFERXIHE L F - (LB E M4 MEE (D) D

BEICITESR

—G%éo

CCCCER RS FLIE (XTI BHER2AHEM & T 5 —

RALFFETRBET LG RIZIE

HERUZHIFEE M T S, REERMEBTETCLDBEICBTSHNFAYR

dddd 4 5 4 &E
1E FAANES

de)faﬁkffﬁﬂl’aﬁliﬂ'ﬂﬂfﬁé
E(PS) AT RMDEE TIE, HERAZMFEZ BN T 5 & THRAMLE
RIKHIEARTobE EESAIREMEN HDH. BEDEREEEICAN

@Ilﬂllit&bﬁb\

EFICEEORVRY ., $RTOHEIATI—2ATHS.
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-23

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx
http://www.nccn.org/professionals/physician_gls/pdf/palliative.pdf
http://www.nccn.org/professionals/physician_gls/pdf/palliative.pdf
https://www.nccn.org/professionals/physician_gls/default.aspx#supportive
https://www.nccn.org/professionals/physician_gls/default.aspx#supportive

National
Comprehensive
W(&{®\§ Cancer
Network®

NCCN Guidelines Version 2.2020
=iEERLIE

A BS54 V%5
BR
B

BH/IVEA(M1) O EWEE
ERE KU/ F1=ILPRIZ M ; HER2[S 14

UTIC&EEMEEL

+HER2IZHI A :

¢ RIPYRTT+EFRAYZ
77+%;gﬂ"/%é?é%ﬂ(*£ KEDEETIE, E1T
;;«g ZLﬁ%rﬁﬂxffﬁmaa#%

= LTEHSIODE

c FNSRYXTT TLEVY FUEDENIS L5 5, BEY
> (T-DM1)44d AR E - %4751, FEATH
iy, FHRTELNE | MO oxmmE | |nSanzs wmm

+ Fam-trastuzumab B L oF T [T R R ooco | | AEBMTBLEDUR
deruxtecan—nxkiddd XXX /RTRC MR ;é’}*?g‘yh %Eg)
F=(% KEFIUVERZE.

« FSRYRXTT +HEREE éﬂélﬁ%‘uﬁﬁti_(shared
aqa, yyy decision—-making) 70+
=% ;gg%g‘éﬁuﬁww

- Z D DHERAZ S ~ETHD.
%q, y1yy RAORA

HER2IZHIEEIZ LD
BHAARBRIEIEELET
(dddd 37 e sk % ko
NCCN Guidelines for
Palliative Care

ESENON

NCCN Guidelines for
Supportive CareZ S8

bbbb;B K =R Y XT T DHALEL TILREEZ+H SRV XTI L BBEEZITT-
BETIL. MBEEMHER(E/LILELOIXHURERLGE) DHAOEE

¢ NAAR—H—BBEDRABINV-A)ZSEDL,

99a B /IVER(MD ISR T HEYFEL DAL BINV-Q)ZSED L,

ttt RREaEDE—2) 7 DRBI(BIN-S)ZS BN L,

XXX Fam—trastuzumab deruxtecan—nxkild., i@ 2= (%3 HHER2IZ ISR L (C K DR EE
g%?*f‘zuifi)gig‘“l:ﬁﬁﬁ&ﬁ%o COERI g X FE - LB E &S (LD) M
BEICITEZT

(T, BLROHARABETH D,

<77 (DEJE&E}EJ? FIETATH D,

2D hDT  FSIRYRTTERIVYAITIDOAAEELISIODAEEEEE
LTH&UY, HIHER2FERZ D= DB L EXRFF RN IR SEMEHEIL T 52

CoCCBRRBELIRIC X I HHER2EIRHI LT D — RALFRE TR P EIT LG RIZIE
HERZHIFEZ ML T 5, RBERYBETETVDEBICBITHNSAVYX

WY RSRYRXITDTUNSHAI) O RERNEDHBIZDOWTIH, EXLDEMEOEE  dddde HiREE (PS) NTFR D EE TIE, HEREZHE EZBINT B ETHAENLE

DROHOND, FIRYXITELUNIVYRXITET UM H A RERIED G AT

BTHRETH D, (FHITEESEELN,

EFICEEORVRY ., $RTOHEIATI—2ATHS.
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

ERDERRITGAR R T4 & LEIDAIREMENHDH. BEDEMEFEICANG

BINV-24

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx
http://www.nccn.org/professionals/physician_gls/pdf/palliative.pdf
http://www.nccn.org/professionals/physician_gls/pdf/palliative.pdf
https://www.nccn.org/professionals/physician_gls/default.aspx#supportive
https://www.nccn.org/professionals/physician_gls/default.aspx#supportive

National
Comprehensive
W(&{®\§ Cancer
Network®

NCCN Guidelines Version 2.2020
=iEERLIE

A BS54 V%5

BRX
B

BH/IVEA(M1) O EWEsE
ERE KU/ F1=ILPRIZM ; HER2FE 14

ABETEIIHFE
TERVEELAHL MDA DEY
NEETEMREE |7 &k

%&:fi:qqq ttt, eeece

¢ NAAI—H—BREDEEAI(BINV-A)EFSED_L,

REDEETIE, EITEEOERKEFZB
HELTERESA O DEYMBEINEILERT
b, BEHBZEITO-UIZ., IBITHDBED
B=E. gé%%ﬁ&%L?]ﬂ?’éu&@')Z’]:‘:&
*74“J|\ BEDEERELSLVERZE.
H[EE B R E (shared decision—-making) 7
AR A B TEEITRETHD,

900 B E/IVER (M) IS § 2EMEEL DAV (BINV-Q)ESHEDI &,

Ut BREEDE=2) Y QRAI(BINV-S)ZSBND L,

dddd2 B iR 88 (PS) AT RO BETIE, (LFFEZBMT 5L THENLE

eece  F/IVER (M) [T DIBMD D FEMFELENICHI/NAAI—H—RE BINV-R ZZHRD &,

MMSEERIC LD E LD AETEEE S0

X RIEE R
NCCN Guidelines for Palliative Care

LV
NCCN Guidelines for Supportive CareZxZ &

[YERMERRRIIF % L E LA REMEA DD, BEDBERES BICANG T NIEELE,

EFICEEORVRY ., $RTOHEIATI—2ATHS.
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

BINV-25


https://www.nccn.org/professionals/physician_gls/default.aspx
http://www.nccn.org/professionals/physician_gls/pdf/palliative.pdf
https://www.nccn.org/professionals/physician_gls/default.aspx#supportive

National i . . <, e—
comprehensive  NCCN Guidelines Version 2.2020 A4 BS54 255

C =3 B e ] BX
NCCN sl 2L Se

NAFI—h—REDRE
HER2#& 72 b
« HER2IR & L. Fit=ICEZ SN -3 R TORFE MU FI-IXEBILIEIZ DLV TASCO/CAP HER2EBEHARSA L ATIHSHRENTWAAEZRAVWTHTIRETH
3

« JL—R1GEBEEMbHRIL) | fiEE. MESREEITHEZHEEIREDRETHERGE LHIEIN-IGE . REFROBRIIZTIEEDIC
HER2IREDBEITEIFHER2ZZEE DAV Y IILT—a v EEET S,

« EEBEDRAZ AN -HERZIRE CEMDOHIENE -GS TOERDFMTERL-LDEE . BMOBRAEZFAWV-REEZEET S (RVDBRAINRET
Bho=154 [, UNEBENEELTL - AENEBRFEXBEENZRE TGN 2] REIS—HMSEHONDI5E8 . BMOBRKICERIERELEERLT
Eﬂriﬁ%;;itl;i 2?‘5%&’3l:%ﬁl:iﬁé%ﬁ@ihu\éiﬁé\ BERAEOSMEICEITABATR Y —HEZRNTIBMLHIIHE . LLJIIEEKRIZE
:'%':F&l\;“ EE@? ': d:%)i%l:l) o

. o > Heo. 1 > HERZO) ISHIk (=& HRE (FAURKEGERT 288 22T

REEESHIHCAILSS | 6 94 > EEBELNRHL ——>[BH . HCEE T 17 LT O—TISHEIZ L BHi-

HER2ERE™ HRE (HLOVRAEETE S8 54 —F—Li

—» [HC 3+ » HER2 (+) [FhIEEE SN,

_, HER2[Zf%:
(Group 5:HER2/CEP17tt < 2.0/ DHER2EB{EFIE—H D T A AR 1{E L 7-L <4.0)
HER2FEM4® (IHCEB L UISHEDFERZRBIZCAVWTRE)

|, |* (Group 2)HER2/CEP17tE =2 2.0/ DHERZEIR FIE —H D F AV 1B 21 1=Y <40 TREFI AT o7IHCAR O~ 1+3 = (F2+
* (Group 3)HER2/CEP17tt <2.0/MDHERZEZFIE—H D F A MR 1{E L= = 6.0 CRIBFIZ{To/=IHCA 0~ 1+

BESEIN:-T17ILT * (Group 4)HER2/CEP17tt <2.0M DHER2BIZFaE —H D F MMM 1 E L 1-Y =40~ <6.0TEEFIZFTof=IHCH 0~ 1+F =2+

0—J9YSH% Ik BHER24R HER2[51® (IHCER FUISHZDIERZRIBFICAVLTRE) :

#b.© | |* (Group 2)HER2/CEP17tt 2 2.0 DHERZEZFIE — D FH A MR 1 & 7-Y <40 TREFIZITo7=IHCA 3+

* (Group 3)HER2/CEP17tt <2.0/MDHER2EZFIE—H D F A MR 1E L =Y =6 0CRIBEFIZ{Tof<IHC T2+ F1=IX3+
* (Group 4)HER2/CEP17tt <2.0M DHER2ZEZFIE—H D F MM 1E L =Y =4.0~ <6.0TRIEFIZ{To7zIHCH 3+
HER2[5 14 :

> (Group 1:HER2/CEP17tt = 2.0/ DHER2EIZFOE — 31D F A HRRE 1B L4 1=1) =4.0)

3  NCCNIZASCO/CAP HER2IREH A RS/ & & ZBLTLVS, THER2ZIRE DR ¢ RFSRAYRYIMBEERBOIE T ANS, ISHEE-IZIHCEICKBHER2EE
AllE. LA SHFEFFT—EMEELI=DOELD TH S :Wolff AC, Hammond lX. HERZE—?E’\Hﬁ;’fI:J:éﬁé"aﬁis?)]%’a_'—%iﬂ'l#‘%)’ﬁﬁﬁ‘I‘Eh“lﬁﬁfi'@%é:&b“ﬁéh’d\%)o
EH, Allison KH,et al.Human epidermal growth factor receptor 2 testing in breast d oo ILTaO—JISHEIZEBWICTHERINGON, ChEALSES . HER2E
cancer:American Society of Clinical Oncology/College of American Pathologists EFaAE—HOIEHHI 1YY =4.0~ <6.0&%>T=EH TIZRBEFIZITSIHCE
Clinical Practice Guideline Focused Update. J Clin Oncol 2018;36:2105-2122. ICkDRBRBEREEICHIERTTARETHY ., TO/EMN2+THOIHGEICIE. 727

b HBEEZ, HERZREDGERIARBET OIS LISSMLE T NIEELEN, S64 LT A—TJISHAIZ & HBIRE (reflex test) ETINETH S, )
FhE BBRAERESNRERISEML. REEZ DL ERVATLE ¢ ISHEATGroup 2~4D158 | ISHED RZXFER (FRF G ALIIHCE DBIREHICE

FUERREHE T REREORENERICITONSISBALLRTNIEE G DE.HCET2+DHRIIE 20 BFHEE K HISHEDBHEZETS (20185F D
LY, CAP/ASCO Update DHEZRIZHES) . —NHDISHDGroupTIE, FEMED KR

BIMOMEIA ST EAHEEEND,

EABICIEEDOAVERY . TRTOEREHTIT—2ATH D,
FRERSER NCONIZTRTOMNABEICEST. BROSELIHERRBRICHEEEZ TS, BEERABRA DS MAMFITHESND, BINV-A
1 OF 2

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive NCCN Guidelines Version 2.2020 54 F54J§2
IW[{o\ Cancer
Network® IXIFﬁ HE'?LJ:; =
NAFAR—H—BREDEE
RILEVZBRRE

o It R E M RLE T I (CERFE L =FLIEIC f‘dL,'Cli IHCIZ&ARILVELZRARE (EREBLUPR) ZEET RETHY .. D7E<{EHASCO/CAPDRILEL ZHEAKR
BEOHARSAVIHRESN TS FEZHLS', DCISTIL, ERDBEEEZITIRNETH S (PRIFFE),
s ERIREFZZEHEL T, N MEE~NDERMEEZHIET RETHD,
»;ﬁ«\;:mof%éo;ﬁi%)r%mﬁﬂrmw%ﬁh\ﬂaIi&?&éﬁ(iERBalic‘:ﬁ&éhéo_034:97;%*%7’3\ FoN-EBEIIND HEE(DCISELNZEMEEIZER) 12
I
»ERlia,—liim~1O%OD,E,FHEF-(iERSEBaTi&#&éméo_oﬁ%%ll BITEADBEEDVRICEATET—R(IBHTRONTNDLD D, A MEENE R
LIEDATREEMN RSN ST, CO KB EBF IR ARICEEEALINS(ETEDEY), LHL, COEBFEM IR Y —THAENBDHLNTEY ., EREBIEELE
@i%?ﬂ’wéiuliERWELF@jﬂ $lT BB EEH 5, thDMEBEESIWABEAHEERICOVTERREEZITOMRICIE. ;@;té%ﬁbra&«\%t&%
» EEMN%REDEIXERIEMEEAEEIND, COKILIERNBFONT-EEE TIE, A MEEEIFRELSEVNIEARINTINS,
c REETIIIZEEXBZFIEZRAT.EREENM10%RFER IR BEENFB VGSIC(AREEZEZRT5-O)BROBESLUVBEREERKRICEHINET
HB. NHDFERNFON-EEIE. AV PO—IILDREFHRET RETHD,
-,z,FEJF-( %9 BIHCIZLAPREBEIL, D FE D FEICRIDAIREMEAHY . ERRETORBIEMEIIR TS5 bOa—)LELTHERTES, ERIEME., PRIGIEDFEEEIZIE
DIMEREEERELTHEVWA., COEBERICET ST — alatBEbntL\é:a:iféd"éoPRI:%\(%JEEIJ&LTER&ﬁ%l:#&abi Bt (REENRBHOENSHM
Hﬂb\ﬁ~100%0)174-A)$7‘_li[f“|$($25’é@,75\" IHLNHMABHN1%EKmE=IZ0%DIZE) DLVTNNELTRRRIRNETHS,
* ERDFFRICAT 5T X TOREEMBRICIE. BEFOBBEMATRE—BLIZFHEZ S HOIRETH D, BRI EN (unusual) EFIESNTIGEIL. TDILERH
LT . HRESN-EERFRFROMBR(BRE. BEICIIBEIMEGE) FILGBAEREBEL R ALTHAIRETHD, TOREZSEDIL,

ERDIHCRO7 /RN EH EREARIE DAERE  JEE ITEN KGR (highly unusual results)
R (BEEESNIIHCAISKLHER | R/ RS FEREITENLTEREEDHER FEHEICENGERBEDIER
ER) ERNEOEHFHIEEE REEI | LEB ERERHEL)
¥EE0~<1% ERFE 14 ERLLTEHOND)

~ ERFIIBIE B (B ) IEDRHERES L VB RIS

ge | BREIVI0% | oo ihmemm) | |ARERE REEHBRESCOEE | 258

" (e ERIB1E B _

WAMABASLUREMAEE | 7RIV HEERTEE

Allison KH, Hammond ME, Dowsett M. et al. Estrogen and progesterone receptor testing in breast cancer. American Society of Clinical Oncology/College of
American Pathologists Guideline Update. Arch Pathol Lab Med. doi: 10.5858/arpa.2019-0904-SA.

ST ACIEEDBVRY ., TRTOMEEHTI—2ATH S,
BEERERER NCONIZT R TDAABEICE->T, REDEEEIBRERICHILEZ TS, BERBRADSMAEICHEIND, BINV-A
2 OF 2

20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive NCCN Guidelines Version 2.2020 54 Pi%/,ﬁg?:il
W(&{®\§ Cancer

Network® IXIFﬁ HE'?LJ:; =

FLEMRIZRZEDRA]
FIEVRIDENEEIZHTEHAL)—=V G MRIDEGIZ DL TIEL, NCCNELERE - ZMAARSAVES B,
AE. [EE%. B & PR O E 8 & UV PR A
-?"LEMRI@E@%E;&%@J%FQL\’C%ﬁ’rﬁ&‘?LJ% BEHOEMF—LAE - EOSHEFLIIRAZEICST52ZREMF I ZHOHEOFREELHS
BEF—LEHBHALTERT HIRETHD, 75\[ T 5-ODFEAZEIFIAT S5, YIERIEZEEFICRHEIZELZED RS

°+'LbE,MRI1’ﬁ§I FERAOIEIAIILE. EREZSHTA-ONDEELEIED ZUGELTERTAIELETES(HWT3)—2B), BAMEEZDERRES:

BAZUT OZFOMORATERICEBEL-IEER S MEEMET DT V?Q%l:?'éfzmwMleﬁﬁﬁ P BRTEXEROLEFHREZERLIZCLE
BRESDETHD, ERDIt4—IE. MRIFAFFEHAEROBRIKERS  ~F BSAERREEN,

S/ FEEMRITHREL-FTROEG AR THNERZEERTERTNE -« HAIEMERZOFEIREGE., ABENE. JLERFREDOREMZHS
VA AW 75\[:'6’67‘:&)I:?L#-:E(Dﬂ{ﬁ’éﬁﬂ:’c%ﬁﬁﬁ&73*)560

E REICREN AN RRENTIEM (FIETEE) DX, /D
TYMROREFLIITETFT4. BERRE. BSRSRTREAMNEE
g‘;ﬁr;ﬁﬁi(if:li?ﬁﬂ:‘)Ht‘l&(:ﬁﬁélﬁ%%o)Iﬁlil:ﬁﬁﬁtf;éi%érbf
« ZLEMRITIEABERT RN ELA BN 5 MRIFT R DA IZE DN TH R
#ZET LTI, ALEMRITHESN-HEMREICH T IR mEE
MY BIEMNHEREIND,

EOBRENHLILMEDEBIMRY)—=2T (ZH1THMRIOF AtEILBHLH
[CHESTULVELY, —fRRIIC, BRI DFIERERZHEICEET DV RIEFETS
BEGE. EICRERIKFELIZETIVICEDE, ZREOREMIIEEZE
CAEEVRIM20%EHEADKIEICR-T,. ZERAEIRETHS,

1 Houssami N, Ciatto S, Macaskill P, et al. Accuracy and surgical impact of magnetic resonance imaging in breast cancer staging: systematic review and meta-analysis
in detection of multifocal and multicentric cancer. J Clin Oncol 2008;26:3248-3258.

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-B

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx
https://www2.tri-kobe.org/nccn/guideline/breast/japanese/breast-screening.pdf


National
Comprehensive
NCCN ESElglel=T5
Network®

=i e FLIE

NCCN Guidelines Version 2.2020

A BS54 V%5
BR

S

it
i

‘\

WEZ B KU EEE

NCCN Guidelines for Adolescent and Young Adult (AYA) OncologyZ < BB

cFARIEELBIC, ELFEEICKYIEEENZEEZ(TAHAREEDH S L
FEML., FEIIREFETINEINEZRTEDELNH S, [FEDITIR
EHRETLBECE AFERES LU/ E XN MEERIARTI T IE AR
EMEEZBENL. CREOREAN. EERLVIEFZHET S) BEDHE.
R B IV EYERERICRE DEBIRFZEZELEORNETHS. RO R
FIZHFSN BB LUHRME. SR FSLXUROFEREFEICNASEDER
NERAFNIHMEESOHEIRE. BOUWICEEABER TEROIEEITIRD
ATREMEICDNVTHELEIRNETH D,

ALEEEDBITREITHEITRICIIERRELDIENZ LN, I5FEXRHE
@%%@k%&ﬂis MERIEFEEDER TR 2EURNICARLBRT LS

s AREFEZMIIDHTLEBELELGL, FICEENFIEF L7z ERALTL
556 RAMGEARNLENIEIE, BT LRSS EFBRLE
W HIZ, ARAH-TH, FRMEITRIESNEL, EFEEEDITRED
T AT —2(EELN TS,

o TEHREE . EREE. N MERICEABBRBEPLESTIZFSAYAT
TFELIFERIWVYAITICLBAEB P E LV AET TR60AMIEIEEIC
BIEFEIELHZRETHD,

« TRERONTLSA, RILEVHIC L HEHEEIT (BEDEORILESZ
BB ETEBIRID) HESNGL,

c TNITRDODEITEEL T, BIFY T (IUD) N T EFFIFFFRIEIRT B

EROBVBEICHLTE, BERELLII NI —DRFERGEN

ZElfonsd,

ALEES RILECZBROREIBHL) 26 T HEAREATLE TIEME

L BEPCGnRH7 I ZAMI LA IR EMNFZEITI LT, MEKEEE RS

TEALFRERICKYVEARLGDOMRENMET T EENERDI T L

ERERICE>TRSN TS,

ABERFREROBRIGFERTIGN, LAL EFSNEETEESL
SEIADELFIVERFIT+AT, @AoADRBLEGRBRARITTLDIMNEL
NGV ER2EEB IUVRSBEEEAVBBRARPE LU AV
RITFELFERIYXRTIZEHABET T HR6H ARDIRILIFHEESNAL,

* ER[5MEEE TOREREERIIDGL E2 TN HGnRH7 I XD REE
MRISOVTIHHER T HERABMESN TS,

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

BINV-C


https://www.nccn.org/professionals/physician_gls/default.aspx
http://www.nccn.org/professionals/physician_gls/pdf/aya.pdf

National

WNOO\E Cancer
Network®

Comprehensive

NCCN Guidelines Version 2.2020
=AM ELE

A BS54 V%5
BR

S

it
i

‘\

NER R ER R

W A TERERAIIZ) Y
INERERFEIE .

BEg EERFE A EEHLLYY
VINEIRHHOTERKRT
2@ET
(AIEMBEDTE
L)

SMTBFICERERAIIZ) /N
EERRBG 1 (B IR RS
SV F=ILEBRE THE
T EiA3LLE)?
EJES

T2l EFE=IENT1LLET,
MTAIEYEEEFELT
RV

EJES

T2-4, N1-3, MO

->

(

T
/ﬁ’éﬁ?‘yt()‘zﬁ
BLUERED

A

FNAE =X £ |

Bt

FNAZE - (X8t £
S

' FRILYY
/I NENERTEIE1EC

' FRILYY
IN\ERERRS 5 S

o FRILYYN
slxREShT —

MRl EEE =
(Tiah-o1-154

Z2(T1-155

ﬂﬁﬁﬁ1t$9§;’£’é|
—

— REOEMFMHEL (hT3Y—1)

SINTHUNEEFE D HZEERDH D

UTOREDTRTIZEHTS
(ACOSOG Z00115ERIZ &) :

s T1E-IXT2ES

« [GTESLNAN T F =1 2{E
 FLEREFM

s WBRTONFESNTLVS
 fTAMEEEEZE (T TULVEL

EEERElevel 1/118

W& hiFlevel 1/11°
Fr=1%

EJ{Fe

<T’<'CYes -> iy
ESRFE

, MREDIEMF
Tl

L E={ BN I E ST

No —

level 1/116: D

> | FIZZ(f1-ACOSOG ZOO 1 HERDEEEF T RTH-L. A DEEEN
PHWIE S, EUFRILY R £ (SLNB) &

M EIXEBRE(CKDEESIT. BE SR Elevel 1/11°

HTETEE R ICERER M) /BTS2 Th o 1= —ERDIEHI TILSLNBE &

B hTd)—2B)!

2 BRIKHIICERRBISMEN SO NS o/ \H T L TEINAYSE AR Z AV TREZMIZER B L
EINERERT DO EMNEEIND,
TOFRIVINEIRIE LT DESHE, BBER. LM TEIERTICIT,.

TUOFRIV) U INEERFE D HEIX ) VNGNS ERDOUFEERLATIN ) o-IA DY
(HE) & BE{TICLTHEESINS HELE TIB DA BN HEE CESRWMEE X, YA Mr5F
L DREREALSE (HCHK) 2L THEW, BERIVEBRTEIZBWL T /G D E )

FHEET A=DITH AN SFUDHCEZ IL—F U TERT LT HER I,

4 LA RTICEERAICHRE ) o/ BRI IE 1 TH o= AL BEER DL FRILY /N E
S RTHMEE S5 AT BB/ \EHBEET T T 50, EFNEBTF—LICLDEBMF

METHORVNRENDRSTHRBEH OZ Y HEICEIT 2REEEET 5,
¢ B /BRI BINV-E)FSHBNDI L,

T REEBICSVTESENDARNER, Yo/ EREN) BRI TIXEZUET . B
BRETREISNRETHL L. BLUD) 1A -IZ2EORE /A FHIZRBLTLAE

HONBHEEEKRT B,

¢ EEEVIRMORR T, RAILEREKRHIC) o/ \ETEREIZ 4 TH o=

THbo

M. SINBTE M ELGSI-H BT BB /B EEEZ T TULVELEEI(C
* T HMETRREGE TIL. IBETEFICHEE, $HE L+ N\EIEEHEHIE

BRERIZHRE) o/ \EMERTBIETE T, ALESYIRMZZ (T, BEHEEEEZ T E
LTWREETHNIE, BFTEIEE A Dlevel VIFRE) 2/ \ERERFEHE~
DIEHEBEHZERELTEH &KLY,

L fTRTEMIEE DRI \EERBE M L E SN - B E T, HRIZEYE
EDBITHITEINT-SLNBDAIEMERN10%ERZ D, —_EQOMN——%F

TE%,

W5, ERRLI U EEY—F U LTUIRLI=C LDk ER T -t
FRIVIREEMELL EYIRT A EICKY . COBEEREFRETHIEN

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-D

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National i . . <, e—
comprehensive  NCCN Guidelines Version 2.2020 A4 BS54 255

C o B R
NCEN Ng?ﬁg:w =i |§E LI= B

RE) o/ \ERE2
EENSINBOFZRELTEYITHNIL, SINBEEHET RETHY. REVV/\ERHPZHOEFELVAETHD (BINV-DEFSHE),

fRE ) B TREARZ BT D E J:U.*..??—#b\ FEHLETRTHEMT —IDNFELLGEVEO . FICFERRIFEBEOLNIESDEE. MEEMEREISLV/F:
Eﬁ&%ﬁ"i%&d)ﬁ?ﬂb‘%a ZITEIINBNERDOLNLEE . BhE. HAIVFFRLGHEFEELNHIEB T RE )V N\EHRPZEHOERIIEEEEZAT
LY

ZR A Q& Dlevel MDER;FIL. level IB L/ FE=IXMIZHE TEHBENEHONIEEICREIRETTH S,
level IDY U /\EIZARRMEEBZROEMES I, VU NEEFIT/DREGREEN L EHMIEFTTHREFRRIREY TOHRBEESDHEIRETHS (level I/11)

D NFER BB\ EFMICEDBBERICHAONARMERADI DT YN RDEBFIZE>TELLS VUNZEBEORHRR/ZHNEEEEDRELGD, )

VINFIEOBRAEFERETHIEETIZ A—RASAMELELTEERIIZCHBOREEZZET HZE, NCCN Guidelines for Survivorship: Lymphedema (SLYMPH-1)
ZSBDL,

EFICEEORVRY ., $RTOHEIATI—2ATHS.
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-E

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx
https://www.nccn.org/professionals/physician_gls/pdf/survivorship.pdf
https://www.nccn.org/professionals/physician_gls/pdf/survivorship.pdf

National i . . <, e—
comprehensive  NCCN Guidelines Version 2.2020 A4 BS54 255

C =3 B e ] BX
NCCN sl 2L Se

DCISH &LV R M FLIEICxT I HBTimIK AR IC K S HELE

* BCSTHRONI-FMIBRD T RTITONWTCEIHHEEZER T RETH D, RBEHIHEEMEEITOOICITUTDIERXEHINELHS:
» FHHEARDARE
» AR RO K U BEH SR H W im 4K B8 oD FE i
» REMTIRISEVVEREMNSHIGECTODIER. TOREEDARMEIAT(REET-ITIEZHE),

« IVETSTATRREIN=MNERIEZHFESDCISTIE., BiinH LUVERDXBEED S ITICKYTELUIRERER T RETH S, VRIS +2 DO ENFRHEELS
BlE. T UIBREBIUEYTST7181T5,

- 4UINCCNEE L (&, SSO/ASTROMD 201441/ IIER:2 IR T BEiEH AR5 4215 KL USSO/ASTRO/ASCOM 2016 4EDCISIZx T B HARSA L2 L BEE
BEREZZOMRREODEREZ (T ANDS, BCSEDV/IEARBREDEE T, BrimfEE(X ink on tumor ] (Wrim|Z;2FEF=IEDCISHIlEZRH L) ELTEE
T2, cNODBETIEI—RICELLIFMNALETHY. WIRIEEZZERTA-OICBYUREIIELVIRTONTAEITS, BYIBRABHATAIZFTAE
T. BCSIZ&Yno ink on tumor (BTIHIETE) IANZER TESDTHNIL, RYDUIRIZERTHIRIGE THo=AREVIRT 5. TOUIBRSN=-HBrDEE%F
gﬂw@?mi;uo NEAREETH > THEIRSN-EE TIL, BCSITHERERIREMENH D, CHOIILTEETHLRFELAERZRALNIL, BrinikE4x i c=

DCIS

* BCSEWBRTIZ KB EEZ(+1-DCISEE D UIRRETIGHICEAL - EEMNEIHRETIE. EENS2mmE LDUIBRT—U U AN ERTE-EE (X, Brin R A 2mmEk
D UIBRETIRIE S B E LR TRFZEE RN (ipsilateral breast tumor recurrenceIBTR) D A IHMELEE DD, SHIZERIFEREL LS E2mmE KIBICEZ S
WrinEFERITHIAEZEIL. TIETURIZEYIEHINTO S DT TIEAL, BiEO LI /N ERIZEIRODCISIEED AN RO ONDIBEEIL. B L DEHFIT
BYUIRLEGWTEMEIDDREZRRKRMIZH L THLLY,

o WHYIRMTDA (WBRTAL) D EEE=(+1-DCISEE TIX. MiFDEEIZHA M HDST BRIICHESNEBIVRIDEE TEIZ.,. BHOVIRMEWBRTIZELS
AEKIYELIBTROZNENHIEYELY, BAUIRMTOADBECEELTE G ITBATHLIMN, —BOIETUORAT2mmE B A S inEEICKYIBTROE|E
NRETEHIENTEEIND=O. 2mmU LEHER T RETHS,

 BEREBEORESINAIMMUTELTERZINAM/NZEZEHSDCIS(DCIS-M) T, DCIS-MD KE 2 HDCISIZE>THEM I, =, COREICHRTIEYERE
gguf(& REAELYEDCISICH T HARB/NI—ANBEEBHIN TSI EEXEET SHL. DCISOEIHE R THAEEETIHIEH 2mmiB) S EIZTRET

#<
1 Moran MS, Schnitt SJ, Giuliano AE, et al. Society of Surgical Oncology-American Society for Radiation Oncology consensus guideline on margins for breast-
conserving surgery with whole-breast irradiation in stages | and |l invasive breast cancer. J Clin Oncol 2014 May 10;32(14):1507-1515.
2 Morrow M, Van Zee KJ, Solin LJ, et al. Society of Surgical Oncology-American Society for Radiation Oncology-American Society of Clinical Oncology Consensus
Guideline on Margins for Breast-Conserving Surgery With Whole-Breast Irradiation in Ductal Carcinoma In Situ. J Clin Oncol 2016;34:4040-4046.
EHICEEDNLGVRY. TRTO#REFHTII—2ATH S,
BRERELER :NCONIZ T RTOHABEICL- T, RROFEAFMIRABRICHILEZ TS, RRBRN DS WA RIS, BINV-F
1 OF 2

20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive NCCN Guidelines Version 2.2020 A4 K54 >§~;I
NCCN Cancer N=IN He w0 RS ,/_._.
Network® I%IFE'HE?LJEE E 52

DCISH &V R M FLEICxT I HBTimIK AR IC K S HELE
=EEELE

* DCISE N EET 52 HMELEIC DT, DCISOERIZHA M H YL, Mo ink on tumor | DETIHIEME D EEIL. ZEEOMIFEHARSAVIZEIRETH S,
CHDHRETIE, EICTNODHREDBAR ., AESIVERIFEADCISKY ZMEICFELIL TULVST =8, DCISE (X ZFEMEOLT NIZHL THMno ink on
tumor INNHEREIND, BELDELAEVWEZHEZ . BURZITOIANLVLOTIHELMNERDON A EEMLEHITIX. BBRMFIMZERTRETHS,

- APBIZZ(13RETIE. BIIERIZET AT —4MNLEMELN TS0, CASDEEOHRLEEEAT I LETERW, B2 ¥—RIN(H—RT
&4 DEEEICEREKNHIRETOINETHY., RICIVEITST(ZRANVTRRIEDEGFEEETET HELHI2. A DRED E=MER., [LELFLERNRK
4 (EIC) %ﬁﬁs EE EROMIREELSE DEKRFEZMEFEETETAET.  IBTROYRINEL, FNIZEVBYIBRAE R REHDHDEEDEIR
[Z&R3IITH,

« 2MMIED S E TIE, BCSEICEICHHFAE S T BMENICHIEA RS MWBHEDIBAS. BERICHTALBENESREN T —AMNBHEEETRETHS.
BRIRIDEWVEETIK, EBEERADT—XNBHIHREINS, IZEMNTIRE(X10~16Gy T, 1[E2GyD R EIFEETET S,

1 Moran MS, Schnitt SJ, Giuliano AE, et al. Society of Surgical Oncology-American Society for Radiation Oncology consensus guideline on margins for breast-
conserving surgery with whole-breast irradiation in stages | and |l invasive breast cancer. J Clin Oncol 2014 May 10;32(14):1507-1515.

3 EIC (extensive intraductal component) (%, FEGATEMD25%BADCISTH S ;2 MU EEIZE T, DCISEANZREZBA CABRODEREIEMERNIERLT
WBiIEELEEESINS,

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-F
2 OF 2
20204524 02/05/2020 FE 402020 National Comprehensive Cancer Network® (NCON®) FMFSEMiZ 1T 5, NOONOBROBEIC £ SHBLEC . RA( FSIVBEUIIITBENDA SR FEHRTHI L. LATIBITENTHRLEATNS,



https://www.nccn.org/professionals/physician_gls/default.aspx

National i . . C e —
comprehensive  NCCN Guidelines Version 2.2020 A RS54 255l

C BR
) Notvone I

A

B

BEHREEEET A ERFEREINDERIILUTOE Utz‘iy'é

HExt Y

o 1R DR SHRE L

s VFEAEDELNDHS, F-IEEEOHEBEZEL TSN RIE
IEMABOE—EEEIREOBAYIRICLIERICEHLENATEY, MiFIEEE., HR TEIRRENER TEAWVLAETRET
o R SRER S B W I 5 1 2

c ATMEEFEENREEESARM7LILARELR) (h731)—2B)

A XY
c EBREIEEICHT DM RBERE  DARERIVRREZIEET I ENEETH D,
c REBICRELE-FEMTEOBRRE RFSRRELCEHZMET)TIN—TR)
« TRIRZEH (W i 5 A2
« FLEICK T DEEEFMRELBRIE IO S
» IEERFRATE. BRZEBCETOBREFTIERREEICE THEEREDIRINERTHBNLH S,

» YRVEF D= D FHMMAIZELE 2 VIR#HTZZEEL TH LU (NCCN Guidelines for Genetic/Familial High—Risk Assessment: Breast, Ovarian, and
PancreaticZZ8)

Y -DS I ASERBENBRAE (TR OIS (BT —2B)

ADCISHE LV EHMEELEIC X T DMTImIRARIC KD HELE (BINV-F)ES RN L,

EFICEEORVRY ., $RTOHEIATI—2ATHS.
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-G
20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx
http://www.nccn.org/professionals/physician_gls/pdf/genetics_screening.pdf
http://www.nccn.org/professionals/physician_gls/pdf/genetics_screening.pdf

National
Comprehensive
NCCN ESElglel=T5
Network®

=i e FLIE

NCCN Guidelines Version 2.2020

A BS54 V%5
BR

gl

I EEEDRA

AEBRIEL. AEONBRERERZ T TVEST A TORMEITHT HE IR
[C5BEEZLND, IIEBBBREZITTLS T NTOXMIC, E 4L DERKIK
RICEIGT DEEBRERRISOVTOHBTETINETHS. L. 2B
BEMNIEOEVGNRMEECEEDEY LGN EHERONRERE
HIFHEREGOTIIELRE, MESNBELDIAVHIILT—Lar LU
MEARORB IR L LGREAROLENTEDINETHL AEBETOL
AlE, AEOBUGHRELABRDAIIV T FFHERAZELATHIDTH
TIRELHEW, ELEBENMATELILFIEETTELSILITEST, EY
BHBN ANBEFEFIEETSN TIIGSAEL,

AEBAURMIC Lo TEZAONSERE LOREREFMATIZFHEL THIR
ETHD URBAEAER LZFTANONGNHERETFESE IR TIL,
LEBRICHTIEENAROEMERNSETIERFFNORRKE
[GIFHCENTIRETH D, ENORIMEERTHLIEY . BN ERER
INRIZEEDHLNDERFFIZ, LB £ VIRMETOLESENRY . BUIRRDT-
&')0) REMOEMEBDT HEEEMED B D, VIBRETIRIEE D RIS &

ZRFMDBPRBEIGEENELNGNIEZBEBIUEBATHEIRNETHY. =
zk%ﬂvfli BUIBRELTOENURGEEN TON, FLEOREEHIFS
FEDLGVEABEEVRMNDEICGHARRELH D, AN FHI T &
ARG IENIMEZR/INRICHIZ 570 BEGHAIIE ST HFMEEH
BhEAIILELH D,

AEEVIRMDESE . EBROATREMZELED. BERRKIZONT
DMFIEFHEZEEZEZHNETH D, AELVIRMROILEFBEZLUTIZIRY,

»EAEAVTSUMEMAAATIIE (B MBI IRI[IEA R A TS ME
A BIEAVTSUMEALE),

» BREBBETHEAAAZLE (B BEEXEERH RS IEITEHE. IEER.
B BESIVOKRRBRICHET HHRLGEI(/O00—Dv ) —RFEE),

AEAVTSUMB LV BREBBBEEAAAIZNE (Bl REHE AR
Eo

AEE2UIRMEROILEBEL. AEEURMERFIC(T—RM D) F=35E
BENMETLEROFRTTZRM DRSNS, 2<D5EE. ILEBE
[ZIEUTOESGERMEE2 DU EMBEET HERENT7 TO—F A RoN 5,
» }FMEZ R S BT DXRIZLE A~ D F i
» FLE PR —ERRL DIE IE F i
»FLEEEABOBESSIUVANEICLSER

c EDFSBIHBEEVRMTHLEITH AN, KERFIBEEVRMIET. Z5
CEEDILBEEVIRMERFIEORMBRIRINEET HIENTHRS
NTW%. RERFILBEEVIRNE. BEREBALIBEFNF—LA R
LTEZMITL. BEDOEREZBEYIATIELLIHREELDEFEL L
REGHEBEFIREREL. BUGUIRMIRKEZZER LG TNEE5K
W RERFLBEEVIRMNEToEETH, BEMNGIEEURMERLC
EIREE IR B 2 VIR MR BRSHREREEER LG NIRRT,

« REEMEFLRE (IBO) IS T HEBE LR M OGS . BRURINEN L, 2LE

DEHENB L, TO=OR/AHIEEITIHIZ, HYR BEISHE
MEHREEIR DD EAH LS ML, —RHUBRIIEZTH S, IBCIZHIT
HRERFILEEVRTOREM IR TGN EN L, LEE IR
MEFEEHONMCOREDRATWSIRBEYIRT 2BENDHD, TDT=
. CDGEIT—RBEEITIFREEL,

EABICIEEDOAVERY . TRTOEREHTIT—2ATH D,
FRERSER NCONIZTRTOMNABEICEST. BROSELIHERRBRICHEEEZ TS, BEERABRA DS MAMFITHESND, BINV-H
1 OF 2

20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive

NCCN Guidelines Version 2.2020

A BS54 V%5

IW[{o\ Cancer 23 EE A I S BX
Network® =iEMEELE R
iz EEEDRA
c —fRIC. EABRDI-HDRERFILELUKRM CIXIBIRDOEBFEIHE - EREMHOBRFETIEL. —XBEORMZRTEELAS. BE7 IO

SNd, LHLGH L, BREBALEFNF—LIZE - TEEISERS M
ERFIZEVLWTE, AEEFFHLERRD1IDELGYS5H. BRBAET —42
Mo(E, FERRICH T HAERFFMOBRLIIFINTEY. 2LERE
AINSVHFHIRRET, TEATKEENSHRRETTO (HRTDOELEMEMN
ZIFANLND) BETE, RASLUVERETREES LUV /EIDCIS
[CHTREBEZHRNME BFFIBREAREETHY., SHERERINME
WEBESN TS, /AP yMRESOIEZEOMATERKRA R BHES
[CHESEEIES B, FEABCLRTHEROBLESZHETET S
BERFTENHHEE. EEFEIERELGD, FLEMGEDFTFMENTAIRTH
Y. UIRRRADELEEM IR XBARE I E T RETH D,

BEHREEICEHBEENHDHEETEIBEZT O THEL ELEE VIR
EREHRBEDRTEIZRBE. AERFRICAEEVIRNER(THEE
TIE—REBR), B VIRMTERARBEDRICZRBEEZRITHEET
. BEREBEENEELL, COKRTOMBILRSF/ 12T MR—R
DEETE., HRHE. CERL. BEMOET. /0TS DBHELY
BERBDIVRINELLEESHAREMELDH D,

EAERRERERICIAERURNERTLIBEETOIUTIVI—IDOFEE

[T, BEREBHERIYEHERERNSLGLHD, HEIEFLMIPOEER
[CEDOZTHEYNBRSN-BETEERLTEEL,

—FLIEEERICIELVIBRMTROBMIFHRBEEZITOINETH D,

» ALEE VIR ICHREGHRBSA NV ET, BEREBBENFESINTLVSIS
B.HEHREENR TIHETHEZEIHTHILE. ELELVIRMEICE
EAEFIRL. BBILRSRFRALTACEBREBBEZTOCELARETH
5, BREBREELIETF—LTE., —ABBEERICHSREEZZETSI0
FIILDREASNTLSS, BEROBRMEDBEANREIN TS EM
Ss ;é-])ﬁﬂ’ﬂ(:\ B R AR CHREGHRBEETOCENHREINS (AT

) IMEHEREE VB LT HIEETIVTIVUNEICERBENFTESN TS

5E . — RIILRBFIBEARICAVTIUINERBAT AEENT7TO—FMN
HEREIN D, SRR ATE 2 (ISR EER T &I, AR E KA
AL TSR R T DFEMETICENTES, MBI LU PDZES
[CEDEFEYEREIN-BE T, HIRBSREENDELGREICST
B—RA TS5 MEA (direct—to—implant) IZ&EABEZEELTLLY,

cEDESLIAEBRAZETRIRT 20T EDABIREDSTME. (K2, B
WENERE I ERERERLUVEEDOERICESVTRESNS, BIE LB
X AVTSURDBRBENOIDHLT . TRTOIITDIEFETSE
HEDREVRIZEDD, LI=MN>T, BIELIEEIL. ELEBRICXT 548
R ZITHDEEZ DN BIEFCIEGEERE CTIERIE AR ENTZY.,
HEIWNEIRFICEDIEBENBOMELIETELICKBLIZYT S A HEEN
BWIEEBEICEMT HIRETHD,

EUEAROR T RISEBEISERLEVLEICE, BRSO RDEDD
BRETHS.

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-H

2 OF 2

20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive

WNOO\E Cancer
Network®

=i e FLIE

NCCN Guidelines Version 2.2020

A BS54 V%5
BR

S

it
i

‘\

MG RERE DR A

B4 DEESTDFEE
s MAHREED B EERELEEAIET HENEETHB,

» ﬁﬁg?ﬁ?&lﬁ@0)')Z7ﬂ@%§€'3‘/‘y—')‘/7\?—ét&)(:~ CTAETEA

» BLE/MBES XU U /\EEEANDBSIZIE—RISEFREEFREAS,

» IRENMEHN—ICL. EEHEBA~ADOBHEMNZSI LT, DIvDoDLS5HIY
Rot—E8 BT AVNERW =047 —RTS5=205  BLUBREEFRGTIRE
% (intensity—modulated radiation therapy :IMRT) ZFALNA ZETERTED,

» 5%%%”?'&%&’&’3@@%%‘]&“&%‘bﬂﬁﬁ“ﬁ’éﬁﬁL"Cs EETIHIDES KV
s UITEE T S IEEBBANDBEEFISITHLT ZEMNFARETH D,

» LB RERETDT—RMNBEL, IEH (en face) MODBEFHR . S FREIE
IMRIRAERERAWVTERT 5, WEMERIADT A BELRISE (X, #2E
MIZIXEFRELIIAFREIMMERSINDS,

» BRDEYNTYTOBEMERL. B1IROEZRETERT S, BEDFHR
(F % Bprone breast) FALVBIB S . KYHERIOEGREBENEYELEZEE
AHbd. BHOEBBEEDIL—FUFERITHEEINGL,

23 ERS
s EHNEZRIILIEHEBTH S,
s MEHREEDIRE :
» R EADBGHEE (L. 45~504Gy/25~ 285 E|F 1=1540~42.5Gy/15~16%>
BT HEREIMNEELLY),
»ERIRIODBEVEETIE. BERADT—IMBEHINHEIND, 1BEMNLET
—RAMEEI(X10~16Gy/4~8NEITH S,
s LWFThDBEHRETH, BSHBNEEET S,
MRS GLEBEZSD)
- BEMZMIE. RAIREE. ZLEVIRA. BLUBERIZIIFL—28 92 ThHhD.
» BEMNIEHEBEZ T TUOANEIMNIGLT. A FEB LU/ F-EXEFEE
AW OMDFENEY 45D,
» B SVDEORBEZREL. ChoEROBRER/NRICT H7=HIZ. CTA
BETEAHRIND,
» %J%’\@ﬁﬁ%?ﬁ%b‘iﬁﬂ]l:@ééﬁl; R—SRADERAEHICEETRETH
) REHEEEDBE
O BEHEEIL. BIEEADAI5~504Gy/25~28 D ENBE + T —X B EEHEA
R =%960Gy/1.8~2GyTH 5,
» WThDESHRETEH, BASAEDRE LTS,

e U PIAY: R

« M DEEHE L X, CTABRMBEICKYREISZERINS,

» iﬁﬁg};ﬂ?;zfﬂﬁauylﬁﬁﬁl:ourm EEDHETFHIBEICKYLATEE

BB,

» R REDREIZIE, Vo /G DREDKDOYIZHEIRS LV EEIRAELY
LD GHEEE TIXIVNHBEANEERZLELD) . ILELVIBRATE OMKET
BEBREERHLEIVALMEABES LUK DREEER(CE DS, 4851/ E
ADBREHREE T, EIMBLRILETORM U /RE MBS ERHEFIZESH ST
LEBBHICRIATRETHD, NI/ EIADBEEIZIE. EEAREERN
L (DVH) ZRAWNWTHREHK . EEEE D, i) ~DBEL KUV TEIZEMKIE
(PTV)%5Hli s RETH S,

» MAHREEDIRE

O BBEHRE (X, fEls) o/ \EifEE 2% L45~50.4Gy/25~28 R EITH 5.

» WFhDBSHRETEH, BASARNREET S,

IEZLE SR BB 5tiE (accelerated partial breast irradiation: APBI)

* APBIOWFE MG, —EHDIEYRVREZEEEICE T 2ERTHIEE L., 1Z2#EWBRT
ZIT-BEBLRAETHAIENTEBEINTIVD, LH L., APBIZKZERMISIZHE
WBRTELEARTLE SENLKDODDIAE TRENTULVS, BHEAM A EL AZEIX
BAELETRTHS,

» EEDBEKRZBRADSMAHREIND,

» ZINCCNEZEELIL. ASTRODAPBIHARSA U D2016FERETIREZ (T ANTEY.,
COMRTIFEBEUTONWTAMNZZYTHEEZAPBIZEL TLVS (suitable) |
EEELTLS,

01)50m L EDREAEIERE T, KESHA2ecmLL T (T1), Wi A 2mmLl L DEE
. LVIZEL . ERES 4. DD BRCARE M : £1-1%
OB/ P EERERE, REZ THDOMNS1-DCIST, KEZA25cmLLl T, BrigH
3mmLl EDFEM,

» BAHREEDIRE

O IEBRRAD/MEIRIZLS34Gy/10E]1 B 2@ BE F1- (R FRENBEIZ LD
38.5Gy/10[E1 H2E RS AW EMIZ(Z AL,
O DR EEIRERETINTINS,

LIESYE 9

o MRTEYIREEZ (- BECHIT AT & ST IR LK. 2 (TR EERD
DEXFEH (BRRFL. REFNFEL. EEOEY S LUMAIIEMEEZDRE
FTROBRICEDVTRETRETHS,

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-I

20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National i . . C e —
comprehensive  NCCN Guidelines Version 2.2020 A4 BS54 255

C BR
NCCN ng\sg:k@ IXIFE] |§E?LF;

A

BHFECETIFNGERER

c AEOBRRRRICBEMBENAAANDNBZLEFLALLRW, 2018, BUHBEDILEDEEICET A HER. —BRICKHEDOILEICEAZE -
ﬁ%ﬁ%ﬁ@%ﬂﬁb‘b%?ﬁéhf'%d)f&é

* BEOIEELIEDIEDORICIL, E#%?E’JU*EEbﬁﬁfiﬁ"]fﬁﬁﬁﬁl’\(%b\&é%@@\ BHICETHIEDERIEMAMICEIKREICHITIEENER
LRBTHY. BHEEBETHUTORNGEERANEEICLE:

Y ELF: UNCCNEERTIE . AEZEITHIITRTCOBHRICHLTCEGEFREEZEETHEEHLEL TLVS (NCCN Guidelines for Genetic/Familial High—

Risk Assessment: Breast, Ovarian, and PancreaticZZH8) ,

»EBEFM-ELEMIC. FEOBEFABRFFNIVLIBEEURMES{RIT TS, LAL. %'IE’G%ELJ%;’EE%’&E@ﬁﬁﬁh“i%i’C%TEBU~%ﬁf:tﬁ?—
BIcELBE, BUTRHABRFABRDHENLEEVIRTERFTHH L, itgtéh\ﬁ—iﬁﬁ_l HECHAHENTEINTIVD, BEICKE T EREFMNE
ERUIRMADRE L. ZEDIHE ERBOEEITRO>THM T ZETH S

b BB BT F AT Z DB A LRI, BEERRICIRE ) L/ SETER TS IR HM%H;LETfisLNB?gﬁﬁﬁa“&aefmzv 4,
»ﬁﬂz%TﬁJE}f EDOBHEIZE T IIAEFHEOKMESHEBITOERS L. LBXEDEELRALTHSZL 1011

PDFELFHREDOF A FEDOBMEIC Zr"aH’%)%&#'JIEfaJ:Uﬁ%J?%@x)]%%;ﬂ“%EE’]ttf”‘?:@h%ﬂ'ﬁl*ﬁﬁ@*‘]ﬁﬁ( Fa?i?'%)T—@IiBEb*L'CL\éz
CHEEATEBLNTNAT—HIZLbE. 21 BEFRE Drecurrence scoreMLILERHED T RIBRMNEBOLNBIIEMNRIBINS2

» TR/ TR EMEE BRI T HEHARSAUIZHEL, ?LE%’I&IJ&‘([Z%J&&%ZEE&T.liHERZJI‘?,—’;E’]E’iﬁ&@{#ﬁﬁ"&?ﬁé’é?”\%’(ﬁ)ézo FLE B x
T AMBERAD MHEEDBIREELTIE. S~ 10FEBDEEF L ITIVO FEFVIIVDEERNH DB EDGNRH7Z 05 + 7O 4—EHEELELAH S,
ilig);?f 2751%Q—Jz“llﬂ%;?siw:oté%ﬁf&#ﬁ;‘fli@%#&?:yiﬁul:’—“éﬁwﬁfaxiﬁiéhtasL)(zfa%baxwﬂr ILDINFEIAR+5711=8) .
ZIngna '™

» REABIIZE BABERDOIAO—T v BHICH TR REIZEICH T BABEICIL—F o DIVET STAIFRETH A2, UNCCNEEL(E. GnRHF7FA
;l ;ég%%f’é ZTEEEBEICIEIR—RIAVBETDR2EEBICEEZEZRET S LEHET S, BEECEIIZBENLBHARSAVIZHK-TER
RET

n’é«ﬂﬁul_*ﬁé%%ﬁ& %ﬁl BITHETIIEOERIIZMEDIGELERTHSN ., TATI—EHEELZRASIE S XREFIC GnRH7+D/J§?xEﬁ“%>

CENEFELWV, B A TELNTVAT—AIZ&BE, TILRRNSURERIZ B TEEELRRBENDENEEET AN REREINEY, 7Ov4—+HH
%E?“éif:(ij}b«xhvzhéﬂ#ﬁ#éow 4/6PEEFEOMTOREESE., PIKICABHZEFELZE DFLWLERX, ELEBMHEXIRELTE r“ﬁ%ﬁrbk%ﬁ’u:;ﬂﬁ
éhrb\ébwf(im\ LOL. AMESIUVREETOI7MILDRIETHEEN)TILT—ILRT =MD REINTEY., E(: ETIEDORIEEESF
HRELIBARTRONI=T —2DIMEIC J:")\;*Lba)%ﬁué%ﬁ.%%( WRTHEIIZYTHD, BEICHTHETIREICHTHEZEEZDEIGH &
VR, XHEICB T2 ETAREDEEERAETHD,

SE Xk

EABICIEEDOAVERY . TRTOEREHTIT—2ATH D,
FRERSER NCONIZTRTOMNABEICEST. BROSELIHERRBRICHEEEZ TS, BEERABRA DS MAMFITHESND, BINV-J
1 OF 2

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx
http://www.nccn.org/professionals/physician_gls/pdf/genetics_screening.pdf
http://www.nccn.org/professionals/physician_gls/pdf/genetics_screening.pdf

National

comprehensive NCCN Guidelines Version 2.2020 A4 K54 >§2
IN[e[O)\'m Cancer s3I EE M T s ;
Network® :%:FIEJ'IEFJLE =53

BHFECETIFNGERER

1 Duma N, Hoversten KP, Ruddy KJ. Exclusion of male patients in breast cancer clinical trials. JNCI Cancer Spectr 2018;2(2):pky018.

2 Giordano SH. Breast cancer in men. N Engl J Med 2018;378:2311-2320.

3 Cardoso F, Bartlett JMS, Slaets L, et al. Characterization of male breast cancer: results of the EORTC 10085/TBCRC/BIG/NABCG International Male Breast
Cancer Program. Ann Oncol 2018;29:405-417.

4 Cloyd JM, Hernandez-Boussard T, Wapnir IL. Outcomes of partial mastectomy in male breast cancer patients: analysis of SEER, 1983-2009. Ann Surg Oncol
2013;20:1545-1550.

5 Bateni SB, Davidson AJ, Arora M, et al. Is breast-conserving therapy appropriate for male breast cancer patients? A National Cancer Database analysis. Ann
Surg Oncol 2019;26(7):2144-2153.

6 Zaenger D, Rabatic BM, Dasher B, Mourad WF. Is breast conserving therapy a safe modality for early-stage male breast cancer? Clin Breast Cancer
2016;16(2):101-104.

! Leone J, Zwenger AO, Leone BA, et al. Overall survival of men and women with breast cancer according to tumor subtype: A population-based study. Am J Clin
Oncol 2019;42(2):215-220.

8 Elmi M, Sequeira S, Azin A, et al. Evolving surgical treatment decisions for male breast cancer: an analysis of the National Surgical Quality Improvement Program
(NSQIP) database. Breast Cancer Res Treat 2018;171(2):427-434.

9 Fields EC, DeWitt P, Fisher CM, Rabinovitch R. Management of male breast cancer in the United States: a surveillance, epidemiology and end results analysis.
Int J Radiat Oncol Biol Phys 2013;87(4):747-752.

10 Flynn LW, Park J, Patil SM, et al. Sentinel lymph node biopsy is successful and accurate in male breast carcinoma. J Am Coll Surg 2008;206:616-621.

11 Jardel P, Vignot S, Cutuli B, et al. Should adjuvant radiation therapy be systematically proposed for male breast cancer? A systematic review. Anticancer
research. 2018;38(1):23-31.

12 Massarweh SA, Sledge GW, Miller DP, et al. Molecular characterization and mortality from breast cancer in men. J Clin Oncol 2018;36:1396-1404.

13 Grenader T, Yerushalmi R, Tokar M, et al. The 21-gene recurrence score assay (Oncotype DX) in estrogen receptor-positive male breast cancer: experience in
an Israeli cohort. Oncology 2014;87:1-6.

14 Hayes FJ, Seminara SB, Decruz S, et al. Aromatase inhibition in the human male reveals a hypothalamic site of estrogen feedback. J Clin Endocrinol Metab
2000;85:3027-3035.

15 Mauras N, O'Brien KO, Klein KO, Hayes V. Estrogen suppression in males: metabolic effects. J Clin Endocrinol Metab 2000;85:2370-7.

16 Eggemann H, Ignatov A, Smith BJ, et al. Adjuvant therapy with tamoxifen compared to aromatase inhibitors for 257 male breast cancer patients. Breast Cancer
Res Treat 2013;137:465-4670.

17 Harlan LC, Zujewski JA, Goodman MT, Stevens JL. Breast cancer in men in the United States: a population-based study of diagnosis, treatment, and survival.
Cancer 2010;116:3558-3568.

18 Gralow JR, Biermann JS, Farooki A, et al. NCCN Task Force Report: Bone Health In Cancer Care. J Natl Compr Canc Netw 2013;11 Suppl 3:51-50; quiz S51.

19 Zagouri F, Sergentanis TN, Chrysikos D, et al: Fulvestrant and male breast cancer: a case series. Ann Oncol 2013;24:265-266.

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

BEERERER - NCONIZT R TONABEIZE>T. RROEEEIIEBRARICHDEEL TS, BIRRBADS M HEEN D, BINV-J
2 OF 2


https://www.nccn.org/professionals/physician_gls/default.aspx

National

WNOO\E Cancer
Network®

=iE e ELIE

Comprehensive NCCN Guidelines Version 2.2020

ok R O |
BX
ER

7 64 1953 SRR
B AP
BEXLTTAESER (HFY—1)
s R s |;£f§ﬂﬂﬁﬂli7‘:li’c)]ﬂ%(b7‘-: y—1)° <

7 AT A—EEEFECESFER + IR b
FE(XLIBR (hTTa)—1)° E3EEEED]

\ /

7AvS—EHREERIZER (HFT)—1)
Fr=1%

7OvA—EREERIE2~3ER (HTFT—1)
F=1%

\/

\/

REXT T H2~3EM

MRS CRARR AP REXLTT %4 5~64E

7Ov4A—EHEENZR. 7OVI—EHETELEE |

\

B FEE7AOYA—EHEFRICTMEDO XS |

\/

Q;@—ﬁnﬂ%ﬁzd&sﬁrﬁﬁ (hTI)—1)
-
%:EF-‘\::/7I“/G"&5EFE%E7JDL~ FHOERIB ST HIE%E

%J%;&v:yeéﬁr'aﬁiﬁhuu FH0ERKRET HL%E
-3
BIEANDMEELL

7OvA—tEHEEEDI~SFEREMEEE

BEXDIIUESFERBELTAD WMEEEZRT
(Bh73y—1)

7OvS—CHEERIEERIREL TR IMEEERT
(hFI1)—1)

-1

7Ova—tHEEZRIZEASER (HFT)—2B)

;Eia—-iz‘m%?éd’&ﬁf’aﬁ (hFIY—1)
= |
%ﬁ#&?:yeéﬁﬁiﬁbubs FH0OFERIRET HIE%F

ifﬂF&?IyeéﬁFEﬁ (A7) —1)
=&
AEXFL IV DHRKRIVERIREEERE

d 3DMERMTATS—ERELE(FFRAY —IL, LAY —)L, TXEAREY) (L, fiidTE=1X

. FARRTLOLMERIIE, KBORDMEEEEERT H-HITRILE
AREE ’éﬂi‘fuﬂ’]llsﬂﬂﬁ’é‘éhtb\#ﬁ Y (R

MERBEDIE LMEARICEVTREEORESMNREAKOELTOTI7MILERLE, i
BREZICBTH57AYS—EHEROEFER SHMIEFRATH D,

D TEE (BINV-0) 25BN L, € IUAFEFoONAFEFUOLED—ESSRIE, FEF L IIVDEE KRB THAIIURFY

DI‘]%#[I]%EI]J?JH BET B RIERRTLYMIDNTINTVRD E
NEEZENTARTHD, BEURINE W (T HbHL, BE. high-
gradeDIEE ., UL /NEI~NDER(ZZ YT ) AREIRETIE., BB

TIVEEIP4-OHAEF LIV DRBREINFIL, ZOEMEEELSEIEEZOND, ZNOD
EMEAEX LTIV EDBATIE, BEERSNEIDOOND, =1L, EAATSLERLST7EXY
VIFBEXITIVDRBIZIFEAERZELLENESTH S, ﬁﬁﬁﬁ%tmniw)-r BIZHEDE,

HERSOFTE LUTEXTOR R ES T, 7AOTA—FREEE]- LEERE FEF VI URERERFAL TV DR MEAD CYPDGEEFREIZR AT 5. N

[EAEFS TS FERENEFIEEZEEZETARETTHS,

CYP2DGIEEFIDFHATIE. BEERSHAVETHS,

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-K

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive
NCCN ESElglel=T5
Network®

=iE e ELIE

NCCN Guidelines Version 2.2020

A BS54 V%5
BR

gl

B/ MR AEDL O A b o d e T

HER2[E 148

ZEFELLLIAY:

s TC(KEAXEIIL/OHARATFIR)

ARIEE!

+ Dose—dense (X 5RSMREHE) AC (REXVILE S /o H0RRI7IR) I2#LN T/ 25 )L DFEER 5"
« Dose—dense (X 5 RIFREHE) AC (KEVILE LY/ 90/RRT7IR) IZENT/ YY) 45 )L DB 1 [E R 50

. I~'J7°)L3?~73747¥LF-(TNBC)fdbU\l BXYUR . TILFWMEEE IV T UMY (V) RER—RET HILRREICLHMRTREERDIREH:

BENIKRTER:

* Dose-dense (F 5 RIfEEHE) AC(FXYILEL /S HAKRAT7IR)
s AC(FXYILES Y /SHORART7IR) 23R E (h731)—2B)

* CMF (2 90FRRI7IR/ AL FH—R/TZ)LAODSU)L)

* ACIZHELNT/N\Y) 2t )L EE [

ZTRHDHEEL A
s ACIZHLVTREAFT LA AR E
sEC(ZEIELY/29AKRRATFIR)
* TAC(FEHZFEIL/FXVILED D/ OARATFIR)
s —ERDTNBLEEIZHITAMAIEEDIZEDH

» D) EXE)LBEIRI+ AR TSFU)

» FEAX )L+ HILRTSF)

HER2IGHEIEBE D EETIX, PN AV RERIDDDILREEED AR TR
YAV RERIUNEZRDIZLIZAERELRYEEN TS ZEN, BARIEDT
ETVRIZK>TREEIN TN,

TS AO) o RERPDDILPEEICAT YU RERIFEMT HEFEMNE
LFBIEN, T LILBERRRERIZK>TEISNA TS,
CMFIZEHREEERIBEIZIREELTELLL., HANIEICMFEEIZIRELTEHLLY,
ZDMDILZEEEITTRT, MFHREEDANIRETHIRETHS,
MBREEELTOIREEIENS WBEEIL., EREEICHEOLDTAD WEEEND
B CTERMIZFEITT RETH D,
EZMICBETHNIEE GO BBREDE=HIZ) . /D)3t )LE -T2
FEILDEHOYIZFIT NI AXELEFERALTEEL, /AU E2XE)LEIEE (L
FE2XtEILDRBIZTDIHE. 77 /8025 w)LE1RREOHE(X125mg/m?
EFBZLTWESIZTRETHD,

A/ MRIEPEEEZTHEEICETALFREICI DB EDRELNH T 510

[CEERAAEZRT . TUNSHA VIO REREETL DAV DGEE. AMMEN
BE<GAHAIREEA DD

HER2FEMZLEICH L TURRSNIZL D AU, R EEELTHERATAHEE. TR
THTIA)—1THAH GBI HHIEEER
IND)EAXE)LEFDHEDDose-dense (I 5 REI@FEHE) ACNDIREIEFDEEMN
ZlIFANLND,

AR HE1,000~1,250mg/m?, 20, 182E], 1~14HB.21BY/(4Y)LT6~8H
4%JL, Masuda N, Lee SJ, Ohtani S, et al. Adjuvant capecitabine for breast cancer
after preoperative chemotherapy. N Engl J Med 2017;376:2147-2159.

TNBCIZxt 9 AR EEEL TTSFFEEIEFEDHIMNEIMNIDONTITIEKAR
ELTERDH D, LODNDHAERTTSFFHEIDBMIZESpCREDHEH R
SINTLS, LML, EEIREIC OV TIXIKRAELEL TREATH S, TNBCIZH 95T
AIEED—IRELTOTSFFEFNDERIXIZLEAL DEE (BRCAERXY)T%
BO)CBVTHEINGUVN., —HOEEH (RIFERHMHIHOERNLEGEE
BE)TIEIEELTHLRN, fIBREETOTSFFHEOFERFHERINLG, TV
FSHAO)OREFIDDDL O AT SFFRENEEOHDIIEE . LZEEDEE
B P E BT RERIDBBIFHEILSNTLVEL,

fiz<

S BEREOLRVEY ., TRTOERIEHTI—2ATH 5. o
BEERERER NCONIZT R TDAABEICE->T, REDEEEIBRERICHILEZ TS, BERBRADSMAEICHEIND, BINV-L
10F 6

20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National

Comprehensive HAES 4V FE5|

NCCN Guidelines Version 2.2020

C o B R
NCEN Ngﬂﬁgﬁw IXIFE] |§E LF..E =

HET/figEEDL O A A b e d e f

HER2PS 14X |

ZELWWLIA:

« ACIZHEVNTT+HRSRYRT TR MREYJLE S L/ oORR I7IRIZHEL
TIRI)BAX B+ FSRAYRTT  RIER221—)LIZT)

« ACIZIELNTT+H RS RYRT TR+ RLY XTI INREYLE S /o4ak
RI77IRIZEHENT/ROUBX R IL+HRSAYRTT+RIVYXTT)

IO AXEILFRSRY T TRN

« TCH(REAFEIL/AILRTSFU/ISRYZXTTH)

« TCHP (FE2F L/ ANRTSFU/MSRYRT T /RIVYRTTK)
-1TIHIJJ$/£1£( BIERENAONBWMEEFIIMEIEEZZTEWNES S
7\47‘3;76 (ATT)—1) £ RIWYRI T2 LD HERIFEMDHERZHE LS
JT
ﬁmuﬁ,fﬁi( BRERENALNDIEE FSAVYAXTT TLEV Y (AT
—1>$§Hpo DO SIRAYZAIYT TLRY ~‘/J€rq:JtL,tiaAlat SRy
z< oK (137-: J—1) ERIWYIRITTIEHMDABEETETIED,°

HEDKRETHR:

s FEEF I+ I0HRRT7IR+HRSRY X TTK

ZOMMDHREL DA

« ACITHEVTREAFX L+ FSRYXI TR M(RXYILE LV /2HoORRIFIRICHENTREAF L+ SRV XTT)

* ACITHELN TREAF L+ SRV RI TR RUVY XTI ITN(RFYILE LU/ 2 P aRRAT7ERISHENTREEF 2L+ RS RYXRT +RLYXTT)

I rSRYRXTTORDHYIZES XY XY T +hyaluronidase—oyskD . FiE 5 8IRLT

3 HER2[GMEEBDEETIE. PO YA I REFIDLDDIEZEEZDANTY
FSH AU RERIUNEDRDICLIDAEEZRVBEBNTWNAIEN, BAEED
IETURIZEDTRESNATLNS,

b FURSH AV RERIPODILEFEITIT VL REREBMT HETFERNA |
J:T%)Ltb\ 5>9L\1t r_n-t%ﬁ' J:O—C%BE_C‘:*L_CL\%)

¢ CMFIXMEHREELRIBFICIRELTELLL, HAWIICMFEEIZIRELTHEL
W ZDRDIEZEEIET R T, MEHREEDRICIRETHRETH S,

d  fMBEEELTOIEREEEND BEEL., E2EEICHELTAS
B CERMIZHEITI RETH D,

¢ EFMICLETHNE(THHLLEBRIED=HIZ) A I)EFwILELFFES |
FEILDEHYIZFIT NI EAXELEFERALTEEL,, /)2 /)LBE1EE
[FRE2XEILORBIZTBRIEE. FI/0UExEILE1EESEDOHAEE125mg/
mEBAENEIICTRETH D,

f e2EEEZI-EEITE ALREEICEDREOREEZINE T H-OICER

;%u’&%@%o FORSH AU RERESCL AL DBE . BN ES

MREEELS |

HEW, FSRYXTTDEIRAIREEITAE-AEDIETRNELS, FSRAYAXTT
~+hyaluronidase—oysk&E SR YA T TLAVOVIFELNDRHOYIZFERLTIEAESA
LY,

FSRYXITDTURNSHAI)OREFIEOHRBIZCOWLWTIX,. EXGLLEEHEDOEE
NRDHOEND, FSRVYRXITELURIVYRITETUNSH AU RERIEDHA
IEEEFHRETHD,

BRI MDTI, NO, MODHER2[G M ZLFE B E (B2, BrEEREDT=O T DIZEML
ﬂﬁﬁf;’f LOAVICFBEEESNTI=EE) (ZIE, D) EFXEIL+H SRV TEEE
LTH&ELY,
BEYRINENEEZ SN AHRBHEHER2BBHHIZIX. FSRYXTITEEL TR E
FEIZHEL N Theratinb|ZK DB RS MEEEEEET 5. NIVYAITELIENSAVYX
D TLAVOUDEEEZIT-EEIZE T Bneratinibl 2 & B BHIAED FIEE S
IZ2DWTIXFRBETH S,

FSRYXTT TLB3.6mg/keZ21 BH AL T4 44 )L, von Minckwitz G,

BeEAH D Huang C, Mano M, et al. Trastuzumab emtansine for residual invasive HER2-positive
k FDAb\ﬁ(; LI\ AA VIS FNSRAVXIT DB GREELL S, breast cancer. N Engl J Med 2019;380:617-628. g
EFICHEEOGVRY, TR TOHERFHTI)—2ATH S,
EREREER :NCONIET R TOHABEIZEST, REDEEESBMEARRIHHEEZ TN, MREBAOSMHFIHESN D, BINV-L
20F6

20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive
NCCN ESElglel=T5
Network®

NCCN Guidelines Version 2.2020
=iEERLIE

A BS54 V%5

BR

A

HER2[EM—ZFELLIL D A :

* Dose—dense (% 5-RIfR%EHE) ACIZHL YT/
7)) 5%
» FXYILES V60mg/m2E1 B BIZE:E
> é@ﬂ‘hZ?T\FGOOmg/mz%ﬂ HEBIZE
O 14BH AL T A 5L
O HELVNT:
» XD B4 )L175mg/m2%E1 B B IZ38E
D = EET
O 14BHA9)L T A 5L
* Dose—dense (X 5 fEfmiEHE) ACIZHELNT/N
H)axE)LEEIE
» KEYILE S 60mg/m2%&1 B BIZEE::E
;7D‘hZ77~|‘600mg/m2’é1 BBz
O 14BH A9 I T ALY
O FELVT:
» IXD1) A2 )L80mg/m?% 1 BEFE D s i S
ET:EE, 12;:85E
. TC2
» FEAX1)L75mg/m?Z1H B IZEE
» HORRAT7IR600mg/m*E1H BIZE
x
O 21BH AL T A5

TR/ MR BEEDL DAY
HER2[ZE—EEDRRTHER:

. Dose—dense(?ﬁ%FﬁﬁBﬁﬁﬁ)Ad
» FEYILES U 60mg/mE1B BIZEE
» H0OKRAT7IR600mg/mE1 B BIZET
0 14BH AL T4 HA4)L9
« ACS
» FEYILES U 60mg/mZE1 B BIZEE
» 0K RAT7IR600mg/m%a1H BIZEE
021BHY AL T4 AI)L

- CMF{b 2Lt

» AR RT7IR100mg/mE1~148 BIZAR A
» AL XY —F0mg/mZE1H LUSHBIZEE
» ZILABADISLIL600mg/ mE1HE LV8H BIZEEE

028BHAVILT6HAIIL

« ACIZ#ELNT/ Y A /LA B EP
» FEYILES VU 60mg/mZE1B BIZE%:E
» 0K AT7IR600mg/mZx1 B BIZEE
0 21BH AL T4 AL
0 #NT

» 1891) B34 )L80mg/m % 1 B F5I 0D & i 84T 3B

|, 128/
« IR ILBEIE+HIILRTSF S

» XD R4 )L80mg/m2E1, 8B LU5A BIZE T

» HILRTSF%EAUC 6 TIHBIZERE
O21BYAYILTAH ALY

c REAX I+ HILRTSFL (4~6HA9)L)]

» FEAXt)L75mg/m*Z 1B BIZEE
» HILARTSF%EAUC 6T1HBIZEE
O021BH AL T4~6H ()L

1Y A9 CEHIEEERFREFNEZHET S, NCCNEMBRERFHARSIAUESRBODIL,

HER2[EM—FDHDHEEL DA

s ACIZHELTREAX L A3 BRI ES8
» FEXYILES U 60mg/mE 1B BIZE:E
» HAFRATFIR600mg/mZE1H BIZE T
O21B YA IILTAH ALY
O $ELVT:
» FEA2%t)L100mg/mZE1 8 BIZE:E
O21BY AL TAH AL

. EClb 5 E"
» TEIJLES 2 100mg/mZE1H BIZEE
» 40K RAT7IR830mg/mE1 B BIZE T
0 21BH AL T8H AL

. TAC LA 10
» FEAEX 1)L 75mg/mE1 B BIZE:E
» REYILE L 50me/mZ1H B IZEET
» AR AT7IR500mg/mE1H BIZET
0218 Y AL T6H ALY

PUEFIDER. AERESIVREOCRETIEHENEERIBERTHS, PEINIEMOBZEOEAZE. ATAK, HFEREDLOIC, RRORAESLURT V21— LOEBEEXFHREDORIANLIELIZBEIZGS, LA

2T, BRI ORELRED=OIZE BEBICSTNEFOERLAMET 2EBWFROERICOVTEELRREA T IERT —LALETHD,

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

<

BINV-L
3 OF 6


https://www.nccn.org/professionals/physician_gls/default.aspx
https://www2.tri-kobe.org/nccn/guideline/hematologic/japanese/growthfactors.pdf

National
Comprehensive
NCCN ESElglel=T5
Network®

=i e FLIE

NCCN Guidelines Version 2.2020

A BS54 V%5
BR

=<

it
K

S

TR/ MR BEEDL DAY
HER2FS MK | —ZFELLW DAV :
e ACIZHELNTT+ SRR
» FXYILES U 60mg/m2E1 B BIZEE
» HORAT7IR600meg/m2&1H BIZEEE
O 21BH AL TIH AL
O $ELNT:
» IX71) B+ )L80mg/m2MD 1B D 58 4 B 1ET12
JE R
0+

» INDUAX L OHEIREEEICFS XY XY T dmeg/ ke 5%
O $ELNT:

» FSRY XTI T 2mg/ kgD FEEE B 1R TIEM D AEET
Fo, HBOWIE, V) EXEILSET RIS AY XTI Tbme/
keDEIZE21 BRIR CIERIDAEETE"

¢ ACIZEEWTTHISRYRAR T+ RILY AT T

» KEXYILES 2 60mg/mAE1HBIZEE

» HORRI7IR600meg/m?*%1H BIZ§8:E
O 218 H AL T4FA4IIL
O $ELVT:

» NIV RXIT840me% 1 H B IZERE. LV T420meZ E85F

» RS RV XTI T8me/keZ1 B BIZER . il Tome/keh &%
b

» IRt )L80mg/m2E1. 8B LUNSH BIZEE
O 218 H AL T4FA4I)L
O $ELVT:

» FSRY X T Tbmg/kgZ 1 H B IZEEE

» RILYRXIT420me%1H B (ZEE
O 21BH AL TIERDAEETE"

BIELY,

FDAMEKEBLIz/N\AF L I5—(FSRYRXTT DEN TR BELELL D, q
FSRYZXTTDRDHYIZFS AW X T +hyaluronidase—oyskD K T 512 8IRL T
HEW FSRYXITDEIRNIREEIERE -BEDIRTRNELS, FNSRAYXTT
+hyaluronidase—oysk&E b SRV AT T TLAVOVIZENORHYIZERAL T

* Dose—dense (¥ 5. IR EHE) ACIZFLNT/ AR+t

L+RSRYR< T2

» KEYILE S 2 60mg/ma1 H BICEE

» O/HRRAT7IR600meg/mE1H BIZ8:E

0 14BH A ILTAF AL
O FRLNT:

» 1301 AX42)L175meg/m?Z 1 B B IZ38FHE D RS

be
0148 YA IL T4 149
o+

» IR XEILDYEIREG RIS XY XY T 4mg/
ke BT

O FRLNT:

» MRV XY T 2mg/ kgD EETE BRI TIERB D ABE
H5EK, HAWIE, 1V AXEILETRIZESRY
AT Tbmg/kgDEsT %21 BREIRTIERB D AEE
SEk"

« IROYBEEL+HRSRYRT TS

» /8921) 2 X4 )L80mg/m2 M FE;E % 1B T12:8R
o+

» INDAX )L OHEREREICFSRY X T dmg/
keZ BT
O FELNT:

» PSRV XY T 2meg/ kgD R T E 1B TIEB D BE
5K, HAWIK, 1V AXEILETRIZESRY
AT Tbmg/kgDEsE %21 BREIRTIER D AEE

SEE

Banct,

. TcH!4
» KAt T5mg/m2E1 B BIZEE
» HILRTSFLEAUC 6 TIHBIZEE
O 21BH AL T6H AL
0+
» FSRY AT T dmg/keZx 1B B IZEEE
O $ELNT:
» FSRY XTI 2meg/keZ 1 TEIEIER X
O $ELNT:
» FSRY X T Tbmg/ ke &8
0 21BH AL TIERDAEETE
Fi=1%
» FSRY AT T 8meg/keZx 1B B IZE:E
O HELNT:
» RS RY X T Tbmg/ ke &8
0 21BH AL TIER DAY
e TCH+RJLYRT I
» KERE+t )L 75mg/m2E1 B BIZ&:E
» HILIRTSFEAUC 6TIHBIZE T
0218 AL T6HA1I)L
+
» SRV AT T8mg/kex1H BIZEE
» RV RXTT840meEx 1 H BIZESE
O $ELNT:
» SRV AT T6mg/kex1HBIZEE
» RIVYRXTT420mex 1 B BIZERE
0 21BH AL TIERDBEETE

E5RR’

AL TEREERFREEHAT H. NCCNEMERRAFAAESA %S

BEIALVAEDICEEEREE(LVER) #HET 5, FSRAYXTTIZLBIiTEA
EHROLVEFOEEREHE XIFBATHS, FDADRKAXETIE, FSRAVYIXITD

FIARIE LA EP(Z3H AR TOLVEFDRIEAHE SN TINVD,

<

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-L

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

40F 6


https://www.nccn.org/professionals/physician_gls/default.aspx
https://www2.tri-kobe.org/nccn/guideline/hematologic/japanese/growthfactors.pdf
https://www2.tri-kobe.org/nccn/guideline/hematologic/japanese/growthfactors.pdf

National
Comprehensive
NCCN ESElglel=T5
Network®

NCCN Guidelines Version 2.2020
=iEERLIE

pak ok O |
BR
EE

HER2BS MK | E DR cER:

« REAFEIL/PIARRTFIR+ SRV XTI 16
» FEAE1)L75mg/m?Z1H BIZEE
» AR RAT7IR600mg/m2Z& 1B BIZEE

O21BHAYILTAH LI
0+

» SRV XY Tdmg/keZ 1B BHIZETE
<> %}LL\—C

» MRV AT T 2mg/ ke BB T11ERMEEE
<> %}LL\—C

» FSRY AT T6meg/ kg E i
0 g% rEl HAIIWTIEBDODNSAYAXTT AEET
=
=%
» N SRYXTT8meg/keZ 1B HIZEEE
<> %}LL\—C

» F%Z‘yx‘:'?jiﬁmg/kgém AREfETEEEL. 1ERD
FSRYXT T BEETE"

TEB7ELY,
HERIORIR, AERE

R/ HREEDL DAY
HER2BS MK | —z Do EL:

c ACIZEEVWVTREAX EIL+ SR YR8 1T
» KEXYILES 2 60mg/m2ZE1H BIZERE
» AR RAT7IR600me/m*%&1HBIZEE

O21BHY AL T4 AL
O LT
» FE4%+)L100mg/m*a1H B IZ8EE
O21BH A4 UILTAH AL
O+
> |*7Z‘JZ774mg/kg€1 BIZ8%T

> |*7Z‘JZ772mg/kgE 1B T1158
<> %JL[I\—C
» NS RY AT T 6mg/ kB tdiE
0 21BH A VI TIERDIS RV T BE
TR

BlELEped

FDADEREELIZNAFLES—ERSRAYRIT DB GREE LD,
FSRYZXTTDRDHYIZFS AW X T +hyaluronidase—oysk®d K T E 5142 RL
THEW FSRYXITDE#IRARS LIEAE - BEDETAELS, FSAVATY
7 +hyaluronidase—oysk&E R SRV AT T TLAVOVIEEWNORDOYIZFERALTIE

s ACIZHWTREAXTEIL+H SRV AT T +
RIWVYZXTT
» KEXYILES 2 60mg/m2E1H BIZERE
» HAKRRAT7IR600mg/mE1H BIZE:E
0 21BH AT AL
O FELNT:
» RILYXTT840mgZx1 B BIZERE. #5LVT
420megZa$iE
» NS RV AT T8meg/kgZ 1B BIZEE. HiEly
Tbmg/kgZEHE
» FE4E+)L75~100mg/m2%&1 B BIZEE
0 21BH AT AL
O FELNT:
» N SRV XTI T6mg/kgh B8iE
» RILYXTT420mgZx1 B BIZERE
O 21 B Y AL TIERDBEETEE"

BERAELWARPICLVEFZFHEY &, MRV AT T ICLAHMERIGRP DLVEF
DEBHEREETHTH S, FDADTM XETIE, SRV XTI DRAIERTS &

SBEDIZ3n AR TOLVEFDBIENHE I TILNS,

BEURBRERITIERT —LNBETHD.

BLUBREOHET HEMEOERTEETHD, FPRINIFECEEOEAE, AUAR, HFEREDEOIC. ZERORAEELUVR T C1—)LORBEEXFHREDHBALIELEDEITES, Lizh
ST MERIDORBELIR SOOI EBEEICHITHREROERLARET 2EIEROERICONTE

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,

FRIRHER :NCONIZ T RTDAABEICE->T. REDEEEBRRARICHEHLEEZ TN S BRREBRADSMARICHESh S,

BINV-L

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

5 OF 6


https://www.nccn.org/professionals/physician_gls/default.aspx

National i . . <, e—
comprehensive  NCCN Guidelines Version 2.2020 A4 BS54 255

C 3 SEE M T S BX
NCCN sl 2L s

TR/ MERBEDL O AVIZET 555 XH

Citron ML, Berry DA, Cirrincione C, et al: Randomized trial of dose-dense versus conventionally scheduled and sequential versus concurrent combination

chemotherapy as postoperative adjuvant treatment of node-positive primary breast cancer: First report of intergroup trial C9741/cancer and leukemia group B trial

9741. J Clin Oncol 2003;21:1431-1439.

Jones S, Holmes F, O’'Shaughnessey J, et al. Docetaxel with cyclophosphamide is associated with an overall survival benefit compared with doxorubicin and

cyclophosphamide: 7-year follow-up of US Oncology Research trial 9735. J Clin Oncol 2009;27:1177-1183.

Fisher B, Brown AM, Dimitrov NV, et al. Two months of doxorubicin-cyclophosphamide with and without interval reinduction therapy compared with 6 months of

cyclophosphamide, methotrexate, and fluorouracil in positive-node breast cancer patients with tamoxifen-nonresponsive tumors: results from the National Surgical

Adjuvant Breast and Bowel Project B-15. J Clin Oncol 1990;8:1483-1496.

Goldhirsch A, Colleoni M, Coates AS, et al: Adding adjuvant CMF chemotherapy to either radiotherapy or tamoxifen: are all CMFs alike? The International Breast

Cancer Study Group (IBCSG). Ann Oncol 1998;9:489-93.

® Sparano JA, Wang M, Martino S, et al. Weekly paclitaxel in adjuvant treatment of breast cancer. N Engl J Med 2008;258:1663-1671.

Loibl S, O'Shaughnessy J, Untch M, et al. Addition of the PARP inhibitor veliparib plus carboplatin or carboplatin alone to standard neoadjuvant chemotherapy in triple-

negative breast cancer (BrighTNess): a randomised, phase 3 trial. Lancet Oncol 2018;19(4):497-509.

Sharma P, Lopez-Tarruella S, Garcia-Saenz J, et al. Efficacy of neoadjuvant carboplatin plus docetaxel in triple-negative breast cancer: Combined analysis of two

cohorts. Clin Cancer Res 2017;23(3):649-657.

von Minckwitz G1, Raab G, Caputo A, et al. Doxorubicin with cyclophosphamide followed by docetaxel every 21 days compared with doxorubicin and docetaxel every

14 days as preoperative treatment in operable breast cancer: the GEPARDUO study of the German Breast Group. J Clin Oncol 2005;23(12):2676-85.

Piccart MJ, Di Leo A, Beauduin M, et al: Phase lll trial comparing two dose levels of epirubicin combined with cyclophosphamide with cyclophosphamide,

methotrexate, and fluorouracil in node-positive breast cancer. J Clin Oncol 2001;19:3103-3110.

10Martin, Pienkowski T, Mackey J, et al: Adjuvant docetaxel for node-positive breast cancer. N Engl J Med 2005;352:22.

1"Romond EH, Perez EZ, Bryant J, et al. Trastuzumab plus adjuvant chemotherapy for operable HER2 positive breast cancer. N Engl J Med 2005;353:1673-1684.

12Dang C, Fornier M, Sugarman S, et al: The safety of dose-dense doxorubicin and cyclophosphamide followed by paclitaxel with trastuzumab in HER-2/neu over-
expressed/amplified breast cancer. J Clin Oncol 2008;26(8):1216-22.

13Tolaney S, Barry W, Dang C, et al. Adjuvant paclitaxel and trastuzumab for node-negative HER2-positive breast cancer. N Engl J Med 2015;372:134-141.

14Slamon D, Eiermann W, Robert N, et al. Adjuvant trastuzumab in HER2-positive breast cancer. N Engl J Med 2011;365:1273-1283.

15Schneeweiss A, Chia S, Hickish T, et al. Pertuzumab plus trastuzumab in combination with standard neoadjuvant anthracycline-containing and anthracycline-free
chemotherapy regimens in patients with HER2-positive early breast cancer: a randomized phase |l cardiac safety study (TRYPHAENA). Ann Oncol 2013;24:2278-
2284,

16 Jones SE, Collea R, Paul D, et al. Adjuvant docetaxel and cyclophosphamide plus trastuzumab in patients with HER2-amplified early stage breast cancer: a single-
group, open-label, phase 2 study. Lancet Oncol 2013;14:1121-8.

17 Joensuu H, Kellokumpu-Lehtinen PL, Bono P, et al. Adjuvant docetaxel or vinorelbine with or without trastuzumab for breast cancer. N Engl J Med 2006;354:809-20.

8

9

EABICIEEDOAVERY . TRTOEREHTIT—2ATH D,
BEERRER :NCONIZT R TOMNABEITEST, RROEEEIEBRRRICHDIEEZ TS, EBERRBRADSMAEHEING, BINV-L
6 OF 6

20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive NCCN Guidelines Version 2.2020 A4 K54 >§~;I
NCCN Cancer N=IN He w0 RS ,/_._.
Network® I%IFE'HE?LJEE EZ=

(TETES7b -3 YO Y=

MEIEYEETHMLON TR E RN

cFEBENBZELD

s FIHMREEB N FHTAIEECAS

GABADORIGIZEDEELRDEELAILTEELRTRIERN GO, HFIC
HER2BGMHEE KURITILAHT4TEFE(TNBC) EETEETHS

. EEF%B%T{{BotU‘TNBCODﬁ%ﬁfﬁﬂf(iffﬁﬁﬁ#ﬁ;‘fbﬁ%ya)&“ﬁitl;tiﬁbuhfﬁlﬁa

°

B FREMEFRIMICAIRELE D

GALE2UIBRMEBERL-BETLH. LEBERNFHE TEIHRLAEFELNDS

B

« B NEERRE G E AR BICKYIREIZE X, SUINBEIRMNAIEEIZE S

s MTAMEEAICR T DR ALNGEIMGE CETLIZIGEICEYEREEEET D
BahFEond

cBREVNEHOREMNERTNIE. BSHREEH S ZE/NSLIZY., BEHREE
DKLU TES

cIHRARERIUFTRNAAI—I—2RIATIEN-AREBLLD

3

EREMERREN IS, FORKI L BRERE DT
\

BRSO ES N B | BAHRIEE(C KY BATHISBINARE
HHA D HD

 RTRMIEA T SRS T LB TRAIEN B D

HEEMI LB D EE

« FIRFREABOEE

» IBC

» EXFLIXEELIRE) >/ \ETDN2
» N3

b T4

s FHATREEIEDIGE . LT OEFICIEMAIEMEENEZEELLY:
O HER2FG M4 ZLIEF - (XTNBC T, T2LA L F = IEIN1LL E DB E
OB RBEEFETHEEC.IEORETLUERLTERESENKE
Ly
O VUNETERBB ISR ENH LM, MRIEMEEIZKY) /N \EiERiiE
LB AEEEAF LY
O FMAEEZRET HHBALELISS

MR AR LGBV EE

c REAGFRENET. RREEEOEENT+HLESE
- BEEEEOERIERTEE
cEEA MR REE(XERRMICEFHE TERLESE

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,

BEERERER - NCONIZT R TONABEIZE>T. RROEEEIIEBRARICHDEEL TS, BIRRBADS M HEEN D, BINV-M

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

1 0F 2


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive
NCCN ESElglel=T5
Network®

=iE e ELIE

NCCN Guidelines Version 2.2020

A BS54 V%5
BR

A

AR EAEDRA|
ALBEEEDSU A LMEERRRERICEY . AT ZEALARE T B SICREEORMBEN BN ENRTSA TS,

s TRTEMEEIC T HREBFEMTEES (pCR) [THELY, ﬁ&btﬂﬂ?&ﬂriﬁ&;uéiﬁﬁﬁF'Eﬁyb\
5. IRIEBEZMEMEEMREDMEBEIL. TNBCTRL®RL, HER2[EHELETOPOLY  ERFE

FoL. flc-*fl ITARTOBREMAINATIRNATEETH
BHIETREHNS

« FRTEELL T, LSOO DILREAEL DAV EMTH D, — I, iR BEALLTHE é#’L’CL\%;‘[I:%Jﬁ,%IwTIﬁﬁ/E?%tL,’C%J’EL,’C%J:l,\ VAR 353

FEDLOA (BINV-L) ZSBODI &,
* ERIZMEHICIZ. BEEERF-ITEYRIDIuminal B! THAIBEESIZIE. fiiFIAN S

TR EERMEERLTHLEL,

* HER2IG 4 FLIED BEICIK, FSRYXITEELMBAIEMBEZITINETH S, T2LLEF=[EN1LLEDHER2[G M R EAZLE B E TIL., ARV XD

EZECLIAVERELTHEN, MR/ iTEREEDL D AV (BINV-L) Z558

« —ERDFEM D, WHTLEEER IR - 1B\ EHBEREOYRIMERT BT EMNRIEIN DY, BT RESNIRBTIE, HFOERETERMEPERE

LOAVKBANLNTEY ., 2 FEHEENE

FNTHELT  FEEFOEZRERMARALGNTELT .

—MTIXIFFED/BAEENALLON TV =, &

DR B EEEHERIZITI/=H, BINV-128 X UBINV- 141 EZ RLU=FIBISTERESINRETH S, TNTOEENMNRIEDREDE M EL DD

(T, MTRTEYEEDRIBRIOAN—RSA RO EHELEERAL S
BN W (BINV-12) 258

« TETEED EfE P (L. EERMAEHESESRE (BINV-13DEEXxxESR) IZKYEED BB REZEHMIEHET 2B ENH D, FHTETIZ
BENFMAICTRTETLEN -GS
THAHLNT-BEIT. REBEDEYREIC t)]U*éz%ﬁf)\ FMERITT 5, MERFEYMEREEZRTIEFLRRGEAE

AETTLTHELIENEFLL, BERLTS
FiMT I AeSFLIE B A TR E Y RIE R I HES
T.BMREDRANEERTNETHD.

2 FDADSEEELI-NAFLIFT—ENSRYXIT DB LGRBEE LD,

1 Rastogi P, Anderson SJ, Bear HD, et al. Preoperative chemotherapy: Updates of
National Surgical Adjuvant Breast and Bowel Project Protocols B-18 and B-27. J
Clin Oncol 2008 Feb 10;26(5):778-85.

von Minckwitz G, Untch M, Blohmer JU, et al. Definition and impact of pathologic
complete response on prognosis after neoadjuvant chemotherapy in various
intrinsic breast cancer subtypes. J Clin Oncol 2012 May 20;30(15):1796-804.

N

MEMNMBHTEETH D, FiialgEELEY S5 E  MAIEMBREINDILES LUK

FLRELY
USAERT T AE0ISEMO LB EE TR IS LTEED,

3 Cortazar P, Zhang L, Untch M, et al. Pathological complete response and long-
term clinical benefit in breast cancer: the CTNeoBC pooled analysis. Lancet
2014 Jul 12;384(9938):164-72.

4 Early Breast Cancer Trialists' Collaborative Group (EBTCG). Long-term
outcomes for neoadjuvant versus adjuvant chemotherapy in early breast cancer:
metaanalysis of individual patient data from ten randomised trials. Lancet Oncol
2018;19:27-39.

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,
FREREAER :NCONIZ T R TONABHICES T, REDEERIIBRRARICHEEEZTLD, ERR

HERANDSMO RSN,

BINV-M

2 OF 2

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive  NCCN Guidelines Version 2.2020 AL F5A V55|
IN(®{®M Cancer T B X
Network® IXIFﬁ HE LJEE B
RN BEEAN DR LS LR EDBMERAT 2O DBEFREREP
_ s = . ﬁ%'JZ’J
e N , . NCCNDEFELEIZK | NCCNOIETUREOV T N
/I:I 95 %‘
21 815F
(Oncotype Dx) - _
(pNOif:[i'))/fﬁﬁiﬁ*%B’%'l‘i YeS YeS EE*L/L\ 1 BINV N (2 O'F 4)
f51)
21i§E?(Oncot¥pe Dx) N/A¥
1(§FIJ>I)\I+$T:IJS'JJI\EH$E$§|%'|$ ¥RXPONDER study Yes Z Dt 2A BINV-N (2 of 4)
DIERFL
70:&{5F (MammaPrint)
(D \ERERFEPEEHIE1 ~3D RIETE Yes ZDth 1 BINV-N (3 of 4)
D) INEERFEE R T HIEH)
50i81LF
(N REBRIEBIE ~3 R Yes Toft 2 BINV-N (3 of 4)
DY INETERFEZE B T HAEHI)
m%ﬁ%_
it o | FAR | e 2o 2 MECEE
D) INEERFEE T T HIEH)
Breast Cancer Index(BCI) RIETE Yes ZFDth 2A BINV-N (3 of 4)

@ BLRFREAEBRETE, PRBIVABRNRDFRICOENHEREZFHICENTE. TNLIEFITNMEFEIVNAFTIT—H—DEHREHE T 5. CORDKREHFHNZ
WiZ172 E TRATIEE NCOCNELEZER B R TIE, YU /N\EEBIEREDIEISH LTI, 21E{K¥@E(Oncotype Dx)BNEHELWEEZ TS, TOMDFEFEAD

BIEFREREICOVTIX A~IDD VNI HLIEE ISV TFRICEAT 2EMMNAERIF
ZFRTELIMNESINITATHS,
b BgEICES AERAEE S (BINV-D)EZSBDIL,

EFICEEORVRY ., $RTOHEIATI—2ATHS.

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

FoNDEDD . A~3DD) U INHEEBIZEITHIEEEREDODR

2% Xk

BINV-N
1 OF 4


https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive NCCN Guidelines Version 2.2020 A4 ES54 255
We®h'B Cancer Ef
Network® IXIFﬁ HE'?LJ:; 5=
WA BEE~NDHEL BILEEEDEBMERIT 2-ODEETFHEHRED
BRE BRYRY AEICEEL-ERE

21BIEF
(Oncotype Dx)
(pNOFET=IF) N
BNERFSIZ )

<26

RILELZRRGTEHER2EEE) /BN ERFEIETE D T1b/c B LU T2HITIE, YRHIZXT7 (RS) B0~ 10D G EIZILER
BED)RINA%KFETHY. RS75\11~250)tﬁA( [E. TAILORX studylZ XA RIRIEDIRET T, N bEEIZ{EERE
EHEBMNTAIEICLDFEITBLNLEMIST-1, RSA16~25MD50 LU TN LM TIL. N B EEMELERTEE
rﬁ*g%ggnLf—jib\dmﬁ%zb\ﬁfa\of:o_oﬁ%ﬁ( SRL Tk, R RICIE R REFBINT S EEEET
RET

RILEDZBIKRGHEHER2BZ ) U /\NE LB IEED T1H KU T2 TRSH26~ 300D £ E Tl L ED AR EFIFA
FITRETAMEIXITHON TG, RS EEICIEFEEZFEBMTA2NESMELT, BREITERREDEEIC
BREFEREBFHRFEEZEICANDIRETH D2,

/-h)bwt_/x@waﬁHERzrf“riuw\”'ﬁﬁni@ff“rio)ﬂb/czibotUTzﬁlJtRsb\muJ:o)t:a—Al %. A%
SEsE DB HREIN B2,

P EEANDE

21 815F
(Oncotype Dx)
(pN+FEF=IFY /8
ENERFE R 5)

1& (185K i)

/-h)bwt_/x@%w Yo INEEERE IS TR M EZ BB TR TOALXEIZEWNWT.RSIIFEDFT AR F 4D
S, RILELZAARIBHEHERE TS o/ \ETEEE B O L E R R ELI-RTHE Z AT DORIRAEF TIE. IH ,M\

Jﬁ&é‘ﬂﬁf*(‘}'fhé%%‘(RsbwSEEEOD%AI SEHDERBREDRIN21% THoI=CEMREINTLNS?

- West German Plan B study Tl&. FRILE SRAKSHEHER2IEME ) o/ \ETEEFE IS 1 TRSA IR B D L H1104 (128

L\’C RN EBETODREZZ (=158 5$ﬂr$7$475\944%1&97‘—;&75\1:'5%@\66 FILEVSZA

1$BariHER2rf‘*Iiuwﬁ’ﬁ'ﬁiﬁ%%ﬂ%ﬁ{ﬁll(:ourl& IEZEEDMBFRIEZT T, TR ERIRD)DFAIZH T

3. RSDEFEHYLATE (KB M EKEMN) BMWELETBETHAEEBAREFZEL THRETH S,

F(18~30) E£1=1%
=B1L)

RILEDZBRIARGHE) A\ EERBEE DX EEIRELIZSWOG 8814&%%@@1«52?%#&! HULVT.RSHEIE(31LL
EYDBEIC 1I:%J§,£O)§d]%7b\ BlEIN B EMNTRENT=, RILEDZBEGETI~3DD) U /\EEBEHAZEH LN,
g'JRs;bwsu_ta)%%'C(i EERBREDVRINGNIEN D, NN MEEICMA THRIEEEEZEEZEITARNETH

2% Xk

EHIIEEOBVRY, TRTOREINTTY—2ATHS.
BREREUER: NCONIZS R TOAABEIE-T, RROGEARBRARICHHEEZ TV S, BRARADSMAHIHESN D, BINV-N
2 OF 4

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive

NCCN Guidelines Version 2.2020

A BS54 V%5

IN[o{®l Cancer 5K
Network® IXIFﬁ HE'?LJ:; o
HiRAS BFE~ DM %L S EFRAOBMERT T 2O DRIETFHRBRE
RE BHREIRY ARICEELER
v 18 BEERMICIZB R ThH BT/ LEMIZIHEY R0 T HBETHUT, BRI RE5EE & OEMIEBHL
O 1 TOEFES, MRILFREEZ G >T-BE TILT% TH 1= (95%IEHRA :92.5%~96.2%) . 1~3DNDY >
B 151 & 1 ot N NEEBAHDBEICETOEREHLEL TOERRL, MRILPREER(TT-EBE T6.3% (95% SR :93.1
DI\ = %~98.1%)THO=DIZHL, MRILFBEER M DI BHE TIL 95.6% (95%Cl:92.7% ~97.4%) TH>71=10, L
g AP ol F=ho T, COBEHTIIMBILPREICISAMILHRSNSNATEEMENH D,
2 \ERERABIRE K
(0~40)
SOBIET 2 ERERRBIEE P | RILEL RBAGIEHER2IZME YV NEIERBIZEOTI S SUT2HITIE, BRURHZO7MEVERICINELSHE . T
(PAM 50) (41~60) RFORESITHMDLT . Tla-Tib, NO, MOERIL F#ATIU—I=HESh B!,
(V2/\EERRS | U/ \ERERTSIETE S
PEtEHIE1~3D (61~100)
DV INEERRS [0 anamigieie -
R DR }//\E(ﬁoifﬁ,ﬂ)ﬁ S RILVEYRBRBHEHERZMETI~3DDYU/HEBMNHY . BREYRIZ7HMES R MEEEEMTRITT
s BRSNS L‘éﬁ%%li }Ogﬁ&f\fﬁ);_ﬂrﬁﬁ;%')x7li3S%EEE'C%WZ TransATAC studyDEI#RDEEHEFHTIL, 10FERR
APl = | TiERERNHILED LGOS,
(41~100)
12;8{5F 1K (3.33K ) RIVEL ZRARBGIEHERIZ L) 2 \EEBIZEDTI S LUT26ITIE A2BEFOURAIZI7MENGE . TRF
(EndoPredict) DRES[CHA BT, Tl1a-T1b, NO, MOLEIL F R AT —IZH SN 513, ABCSG 68 L USHERTIL, EYRH
(1) \NERERFS BEDI0EHEATORBBERIRY34%THY . TransATACIHERTIZ, BYRVETI~3D0 L/ \HiEHhH 5
BEMEBIE1~3D | = (333kYkEL) | BEDIVEBATOERARLRI(E56%THo1E, UV HEBEMESIVBEOKEEEZSTIEERE+
gg)%;“/%\)’é;ﬁﬁ? mm%ﬁﬁ?:;r;%mguﬁ Mf&%ﬁﬂijﬁ'\;gb\éﬂiﬁ'J]%%Tiégté‘l:gﬂ%'h%HER2K§'|".—"E®T1—T3H§%3,746$ﬁ1$0)
SE ATEE T DFERICE SN R RATISEYLEREDOH RS F B o
BREIERIEIRY | RILELZBABIEHER2IZIE) D/ \EERBIZEDTI S LUT26ITIE, BCIAMEU RV DEREICIES>TNDIGE
Breast Cancer (0~5) HFORESITANHST, Tla-T1ib, NO, MOLRIL FHATIY—IZ55Esn b, aTTomu'\:%ﬁd)mllzkﬁﬂﬁ'd)%*%b\
Index (BCI) " = 5. UV EERBBIE ORIV EL ZERBILELEEE TIL, BCI(HOXB13/ILITBR) (H/D ABLEE DA ALEXY
BABRESRY 71/4?5,50)5&75\»310@'\0)5_5: £ TH enw%b\;uxa«fdé_aﬁ\a@nménto SHEBAGIZ. BCI(H/I) AYE
(5.1~10) VWEEF. REEEERL TLABTEEN

S Xk

EABICIEEDOAVERY . TRTOEREHTIT—2ATH D,
FRERSER NCONIZTRTOMNABEICEST. BROSELIHERRBRICHEEEZ TS, BEERABRA DS MAMFITHESND, BINV-N
30F4

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive NCCN Guidelines Version 2.2020 A4 K54 >§2
IN[e[O)\'m Cancer s3I EE M T s ;
Network® :%:FIEJ'IEFJLE =53

HRRDDEEANDHEL B EEEDEBMERAT I-DDEEFRERELD

S E Xk

1 Sparano JA, Gray RJ, Makower DF, et al. Adjuvant chemotherapy guided by a 21-gene expression assay in breast cancer. N Engl J Med 2018;379:111-121.

Paik S, Tang G, Shak S, et al. Gene expression and benefit of chemotherapy in women with node-negative, estrogen receptor-positive breast cancer. J Clin Oncol

2006;24:3726-3734.

3 Albain KS, Barlow WE, Shak S, et al. Prognostic and predictive value of the 21-gene recurrence score assay in postmenopausal women with node-positive,

oestrogen-receptor-positive breast cancer on chemotherapy: a retrospective analysis of a randomised trial. Lancet Oncol 2010;11:55-65.

Dowsett M, Cuzick J, Wale C, et al. Prediction of risk of distant recurrence using the 21-gene recurrence score in node-negative and node-positive postmenopausal

patients with breast cancer treated with anastrozole or tamoxifen: a TransATAC study. J Clin Oncol 2010;28:1829-1834.

Gluz O, Nitz UA, Christgen M, et al. West German Study Group Phase Ill PlanB Trial: First Prospective Outcome Data for the 21-Gene Recurrence Score Assay and

Concordance of Prognostic Markers by Central and Local Pathology Assessment. J Clin Oncol 2016;34:2341-2349.

Nitz U, Gluz O, Christgen M, et al. Reducing chemotherapy use in clinically high-risk, genomically low-risk pNO and pN1 early breast cancer patients: five-year data

from the prospective, randomised phase 3 West German Study Group (WSG) PlanB trial. Breast Cancer Res Treat 2017;165:573-583.

Petkov VI, Miller DP, Howlader N, et al. Breast-cancer-specific mortality in patients treated based on the 21-gene assay: a SEER population-based study. NPJ Breast

Cancer 2016;2:16017.

Roberts MC, Miller DP, Shak S, Petkov VI. Breast cancer-specific survival in patients with lymph node-positive hormone receptor-positive invasive breast cancer and

Oncotype DX Recurrence Score results in the SEER database. Breast Cancer Res Treat 2017;163:303-310.

Stemmer SM, Steiner M, Rizel S, et al. Clinical outcomes in ER+ HERZ2 -node-positive breast cancer patients who were treated according to the Recurrence Score

results: evidence from a large prospectively designed registry. NPJ Breast Cancer 2017;3:32.

10Cardoso F, van't Veer LJ, Bogaerts J, et al. 70-gene signature as an aid to treatment decisions in early-stage breast cancer. N Engl J Med 2016;375:717-729.

1T Laenkholm AV, Jensen MB, Eriksen JO, et al. PAM5O0 risk of recurrence score predicts 10-year distant recurrence in a comprehensive Danish cohort of
postmenopausal women allocated to 5 years of endocrine therapy for hormone receptor-positive early breast cancer. J Clin Oncol 2018;36:735-740.

123estak |, Buus R, Cuzick J, et al. Comparison of the performance of 6 prognostic signatures for estrogen receptor—positive breast cancer: A secondary analysis of a
randomized clinical trial. JAMA Oncology 2018;4:545-553.

13Sestak I, Martin M, Dubsky P, et al. Prediction of chemotherapy benefit by EndoPredict in patients with breast cancer who received adjuvant endocrine therapy plus
chemotherapy or endocrine therapy alone. Breast Cancer Res Treat 2019;176(2):377-386.

14Bartlett JMS, Sgroi DC, Treuner K, et al. Breast Cancer Index and prediction of benefit from extended endocrine therapy in breast cancer patients treated in the
Adjuvant Tamoxifen-To Offer More? (aTTom) trial. Ann Oncol 2019 Nov 1;30(11):1776-1783.

2

4

5

6

7

8

9

EABICIEEDOAVERY . TRTOEREHTIT—2ATH D,
BEERRER :NCONIZT R TOMNABEITEST, RROEEEIEBRRRICHDIEEZ TS, EBERRBRADSMAEHEING, BINV-N
4 OF 4

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National i . . C e —
comprehensive  NCCN Guidelines Version 2.2020 A RS54 255l

C BR
NCCN Ng?ﬁg:w IXIFE] |§E?LF;

A

FREDES

FEDBRRKRARIIZHRLABROEZEZMALTWS, FARE—RICABRDODAKANGELFIEL. ;LEOETETCIOAZ ALGNSIGS X, INEICKSI R
u&zéﬁk@iﬁ%b\omamm&'% KT 5, ARETHETIRENDZYLLDELTUTDILDONZETONS:

- MBI ERFEFTOBRELH S

s FEIN6ORLLLTHD

s FEH60FERFTHY . LFEE. FEX DT bLETY MEMFZZFTTOEWZEAMDOLT 120 AU EITh=>TEAKZ T, INRERIEARILEY
(FSH) ET RSO —ILDBIFEEHNEAFZOEHEIZH S

cBEXFIITIVFREFMNITIVEFERALTOT, MOFEHN60EKRE THABE L, FSHEMBIANS DA —LIREARRROEHRICHS

BIRRBRILEVBHAILEY (LHRH) 7O Z AL 73T ZA DR 5EZ T TV SR TIEIFARIKREHIE S 5 EMNTELN, MIRILFRRIERIRRFC
FRERI CTHORIETIL LPBUARICREEIN/RARLG O THLIMRBENMBETH 1Y BRIEL YT DRIREMEN D180 A RA BRI OHERLIER

ERLEDN, COEITAEZRMEABRDODLXMETADMEED—HELT7AOTSI—EHEENFEREZEETI5A(1F. BB RIRELZHERTA-0ICINEY)
BRI OFSHE X V/FRIEIZRAM DA —ILOEKZAENNETHSD,

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-0
20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive NCCN Guidelines Version 2.2020 HA 51 55|
We®h'B Cancer SE"' J-,-:— Ef
Network® IXIFﬁ | I.r [ =
ERB LUV /E1=IEPRIGED B F/IVE (M) I3 5 EME X
HER2PEHE M DERIE 1% HER2Bg MM DRARE % T & h
FrIEBEA TR IR L TEIHZE R TS F1- IS BRI TO RIS L ISR IIHIZE 2 1
FELL T AL BELLLUAY: s
—IRE ZRUBEDABE s 7OYA—EMREBELFSRYATT
* 7ARS—ERERE+CDKA/6MRERE (FATII)T . |« TR+ URNSERAL TLVRFNIECDKA/6IRER | |« ovs—FHEEE+S/AF=T
1ILIRS D) T E Tz Eribociclib) (AFT1)—1) (7/\‘79’7'J7\/\°)L7l-i‘~>’7'J7‘if:(iribocicub) (A73)— ST 4 = e — = 4 kS 2
CERMIZIOSLRERS DL FaL—s—L | 1O P TARSERERLTNT =T HIRYRTT
RRFSUE, AFI)—1)P +FRFOARZFOTA * PIKSCAZ RGP DUV TIE EMDH FRIAADRR * TWARRESUERSRYRRT
gﬂﬁi(ﬂ-xmy—w Lkaoy—v) (h73Y | BESRB(BINV-REZSHE)C ¢« REXLITVHISRYRXTT
—1> -I/\D'J.L\Z+I7~] MR (TXEAREY  TILRRRS U,

e JILRRNS M+ CDK4A/6fEEEE (7RI ST /N AEXLTIV)D

LRIV TE T =zlEribociclib) (A7) —1) « ERTFOARRT7OTA—EEER (FF ROV —)L. IO
* FRTOARRTORS—ERER (T FAMOY =)L, | V—IL)
Lhay—)L) « ATAMRR7OYA—ERELE (TFEAREY)
* BRUIZOTVRBFEDAL—F—BEFLIT | « BRUTAMOSVZBRSIOLF2L—F— (TR
VFERIZMNETIY) k)
« RFOMRRTARI—EREFLE(TFEARSY) |« BROTAFOS L SERES 1L —4—(BEXL T %]
IEhL=7zY)

HEDRRTHEA:C

o BFEEAS" A RO—)L

s JILAFIARTAOY

e IFZIJILTRRNS DA —IL
« FRTL YT

4 CDK4/6PEEEICKDBRPITHIETAADNIIZAIT DN TIE, CDK4/6RAE S
&ﬁtﬂ'ld)b:)%‘gliétéﬁﬁé J$ ﬁﬁ%iﬁ?’ﬁ?-@liﬂﬁ%hfh‘éol‘&
AYLRZELLOAVICKDAE ':F'l REETNALNTIZEICDOLNTIE, TAA DR ECURIORN D B EAE(FIEREEETETLUIGSIZEIN LGS,
YLREETRDOLS AV LD ERDARDERE LT T —2AHLY, IFXEARALEIROY LZRDPFA%E, BOLERO-2ERIRE ML H-LI-EE (120 B
b ERFS RIS T BIbPEE, EMEFIF IR MBEEICLDABRBEDLEKRILEY LRAFEEFERTOMNRRT7TAOII—FEHEEREDREDIRBETERHD) (THL
ZBERBGHILEDLMERRELI-E— DR (S0226) (kY. 7FAMAY —)LI TEETAENTES,
?)b’*ZF%DkEiE?]DT%)C&'G%%%Iﬁﬂﬁsﬁﬁ&Ué_EﬁlﬁﬁFaﬁ@EETél_&ﬁ‘% FDADEGELI=/N\AF ST —(FMZRY XTI T DEUGHREFELLD,
SRS Tz, STV MBI T, FEX LTI VICRHMBRIEEZ (T TOELZH R FSRYXTTDHEHYIZFF XY X T +hyaluronidase-oyskD K T 51 % R
1OEU%(D%%’G?ﬁ%ﬁﬁ:‘:ﬁéltb‘mﬂﬁé@f:o R DT A EHRALI=2D LTHEW FSRYXITDEIRANZ S LIEAE-AEDIETNELS, FSRY
O)TJJT:'\.(FACT?Y:;JZUSOFEA)'C“lis FFARAY —=)LIZTILRRARS U MEEBMLTE., A Y J+hyaluronidase—oysk& . Fo RV XY T TLAL Y U FE T -IEfam-trastuzumab

o o

o —h

EEEHROERIIZEDHLONGEMNOT-, deruxtecan—nxkild, EL\DROYIZEAL TIFASALY,
¢ HBE/AVEEWMI)IC *TT%)J_MOD DFEMBELEINITESINAATT—IT—KRE h EFFES LV IRYXTT+R)IVY AT T TRBRERIEL, LR EETPLELS:
(BINV-R)ZSH DL, BEIE FSRAYVAIT+HRIVYRAITICAS EEZEMLTHEL,

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-P

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive
NCCN ESElglel=T5
Network®

NCCN Guidelines Version 2.2020
=iEERLIE

A BS54 V%5
BR

A

BR/VEMD ISR 2EMFEL DA

HER2[Z 1%

HER2PS 14N |

LELLLIAY
 FURSHAHY L REH
»REVILESY .
P URY—LHARFYILESY

-mmmmmzﬁﬁm%wziw—our@ BN S FAERE
EDRIRFEES R (BINV-RESH)®

s JSFFEEF| (M) T IR HT4TEBE KLUBRCA 1/20 £ FEH

 BEG RER MRILRERT HBEICHTLHERE)
»INY) XL » ALK TSFY
- B » SRTSFY

» AR BE Y
» T LBREY
s BUNEREE
»EJLILED
»T)JY

* PD-L1[&1%£TNBCIZ oufli EBAD D FEMEEDEREKEES
BB (BINV-REZSHR)®

ZDHDHEL AT

e HORRATF7IR
s FE42xtIL
s TILTIUHEE/IND)EAXEIL

s IEJLEDY
* [xabepilone

BrEORRTER

« AC(RXYILE S/ H0kRR T7IR)

* EC(ZENEL 2/ InRRTF7ER)

« CMF (S 90ORRTFIR/ARRL FH—R/
ILAOYSUIL)

c REAE BRI/ ARLEEY

s GT(FLIABEL /1) A% 1)L)
e FLUBREV/AILKRTSFY
o« INIYRZEIL/ RN XTTE

s HILIRTSFU+ 1\ GAX )L FE=IXTILIIY
NgJax)L

%:E

ZFELLLIAY
« RIVWYRART+RSRAYXTT+RE25 1)L (HTFTY—1)]
¢ RIWYRIT+HESRAYRIT+89) 5% 4)L!

h

a2 EZMIBHETHNE(THEHEBBREDZHIZ) ., /393X )LFEEIERE2FILOKRHYIZTIL |

TIAEEN\V)AFX I EFRALTEELL, V)X LBIRFEIERE2FILORAIZT H5HE.
. i?/%7£‘)£‘#t)bi@1EITQ'—'?-@FE%IM25mg/m2’&'$£i7§?l,\&:5l:'§'&%’ca’7)
:.IL );
YAV REREEOL DAV DEE . BNMEIELSTEEENH D
¢ FNERFE D BEEIZDULNTIL. NCCN Guidelines for Central Nervous System Cancers"‘&é}ﬁﬁ@:&o
4 BREFEEBILETEITRTOEEICEV T, PARPEEEICLZBRISERMEHET S1=0IC
BRCA1/2D £ JEMIRARINERICDOWNTEHET 5.
e BE/VEIWM)ICRT2EBMNDS FIENEEEENICHESINMFIT— *ﬁx(BINV R)’E’J’%EEU);}_’
T HEAOEGREANZFLLAN, EHEN 2L, WHIE’CEWE;;#\TW i
EHTIE, HFﬁ'ft?—?ﬁiﬁ?ﬁ‘{ﬁEﬁ'@%% . R
& BREEERRETHIUSF LMEBBRABRMND, — SO —RE=(XZ
THIEICKHOT, &
hT0D, mi
TZEIRIQN\I)AF IV EFHBLIES IRV RECGEDEALND,

a1 73

S - BECEACEREIC LD E DR L LA T H-DICBERANEEET 5. TUMS

BRAN o[ S AL SRS/ RT TN
EHRMLEDEADT N CRESNHA, 2 EFHEERELLDCEAEIS "
EHRISHT MR, ST SRR Lo CRADBANDY. AT

k

% |

ZTDMDHEREL DA

e FSRYRXIT TLAVL Y (T-DMI)

* Fam—trastuzumab deruxtecan—n.xkik

* FSRYRIT+19Ya%E)) 2 hLRTSFY

* FIRYRXTT +RE42F 1L

* FSRYRXTT+E/LIILED]

e FIRYRXIT+HARIEEY

e SINFZIT+ARIVEEY

* FSRYXIT+SN\F=T MBREE R EGALLELY)

« FSRYRTT +HtpsEE L
* Neratinb+HhXRAE Y (H731)—2B)

« SEMD 5 FAZREEDEIRER (BINV-R) S AR

EDgﬁ\ﬁiﬁ..;\L,f:/ \MALIS—IFNSRAYRT T DEYI LR BELS
Do
F%Z“Jf’?jo)ﬁ?buI:F5Z“JZ“7\7“+~hyaluronidase—oysk0)
BRTREFEERLTHEN, FMSRYXIT DEIRNE S EITA
*-FAEDERIELS, FFRY X T T +hyaluronidase—oysk& .,
FSRYRXTT TLBY 2 FT-IEfam-trastuzumab deruxtecan—
nxkild. ELNDRHYIERLTIEESELY,
BEICEBHELTRIVLYXITDHBALLTIERZEE SR
YATTICLBaEEZ(T-EFTIE, MREEEER(E/LIL
tzb@?ﬁ/%%ﬁ“&&)@ﬁﬂq@ﬁﬂl 75‘75‘1’)‘9'3’ rSRY
ARXTERNWYRITDOEEEEL1TAVDBEEERBLTHEL
LY, #nHERZJﬁ,io)T—&)@ﬁ*EE’ma_mmﬂo)k%ﬂzmxéﬁﬁ_L
?’6(:[2—1& BRLAMELIVETHD,

Fam-trastuzumab deruxtecan—nxkild . Bx#&FLIE |3t J HHER24E
FIBGEIC K BAEBI2TSAV U EHAEE(EIGEED, CDE
il [ Fififih ¢ F 7= (SR E 1% AR & (ILD) D BEFIZIFEZTH S,
FSRYXITDTUNTHAD) O REREDHAIZDOVTIL,
EXGQLEELDBEENRDHOND NIRAYZXITHELUNILY
ARTETINZHAVIREREDHRAISETHRETHD,
FSRYZXRTE, BREIFEBILEICH T H LR AMNIEEE
SNEEFLWERE IV ZOMDBERESTT NS 17
RERILUNDT AR TELREIZHATES,

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,
FREREAER :NCONIZ T R TONABHICES T, REDEERIIBRRARICHEEEZTLD, ERR

HERANDSMO RSN,

BINV-Q

1 OF6

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx
https://www.nccn.org/professionals/physician_gls/pdf/cns.pdf

National
Comprehensive
W(&{®\§ Cancer
Network®

NCCN Guidelines Version 2.2020
=iEERLIE

A BS54 V%5
BR
B

HER2IEM—EFLLI\WLI AL
s FURSH AU REHA:
3 M——wu: 260~ 75me/m& 1 H BIZEE. 21 B H A%
!
b REVILE S 20me/m?% 1 B B o381 [E 5512
by URY—LEHAREYILE S 50mg/m%1 B BIZE
. 28BY A9

o AU REA|
b IS AEA L1 T5me/mAE 1B B 128 21 B9 1LY
b 1841 2% 42 )L80me/m?%1 B B A 3E 1 [ 8 E°
o KBHEIE:
» AR AE 81000~ 1250me/mE1~148 B (21 B2E R
H. 2189149
by L AE L1800~ 1200me/m %1, 883 £ TUN15H B (282
F.28HY AL
s MUNEREE:
yE/LLELS O
0 25mg/m2Z 1B B B1EIERTE. £I1E
0 20~35mg/mZE 1B LU8HBIZEE. 21AF 1)L,
Fr=1&
0 25~30mg/m*%&1. 88 K15 BIZET. 288 H 1
"
» YT
2L

e
» ILRTSF12%AUC 6T1H BI2EEE
0 21~28HHY AL
» O RTSFS 15me/mE1 B B I8
0218949

14mg/mZE1HB L U8B BIZE:E. 21891

BR/IVH (M) I35 HIEMATEL DA
HER2[ZM—ZDDL DAL HER2[Z M —4EDRR THA:

« LHaRRTFIR® . AC23
» 50megF1~21B BICERIRA » REFYILE S U60mg/m2Z1 B BIZE
bES
P BEYATI » HORRT7IF600meg/m*%1H B
s Reaxe 161 [<#%iE
» 60~100mg/m*%1H B IZ§#E 02189 1L
« Ec?4

»21BH AL

8 » IEJILES U T5mg/m?E1B BIZEE
* FE2%tIL

» OOORRAT7IR600mg/m&1HE

» 35mg/m2%& B 1[E], 6B D ERTIZHEL (=325
T2EMDOKRE, ThzERE 021BHY AL
y . 25
« PLITIAER Y BF L2 CMF . 2
» 100mg/m?E1=(£125mg/m*%&1. 8B KU ’ “/E?_lz;qéhﬁﬁij:HOOmg/m Z1~148
— x4 3 -
15SE BI-FE b ARRL FH—F0mg/m?ZE1H KU H
» 28851 UIL BIZ&:E
\ LAOYSSL600 1
« FLTIEEE YR g 3'5 g':;?_{’ me/mE 1B LU
> 260mg/m*EFHE 0 28BH 4L
o TELELA! 4 F‘b’}':\’—t)lf75mg/m2§1 HEIZ#E
—xp » AR AE 2 950mg/m?E1~14B BIZ
60~90 %1 8%
» mg/m?%1H B IZ8%E | BB
»21BH AL 02189191
. lxabepilone22 . GT27
» 40mg/m?*%& 18 B IZFEE » X9 B E)L1T75me/mET1R BIC
i

»21BY AL » L AE U 1250meg/mET1H K US

BEIZEIEOBBRD/NYYEXEL
D)
02189 AL

hFﬁIJCDE#R AERELRLVERS AT SEMDOERIIEMTHS, THESNIBECBEEOAAE. AR, #REEO=OIZ, ZRORESLURYT
Da—LDEBEEXFREDFBALELIETBEITL D, LIzh > T BRI O SEL RS O-OIZF ., BRBICE T2 MERIOFER LT EFROERE

ISOVWTEELGRREATIERT—LABRETHD,

o FLURE L/ ANKRTSF 8
» 5 LIAE1000mg/mE1HLUSHEE
125
» HILARTSFUEAUC 2TIBLUBHBIC
Ex
021BH AL

o ROYBZEIL+RNL XTI
» 1891 BX4)L90mg/m2E1, 8B L5
BIZEE
P RN XTT10mg/keE 1B LU15B HIZ
Bx
0 28AH AL

. 7J)I/7I‘C7°59'-2//7)L»7“E>
210
» HILARTSFEAUC 2TI1BLUBHBIC
Bx
» FILTZIUAEE /D) 2% 1)L 125meg/m*%E
1B XUBHBIZEET
»21EH AL

« ALRTSFU /189 A48 32

» IO BX4)L175~200mg/mZE1B BIZ
Bx

» HILIRTSFUEAUC 6 T1HBIZEE

»21EH AL
F=1&

» 89 B2X+E)L100mg/m* &1, 8B LTN15H
Bz

» HILRTSFUEAUC 2T1, 88 LU15H
BIZ&:x

»28HH AL

=AU E R

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,

FREREAER :NCONIZ T R TONABHICES T, REDEERIIBRRARICHEEEZTLD, ERR

HERANDSMO RSN,

BINV-Q

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

20F 6


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive
W(&{®\§ Cancer
Network®

=i e FLIE

NCCN Guidelines Version 2.2020

A BS54 V%5
BR

=<

it
K

S

HER2BEME—EFELLIL S AN

¢ RIVWWRIT+SRYRTT +RE454)L%
» RILYRXTT840meZE 1B BIZERE. LV T420meF 58T
» SRV AT T8me/kem 1 B BIZEEE. $ilVTomg/kex 85T
» FE42%+)L75~100mg/m2%E1H B IZ8E
O21B8H 1491

¢ RIVWYRTT+SRYRTT 41341 45413

» RILYRXTT840me%1H B IZEEE . HiLVT420meZ 81
02185449

» FSRY XTI Tdmeg/keZ1H BIZEEE. $iLVT2me/keZE1
EIf53E3
F=1%

» FSRAWXTT8mg/kgx1 B BIZERE. HiLVT6bmg/kex21H
Bz

b 1891 254 )L80me/m?E1 B B A SiE1 EEEE A&

» IS AX+E)L175mg/mE 1B BIZRE
o219 A4I)L

BR/IVH (M) I35 HIEMATEL DA
HER2BS 14— Z Db DHEEL DAL

« FSRYRXTT TLALL (T-DM1)36
» 3.6mg/kex1 B BIZEE
0218H AL
* Fam—trastuzumab deruxtecan—nxki37
» 5.4mg/kgZx 1B BIZE:E
021BHY AL
« ROYAXRIL/ALKRTSFU+RSRYRT TR
» HILARTSFEAUC 6TIHBIZE T
» N7t )L1T5meg/mE 1 B BIZE T
021BH AL
» SRV AT Tdmeg/kex 1 H BIZERE. $iLVT2mg/
keZ B 1@ EE
EJES
» FSRYRXTT8me/kem 1 B BIZEEE. #iLVTomg/
kex21 BEI2E8E
. 581 I%Igd)/\“”]'J@ﬂFt)lz/jj)l«ﬂ'iji?‘/+ FSRAYR
<7
» IR )L80mg/m2E1. 8B LUNSH BIZEHE
» HILIRTSFUHAUC 2T1, 8B KU5A BIZEE
028BH AL
» SRV X T Tdmg/keZx 1 B BIZEE. $5:LVT2mg/
keZ B 1[EET
Fi=1%
» SRR T T8me/kex 1 HBIZERE. $iLVTomg/
kex21 BEI2E8E®

h  FDAMEZELI-NAFLIS—([ESRYRTT DBEYLRBELLD,
HEFIDRR, ARRTHLVBEOAMT D ERIIER THD, TRINIEROCREDEAL., AR, HEEROEHIC, BRORAESLURT U1—LOEBEXHEEOBIEALIELIESBEICHS, L

AT, FUEFIORELIRED=OIZL EBEFICE T EFOERLMAMET SEHFROERITOVWTEECRREA T IERT—LARETHD,

e FSRYXTT+/391) 8%l

» IR )L175mg/mE1 B E D21 BEIC
#3340
EJlES

» 1891)RE4)L80~90mg/m?Z1 B BH SE1E
gzt

» FIRYRX T Tame/kem 1 B BIZERE. ULV T
2mg/kgZ 81 EFEE

» PSRV X T T8mg/kegx1 B BIZEE. #HLNT
6mg/keZ21 A 4E 1281

e FSRYXTT+HREAEEIL

» F242%+t)L80~100mg/mZE1HEMNH21HE
(%1%
EJlS

» 4%t/ 35mg/m2Z&5B1E1, 8B LU 15HH
[2&EY

» FSRYRX T Tdmg/kegx 1B BIZEE. LT
2mg/kg% B 1B ESE
EJlS

» FSRAYXTT8me/keE1 B BIZE T, #ilVT
6mg/keZ21 A 4512551

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-Q

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

3OF6


https://www.nccn.org/professionals/physician_gls/default.aspx

National

WNOO\E Cancer

comprehensive NCCN Guidelines Version 2.2020

A BS54 V%5

h

. B
Network® IXIFﬁ HE LJ:I-IE BEE
BRE/IVEI (M) (2T 2EMEEL DAV
HER2BS 1%
ZDMDEBEL AL DB ERTS1—)L:"
¢ RSRYRTTHE /L LE LA 45,46 ¢ RSRYRTT+HRLEE LD
»EJLIEY » AR AE 1000~ 1250mg/m?%E1~148 BIZ1H2E R
0 25mg/m2Z&1 8 B A SB1[EIEE T F1-(X 021BY 1)L
0 20~35mg/mE1HLUSHBIZE#:E 21 B Y19 Tl » SRV X T Tdme/ke%1 B BIZESE. 850V T2me/keZ 581 @550 48
O 25~30mg/m2%&1. 8B LUSHBIZE T, 28BH (1)L Ff=1%
» FSRYRXTTdme/keZ1 B B 1288, L) T2me/keZ B 1 B8 » FSRY R T T 8me/ ke 1 B B IZEEE. 50 Tome/keZ 21 BEI288:15°
Fi=1X
= W= y =, — —51
» FIRYX YT 8me/ke 1 B B IHHE. L Come/ ke 21 BBISHE FIRIZIIT+53F =2
3335 » S/XF=T1000mgZx1 8 1[E R
» FSRY XY Tdmg/keZ1 B BICEEE. il T2me/keZ B 1 EIEEE
_ N ox pise S
« FSRYRT T+ AR EE A otk s Cner ga e en a5
» HRIAE 2 1000~1250mg/m2E1~148 BIZ1H2EIRE. 21 A Y » FIRYXTT8me/keZ 1 H BIZERE. fRLVTome/keF21 B EIZHRE
17 * Neratinib+ AR HE > (h7T1—2B) %
» |~7X‘J1774mg/kg€1 E E( i%/jf ‘f;LL\'Cng/kg’é 1@%/I » Neratinib 240mg§1 ~21 E E I:1 E 1 @HEFH
P ARAE D T750mg/m2E1~14B BIZ1B2E R A
*Ui 021BH1IIL
» F?X‘JZ??Smg/kgE1 BEIZET. L Tomg/keZ21 B EIZE
E30
¢ SIKFZT+HRIAEH
» SINF=T1250mgxE1~21B BIZ1B1ERE
» AR AE 2 1000mg/m2%E1~148 BI121 B 2ERA
O 21BH 1)L
FDAMRRZRLI=NAFLI5—(FF SRV AT T DY R BE LS,
HERIDRBR, AERTSLOBEOMMT 2SN ERIERTHD, TRINIEROCEEOEAL, AR, HEEROEHIC, BRORELLURT S1—ILOEBEXFREOBEAULLIEBEIZLS, L
HoT, EFIOBBELREDOICIE, EREICS T IHEFOERLAHET RO SR OV TEELRREET AERTF—LNBETHD.,
ST ACIEEDBVRY ., TRTOMEEHTI—2ATH S,
ERERER :NCONIZ T RTOMABEICE->T, REDEEEIBERRICHILEEZ TS, BERABRADS M ICHESND, BINV-Q
202045 F2kR 02/05/2020 Z4£4#£02020 National Comprehensive Cancer Network® (NCCN®) fEEFEzEiZzZ1td 5. NCONYOBATROEEICL R . BAA FSAUBLUIITEENEA SR FEERTEEE. LHABBBIZELWTHELLATINS 4 OF 6


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive
NCCN ESElglel=T5
Network®

=i e FLIE

NCCN Guidelines Version 2.2020

pak ok O |
BR
EE

BH/IVE (M1 [SH S DERMATEL DA
&M

1Chan S, Friedrichs K, Noel D, et al. Prospective randomized trial of docetaxel versus
doxorubicin in patients with metastatic breast cancer. J Clin Oncol 1999;17:2341-2354.

2Gasparini G, Dal Fior S, Panizzoni GA, et al. Weekly epirubicin versus doxorubicin as
second line therapy in advanced breast cancer. A randomized clinical trial. Am J Clin
Oncol 1991;14:38-44.

30'Brien ME, Wigler N, Inbar M, et al. Reduced cardiotoxicity and comparable efficacy
in a phase lll trial of pegylated liposomal doxorubicin HCI (CAELYX/Doxil) versus
conventional doxorubicin for first-line treatment of metastatic breast cancer. Ann Oncol
2004;15:440-449.

4Seidman AD, Tiersten A, Hudis C, et al. Phase Il trial of paclitaxel by 3-hour infusion
as initial and salvage chemotherapy for metastatic breast cancer. J Clin Oncol
1995;13:2575-2581.

SPerez EA, Vogel CL, Irwin DH, et al. Multicenter phase Il trial of weekly paclitaxel in
women with metastatic breast cancer. J Clin Oncol 2001;19:4216-4223.

6Bajetta E, Procopio G, Celio L, et al. Safety and efficacy of two different doses of
capecitabine in the treatment of advanced breast cancer in older women. J Clin Oncol
2005;23:2155-2161.

7Seidman AD. Gemcitabine as single-agent therapy in the management of advanced
breast cancer. Oncology (Williston Park) 2001;15:11-14.

8Zelek L, Barthier S, Riofrio M, et al. Weekly vinorelbine is an effective palliative
regimen after failure with anthracyclines and taxanes in metastatic breast carcinoma.
Cancer 2001;92:2267-2272.

9Cortes J, O'Shaughnessy J, Loesch D, et al. Eribulin monotherapy versus treatment of
physician's choice in patients with metastatic breast cancer (EMBRACE): a phase 3
open-label randomised study. Lancet 2011;377:914-923.

12|sakoff SJ, Mayer EL, He L, et al. TBCRCO009: A multicenter phase |l clinical trial of
platinum monotherapy with biomarker assessment in metastatic triple-negative breast
cancer. J Clin Oncol 2016 June 10;33(17):1902-9 doi:10.1200/JC0.2014.57.6660.
Epub 2016 Apr 6.

13Silver DP, Richardson AL, Eklund AC, et al. Efficacy of neoadjuvant cisplatin in triple-
negative breast cancer. J Clin Oncol 2010;28(7):1145-53.

1SLicchetta A, Correale P, Migali C, et al. Oral metronomic chemo-hormonal-therapy of
metastatic breast cancer with cyclophosphamide and megestrol acetate. J Chemother
2010;22(3):201-204.

16Burris HA, 3rd. Single-agent docetaxel (Taxotere) in randomized phase |l trials.
Semin Oncol 1999;26:1-6.

"Harvey V, Mouridsen H, Semiglazov V, et al: Phase Il trial comparing three doses
of docetaxel for second-line treatment of advanced breast cancer. J Clin Oncol
2006;24(31):4963-70.

18Rivera E, Mejia JA, Arun BJ, et al. Phase 3 study comparing the use of docetaxel
on an every-3-week versus weekly schedule in the treatment of metastatic breast
cancer. Cancer 2008 Apr 1;112(7):1455-61.

19Gradishar WJ, Tjulandin S, Davidson N, et al. Phase lll trial of nanoparticle
albumin-bound paclitaxel compared with polyethylated castor oil-based paclitaxel in
women with breast cancer. J Clin Oncol 2005;23:7794-7803.

20Gradishar W, Dimitry K, Sergey C, et al: Significantly longer progression-free
survival with nab-paclitaxel compared with docetaxel as first-line therapy for
metastatic breast cancer. J Clin Oncol 2009;27(22):3611-9.

21Bastholt L, Dalmark M, Gjedde SB, et al. Dose-response relationship of epirubicin
in the treatment of postmenopausal patients with metastatic breast cancer: a
randomized study of epirubicin at four different dose levels performed by the Danish
Breast Cancer Cooperative Group. J Clin Oncol 1996;14:1146-1155.

22perez E, Lerzo G, Pivot X, et al. Efficacy and safety of ixabepilone (BMS-247550)
in a phase Il study of patients with advanced breast cancer resistant to an
anthracycline, a taxane, and capecitabine. J Clin Oncol 2007;25(23):3407-14.

23Nabholtz JM, Falkson C, Campos D, et al: Docetaxel and doxorubicin compared
with doxorubicin and cyclophosphamide as first-line chemotherapy for metastatic
breast cancer: results of a randomized, multicenter, phase Ill trial. J Clin Oncol
2003; 21(6):968-75.

24 angley RE, Carmichel J, Jones AL, et al. Phase Ill trial of epirubicin plus paclitaxel
compared with epirubicin plus cyclphosphamide as first-line chemotherapy for
metastatic breast cancer: United Kingdom Cancer Research Institute. J Clin Oncol
2005;23:8322-8330.

25Bonadonna G, Brusamolino E, Valagussa P, et al. Combination chemotherapy as
an adjuvant treatment in operable breast cancer. N Engl J Med 1976;294:405-410.

26Mavroudis D, Papakotoulas P, Ardavanis A, et al. Randomized phase Il trial
comparing docetaxel plus epirubicin versus docetaxel plus capecitabine as first-line
treatment in women with advanced breast cancer. Ann Oncol 2010;21:48-54.

27Albain KS, Nag S, Calderillo-Ruiz G, et al. Gemcitabine plus paclitaxel versus
paclitaxel monotherapy in patients with metastatic breast cancer and prior
anthracycline treatment. J Clin Oncol 2008;26(24):3950-3957.

fie<

S BEREOLRVEY ., TRTOERIEHTI—2ATH 5.
BEERERER - NCONIZT R TONABEIZE>T. RROEEEIIEBRARICHDEEL TS, BIRRBADS M HEEN D, BINV-Q
5 OF 6

20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive
NCCN ESElglel=T5
Network®

=i e FLIE

NCCN Guidelines Version 2.2020

pak ok O |
BR
EE

BR/IVH (M1 (SR 2RMAUEL DA

280’Shaughnessy J, Schwartzberg LS, Danso MA, et al. A randomized phase IlI
study of iniparib (BSI-201) in combination with gemcitabine/carboplatin (G/C)
in metastatic triple-negative breast cancer (TNBC). [abstract]. J Clin Oncol
2011;29 (Suppl_15):Abstract 1007.

29Miller K, Wang M, Gralow J, et al. Paclitaxel plus bevacizumab versus paclitaxel

alone for metastatic breast cancer. N Engl J Med 2007;357:2666-2676.

30vardley DA, Coleman R, Conte P, et al. nab-Paclitaxel plus carboplatin or
gemcitabine versus gemcitabine plus carboplatin as first-line treatment of
patients with triple-negative metastatic breast cancer: results from the tnAcity
trial. Ann Oncol 2018;29(8):1763-1770.

31Perez EA, Hillman DW, Stella PJ, et al. A phase |l study of paclitaxel plus
carboplatin as first-line chemotherapy for women with metastatic breast
carcinoma. Cancer 2000;88(1):124-131.

32| oesch D, Robert N, Asmar L, et al. Phase Il multicenter trial of a weekly
paclitaxel and carboplatin regimen in patients with advanced breast cancer. J
Clin Oncol 2002;20(18):3857-3864.

33Baselga J, Cortes J, Kim SB, et al. Pertuzumab plus trastuzumab plus
docetaxel for metastatic breast cancer. N Engl J Med 2012;366:109-119.

34Datko F, D'Andrea G, Dickler M, et al. Phase Il study of pertuzumab,
trastuzumab, and weekly paclitaxel in patients with metastatic HER2-
overexpressing metastatic breast cancer [abstract]. Cancer Research
2012;72:Abstract P5-18-20.

35__eyland-Jones B, Gelmon K, Ayoub JP, et al. Pharmacokinetics, safety, and
efficacy of trastuzumab administered every three weeks in combination with
paclitaxel. J Clin Oncol 2003;21:3965-3971.

36\/erma S, Miles D, Gianni L, et al. Trastuzumab emtansine for HER2-positive
advanced breast cancer [supplementary appendix available online]. N Engl J
Med 2012;367:1783-1791.

37Modi S, Saura C, Yamashita T, et al. Trastuzumab Deruxtecan in previously
treated HER2-positive breast cancer. N Engl J Med 2019. DOI: 10.1056/
NEJMoa1914510. [Epub ahead of print]

38Robert N, Leyland-Jones B, Asmar L, et al. Randomized phase Il study of
trastuzumab, paclitaxel, and carboplatin compared with trastuzumab and
paclitaxel in women with HER-2-overexpressing metastatic breast cancer. J
Clin Oncol 2006;24:2786-2792.

39perez EA, Suman VJ, Rowland KM, et al. Two concurrent phase Il trials of
paclitaxel/carboplatin/trastuzumab (weekly or every-3-week schedule) as first-
line therapy in women with HER2-overexpressing metastatic breast cancer:
NCCTG study 983252. Clin Breast Cancer 2005;6:425-432.

40Slamon DJ, Leyland-Jones B, Shak S, et al. Use of chemotherapy plus
a monoclonal antibody against HER2 for metastatic breast cancer that
overexpresses HER2. N Engl J Med 2001;344:783-792.

SE Xk

41Seidman A, Berry DA, Cirrincione C, et al. Randomized phase Ill trial of weekly
compared with every-3-weeks paclitaxel for metastatic breast cancer, with trastuzumab
for all HER-2 overexpressors and random assignment to trastuzumab or not in HER-2
nonoverexpressors: final results of Cancer and Leukemia Group B protocol 9840. J Clin
Oncol 2008;26:1642-1649.

42Marty M, Cognetti F, Maraninchi D, et al. Randomized phase Il trial of the efficacy and
safety of trastuzumab combined with docetaxel in patients with human epidermal growth
factor receptor 2-positive metastatic breast cancer administered as first-line treatment:
the M77001 study group. J Clin Oncol 2005;23:4265-4274.

43Esteva FJ, Valero V, Booser D, et al. Phase Il study of weekly docetaxel and
trastuzumab for patients with HER-2-overexpressing metastatic breast cancer. J Clin
Oncol 2002;20:1800-1808.

44Burstein HJ, Keshaviah A, Baron AD, et al. Trastuzumab plus vinorelbine or taxane
chemotherapy for HER2-overexpressing metastatic breast cancer: the trastuzumab and
vinorelbine or taxane study. Cancer 2007;110:965-972.

45Andersson M, Lidbrink E, Bjerre K, et al. Phase |l randomized study comparing
docetaxel plus trastuzumab with vinorelbine plus trastuzumab as first-line therapy of
metastatic or locally advanced human epidermal growth factor receptor 2-positive breast
cancer: the HERNATA study. J Clin Oncol 2011;29:264-271.

46Esfahani K, Ferrario C, Le P, Panasci L. The trastuzumab and vinorelbine combination:
an alternative to taxane-based chemotherapy for early-stage and locally advanced her2-
positive breast cancer. Curr Oncol 2014;21(5):e723-e727.

47yon Minckwitz G, du Bois A, Schmidt M, et al. Trastuzumab beyond progression in
human epidermal growth factor receptor 2-positive advanced breast cancer: a german
breast group 26/breast international group 03-05 study. J Clin Oncol 2009;27:1999-2006.

48Cobleigh MA, Vogel CL, Tripathy D, et al. Multinational study of the efficacy and safety of
humanized anti-HER2 monoclonal antibody in women who have HER2-overexpressing
metastatic breast cancer that has progressed after chemotherapy for metastatic disease.
J Clin Oncol 1999;17:2639-2648.

49Geyer C, Forster J, Lindquist D, et al. Lapatinib plus capecitabine for HER2-positive
advanced breast cancer. N Engl J Med 2006;355:2733-2743.

50Bartsch R, Wenzel C, Altorjai G, et al. Capecitabine and trastuzumab in heavily
pretreated metastatic breast cancer. J Clin Oncol 2007;25:3853-3858.

51Blackwell KL, Burstein H, Storniolo A, et al. Randomized study of lapatinib alone or in
combination with trastuzumab in women with ErbB2-positive, trastuzumab-refractory
metastatic breast cancer. J Clin Oncol 2010;28(7):1124-30.

5235aura C, Oliveira M, Feng YH, et al. Neratinib plus capecitabine versus lapatinib plus
capecitabine in patients with HER2-positive metastatic breast cancer previously treated
with 22 HER2-directed regimens: Findings from the multinational, randomized, phase
3 NALA trial. Presented at the American Society of Clinical Oncology (ASCO) Annual
Meeting. May 31-June 4, 2019; Chicago, IL. J Clin Oncol 2019;37:(suppl; abstr 1002).

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-Q

6 OF 6

20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National i . . <, e—
comprehensive  NCCN Guidelines Version 2.2020 A4 BS54 255

N(o{®fl Cancer s=3 SER b T s B X
Network® IEIFITHE?LJEE EE
BH/IVEA(M) 1219 21 BMND 5 FEEMEEEZTNIZESINMFI—h—BRE
FDAD R AL AEREICEET S/ (A ~<v—Hh—
AEOYITAAT N FT—H— mHE FDAZK ZB %2 NCCNODIET> NCONDEFELEIZL
Rl2&kBHTI)— BhT3)—
g BRCA 7%% A£IEHE RS DERSIRE v AU ) HFI)—1 EFELL
BRCAZER Talazoparib HFa)—1 ZEFELL
HRIG % /HER2BZ P PIK3CAZE R PCR(M%. Ff-[FMATIEEDZEE  Apelisb+TILARE ATIU—T ZRGARICEFELL
HEIOvy) . (FI—h—D)\x=)L Tk
RE
HREEM/HER2[EMC PD-L1D IR IHC TTINART+TFI HTI)—2A 2EFELL
IS DRRIE : [E5 2 AN = VAVDEES
REMBTI%LLE )L
IRT NTRKEE & FISH. NGS. PCR(##70v4) Larotrectinib® hT3ay)—2A BFEDKRTHEAS
IXNLOF=TC AT —2A BHEDIKRTER®
+RT MSI-H/dMMR IHC. PCR(}A#&T Av4) RATOYR<If AT —2A HEOW®RCHERT
a BREF-FEBIETEIRTOEBIZHST, PARPEEE|IZ&KSAEISEENEFHIET H=0HIC
BRCA1/20) £ FEfIR R I ZERIZDWVTERE T 5. FDARED F=A45/3) T E L UtalazoparibD @ i & )
HER2IEMBITH AN, UEEL(X. BRCATET-IXBRCA2D £ RINEEEZFES5HOD B Y TH4T € LarotrectinbB LUV IR IF=T QMG IE. BEEI Dt
DEEICH T HEAZEZFLTIS, HEREREHEDLGUVNTRGEGFREEAL. N DM
b HREEM/HER2FE M ZLIE TIE. alpelisib+ IR RS UMIBERGBELRTET 5012, BEEHABES- ROV BEENGZLD, ARRIFEETERDT-
(FFYRNAF T —IZ kY PIKSCAZRZFHE S 50 PIKICAEERE X BB MM EITRFMP D B ERDERTHD. X
ctDNA(JFYRNAFTL—) TERERIEETH D, VX YR NAFTO—HEEDIEE L. EEEBTO®R f RATOYXTITOEREIL., BEAERICETAALN,
BENHREINDS, ) M OFER DUV EB BEEREA GO IR EEE =&
¢ TNBCTIL. EERHEEMBOPD-LIRFIKREZFHEL T, 7TIYIVRITHTILIIUFEE /NI EF EBEOEERA/OY TS MREM (MSI-H) Ff-
TILISERGEEZRIET S, [FSRTYFEEESE (IMMR) BHEOEMEEEEDA
d 1RERFBREE (T FO— L TR O2RBRFE BB (BT DalpelisbD R EM (FFEIZ SN TLVAELY, BEThbd,
ST RITIEEOBVEY, TR TOMEFIHTITI—2ATH B,
BEERELER :NCONIZT RTOAABEEITE- T, BROEEARERARICHIEEZ TV D, BERRBRADS ARSI, B1IN3/F-§

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive
W(&{®\§ Cancer
Network®

=i e FLIE

NCCN Guidelines Version 2.2020

A BS54 V%5
BR

=<

it
K

S

BE/WVH M) I[SHT 2EMD D FEMFEEENICHEIN(AI—H—1RE

BT 50 FEMEEIDIRERTD 21—
BEFELLWD AL
Y S JAUPA 3

» 300mgZ% 1B 2E AR A

» 28BS 1YL

« Talazoparib?§E
» ImgZ1 B 1[E ARk A
»28BH AL

« Alpelisib+ LR RS R3
» Alpelisib 300mgZx1~28H BIZ1B1EIRA; 7ILRALS2F500mgE1H LV
158 BIZHE
028BHAIILTIHAYIL
» M. alpelisib 300mgZx1~28B BIZ1B1EIRA; ZILRZX+S F500mg%
1BBIZHE
0 28BY AL, IBETEIFHFBETELLEEL A LN E THEGE

c FTFIYRIIT+TILITIAER D) 8% )8
» 7TV YXTT840mgE 1. 1I5ABIZE#E
» FILTIAAES /NI AX4)L100meg/m?%E 1, 8B L UN5H BIZET
»28BH ()L

BEQRITHER:

« larotrectinib®
» 100mgZ%1~28H BIZ1H2EIR A
»28BH AUV, IRBETEIHFRTELOF UL A DN SFE THSE

« IXRLHF=TO
» 600mgx1~28H BIZ1B1 =R
»28H YA V)L, IRBETEIIHBRTELVEENHON D E TR

e RATOYR<IS
» 200mgZx1H BIZE )
Y221 AUV, RBEITEIIHFBRTELRVEENAON D E TG

& ATELFILFIATIEETH D, L. BEEBLUNAFTTRASEYTADENIZEY, ALmeBITRFANEAT LFICBEE A TITESRL,

PUEFIDER. AERESSVRES ORI 2EENEERIBERTHS, PEINIBHOBZOEAE. ATUAK, HEREDLOIC, FROAESLURT V21— LOEBEEIFHREDRIENLIZLIZBEIZES, LA
ST HEFRIORELGRED=OIZIE EEEITE T AERIOERLAE T 2EERNERIC OV TR ELRRREF T IERT —LNRETHD.

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,

FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

BINV-R

20F 3

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive NCCN Guidelines Version 2.2020 A4 FS54 >§~;I
NCCN Cancer N=IN He w0 RS ,/_._.
Network® I%IFE'HE?LJEE £

BE/WVH M) I[SHT 2EMD D FEMFEEENICHEIN(AI—H—1RE
& Xk

1 Robson M, Im SA, Senkus E, et al. Olaparib for metastatic breast cancer in patients with a germline BRCA mutation. N Engl J Med 2017;377:523-533.
Litton J, Rugo H, Ettl J, et al. Talazoparib in patients with advanced breast cancer and a germline BRCA mutation. N Engl J Med 2018;379:753-763.
Andre F, Ciruelos E, Rubovszky G, et al. Alpelisib for PIK3CA-mutated, hormone receptor-positive advanced breast cancer. N Engl J Med 2019;380(20):1929-1940.
4 Schmid P, Adams S, Rugo HS, et al. Atezolizumab and nab-paclitaxel in advanced triple-negative breast cancer. N Engl J Med 2018 Nov 29;379:2108-2121.
® Drilon A, Laetsch TW, Kummar W, et al. Efficacy of larotrectinib in TRK fusion-positive cancers in adults and children. N Engl J Med 2018;378(8):731-739.
6 Drilon A, Siena S, Ou SI, et al. Safety and antitumor activity of the multitargeted pan-TRK, ROS1, and ALK inhibitor entrectinib: Combined results from two phase |
trials (ALKA-372-001 and STARTRK-1). Cancer Discov 2017;7(4):400-409.
! Le DT, Durham JN, Smith KN, et al. Mismatch repair deficiency predicts response of solid tumors to PD-1 blockade. Science 2017;357(6349):409-413.
8 Le DT, Uram JN, Wang H, et al. PD-1 blockade in tumors with mismatch-repair deficiency. N Engl J Med 2015;372(26):2509-2520.

PUEFIDER. AERESSVRES ORI 2EENEERIBERTHS, PEINIBHOBZOEAE. ATUAK, HEREDLOIC, FROAESLURT V21— LOEBEEIFHREDRIENLIZLIZBEIZES, LA
ST HEFRIORELGRED=OIZIE EEEITE T AERIOERLAE T 2EERNERIC OV TR ELRRREF T IERT —LNRETHD.

ST ACIEEDBVRY ., TRTOMEEHTI—2ATH S,
BEERERER NCONIZT R TDAABEICE->T, REDEEEIBRERICHILEZ TS, BERBRADSMAEICHEIND, BINV-R

3 0OF3
20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive NCCN Guidelines Version 2.2020 A4 K54 >§~;I
NCCN Cancer N=IN He w0 RS ,/_._.
Network® I%IFE'HE?LJEE EZ=

BRI DE=SY T DIRE|

BRI EORERICEEOERBIVEDHBEEZE-42U T T52LE. ABRNERETHINED., FENTARICERTIE5MENEFITREL TV
W EZFBLMNZTH-OICEETH D,

EZRIVITDRE

E=HYUT TR, ER, BARDE, L—FOOBRKRE, BBRERE, REITGL TR N(FI—h—RAEZH 2 (A S hE CEHPFHEETS, E=4UY
JOEERIL. ABRED/ EVREG. RERE. FRAERE IR EETICHEIND, BREX, A EREIMES LULEERL, FENAaA—ILENT
WBNESIH . ARIZEAERITHBHEERANESHFHIBLEFNIEARSED, COBERITHER T IEELH D, EFEBIRE (shared decision—making) D70
TR EREBLTEEDERAEZERITRETHS,

REHETDES
BEREMFLITERINARICH T AMEEBSOVTANRREAELTH, FEETEILILTHI2E. CRODREF A LICKSHFBETE R BAELIHL
MROOND, FEEST(X, BEAFEES LIS (TAEEDIERF-TEES, LI ENDEREEBERAEETIIRIZL>THESNSEEZ NS,
c FRBEITICRET SR REUTICERT,

» EEEISFREE#TE DEKRISIEE

» BAREET BEFLIIFHRFEORELZEOHLNS

» £BIREE(PS)DIET

» SRBAD DHELMKREF A

» PILAYKRRI7E—E  FSZUTI/NSVRTTS—E (ALT) . FRINSEUBTI/MNSURTS5—E (AST) £=IEEY LE L DN

» BHIL D LIS

» BREZM L. FRRREFIBRERED A EX

» BEEMEIERE (B U F Y I574. PET/CTHE) IZB TR B4R OFREIR

» BB ~—h— (ERBIR MR [CEA], CA15-3, CA27.29% &) D ER2

4 [BH~—7—(CEA, CA15-3, CA27.2973&) MIEMIIFEZ DEITICERT DM ARATHL TLSIRIRTHLHONDIEENH D, BEI—H—DIEMET T, WBETH
BESNAEKIFEALELR N, BIREDEILL, EHMXBELLJIHEXRRETIIEL O FII74THELENGEENZ WV, ChoDEHMN G, BRZDEREE DS
B BEOERBLVNEFRESZYT—N—REDANERELDEENHD,

S BEREOLRVEY ., TRTOERIEHTI—2ATH 5.
BEERERER - NCONIZT R TONABEIZE>T. RROEEEIIEBRARICHDEEL TS, BIRRBADS M HEEN D, BINV-S
1 OF 3

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive NCCN Guidelines Version 2.2020 A4 K54 >V %&E|
WO\l Cancer Tl s Ef
Network® IXIFﬁ HE LJ:uE =

BRI DE=S) T DIRE|

B/ RE/ETOEHROFHHELEDER

s ROEBDRPELMEIL. LAICEEZRO-REBEEZERL T, EHNICEYRT ZEICIH>TELONDIGENE L, —BRMIZ, ALFHEA EZEREHATHIRE
ThHd, FIZAIE. MECTTRESN-EEX. BEEBERECTEITICLIZ&E S TE=AIVIT TS,

s —EDNREICET, FBKRMIC EET@L‘E@#‘ELégklié’v( FRIESNFZETHS, L= > T, E3h. RESIVEITOFHEICIXELZITANLNT
L‘é%ﬁﬁﬂﬁ&%ﬁé?*ﬁﬁ?é;th\?ﬁ ZENbd, FDOXIOGEELLTIL. Response Evaluation Criteria In Solid Tumors (RECIST) H 4 K54 > (Eisenhauer EA,

Therasse P, Bogaerts J, et al. New response evaluation criteria in solid tumours: revised RECIST guideline (version 1.1). Eur J Cancer 2009;45:228-247) &WHO
%iﬁ(Miller AB, Hoogstraten B, Staquet M, and Winkler A. Reporting results of cancer treatment. Cancer 1981;47:207-214)h'&% 5,

- EEMEIRARE (BIZ L. AT ERBEZAWVSE LU F I ZT40PETRE) (F. RIGFHEICAWARRICRICREN SV, B UFIST74TIL 2LI-HE

IMZ=\'—’vu’c7l/7$tld:,i?'|$i*§§7ﬁ\ 2HLND, FICHLWVARERRE OB I+O—F7 VT BV FI 574T, ROTRBHES c‘:ﬂﬁ*ﬂéhéﬂﬁﬁ'l‘i/?“%
%, PETEGREIX. Jﬁi’%ﬂﬂﬁ@t&bwﬁiﬁ'&b BREEORI, [RSEOHOLNTWDRENFELLEL O, BREHA S,

S BEREOLRVEY ., TRTOERIEHTI—2ATH 5.
BEERERER - NCONIZT R TONABEIZE>T. RROEEEIIEBRARICHDEEL TS, BIRRBADS M HEEN D, BINV-S

20F 3
20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National

WNOO\E Cancer
Network®

Comprehensive

NCCN Guidelines Version 2.2020

=i e FLIE

A BS54 V%5

BR

S

it
i

‘\

E-BYT DIEE

BRI DE=S) T DIRE|

BREOEZEHEFAETLE TIFEORRERTAVLGNTWSE=LYV T HERICE DI BRIV T DEER, RBETERE TR ES, BI70A
RICEHDTFRVELGEEOEE, BRAABIVERZLEBRLTRELGINEESEN, TORICHAFDRERY A WEDEML, FEDEYMZEHFHHE LIV
BELOAVICEDE BEBICRETILENDH D, EREEOBIZRCERSFRICREFE(JBELLERITOVTIE, ATEREL L OFE IR &REL,

RBDBFMEZEITOINETH S,

R ILE R E IR L TIEESh BB IR

A RRAIRATDAN— L EE R & REETHBRINDIGE
RASAY O 9% HA B 3Tl

fiE K ET AT =i YA ILEI 1~3n A& =i
BIRDE £} A ILHI 1~3n A £}
£ 51KEE(PS) E ] & A ILREI 1~3n A =i
KE £ &Y AILEI 1~3nAHE £y
Friee. mME Kt &Y AILEI 1~3nA8E Kt
H@%B/H’E%Bé}%ﬁa)iﬁ% £t 2~4F A5 2~6n A& £
BIUFT T4 £y 4O E 4~6h A& Sy
PET/CT T= T= T= T=
EE~v—h— & & & &

b REIMIDFERREFRHDBETIE. E=FIV T DEEERLT IENTES,

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,

BINV-S
30F3


https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive  NCCN Guidelines Version 2.2020 A4 E54 ‘/?2
W[S{®\'R Cancer s e B S BA
Network® %'IkHEJ;J: R
7R BE TR BE Y—RASVR
RHERRAE — FBERER
ERIES (B, =g B - _
TRERS BRDBLUEE | — Bl RE | — AR
EET) I RRC 8
EREE DERIRBIEEL REEFERE . NN
« L RN A RESIETE o« SREEEEEN & B JE2 EIE > BUEHARSA %S R
« SLEEX B
c REGHAZX@BemiB) | » | BFHRE
P e FOEMLOKiET PP rEmRESE
D#ZF 1B 7 FRUN THRE (v :Eg“_j,f FRAER = a iCH ZhR
BEETIET SRR 77 5 — IRER ———
ENRES (B, RS R 2R 2 b d -
S BRUESSUEM | —» (27050 EE |—» |WAREIAA—
E=EE) e T % 3E M

;2%?*‘* —— BUHAARSAUEBE

a YRERICIEEOTEVRNEENSD., FilMIRHEREIERL TGN,

b —ERDBIT, FNAFE - [FHERTITIRMIRBLERBB LA TERNC LA H D, ERBB DD T L ERDEE L, NAEREYE A, $HERTEFNALRT
VEICEREGSHRHERENER TES0 T TGN, BRESNBRAMIZEONDGEE . FIEFH D BEEERICITIICE REDUIRRESADLETHS,

¢ BUHFEIBFREHTHLEEREL. 1cmU LD FHiIHREEARLIZUIRZERT 5, FHHHNRVDERFTBERDIRINEELN. LEAUIBRMFT Tleml LD
FREfTRZE B CEACTHILE £ VIBRHT O BOBIS & (XTS5,

4 FREZICHTIMEGHREEERF T ARIAESUA LMERRT — R LB TOELN, EL(BELELYRTROMERRLL) BLRICI > TRAGRENELD
ERDONDHKRTIE. REPRAEDEREFLRA > THRFABRBEEEZEBLTELLLY,

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

PHYLL-1

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive  NCCN Guidelines Version 2.2020 A4 E54 »;’«%;I
\[O{®\R Cancer = 1L B S BX
Network® %H(HEJ;:: B
ERESOEH
ERER{% BE R BE
RERBZEHETHT .
- = T £ ° g 7 MERGHRELEEE
. BREEIE BADER ERERFELL — Egllg&ﬁiﬂﬁ’éﬁﬁﬁbt ‘ (h551)—2B)d
s BEERE -

EREBYRE I BHE e
RREZVIBREICRE . HEEHRERD (FRIRRE M
513 B — [ HERORER

- FEREMGIRE (XIRET-
[ZCT.CTTEEDHE
TEB)EERE

BEPRED AR A SHEL-ERBITH T HEK

= (=X el L
EREEHY) —> (NCCN Guidelines for Soft Tissue SarcomaZZ )

— BB DB T, FNAE = (LS AR TIIRHERBLEREZEEI TERVCENH D FRBHZDZHICH T D ERDBEL FNAERIYSZ LA, SHAERTEFNALRT
LEICERES SRHERENE R TED0 T TGN, BRESNBRAMIZEOLNDGEE . REFHIBEHEERICITICE, REDVIRREASALETHS.

ERER IS T OMSHRBEZ T HRIMESUF LERBRT —2EFon TULEW, 72720 ELE £ VIRFTEROMEBBRRLE) BA RIS >TRIGHFENELD
ERDLNDKRTIE. MERABDEEREFECREA R - THRFAREEEEZEEBLTDLEL,

EFICEEORVRY ., $RTOHEIATI—2ATHS.
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

PHYLL-2
20204 %24k 02/05/2020 F{EH£2020 National Comprehensive Cancer Network® (NCON®) MEMTZBLAHLT 5. NN OBIROBEIC & SHMU . AHA KIA UBLUTIILEFNDA SR FERBT BT EE. VAEBBIEELTHERLOATL S,


https://www.nccn.org/professionals/physician_gls/default.aspx
http://www.nccn.org/professionals/physician_gls/pdf/sarcoma.pdf

National
Comprehensive

NCCN Guidelines Version 2.2020 A4 K54 L %3

We®h'B Cancer o8 ] B %
Network® NI I\{ﬁ EZE
Fa PR (% RE
@Eit@@&%%fﬂ%ﬂ
ITRENHLND
O & ® *EQEE?
\~ ANy Y =) ~ - N — ~,
;bil'/\-;r- JI*J'E?O)EWEEE’J > |e E?&ﬁﬂ"]ﬁﬁﬁ“vy%g S5I4. M‘%l:ﬁ:\ —_—) PAGET‘Z’&%&E\
CTHERERE
REFIIERZEHTILER
[ZIRELAHDNIELN
a ZIEEF(IZEHOES. BB, B, FHE,
EBICEEORVRY. TRTORETHTIY—2ATH S,
BEERELER :NCONIZT RTOAABEEITE- T, BROEEARERARICHIEEZ TV D, BERRBRADS ARSI,
PAGET-1

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National . . . <, e—
comprehensive  NCCN Guidelines Version 2.2020 A4 BS54 255

WNOO\E Cancer 0N . y =B
Network® NI I\J-ll_'fl B
BE BE
ILESLVELIERLER BRRIETA+A—T v
A RRiETE BRELGINEEER
FLEDCISE LU ANCCNA A RS54 DDCISD IEZ 2L
FLEERLER/ NPT ub > (DCIS-1) &5 H
WEFEITE o —
BLWTIE ENDREDEE
HITEEAA| T |REIUVREEZLETL
>5h3 WOEBREER
ﬁfiﬁ@rlﬁ:tﬂ;gﬁfg
2P A | R N R . —_ . _ (is‘ ] er
SREARESD . ANCONAAFIA QRMMAEBN-DESE | mumis
ABEARESTDRESDABMS | ENCONT 51
;k;:g[gf%?&;g - ZJTK%IT;F?BJ:UWBRT %ﬁ%ﬁgggga
LT VAORRIN 1 _ EXS R B
AELRATEIIER apwress  |[AREROAEEMOLY. AELUR
| o |UHERY T i FRILY D NETERR
PTERR| RRmremmLs ammes
I EEIEERT TREAZ U ALV LRI E S
RSt ChRESDIBBA YR £ £ F
A (L RV NEER (HT3)—2B)
BHCIE |, |BEAEAKO
RNITIREDH ERBREER
LAIELY R
ILEAMERT BRI T+ O—T T
N TyEHE BRELETNIEEER

ZLEMRIEZEDRE|(BINV-B)ZSRBNDI &,
¢ AIEADNTIYNMNRERNBENTWAIGEEIZE, BIZELBEEUIRMHTARIRRELD (BEEESH),

EFICEEORVRY ., $RTOHEIATI—2ATHS.
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

PAGET-2

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive  NCCN Guidelines Version 2.2020 54 Fﬁ‘/é?i'
WO\l Cancer — =

Network® yf DJ]E I:FI O) LJ:; g
sEzye BEER{S — RaED © fiegEd d

#%lﬁ&k%%ﬁ%

BT B Hw
behe g — 2 =: = gl g é‘t I
1= »|;§L$L\: ‘—»Hb&ﬂifm ~ R EAmGE oo T [LERIHRHGIREL
BETL + R IR 5 b EED
. ggs‘:‘ﬂxﬁ(ﬂﬁ%ﬂi&
/’;" 24 ) 5 b,d
. U ERRE ?L%@ﬂ]%ﬂvbif"i%%mﬁﬂr Tﬁgiﬁéﬁﬁﬁiﬁ b
(FEEONE Ao + BB o BT E T
BIGEEHI5E) z EYELE Y o |E e

HHQEmMR | |[ETORE;
EEE (BEBOD AR Tl

EI=FHARIE

=43 (= e L 2 fRExFE AL a2 asED 4, AL EL VIR + BE = 18 MU S b
Ba) SEEAmRT T AR | —— ISRl LN i

= &= e 4= =8 P f’ﬁf&ﬂ:?ﬁ;ﬁbd
gozimy — | FEZIRTALEAERE T | — |[ERICH R R
WD AR PEP

@ HIRPOCTEIUREFREFEZRTHD,

b RELEAEESLVEMEEDEE A OERICOVTIE, FIRL TUOVEWELEE S THE

BINTWSEDERIBRTHL (RATAIRSAo DD I3V ESHR), =1L, LA, ¢ ﬁfﬂﬁqjo)%@,@io)ﬁﬁﬁ[i%’—f%fﬁ)")‘QﬂEq:'G)t“/ﬁ‘*)le“//\c"E'ﬁ
DIMEES LUBSHREEZDOBIREETHAIL. BEEVERPHIEHTELGSL (BELE AERRIZIERETHERSulfur ColloidNREEH BN TINS, 4RI E R

S, LR EEISEIROFI=F ST EITT RS T BEREEIVThO=FH HEZ (BINV-D)Z S D&,

[SBIEITT NETEN IRPICEMBEREEF LI T THRITT SETEEILTHH ¢ FIRPOAF I REF DL BHEREZHETEZI T HERENET—

2. BBELEMTF—LEDEENHREIND, FEICHT DITRT D ILEEEDEER(E. 9(3:15}'51’1,'([,\7’2;[,\ EIRF DIMHER2ZEAIIEZ TH S,

ZTOREADREFVIVED Y DIORRI7ZIRE LIV IILAOISVILICEDELR DAL e =HHRHDGE. F2=FHICEVTHAMEREEEZEELTE

Ziﬁ%%?i%hf'%d)’(%é EROEREREIDEERIE. BIRLTVWVGWEEZEE DS J:l,\o

a2 &RPEERT °

FFICIEEDOLVRY, TRTOHRIFHTIV—2ATH S,
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

PREG-1




National
Comprehensive

NCCN Guidelines Version 2.2020

A BS54 V%5

IN(olo8 Cancer e e ik ] s BX
Network® RIE EELIE EE
E& PR {2 RE
. ;%EEKH‘-—AI:J:éﬁﬁﬁﬂ)lt%%%?%iﬁd:(ﬁl%ﬁﬁgﬁ
R 7
* JI[[%: Ahk
- R EREBLUT NIRRT 74— B E S0 EIL 2R =3
& (comprehensive metabolic panel)
- REFFROBRED
- BB DER/PRE S UHER2D R | R % 1 TE° RTERE | FUhS
REMIBEORS e o 7 77 BRI TRERRR FA DRI+ 25
RS IEEE Y - > |'7 bE:M_RI( ) Ny L S UREBEHRI(EELLY) ', IBC-2%
T - FAREIZ DB STEREAI L)Y IS AHER2IS DS S ey
. %9>j’7“374$f:lisodium fluoride PET/CT (h73Y) (FHER2{Z R L
—2B)
- fOER/REER/ B DER BT RESCT (A 731 —2B)
EERIBEOURI DB BB E FRENY YT amnk
- FDG PET/CTE N({£5) it

a REMIERL. REEIEEE I OIXMEICEITARKERIFTHY. FIMEIER

f YRGDEEEITDONTIE NCONA ARSI TELES LU SIS H 1 DB EFH/

RiE) RV MIZSRDI &,

EBD1/3LULIZRSGEE BERKER) #HHET 5, BERIZHICIX. AESEMRA ¢ FDGPET/CTIX. EEN R ZHRECIIERENABETHINZEDOLWVERT

BrUEBRRNEENS, REFMICE., REREDRE ) NEREN—HRIC

RUVAERLED (BICRATETHEIXEBHDIES) .

BHoNDN, KEUNEREIL. REMIBOBWICLOTHREEHTHC E " FDG PET/CTIL, 2EMRMZHREICMZ TAVDIHE . BRTETILEICEL

=ENEIFTTHREWNIDIF TR,

TEONTOVEWER) AR ECEREBZRET SDITLHERERYSS,

b LRERE. TRTOREUSIVIEZBEIEIEDRIEREIZ DLV TCollege of b TR/ M EREEDL DAY (BINV-L)ZSED L,

American Pathologists ProtocolZ X L TL\%, http://www.cap.org, I HER2FGMEMDIBCEEIZIX. RILYRAIITEZELL O AVEMAIERESLTHELLY,
¢ NAAR—A—BREDRAI(BINV-A)ZSHNDCL, K ZEOEREESSVOMEE) /RGBT AMAEMEEDREERIZFETS
d EBHEELIUEE BINV-C)FSRBNDE, DIFELL, ZOEMICITEARZRICNA T, RYDFEHZEHEBICEELALNT-

FDG PET/CT%EfTLC. PETECTOMEZRMN L BEEMNBHRAITTREINTIGEIC
I%. B UFFS5T1E - ILsodium fluoride PET/CTIIELNEEZ BND,

EFICEEORVRY ., $RTOHEIATI—2ATHS.
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

BERRE (RUETSIT1BLV/FEFIABEMRDEEHHRETH D, FHETDE
BEREZDERII. KRENTF—LICEO>TRESNIRNETH S,

IBC-1


https://www.nccn.org/professionals/physician_gls/default.aspx
http://www.cap.org
https://www2.tri-kobe.org/nccn/guideline/gynecological/japanese/genetic_familial.pdf

https://www2.tri-kobe.org/nccn/guideline/gynecological/japanese/genetic_familial.pdf


National . . . <, e—
comprehensive  NCCN Guidelines Version 2.2020 A4 BS54 255

IN(olo8 Cancer e e ik ] s BX
Network® ﬁrilli?la% B
B
« MATICSE TLTLVEWMERIE, FPEDEFREZT TSED
HAEEYIRMNT+REER Slevel I/11+ fEE, $HE THEEL. +ERBIES LUV /F-EPRIGEDIGE L. AR EE (ILE
=% . |#ErsEE AL BEIUURIOBISMEER] | RARICASBEEOR O
3 =39 B HRAHRAE - HERZIBME D154 3. BE 1 ERIOHERAZMIA (71 —1
+ ZRELEHEEM ) o MEHREEZPLDRBFGHAS LUEL I HNIEAH S WEE
EDRIBFFFRABA,

=K — LORBRKESE

. BN S BLEFEEN S LU S (2
B (oA et 2

K — {EREAE

k HEBORFERE SR/ HICE T AT EMFEDINRE EHEICFHET 5038 ZDOFHEICESABRICNA T, RUODKFHADHEICREN A LN BRI
BERVETS74ELV/FIZEEMRDEZEHIRETH D, FMAIOEBRREEZDERII. EEZMF—LICE O>TRESNDIRNETH D,

IBCHINBHREEIL. BR/IVEAM) (ZXHTEHARSA2 (BINV-18) I TAEIT RETHD,

MR EBEDERA (BIN-H)ESEOIE,

BE/IVEIMDICRT2EMEEL DA BINV-QFSEBEODIL,

MRS WEE BINV-K)ZSRBOI L,

WEHEEEDEA (BINV-DZSBNDIE,

T O S5 3 —

EFICEEORVRY ., $RTOHEIATI—2ATHS.
FREREAER :NCONZ T R TONABHICEO T REDERRIBRFARICHEHEZEZ TV S BRABANDSMAKICHE SN D,

IBC-2

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National

Comprehensive NCCN Guidelines Version 2.2020 54 F54>§2
\[O{®\R Cancer = A
Network® 2L 5=

American Joint Committee on Cancer (AJCC)

FLIEDTNMIREA 48

RHES(T) REEOTHHEE. BBREEFITREBEZMNEE BLALZOMAICEIGEDOTHINEIMNCEFREG RLEEICKYERIND, THHEIE.
FITERERAOREIICEDNTWS, BEEORKTEIL FEOKRBLEHET5-OICFERAIND EREREORKTENMEASh ., TEHKEZ D/
SHFHERBIIKRISIEDHLL, ZHEBEEMRRIC T HMERHEIERIEE. —RISEEAIOESIEICEDHONLD., MATEERICADNDIBLRMHELE.
ZTOERICE- TERFEFZENBRIFMINS=O. —RITREZMWAEICEDHONEL, BREES (T) DEKMNARXESE., BRATR (BRZRETVET ST
1. BEKERE. MRIGEDEZRREE) SSVHRERM R (RRELITEMERE) ICE DV TAESNS, BRIKMEGEZEDKES(cT) (& FEDEF THREIERET
HEEHIESNDEERATRICEDLRETH AN, —HOFEDERIIVHT LLRAEDEGRETHLONILGLLIIRSLAVILICMA., EEINEIBESLVR
HROBRAGEANMERINTEY . CNoDERETIIRBFRATRANTEGRN O, FEEPFERGAREELIH D, KESIL, ImmBETAET . BEE
DRESH. FIEDTHFEIZHT AV FELYHTMINSVELIEREVGE . AV FEICKRLAMmmBEOEICHIERATRETH D, HZIEL. X
EFIHLIMMDIGFEEEmmETREL . 2.04cmDIHE1E2.0cm (20mm) EFHET D, COMEE AR DFINIE. ZLEEBEORESH1.0~1.4mmDIBEETHD, ZD
FOLGKREFSTIH. BEEALTLEIE BOKRKEFEIHN1.0mMmEU T EE RSN SMNZEE (TIm) [THEINTLESH. 2mmIZt)Y EIF5,

1. TN, MOER o T2 B AR A20mE 2 5 H50mEL T O ES

TX RFEEZOFTMATEZL T3 RAENOMZE B Z S ES

TO IR FENES Z R DR T4 BEORETIZMHT. BRI W/ FLERBE~NDEEE

Tis(DCIS)*  JEZMIEZLERE (ductal carcinoma in situ) RBZRHDH CEBMARFTIERRMGHEE)  EROH~D

. = . - — . =EIETAIZEZE L

Tis(/XPxyk ZBED/ND Ty MET, THOAEEEFRICRERS LU/ T4a MBEADEREAD S - MEEEE~ADSHEEADA VLG

) FzBFIREE OCIS) ZHELLEVLOD, NPy MREH 5Fﬁ$f:li%?§(iT4l:§§§ L;;,:L\L s
SEAEREROEICOVNTIE, ATy MEOHFEZ LM Tdb  EBMEE & U/ E-ERBIZLE O RIRAE R R SHEHE &
FRETHAHN, ABRREDREDORE S LR THET C/E-IZREDZRE (BRKEE [peau d orange] 22
Do ) £ROZHN. REHIBOEESTHZSHL

T BREN20mET O S Mo That TbOBAIZHET 5 >

Tla BRAEBENIMZEBZ SH5mULTOES (1.0mmZE#E % T1. 9mm
FECTORIEMEIL2. OmmzEIY EIF3)

iyt = 2 ;e . , *1 o EREMNER (LCIS) FBRMDEZETHY . AJCC Cancer Staging
T1b RAENSMZEE Z HH10mmLL T DIESE o ) \ . ~
Tic BAEMN0 mEBZ 5520 mLl T OES Manual 2585k TIXTNWREA 2 58 S AIBR S TLV B,
f5<

A1) /4 7T DAmerican College of SurgeonsDEFAI &1 THEH, CDIEFRD H LI, Springer International PublishingF{TMAJCC Cancer Staging Manual 558k (20174F) T#H
5. ARRDIFYP N FAEEM FIRELFHRB LV T —RITDUVTIL, www.springer.comZSHR) ST-1

20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,



http://www.springer.com/
https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive

WNOO\E Cancer
Network®

R

NCCN Guidelines Version 2.2020

A BS54 V%5
BR

S

it
i

‘\

ZF1. TN, MOEE (Fx)
fEIE) /N E(N)

FEPRA (cN)
cNX*

cNO
cN1

cN1mi**

cN2

cN2a
cN2b

cN3

cN3a
cN3b
cN3c

EEUFRIVI) NG ERERIIERIE S (FNA) /SR ICKYERFBZRESEL

ME U EDFHEATEGWBIZ L, BHEADHS)
R R\ EEBEROLTD (BRREFIERREIZELD)
ERIRE level I/ 2/ EiIZEaFE 2300 . AIENETH D

WML RS (HERE AN $9200/8 T, 0.2mm%E B % 558, 2.0mm% {2
Z1ELY)

FRERMICEEE-IXEELTWSREEIEElevel 1/111) 2/ Ei 2
BBERD5;

FrIARE ) N\ EEBE OGN R TREINY >/ & (<
B ERDD

HEICE-IZABRBBEEEL-F{AIEElevel I/11) 2/ EiZ
BERDS

RE/\EIZERFE ROV R CREINMY) o/ N8 128558
DHEBHB

B level /I EIELFE DB EEMHT . RAISHE T (level
NEE) ) /B ZERFE %R0 D ;

F-l3RB level /I o/ \EERFEEEH (2, BRINMY >/ &I
EBERDD; )
FIAHBECHAR N\ EGEEOEELRHT . FAIEE LY
DINEIZERIBE RN D

BMRISEE T /N\EIZEBERDHD

BEINME L URE) /A \EIZEERERDHS

BRISEE LU G858 526D

F2lEHERT OIS N BIZEN T NN B LIUVNODEREFEZEMT 52,
* oNX7 5B, fRIE ) /B ZE LATIZA RIZUIBRL TL A& FIERED
BARZROEHENLENEEITEZIHICFERT S,

Bk oNImild, ENICULAMERSNGZLD, BB YIBRATIIZ 2 F RV Ei%E
REBITLI—XTHTIEEIEENHY . MATEREEHETLIZISEIZER
LNDAEEEAREEY,

A1) /4 W< HT D American College of SurgeonsDEFAIZF T, ZDIHEERD H 8L, Springer International PublishingF&{TMAJCC Cancer Staging Manual 584k (20174E) TH
5, AR DR N FEEEMN T EELEHIERS LU T—RITDLVTIL, www.springer.comFSH8)

20204 552K 02/05/2020 E4£4#£¢2020 National Comprehensive Cancer Network® (NCON®) #EMFEE#iZZitd 5. NCONOBIRDZEIZ L BHF#EL <. AAA FSAUBEUTZITEENS A SR FEERTH I EE. LARIBITBEVLTEELLA TS,

R (pN)

pNX

pNO
pNO(i+)

pNO(mol+)

pN1

pN1mi
pN1a
pN1b
pNic
pN2
pN2a

pN2b

FEIL ) REDFHEA TERD (BIZF ., FEFREADHE
HAGESNTOEWNMGEFREIRHEEFADEHE)

B U NEIERFE A RROSNIZLD . ITCOANRHLND
FEIE) V/NEICITCOH M EEROH BN S (0.2mmELT D E M HE
fasEREs)

WERE R AS—H EH R (RT-PCR)EICK DA FEMZE
BRE THME ITCIEROH LN

MUNEREE RO D T (I ~MEDRE) o/ \EIZERE %R
BB WD/ F = (TERREICNIE ) U/ G KR T, £ F R
él;%‘//\"’ﬂ"ﬁ ARICEYBRBIRIEE T - (T NIRMERTEZ R
W/NERFE IR ZL A HI20018 T, 0.2mmZEREZ S, 2.0mm%E
BRI

1~3MEDIKRE) /G EED  EDI6DEH1D
[FRAEN20mmEBZ S

R DR 2/ 8 (T F IV ED (2B ZEED S
D ITCIEFRHEL

pN1alpN1bDES

4~ B DIEE') 2/ EICERRBERD D Rz [LRE ) 2/ B
B A R OEVVKIR CEGREICKYERIRNK) >/ iR
BHEHE
4~IEDIRE) /B CERBERDHD (EDI5 LD
DIETZREN2.0mmEFHEZS)

RIEFHICHRE) /BRSO IZE T, BBMERIC K HHERR
g?gg%?bt ERERBIC R S - ERIRN ') >/ X EiE

ST-2


http://www.springer.com/
https://www.nccn.org/professionals/physician_gls/default.aspx

National

WNOO\E Cancer = S
Network® FLi=

comprehensive NCCN Guidelines Version 2.2020 HA 51 55|

BR

A

1. TN, MDEE (fr=)
SR (pN)

pN3 10E LLEDRERE) /I \NEN I ZEsiE %5260 B
F/-ILEEHE T (level NIRE) )/ \EIZEcBEEH D ;
F-IFEFBEE Dlevel VIR E ')//\Enh\db%ﬂk;’R’GE{%
REICKYRMEIRNE) >/ \ERERiE A 5T
F/-1F4ELL EDRE) 2/ E(Z EﬁZ"éu . M DOERERAIIZ
QR \E(Z &L\th%’-*)b')//\ﬁniilﬁl LY
iﬁﬁ'&ﬁiﬂ’lif’(il"lﬂﬂﬂlﬁﬁfzﬁm
F-FRMAIEEE £ /NI Eﬁ%"c‘nﬂ, H3

pN3a 1015MJ:0)H7§%'J//\EM BBEERDSH (DI EBIDIE
20mm%EB R 5
F-ILHBT (Ievel NRE) U /BB ERDH 5

pN3b cN2bFﬁﬁb\7$T?'%>4k/R(ﬁ1%1ﬁEI KYRMEIRE) /N

BN M [&TE) TDpN1aFE=IdpN
i"f‘/i'pmbFﬁE?’J‘ﬁT?’éJkIRTO)pNZa

pN3c BEMAISE B LU /\EICE B ERD S
EEEDNEYIRELICEFRIL) BT ERE(EFNA/SHERIZKVERTS
FREELI-CEERT=OHIC N EICTEFNENGNB LUV DERFHEZEBMNT S

&,
=fRERE (M)

MO R RERTE DERRH SV ERFT RZ B DLV

oMOGe) BRI OBESSUBERBEROLLLO0 RO
m;g;amw%%m S BRET, T

\ETLLAL DR A b*al,\’C GEAEEE- TN FE
,9&( U0 2mm% BB 5 2| B IS M f- (& tumor
SR
%

iﬂ

PRl

e

%D.

cM1 BrUOEBRZHEICIYRE SN -ERERE

oul
)

@ M S “Nh‘:éﬁ

B O LRSS
% SHY
f

pM1 [CEWVTHBFMISSERASN IS ER0 5, F
U IRERLIN Tl I3 B A E A0, 2mmé’$_z.%>$r\

>

0
Rof
i
S‘ﬁt

=11
1

&

2. AJCCEEIFRIJmEARE

Anatomic Stage GroupMD R, INA A IX—H—RENIL—F O THIRATEL Mg T
DHERITRETHD,
KXEDEELFTIL, FEHEREIZClinical and Pathological Prognostic Stage Group® 3
*ERATIBHELHD,

0): Tis NO MO AR TO N2 MO

IAHA T1 NO MO T1 N2 MO

IBHA TO Nimi MO T2 N2 MO
Tt Nimi MO T3 N1 MO

AR TO N1 MO T3 N2 MO
T1 N1 MO NBHA T4 NO MO
T2 NO MO T4 N1 MO

NIBEA T2 N1 MO T4 N2 MO
T3 NO MO IICEA Any T N3 MO

IVER Any T Any N M1

e

L T1ZETImin&aEzN 5,

2 1) EM/NERFS (N1 ZEESTOB K UTIXIBRAIZHET .

S REHUNELFE (NTMI ZEST2. T3B LU TAIEIN1 S FEE AL THET 5,

4 MoIZIZMO(i+)AEEN S,

2- PMODIEE AN THL. MOITT RTEKRZWH TH S,

- MTAMEREECERTIICMIET R 22 HBHI5E L. JEAIXIVEIEL . fIEIEEICRT 5K
SEITEBARICIVEADEE LT S,

1. 1h1£ﬁ{%1ﬁﬁ’cnalimﬁzﬁ§®ﬁ?"b\ﬂﬂb;b\l Holz15E . IRBETHALNIELVIK

BET. REANEZHIS4nAURICERSN-EES. $%75‘7TTHIJ1L’,%J$/£€ +T

L\m\iﬁA RHXERINDENH D,

8 METEREROBHNNETIE. TBEUND LI NycIFE =& Typ I DIEEXFEIETE
T 5, MBTEREICREZNT LR (pCR) ZRLIZIHEE . fHlZ LypTOypNOCMOD
BEX, 2R IEILIEELLZL,

4'J/4d\l‘| 2713 M American College of SurgeonsDEFAI &G T, CDTEFRD H I, Springer International PublishingF&{TMAJCC Cancer Staging Manual 558k (20174F) T#H
5. ARDIFHR D FEEEM TEELTIERS J:U\T—G‘L’)L\'CII www.springer.comZzZH8)

ST-3

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


http://www.springer.com/
https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive NCCN Guidelines Version 2.2020

A BS54 V%5

IW[{o\ Cancer T S Ef
Network® 2L =
72, AJCCHEEIZ IR EREE () EEE il
ek ‘3_—:’:[1_] > BYT .
R TE S () i EMT"’@’TM
TS CORBEABIHL CRBENRDEERET <ETHD. Notingranit FEEE
S ERE HFE (SBRERE LY X T L DNottingham|Z L AR ZERR) A HELR ERHNIERE
. College of American Pathologists (www.cap.orgZZH8) [ ck[')ﬁﬁﬁb\fﬁﬂiéhfl,\ ROENS
2. BHEOEIEEIX. ﬁﬁEE’ﬂ?f@(ﬂ%Eﬁ/ﬁk BERN REZMRB)ZTMLTEL 2
ZRITN(BIF)ALI(FR)DHEIEZFIREL. CD3IDDATIV—DRATETRTRE IRIENE
LEHOEDILIZE>THET b, .=.n+7<:|77h\3~5-1-«r/|~li’71/ K1, 6~7RA1>k HIZHFE SN (NOS)
l:t?l/ K2, 8~ RAU NI L—KR3ELD, TEMTRIANEOAHDFEATHES I
LY,
s RIS
iRM#E (ScarffF-Bloom-Richardson[SBR] E & & 73 $8> X T Ls D Nottinghamel ZE bR Ba#kfE. NOS
GX EREFITHETELGL B U2 N\BGR B Z SRR
Gl HAMEPHERENED (FREIF) ; SBRRAOTA3I~5RAUL s
G2 HREEBFEHENELADRE (FTEPIEE);SBRROATHMN6~THRAUL FLEERIE (E ISR B MM/ NELEERE)
G3 HRAHEBFNERELASV(FRAR);SBRROT7H8~IRAb =N
INEESE
EZHEIAERE ZREYE NOyMNEB LURERE
ML ERENEYECIREREEANBRETHS (www.cap.org) KoL
GX BREEFIETERL ;z%ﬂéﬁ
BB ' -
G1 *;,ir;h:mﬂ\ -
G2 BEREMNGEE 2 IR I
G3 HEHEHLSL
fi<
’('J/’f'J‘N 2713 M American College of SurgeonsDEFAI &G T, CDTEFRD H I, Springer International PublishingF&{TMAJCC Cancer Staging Manual 558k (20174F) T#H
B, ARDIFH N EEZEMTEHEEHIFRS J:U\T—’)"L’)L\'CII www.springer.comZzZH8) ST-4

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.springer.com/us
https://www.cap.org/
https://www.nccn.org/professionals/physician_gls/default.aspx

National i . . C e —
comprehensive  NCCN Guidelines Version 2.2020 A RS54 255l

IW[{o\ Cancer = S E£
Network® ?LF-.E =

#3. FRICEOERKRAH

FRICEDKERKRFRHIE, TTOIEEEDERRS éEJoJ:U\J"ﬁJi YHEISERASND, RE, SARDE, EEL-HoIEBRRE (LT LELERRKRFRIERT
ACEBELY) BIULEET DERDFERIC EDUNC, BRI B Z B (T). 'J//\EHEEJ'F%(N)?aJ:U\J_BrﬁEJ:@(M)0)737:!'} ZEAT D, ’7/A7°l:l774)l/
EERICDOVTIE, FilihoDFEZHIE #&li%hb@‘/ LERVTTRERET DRENH D LMD, FRICESERRBDICEEHHE,

. TNM BRE HER?2 ER PR bkl TNM ERE HER2 ER PR = EA
Tis NO MO 25 E3= 15 E3= 0 TO NT** MO -~ L%E IB&A
T1* NO MO - B’ T1* N1*¢ MO a, 2
TO Nimi MO i Bt B3 T2 NO MO it - B4 1 1A%
T1* Nimi MO B‘%'Ii | &a'lﬂi G1 B%'HE

o = B3 1A% - E%E 1BHf
B ‘_@_'I‘i_ = %'
B%,li Bﬁ Ii %:}i B: ri‘t @1‘ﬂ£ _% I IA,EE
it ity |0 g |l | 1o
B%,I-ﬂi B’Z"I‘SE | B% 1; B’a_'l‘i‘t E%,Ii KAIF :Ili I I A,ﬁﬁ
" BE e o T T
Bt [ — Bt ] LA
L T 1 B R {1H
= B‘;% 1B - E%E 1B
s el 3 Pt e —E g
B‘%,l‘éﬁ ‘_E’z_ji_ I A,Eﬂ G3 B%’Ii
63 '%1% ot KB?E
B E’ﬁﬁ FEtE Bif | 118
(=X = (=X .
= |5t | IBY EatE
e
#<

*THZIETImiNEEN D,

FEINZIENTmIlEEENLLD, FRICE DGR EIZIEL. T1 N1mi MOBEUTO NTmi MOD D EMNEEN. CNSIET1 NO MOEFEREFDIRENRILTHS,

A1) /4 7T DAmerican College of SurgeonsDEFAI &1 THEH, CDIEFRD H LI, Springer International PublishingF{TMAJCC Cancer Staging Manual 558k (20174F) T#H
5. ARRDIFYP N FAEEM FIRELFHRB LV T —RITDUVTIL, www.springer.comZSHR) ST-5

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,



https://www.springer.com/us
https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive

NCCN Guidelines Version 2.2020

A BS54 V%5

\[O{®\R Cancer = Ef
Network® 2L BE
3. FRICEODEERFH (HE)
TNM ERE HER2 ER PR bkl TNM ERE HER2 ER PR f5m 2
T2 N1*%6% MO oy e 1B&A TO N2 MO o ies 11AH]
T3 NO MO i Bt EXES 1A% T1% N2 MO . s e
Rt i3 14 i T2 N2 MO 7 -~ BB | [11A%
. = 2% | 11BA) T3 NT*o O 6l = s
1S EE 1TAHR T3 N2 MO i E%E 1TAHR
RatE = Rt = [11A%
) | TIBHA [hk
ety Gl s ‘
BEtE = 111BHA
- 514 IBHf . Bt 1 TAHR
- (>1k3 EXEs 1A - & 1E a0
5 = I Zhk =y
- B | IIA] . Bt | [1A%
fEtE i Bg'l‘{-t 1 1BHA (=23 i B%TSE 1TTAHH
= 2t | 111BE] = 2t | 111BE]
= B IBHA = 514 11BEA
BE I-i Bﬁ'l‘ﬂi Bg:,li |" Ii Bﬁ 'f'_-"E Bé'l‘ﬁz
1 = Lk =
Ratt —%ﬁ— 1 1BE] Ratt —%ﬂé— [11ASH
@3 Bk 63 Bt
Bt Bt
=4k s | LA (=453 g 1B
el N B e 1o
#<

T TImiDN&EENS,
ANV Z[ENImIDNEEN D, FRICEDGRIDLEICE., T2, T3, 4B LXUNImBEEN., ZRLEZNT2 NI, T3NIEXUTANITHS,
A1) /A< HT D American College of SurgeonsDEFRIZ1F T, CDIHEEHRD HHL (L. Springer International Publishing${TMAJCC Cancer Staging Manual 5584k (20174) TH

B, ARDIFH D EEZEMTEIELEHFERP LU T —FIZ DL TIE., www.springer.comZFSH8) ,

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

ST-6


https://www.springer.com/us
https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive
W(&{®\§ Cancer
Network®

R

NCCN Guidelines Version 2.2020

A BS54 V%5
BR

S

it
i

‘\

#3. FRICEDEERRH (@S

E
| fEF == Hi £
T4 NO -IJ(\)IM Eﬁ:f; HER2 EER B’E’Fi IﬁAgﬂ 1. N1mi0)ﬁJ‘¥EI:(:J:~ é') >/\°Eﬁ®§¥1ﬂﬁ7§“d’é\%'@3ﬁ% FNAaff:liﬁ'I'gﬂ‘ﬁo)ﬁ%
T4 NT#%k O Pt Ff ' RODJEETERUEO, WHHLLRAE RIS BAEE R HHII
T4 N2 MO &% E’S,& TUFRILY UNREERZRITLERREEE, BRESZUI/RL TR
Ay T N3 O et Bt | RTUBRENY VAEOFRRIZE SV CEERRSEAEETo-188120
ny G1 EE‘EE 111BHA . NImi[EFRICED K ERFEHSEICEATES,
St e 2. BEREBOFREMNLZNY D/ EERE (F: T0 N) £2 el sE
=45 B’;'ri (il : Tis N1) DIFZEE. FHEOEBEICY VNSHESH S DERE HER2
P14 K’ﬁ,ri TT1CH, . RELUPRIZET HIEHRERALOETH S,
B TIiA 3. ASCO/CAPM20134EHER2IEZE A K54 vIcE D, ISH (FISHE=IZCISH)
154 Bg'ri % BRZE(Z & YHER2AY TEEBR (equivocal) | &¥IE SN t=H&IE. Clinical
S = Prognostic Stage Group TODJREAZIEICIFHER2 T2t ) DA T I — %R
Rats —K%%— TRETHD,
G2 ’g'r 111B&A 4. ThioPrognostic Stage Group®F % FiBl EDMMEIL. BEYERN S Ex
B8 —ﬁﬁ— BEUW/E-E25L2EE FHRZEEZED) NEdLN, KENZD
Rats E%E ARESHEAEEEERCE S,
N 2l
Bt e 1iicE
e ‘ BBt | 111BH#A
63 ” B
R . BB | 111CHA
Any T Any N M 1= A FE A 1VER

FRENTZIENTMINEEND, FERICEDUFEANEEICIX. T2, T3, TABLUNImINEEN. FNEFNT2 NI, T3NIBLUT4NITH S,

A1) /A< HT D American College of SurgeonsDEFRIZ1F T, CDIHEEHRD HHL (L. Springer International Publishing${TMAJCC Cancer Staging Manual 5584k (20174) TH

B, ARDIFH D EEZEMTEIELEHFERP LU T —FIZ DL TIE., www.springer.comZFSH8) ,

ST-7

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.springer.com/us
https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive
W(&{®\§ Cancer

Network®

NCCN Guidelines Version 2.2020

R

A BS54 V%5

BR

it
i

‘\

4 FHRICESRELHBY o )
PHICESCRELNRNL. DEARELTFHiESI-AERECEASN S, ChIZid, BRBHAEIZAVST A TOBRISNZ ., FHBOMRRLN
RIS DRELMA RO R E NS, FRICESREZMFRIL. SRV ORI CSEY A £ - S STREE (FATR) 22 (- B8 L LERASN

A A

TNM

BLE

HER2

ER

PR

et

Tis NO MO

=

=

=

=

0

T1* NO MO
TO Nimi MO
T1* Nimi MO

G1

i5 1%

[k
=43

(=33

[k
=%

74

[k
(=43

P14

[k
=43

G2

B 14

| Bt
p214

(=33

[k
=43

g

[k
=1t

(=353

(74

IAHA

(=43

IBHA

G3

Bt

[k
=4k

(=43

&t
=4

i 14

[k
=4k

(=43

(ak

TAHA

[=4E3

IBHA

*THZIETImiAEEN S,
FINTZIENTmIlEEENLGL, FRICEDIUREEADEEIZIE. T1 N1mi MOBEUTO Nimi MODDEMAESEN . SASIETI NO MOEFEREFOKRENRLTH S,

A1) /A< HT D American College of SurgeonsDEFRIZ1F T, CDIHEEHRD HHL (L. Springer International Publishing${TMAJCC Cancer Staging Manual 5584k (20174) TH

B, ARDIFH D EEZEMTEIELEHFERP LU T —FIZ DL TIE., www.springer.comZFSH8) ,

TNM HEAE | HER?2 ER PR J5 £
TO NT# HO o Bl | 1AM
T1* N1** MO o i B2 BE3
T2 NO MO S ;
. = Bt | TIA%;
P N T
Rt 1| gy
) e ik '
= P24 11AZA
e |G | 1A
Bt I 1am
e ik
- = Bt | T1AR
e |G | 1A%
bt fai
= |t | 1AM
= P24
g | B | 0
B T B | 1Am
g it | 16%
e e
= |Gt | 1AM
= (=4
i<

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

ST-8



https://www.springer.com/us
https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive NCCN Guidelines Version 2.2020

A BS54 V%5

(ool Cancer R = BR
Network® FLi= E=
Z4. FPRICEDUREZMRE (HZ)
TNM ERE | HER2 ER PR ks TNM ERE | HER2 ER PR kil
T2 NT®F% N0 -~ B [AZ TO N2 MO -~ EAEs [BLA
T3 NO MO -~ EYEs T1%* N2 MO - e
2 i | Bt | 118 T2 N2 MO z Bl | 1TIA%
. = 2 T3 Ni*5% O 61 - E21E
a Z 1% 1AHH T3 N2 MO o 514 IBHR
L L P e L L P e
PR1E e r@'& 1B Rt i B%'I% [11A%H
s | e [l [ TE
B fetd —W—;é [1BHA Pt it r@'& [11A%H
62 " Bt | IBH] 62 - Bt | 1B
e | | BB e [ [ B
- (=43 —@i— LIB%] - (=43 B%'li i
Bt B2t | 111BE
S I IBEA - BBt | 1A
e L PE [ pape e L PE e
- Rt —Eﬂ—;& [1B# att it r%% [11A%S
63 N Bt | AR 63 i Bt | 1168
(EXE ar (1S =7
4 G ] LIBH EYE: é& [11A%H
el U Y B [Tew o
#<

*THZETImNEEND,

RN ZIENImIDNEEND, TRICEDIRHDHEIZ(E, T2, T3, TAB LUNImINEEN ., TRENT2 NI, TINIEKXUT4NITH S,
A1) /4 M HT D American College of SurgeonsDEFRIZF THEH, CDIERD H 821, Springer International Publishing$&fTMAJCC Cancer Staging Manual E£8kK (20174E) TH

B, ARDIFH D EEZEMTEIELEHFERP LU T —FIZ DL TIE., www.springer.comZFSH8) ,

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

ST-9


https://www.springer.com/us
https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive NCCN Guidelines Version 2.2020 HA BS54 VK5
\[O{®\R Cancer 2| f2 §_£
Network® fL7S Z=

#F4. FRICEDREZHRE ()

1] B | L
T4 NO H(\)IM ALE | HER? ER Bg;‘{i Iﬁfiﬂ 1. BRESOFEALENY L/RERE (5 T0 N FEIESEELsE |- Tis N) 0
T4 NT*%* MO e &% o i = itigiﬁﬂﬁim&it:u VIREIESA S DREEE, HER2, ERE &L UPRICET B1EHREAL BN
=, = <H%,
T4 N2 MO ity (L TTIBEE ] asco/oapm201asHEROIRE 41 K54 LIZ S ISH (FISHELIXCISH) HEIS & YHERZAS
Any T N3 MO G1 %1$ m TEEBk (equivocal) | &EFIFE Shi=1B&I%. Pathological Prognostic Stage Group TDJHHEA
iS4 Bir A ssmiciatere (te) 0hF 50— BRI <ETHE,
=4 3. ChiPrognostic Stage Group®F T HIE DAL, EEL R MEES & U/ E22 5

(=X = 4
(=X —%—E— [TIBH fesEE (RHERMEZZ2T) AED LN, KREAFDREEZH-IBEEEAICE T,

Bt B%E LUIAR | 5 3B SORBE2MERA SO0/ LTOT7(IL

514 o
§ (=X —EB,Z':E— [TIBHA Oncotype DXRAOA7Z M IIKHEDIHZE -
G2 =

" Bt | 11IAB TNM FRE | HER2 ER PR B
51 -y “ [TT NO MO = o o, =
B‘%:l‘i_t %llg IIIB'EH T2 NO MO 1I,E\ B;rli B’J.l_ ri 1I,E\ IA:EVE
et Etf [ 110cE | E: ‘
. St 1. PRICEDCRESMNBHEZNET 20125/ ATOT 7 A LOBHFIIBELL, =L, &
. Bt Rt Y ABEAHERET DBICERT 20125/ LTO 774 LERITFLTH &L, HER2MEM
P 1 ‘ Bt | 111B% ERIS 1 O TINOMOZE 7= [XT2NOMOOFE 45 TOncotypeDx e & £ 4710, BHKR T AIRBTHNIL,
e a0 Z OERIFFRICED GREFNRNBO ML HETRETHE.,
G3 N i 2. T1-2, NO, MOGHER2REMERISMEZLEEE T, OncotypeDxeZiThim o t=i5aEIET>TH
F& 14 Ett OncotypeDxe X A 7 ELNEMoT=M . 1TULETH-1=15E. FRIZE D IFHEIL L RDOE
(=X EE'IE 111CHA B2 ESEUNA AT —H—2EICE SV THIET %,
P Rt f 3. OncotypeDxeld. Level IDFIMET—2ICLY ., RAF7HAINKRFOREICHT IBERANZIEFS
Any T Any N M = = ﬂ—:% = IVER NTWBZEMD, FRIZCEDCHFEZNFHOHEICHAAEN-H—DZBEEF/\RILE

HoTWd, RN ESATLDSEDEHF TIE., MOZEEF/ RO LDFERESHT.
FTOEREREICFRFRHBICBNYF TR LS ICHITAEEENAHZ, ¥/ LTOT 74 ILEEED
CORBDERICHITHEMELIFHRRE. BEOTEEZRZET LD TIEEL., AERKFS
TEOLNTWRERICEICRELY/ LTOT7 7 ILEHADEKRERAZHIETRETIEL
LY,

FRENTZ[ENTMmINEEND, TERICEDUFEANEEICIX, T2, T3, TABLUNImINEEN . FNEFNT2 NI, T3NIBLUT4NITH S,

A1) /A< HT D American College of SurgeonsDEFRIZ1F T, CDIHEEHRD HHL (L. Springer International Publishing${TMAJCC Cancer Staging Manual 5584k (20174) TH
b, AERDIFH N EEEMH TERERIFERS LU T —RIZDLVTIL, www.springer.comFSH8)

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,

ST-10


https://www.springer.com/us
https://www.nccn.org/professionals/physician_gls/default.aspx

National

comprehensive NCCN Guidelines Version 2.2020 A4 K54 >§~;I
NCCN ESElglel=T5 = R
Network® ?LF-E Ew

NCCNDIETFTUREOAV Y RIZKDNTTY)—
HTFI)—1 SELRNILOIETURIZEDNTEY ., ZONALNBEI THAENINCCNDIFHE—LI=ar oY ANEFEET D,
hTa)—2A HEEMELNILOIETURIZEDVTEY ., ZONALBEY THAEWSINCCNDFHE—LI=artEo Y ANEFET

o

AT73Y—2B  HLEHMELRILOIETURIZEINTEY., ZONALBEY THAHELINCCNDIAV Y ANEFET S

H7I1)—3 L\g;%gg%)u&)l/@:t“-‘r“‘*/;'\(:gfﬁu\'clit\%ﬁai ZONADBEYITHANENIRTNCCNARIZKELGERDA
J— A o

BIZIETEDLZLRY ., I RTO#EITHTII—2ATH 5,

NCCNDEFELEIZkDATT)—
ZFELLVTA B3, REMPIUVUIETUOREMRRIZIELT) BHADFESIZE DLV =T A

- ZOHDAADSE . DAEIEAENED . BHARNED . LEIEHROT— 2= E5H0. %
TOMOHREINENA 2 (S EEOEELEH0I-RADFESCABIS 550 8

BRENKETER ZDMDNADSIL BEDEELRM (HRLELVITERETT) ICHATEDLD
WIhOHRLEYESZZOND,

CAT-1

20204524 02/05/2020 E4#<2020 National Comprehensive Cancer Network® (NCCN®) #EMfdn#iZ 2itd 5. NCON*DBIROBEIC & 5HFHEL <. AHA FSA VBV IICBFENDA SR PEFEUTHLMF. WABIHBISELTEELLATLS,


https://www.nccn.org/professionals/physician_gls/default.aspx

National
Comprehensive

N\l Cancer
Network®

Breast Cancer

NCCN Guidelines Version 2.2020

The DCIS section has been updated to correspond with the updated
algorithms on 02/07/18. The rest of the discussion update is in
progress. Last updated 05/06/16.
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Overview

Breast cancer is the most frequently diagnosed cancer globally and is
the leading cause of cancer-related death in women.! The American
Cancer Society estimates that 249,260 Americans will be diagnosed
with invasive breast cancer and 40,890 will die of the disease in the
United States in 2016.2

Historically, white women have had the highest breast cancer incidence
rates among women aged 40 years and older; however, incidence rates
are converging among white and African American women, particularly
among women aged 50 to 59 years.* Since 1991, breast cancer
mortality has been declining,*’ suggesting a benefit from the
combination of early detection and more effective treatment.®

The etiology of the vast majority of breast cancer cases is unknown.
However, numerous risk factors for the disease have been established.
These risk factors include: female gender; increasing patient age; family
history of breast cancer at a young age; early menarche; late
menopause; older age at first live childbirth; prolonged hormone
replacement therapy; previous exposure to therapeutic chest wall
irradiation; benign proliferative breast disease; increased
mammographic breast density; and genetic mutations such as of the
BRCA1/2 genes. However, except for female gender and increasing
patient age, these risk factors are associated with only a minority of
breast cancers. Women with a strong family history of breast cancer
should be evaluated according to the NCCN Guidelines for
Genetic/Familial High-Risk Assessment: Breast and Ovarian. Women at
increased risk for breast cancer (generally those with 21.7% 5-year risk
for breast cancer using the Gail model of risk assessment’) may

Version 2.2020 © 2020 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

consider risk reduction strategies (see NCCN Guidelines for Breast
Cancer Risk Reduction).

Proliferative abnormalities of the breast are limited to the lobular and
ductal epithelium. In both the lobular and ductal epithelium, a spectrum
of proliferative abnormalities may be seen, including hyperplasia,
atypical hyperplasia, in situ carcinoma, and invasive carcinoma.?
Approximately 85% to 90% of invasive carcinomas are ductal in origin.’
The invasive ductal carcinomas include unusual variants of breast
cancer, such as mucinous, adenoid cystic, and tubular carcinomas,
which have especially favorable natural histories.

Literature Search Criteria and Guidelines Update
Methodology

Prior to the update of this version of the NCCN Guidelines® for Breast
Cancer, an electronic search of the PubMed database was performed
to obtain key literature in Breast Cancer, published between 06/19/14
and 06/29/15, using the following search terms: Breast Cancer OR
DCIS OR Inflammatory Breast Cancer OR Phyllodes. The PubMed
database was chosen as it remains the most widely used resource for
medical literature and indexes only peer-reviewed biomedical
literature.!®

The search results were narrowed by selecting studies in humans
published in English. Results were confined to the following article
types: Clinical Trial, Phase llI; Clinical Trial, Phase 1V; Guideline;
Randomized Controlled Trial; Meta-Analysis; Systematic Reviews; and
Validation Studies.

The potential relevance of the PubMed search was examined. The data
from key PubMed articles selected by the panel for review during the
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Guidelines update meeting as well as articles from additional sources
deemed as relevant to these Guidelines and discussed by the panel
have been included in this version of the Discussion section.
Recommendations for which high-level evidence is lacking are based
on the panel’s review of lower-level evidence and expert opinion.

The complete details of the Development and Update of the NCCN
Guidelines are available on the NCCN webpage.

Staging

All patients with breast cancer should be assigned a clinical stage of
disease, and, if appropriate evaluation is available, a pathologic stage
of disease. The routine use of staging allows for efficient identification of
local treatment options, assists in identifying systemic treatment
options, allows for the comparison of outcome results across institutions
and clinical trials, and provides baseline prognostic information.
Effective January 2010, the AJCC implemented a revision of the 71"
edition of the AJCC Cancer Staging Manual containing important
changes and additions to the TNM staging system for breast cancer.!!
This revision differs from the 2003 edition of the AJCC staging manual
by providing more direction relating to the specific methods of clinical
and pathologic tumor measurement; recommending that all invasive
cancers should be assigned a combined histologic tumor grade using
the Elston-Ellis modification of the Scarff-Bloom-Richardson grading
system; providing clarification of the classification of isolated tumor cells
in axillary lymph node (ALN) staging; subdividing stage | into stage I1A
and IB based upon the presence or absence of nodal micrometastases
(NO versus NOmi+); and defining a new category of MO(i+) disease
referring to tumor cells microscopically detectable in bone marrow or
circulating blood or found incidentally in other tissues not exceeding 0.2
mm in patients who have no signs or symptoms of metastasis. This
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version of the AJCC staging manual also recommends the collection of
biomarkers such as hormone receptor status (estrogen receptor [ER]
and progesterone receptor [PR]) and human epidermal growth factor
receptor 2 [HERZ2] status, although these characteristics do not
specifically influence assigned stage of disease.

Pathology Assessment

A central component of the treatment of breast cancer is full knowledge
of extent of disease and biologic features. These factors contribute to
the determination of the stage of disease, assist in the estimation of the
risk that the cancer will recur, and provide information that predicts
response to therapy (eg, ER, PR, HER2). These factors are determined
by examination of excised tissue and are provided in a written pathology
report. Accurate pathology reporting requires communication between
the clinician and the pathologist relating to relevant patient history, prior
breast biopsies, prior irradiation to the chest, pregnancy status,
characteristics of the abnormality biopsied (eg, palpable,
mammographically detected microcalcifications), clinical state of lymph
nodes, presence of inflammatory change or other skin abnormality, and
any prior treatment administered (eg, chemotherapy, radiation therapy).
The specimens should be oriented for the pathologist, and specific
requests for determination of biomarkers should be stated (eg, ER, PR,
and HER2 status). The use of consistent, unambiguous standards for
reporting is strongly encouraged. Data from both national and local
surveys show that as many as 50% of pathology reports for breast
cancer are missing some elements critical to patient management.!>!?
Significant omissions include failure to orient and report surgical
margins and failure to report tumor grade consistently.

The College of American Pathologists (CAP) has developed pathology
reporting protocols to promote complete and standardized reporting of
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malignant specimens. CAP provides a protocol for each disease site
that includes cancer case summaries (checklists) along with
background documentation. These checklists form the basis for a
synoptic, standardized reporting of pathologic findings. The checklists
are available without charge through the CAP website at www.cap.org:
Consistent, unambiguous, and complete pathology reporting is a
cornerstone of quality breast cancer care, and the NCCN Breast Cancer
Panel endorses the use of the CAP protocols for reporting the
pathologic analysis of all breast cancer specimens.

ER status should be determined for all samples of ductal carcinoma in
situ (DCIS), and ER and PR tumor status should be determined for all
samples of invasive breast cancer. ER and PR tumor status is normally
determined by immunohistochemistry (IHC) testing. Although this
method is considered reliable when performed by experienced
pathology personnel, there have been several reports indicating that the
reliability of ER and PR determinations can vary widely from one
laboratory to another.!*!¢ These inter-laboratory differences may be
attributable to the diverse methodologies and diverse interpretation
schema used to evaluate tumor hormonal status. An NCCN Task Force
and a panel of ASCO and CAP members have reviewed this topic and
issued recommendations on ER and PR testing in breast cancer.!”!8
Breast cancers that have at least 1% of cells staining positive for ER
should be considered ER-positive.!”"”

Principles of HERZ2 Testing

Along with ER and PR, the determination of HER2 tumor status is
recommended for all newly diagnosed invasive breast cancers and for
first recurrences of breast cancer whenever possible. The NCCN Breast
Cancer Panel endorses CAP accreditation for anatomic pathology
laboratories performing HER2 testing.
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HER2 status can be assessed by measuring the number of HER2 gene
copies using in situ hybridization (ISH) techniques, or by a
complementary method in which the quantity of HER2 cell surface
receptors is assessed by IHC.2° Assignment of HER2 status based on
mRNA assays or multigene arrays is not recommended. The accuracy
of HER2 assays used in clinical practice is a major concern, and results
from several studies have shown that false-positive?'** as well as
false-negative?!»> HER2 test results are common. A joint panel from
ASCO and CAP has issued updated HER2 testing guidelines to avoid
such false-positive or false-negative results. These updated guidelines
have been published in the Archives of Pathology & Laboratory
Medicine and ASCO's Journal of Clinical Oncology.*** The NCCN
Panel endorses these updated ASCO/CAP recommendations for quality
HER?2 testing and has outlined these recommendations in Principles of
HER?Z2 Testing in the NCCN Guidelines for Breast Cancer.

HER2 testing should be performed in laboratories accredited by CAP or
another equivalent authority to carry out such testing. Further, these
laboratories should have standardized HER2 testing procedures in
place, as well as programs to periodically evaluate the proficiency of
personnel performing HER2 testing. HER2 test reports should also
include information on site of tumor, specimen type, histologic type,
fixation method and time, block examined, and details on the HER2
testing method(s) used. Clinicians should be familiar with the
significance of these criteria when making clinical recommendations for
an individual patient.

HER2-Positive Result

Consistent with the ASCO/CAP guidelines, the NCCN Panel considers
either IHC or ISH with either a single or dual probe as an acceptable
method for making an initial determination of HER2 tumor status. Breast
cancer tumors are classified as HER2-positive if they are scored as 3+
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by an IHC method defined as uniform membrane staining for HER2 in
10% or more of tumor cells or demonstrate HER2 gene amplification by
an ISH method (single probe, average HER2 copy number =6.0
signals/cell; dual probe HER2/CEP17 ratio 22.0 with an average HER2
copy number 24.0 signals/cell; dual probe HER2/chromosome
enumeration probe (CEP)17 ratio 22.0 with an average HER?2 copy
number <4.0 signals/cell; and HER2/CEP17 ratio <2.0 with an average
HER?Z2 copy number 26.0 signals/cell).

High average copy number of HER2 (26.0 signals/cell) is considered
positive regardless of the HER2/CEP17 ratio. The rationale cited by the
joint committee for including rare scenarios such as HER2 positivity
when dual probe HER2/CEP17 ratio is greater than or equal to 2.0 and
average HER2 copy number is less than 4.0 signals/cell is that the first-
generation trials of adjuvant trastuzumab included a small number of
patients with a HER2/CEP17 ratio greater than or equal to 2.0 and
an average HERZ2 copy number less than 4.0 signals/cell. There is
no trend in these data, suggesting that these patients were not
responsive to trastuzumab and the trastuzumab has a favorable
safety profile.

Equivocal Result

The NCCN Panel agrees with the ASCO/CAP HER2 committee that
results of IHC are equivocal if scored as IHC 2+ “based on
circumferential membrane staining that is incomplete and/or
weak/moderate and within greater than 10% of the invasive tumor cells
or complete and circumferential membrane staining that is intense and
within less than or equal to 10% of the invasive tumor cells.” In such
cases, the panel recommends reflex testing using the ISH method on
the same specimen or repeating tests if a new specimen is available.
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Similarly, samples with equivocal results by an ISH assay (for example,
single probe ISH average HER2 copy number 24.0 and <6.0
signals/cell; and dual probe HER/CEP17 ratio <2.0 with an average
HER?Z2 copy number 24.0 signals/cell and <6.0 signals/cell) must be
confirmed by reflex testing using the IHC method on the same
specimen or repeating tests if a new specimen is available.

Treatment Approach

The treatment of breast cancer includes the treatment of local disease
with surgery, radiation therapy, or both, and systemic treatment with
chemotherapy, endocrine therapy, biologic therapy, or combinations of
these. The need for and selection of various local or systemic therapies
are based on several prognostic and predictive factors. These factors
include tumor histology, clinical and pathologic characteristics of the
primary tumor, ALN status, tumor hormone receptor (ER/PR) content,
tumor HER2 status, multi-gene testing, presence or absence of
detectable metastatic disease, patient comorbid conditions, patient age,
and menopausal status. One percent of breast cancers occur in men,*
and men with breast cancer should be treated similarly to
postmenopausal women, except that the use of aromatase inhibitors is
ineffective without concomitant suppression of testicular
steroidogenesis.?* Patient preference is a major component of the
decision-making process, especially in situations in which survival rates
are equivalent among the available treatment options.

In terms of treatment, breast cancer may be divided into: 1) the pure
noninvasive carcinomas, which include lobular carcinoma in situ (LCIS)
and DCIS (stage 0); 2) operable, locoregional invasive carcinoma with
or without associated noninvasive carcinoma (clinical stage I, stage Il,
and some stage IlIA tumors); 3) inoperable locoregional invasive
carcinoma with or without associated noninvasive carcinoma (clinical
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stage IlIB, stage IlIC, and some stage IlIA tumors); and 4) metastatic
(stage IV) or recurrent carcinoma.

Pure Noninvasive Carcinomas (Stage 0)

Both LCIS and DCIS may be difficult to distinguish from atypical
hyperplasia or from invasive carcinomas with early invasion.**-!
Therefore, pathology review of all cases is recommended.

Bilateral diagnostic mammography should be performed to identify the
presence of multiple primary tumors and to estimate the extent of the
noninvasive lesion. Genetic counseling is recommended if the patient is
considered to be at high risk for hereditary breast cancer as defined by
the NCCN Guidelines for Genetic/Familial High-Risk Assessment:
Breast and Ovarian. Testing for genetic mutations without formal
genetic counseling is discouraged.

The goal of treatment of pure in situ carcinoma is either preventing the
occurrence of invasive disease or diaghosing the development of an
invasive component when still localized to the breast. Patients with
invasive disease, even if microinvasive, on pathology review or during
re-excision, mastectomy, or ALN staging should be treated according to
the stage-appropriate guideline for invasive carcinoma.

Lobular Carcinoma in Situ

(Stage 0, Tis, NO, M0)

Workup

Recommended workup includes history and physical examination,

diagnostic bilateral mammography, and pathology review.

Controversy exists regarding whether an open surgical excision should
be performed of the region of LCIS diagnosed by core biopsy and that is
not associated with a mammographic structural abnormality or residual
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mammographic calcifications. Small retrospective studies have
concluded that excision following the diagnosis of LCIS on core needle
biopsy is not necessary.**>* Other studies have shown that 17% to 27%
of patients with LCIS diagnosed by core needle biopsy are upgraded to
having invasive cancer or DCIS after larger excisional biopsy.*>-*° Based
on core needle biopsies, it may be possible to identify subsets of
patients with LCIS who can be safely spared a surgical excision.*
There are some data of small groups of patients suggesting that LCIS
subtypes, including pleomorphic LCIS and LCIS associated with
necrosis, carry a risk for associated invasive carcinoma similar to DCIS.
Therefore, according to the NCCN Panel, it is reasonable to perform
surgical excision of LCIS found in a core biopsy to exclude an
associated invasive cancer or DCIS. More than 4 foci of LCIS may also
increase the risk for upstaging on surgical biopsy.* The NCCN Panel
recommends that LCIS of the usual type (involving <4 terminal ductal
lobular units in a single core) found on core biopsy, as a result of routine
screening for calcifications and without imaging discordance, may be
managed by imaging follow-up.

Primary Treatment
Classic LCIS does not require surgical treatment. There is evidence to

support the existence of histologically aggressive variants of LCIS (eg,
“pleomorphic” LCIS), which may have a greater potential than classic
LCIS to develop into invasive lobular carcinoma.*! Clinicians may
consider complete excision with negative margins for pleomorphic LCIS.
However, outcomes data regarding treatment of patients with
pleomorphic LCIS are lacking, due in part to a paucity of histologic
categorization of variants of LCIS. Therefore, recommendations on the
treatment of pleomorphic LCIS as a distinct entity of LCIS have not
been made by the panel (see NCCN Guidelines for Breast Screening

and Diagnosis).
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Patients with a confirmed diagnosis of LCIS should be counseled
regarding reducing the risk of developing invasive cancer (see NCCN
Guidelines for Breast Cancer Risk Reduction).

Surveillance

Follow-up of patients with LCIS includes interval history and physical
examinations every 6 to 12 months. Annual diagnostic mammography is
recommended in patients being followed with clinical observation; see
also the NCCN Guidelines for Breast Cancer Screening and Diagnosis.
Patients receiving a risk reduction agent should be monitored as
described in the NCCN Guidelines for Breast Cancer Risk Reduction.
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Ductal Carcinoma in Situ

(Stage 0, Tis, NO, M0)
Workup
The recommended workup and staging of DCIS includes history and

physical examination; bilateral diagnostic mammography; pathology
review; determination of tumor estrogen receptor (ER) status; and MRI
as indicated.

For pathology reporting, the NCCN panel endorses the College of
American Pathologists Protocol for both invasive and noninvasive
carcinomas of the breast.*

The NCCN panel recommends testing for ER status in order to
determine the benefit of adjuvant endocrine therapy or risk reduction.
Although the tumor HER?2 status is of prognostic significance in invasive
cancer, its importance in DCIS has not been elucidated. To date,
studies have either found unclear or weak evidence of HER2 status as
a prognostic indicator in DCIS.*#-* The NCCN Panel has concluded that
knowing the HER?2 status of DCIS does not alter the management
strategy and is not required DCIS.

Genetic counseling is recommended if the patient is considered to be at
high risk for hereditary breast cancer as defined by the NCCN
Guidelines for Genetic/Familial High-Risk Assessment: Breast and
Ovarian.

The role of MRI in management of DCIS remains unclear. MRI has
been prospectively shown to have a sensitivity of up to 98% for
high-grade DCIS.*" In a prospective, observational study of 193 women
with pure DCIS who underwent both mammography and MRI imaging
preoperatively; 93 (56%) women were diagnosed by mammography
and 153 (92%) were diagnosed by MRI (P < .0001). Of the 89 women
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with high-grade DCIS, 43 (48%) who were not diagnosed by
mammography were diagnosed by MRI alone.*” However, other studies
suggest that MRI can overestimate the extent of disease.*® Therefore,
surgical decisions should not be solely based on MRI results especially
when mastectomy is being contemplated. If MRI findings suggest more
extensive disease than is seen on mammography such that a markedly
larger resection is required for complete excision, the findings should be
verified histologically through MRI-guided biopsy of the more extensive
enhancement.

Studies have also been performed to determine whether the use of MRI
reduces re-excision rates and decreases local recurrence in women
with DCIS. No reduction in re-excision rates was seen in women
undergoing lumpectomy following MRI compared with those who did not
undergo preoperative MRI.#-°

The NCCN Panel recommends only performing breast MRI for DCIS in
select circumstances where additional information is warranted during
the initial workup, noting that the use of MRI has not been shown to
increase likelihood of negative margins or decrease conversion to
mastectomy for DCIS.

Primary Treatment

The goal of primary therapy for DCIS is to prevent progression to
invasive breast carcinoma. Management strategies for DCIS treatment
include surgery (mastectomy or lumpectomy), radiation therapy, and
adjuvant endocrine therapy to reduce risk of recurrence.

Surgery: Excision of DCIS using a breast-conserving approach
(lumpectomy) with or without whole breast radiation therapy (WBRT) or
alternatively, mastectomy, are the primary treatment options for
individuals with DCIS.
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The choice of local treatment does not impact overall disease-related
survival; therefore, the individual patient’s acceptance of the potential
for an increased risk of local recurrence must be considered. Post-
excision mammography is valuable in confirming that an adequate
excision of DCIS has been performed particularly for DCIS patients who
initially present with microcalcifications.”!

Mastectomy: Patients with DCIS and evidence of widespread disease
(ie, disease involving two or more quadrants) on diagnostic
mammography or other imaging, physical examination, or biopsy may
require mastectomy.

Mastectomy permanently alters the lymphatic drainage pattern to the
axilla, so that future performance of a sentinel lymph node biopsy
(SLNB) is not technically feasible.’>> Therefore, for DCIS patients who
intend on treatment with mastectomy, or alternatively, for local excision
in an anatomic location that could compromise the lymphatic drainage
pattern to the axilla (eg, tail of the breast), a SLNB procedure should
strongly be considered at the time of definitive surgery to avoid
necessitating a full axillary lymph node dissection for evaluation of the
axilla.>>3s

Complete axillary lymph node dissection (ALND) is not recommended
unless there is pathologically documented invasive cancer or axillary
lymph node metastatic disease in patients (by either biopsy or SNLB).
However, a small proportion of women (about 25%) with seemingly pure
DCIS on initial biopsy will have invasive breast cancer at the time of the
definitive surgical procedure®® and thus will ultimately require ALN
staging.

Lumpectomy plus Whole Breast Radiation Therapy (WBRT): Breast
conserving therapy (BCT) includes lumpectomy to remove the tumor
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with negative surgical margins followed by WBRT to eradicate any
residual microscopic disease.

Several prospective randomized trials of pure DCIS have shown that
the addition of WBRT after lumpectomy decreases the rate of in-breast
disease recurrence, °-* or distant metastasis-free survival.® In the long
term follow-up of the RTOG 9804 trial, at 7 years, the local recurrence
rate was 0.9% (95% ClI, 0.0%—2.2%) in the radiation therapy arm versus
6.7% (95% ClI, 3.2%—9.6%) in the observation arm (HR, 0.11; 95% ClI,
0.03-0.47; P <.001). In the subset of patients with good-risk disease
features, the local recurrence rate was low with observation but was
decreased significantly with the addition of radiation therapy.®* A meta-
analysis of four large multicenter randomized trials confirms the results
of the individual trials, demonstrating that the addition of WBRT after
lumpectomy for DCIS provides a statistically and clinically significant
reduction in ipsilateral breast events (HR [hazard ratio], 0.49; 95% ClI,;
0.41-0.58, P < .00001).° However, these trials did not show that the
addition of RT has an overall survival benefit. The long-term follow-up of
the NSABP B-17 showed that at 15 years, radiation therapy resulted in
a 52% reduction of ipsilateral invasive recurrence compared with
excision alone (HR, 0.48; 95% ClI, 0.33-0.69, P < .001).%* However,
overall survival (OS) and cumulative all-cause mortality rates through 15
years were similar between the two groups (HR for death, 1.08; 95% ClI,
0.79-1.48).% Similar findings were reported by a large observational
study of the SEER database that included 108,196 patients with DCIS.?’
In a subgroup analysis at 10 years, of 60,000 women treated with
breast-conserving therapy, with or without radiation therapy, radiation
therapy was associated with a 50% reduction in the risk of ipsilateral
recurrence (adjusted HR, 0.47 [95% CI, 0.42-0.53]; P<.001), however,
breast cancer-specific mortality was found to be similar (HR, 0.86 [95%
Cl, 0.67-1.10]; P=.22).9
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More recently, in a population-based study, the use of WBRT in patients
with higher-risk DCIS (eg higher nuclear grade, younger age, and larger
tumor size) was demonstrated to be associated with a modest, but
statistically significant improvement in survival.®®

RT Boost: The use of RT boost has been demonstrated to provide a
small but statistically significant reduction in IBTR risk (4% at 20 years)
for women with early stage invasive breast cancers treated with
lumpectomy.®-7> The absolute benefit, however varies by patients age.
Use of boost RT in women 51 years and older should be individualized.

Recently, a pooled analysis of patient-level data from 10 academic
institutions evaluated outcomes of pure DCIS patients, all treated with
lumpectomy and WBRT (n = 4131) who either received RT boost with a
median dose of 14 Gy (n = 2661) or received no boost (n = 1470). The
median follow-up of patients was 9 years. A decrease in IBTR was
seen in patients who received boost compared with those who did not at
5 years (97.1% vs 96.3%), 10 years (94.1% vs 92.5%), and 15 years
(91.6% vs 88.0%) (P = .0389 for all). The use of RT boost was
associated with significantly decreased IBTR across the entire cohort of
patients (hazard ratio [HR], 0.73; 95% ClI, 0.57-0.94; P=.01).”In a
multivariate analysis that took into account factors associated with lower
IBTR, including grade, ER positive status, use of adjuvant tamoxifen,
margin status, and age, the benefit of RT boost still remained
statistically significant (hazard ratio, 0.69; 95% confidence interval [Cl],
0.53-0.91; P <.010).” Even in patients considered very low risk based
on negative margins status (defined as ink on tumor as per National
Surgical Adjuvant Breast and Bowel Project definition, or margins <2
mm as per SSO/ASTRO/ASCO definition), the RT boost remained
statistically significant for decreasing the rate of local relapse. Similar
to invasive cancers, though RT boost was beneficial in all age groups
studied, the magnitude of the absolute benefit of the boost was greatest
in younger patients. Two ongoing randomized, phase 3 trials are
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studying whether an RT boost reduces recurrence in patients with DCIS
(ClinicalTrials.gov Identifiers: NCT00470236 and NCT00907868).

While considering RT boost for DCIS, the NCCN panel recommends an
individualized approach based on patient preference and other factors
such as longevity.

Lumpectomy alone without WBRT: Several trials have examined
omission of RT after lumpectomy in carefully selected, low-risk patients.
There are retrospective series suggesting that selected patients have a
low risk of in-breast recurrence when treated with excision alone
(without WBRT).”*”” For example, in one retrospective review, 10-year
disease-free survival (DFS) rates of 186 patients with DCIS treated with
lumpectomy alone was 94% for patients with low-risk DCIS and 83% for
patients with both intermediate- and high-risk DCIS."™

In another retrospective study of 215 patients with DCIS treated with
lumpectomy without radiation therapy, endocrine therapy, or
chemotherapy, the recurrence rate over 8 years was 0%, 21.5%, and
32.1% in patients with low-, intermediate- or high-risk DCIS,
respectively.”

A multi-Institutional, non-randomized, prospective study of selected
patients with low-risk DCIS treated without radiation has also provided
some support for the use of excision without radiation in the treatment
of DCIS.” Patients were enrolled onto one of two low-risk cohorts: a)
low- or intermediate-grade DCIS, tumor size 2.5 cm or smaller (n =
561); or b) high-grade DCIS, tumor size 1 cm or smaller (n = 104).
Protocol specifications included excision of the DCIS tumor with a
minimum negative margin width of at least 3 mm. Only 30% of the
patients received tamoxifen. Of note, margins were substantially wider
than the 3 mm protocol requirement in many patients (ie- the
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low/intermediate-risk patient group margins were 2 5 mm in 62% of
patients and >10 mm or no tumor on re-excision in 48 % of patients).”
Although the rate of IBTR were acceptably low for the low-/intermediate
grade group at the 5 years, at a median follow-up time of 12.3 years,
the rates of developing an IBTR were 14.4% for low/intermediate-
grade and 24.6% for high grade DCIS (P = .003). This suggests that
IBTR events may be delayed but not prevented in the seemingly low-
risk population.

Therefore the NCCN panel concluded that for DCIS patients treated
with lumpectomy alone (without radiation), irrespective of margin width,
the risk of IBTR is substantially higher than treatment with excision
followed by whole breast radiation therapy (even for predefined low-risk
subsets of DCIS patients).

Margin status after breast conserving therapy:.

Prospective randomized trials have not been carried out to analyze
whether wider margins can replace the need for radiation therapy for
DCIS. Results from a retrospective study of 445 patients with pure DCIS
treated by excision alone indicated that margin width was the most
important independent predictor of local recurrence, although the trend
for decreasing local recurrence risk with increasing margin width was
most apparent with margins less than 1 mm and greater than or equal to
10 mm.” In a meta-analysis of 4660 patients with DCIS treated with
breast-conserving surgery and radiation, a surgical margin of less than
2 mm was associated with increased rates of IBTR compared with
margins of 2 mm, although no significant differences were observed
when margins of greater than 2 mm to 5 mm or greater than 5 mm were
compared with 2-mm margins.*
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A fairly recent study retrospectively reviewed a database of 2996
patients with DCIS who underwent breast-conserving surgery to
investigate the association between margin width and recurrence,
controlling all other characteristics.®! Wider margins were significantly
associated with a lower rate of recurrence only in women who did not
receive radiation therapy (P < .0001), but not in those treated with
radiation (P = .95).%!

According to the 2016 guidelines by SSO/ASTRO/ASCO, the use of at
least 2 mm margin in DCIS treated with WBRT is associated with low
rates of ipsilateral breast tumor recurrence (IBTR).*> Additional factors
to consider in assessing adequacy of excision for DCIS include
presence of residual calcifications, which margin is close (anterior
against skin or posterior against muscle versus medial, superior, inferior
or lateral), and life expectancy of the patient. Notably, in situations
where DCIS is admixed with invasive carcinoma, SSO/ASTRO/ASCO
guidelines support “no tumor on ink” as an adequate margin applying to
both the invasive and noninvasive components in this mixed tumor
scenario.

NCCN Recommendations for Primary Treatment of DCIS

Trials are ongoing to determine if there might be a selected favorable
biology DCIS sub-group where surgical excision is not required. Until
such time that definitive evidence regarding the safety of this non-
surgical approach is demonstrated, the NCCN panel continues to
recommend surgical excision for DCIS. According to the NCCN Panel,
primary treatment options for women with DCIS along with their
respective categories of consensus are: lumpectomy plus whole breast
radiation therapy with or without boost (category 1); total mastectomy,
with or without SLNB with optional reconstruction (category 2A); or
lumpectomy alone (category 2B). The option of lumpectomy alone
should be considered only in cases where the patient and the
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physician view the individual as having a low risk of disease
recurrence.

Contraindications to breast-conserving therapy with radiation therapy
are listed in the algorithm (see Special Considerations to
Breast-Conserving Therapy Requiring Radiation Therapy in the NCCN
Guidelines for Breast Cancer). Women treated with mastectomy are
appropriate candidates for breast reconstruction (see Principles of
Breast Reconstruction Following Surgery in the NCCN Guidelines for
Breast Cancer).

According to the NCCN Panel, complete resection should be
documented by analysis of margins and specimen radiography.
Post-excision mammography should also be performed whenever
uncertainty about adequacy of excision remains. Clips are used to
demarcate the biopsy area because DCIS may be clinically occult and
further surgery may be required pending the margin status review by
pathology.

The NCCN Panel accepts the definitions of negative margins after BCS
from the 2016 SSO/ASTRO/ASCO Guidelines for DCIS.% For pure
DCIS treated by BCS and whole breast radiation therapy treatment
(WBRT), margins of at least 2 mm are associated with a reduced risk of
ipsilateral breast tumor recurrence (IBTR) relative to narrower negative
margin widths in patients receiving WBRT. The routine practice of
obtaining negative margin widths wider than 2 mm is not supported by
the evidence. An analysis of specimen margins and specimen
radiographs should be performed to ensure that all mammographically
detectable DCIS has been excised. In addition, a post-excision
mammogram should be considered where appropriate (eg, the mass
and/or microcalcifications are not clearly within the specimen).
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Management of DCIS after Primary Treatment

DCIS falls between atypical ductal hyperplasia and invasive ductal
carcinoma within the spectrum of breast proliferative abnormalities. The
Breast Cancer Prevention Trial performed by National Surgical Adjuvant
Breast and Bowel Project (NSABP) showed a 75% reduction in the
occurrence of invasive breast cancer in patients with atypical ductal
hyperplasia treated with tamoxifen.®** These data also showed that
tamoxifen led to a substantial reduction in the risk of developing benign
breast disease.* The Early Breast Cancer Trialists’ Collaborative Group
(EBCTCG) overview analysis showed that, with 5 years of tamoxifen
therapy, women with ER-positive or receptor-unknown invasive tumors
had a 39% reduction in the annual odds of recurrence of invasive breast
cancer.*

Similarly, the NSABP B-24 trial found a benefit from tamoxifen for
women with DCIS after treatment with breast conservation surgery and
radiation therapy. In that study, women with DCIS who were treated
with breast-conserving therapy were randomized to receive placebo or
tamoxifen. At a median follow-up of 13.6 years, patients who received
tamoxifen had a 3.4% absolute reduction in ipsilateral in-breast tumor
recurrence risk (HR, 0.30; 95% ClI, 0.21-0.42; P < .001) and a 3.2%
absolute reduction in contralateral breast cancers (HR, 0.68; 95% ClI,
0.48-0.95; P = .023).% The women receiving tamoxifen had a 10-year
cumulative rate of 4.6% for invasive and 5.6% for noninvasive breast
cancers in the ipsilateral breast compared with 7.3% for invasive and
7.2% for noninvasive breast cancers in placebo-treated women. The
cumulative 10-year frequency of invasive and noninvasive breast
cancer in the contralateral breast was 6.9% and 4.7% in the placebo
and tamoxifen groups, respectively. No differences in OS were noted. A
retrospective analysis of ER expression in NSABP B-24 suggests that
increased levels of ER expression predict for tamoxifen benefit in terms
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of risk reduction for ipsilateral and contralateral breast cancer
development following breast-conserving therapy.®

A phase lll trial for women with excised DCIS randomized subjects in a
2 x 2 fashion to tamoxifen or not and whole breast radiation therapy or
not.®2With 12.7 years of median follow-up, the use of tamoxifen
decreased all new breast events (HR, 0.71; 95% ClI, 0.58-0.88; P =
.002). The use of tamoxifen decreased ipsilateral and contralateral
breast events in the subjects not given whole breast radiotherapy
(ipsilateral HR, 0.77; 95% CI, 0.59-0.98; contralateral HR, 0.27; 95%
Cl, 0.12-0.59), but not in those receiving whole breast radiotherapy
(ipsilateral HR, 0.93; 95% ClI, 0.50-1.75; P = .80; contralateral HR,
0.99; 95% CI, 0.39-2.49; P = 1.0).

In women with ER-positive and/or PR-positive DCIS treated by wide
local excision with or without breast radiotherapy, a large, randomized,
double-blind, placebo-controlled trial (IBIS-1I) compared anastrozole (n
= 1471) with tamoxifen (n = 1509). The results demonstrated non-
inferiority of anastrozole to tamoxifen.®” After a median follow-up of 7.2
years, 67 recurrences were reported with anastrozole versus 77 for
tamoxifen; HR 0.89 [95% CI, 0.64—1.23]. A total 33 deaths were
recorded for anastrozole and 36 for tamoxifen; HR 0.9393 [95% CI,
0.58-1.50, P = .78).%” Although the number of women reporting any
adverse event was similar between anastrozole (1323 women, 91%)
and tamoxifen (1379 women, 93%); the side-effect profiles of the two
drugs were different. There were more fractures, musculoskeletal
events, hypercholesterolemia, and strokes reported with anastrozole
and more muscle spasms, gynecological cancers and symptoms,
vasomotor symptoms, and deep vein thromboses reported with
tamoxifen.
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The NSABP B-35 study randomly assigned 3,104 postmenopausal
patients to tamoxifen or anastrozole for 5 years. All patients received
breast radiotherapy. Prior to being randomly assigned, patients were
stratified by age—younger or older than age 60. The primary endpoint
was breast cancer—free interval.®® Anastrozole treatment resulted in an
overall statistically significant decrease in breast cancer-free interval
events compared with tamoxifen (HR, 0.73 [95% CI, 0.56-0.96], P =
.0234). The significant difference in breast cancer-free interval between
the two treatments was apparent in the study only after 5 years of
follow-up. The estimated percentage of patients with a 10-year breast
cancer-free interval was 89.1% in the tamoxifen group and 93.1% in the
anastrozole group.® In addition, anastrozole resulted in further
improvement in breast cancer-free interval, in younger postmenopausal
patients (less than 60 years old). With respect to adverse effects, the
overall incidence of thrombosis or embolism was higher in the tamoxifen
group while the anastrozole group had slightly more cases of arthralgia
and myalgia.®®

The results of the IBIS-Il and the NSAP-B-35 studies indicate that
anastrozole provides at least a comparable benefit as adjuvant
treatment for postmenopausal women with hormone-receptor-positive
DCIS, with a different toxicity profile.

NCCN Recommendations for Management of DCIS after Primary
Treatment

According to the NCCN Panel, endocrine therapy, with tamoxifen (for
premenopausal and postmenopausal women) or an aromatase inhibitor
(for postmenopausal women especially those under 60 years of age or
in those with concerns of embolism), may be considered as a strategy
to reduce the risk of ipsilateral breast cancer recurrence in women with
ER-positive DCIS treated with breast-conserving therapy (category 1 for
those undergoing breast-conserving surgery followed by radiation

MS-13



National
Comprehensive

IN(&®&)\ Cancer . NCCN Guidelines Version 2.2020
Network Breast Cancer

therapy; category 2A for those undergoing excision alone). The benefit
of endocrine therapy for ER-negative DCIS is not known.

Strategies for reducing the risk of recurrence to the contralateral breast
are described in the NCCN Guidelines for Breast Cancer Risk
Reduction.
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Invasive Breast Cancer

Stage |, IIA, IIB, or lll A (T3, N1, MO0)
Workup

The recommended workup of localized invasive breast cancer includes:
history and physical exam; bilateral diagnostic mammography; breast
ultrasonography, if necessary; determination of tumor hormone receptor
status (ER and PR determinations); determination of HER2—receptor
status; and pathology review. Complete blood count (CBC) and liver
function tests (LFTs) have no added benefit in the detection of
underlying metastatic disease in asymptomatic early-stage breast
cancer patients.*’ In addition, monitoring of disease relapse with any
tumor markers is nof recommended.

Use of MRI is optional and is not universally recommended by experts
in the field. Breast MRI advocates note its high sensitivity for evaluation
of extent of disease, particularly for invasive cancer and in dense
breasts where mammographically occult disease is more likely to elude
preoperative detection. MRI detractors note that MRI has a high
percentage of false-positive findings resulting in further diagnostic
workup in many circumstances including MRI-guided biopsy®***> MRI
findings tend to overestimate extent of disease® resulting in increase in
frequency of mastectomies.**"’

MRI findings alone are insufficient to determine whether breast
conservation therapy is optimal as additional tissue sampling is needed
to verify true malignant disease warranting excision. MRI use may
increase mastectomy rates by identifying mammographically occult
disease satellites that would have been adequately treated with post-
lumpectomy radiation had the disease remained undiscovered without
MRI.”7
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Two prospective randomized studies have examined the utility of pre-
operative MRI in determining disease extent, and neither demonstrated
improvement in rates of post-lumpectomy re-excision.”®*’ Retrospective
review of utility MRI showed conflicting outcome results, one with
benefit'® and another without.!*! One systematic review’> documented
that breast MRI staging altered surgical treatment in 7.8% to 33.3% of
women,’> however no differences in local recurrence or survival have
yet been demonstrated. In addition, there is no evidence that use of
breast MRI increases rates of margin-negative resection.!%%1%

If breast MRI imaging is performed, a dedicated breast coil, an imaging
team experienced with breast MRI guided biopsy, and multidisciplinary
treatment team are the standard of care. Clinically positive axillary
nodes and occult primary breast cancer or Paget’s disease of the nipple
with breast primary not identified on mammography, ultrasound, or
physical examination are specific indications for breast MRI imaging.
MRI may also be useful for the evaluation of breast cancer response to
preoperative systemic therapy and to assess the potential for breast-
conserving therapy.

Pathology Assessment: Full knowledge of extent of disease and
biologic features is central to the treatment of breast cancer. Several
factors contribute to the determination of the disease staging,
recurrence risk assessment, and predictive response (ie, ER, PR,
HER2). The excised tissue detailing the written pathology report details
these key factors. The accuracy of pathology reporting requires
communication between the clinician and the pathologist relating
pertinent patient history, prior breast biopsies, prior chest irradiation,
pregnancy status, biopsy characteristics (ie, palpable,
mammographically detected microcalcifications), clinical state of lymph
nodes, presence of inflammatory change or other skin abnormality, and
any prior treatment administered (ie, chemotherapy, radiation therapy).
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The specimens should be oriented for the pathologist, and specific
requests for determination of biomarkers should be stated (eg, ER, PR,
and HER?2 status). Data from both national and local surveys show that
as many as 50% of pathology reports for breast cancer are missing
some elements critical to patient management.'>!* Significant omissions
include failure to orient and report surgical margins and failure to report
tumor grade consistently. CAP has developed pathology reporting
protocols to promote complete and standardized reporting of malignant
specimens (www.cap.org). The NCCN Breast Cancer Panel endorses
the use of the CAP protocols for reporting the pathologic analysis of all
breast cancer specimens.

Genetic counseling: For patients considered to be at high risk for
hereditary breast cancer as defined by the NCCN Guidelines for
Genetic/Familial High-Risk Assessment: Breast and Ovarian, genetic
counseling is recommended

Distress Assessment: Levels of distress may vary in patients and
should be addressed individually. Psychological distress can be
impacted by body image and other factors. Younger women have
higher rates of psychosocial distress than women diagnosed at older
ages.'™1%The NCCN Breast Cancer Panel recommends accessing for
distress in patients newly diagnosed with breast cancer.

Fertility Counseling: Numerous epidemiologic studies have
demonstrated that child-bearing after treatment for invasive breast
cancer does not increase rates of recurrence or death from breast
cancer.!” The offspring of pregnancies after treatment for breast cancer
do not have an increased rate of birth defects or other serious childhood
illness. However, treatment for breast cancer, especially with cytotoxic
agents, may impair fertility.
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Many women, especially those younger than age 35, regain menstrual
function within 2 years of completing chemotherapy.'' Resumption of
menses does not necessarily correlate with fertility, and fertility may be
preserved without menses. All premenopausal patients should be
informed about the potential impact of chemotherapy on fertility and
asked about their desire for potential future pregnancies.

A decision for fertility preservation should include multiple factors such
as patient preference, tumor stage and biology, age of the patient, risk
of premature ovarian failure based on anticipated type and duration of
chemotherapy and/or endocrine therapy, as well as the timing and
duration allowed for fertility preservation.

Several studies report lower rates of fertility discussion among female
patients with cancer!!'"'!* despite the updated ASCO guidelines stating
that patients should not be excluded from consideration for discussion
of fertility preservation for any reason, including parity, prognosis, age,
and socioeconomic status.!'* The NCCN Panel recommends that all
women of childbearing potential should have a discussion with their
treating physicians. Patients who desire to bear children after systemic
therapy should be referred to a fertility specialist prior to initiating
systemic (chemotherapy or endocrine) therapy.!!#12

Randomized trials have demonstrated that GnRH agonists (such as
goserelin) administered prior to initiating chemotherapy and then
administered concurrently with adjuvant chemotherapy protect against
ovarian failure and reduce the risk of early menopause.'?!'?*In one trial
goserelin improved the probability of pregnancy from 11% to 21% in
patients with hormone receptor-negative early-stage breast cancer.!*
Smaller historical experiences in patients with hormone receptor-
positive disease have conflicting results with respect to the protective
effects of GnRH agonists in fertility preservation.
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Patients should be informed of all the various modalities available to
minimize gonadal damage and preserve ovarian function and future
fertility. The fertility specialist should discuss specifics of fertility
preservation options inclusive of types of hormonal interventions and
risks involved with ovarian stimulation, embryo or oocyte
cryopreservation, and other investigational options, as well as the
probability of successful gestation and childbirth.!126

Combining the various modalities for a specific patient may increase the
odds of preservation of future fertility. It is important for fetal safety that
women actively avoid becoming pregnant during breast cancer
treatment. Also see NCCN Guidelines for Adolescent and Young Adult

Oncology.

Additional Workup

The panel has re-iterated that routine systemic imaging is not indicated
for patients with early breast cancer in the absence of signs/symptoms
of metastatic disease.!*’ These recommendations are based on studies
showing no additional value of these tests in patients with early-stage
disease.!?*13%In one study, metastases were identified by bone scan in
5.1%, 5.6%, and 14% of patients with stage |, I, and Il disease,
respectively, and no evidence of metastasis was detected by liver
ultrasonography or chest radiography in patients with stage | or Il
disease.!?® For patients with stage Ill breast cancer, the prevalence of a
positive liver ultrasound and positive chest x-ray was 6% and 7%,
respectively.'?

For patients presenting with disease confined to the breast (stage | to Il)
the NCCN Panel does not recommend routine systemic imaging in the
absence of signs or symptoms suspicious for metastatic disease.
According to the panel, additional tests may be considered in patients
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who present with locally advanced (T3 N1-3 MO0) disease and in those
with signs or symptoms suspicious for metastatic disease.

CBCs and LFTs may be considered if the patient is a candidate for
preoperative systemic therapy, or if otherwise clinically indicated.
Additional tests may be considered only based on the signs and
symptoms.

A chest diagnostic CT is indicated only if pulmonary symptoms (ie,
cough or hemoptysis) are present. Likewise, abdominal imaging using
diagnostic CT or MRI is indicated if the patient has elevated alkaline
phosphatase, abnormal results on LFTs, abdominal symptoms, or
abnormal physical examination of the abdomen or pelvis.

A bone scan is indicated in patients presenting with localized bone pain
or elevated alkaline phosphatase. The use of PET or PET/CT scanning
is not.indicated in the staging of clinical stage I, Il, or operable Il (T3
N1) breast cancer. The recommendation against the use of PET
scanning is supported by the high false-negative rate in the detection of
lesions that are small (<1 cm) and/or low grade, the low sensitivity for
detection of axillary nodal metastases, the low prior probability of these
patients having detectable metastatic disease, and the high rate of
false-positive scans.!3!"134

FDG PET/CT is most helpful in situations where standard staging
studies are equivocal or suspicious, especially in the setting of locally
advanced or metastatic disease.

Locoregional Treatment

Surgery

In general, patients with early-stage breast cancer undergo primary
surgery (lumpectomy or mastectomy) with or without radiation therapy.
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Following local treatment, adjuvant systemic therapy may be offered
based on primary tumor characteristics, such as tumor size, grade,
lymph node involvement, ER/PR status, and expression of HER2-
receptor.

Several randomized trials document that mastectomy is equivalent to
breast-conserving therapy (lumpectomy with whole breast irradiation)
with respect to survival as primary breast local treatment for the majority
of women with stage | and stage |l breast cancers (category 1).135-1%

After surgical resection, a careful histologic assessment of resection
margins is essential. The NCCN Panel notes that benefit of lumpectomy
is predicated on achieving pathologically negative margins after
resection. The NCCN Panel accepts the most recent definition outlined
in the guidelines established by the Society of Surgical Oncology
(SSO)/American Society for Radiation Oncology (ASTRO) of no ink on
a tumor as the standard for negative surgical margins for invasive
cancer (with or without a component of DCIS).!4?

If margins remain positive after further surgical re-excision(s), then
mastectomy may be required for optimal local disease control.

In order to adequately assess margins following surgery, the panel
recommends that the surgical specimens be directionally oriented and
that the pathologist provide descriptions of the gross and microscopic
margin status and the distance, orientation, and type of tumor (invasive
cancer or pure DCIS) in relation to the closest margin. Marking the
tumor bed with clips facilitates accurate planning of the radiation boost
field, where appropriate. It may be reasonable to treat selected patients
with invasive cancer (without extensive intraductal component) despite
a microscopically focally positive margin with breast conservation
therapy.
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Breast-Conserving Therapy (Lumpectomy)

Lumpectomy allows patients to preserve their breast without sacrificing
oncologic outcome. Lumpectomy is contraindicated for patients who are
pregnant and would require radiation during pregnancy; have diffuse
suspicious or malignant-appearing microcalcifications on
mammography; have widespread disease that cannot be incorporated
by local excision through a single incision with a satisfactory cosmetic
result; or have diffusely positive pathologic margins. Relative
contraindications to lumpectomy include previous radiation therapy to
the breast or chest wall; active connective tissue disease involving the
skin (especially scleroderma and lupus), tumors greater than 5 cm
(category 2B), and positive pathologic margins.

Several studies of women with early-stage breast cancer treated with
lumpectomy have identified young age as a significant predictor of an
increased likelihood of ipsilateral breast tumor recurrences after
lumpectomy.'“13Risk factors, such as a family history of breast cancer
or a genetic predisposition to breast cancer (ie, BRCA1/2 or other
cancer-predisposing mutation), are more likely to exist in the population
of young women with breast cancer, thereby confounding the
independent contributions of age and treatment to clinical outcome.'*
Studies have shown that survival outcomes for young women with
breast cancer receiving either lumpectomy or mastectomy are

similar. 137138145147 Some recent studies show improved survival'**!3and
fewer post-surgical complications'! with lumpectomy.

Mastectomy

Mastectomy is indicated for patients who are not candidates for
lumpectomy and those who choose to undergo this procedure over
lumpectomy.
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Only limited data are available on the survival impact of risk-reducing
contralateral mastectomy in women with a unilateral breast cancer.'>
Analysis of women included in the SEER database treated with
mastectomy for a unilateral breast cancer from 1998 to 2003 showed
that contralateral mastectomy performed at the time of treatment of a
unilateral cancer was associated with a reduction in breast
cancer-specific mortality only in the population of young women (18-49
years of age) with stage I/ll, ER-negative breast cancer (HR, 0.68; 95%
Cl, 0.53-0.88; P =.004).! The 5-year breast cancer survival for this
group was slightly improved with contralateral mastectomy versus
without (88.5% vs. 83.7%, difference = 4.8%).!%* These differences
observed in retrospective analysis could be due to selection bias among
patients who chose risk-reducing contralateral mastectomy.!>* A
statistical simulation of survival outcomes after risk-reducing
contralateral mastectomy among women with stage | or Il breast cancer
with no BRCA mutation found that the absolute 20-year survival benefit
from risk-reducing contralateral mastectomy was less than 1% among
all age, ER status, and cancer stage groups.'> Data from a recent
meta-analysis found no absolute reduction in risk of distant metastases
with risk-reduction mastectomy.'>¢ Furthermore, among patients with
unilateral breast cancer who have an increased familial/genetic risk,
although a decrease in metastatic contralateral breast cancer incidence
was observed in those who received risk-reducing contralateral
mastectomy, no improvement was seen in OS of these patients.!¢

The panel recommends that women with breast cancer who are less
than or equal to 35 years or premenopausal and carriers of a known
BRCA1/2 mutation consider additional risk reduction strategies following
appropriate risk assessment and counseling (see NCCN Guidelines for
Breast Risk Reduction and NCCN Guidelines for Genetic/Familial
High-Risk Assessment: Breast and Ovarian). This process should
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involve multidisciplinary consultations prior to surgery, and should
include a discussion of the risks associated with development of a
contralateral breast cancer as compared with the risks associated with
recurrent disease from the primary cancer. Except as specifically
outlined in these guidelines, risk-reduction mastectomy of a breast
contralateral to a known unilateral breast cancer treated with
mastectomy is discouraged by the panel. The use of a prophylactic
mastectomy contralateral to a breast treated with lumpectomy is very
strongly discouraged in all patients.

The NCCN Panel recommends referring to the NCCN Guidelines for
Older Adult Oncology for special considerations for this population.

Surgical Axillary Staging

The NCCN Guidelines for Breast Cancer include a section for surgical
staging of the axilla for stages I, llA, IIB, and IlIA (T3 N1 MO) breast
cancer. Pathologic confirmation of malignancy using ultrasound-guided
fine-needle aspiration (FNA)!*7 or core biopsy must be considered in
patients with clinically positive nodes to determine whether ALN
dissection is needed.

Performance of SLN mapping and resection in the surgical staging of
the clinically negative axilla is recommended and preferred by the panel
for assessment of the pathologic status of the ALNs in patients with
clinical stage |, stage Il, and stage IlIA (T3 N1 MO) breast cancer.>158-1¢
This recommendation is supported by results of randomized clinical
trials showing decreased arm and shoulder morbidity (ie, pain,
lymphedema, sensory loss) in patients with breast cancer undergoing
SLN biopsy compared with patients undergoing standard ALN
dissection.!*17 No significant differences in the effectiveness of the
SLN procedure or level | and Il dissection in determining the presence
or absence of metastases in axillary nodes were seen in these studies.
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However, not all women are candidates for SLN resection. An
experienced SLN team is mandatory for the use of SLN mapping and
excision.!'*®!Women who have clinical stage | or Il disease and do not
have immediate access to an experienced SLN team should be referred
to an experienced SLN team for the definitive surgical treatment of the
breast and surgical ALN staging. In addition, potential candidates for
SLN mapping and excision should have clinically negative ALNs at the
time of diagnosis, or a negative core or FNA biopsy of any clinically
suspicious ALN(s). SLNs can be are assessed for the presence of
metastases by both hematoxylin and eosin (H&E) staining and
cytokeratin IHC. The clinical significance of a lymph node that is
negative by H&E staining but positive by cytokeratin IHC is not clear.
Because the historical and clinical trial data on which treatment
decisions are based have relied on H&E staining, the panel does not
recommend routine cytokeratin IHC to define node involvement and
believes that current treatment decisions should be made based solely
on H&E staining. This recommendation is further supported by a
randomized clinical trial (ACOSOG Z0010) for patients with H&E
negative nodes where further examination by cytokeratin IHC was not
associated with improved OS over a median of 6.3 years.!”’ In the
uncommon situation in which H&E staining is equivocal, reliance on the
results of cytokeratin IHC is appropriate. Multiple attempts have been
made to identify cohorts of women with involved SLNs who have a low
enough risk for non-SLN involvement that complete axillary dissection
might be avoided if the SLN is positive. None of the early studies
identified a low-risk group of patients with positive SLN biopsies but
consistently negative non-sentinel nodes.!”!"!”” A randomized trial
(ACOSOG Z0011) compared SLN resection alone with ALN dissection
in women greater than or equal to 18 years of age with T1/T2 tumors,
fewer than 3 positive SLNs, and undergoing breast-conserving surgery
and whole breast irradiation. In this study, there was no difference in
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local recurrence, DFS, or OS between the two treatment groups. Only
ER-negative status, age less than 50, and lack of adjuvant systemic
therapy were associated with decreased OS.'”® At a median follow-up of
6.3 years, locoregional recurrences were noted in 4.1% of the ALN
dissection group (n = 420) and 2.8% of the SLN dissection patients (n =
436) (P = .11). Median OS was approximately 92% in each group.'”
Therefore, based on these results after SLN mapping and excision, if a
patient has a T1 or T2 tumor with 1 to 2 positive SLNs, did not receive
preoperative systemic therapy, was treated with lumpectomy, and will
receive whole breast radiation, the panel recommends no further
axillary surgery.

The panel recommends level | and Il axillary dissection when 1) patients
have clinically positive nodes at the time of diagnosis that is confirmed
by FNA or core biopsy; or 2) sentinel nodes are not identified. For
patients with clinically negative axillae who are undergoing mastectomy
and for whom radiation therapy is planned, the panel notes that axillary
radiation may replace axillary dissection level I/Il for regional control of
disease.

Traditional level | and level Il evaluation of ALN requires that at least 10
lymph nodes should be provided for pathologic evaluation to accurately
stage the axilla.!®"!8! ALN should be extended to include level Ill nodes
only if gross disease is apparent in the level Il or Ill nodes. In the
absence of gross disease in level Il nodes, lymph node dissection
should include tissue inferior to the axillary vein from the latissimus
dorsi muscle laterally to the medial border of the pectoralis minor
muscle (level | and II).

Furthermore, according to the panel, without definitive data
demonstrating superior survival with ALN dissection or SLN resection,
these procedures may be considered optional in patients who have
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particularly favorable tumors, patients for whom the selection of
adjuvant systemic therapy will not be affected by the results of the
procedure, elderly patients, and patients with serious comorbid
conditions. Women who do not undergo ALN dissection or ALN
irradiation are at increased risk for ipsilateral lymph node recurrence.!®?

Radiation Therapy

Planning Techniques, Targets, and Doses
It is important to individualize radiation therapy planning and delivery.

CT-based treatment planning is encouraged to delineate target volumes
and adjacent organs at risk. Greater target dose homogeneity and
sparing of normal tissues can be accomplished using compensators
such as wedges, forward planning using segments, and intensity-
modulated radiation therapy (IMRT). Respiratory control techniques
including deep inspiration breath-hold and prone positioning may be
used to try to further reduce dose to adjacent normal tissues,
particularly heart and lung. Boost treatment in the setting of breast
conservation can be delivered using enface electrons, photons, or
brachytherapy. Chest wall scar boost when indicated is typically treated
with electrons or photons. Verification of daily setup consistency is done
with weekly imaging. In certain circumstances, more frequent imaging
may be appropriate. Routine use of daily imaging is notrecommended.

Whole Breast Radiation

Whole breast radiation reduces the risk of local recurrence and has
shown to have a beneficial effect on survival.!**!* Randomized trials
have demonstrated decreased in-breast recurrences with an additional
boost dose of radiation (by photons, brachytherapy, or electron beam)
to the tumor bed.!3313* The panel recommends whole breast irradiation to
include breast tissue in its entirety. CT-based treatment planning is
recommended to limit irradiation exposure of the heart and lungs, and to
assure adequate coverage of the breast and lumpectomy site.
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For greater homogeneity of target dose and to spare normal tissues
using compensators such as tissue wedges, forward planning using
segments, and IMRT may be used.!'*>!8 Respiratory control techniques
including deep inspiration breath-hold and prone positioning may be
used to try to further reduce dose to adjacent normal tissues,
particularly heart and lung.!®*” Radiation boost treatment in the setting of
breast conservation can be delivered using enface electrons, photons,
or brachytherapy.

Dose and Fractionation

Four randomized clinical trials have investigated hypofractionated whole
breast radiation schedules (39-42.9 Gy in single fractions of 2.6-3.3
Gy) compared to standard 50 Gy in single fractions of 2 Gy.!31°! The
10-year follow-up data from the START trials!*? are consistent with the
10-year results of the Canadian trial,'”! which reported that local tumor
control and breast cosmesis were similar with a regimen of 42.5 Gy in
16 fractions over 3.2 weeks compared with 50 Gy in 25 fractions over 5
weeks.!”! The START trials reported radiation-related effects to normal
breast tissue such as breast shrinkage, telangiectasia, and breast
edema as less common with the hypofractionated fraction regimen.!*?
The NCCN Panel recommends whole breast irradiation, a dose of 46 to
50 Gy in 23 to 25 fractions, or a dose of 40 to 42.5 Gy in 15t0 16
fractions. Based on convenience and the data from the START trials,'*?
the short course of radiation therapy (40-42.5 Gy in 15-16 fractions) is
the NCCN-preferred option for treatment of patients receiving radiation
therapy to the whole breast only. A boost to the tumor bed is
recommended in patients with higher risk characteristics (such as age
<50, high-grade disease, or patients with focally positive margins) in
order to reduce local relapse.®-"1:184192-19% Typjcal boost doses are 10 to
16 Gy in 4 to 8 fractions.

Chest Wall Radiation (Including Breast Reconstruction)
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The target includes the ipsilateral chest wall, mastectomy scar, and
drain sites when indicated. Depending on whether the patient has had
breast reconstruction, several techniques using photons and/or
electrons are appropriate. The NCCN Panel recommends a dose of 46
to 50 Gy in 23 to 25 fractions to the chest wall. A boost at the scar with
a dose of 2 Gy per fraction to a total dose of approximately 60 Gy may
be considered in some cases based on risk.

Regional Nodal Irradiation

The NCCN Guidelines include updated recommendations for regional
lymph node irradiation in patients treated with lumpectomy and
mastectomy depending on lymph node involvement (see Principles of
Radiation Therapy in the NCCN Guidelines for Breast Cancer).

Two studies, MA.20 and EORTC 22922/10925, evaluated the addition
of regional nodal irradiation to the internal mammary nodes and the
upper axillary nodes including the supraclavicular region, in addition to
whole breast irradiation or chest wall irradiation after lumpectomy or
mastectomy, respectively. In MA.20, regional recurrences were reduced
from 2.7% with breast irradiation only to 0.7% with the addition of nodal
irradiation.!” The distant recurrences were reduced from 17.3% to
13.4%.'° An improvement in DFS was seen from 77% to 82% at 10
years in those who received regional nodal irradiation compared to
those who did not.'> In EORTC 22922/10925, regional radiation
therapy reduced the incidence of regional recurrences from 4.2% to
2.7% and decreased the rate of distant metastases from 19.6% to
15.9% at a median follow-up of 10.9 years.!*

Accelerated Partial Breast Irradiation

Several studies have been reported using accelerated partial breast
irradiation (APBI) rather than whole breast irradiation following complete
surgical excision of in-breast disease. The panel generally views the
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use of APBI as investigational, and encourages its use within the
confines of a high-quality, prospective clinical trial.'*’ For patients who
are not trial eligible, recommendations from ASTRO indicate that APBI
may be suitable in selected patients with early-stage breast cancer and
may be comparable to treatment with standard whole-breast RT.!®
Patients who may be suitable for APBI are women 60 years of age and
older who are not carriers of a known BRCA1/2 mutation and who have
been treated with primary surgery for a unifocal stage |, ER-positive
cancer. Tumors should be infiltrating ductal or have a favorable
histology, should not be associated with an extensive intraductal
component or LCIS, and should have negative margins. Thirty-four Gy
in 10 fractions delivered twice per day with brachytherapy or 38.5 Gy in
10 fractions delivered twice per day with external beam photon therapy
to the tumor bed is recommended. Other fractionation schemes are
under investigation. Studies have suggested that the ASTRO
stratification guidelines may not adequately predict ipsilateral breast
tumor recurrences following APBI.'**2% Follow-up is limited and studies
are ongoing.

Radiation Therapy in Patients Receiving Preoperative Systemic
Therapy

The panel recommends that decisions related to administration of
radiation therapy for patients receiving preoperative systemic
chemotherapy should be made based on maximal stage from
pre-chemotherapy tumor characteristics and/or pathological stage,
irrespective of tumor response to preoperative systemic therapy.

Radiation Therapy After Lumpectomy

After lumpectomy, whole breast irradiation is strongly recommended
with or without boost to tumor bed for node-positive disease (category 1
for those with positive nodes; category 2A for those with negative
axillary nodes). This recommendation is supported by the results of a
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meta-analysis by the EBCTCG showing reduction in 10-year risk of
recurrence in those who received whole breast irradiation versus those
who did not (19% vs. 35%; RR 0.52; 95% ClI, 0.48-0.56).'* In addition,
a significant reduction in 15-year risk of breast cancer death (21% vs.
25%; RR 0.82; 95% Cl, 0.75-0.90) was also observed.!*

Regional Nodal Irradiation

The reduction in the risk of locoregional and distant recurrence and
improvement in DFS seen in the MA.20 and EORTC 22922/10925 trials
support the importance of regional nodal irradiation after
lumpectomy.!*>1% The NCCN Panel strongly recommends irradiation of
infraclavicular and supraclavicular areas, internal mammary nodes, and
any part of the axillary bed that may be suspicious (category 1 for 24
positive nodes). Irradiation of the regional nodal area is generally not
recommended by the panel for those with negative axillary nodes.

If adjuvant chemotherapy is indicated after lumpectomy, radiation
should be given after chemotherapy is completed.?’!2> This
recommendation is based on results of the “Upfront-Outback” trial in
which patients who had undergone breast-conserving surgery and
axillary dissection were randomly assigned to receive chemotherapy
following radiation therapy or radiation therapy following chemotherapy.
The initial results showed an increased rate of local recurrence in the
group with delayed radiotherapy at a median follow-up of 58 months;?*
however, differences in rates of distant or local recurrence were not
statistically significant when the two arms were compared at 135-month
follow-up.?"!

Radiation Therapy After Lumpectomy in Older Adults

Whole breast irradiation as a component of breast-conserving therapy is
not always necessary in selected women 70 years of age or older. In a
study of women with clinical stage |, ER-positive breast cancer who
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were greater than or equal to 70 years of age at diagnosis, patients
were randomized to receive lumpectomy with whole breast radiation or
lumpectomy alone, both with tamoxifen for five years. Locoregional
recurrence rates were 1% in the lumpectomy, radiation, and tamoxifen
arm and 4% in the lumpectomy plus tamoxifen arm. There were no
differences in OS, DFS, or need for mastectomy.?” These results were
confirmed in an updated analysis of this study with a median follow-up
of 12.6 years.?** At 10 years, a statistically significant reduction in
ipsilateral breast recurrences was seen with radiation therapy with 90%
of patients in the lumpectomy and tamoxifen arm compared with 98% in
the lumpectomy plus radiation and tamoxifen arm who were free from
locoregional recurrence.** Similar results were obtained in other studies
of similar design.?>2Whether the difference in tumor control is
clinically significant and the patient receives breast radiotherapy should
be individualized based upon discussion between the patient and her
care team.

The NCCN Guidelines allow for the use of lumpectomy (pathologically
negative margin required) plus tamoxifen or an aromatase inhibitor
without breast irradiation in women greater than or equal to 70 years of
age with clinically negative lymph nodes and ER-positive, T1 breast
cancer (category 1).

Radiation Therapy After Mastectomy

Node-Positive Disease: Randomized clinical trials have shown that a
DFS and OS advantage is conferred by the irradiation of chest wall and
regional lymph nodes in women with positive ALNs after mastectomy
and ALN dissection.?”?!! In these trials, the ipsilateral chest wall and
the ipsilateral locoregional lymph nodes were irradiated. The results of
EBCTCG meta-analyses?®'? show that radiotherapy after mastectomy
and axillary node dissection reduced both recurrence and breast cancer
mortality in the women with 1 to 3 positive lymph nodes evenwhen
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systemic therapy was administered.!** Based on these studies, the
current guidelines recommend postmastectomy chest wall irradiation in
women with positive ALNs (category 1). Two retrospective analyses
have provided evidence for benefit of radiation therapy for only selected
patients (patients presenting with clinical stage Il disease and patients
with four or more positive nodes) receiving preoperative systemic
therapy prior to mastectomy.?!3-214

Regional Nodal Irradiation

The use of regional nodal irradiation for patients undergoing
mastectomy is supported by a subgroup analysis of studies from the
Danish Breast Cancer Cooperative Group.?'>In this analysis, a
substantial survival benefit was associated with postmastectomy
radiation therapy for women with 1 to 3 positive ALNs. In addition, data
from the EORTC 22922/10925 trial supports the role of regional RT in
this population based on the inclusion of patients who had undergone
mastectomy in this study. Based on the above data, the NCCN Panel
recommends irradiation of infraclavicular and supraclavicular areas,
internal mammary nodes, and any part of the axillary bed that may be

suspicious (category 1 for 24 positive nodes; 2A for 1-3 positive nodes).

Node-Negative Disease: Features in node-negative tumors that predict
a high rate of local recurrence include primary tumors greater than 5 cm
or positive pathologic margins. Chest wall irradiation is recommended
for these patients.?'® Consideration should be given to radiation to the
ipsilateral supraclavicular area and to the ipsilateral internal mammary
lymph nodes, especially in patients with tumors greater than 5 cm, or
positive surgical margins. In patients with tumors less than or equal to 5
cm and negative margins but less than or equal to 1 mm, chest wall
irradiation should be considered.
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In patients with negative nodes, tumor less than or equal to 5 cm, and
clear margins (=1 mm), post-mastectomy radiation therapy is usually
not recommended. However, the panel has noted that it may be
considered only for patients with high risk of recurrence. A retrospective
analysis suggests benefit of post-mastectomy radiation therapy in
reducing risk of recurrence in patients with node-negative disease with
high-risk factors such as close margins, tumors greater than or equal to
2 cm, premenopausal status, and lymphovascular invasion.?'” Another
study showed increased risk of locoregional recurrence in women with
node-negative triple-negative breast cancer with tumors less than or
equal to 5 cm.?!?

Breast Reconstruction

Breast reconstruction may be an option for any woman receiving
surgical treatment for breast cancer. Therefore, all women undergoing
breast cancer treatment should be educated about breast reconstructive
options as adapted to their individual clinical situation and be offered an
opportunity to consult with a reconstructive plastic surgeon. Breast
reconstruction should not interfere with the appropriate surgical
management. This may increase the risk of overall and cancer-related
death, especially in those with late-stage disease.?!’ Coordinating
consultation and surgical treatment with a reconstructive surgeon
should be executed within a reasonable timeframe.

Several reconstructive approaches are summarized for these patients in
the NCCN Guidelines for Breast Cancer under Principles of Breast
Reconstruction Following Surgery.

The decision regarding type of reconstruction includes patient
preference, body habitus, smoking history, comorbidities, plans for
irradiation, and expertise and experience of the reconstruction team.
Smoking and obesity increase the risk of complications for all types of
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breast reconstruction whether with implant or flap.?2°-?2* Smoking and
obesity are therefore considered a relative contraindication to breast
reconstruction by the NCCN Panel. Patients should be informed of
increased rates of wound healing complications and partial or complete
flap failure among smokers and obese patients.

Reconstruction is an optional procedure that does not impact the
probability of recurrence or death, but it is associated with an improved
quality of life for many patients. It is sometimes necessary to perform
surgery on the contralateral breast (ie, breast reduction, implantation) to
achieve optimal symmetry between the ipsilateral reconstructed breast
and the contralateral breast.

Breast Reconstruction After Mastectomy

Mastectomy results in loss of the breast for breastfeeding, loss of
sensation in the skin of the breast and nipple-areolar complex (NAC),
and loss of the breast for cosmetic, body image, and psychosocial
purposes. The loss of the breast for cosmetic, body image, and
psychosocial issues may be partially overcome through the
performance of breast reconstruction with or without reconstruction of
the NAC.

Women undergoing mastectomy should be offered consultation
regarding options and timing of breast reconstruction.

Many factors must be considered in the decision-making about breast
reconstruction. There are several different types of breast
reconstruction that include the use of implants, autogenous tissues, or
both.??>-2?” Reconstruction with implants can be performed either by
immediate placement of a permanent subpectoral implant or initial
placement of a subpectoral expander implant followed by gradual
expansion of the implant envelope with stretching of the pectoralis
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major muscle and overlying skin followed by replacement of the
expander with a permanent implant. A wide variety of implants are
available that contain saline, silicone gel, or a combination of saline and
silicone gel inside a solid silicone envelope.

Autogenous tissue methods of reconstruction use various combinations
of fat, muscle, skin, and vasculature from donor sites (ie, abdomen,
buttock, back) that may be brought to the chest wall with their original
blood supply (pedicle flap) or as free flaps with microvascular
anastomoses to supply blood from the chest wall/thorax.??® Several
procedures using autologous tissue are available including transverse
rectus abdominis myocutaneous flap, latissimus dorsi flap, and gluteus
maximus myocutaneous flap reconstruction.

Composite reconstruction techniques use implants in combination with
autogenous tissue reconstruction to provide volume and symmetry.
Patients with underlying diabetes or who smoke tobacco have
increased rates of complications following autogenous tissue breast
cancer reconstruction, presumably because of underlying microvascular
disease.

Reconstruction can be performed either at the time of the mastectomy
known as “immediate breast reconstruction” and under the same
anesthetic or in a delayed fashion any time, known as “delayed breast
reconstruction.” In many cases, breast reconstruction involves a staged
approach requiring more than one procedure such as surgery on the
contralateral breast to improve symmetry, revision surgery involving the
breast and/or donor site, and/or nipple and areola reconstruction and
tattoo pigmentation.

Plans for post-mastectomy radiation therapy can impact decisions
related to breast reconstruction since there is a significantly increased
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risk of implant capsular contracture following irradiation of an implant.
Furthermore, postmastectomy irradiation may have a negative impact
on breast cosmesis when autologous tissue is used in immediate breast
reconstruction, and may interfere with the targeted delivery of radiation
when immediate reconstruction is performed using either autologous
tissue or breast implants.?”*2*° Some studies, however, have not found a
significant compromise in reconstruction cosmesis after radiation
therapy.?*! The preferred approach to breast reconstruction for
irradiated patients was a subject of controversy among the panel. While
some experienced breast cancer teams have employed protocols in
which immediate tissue reconstructions are followed by radiation
therapy, generally radiation therapy is preferred to precede autologous
reconstruction due to the reported loss in reconstruction cosmesis
(category 2B). When implant reconstruction is planned in a post
mastectomy patient requiring radiation therapy, the NCCN Panel prefers
a staged approach with immediate tissue expander placement followed
by implant placement. Immediate placement of an implant in patients
requiring postoperative radiation has an increased rate of capsular
contracture, malposition, poor cosmesis, and implant exposure. Surgery
to exchange the tissue expanders with permanent implants can be
performed prior to radiation or after completion of radiation therapy.

In a previously radiated patient, the use of tissue expanders/implants is
relatively contraindicated.?*? Tissue expansion of irradiated skin can
result in a significantly increased risk of capsular contracture,
malposition, poor cosmesis, implant exposure, and failed
reconstruction.?32*|f a patient has previously received radiation therapy
to the breast, autologous tissue reconstruction is the preferred method
of breast reconstruction.
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Skin-sparing Mastectomy

Skin-sparing mastectomy procedures are appropriate for some patients
and involve removal of the breast parenchyma including the NAC while
preserving the majority of the original skin envelope, and are followed
by immediate reconstruction with autogenous tissue, a prosthetic
implant, or a composite of autogenous tissue and an implant.
Skin-sparing mastectomy involving preservation of the skin of the NAC
has become the subject of increased attention. Possible advantages of
this procedure include improvements in breast cosmesis, body image,
and nipple sensation following mastectomy, although the impact of this
procedure on these quality-of-life issues has not been well-studied.?*>-2%
There are limited data from surgical series, with short follow-up, that
suggest that performance of NAC-sparing mastectomy in selected
patients is associated with low rates of occult involvement of the NAC
with breast cancer and local disease recurrence.?*%*%2? NAC-sparing
procedures may be an option in patients who are carefully selected by
experienced multidisciplinary teams. According to the NCCN Panel,
when considering a NAC-sparing procedure, assessment of nipple
margins is mandatory. Retrospective data support the use of NAC-
sparing procedures for patients with breast cancer with low rates of
nipple involvement and low rates of local recurrence due to early-stage,
biologically favorable (ie, Nottingham grade | or 2, node-negative,
HER2-negative, no lymphovascular invasion) invasive cancers and/or
DCIS that are peripherally located in the breast (>2 cm from
nipple).2**>*! Contraindications for nipple preservation include evidence
of nipple involvement such as Paget’s disease or other nipple discharge
associated with malignancy and/or imaging findings suggesting
malignant involvement of nipple and subareolar tissues. Several
prospective trials are underway to evaluate NAC-sparing mastectomy in
the setting of cancer and enrollment in such trials is encouraged.
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Advantages of a skin-sparing mastectomy procedure include an
improved cosmetic outcome resulting in a reduction in the size of the
mastectomy scar and a more natural breast shape, especially when
autologous tissue is used in reconstruction,?*> and the ability to perform
immediate reconstruction. Although no randomized studies have been
performed, results of several mostly retrospective studies have
indicated that the risk of local recurrence is not increased when patients
receiving skin-sparing mastectomies are compared with those
undergoing non-skin—sparing procedures. However, strong selection
biases almost certainly exist in the identification of patients appropriate
for skin-sparing procedures.?***” Reconstruction of the NAC may also
be performed in a delayed fashion if desired by the patient.
Reconstructed nipples are devoid of sensation. According to the NCCN
Panel, skin-sparing mastectomy should be performed by an
experienced breast surgery team that works in a coordinated,
multidisciplinary fashion to guide proper patient selection for skin-
sparing mastectomy, determine optimal sequencing of the
reconstructive procedure(s) in relation to adjuvant therapies, and
perform a resection that achieves appropriate surgical margins. Post-
mastectomy radiation should still be applied for patients treated by skin-
sparing mastectomy following the same selection criteria as for
standard mastectomy.

Breast Reconstruction After Lumpectomy

Issues related to breast reconstruction also pertain to women who
undergo or have undergone a lumpectomy, particularly in situations
where the surgical defect is large and/or expected to be cosmetically
unsatisfactory. An evaluation of the likely cosmetic outcome of
lumpectomy should be performed prior to surgery. Oncoplastic
techniques for breast conservation can extend breast-conserving
surgical options in situations where the resection by itself would likely
yield an unacceptable cosmetic outcome.?* The evolving field of

Version 2.2020 © 2020 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

oncoplastic surgery includes the use of “volume displacement”
techniques performed in conjunction with a large partial mastectomy.**
Oncoplastic volume displacement procedures combine the removal of
generous regions of breast tissue (typically designed to conform to the
segmentally distributed cancer in the breast) with “mastopexy”
techniques in which remaining breast tissues are shifted together within
the breast envelope to fill the resulting surgical defect and thereby avoid
the creation of significant breast deformity. Volume displacement
techniques are generally performed during the same operative setting
as the breast-conserving lumpectomy by the same surgeon who is
performing the cancer resection.?#>%

Advantages of oncoplastic volume displacement techniques are that
they permit the removal of larger regions of breast tissue, thereby
achieving wider surgical margins around the cancer, and at the same
time better preserve the natural shape and appearance of the breast
than do standard breast resections.?!

Limitations of oncoplastic volume displacement techniques include lack
of standardization among centers, performance at only a limited number
of sites in the United States, and the possible necessity for subsequent
mastectomy if pathologic margins are positive when further
breast-conserving attempts are deemed impractical or unrealistic.
Nevertheless, the consensus of the panel is that these issues should be
considered prior to surgery for women who are likely to have a surgical
defect that is cosmetically unsatisfactory, and that women who undergo
lumpectomy and are dissatisfied with the cosmetic outcome after
treatment should be offered a consultation with a plastic surgeon to
address the repair of resulting breast defects. Patients should be
informed of the possibility of positive margins and potential need for
secondary surgery, which could include re-excision segmental
resection, or could require mastectomy with or without loss of the
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nipple. Oncoplastic procedures can be combined with surgery on the
contralateral unaffected breast to minimize long-term asymmetry.

Finally, decisions regarding breast reconstruction should primarily focus
on treatment of the tumor, and such treatment should not be
compromised.

Systemic Therapies (Preoperative and Adjuvant)

Principles of Preoperative Systemic Therapy

The NCCN Panel has outlined the rationale, appropriate patient
selection, and response assessment for preoperative systemic therapy
in a new section titled, Principles of Preoperative Chemotherapy.

Rationale for Preoperative Chemotherapy

Randomized clinical trials have found no significant differences in long-
term outcomes when systemic chemotherapy is given before or after
surgery.?>2% Historically, a primary advantage of administering
preoperative systemic therapy has been to improve surgical outcomes.
Preoperative systemic therapy can render inoperable tumors resectable
and also downstage patients with operable breast cancer desiring
breast conservation.?* Results from large clinical trials and
retrospective reviews indicate that breast conservation rates are
improved with preoperative systemic therapy.>**?%° Clinicians need to
carefully consider the extent of disease in the breast and likelihood of
adequate tumor response before recommending preoperative systemic
therapy to improve the likelihood of successful breastconservation.

In addition, use of preoperative systemic therapy may provide important
prognostic information based on response to therapy. Achieving a
pathologic complete response (pCR) to neoadjuvant therapy is
associated with favorable disease-free and OS in early-stage breast
cancer. The correlation between pathologic response and long-term
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outcomes in patients with early-stage breast cancer is strongest for
patients with triple-negative breast cancer, less so for HER2-positive
disease, and least for hormone-positive disease.?¢2#

Other benefits of preoperative systemic therapy include allowing time
for. appropriate genetic testing and for planning breast reconstruction in
patients proceeding with mastectomy. For those with significant residual
disease after standard preoperative systemic therapy, it may provide an
opportunity to identify patients who are candidates for clinical trials of
novel agents in the adjuvant setting. To date, the tailoring of therapy
based on poor response to standard preoperative chemotherapy has
not yet demonstrated improved outcomes. In addition, preoperative
systemic therapy also serves as an excellent research platform to test
novel therapies and predictive biomarkers by providing tumor
specimens and blood samples prior to and during systemictreatment.

Selection of Patients for Preoperative Therapy

Not all patients are appropriate candidates for preoperative systemic
therapy. According to the NCCN Panel, among those with inoperable
breast tumors, preoperative systemic therapy is indicated in women with
locally advanced or inoperable breast cancer including those with
inflammatory breast cancer; those with N2 and N3 regional lymph node
nodal disease; and T4 tumors. In patients with operable breast cancer
who are clear candidates for adjuvant chemotherapy, preoperative
systemic therapy may be considered if a patient desires breast-
conserving surgery but the surgery is not possible due to the size of the
tumor relative to that of the breast, with the hope that this will help
obtain clear surgical margins at final resection. Preoperative systemic
therapy may also be administered in patients with operable tumors if the
patient’s breast cancer subtype is one associated with a high likelihood
of response. When preoperative systemic therapy is used toimprove
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the likelihood of successful breast conservation, the surgical plan
should consider the possibility that clear surgical margins may not
always be obtained, and a follow-up mastectomy may be required, with
or without breast reconstruction. This consideration is especially
important when oncoplastic breast reduction techniques or contralateral
breast symmetry procedures are added to the breast-conserving
surgery to achieve optimal cosmetic outcomes.

The NCCN Panel cautions that preoperative systemic therapy is not
appropriate for certain patients. Preoperative systemic therapy should
not be offered in patients with extensive in situ disease when the extent
of invasive disease cannot be defined; in patients where the extent of
the tumor is poorly delineated; or in those whose tumors are not
palpable or clinically assessable. The decision to utilize preoperative
therapy should be made in the context of a coordinated and
collaborative multi-disciplinary team.

Preoperative Systemic Therapy Options

Chemotherapy: A number of chemotherapy regimens have activity in
the preoperative setting. According to the NCCN Panel, those regimens
recommended in the adjuvant setting may be considered in the
preoperative setting. In both settings, the underlying aim remains the
same: eradication or control of undiscovered distant metastases.

Endocrine Therapy: Neoadjuvant endocrine therapy alone may be
offered to those with strongly hormone receptor-positive tumors.?°-26¢
According to the NCCN Panel, the endocrine therapy options include an
aromatase inhibitor (with ovarian suppression for premenopausal
women) or tamoxifen. The preferred endocrine therapy option for
postmenopausal women is an aromatase inhibitor.
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HERZ2 Targeted Therapy: For patients with HER2-positive breast
cancer, that are candidates for preoperative systemic therapy,
chemotherapy and trastuzumab-based therapy is recommended.?*’
Chemotherapy and dual anti-HER2 blockade associated with
trastuzumab plus pertuzumab has shown significant improvements in
the pCR rate when compared with chemotherapy and one anti-HER2
agent in the preoperative setting.?¢®>’° In the Neosphere trial, the
addition of pertuzumab to trastuzumab and docetaxel preoperativelyled
to a statistically significant increase in pCR in the breast (16.8%
increase; 95% Cl, 3.5-30.1; P =.0141).2°In the TRYPHAENA trial,
preoperative therapy with pertuzumab and trastuzumab given along
with anthracycline-containing or anthracycline-free standard
chemotherapy regimens to patients with operable, locally advanced, or
inflammatory HER2-positive breast cancer showed pCR rates in all
treatment arms ranging from 57% to 66%.>’! The mean change in left
ventricular ejection fraction was similar in all treatment arms.?”! The
NCCN Panel supports the FDA-approved indication that a pertuzumab-
containing regimen may be administered preoperatively to patients with
greater than or equal to T2, or greater than or equal to N1, HER2-
positive, early-stage breast cancer.

Response Assessment During Preoperative Chemotherapy: The NCCN
panel recommends that tumor response should be routinely assessed
by clinical exam during the delivery of preoperative systemic therapy.
Patients with operable breast cancer experiencing progression of
disease while undergoing preoperative systemic therapy should be
taken promptly to surgery. Imaging during preoperative systemic
therapy should not be done routinely, but may be considered if tumor
progression is suspected. Imaging prior to surgery should be
determined by a multi-disciplinary team
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Systemic Adjuvant Therapy

After surgical treatment, adjuvant systemic therapy should be
considered. The decision is often based on individual risk of relapse and
predicted sensitivity to a particular treatment (eg, ER/PR and HER2
status).

The published results of the EBCTCG overview analyses of adjuvant
chemotherapy and tamoxifen show convincing reductions in the odds of
recurrence and death in all age groups for chemotherapy and endocrine
therapy.*?”> Thus, the current guidelines recommend adjuvant therapy
without regard to patient age (category 1). The decision to use systemic
adjuvant therapy requires considering and balancing risk for disease
recurrence with local therapy alone, the magnitude of benefit from
applying adjuvant therapy, toxicity of the therapy, and comorbidity.?’327*
The decision-making process requires collaboration between the health
care team and patient.

Estimating Risk of Relapse or Death and Benefits of Systemic
Treatment

Several prognostic factors predict for future recurrence or death from
breast cancer. The strongest prognostic factors are patient age,
comorbidity, tumor size, tumor grade, number of involved ALNs, and
possibly HER2 tumor status. Algorithms have been published
estimating rates of recurrence,?”* and a validated, computer-based
model (Adjuvant! Online; www.adjuvantonline.com) is available to
estimate 10-year DFS and OS that incorporates all of the above
prognostic factors except for HER2 tumor status.?’*?’> These tools aid
the clinician in objectively estimating outcome with local treatment only,
and also assist in estimating the absolute benefits expected from
systemic adjuvant endocrine therapy and chemotherapy. These
estimates may be utilized by the clinician and patient in their shared
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decision-making regarding the toxicities and benefits of systemic
adjuvant therapy.?’®

A determination of the HER2 status of the tumor is recommended for
prognostic purposes for patients with node-negative breast cancer.?”’
More importantly, HER2 tumor status also provides predictive
information used in selecting optimal adjuvant/neoadjuvant therapy and
in the selection of therapy for recurrent or metastatic disease (category
1). For example, retrospective analyses have demonstrated that
anthracycline-based adjuvant therapy is superior to non-anthracycline—
based adjuvant chemotherapy in patients with HER2-positive tumors,’®
282 and that the dose of doxorubicin may be important in the treatment of
tumors that are HER2-positive.?3 Prospective evidence of the predictive
utility of HER2 status in early-stage **+?* and metastatic breast
cancer?-*2js available for trastuzumab-containing therapies.

Use of DNA microarray technologies to characterize breast cancer has
allowed for development of classification systems of breast cancer by
gene expression profile.> Five major subtypes of breast cancer have
been identified by DNA microarray gene expression profiling:
ER-positive/HER2-negative (luminal A and luminal B subtypes);
ER-negative/HER2-negative (basal subtype); HER2-positive; and
tumors that have characteristics similar to normal breast tissue.**2 In
retrospective analyses, these gene expression subtypes are associated
with differing relapse-free survival and OS.

There are many gene-based assays to predict prognosis such as
distant recurrence, local recurrence, or survival.

The 21-gene assay using reverse transcription polymerase chain
reaction (RT-PCR) on RNA isolated from paraffin-embedded breast
cancer tissue is among the best-validated prognostic assays, and there
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are data showing that it can predict who is most likely to respond to
systemic chemotherapy.

Studies have shown that the 21-gene assay recurrence score obtained
is predictive of locoregional and distant recurrence for postmenopausal
women treated with tamoxifen or those treated with an aromatase
inhibitor.>7>° Studies have also demonstrated the ability of the
recurrence score to independently predict response to adjuvant
chemotherapy.**-2 Unplanned, retrospective subset analysis from a
single randomized clinical trial in post-menopausal, ALN-positive,
ER-positive breast cancer found that the 21-gene RT-PCR assay may
provide predictive information for chemotherapy benefit in addition to
tamoxifen.>% Patients with a high score in the study benefited from
chemotherapy, whereas patients with a low score did not appear to
benefit from the addition of chemotherapy regardless of the number of
positive lymph nodes.** Many other multi-gene or multi-gene
expression assay systems have been developed.

The 70-gene signature assay uses microarray technology to analyze
gene expression profile from breast tumor tissue (formalin-fixed,
paraffin-embedded fresh or frozen breast tumor tissue) to help identify
patients with early-stage breast cancer likely to develop distant
metastases.’®*=% This assay is approved by the FDA to assist in
assignment of women with ER-positive or ER-negative breast cancer
into a high versus low risk for recurrence, but not for predicting benefit
from adjuvant systemic therapy. The prospective RASTER study
reported that breast cancer patients classified by the 70-gene signature
as low risk (of whom 85% did not receive adjuvant chemotherapy) had
an overall 97% distant recurrence-free interval at five years.?!°

Another assay with 50 genes identifies intrinsic breast cancer subtypes
(luminal A, luminal B, HER2 enriched and basal-like) in addition to
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generating a risk of recurrence (ROR) score that can be used to predict
prognosis among postmenopausal women with hormone-positive breast
cancer. In a retrospective analysis of the ATAC trial,’!' the ROR score
obtained using the 50-gene assay in postmenopausal patients treated
with-adjuvant tamoxifen or anastrozole was seen to have a continuous
relationship with the risk of distant recurrence at 10 years in node-
negative and node-positive disease. The retrospective analysis also
compared the ROR score obtained using the 50-gene assay with the
recurrence score obtained using the 21-gene assay. Both assays
identified similar percentage of low-risk patients (hormone receptor-
positive, node-negative) with similar risk of recurrence. The ABCSG-8
trial showed that the ROR score provides prognostic information and
predicts the risk of distant recurrence in postmenopausal women with
ER-positive early-stage breast cancer.?'? A recent combined analysis of
the ATAC and the ABCSG-8 trials reported ROR score as a strong
predictor of late distant recurrence (greater than 5 years) for patients
with hormone receptor-positive, node-negative disease.’'*The NCCN
Panel members acknowledge that many assays have been clinically
validated for prediction of prognosis. However, based on the currently
available data, the panel believes that the 21-gene assay has been best
validated for its use as a prognostic test as well as in predicting who is
most likely to respond to systemic chemotherapy.

Patients with a high recurrence score obtained using the 21-gene assay
clearly benefit from chemotherapy, whereas patients with a low score
do not appear to benefit from the addition of chemotherapy regardless
of the number of positive lymph nodes.** The results from the
prospective TAILORX study support the use of the 21-gene assay to
spare the use of chemotherapy in patients with a low-risk score.*'*In
patients with a low-risk score (£10) at 5 years, the risk of the recurrence
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of breast cancer at a distant site was less than 1% and the risk of any
recurrence was less than 2%.3'

The additional benefit from adjuvant chemotherapy in addition to
endocrine therapy is currently unclear for patients with intermediate
recurrence score. The long-term follow-up results from the TAILORx
trial clarify the use of chemotherapy in women with hormone-receptor—
positive, HER2-negative, axillary node—negative invasive breast cancer
with mid-range 21-gene assay recurrence score (between 11-25).31
The ongoing RxPONDER trial is evaluating whether adjuvant
chemotherapy is beneficial in patients with hormone receptor-positive,
HER2-negative breast cancer with positive ALNs and a recurrence
score of 25 or less.?'¢

The MINDACT trial is phase Il trial comparing the 70-gene signature
with the commonly used clinicopathologic criteria in selecting patients
for adjuvant chemotherapy in breast cancer with 0 to 3 positive
nodes.?'” The early results from the MINDACT trial suggest that the 70-
gene signature can help avoid chemotherapy in certain patients
regardless of larger tumor size and nodal status, without compromising
the outcome.?'® Among the MINDACT trial patients, if decision on
administering adjuvant chemotherapy was based on clinical
characteristics alone (tumor size and nodal status), 50% would receive
adjuvant chemotherapy; however, only 36% received chemotherapy
using the risk status based on the 70-gene signature—an absolute
reduction of 14% in chemotherapy administration rate.*'8

Axillary Lymph Node-Negative Tumors

Small tumors (up to 0.5 cm in greatest diameter) that do not involve the
lymph nodes are so favorable that adjuvant systemic therapy is of
minimal incremental benefit and is not recommended as treatment of
the invasive breast cancer. According to the NCCN Panel, endocrine
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therapy may be considered to reduce the risk for a second contralateral
breast cancer, especially in those with ER-positive disease. The NSABP
database demonstrated a correlation between the ER status of a new
contralateral breast tumor and the original primary tumor, which
reinforced the notion that endocrine therapy is not an effective strategy
to reduce the risk for contralateral breast cancer in patients diagnosed
with ER-negative tumors.*"

Patients with invasive ductal or lobular tumors greater than 0.5 cm in
diameter and no lymph node involvement may be divided into patients
with a low risk of recurrence and those with unfavorable prognostic
features that warrant consideration of adjuvant therapy. Unfavorable
prognostic features include intramammary angiolymphatic invasion,
high nuclear grade, high histologic grade, HER2-positive status, or
hormone receptor-negative status. The use of endocrine therapy and
chemotherapy in these relatively lower risk subsets of women must be
based on balancing the expected absolute risk reduction and the
individual patient’s willingness to experience toxicity to achieve that
incremental risk reduction.

For women with lymph node-negative, hormone receptor-negative
tumors less than or equal to 0.5 cm with micrometastasis (pN1mi) or
tumors 0.6 to 1.0 cm, the NCCN Guidelines suggest considering
adjuvant chemotherapy (category 2A). For tumors greater than 1 cm in
diameter chemotherapy is a category 1 recommendation.

For those with lymph node-negative, hormone receptor-positive breast
cancer tumors greater than 0.5 cm, the panel recommends endocrine
therapy (category 1) with the consideration of chemotherapy.
Incremental benefit of combination chemotherapy in patients with lymph
node-negative, hormone receptor-positive breast cancer may be
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relatively small.** However, chemotherapy should not be withheld from
these patients solely based on ER-positive tumor status.*3232! The
panel considers the 21-gene RT-PCR assay an option for these patients
to help estimate likelihood of recurrence and benefit from
chemotherapy. The panel emphasizes that the recurrence score should
be used for decision-making only in the context of other elements of risk
stratification for an individual patient.

Axillary Lymph Node-Positive Tumors

Patients with lymph node-positive disease are most often candidates for
chemotherapy and, if the tumor is hormone receptor-positive, for the
addition of endocrine therapy (category 1). When HERZ2 is amplified or
over-expressed, HER2-targeted therapy should be incorporated into the
adjuvant chemotherapy. The NCCN Panel has noted in a footnote that
the 21-gene RT-PCR assay recurrence score can be considered in
select patients with 1 to 3 involved ipsilateral ALNs to guide the addition
of combination chemotherapy to standard hormone therapy based on
the retrospective study by Albain et al.?®

Stratification for Systemic Adjuvant Therapy

The NCCN Guidelines stratify patients with breast cancer based on their
hormone receptor status and HER2 expression. Patients are then
further stratified based on risk of disease recurrence based on anatomic
and pathologic characteristics (ie, tumor grade, tumor size, ALN status,
angiolymphatic invasion).

Adjuvant Endocrine Therapy

The NCCN Guidelines call for the determination of ER and PR content
in all primary invasive breast cancers.!” Patients with invasive breast
cancers that are ER or PR positive should be considered for adjuvant
endocrine therapy regardless of patient age, lymph node status, or
whether adjuvant chemotherapy is to be administered.**? Selected
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studies suggest that HER2-positive breast cancers may be less
sensitive to some endocrine therapies, although other studies have
failed to confirm this finding.?8%-323-33% A retrospective analysis of tumor
blocks collected in the ATAC trial indicated that HER2 amplification is a
marker of relative endocrine resistance independent of type of
endocrine therapy.*! However, given the favorable toxicity profile of the
available endocrine therapies, the panel recommends the use of
adjuvant endocrine therapy in the majority of women with hormone
receptor-positive breast cancer regardless of menopausal status, age,
or HER2 status of the tumor.

Tamoxifen

The most firmly established adjuvant endocrine therapy is tamoxifen for
both premenopausal and postmenopausal women.* In women with
ER-positive breast cancer, adjuvant tamoxifen decreases the annual
odds of recurrence by 39% and the annual odds of death by 31%
irrespective of the use of chemotherapy, patient age, menopausal
status, or ALN status.*In patients receiving both tamoxifen and
chemotherapy, chemotherapy should be given first, followed by
sequential tamoxifen.**! Prospective randomized trials have
demonstrated that 5 years of tamoxifen is more effective than 1 to 2
years of tamoxifen.?3233

The ATLAS trial randomly allocated 12,894 women to continue
tamoxifen up to 10 years or to discontinue tamoxifen (control). The
outcome analyses of 6846 women with ER-positive disease showed
that by extending adjuvant treatment to 10 years, the risk of relapse and
breast cancer-related mortality was reduced.*** The risk of recurrence
during years 5 to 14 was 21.4% for women receiving tamoxifen versus
25.1% for controls (absolute recurrence reduction 3.7%). Patients
receiving tamoxifen beyond 10 years of treatment had a greater
reduction in risk of progression, possibly due to a “carryover effect.” The
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reduction in risk of recurrence was 0.90 (95% ClI, 0.79-1.02) during 5 to
9 years of tamoxifen treatment and 0.75 (0.62-0.90) after 10 years of
treatment. Furthermore, reduced mortality was apparent after
completion of 10 years of treatment with tamoxifen. With regards to
toxicity, the most important adverse effects noted in all women in the
ATLAS trial after treatment with 10 years of tamoxifen were an
increased risk for endometrial cancer and pulmonary embolism. The

recurrence rate ratio reported for pulmonary embolus was 1.87 (95% ClI,

1.13-3.07; P = .01 [including 0.2% mortality in both groups]) and for
endometrial cancer was 1.74 (1.30-2.34, P = .0002). The cumulative
risk for endometrial cancers during 5 to 14 years was 3.1%, with a
mortality of 0.4% associated with endometrial cancer, higher than what
was noted in the control group of patients receiving only 5 years of
therapy (cumulative risk: 1.6%; mortality: 0.2%).*** The results of the
aTTom trial confirm the ATLAS reduction in recurrence and death from
breast cancer.’*

In women who are premenopausal at diagnosis, the NCCN Panel
recommends tamoxifen treatment with or without ovarian
suppression/ablation. Ovarian ablation may be accomplished by
surgical oophorectomy or by ovarian irradiation. Ovarian suppression
utilizes luteinizing hormone-releasing hormone (LHRH) agonists that
result in suppression of luteinizing hormone (LH) and release of follicle-
stimulating hormone (FSH) from the pituitary and reduction in ovarian
estrogen production. Available LHRH agonists in the United States
include goserelin and leuprolide and, when used for ovarian
suppression, both agents should be given as monthly injections as the
3-month depots do not reliably suppress estrogen levels in all patients.

The EBCTCG performed a meta-analysis of randomized studies of
ovarian ablation or suppression alone versus no additional systemic
adjuvant therapy for early-stage breast cancer. Analysis of ovarian
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suppression versus no adjuvant therapy did not demonstrate significant
reduction in recurrence (HR 0.72; 95% ClI, 0.49-1.04) or death (HR
0.82; 95% CI, 0.47-1.43).2% In addition, data on ovarian suppression
with tamoxifen, chemotherapy, or both showed no significant reduction
in reduced recurrence or death.

Studies in premenopausal women of ovarian ablation or suppression
alone versus CMF (cyclophosphamide/methotrexate/fluorouracil)
chemotherapy alone generally demonstrate similar antitumor efficacy in
patients with hormone receptor-positive tumors and superior outcomes
with CMF in patients with hormone receptor-negative tumors.336-34
There is also the suggestion that the benefits of ovarian
suppression/ablation may be greater in the younger premenopausal
group. Studies in premenopausal women of ovarian
ablation/suppression plus tamoxifen versus chemotherapy alone
generally demonstrate no difference in rates of recurrence or
survival.3+-347

A large intergroup study in premenopausal women with hormone
receptor-positive, node-positive breast cancer studied adjuvant CAF
(cyclophosphamide/doxorubicin/5-fluorouracil) chemotherapy versus
CAF plus ovarian suppression with goserelin (CAF-Z) versus CAF-Z
plus tamoxifen (CAF-ZT).*>*’ The results demonstrated no improvement
in time to recurrence or OS comparing CAF with CAF-Z. There was
improvement in time to recurrence (HR, 0.73; 95% CI, 0.59-0.90; P <
.01) but not OS with CAF-Z compared with CAF-ZT (HR, 0.91; 95% ClI,
0.71-1.15; P =.21). This study did not include a CAF plus tamoxifen
arm, so the contribution of the goserelin to the improved time to
recurrence in the CAF-ZT arm cannot be assessed. The addition of
ovarian suppression/ablation has also been subjected to meta-analysis
by the EBCTCG.** They identified no statistically significant reduction in
annual rates of recurrence or death with the addition of ovarian
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suppression or ablation to chemotherapy in women less than 40 years
or 40 to 49 years of age.

Recent data from the randomized TEXT-SOFT trials evaluating
adjuvant endocrine therapy show that the aromatase inhibitor
exemestane plus ovarian suppression significantly reduces recurrences
as compared with tamoxifen plus ovarian suppression.

In two randomized trials (TEXT and SOFT), premenopausal women
with hormone receptor-positive early-stage breast cancer were
assigned to receive exemestane plus ovarian suppression or tamoxifen
plus ovarian suppression for a period of 5 years.** Suppression of
ovarian estrogen production was achieved with the use of the
gonadotropin-releasing hormone agonist triptorelin, oophorectomy, or
ovarian irradiation. The DFS was 92.8% in the exemestane plus ovarian
suppression group, as compared with 88.8% in the tamoxifen plus
ovarian suppression group (HR for recurrence, 0.66; 95% ClI, 0.55—
0.80; P <.001).32*#The OS did not differ significantly between the two
groups (HR for death in the exemestane plus ovarian suppression
group, 1.14; 95% ClI, 0.86-1.51; P = .37).3* In the SOFT trial,>*
premenopausal women with hormone-receptor breast cancer were
randomized to tamoxifen alone, tamoxifen plus ovarian suppression, or
exemestane plus ovarian suppression for 5 years. In the primary
analysis, tamoxifen plus ovarian suppression was not superior to
tamoxifen alone for DFS. After 67 months of median follow-up, the DFS
rate at 5 years was 86.6% in the tamoxifen—ovarian suppression group
and 84.7% in the tamoxifen alone group (HR 0.83; 95% ClI, 0.66—1.04;
P =.10).**In a subgroup analysis, women at high risk of recurrence,
who received prior chemotherapy, had improved outcomes with ovarian
suppression. Their chance of remaining disease-free at 5 years was
78% with tamoxifen alone, 82.5% with tamoxifen and ovarian
suppression, and 85.7% with exemestane and ovarian suppression.3#
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In the subgroup of women with no prior chemotherapy, no meaningful
benefit was seen from ovarian suppression, as women who received
tamoxifen alone demonstrated a 95% chance of remaining disease-free
for 5 years.>* The OS data from these trials is still pending because the
overall follow-up is relatively short in the context of endocrine-sensitive
disease.

Based on the results of the SOFT and TEXT trials, the NCCN Panel has
included ovarian suppression plus an aromatase inhibitor for 5 years as
an adjuvant endocrine therapy option for premenopausal women with
hormone-receptor—positive breast cancer at higher risk of recurrence
(eg, young age, high-grade tumor, lymph-node involvement).

Several studies have evaluated aromatase inhibitors in the treatment of
postmenopausal women with early-stage breast cancer. These studies
have utilized the aromatase inhibitors as initial adjuvant therapy, as
sequential therapy following 2 to 3 years of tamoxifen, or as extended
therapy following 4.5 to 6 years of tamoxifen. The aromatase inhibitors
are not active in the treatment of women with functioning ovaries and
should not be used in women whose ovarian function cannot reliably be
assessed owing to treatment-induced amenorrhea. The results from two
prospective, randomized, clinical trials have provided evidence of an OS
benefit for patients with early-stage breast cancer receiving initial
endocrine therapy with tamoxifen followed sequentially by anastrozole
(HR, 0.53; 95% CI, 0.28-0.99; P = .045) or exemestane (HR, 0.83; 95%
Cl, 0.69-1.00; P = .05 [excluding patients with ER-negative disease])
when compared with tamoxifen as the only endocrine therapy.****3!In
addition, the NCIC-CTG MA-17 trial demonstrated a survival advantage
with extended therapy with letrozole compared with placebo in women
with ALN-positive (but not lymph node-negative), ER-positive breast
cancer.*>2 However, no survival differences have been reported for
patients receiving initial adjuvant therapy with an aromatase inhibitor
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versus first-line tamoxifen.>**** Tamoxifen and aromatase inhibitors
have different side effect profiles. Both contribute to hot flashes and
night sweats and may cause vaginal dryness. Aromatase inhibitors are
more commonly associated with musculoskeletal symptoms,
osteoporosis, and increased rate of bone fracture, while tamoxifen is
associated with an increased risk for uterine cancer and deep venous
thrombosis.

Two studies have examined initial adjuvant endocrine treatment with
either tamoxifen or an aromatase inhibitor. The ATAC trial
demonstrated that anastrozole is superior to tamoxifen or the
combination of tamoxifen and anastrozole in the adjuvant endocrine
therapy of postmenopausal women with hormone receptor-positive
breast cancer.?>3¢With a median of 100 months follow-up, results in
5216 postmenopausal women with hormone receptor-positive,
early-stage breast cancer enrolled in the ATAC trial demonstrated fewer
recurrences (HR for DFS, 0.85; 95% ClI, 0.76-0.94; P = .003) with
anastrozole compared with tamoxifen.?** No difference in survival has
been observed (HR, 0.90; 95% CI, 0.75-1.07; P = .2). Patients in the
combined tamoxifen and anastrozole group gained no benefit over
those in the tamoxifen group, suggesting a possible deleterious effect
from the weak estrogenic effect of tamoxifen in patients with near
complete elimination of endogenous estrogen levels.*** ATAC trial
sub-protocols show a lesser effect of anastrozole compared with
tamoxifen on endometrial tissue;**” similar effects of anastrozole and
tamoxifen on quality of life, with most patients reporting that overall
quality of life was not significantly impaired;**® a greater loss of bone
mineral density with anastrozole;* a small pharmacokinetic
interference of anastrozole in the presence of tamoxifen of unclear
significance;**° and no evidence for an interaction between prior
chemotherapy and anastrozole.>¢!
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BIG 1-98 is a randomized trial testing the use of tamoxifen alone for 5
years, letrozole alone for 5 years, or tamoxifen for 2 years followed
sequentially by letrozole for 3 years, or letrozole for 2 years followed
sequentially by tamoxifen for 3 years. An early analysis compared
tamoxifen alone versus letrozole alone, including those patients in the
sequential arms during their first 2 years of treatment only.*>* With 8010
women included in the analysis, DFS was superior in the
letrozole-treated women (HR, 0.81; 95% CI, 0.70-0.93; log rank P =
.003). No interaction between PR expression and benefit was observed.
No difference in OS was observed. A comparison of the cardiovascular
side effects in the tamoxifen and letrozole arms of the BIG 1-98 trial
showed that the overall incidence of cardiac adverse events was similar
(letrozole, 4.8%; tamoxifen, 4.7%). However, the incidence of grade 3 to
5 cardiac adverse events was significantly higher in the letrozole arm,
and both the overall incidence and incidence of grade 3to 5
thromboembolic events was significantly higher in the tamoxifen arm.*¢2
In addition, a higher incidence of bone fracture was observed for
women in the letrozole arm compared with those in the tamoxifen arm
(9.5% vs. 6.5%).%% After a longer follow-up (median 71 months) no
significant improvement in DFS was noted with either tamoxifen
followed by letrozole or the reverse sequence as compared with
letrozole alone (HR for tamoxifen followed by letrozole, 1.05; 99% Cl,
0.84-1.32; HR for letrozole followed by tamoxifen, 0.96; 99% CI, 0.76—
1.21).36¢4

Five trials have studied the use of tamoxifen for 2 to 3 years followed
sequentially by a third-generation aromatase inhibitor versus continued
tamoxifen in postmenopausal women. The Italian Tamoxifen
Anastrozole (ITA) trial randomized 426 postmenopausal women with
breast cancer who had completed 2 to 3 years of tamoxifen to either
continue tamoxifen or to switch to anastrozole to complete a total of 5

MS-36



National
Comprehensive

N\l Cancer
Network®

Breast Cancer

NCCN Guidelines Version 2.2020

years of endocrine therapy.** The HR for relapse strongly favored
sequential treatment with anastrozole (HR, 0.35; 95% CI, 0.18-0.68; P
=.001) with a trend towards fewer deaths (P = .10).2% Updated results
from this study show the HR for relapse-free survival as 0.56 (95% ClI,
0.35-0.89; P = .01); P value for OS analysis remained at 0.1.° The IES
trial randomized 4742 postmenopausal women with breast cancer who
had completed a total of 2 to 3 years of tamoxifen to either continue
tamoxifen or to switch to exemestane to complete a total of 5 years of
endocrine therapy.*’ The results at a median of 55.7 months of
follow-up demonstrated the superiority of sequential exemestane in
DFS (HR, 0.76; 95% CI, 0.66—0.88; P = .0001) with a significant
difference in OS in only patients with ER-positive tumors (HR, 0.83;
95% CI, 0.69-1.00; log rank P = .05). A prospectively planned,
combined analysis of 3224 patients enrolled in the ABCSG 8 trial and
the Arimidex Nolvadex (ARNO 95) trial has also been reported.*®®
Patients in this combined analysis had been randomized following 2
years of tamoxifen to complete 5 years of adjuvant tamoxifen or 3 years
of anastrozole. With 28 months of median follow-up available,
event-free survival was superior with crossover to anastrozole (HR,
0.60; 95% CI, 0.44-0.81; P = .0009). No statistically significant
difference in survival has been observed. An analysis of the ARNO 95
trial alone after 58 months of median follow-up demonstrated that
switching from tamoxifen to anastrozole was associated with significant
increases in both DFS (HR, 0.66; 95% ClI, 0.44—1.00; P = .049) and OS
(HR, 0.53; 95% ClI, 0.28-0.99; P = .045).*! A meta-analysis of ABCSG
8, ARNO 95, and ITA studies showed significant improvement in OS
(HR, 0.71; 95% ClI, 0.52-0.98; P = .04) with a switch to anastrozole.>*

The TEAM trial compared treatment of exemestane alone versus
sequential therapy of tamoxifen for 2.5 to 3.0 years followed by
exemestane to complete 5 years of hormone therapy.*”° At the end of 5
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years, 85% of patients in the sequential group versus 86% in the
exemestane group were disease free (HR, 0.97; 95% CI, 0.88-1.08; P
= .60). This is consistent with the data from the BIG 1-98 trial,***in
which tamoxifen followed by letrozole or the reverse sequence of
letrozole followed by tamoxifen was not associated with significant
differences in efficacy versus letrozole monotherapy after a median
follow-up of 71 months.

Results of the MA-17 trial in 5187 women who had completed 4.5 to 6
years of adjuvant tamoxifen demonstrated that extended therapy with
letrozole provides benefit in postmenopausal women with hormone
receptor-positive, early-stage breast cancer.’>>*"! At a median follow-up
of 2.5 years, the results showed fewer recurrences or new contralateral
breast cancers with extended letrozole (HR, 0.58; 95% ClI, 0.45-0.76; P
< .001). No difference in OS was demonstrated (HR, 0.82; 95% ClI,
0.57-1.19; P = .3), although there was a survival advantage in the
subset of patients with ALN-positive disease (HR 0.61; 95% CI, 0.38—
0.98; P =.04). In a separate cohort analysis of the MA-17 trial, the
efficacy of letrozole versus placebo was evaluated after un-blinding of
the study in the 1579 women who had been randomly assigned to
placebo after 4.5 to 6 years of tamoxifen.>’>*”* The median time since
completion of tamoxifen was 2.8 years. Both DFS and distant DFS were
significantly improved in the group receiving letrozole, thereby providing
some evidence for the efficacy of letrozole in patients who had received
4.5 to 6 years of tamoxifen therapy followed by no endocrine therapy for
an extended period. A formal quality-of-life analysis demonstrated
reasonable preservation of quality of life during extended endocrine
therapy, although women may experience ongoing menopausal
symptoms and loss of bone mineral density.>’*3’> No data are available
regarding use of aromatase inhibitors for more than 5 years or
long-term toxic effects from extended treatment. In addition, the ATLAS
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trial data do not provide clear direction for treatment of postmenopausal
women.’”® There are no data available to suggest that an aromatase
inhibitor for 5 years is better for long-term benefit than 10 years of
tamoxifen.

In the extension study of ABCSG trial 6, hormone receptor-positive
postmenopausal patients received 5 years of adjuvant tamoxifen and
were randomized to 3 years of anastrozole or no further therapy.’’” At a
median follow-up of 62.3 months, women who received anastrozole (n =
387) were reported to have a statistically significantly reduced risk of
recurrence compared with women who received no further treatment (n
= 469; HR, 0.62; 95% Cl, 0.40-0.96; P = .031).>”

The differences in design and patient populations among the studies of
the aromatase inhibitors do not allow for the direct comparison of the
results of these studies. A meta-analysis of adjuvant trials of aromatase
inhibitors versus tamoxifen alone versus after 2 or 3 years of tamoxifen
documented lower recurrence rates with the aromatase
inhibitor-containing regimen, with no clear impact on OS.38 It is not
known whether initial, sequential, or extended use of adjuvant
aromatase inhibitors is the optimal strategy.

The optimal duration of aromatase inhibitor treatment is also not known,
nor is the optimal use vis-a-vis chemotherapy established. Further, the
long-term (greater than 5-year) safety and efficacy of these agents are
still under investigation. The various studies are consistent in
demonstrating that the use of a third-generation aromatase inhibitor in
postmenopausal women with hormone receptor-positive breast cancer
lowers the risk of recurrence, including ipsilateral breast tumor
recurrences, contralateral breast cancer, and distant metastatic disease
when used as initial adjuvant therapy, sequential therapy, or extended
therapy. The panel finds no compelling evidence that there is
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meaningful efficacy or toxicity differences between the aromatase
inhibitors, anastrozole, letrozole, and exemestane. All three have shown
similar anti-tumor efficacy and toxicity profiles in randomized studies in
the adjuvant settings.

NCCN Recommendations for Adjuvant Endocrine Therapy for
Postmenopausal Women: The NCCN Guidelines for Breast Cancer
recommend the following adjuvant endocrine therapy options for women
with early-stage breast cancer who are postmenopausal at diagnosis:
an aromatase inhibitor as initial adjuvant therapy for 5 years (category
1); and tamoxifen for 2 to 3 years followed by one of the following
options: an aromatase inhibitor to complete 5 years of adjuvant
endocrine therapy (category 1) or 5 years of aromatase inhibitor therapy
(category 2B); or tamoxifen for 4.5 to 6 years followed by 5 years of an
aromatase inhibitor (category 1) or consideration of tamoxifen for up to
10 years. In postmenopausal women, the use of tamoxifen alone for 5
years (category 1) or up to 10 years is limited to those who decline or
who have a contraindication to aromatase inhibitors.

NCCN Recommendations for Adjuvant Endocrine Therapy for
Premenopausal Women: For women premenopausal at diagnosis, the
NCCN Guidelines for Breast Cancer recommend 5 years of tamoxifen
(category 1) with or without ovarian suppression (category 1) or ovarian
suppression plus an aromatase inhibitor for 5 years (category 1).
Women who are premenopausal at diagnosis and who become
amenorrheic with chemotherapy may have continued estrogen
production from the ovaries without menses. Serial assessment of
circulating LH, FSH, and estradiol to assure a true postmenopausal
status is mandatory if this subset of women is to be considered for
therapy with an aromatase inhibitor.37%-3%
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After 5 years of initial endocrine therapy, for women who are
postmenopausal at that time (including those who have become
postmenopausal during the 5 years of tamoxifen therapy), the NCCN
Panel recommends considering extended therapy with an aromatase
inhibitor for up to 5 years (category 1) or based on the data from the
ATLAS trial considering tamoxifen for an additional 5 years. For those
who remain premenopausal after the initial 5 years of tamoxifen, the
panel recommends considering continuing up to 10 years of tamoxifen
therapy.

Response to Adjuvant Endocrine Therapy: The measurement of the
nuclear antigen, Ki-67 by IHC, gives an estimate of the tumor cells in
the proliferative phase (G1, G2, and M phases) of the cell cycle. Studies
have demonstrated the prognostic value of Ki-67 as a biomarker and its
usefulness in predicting response and clinical outcome.*®! One small
study suggests that measurement of Ki-67 after short-term exposure to
endocrine treatment may be useful to select patients with tumors
resistant to endocrine therapy and those who may benefit from
additional interventions.**? However, these data require larger analytic
and clinical validation. In addition, standardization of tissue handling
and processing is required to improve the reliability and value of Ki-67
testing. At this time, there is no conclusive evidence that Ki-67 alone,
especially baseline Ki-67 as an individual biomarker, helps to select the
type of endocrine therapy for an individual patient. Therefore, the NCCN
Breast Cancer Panel does not currently recommend assessment of Ki-
67.

The cytochrome P-450 (CYP450) enzyme, CYP2DG6, is involved in the
conversion of tamoxifen to endoxifen. Over 100 allelic variants of
CYP2D6 have been reported in the literature.>* Individuals with
wild-type CYP2D6 alleles are classified as extensive metabolizers of
tamoxifen. Those with one or two variant alleles with either reduced
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or no activity are designated as intermediate metabolizers and poor
metabolizers, respectively. A large retrospective study of 1325 patients
found that time to disease recurrence was significantly shortened in
poor metabolizers of tamoxifen.*** However, the BIG 1-98 trial reported
on the outcome based on CYP2D6 genotype in a subset of
postmenopausal patients with endocrine-responsive, early invasive
breast cancer.* The study found no correlation between CYP2D6
allelic status and disease outcome or between CYP2D6 allelic status
and tamoxifen-related adverse effects.*> A genetic analysis of the
ATAC trial found no association between CYP2D6 genotype and clinical
outcomes.**¢ Given the limited and conflicting evidence at this time,?*’
the NCCN Breast Cancer Panel does not recommend CYP2D6 testing
as a tool to determine the optimal adjuvant endocrine strategy. This
recommendation is consistent with the ASCO Guidelines.**When
prescribing a selective serotonin reuptake inhibitor (SSRI), it is
reasonable to avoid potent and intermediate CYP2D6 inhibiting agents,
particularly paroxetine and fluoxetine, if an appropriate alternative
exists.

Adjuvant Cytotoxic Chemotherapy

Several combination chemotherapy regimens are appropriate to
consider when adjuvant cytotoxic chemotherapy is utilized. All adjuvant
chemotherapy regimens listed in the NCCN Guidelines have been
evaluated in phase lll clinical trials, and the current version of the
adjuvant chemotherapy guidelines does not distinguish between options
for chemotherapy regimens by ALN status.

The adjuvant chemotherapy guidelines also include specific
representative doses and schedules for the recommended adjuvant
chemotherapy regimens. The regimens have been categorized as
“preferred” or “other.”
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The purpose of distinguishing the adjuvant chemotherapy regimens as
preferred and other adjuvant chemotherapy regimens is to convey the
sense of the panel regarding the relative efficacy and toxicity of the
regimens.**° Factors considered by the panel include the efficacy,
toxicity, and treatment schedules of the regimens. Summarized below
are clinical trial results focusing on treatment efficacy.

Preferred Regimens

Regimens listed as preferred include: dose-dense doxorubicin and
cyclophosphamide (AC) with dose-dense sequential paclitaxel;
dose-dense AC followed by sequential weekly paclitaxel; and docetaxel
plus cyclophosphamide (TC).

The results of two randomized trials comparing AC chemotherapy with
or without sequential paclitaxel chemotherapy in women with axillary
node-positive breast cancer suggest improved disease-free rates, and
results from one of the trials showed an improvementin OS, with the
addition of paclitaxel.****! On retrospective analysis, the apparent
advantage of the paclitaxel-containing regimen appears greater in
women with ER-negative breast cancers.

A randomized trial evaluated the use of concurrent versus sequential
chemotherapy (doxorubicin followed by paclitaxel followed by
cyclophosphamide vs. doxorubicin plus cyclophosphamide followed by
paclitaxel) given either every 2 weeks with filgrastim support or every 3
weeks. The results show no significant difference between the two
chemotherapy regimens, but demonstrate a 26% reduction in hazard of
recurrence (P =.01) and a 31% reduction in the hazard of death (P =
.013) for the dose-dense regimens.*”

The ECOG E1199 study was a four-arm trial that randomized 4950
women to receive AC chemotherapy followed by either paclitaxel or
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docetaxel given by either an every-3-week schedule or a weekly
schedule.’*** At a median 63.8 months of follow-up, no statistically
significant differences in DFS or OS were observed when comparing
paclitaxel to docetaxel or weekly versus every-3-week administration. In
a secondary series of comparisons, weekly paclitaxel was superior to
every-3-week paclitaxel in DFS (HR, 1.27; 95% CI, 1.03-1.57; P = .006)
and OS (HR, 1.32; 95% ClI, 1.02-1.72; P = .01), and every-3-week
docetaxel was superior to every-3-week paclitaxel in DFS (HR, 1.23;
95% Cl, 1.00-1.52; P = .02) but not in OS.*> Based on these results, as
well as the findings from the CALGB trial 9741 that showed dose-dense
AC followed by paclitaxel every 2 weeks to have a survival benefit when
compared with the regimen of AC followed by every-3-week
paclitaxel,’***the every-3-week paclitaxel regimen has been removed
from the guidelines.

Combination TC was compared with AC chemotherapy in a trial that
randomized 1016 women with stage | to Il breast cancer.’** At a
median follow-up of 7 years, overall DFS (81% vs. 75%; HR, 0.74; 95%
Cl, 0.56-0.98; P =.033) and OS (87% vs. 82%; HR, 0.69; 95% Cl,
0.50-0.97; P = .032) were significantly improved with TC compared with
AC.

Other Regimens

Other regimens included in the guidelines are: AC; epirubicin and
cyclophosphamide (EC); CMF; AC with sequential docetaxel
administered every 3 weeks; AC with sequential weekly paclitaxel,
FEC/CEF followed by docetaxel or weekly paclitaxel; FAC followed by
weekly paclitaxel; and docetaxel, doxorubicin, and cyclophosphamide
(TAC).

The AC regimen for four cycles has been studied in randomized trials,
resulting in relapse-free survival and OS equivalent to CMF
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chemotherapy.*73% No benefit from dose escalation of either
doxorubicin or cyclophosphamide was shown.***3%

Studies of CMF chemotherapy versus no chemotherapy have shown
DFS and OS advantages with CMF chemotherapy.*** Studies using
FAC/CAF chemotherapy have shown that the use of full-dose
chemotherapy regimens is important.*’! In the EBCTCG overview of
polychemotherapy, comparison of anthracycline-containing regimens
with CMF showed a 12% further reduction in the annual odds of
recurrence (P = .006) and an 11% further reduction in the annual odds
of death (P = .02) with anthracycline-containing regimens.** Based on
these data, the panel qualified the appropriate chemotherapy regimens
by the statement that anthracycline-containing regimens are preferred
for node-positive patients.

The EBCTCG analysis, however, did not consider the potential
interaction between HERZ2 tumor status and efficacy of
anthracycline-containing versus CMF chemotherapy regimens.
Retrospective analysis has suggested that the superiority of
anthracycline-containing chemotherapy may be limited to the treatment
of those breast cancers that are HER2-positive.2”7-279-282.328:402-404 The
retrospective finding across several clinical trials that
anthracycline-based chemotherapy may be more efficacious in patients
whose tumors are HER2-positive has led to a footnote stating that
anthracycline-based chemotherapy may be superior to
non-anthracycline-containing regimens in the adjuvant treatment of
such patients.

A trial compared 2 dose levels of EC chemotherapy with CMF
chemotherapy in women with node-positive breast cancer.** This study
showed that higher-dose EC chemotherapy was equivalent to CMF
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chemotherapy and superior to moderate-dose EC in event-free survival
and OS.

The NSABP B-36 phase Il trial data compared six cycles of 5-
fluorouracil, epirubicin, and cyclophosphamide (FEC) with four cycles of
AC, both given every 3 weeks as adjuvant therapy in patients with
node-negative breast cancer. The rationale for the trial was to
determine whether DFS improved with extra cycles of treatments.*
Patient and tumor characteristics were equally distributed between both
arms (<50 years of age: 40%, lumpectomy: 68%, and hormone
positivity: 65%).4% The results reported that DFS after eight years was
not greater for those women who had been on the longer FEC
chemotherapy treatment and that the women on the FEC experienced
greater side effects. Combined grade 3 and 4 toxicities with a significant
difference of 3% or more between AC and FEC arms included fatigue
3.55% versus 8.45%, febrile neutropenia 3.70% versus 9.42%, and
thrombocytopenia 0.74% versus 4.41%, respectively.*® Five deaths
resulted from the toxicity of FEC treatment, compared to the death of
two women on the AC treatment.**

The quality-of-life impact and menstrual history of women on the
NSABP (NRG) B-36 was also investigated in a phase Ill trial.*” Women
on FEC treatment experienced a worse quality of life at six months and
higher rate of post-chemotherapy amenorrhea.*’’

Based on the results of the NSABP B-36 trial, the NCCN Panel has now
excluded the FEC/CEF and FAC/CAF regimens as options for adjuvant
therapy.

Two randomized prospective trials of FEC chemotherapy in
ALN-positive breast cancer are available. In one trial, premenopausal
women with node-positive breast cancer were randomized to receive
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classic CMF therapy versus FEC chemotherapy using high-dose
epirubicin. Both 10-year relapse-free survival (52% vs. 45%; P = .007)
and OS (62% vs. 58%; P = .085) favored the FEC arm of the trial.*®
The second trial compared FEC given intravenously every 3 weeks at 2
dose levels of epirubicin (50 mg/m?vs. 100 mg/m?) in premenopausal
and postmenopausal women with node-positive breast cancer.
Five-year DFS (55% vs. 66%; P = .03) and OS (65% vs. 76%; P =.007)
both favored the epirubicin 100 mg/m? arm.** Another randomized trial
in women with ALN-positive breast cancer compared 6 cycles of FEC
with 3 cycles of FEC followed by 3 cycles of docetaxel.’*¢ Five-year DFS
(78.4% vs. 73.2%; adjusted P =.012) and OS (90.7% vs. 86.7%; P =
.017) were superior with sequential FEC followed by docetaxel.
However, no significant DFS differences were seen in a large
randomized study comparing adjuvant chemotherapy with 4 cycles of
every-3-week FEC followed by 4 cycles of every-3-week docetaxel with
standard anthracycline chemotherapy regimens (eg, FEC or epirubicin
followed by CMF) in women with node-positive or high-risk,
node-negative, operable breast cancer.*'®

The addition of weekly paclitaxel after FEC was shown to be superior to
FEC alone in a randomized study of 1246 women with early-stage
breast cancer.*!'! The former regimen was associated with a 23%
reduction in the risk of relapse compared with FEC (HR, 0.77; 95% ClI,
0.62-0.95; P = .022), although no significant difference in OS was seen
when the two arms were compared at a median follow-up of 66 months.

The phase Ill E1199 trial compared patients with node-positive or high-
risk node-negative breast cancer who received 4 cycles of AC every-3
weeks, followed by either paclitaxel or docetaxel, either weekly or every
3 weeks. The 10-year updated results of this trial showed that
incorporation of weekly paclitaxel and docetaxel every 3 weeks was
associated with significant improvements in DFS, and marginal
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improvements in OS, compared with paclitaxel given every 3 weeks.
Among patients with triple-negative disease, the10-year DFS rate with
weekly paclitaxel was 69% and the 10-year OS rate was 75%.%'2

Final results from a randomized trial of TAC versus FAC chemotherapy
in ALN-positive breast cancer demonstrated that TAC is superior to
FAC.*3 Estimated 5-year DFS was 75% with TAC and 68% with FAC
(HR, 0.72; 95% CI, 0.59-0.88; P =.001); survival was 87% with TAC
and 81% with FAC (HR, 0.70; 95% ClI, 0.53-0.91; P =.008). DFS
favored TAC in both ER-positive and ER-negative tumors. At a median
follow-up of 73 months, results from the 3-arm randomized NSABP
B-30 trial comparing TAC versus AT versus AC followed by docetaxel
(AC followed by T) demonstrated that AC followed by T had a significant
advantage in DFS (HR, 0.83; P = .006) but not in OS (HR, 0.86; P=
.086) when compared with TAC. In addition, both DFS (HR, 0.080; P =
.001) and OS (HR, 0.83; P = .034) were significantly increased when
AC followed by T was compared with AT, with AT demonstrating
non-inferiority compared with TAC.4!4

Several retrospective studies have evaluated the potential interaction of
chemotherapy benefit and ER status.**** These studies assessed the
effect of chemotherapy on the risk of breast cancer recurrence in
patients with ER-positive tumors receiving adjuvant endocrine therapy
when compared with patients with ER-negative tumor status not
undergoing adjuvant endocrine therapy. These analyses suggest that
the benefits of chemotherapy are significantly greater in patients with
ER-negative disease. For example, the results of Berry et al
demonstrated that 22.8% more patients with ER-negative tumors
survived without disease for 5 years if they received chemotherapy; this
benefit was only 7% for patients with ER-positive tumors receiving
chemotherapy.’*

MS-42



National
Comprehensive

N\l Cancer
Network®

Breast Cancer

NCCN Guidelines Version 2.2020

For women greater than 70 years of age, the consensus of the panel is
that there are insufficient data to make definitive chemotherapy
recommendations. Although AC or CMF has been shown to be superior
to capecitabine in a randomized trial of women aged greater than or
equal to 65 years with early-stage breast cancer,* the enrollment in
that study was discontinued early.*'> Therefore, there is also a
possibility that AC/CMF is not superior to any chemotherapy in this
cohort. The panel recommends that treatment should be individualized
for women in this age group, with consideration given to comorbid
conditions.

Adjuvant HER2-Targeted Therapy

The panel recommends HER2-targeted therapy in patients with HER2-
positive tumors (see Principles of HER2 Testing in the NCCN
Guidelines for Breast Cancer). Trastuzumab is a humanized
monoclonal antibody with specificity for the extracellular domain of
HER2.*'*Results of several randomized trials testing trastuzumab as
adjuvant therapy have been reported.?8+28:417-419

NSABP B-31 patients with HER2-positive, node-positive breast cancer
were randomly assigned to 4 cycles of AC every 3 weeks followed by
paclitaxel for 4 cycles every 3 weeks or the same regimen with 52
weeks of trastuzumab commencing with paclitaxel. In the NCCTG
N9831 trial, patients with HER2-positive breast cancer that was
node-positive, or node-negative, with primary tumors greater than 1 cm
in size if ER- and PR-negative or greater than 2 cm in size if ER- or
PR-positive, were similarly randomized except that paclitaxel was given
by a low-dose weekly schedule for 12 weeks and a third arm delayed
trastuzumab until the completion of paclitaxel.

The B-31 and NCCTG N9831 trials have been jointly analyzed with the
merged control arms for both trials compared with the merged arms
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using trastuzumab begun concurrently with paclitaxel. There were 4045
patients included in the joint analysis performed at 3.9 years median
follow-up. A 48% reduction in the risk of recurrence (HR, 0.52; 95% ClI,
0.45-0.60; P < .001) and a 39% reduction in the risk of death (HR, 0.61;
95% Cl, 0.50-0.75; log-rank P = .001) were documented.*'® Similar
significant effects on DFS were observed when results of the NSABP
B-31 and NCCTG N9831 trials were analyzed separately. Cardiac
toxicity was increased in patients treated with trastuzumab.?87420:421 |n
the adjuvant trastuzumab trials, the rates of grade Ill/IV congestive
heart failure (CHF) or cardiac-related death in patients receiving
treatment regimens containing trastuzumab ranged from 0% (FinHer
trial) to 4.1% (NSABP B-31 trial).?84285287.289420421 The frequency of
cardiac dysfunction appears to be related to both age and baseline left
ventricular ejection fraction. An analysis of data from N9831 showed the
3-year cumulative incidence of CHF or cardiac death to be 0.3%, 2.8%,
and 3.3% in the arms of the trial without trastuzumab, with trastuzumab
following chemotherapy, and with trastuzumab initially combined with
paclitaxel, respectively.**° The acceptable rate of significant cardiac
toxicity observed in the trastuzumab adjuvant trials in part reflects
rigorous monitoring for cardiac dysfunction. Furthermore, concerns
have been raised regarding the long-term cardiac risks associated with
trastuzumab therapy based on results of follow-up evaluations of
cardiac function in patients enrolled in some of these trials.**>42

A third trial (HERA) (N = 5081) tested trastuzumab for 1 or 2 years
compared to none following all local therapy and a variety of standard
chemotherapy regimens in patients with node-positive disease or
node-negative disease with tumor greater than or equal to 1 cm.?*At a
median follow-up of one year, a 46% reduction in the risk of recurrence
was reported in those who received trastuzumab compared with those
who did not (HR, 0.54; 95% ClI, 0.43-0.67; P <.0001), there was no
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difference in OS, and acceptable cardiac toxicity was reported. The
2-year data indicate that 1 year of trastuzumab therapy is associated
with an OS benefit when compared with observation (HR for risk of
death = 0.66; 95% CI, 0.47-0.91; P = .0115).%2* After this initial analysis,
patients randomized to chemotherapy alone were allowed to cross over
to receive trastuzumab. Intent-to-treat analysis including a crossover
patient was reported at 4-year median follow-up.*'° The primary
endpoint of DFS continued to be significantly higher in the
trastuzumab-treated group (78.6%) versus the observation group (72.2;
HR, 0.76; 95% ClI, 0.66-0.87; P < .0001). At a median follow-up of 8
years, the study reported no significant difference in DFS, a secondary
endpoint, in patients treated with trastuzumab for 2 years compared
with 1 year.?®¢ Therefore, 1 year of adjuvant trastuzumab remains the
current standard of treatment.

The BCIRG 006 study randomized 3222 women with HER2-positive,
node-positive, or high-risk node-negative breast cancer to AC followed
by docetaxel; AC followed by docetaxel plus trastuzumab for one year;
or carboplatin, docetaxel, and trastuzumab for one year.?® At 65-month
follow-up, patients receiving AC followed by docetaxel with trastuzumab
(AC-TH) had an HR for DFS of 0.64 (P < .001) when compared with the
group of patients in the control arm receiving the same chemotherapy
regimen without trastuzumab (AC-T). The HR for DFS was 0.75 (P =
.04) when patients in the carboplatin/docetaxel/ trastuzumab
(TCH)-containing arm were compared to patients in the control arm. No
statistically significant difference in the HR for DFS was observed
between the two trastuzumab-containing arms. An OS advantage was
reported for patients in both trastuzumab-containing arms relative to the
control arm (HR for AC-TH vs. AC-T = 0.63; P =.001; HR for TCH vs.
AC-T =0.77; P = .04). Cardiac toxicity was significantly lower in the
TCH arm (9.4% patients with >10% relative decline in left ventricular
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ejection fraction) compared with the AC-TH arm (18.6%; P < .0001).
CHF was also more frequent with AC-TH than TCH (2% vs. 0.4%; P <
.001). Analysis of this trial by critical clinical event revealed more distant
breast cancer recurrences with TCH (144 vs. 124) but fewer cardiac
events with TCH compared with AC-TH (4 vs. 21).2* In the FinHer trial,
1010 women were randomized to 9 weeks of vinorelbine followed by 3
cycles of FEC chemotherapy versus docetaxel for 3 cycles followed by
3 cycles of FEC chemotherapy.?*Patients (n = 232) with HER2-positive
cancers that were either node-positive or node-negative and greater
than or equal to 2 cm and PR-negative were further randomized to
receive or not receive trastuzumab for 9 weeks during the vinorelbine or
docetaxel portions of the chemotherapy only. With a median follow-up
of 3 years, the addition of trastuzumab was associated with a reduction
in risk of recurrence (HR, 0.42; 95% CI, 0.21-0.83; P =.01). No
statistically significant differences in OS (HR, 0.41; 95% CI, 0.16—1.08;
P = .07) or cardiac toxicity were observed with the addition of
trastuzumab.?* At 5-year follow-up, a comparison of the two arms (ie,
chemotherapy with and without trastuzumab) demonstrated that the
HRs for distant DFS (HR, 0.65; 95% CI, 0.38-1.12; P =.12) and OS
(HR, 0.55; 95% ClI, 0.27-1.11; P = .094) were higher relative to those
reported at 3 years.*!”

All of the adjuvant trials of trastuzumab have demonstrated clinically
significant improvements in DFS, and the combined analysis from the
NSABP B31 and NCCTG N9831 trials, and the HERA trial, showed
significant improvement in OS with the use of trastuzumab in patients
with high-risk, HER2-positive breast cancer. Therefore, regimens from
each of these trials are included as trastuzumab-containing adjuvant
regimen choices in the guideline. The benefits of trastuzumab are
independent of ER status.?”-2%8 In the FNCLCC-PACS-04 trial, 528
women with HER2-positive, node-positive breast cancer were randomly
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assigned to receive trastuzumab or observation after completion of
adjuvant anthracycline-based chemotherapy with or without
docetaxel.*”> No statistically significant DFS or OS benefit was observed
with the addition of trastuzumab. These results suggest that the
sequential administration of trastuzumab following chemotherapy is not
as efficacious as a schedule involving concomitant chemotherapy and
trastuzumab. The NCCN Guidelines recommend a total of 12 months of
adjuvant trastuzumab as the standard of care. Shorter than 12-month
duration has not been found to be as effective*?* and longer than 12
months duration does not have any added benefit; it has been found to
be as effective as the 12 months of trastuzumab therapy.*?’

Retrospective analyses of low-risk patients with small tumors
demonstrate that in T1a-bNO breast cancers, HER2 overexpression
added a 15% to 30% risk for recurrence.*?®*! These risks rates are
substantially higher than seen among similarly sized HER2-negative
tumors.

A recent single-arm, multicenter trial studied the benefit of trastuzumab-
based chemotherapy in patients with HER2-positive, node-negative
tumors less than or equal to 3 cm. All patients received trastuzumab
and weekly paclitaxel for 12 weeks, followed by completion of a year of
trastuzumab monotherapy.*** Fifty percent of patients enrolled had
tumors less than or equal to 1.0 cm and 9% of patients had tumors that
were between 2 and 3 cm. The endpoint of the study was DFS. The
results presented at the 2013 Annual San Antonio Breast Cancer
Symposium demonstrated that the 3-year DFS rate in the overall
population was 98.7% (95% CI, 97.6-99.8; P < .0001).

Dual anti-HER2 blockade associated with trastuzumab plus lapatinib
and trastuzumab plus pertuzumab has shown significant improvements
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in the pCR rate when compared with chemotherapy associated with one
anti-HER2 agent in the neoadjuvant setting.2682¢-"!

However, in the adjuvant setting, the results of the ALTTO trial failed to
demonstrate a significant improvement in DFS with dual anti-HER2
therapy compared with trastuzumab alone.*** After a median follow-up
of 4.5 years, the DFS rates were 86% for patients who received
trastuzumab alone; 88% for participants treated with trastuzumab and
lapatinib concurrently; and 87% for patients who received trastuzumab
followed by lapatinib.**

NCCN Recommendation for Adjuvant HER2-Targeted Therapy
Based on these studies, the panel has designated use of trastuzumab
with chemotherapy as a category 1 recommendation in patients with
HER2-positive tumors greater than 1 cm.

The NCCN Panel suggests trastuzumab and chemotherapy be used for
women with HER2-positive, node-negative tumors measuring 0.6 to 1.0
cm (ie, T1b) and for smaller tumors that have less than or equal to 2
mm axillary node metastases (pN1mi). Some support for this
recommendation comes from studies showing a higher risk of
recurrence for patients with HER2-positive, node-negative tumors less
than or equal to 1 cm compared to those with HER2-negative tumors of
the same size.*** Ten-year breast cancer-specific survival and 10-year
recurrence-free survival were 85% and 75%, respectively, in women
with tumors characterized as HER2-positive, ER-positive tumors, and
70% and 61%, respectively, in women with HER2-positive, ER-negative
tumors. Two more retrospective studies have also investigated
recurrence-free survival in this patient population. None of the patients
in these two retrospective studies received trastuzumab. In the first
study, 5-year recurrence-free survival rates of 77.1% and 93.7% (P <
.001) were observed for patients with HER2-positive and
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HER2-negative T1a-bNOMO breast tumors, respectively, with no
recurrence-free survival differences seen in the HER2-positive group
when hormonal receptor status was considered.*’ In the other
retrospective study of women with small HER2-positive tumors, the risk
of recurrence at 5 years was low (99% [95% CI; 96%—100%] for HER2-
negative disease and 92% [95% CI; 86%—-99%] for HER2-positive
disease).*** Subgroup analyses from several of the randomized trials
have shown consistent benefit of trastuzumab irrespective of tumor size
or nodal status, 8435436

NCCN-Recommended HER-Targeted Regimens

The panel recommends AC followed by paclitaxel with trastuzumab for
1 year commencing with the first dose of paclitaxel as a preferred
HERZ2-targeting adjuvant regimen. The TCH regimen is also a preferred
regimen, especially for those with risk factors for cardiac toxicity, given
the results of the BCIRG 006 study that demonstrated superior DFS in
patients receiving TCH or AC followed by docetaxel plus trastuzumab
compared with AC followed by docetaxel alone.

Other trastuzumab-containing regimens included in the NCCN
Guidelines are: AC followed by docetaxel and trastuzumab,*’ and
docetaxel plus trastuzumab followed by FEC?* (see Preoperative
/Adjuvant Systemic Therapy in NCCN Guidelines for Breast Cancer for
a complete list of regimens).

Considering the unprecedented improvement in OS in the metastatic
setting*’ and the significant improvement in pCR seen in the
neoadjuvant setting,?*-*’! the NCCN Panel considers it reasonable to
incorporate pertuzumab into the above adjuvant regimens, if the patient
did not receive pertuzumab as a part of neoadjuvant therapy. An
ongoing study is evaluating pertuzumab and trastuzumab with standard
chemotherapy regimens in the adjuvant setting.**84%

Version 2.2020 © 2020 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

The NCCN Panel has included paclitaxel and trastuzumab as an option
for patients with low-risk, HER2-positive, stage 1 tumors. This is based
on a trial that studied this combination in 406 patients with small, node-
negative, HER2-positive tumors. The results showed that the 3-year
rate of DFS was 98.7% (95% CI, 97.6-99.8) and the risk of serious toxic
effects with this regimen was low (incidence of heart failure reported
was 0.5%).44

Adjuvant Therapy for Tumors of Favorable Histologies

The guidelines provide systemic treatment recommendations for the
favorable histology of invasive breast cancers, such as tubular and
mucinous cancers, based on tumor size and ALN status. If used, the
treatment options for endocrine therapy, chemotherapy, and
sequencing of treatment with other modalities are similar to those of the
usual histology of breast cancers. The vast majority of tubular breast
cancers are both ER-positive and HER2-negative. Thus, the pathology
evaluation and accuracy of the ER and/or HER2 determination should
be reviewed if a tubular breast cancer is ER-negative and/or
HER2-positive, or if a tumor with an ER- and PR-negative status is
grade 1.7 Should a breast cancer be histologically identified as a
tubular or mucinous breast cancer and be confirmed as ER-negative,
then the tumor should be treated according to the guideline for the
usual histology, ER-negative breast cancers. The panel acknowledges
that prospective data regarding systemic adjuvant therapy of tubular
and mucinous histologies are lacking.

Systemic Therapy for Triple-Negative Breast Cancer

For women with triple-negative breast cancer, several clinical trials
sought to determine whether the addition of carboplatin (alone or in
combination) as neoadjuvant chemotherapy can improve outcomes for
women with triple-negative breast cancer. In the German GeparSixto
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trial, 315 patients with triple-negative breast cancer were administered
neoadjuvant therapy consisting of weekly paclitaxel plus non-pegylated
liposomal doxorubicin with bevacizumab and then randomly assigned to
additional treatment with weekly carboplatin.**! The addition of
carboplatin achieved a pCR rate of 59% compared with pCR of 38%.in
patients who did not receive carboplatin.*!

In the CALGB 40603 randomized phase |l trial, 443 patients with stage
Il to Ill triple-negative breast cancer received standard anthracycline-
and taxane-based chemotherapy with or without carboplatin and with or
without bevacizumab. Compared with standard chemotherapy, the
addition of carboplatin resulted in significantly higher pCR rate (54% vs.
41%, OR 1.71).*2 The addition of bevacizumab increased the numeric
rate of pCR but was not statistically significant (with bevacizumab, pCR
was 52% [95% Cl; 45%—-58%] and without bevacizumab pCR was 44%
[95% CI; 38%—51%]; P = .057). In this study,*** as well as in the
GeparSixto study,*! the addition of carboplatin and/or bevacizumab led
to increased rates of adverse events. Neutropenia and
thrombocytopenia were more common with carboplatin. Hypertension
and postsurgical complications were more common with bevacizumab.

Even though the results of randomized trials show improvement in pCR
rates when carboplatin is added to anthracycline- and taxane-based
chemotherapy, the long-term outcomes such as OS or DFS associated
with the incorporation of carboplatin are not yet known. Therefore, at
this time, the NCCN Panel does not recommend addition of carboplatin
to neoadjuvant standard chemotherapy for patients with triple-negative
breast cancer outside a clinical trial setting.

Medullary Carcinoma
Medullary carcinoma is an uncommon variant of infiltrating ductal
carcinoma characterized by high nuclear grade, lymphocytic infiltration,
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a pushing tumor border, and the presence of a syncytial growth pattern.
It was previously thought that medullary carcinoma has a lower potential
for metastases and a better prognosis than typical infiltrating ductal
carcinoma. However, the best available evidence suggests that the risk
of metastases equals that of other high-grade carcinomas, even for
cases that meet all the pathologic criteria for typical medullary
carcinoma. Furthermore, typical medullary carcinoma is uncommon,
and there is marked interobserver variation in diagnosing this entity.
Many cases classified as medullary carcinoma do not have all the
pathologic features on subsequent pathologic review. Given these facts,
there is concern that patients may be harmed if a high-grade infiltrating
ductal carcinoma is misclassified as typical medullary carcinoma and
this classification is used as the basis for withholding otherwise
indicated adjuvant systemic therapy. Therefore, the NCCN Panel
believes that including medullary carcinoma with other special histology
cancers that carry a favorable prognosis and often do not require
systemic therapy is not appropriate. The panel recommends that cases
classified as medullary carcinoma be treated as other infiltrating ductal
carcinomas based on tumor size, grade, and lymph node status.

Post-Therapy Surveillance and Follow-up
See page MS-48.

Stage lll Invasive Breast Cancer
Staging and Workup

The staging evaluation for most patients with stage lIl invasive breast
cancer-is similar to the one for patients with T3, N1, MO disease. The
workup includes history and physical exam, a CBC, liver function and
alkaline phosphatase tests, chest imaging, pathology review, and

pre-chemotherapy determination of tumor ER/PR receptor status and
HER?2 status. Diagnostic bilateral mammogram and breast ultrasound
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should be performed as clinically warranted. Genetic counseling is
recommended if the patient is considered to be at high risk for
hereditary breast cancer as defined by the NCCN Guidelines for
Genetic/Familial High-Risk Assessment: Breast and Ovarian.

The performance of other studies, such as a breast MRI, a bone scan
(category 2B), and abdominal imaging with diagnostic CT (with or
without pelvic CT) or MRI (all category 2A) are optional unless directed
by symptoms or other abnormal study results. PET/CT scan is also
included as an optional additional study (category 2B). Ultrasound is an
alternative when diagnostic CT or MRI is unavailable.

The consensus of the panel is that FDG PET/CT is most helpful in
situations where standard imaging results are equivocal or suspicious.
However, limited studies!*>!33443-47 sypport a potential role for FDG
PET/CT to detect regional node involvement as well as distant
metastases in locally advanced breast cancer, including T3, N1, MO
disease.

A retrospective study comparing bone scan with integrated FDG
PET/CT, in women with stages I-lll breast cancer with suspected
metastasis, observed a high concordance (81%) between the two
studies for reporting osseous metastases.** The NCCN Panel suggests
that bone scan may be omitted if FDG PET/CT results are positive for
bone metastases.

Equivocal or suspicious sites identified by PET/CT scanning should be
biopsied for confirmation whenever possible and if the site of disease
would impact the course of treatment. In the past decade, the advent of
PET/CT scanners has significantly changed the approach to PET
imaging.* However, the terminology has also created confusion
regarding the nature of the scans obtained from a PET/CT device.
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PET/CT scanners have both a PET and CT scanner in the same gantry
that allows precise coregistration of molecular (PET) and anatomic (CT)
imaging. Almost all current clinical PET imaging is performed using
combined PET/CT devices.

In PET/CT tomographs, the CT scanner has a second important role
beyond diagnostic CT scanning.**’ For PET applications, the CT scan is
also used for photon attenuation correction and for anatomic localization
of the PET imaging findings. For these tasks, the CT scan is usually
taken without breathholding, to match PET image acquisition, and
typically uses low-dose (non-diagnostic) CT. Radiation exposure for
these non-diagnostic CT scans is lower than for diagnostic CT.
Intravenous contrast is not needed for this task.

PET/CT scanners typically include a high-quality CT device that can
also be used for stand-alone, optimized, and fully diagnostic CT.
Diagnostic CT scans are acquired using breathholding for optimal chest
imaging, and are often performed with intravenous contrast. For fully
diagnostic CT, the CT beam current, and therefore patient radiation
exposure, is considerably higher than for the low-dose CT needed for
PET requirements. Radiation exposures for fully diagnostic CT are often
greater than for the emission (PET) component of the study.

Currently, the approach to clinical PET/CT imaging varies widely across
centers.*’Many centers perform low-dose CT as part of a PET/CT
scan, and perform optimized, fully diagnostic CT only when diagnostic
CT has also been requested in addition to PET/CT. Other centers
combine diagnostic CT scans with PET on all of their PET/CT images.
The CT scans described in the workup section of the guidelines refer to
fully optimized diagnostic CT scans, while the PET or PET/CT scans
refer to scans primarily directed towards the PET component, not
necessarily using diagnostic-quality CT. It is important for referring
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physicians to understand the differences between PET/CT performed
primarily for PET imaging and fully optimized CT performed as a
stand-alone diagnostic CT examination.*° It may be convenient to
perform PET/CT and diagnostic CT at the same time.

Operable Locally Advanced Breast Cancer

(Clinical stage T3, N1, MO0)

Locally advanced breast cancer describes a subset of invasive breast
cancer where the initial clinical and radiographic evaluation documents
advanced disease confined to the breast and regional lymph nodes.
The AJCC clinical staging system used in these guidelines and for the
determination of operability is recommended, and locally advanced
disease is represented by the stage Il category. Patients with stage Ill
disease may be further divided into: 1) those where an initial surgical
approach is unlikely to successfully remove all disease or to provide
long-term local control; and 2) those with disease where a reasonable
initial surgical approach is likely to achieve pathologically negative
margins and provide long-term local control. Thus, stage IlIA patients
are divided into those who have clinical T3, N1, MO disease versus
those who have clinical T any, N2, MO disease, based on evaluation by
a multidisciplinary team.

Postsurgical systemic adjuvant therapy for patients with stage IlIA
breast cancer who do not receive neoadjuvant chemotherapy is similar
to that for patients with stage Il disease.

Inoperable Locally Advanced Breast Cancer

(Clinical stage IlIA [except for T3, N1, MO], clinical stage llIB, or clinical
stage llIC)

For patients with inoperable, non-inflammatory, locally advanced
disease at presentation, the initial use of anthracycline-based
preoperative systemic therapy with or without a taxane is standard
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therapy.*! Patients with locally advanced breast cancer that is
HER2-positive should receive an initial chemotherapy program that
incorporates preoperative trastuzumab and possibly pertuzumab. Local
therapy following a clinical response to preoperative systemic therapy
usually consists of: 1) total mastectomy with level I/ll ALN dissection,
with.or without delayed breast reconstruction; or 2) lumpectomy and
level I/1l axillary dissection.

Both local treatment groups are considered to have sufficient risk of
local recurrence to warrant the use of chest wall (or breast) and
supraclavicular node irradiation. If internal mammary lymph nodes are
involved, they should also be irradiated. Without detected internal
mammary node involvement, consideration may be given to include the
internal mammary lymph nodes in the radiation field (category 2B).
Adjuvant therapy may involve completion of planned chemotherapy
regimen course if not completed preoperatively, followed by endocrine
therapy in patients with hormone receptor-positive disease. Up to one
year of total trastuzumab therapy should be completed if the tumor is
HER2-positive (category 1). Endocrine therapy and trastuzumab can be
administered concurrently with radiation therapy if indicated.

Patients with an inoperable stage Il tumor with disease progression
during preoperative systemic therapy should be considered for palliative
breast irradiation in an attempt to enhance local control. In all subsets of
patients, further systemic adjuvant chemotherapy after local therapy is
felt to be standard. Tamoxifen (or an aromatase inhibitor if
postmenopausal) should be added for those with hormone
receptor-positive tumors, and trastuzumab should be given to those with
HER2-positive tumors. Post-treatment follow-up for women with stage

Il disease is the same as for women with early-stage invasive breast
cancer.
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Post-Therapy Surveillance and Follow-up for Stage I-lli

Post-therapy follow-up is optimally performed by members of the
treatment team and includes the performance of regular history/physical
examinations every 4 to 6 months for the first 5 years after primary
therapy and annually thereafter. Mammography should be performed
annually.

Regarding frequency of mammograms after breast-conserving surgery
followed by radiation, the NCCN Panel agrees with ASTRO’s “Choosing
Wisely’ list of recommendations released in 2014.%2The
recommendations state that “annual mammograms are the appropriate
frequency for surveillance of breast cancer patients who have had
breast-conserving surgery and radiation therapy with no clear
advantage to shorter interval imaging. Patients should wait 6 to 12
months after the completion of radiation therapy to begin their annual
mammogram surveillance. Suspicious findings on physical examination
or surveillance imaging might warrant a shorter interval between
mammograms.”

The NCCN panel notes that any imaging of reconstructed breast is not
indicated.

According to the NCCN Panel, in the absence of clinical signs and
symptoms suggestive of recurrent disease, laboratory or imaging
studies to screen for metastasis are not necessary. The routine
performance of alkaline phosphatase tests and LFTs are not included in
the guidelines.***3|n addition, the panel notes no evidence to support
the use of “tumor markers” for breast cancer, and routine bone scans,
CT scans, MRI scans, PET scans, or ultrasound examinations in the
asymptomatic patient provide no advantage in survival or ability to
palliate recurrent disease and are, therefore, not recommended.!324%
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The use of breast MRI in follow-up of women with prior breast cancer is
undefined. It may be considered as an option in women with high
lifetime risk (greater than 20% based on models largely dependent on
family history) of developing a second primary breast cancer. Rates of
contralateral breast cancer after either breast-conserving therapy or
mastectomy have been reported to be increased in women with
BRCA1/2 mutations when compared with patients with sporadic breast
cancer. 4743

The panel recommends that women with intact uteri who are taking
adjuvant tamoxifen should have yearly gynecologic assessments and
rapid evaluation of any vaginal spotting that might occur because of the
risk of tamoxifen-associated endometrial carcinoma in postmenopausal
women.** The performance of routine endometrial biopsy or
ultrasonography in the asymptomatic woman is not recommended.
Neither test has demonstrated utility as a screening test in any
population of women. The vast majority of women with
tamoxifen-associated uterine carcinoma have early vaginal spotting.

If an adjuvant aromatase inhibitor is considered in women with
amenorrhea following treatment, baseline levels of estradiol and
gonadotropin followed by serial monitoring of these hormones should be
performed if endocrine therapy with an aromatase inhibitor is initiated.?”
Bilateral oophorectomy assures postmenopausal status in young
women with therapy-induced amenorrhea and may be considered prior
to initiating therapy with an aromatase inhibitor in a young woman.

Symptom management for women on adjuvant endocrine therapies

often requires treatment of hot flashes and the treatment of concurrent
depression. Venlafaxine, a serotonin-norepinephrine reuptake inhibitor
(SNRI) has been studied and is an effective intervention in decreasing
hot flashes.*!** There is evidence suggesting that concomitant use of
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tamoxifen with certain SSRIs (eg, paroxetine, fluoxetine) may decrease
plasma levels of endoxifen, an active metabolite of tamoxifen. #6546
These SSRIs/SNRIs may interfere with the enzymatic conversion of
tamoxifen to endoxifen by inhibiting a particular isoform of CYP2D6.
However, the mild CYP2D6 inhibitors such as citalopram, escitalopram,
sertraline, and venlafaxine appear to have no or only minimal effect on
tamoxifen metabolism 379:467:468

Follow-up also includes assessment of patient adherence to ongoing
medication regimens such as endocrine therapies. Predictors of poor
adherence to medication include the presence of side effects
associated with the medication, and incomplete understanding by the
patient of the benefits associated with regular administration of the
medication.*® The panel recommends the implementation of simple
strategies to enhance patient adherence to endocrine therapy, such as
direct questioning of the patient during office visits, as well as brief,
clear explanations on the value of taking the medication regularly and
the therapeutic importance of longer durations of endocrine therapy.

Lymphedema is a common complication after treatment for breast
cancer. Factors associated with increased risk of lymphedema include
extent of axillary surgery, axillary radiation, infection, and patient
obesity.*’**! The panel recommends educating the patients on
lymphedema, monitoring for lymphedema, and referring for
lymphedema management as needed.

Many young women treated for breast cancer maintain or regain
premenopausal status following treatment for breast cancer. For these
women, the NCCN Panel discourages the use of hormonal birth control
methods, regardless of the hormone receptor status of the tumor.*’
Alternative birth control methods are recommended, including
intrauterine devices, barrier methods, and, for those with no intent of
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future pregnancy, tubal ligation or vasectomy for the partner.
Breastfeeding during endocrine or chemotherapy treatment is not
recommended by the NCCN Panel because of risks to the infant.
Breastfeeding after breast-conserving treatment for breast cancer is not
contraindicated. However, lactation from an irradiated breast may not
be possible, or may occur only with a diminished capacity.*’>7

The panel recommends that women on an adjuvant aromatase inhibitor
or who experience ovarian failure secondary to treatment should have
monitoring of bone health with a bone mineral density determination at
baseline and periodically thereafter. The use of estrogen, progesterone,
or selective ER modulators to treat osteoporosis or osteopenia in
women with breast cancer is discouraged. The use of a bisphosphonate
is generally the preferred intervention to improve bone mineral density.
A single phase 3 study, ABCSG12, demonstrated improved outcomes
with the addition of zoledronic acid in premenopausal women receiving
endocrine therapy with ovarian suppression.*’* Use of bisphosphonates
in such patients and in other subgroups remains controversial.
Denosumab has shown to significantly reduce fractures in
postmenopausal women receiving adjuvant therapy aromatase
inhibitors, and improves bone mineral density.*"

Optimal duration of bisphosphonate therapy has not been established.
Factors to consider for duration of anti-osteoporosis therapy include
bone mineral density, response to therapy, and risk factors for
continued bone loss or fracture. Women treated with a bisphosphonate
should undergo a dental examination with preventive dentistry prior to
the initiation of therapy, and should take supplemental calcium and
vitamin D.

Evidence suggests that a healthy lifestyle may lead to better breast
cancer outcomes. A nested case control study of 369 women with
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ER-positive tumors who developed a second primary breast cancer
compared with 734 matched control patients who did not develop a
second primary tumor showed an association between obesity (body
mass index [BMI] 230), smoking, and alcohol consumption and
contralateral breast cancer.*’® A prospective study of 1490 women
diagnosed with stage I-Ill breast cancer showed an association
between high fruit and vegetable consumption, physical activity, and
improved survivorship, regardless of obesity.*”’ There is emerging
evidence that obesity is associated with poorer outcomes for certain
subtypes of breast cancers. The study by the Women'’s Intervention
Nutrition group randomized early-stage breast cancer patients to an
intervention group and a control group. The intervention consisted of
eight one-on-one visits with a registered dietitian who had been trained
on a low-fat eating plan. OS analysis showed no significant difference
between the two study arms (17% for the intervention vs. 13.6%
without); however, subgroup analysis showed that those with ER- and
PR-negative disease who were part of the intervention group saw a
54% improvement in OS.*"

The NCCN Panel recommends an active lifestyle and ideal body weight
(BMI 20-25) for optimal overall health and breast cancer outcomes as
there are reports of proven benefits of exercise and active lifestyle
during and after treatment.*7°-48!

For management of issues related to survivorship including late/long-
term effects of cancer and its treatment, see the NCCN Guidelines for

Survivorship.
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Stage IV Metastatic or Recurrent Breast Cancer
Staging and Workup

The staging evaluation of women who present with metastatic or
recurrent breast cancer includes history and physical exam; the
performance of a CBC, LFTs, chest diagnostic CT, bone scan, and
radiographs of any long or weight-bearing bones that are painful or
appear abnormal on bone scan; consideration of diagnostic CT of the
abdomen (with or without diagnostic CT of the pelvis) or MRI scan of
the abdomen; and biopsy documentation of first recurrence if possible.
The panel generally discourages the use of sodium fluoride PET or
PET/CT scans for the evaluation of patients with recurrent disease,
except in those situations where other staging studies are equivocal or
suspicious. There is limited evidence (mostly from retrospective studies)
to support the use of PET/CT scanning to guide treatment planning
through determination of the extent of disease in select patients with
recurrent or metastatic disease.!3*!3348243 The panel considers biopsy of
equivocal or suspicious sites to be more likely than PET/CT scanning to
provide accurate staging information in this population of patients.

The consensus of the panel is that FDG PET/CT is optional (category
2B) and most helpful in situations where standard imaging results are
equivocal or suspicious. The NCCN Panel recommends bone scan or
sodium fluoride PET/CT to detect bone metastases (category 2B).
However, if the FDG PET results clearly indicate bone metastasis,
these scans can be omitted.

The NCCN Panel recommends that metastatic disease at presentation
or first recurrence of disease should be biopsied as a part of the workup
for patients with recurrent or stage |V disease. This ensures accurate
determination of metastatic/recurrent disease and tumor histology, and
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allows for biomarker determination and selection of appropriate
treatment.

Determination of hormone receptor status (ER and PR) and HER2
status should be repeated in all cases when diagnostic tissue is
obtained. ER and PR assays may be falsely negative or falsely positive,
and there may be discordance between the primary and metastatic
tumors.*445 The reasons for the discordance may relate to change in
biology of disease, differential effect of prior treatment on clonal
subsets, tumor heterogeneity, or imperfect accuracy and reproducibility
of assays.** Discordance between the receptor status of primary and
recurrent disease has been reported in a number of studies. The
discordance rates are in the range of 3.4% to 60% for ER-negative to
ER-positive; 7.2% to 31% for ER-positive to ER-negative; and 0.7% to
11% for HER2.48¢-4%

The NCCN Panel recommends that re-testing the receptor status of
recurrent disease be performed, especially in cases when it was
previously unknown, originally negative, or not overexpressed. For
patients with clinical courses consistent with hormone receptor—positive
breast cancer, or with prior positive hormone receptor results, the panel
has noted that a course of endocrine therapy is reasonable, regardless
of whether the receptor assay is repeated or the result of the most
recent hormone receptor assay.

Genetic counseling is recommended if the patient is considered to be at
high risk for hereditary breast cancer, as defined by the NCCN
Guidelines for Genetic/Familial High-Risk Assessment: Breast and
Ovarian.
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Management of Local Disease Only

Patients with local recurrence only are divided into 3 groups: those who
had been treated initially by mastectomy alone, those who had been
treated initially by mastectomy plus radiation therapy, and those who
had received breast-conserving therapy.

In one retrospective study of local recurrence patterns in women with
breast cancer who had undergone mastectomy and adjuvant
chemotherapy without radiation therapy, the most common sites of local
recurrence were at the chest wall and the supraclavicular lymph
nodes.** The recommendations for treatment of the population of
patients experiencing a local recurrence only are supported by analyses
of a combined database of patients from the EORTC 10801 and Danish
Breast Cancer Cooperative Group 82TM trials. The analyses compared
breast-conserving therapy with mastectomy in patients with stage | and
stage |l disease. The 133 (approximately 8%) patients experiencing a
local recurrence as an initial event were approximately equally divided
between those who had undergone mastectomy and those who had
received breast-conserving therapy as initial treatment for breast
cancer. Of those in the former group, 51 (76%) were able to undergo
radiation therapy with or without surgery as treatment for local disease
recurrence. No difference in survival emerged between patients
receiving treatment after initial treatment with mastectomy or
breast-conserving therapy; approximately 50% of both groups were
alive at 10-year follow-up.*’

According to the NCCN Panel, mastectomy-treated patients should
undergo surgical resection of the local recurrence (if it can be
accomplished without heroic surgery) and involved-field radiation
therapy to the chest wall and supraclavicular area (if the chest wall was
not previously treated or if additional radiation therapy may be safely
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administered). The use of surgical resection in this setting implies the
use of limited excision of disease with the goal of obtaining clear
margins of resection. Unresectable chest wall recurrent disease should
be treated with radiation therapy if no prior radiation has been given.
Women with a local recurrence of disease after initial breast-conserving
therapy should undergo a total mastectomy and axillary staging if a
level I/1l axillary dissection was not previously performed. Limited data
suggest that a repeat SLN biopsy following local recurrence of disease
may be successfully performed in 80% of women who have previously
undergone breast-conserving therapy and sentinel node biopsy.** The
consensus of the panel is that the preferred surgical approach for most
women with a local recurrence following breast-conserving therapy and
sentinel node biopsy is mastectomy and a level I/l axillary dissection,
although sentinel node biopsy in lieu of a level I/1l axillary dissection can
be considered if prior axillary staging was done by sentinel node biopsy
only.

The results of the CALOR trial found that after complete resection in
patients with isolated locoregional recurrence, adjuvant chemotherapy
improves both DFS and OS.** After median follow-up of 4.9 years, the
overall DFS was 69% in the chemotherapy group versus 57% in the
group that did not receive chemotherapy (HR = 0.59, P = .046).*° Five-
year OS in all patients in the study was also significantly improved with
chemotherapy (88% vs. 76%, P = .024).*° The benefit of adjuvant
chemotherapy was mostly seen in women with ER-negative disease.
Among women with ER-negative disease, 5-year DFS was 67% versus
35% (HR, 0.32; 95% CI, 0.14-0.73) and in those ER-positive disease,
the 5-year DFS was 70% versus 69% (HR, 0.94; 95% ClI, 0.47-1.89).4*

According to the NCCN Panel, after local treatment, women with local
recurrences only should be considered for limited duration systemic
chemotherapy or endocrine therapy similar to that outlined in the
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adjuvant chemotherapy section. The panel emphasized the importance
of individualizing treatment strategies in patients with a recurrence of
disease limited to a local site.

Management of Stage IV or Recurrent Metastatic Disease

The systemic treatment of breast cancer recurrence or stage |V disease
prolongs survival and enhances quality of life but is not curative.
Therefore, treatments associated with minimal toxicity are preferred.
Thus, the use of the minimally toxic endocrine therapies is preferred to
the use of cytotoxic therapy whenever reasonable.>*

Guideline Stratification for Therapy in Systemic Disease

Patients with recurrence of breast cancer or metastatic breast cancer at
diagnosis are initially stratified according to whether bone metastasis is
present. These two patient subsets are then stratified further by tumor
hormone receptor and HER2 status.

Supportive Therapy for Bone Metastases

Treatment targeting osteoclast activity is of value in patients with
metastatic breast cancer in bone to prevent bone fractures, bone pain
requiring radiation therapy, spinal cord compression, and hypercalcemia
(skeletal-related events; SREs).>"'-% The bisphosphonates zoledronic
acid or pamidronate have been used for this purpose, and there is
extensive clinical trial support for their efficacy in prevention of SREs
(see section below on Bisphosphonates). Denosumab is a fully human
monoclonal antibody directed against RANK ligand, a mediator of
osteoclast function.>** A single, randomized, active, controlled trial in
metastatic breast cancer showed equivalency and superiority of time to
the occurrence of SRE with denosumab, as compared with zoledronic
acid.>” No study of bisphosphonate or denosumab has demonstrated
an impact on OS in patients with metastatic disease.
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The bisphosphonates and denosumab are associated with a risk of
development of osteonecrosis of the jaw (ONJ). Poor baseline dental
health or dental procedures during treatment are known risk factors for
ONJ. Thus, a dental examination with preventive dentistry intervention
is recommended prior to treatment with intravenous bisphosphonate or
denosumab, and dental procedures during treatment should be avoided
if at all possible. Additional risk factors for the development of ONJ
include administration of chemotherapy or corticosteroids and poor oral
hygiene with periodontal disease and dental abscess.*"

Confirmation of metastatic disease by imaging, including x-ray,
diagnostic CT, or MRI, and initial evaluation of serum calcium,
creatinine, phosphorous, and magnesium levels should be undertaken
prior to the initiation of intravenous bisphosphonate treatment or
subcutaneous denosumab treatment in patients with metastatic
disease. Frequent measurement of calcium, phosphorous, and
magnesium may be prudent since hypophosphatemia and
hypocalcemia have been reported.

Bisphosphonates

An intravenous bisphosphonate (eg, pamidronate, zoledronic acid) in
combination with oral calcium citrate and vitamin D supplementation
should be used in women with bone metastasis, especially if lytic and/or
in weight-bearing bone, if expected survival is 3 months or longer, and if
creatinine levels are below 3.0 mg/dL (category 1).502506-511
Bisphosphonates are given in addition to chemotherapy or endocrine
therapy. Zoledronic acid may be superior to pamidronate in Iytic breast
metastasis.>'*313

There are extensive data from randomized trials in support of the use of
bisphosphonates for patients with metastatic disease to bone. The
randomized clinical trial data include the use of zoledronic acid and

Version 2.2020 © 2020 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

pamidronate in the United States and ibandronate and clodronate in
European countries.3511:513518 |n metastatic bone disease,
bisphosphonate treatment is associated with fewer SREs, fewer
pathologic fractures, and less need for radiation therapy and surgery to
treat bone pain.

The use of bisphosphonates in metastatic disease is a palliative care
measure. No impact on OS has been observed in patients treated with
bisphosphonates. The data indicate that zoledronic acid and
pamidronate may be given on a 3- to 5-week schedule in conjunction
with antineoplastic therapy (ie, endocrine therapy, chemotherapy,
biologic therapy). Recent data from a phase Il study showed
zoledronic acid administered once every 12 weeks versus the current
standard of once every four weeks does not compromise efficacy
among women with breast cancer and bone metastases. The SRE rate
was 22% when zoledronic acid was administered every 4 weeks versus
23.2% when administered once every 12 weeks."

The use of bisphosphonates should be accompanied by calcium and
vitamin D supplementation with daily doses of calcium of 1200 to 1500
mg and vitamin D3 of 400 to 800 IU. Recommended agents for use in
the United States are pamidronate 90 mg intravenously over 2 hours or
zoledronic acid 4 mg intravenously over 15 minutes. The original
studies continued treatment for up to 24 months; however, there are
limited long-term safety data indicating treatment can continue beyond
that time.>!%318520 The risk of renal toxicity necessitates monitoring of
serum creatinine prior to administration of each dose and dose
reduction or discontinuation if renal function is reduced. Current clinical
trial results support the use of bisphosphonates for up to 2 years.
Longer durations of bisphosphonate therapy may provide additional
benefit, but this has not yet been tested in clinical trials.
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ONJ, a complication of bisphosphonate treatment, has been described.
In a review of more than 16,000 cancer patients, an increased risk for
jaw or facial bone surgery along with an increased risk of being
diagnosed with inflammatory conditions or osteomyelitis of the jaw with
the use of intravenous bisphosphonates was documented. An absolute
risk of 5.48 events per 100 patients treated was seen, with an increase
in risk associated with an increase in cumulative dose of drug.>*! It is
recommended that patients should undergo a dental examination with
preventive dentistry prior to initiation of bisphosphonate therapy.

Denosumab

Women with metastatic breast cancer to bone who are candidates for
bisphosphonate therapy may also be considered for treatment with
denosumab (category 1). This recommendation is based on the results
of a single randomized trial comparing denosumab to zoledronic acid.>*
All trial patients were recommended to supplement with vitamin D and
calcium. Patients on the experimental arm were given 120 mg of
denosumab injected subcutaneously every 4 weeks plus intravenous
placebo versus the control arm where patients were given an
intravenous infusion of 4 mg of zoledronic acid every 4 weeks, and a
subcutaneous placebo. In this trial with non-inferiority as the primary
endpoint, denosumab was shown to significantly delay time to first SRE
by 18% as compared with zoledronic acid (HR, 0.82; 95% CI, 0.71—
0.95; P < .001 for non-inferiority; P = .01 for superiority) and time to first
and subsequent SREs (rate ratio, 0.77; 95% ClI, 0.66—-0.89; P = .001).
No difference in time to progression or OS was observed. Adverse
event profiles were similar for the two groups, including incidence of
ONJ, with a reduced risk of renal-related and acute phase adverse
events in the denosumab treatment group. Long-term risks of
denosumab treatment are unknown. The optimal duration of treatment
with denosumab is not known.
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Endocrine Therapy for Stage IV or Recurrent Metastatic Disease
Women with recurrent or metastatic disease characterized by tumors
that are ER- and/or PR-positive are appropriate candidates for initial
endocrine therapy.

In premenopausal women without previous exposure to an
antiestrogen, initial treatment is with selective ER modulator alone or
ovarian suppression/ablation plus endocrine therapy as for
postmenopausal women.*>? In premenopausal women who received a
prior endocrine therapy within 12 months, the preferred second-line
therapy is ovarian ablation or suppression followed by endocrine
therapy as for postmenopausal women.

Endocrine therapies for recurrent/stage IV disease in postmenopausal
women include nonsteroidal aromatase inhibitors (anastrozole and
letrozole); steroidal aromatase inhibitors (exemestane); serum ER
modulators (tamoxifen or toremifene); ER down-regulators (fulvestrant);
progestin (megestrol acetate); androgens (fluoxymesterone); and
high-dose estrogen (ethinyl estradiol) and recently several new
combination therapies with novel agents have become available such
as exemestane with everolimus, palbociclib in combination with
fulvestrant, and palbociclib with letrozole.

According to some studies, in postmenopausal women, aromatase
inhibitors appear to have superior outcome compared with tamoxifen,
although the differences are modest.*?3-32¢ A Cochrane review has also
suggested a survival benefit favoring the aromatase inhibitors over
other endocrine therapies, although the advantage is small.*?’ A
randomized phase Il trial comparing tamoxifen with exemestane as
first-line endocrine therapy for postmenopausal women with metastatic
breast cancer showed no significant differences in progression-free
survival (PFS) or OS between the two arms.>?
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Fulvestrant appears to be at least as effective as anastrozole in patients
whose disease progressed on previous tamoxifen.3*% A randomized
phase Il study compared anastrozole versus fulvestrant in over 200
patients with advanced breast cancer.33%%*! In the initial analysis,
fulvestrant was as effective as anastrozole in terms of overall response
(36.0% vs. 35.5%; odds ratio, 1.02; 95% ClI, 0.56 —1.87; P.=.947) in
evaluable patients (n = 89 for fulvestrant and n = 93 for anastrozole).>*°
An improved time to progression was seen with fulvestrant compared to
anastrazole (median time to progression was 23.4 months for
fulvestrant vs. 13.1 months for anastrozole; HR, 0.63; 95% CI, 0.39—
1.00; P =.0496).>*! This study used a higher 500 mg loading dose every
2 weeks for 3 doses and then 500 mg monthly.>** The median OS was
observed to be longer in the fulvestrant group than in the anastrozole
group (54.1 months vs. 48.4 months; HR, 0.70; P = .041).5*2 These
findings are currently being studied in a prospective phase lll trial
(ClinicalTrials.gov identifier: NCT01602380).

A phase Il study of fulvestrant in postmenopausal women with
advanced breast cancer and disease progression following aromatase
inhibitor therapy documented a partial response rate of 14.3% with an
additional 20.8% of patients achieving stable disease for at least 6
months.>* The clinical benefit rates of exemestane and fulvestrant
observed in a phase lll trial of postmenopausal women with hormone
receptor-positive advanced breast cancer who experienced disease
progression on prior nonsteroidal aromatase inhibitor therapy were
comparable (32.2% vs. 31.5%; P = .853).34In that study, fulvestrant
was administered as a 500 mg loading dose followed by doses of 250
mg on day 14, day 28, and then monthly.

A separate phase Ill randomized study in postmenopausal women with
metastatic ER-positive breast cancer compared fulvestrant 500 mg
every 2 weeks for 3 doses followed by 500 mg monthly versus
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fulvestrant 250 mg monthly. The PFS was superior with the fulvestrant
500 mg regimen (HR, 0.80; 95% CI, 0.68-0.94; P = .006),°* indicating
an increased duration of response with the higher dose of fulvestrant.
The final analyses demonstrated an increase in median OS (4.1
months) and reduced risk of death (19%) with a dose of 500 mg
compared with 250 mg. Median OS was 26.4 versus 22.3 months (HR,
0.81; 95% Cl, 0.69-0.96; P = .02).5%

Combination endocrine therapy in postmenopausal women with
hormone receptor-positive, previously untreated metastatic breast
cancer has been reported from two studies comparing single-agent
anastrozole versus anastrozole plus fulvestrant.

In one study (FACT), combination endocrine therapy was not superior
to single-agent anastrozole (time to progression HR, 0.99; 95% ClI,
0.81-1.20; P =.91).%7In the second study (S0226), PFS (HR, 0.80;
95% CI, 0.68—0.94; stratified log-rank P = .007) and OS (HR, 0.81; 95%
Cl, 0.65-1.00; stratified P = .049) were superior with combination
anastrozole plus fulvestrant.*® An unplanned subset analysis in this trial
suggested that patients without prior adjuvant tamoxifen experienced
the greatest benefit. The reason for the divergent outcomes in these two
studies is not known.

A phase Il trial studied the effect of fulvestrant alone or in combination
with anastrozole or exemestane in patients with advanced breast
cancer and an acquired non-steroidal aromatase inhibitor-resistant
disease.>** An aromatase inhibitor had been given as adjuvant
treatment to 18% of patients for a median of 27.9 months, and to 82%
of patients for locally advanced/metastatic disease for a median of 19.3
months. Median PFS was 4.8 months, 4.4 months, and 3.4 months for
patients treated with fulvestrant alone, anastrazole plus fulvestrant, and
fulvestrant plus exemestane, respectively. No differences were
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observed for overall response rate, clinical benefit rate, and OS. This
trial provides no evidence that adding an aromatase inhibitor to
fulvestrant in patients with non-steroidal aromatase inhibitor-resistant
disease improves the results achieved with fulvestrant alone. In
postmenopausal women who have received previous antiestrogen
therapy and are within one year of antiestrogen exposure, there is
evidence supporting the use of a selective aromatase inhibitor as the
preferred first-line therapy for their recurrent disease.>**

Palbociclib, a highly selective inhibitor of CDK 4/6 kinase activity, has a
role in treating women with ER-positive metastatic breast cancer in
combination with endocrine therapy. A phase Il, open-label,
randomized, multicenter trial evaluated the safety and efficacy of
palbociclib in combination with letrozole versus letrozole alone as first-
line treatment for patients with advanced ER-positive, HER2- negative
breast cancer.>* Median PFS reported was double with the
combination regimen compared to letrozole alone (20.2 months for the
palbociclib plus letrozole group and 10.2 months for the letrozole alone
group; HR, 0.488; 95% Cl, 0.319-0.748).># Grade 3/4 adverse
reactions reported at a higher incidence in the palbociclib plus letrozole
versus letrozole alone group included neutropenia (54% vs. 1%) and
leukopenia (19% vs. 0%). Based on this study, the FDA approved
palbociclib in combination with letrozole for the treatment of
postmenopausal women with ER-positive, HER2-negative advanced
breast cancer as initial endocrine-based therapy for their metastatic
disease.

The phase Ill trial (PALOMA-3) compared the combination of palbociclib
and fulvestrant to fulvestrant in pre- or post-menopausal hormone
receptor-positive, HER2-negative advanced breast cancer patients,
whose disease progressed on prior endocrine therapy. Pre- or peri-
menopausal patients also received goserelin. The median PFS was 9.2
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months for the combination compared to 3.8 months for fulvestrant (HR
0.42, P <.000001) with similar discontinuation rates because of
adverse effects (2.6% and 1.7%, respectively).’* Grade 3/4 adverse
events of palbociclib and fulvestrant were mainly confined to
neutropenia with the same low incidence (0.6%) of febrile neutropenia
in both arms. OS data from this trial are immature.>*

The NCCN Panel has included the combination of palbociclib with
letrozole as a first-line endocrine therapy option for postmenopausal
patients with hormone receptor-positive, HER2-negative metastatic
breast cancer. In addition, the recently updated version includes
palbociclib with fulvestrant as a category 1 option for women with
hormone receptor-positive (post-menopausal or premenopausal women
receiving ovarian suppression with an LHRH agonist), HER2-negative
metastatic breast cancer who have progressed on endocrine therapy.

Limited studies document a PFS advantage of adding trastuzumab or
lapatinib to aromatase inhibition in postmenopausal women with
hormone receptor-positive metastatic breast cancer that is HER2-
positive. 34434

Resistance to endocrine therapy in women with hormone
receptor-positive disease is frequent. One mechanism of resistance to
endocrine therapy is activation of the mammalian target of rapamycin
(mTOR) signal transduction pathway. Several randomized studies have
investigated the use of aromatase inhibition in combination with
inhibitors of the mTOR pathway.

A randomized phase Il study estimated the efficacy of tamoxifen alone
versus tamoxifen combined with everolimus, an oral inhibitor of mMTOR,
in women with hormone receptor-positive, HER2-negative metastatic

breast cancer previously treated with an aromatase inhibitor.>*¢ After a
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median follow-up of 13 months, an intent-to-treat analysis showed that
the clinical benefit was 42.1% (95% ClI, 29.1-55.9) with tamoxifen alone
and 61.1% (95% CI, 46.9—-74.1) with tamoxifen plus everolimus. An
improvement in median time to progression was seen when everolimus
was combined with tamoxifen compared with tamoxifen alone. Median
time to progression was 4.5 months (95% ClI, 3.7-8.7) with tamoxifen
alone versus 8.5 months (95% CI, 6.01-13.9) with everolimus and
tamoxifen.4

A phase lll trial in postmenopausal women with advanced, hormone
receptor-positive breast cancer with no prior endocrine therapy for
advanced disease, randomized subjects to letrozole with or without the
mTOR inhibitor temsirolimus has been reported.>* In this study, PFS
was not different between the treatment arms (HR, 0.89; 95% CI, 0.75—
1.05; long-rank P = .18).

The results of this trial differ from that of the BOLERO-2 trial (described
below). The reasons for the differences in the outcomes of these two
randomized phase Il studies****is uncertain, but may be related to the
issues of patient selection and extent of prior endocrine therapy.

A phase Il study (BOLERO-2) randomized postmenopausal women
with hormone receptor-positive advanced breast cancer that had
progressed or recurred during treatment with a nonsteroidal aromatase
inhibitor to exemestane with or without the mTOR inhibitor
everolimus.’* Final results reported after median 18-month follow-up
show that median PFS (by central review) remained significantly longer
with everolimus plus exemestane versus placebo plus exemestane at
11.0 versus 4.1 months, respectively; (HR, 0.38; 95% CI, 0.31-0.48; P
<.0001).¥ The adverse events (all grades) that occurred more
frequently in those receiving everolimus included stomatitis, infections,
rash, pneumonitis, and hyperglycemia.’**3* Analysis of safety and
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efficacy in the elderly patients enrolled in this trial showed that elderly
patients treated with an everolimus-containing regimen had similar
incidences of these adverse events, but the younger patients had more
on-treatment deaths.>’Based on the evidence from the BOLERO-2
trial, the NCCN Panel has included everolimus plus exemestane as an
option for women who fulfill the entry criteria for BOLERO-2.

Many premenopausal and postmenopausal women with
hormone-responsive breast cancer benefit from sequential use of
endocrine therapies at disease progression. Therefore, women with
breast cancers who respond to an endocrine maneuver with either
shrinkage of the tumor or long-term disease stabilization (clinical
benefit) should receive additional endocrine therapy at disease
progression. After second-line endocrine therapy, little high-level
evidence exists to assist in selecting the optimal sequence of endocrine
therapy. Additional endocrine therapies for second-line and subsequent
therapy are listed in the NCCN Guidelines for Breast Cancer.

Endocrine therapy may be active in patients with negative ER and PR
determinations, especially on the primary tumor and in soft tissue
disease and/or bone-dominant disease.?!*3 Endocrine therapy is
associated with relatively low toxicity. Further false-negative
determinations of ER and PR tumor status are not unusual and the
hormone receptor status of primary and metastatic sites of disease may
differ. Therefore, the NCCN Breast Cancer Panel recommends
consideration of a trial of endocrine therapy for patients with disease
characterized as hormone receptor-negative with disease localized to
the bone or soft tissue only or with asymptomatic visceral disease,
irrespective of HER2 tumor status.

MS-59



National
Comprehensive

N\l Cancer
Network®

Breast Cancer

NCCN Guidelines Version 2.2020

Cytotoxic Chemotherapy for Stage IV or Recurrent Metastatic Disease
Women with hormone receptor-negative tumors not localized to the
bone or soft tissue only, that are associated with symptomatic visceral
metastasis, or that have hormone receptor-positive tumors that are
refractory to endocrine therapy should receive chemotherapy. A variety
of chemotherapy regimens are felt to be appropriate, as outlined in the
treatment algorithm. Combination chemotherapy generally provides
higher rates of objective response and longer time to progression, in
comparison to single-agent chemotherapy. Combination chemotherapy
is, however, associated with an increase in toxicity and is of little
survival benefit.**5%¢ Furthermore, administering single agents
sequentially decreases the likelihood that dose reductions will be
needed. Thus, the panel finds little compelling evidence that
combination chemotherapy is superior to sequential single agents.
Standard clinical practice is to continue first-line chemotherapy until
progression. Adverse effects may require dose reduction and cessation
of chemotherapy prior to disease progression. Limited information
suggests that PFS can be prolonged with the use of continuous
chemotherapy versus shorter-course chemotherapy.’*-3° Due to the
lack of consistent OS differences, the use of prolonged versus shorter
chemotherapy needs to be weighed against the detrimental effects of
continuous chemotherapy on overall quality of life.

Single cytotoxic agents and combination chemotherapy regimens
recommended by the panel for the treatment of patients with metastatic
disease are listed in the NCCN Guidelines.

Single Agents

Single agents are categorized as either preferred or other single agents
based on a balance of the efficacy, toxicity, and treatment schedules of
the drugs. Among preferred single agents, the panel includes: the
anthracyclines, doxorubicin, epirubicin, and pegylated liposomal
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doxorubicin; the taxanes, paclitaxel, docetaxel, and albumin-bound
paclitaxel; anti-metabolites, capecitabine and gemcitabine; and
non-taxane microtubule inhibitors, eribulin and vinorelbine.

Eribulin is a non-taxane microtubule inhibitor used for the treatment of
patients with metastatic breast cancer who have previously received at
least two chemotherapeutic regimens for the treatment of metastatic
disease. Prior therapy should have included an anthracycline and a
taxane in either the adjuvant or metastatic setting. In a phase Il trial,
762 patients with metastatic breast cancer were randomized 2:1 to
eribulin or treatment of physicians’ choice. One-year OS was 53.9% for
patients receiving eribulin versus 43.7% for the control arm, and median
OS was 13.12 versus 10.65 months, representing a 19% statistically
significant risk reduction (P =.041). Time to progression was greater
with eribulin 3.7 versus 2.2 months for patients in the control arm (P =
14 )24

Several studies have demonstrated that eribulin is active in metastatic
breast cancer. A large randomized trial of heavily pre-treated patients
with metastatic breast cancer compared treatment with eribulin versus
therapy of physician’s choice. Eribulin demonstrated significant
improvement in OS with 2.5-month prolongation of median OS (median
OS for patients treated with eribulin was 13.1 months compared with
10.6 months for those receiving other treatments. HR, 0.81; 95% CI,
0.66-0.99; P =.041).%¢!

A phase 1l trial compared eribulin with capecitabine in patients with
metastatic breast cancer. While a survival advantage was observed with
eribulin treatment in all sub-groups of patients, there was a significant
survival advantage observed with eribulin over capecitabine among
patients with HER2-negative (15.9 vs. 13.5 months; HR 0.84; 95% ClI
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0.72, 0.98; P = .03) and triple-negative (14.4 vs. 9.4 months; HR 0.70;
95% CI 0.55, 0.91; P = .01) breast cancer.>*

Among other single agents, the panel includes: cyclophosphamide,
carboplatin, docetaxel, albumin-bound paclitaxel, cisplatin, ixabepilone,
and epirubicin.

Ixabepilone, an epothilone B analogue, is also used for treatment of
recurrent or metastatic breast cancer as a single agent. Use of
ixabepilone as monotherapy has been evaluated in several phase Il
trials of women with metastatic breast cancer: in a first-line setting in
patients previously treated with anthracycline chemotherapy %; in
patients with taxane-resistant metastatic breast cancer’®*; and in
patients with advanced breast cancer resistant to an anthracycline, a
taxane, and capecitabine.*® In the phase |l trials, objective response
rate, median duration of response, and median OS duration were 41.5%
(95% ClI, 29.4%-54.4%), 8.2 months (95% CI, 5.7-10.2 months), and
22.0 months (95% ClI, 15.6—27.0 months) in the first-line setting;*** 12%
(95% ClI, 4.7%— 26.5%), 10.4 months, and 7.9 months for the
taxane-resistant patients;***and 11.5% (95% Cl, 6.3%-18.9%), 5.7
months, and 8.6 months for the patients previously treated with an
anthracycline, a taxane, and capecitabine.>® In the study by Perez et
al,>*> grade 3/4 treatment-related toxicities included peripheral sensory
neuropathy (14%) and neutropenia (54%).

Combination Regimens

Among combination regimens, the panel includes FAC/CAF; FEC; AC;
EC; CMF; docetaxel, capecitabine; gemcitabine, paclitaxel;
gemcitabine, carboplatin; and paclitaxel, bevacizumab.

A series of trials have sought to define the role for bevacizumab, a
humanized monoclonal antibody against the vascular endothelial
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growth factor in the treatment of metastatic breast cancer. The E2100
trial randomized 722 women with recurrent or metastatic breast cancer
to first-line chemotherapy with paclitaxel with or without bevacizumab.>%
This trial documented superior PFS (11.8 months vs. 5.9 months; HR
0.60; P <.001) favoring bevacizumab plus paclitaxel compared with
paclitaxel alone. A similar trial enrolled 736 patients who were
randomized to treatment with docetaxel and bevacizumab or docetaxel
and placebo.**’ This trial also documented increased PFS in the arm
containing bevacizumab (10.1 months vs. 8.2 months with docetaxel
alone; HR 0.77; P = .006). An additional trial, RIBBON-1, combined
bevacizumab with capecitabine, with a taxane (docetaxel,
nab-paclitaxel), with anthracyclines (FEC, CAF, AC, or EC), or with the
same chemotherapy alone. Results of this trial show a statistically
significant increase in PFS with bevacizumab and capecitabine (8.6
months vs. 5.7 months; HR, 0.69; P < .001) and taxane- or
anthracycline- (9.2 months vs. 8.0 months; HR, 0.64; P < .001)
containing arms.>%3% None of these studies demonstrates an increase
in OS or quality of life when analyzed alone or in a meta-analysis
combining the trials.’’° The increase in PFS with bevacizumab is
modest, and appears the greatest in combination with paclitaxel,
especially as reported in an unpublished analysis provided to the
FDAS"!

As with endocrine therapy, sequential responses are often observed
with chemotherapy, supporting the use of sequential single agents and
combination chemotherapy regimens. The current guidelines include
doses and schedules of these single agents and combination regimens
for metastatic breast cancer. Failure to achieve a tumor response to 3
sequential chemotherapy regimens or ECOG performance status of 3 or
greater is an indication for supportive therapy only. In this context,
failure to respond to a chemotherapy regimen means the absence of
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even a marginal response to the use of a given chemotherapy regimen.
Response to a chemotherapy regimen followed by progression of
disease is not considered a failure to experience response.

Patients with metastatic breast cancer frequently develop many
anatomically localized problems that may benefit from local irradiation,
surgery, or regional chemotherapy (eg, intrathecal methotrexate for
leptomeningeal carcinomatosis).

HERZ2-Targeted Therapy for Stage IV or Recurrent Metastatic Disease
Patients with tumors that are HER2-positive may derive benefit from
treatment with HER2-targeted therapy. The panel recommends
selecting patients for HER2-targeted therapy if their tumors are either
positive for HER2 by ISH or 3+ by IHC. HER2 testing recommendations
are described in the guideline. Patients with tumors IHC 0 or 1+ for
HER2 or ISH not amplified have very low rates of HER2-targeted
response and HER2-targeted therapy.’”> Adequate standardization and
validation of HER2 assays by ISH and IHC used in clinical practice is a
concern, and data suggest that false-positive determinations are
common.?>23373575 Recommendations regarding HER2 testing have
been published.’”37

First-Line Regimens for HER2-Positive Tumors
The NCCN Panel has categorized HER2-targeting regimens as either

preferred or other.

Preferred First-Line Regimens

A randomized, double-blind, phase Il study compared the efficacy and
safety of pertuzumab in combination with trastuzumab and docetaxel
versus trastuzumab and docetaxel as first-line treatment for
HER2-positive metastatic breast cancer.>’¢ The primary endpoint of the
study was independent assessment of PFS. The secondary endpoints
were PFS assessed by investigator, objective response rate, OS, and
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safety. A total of 808 patients were enrolled in this trial.’”® The addition
of pertuzumab provided a statistically significant improvement in PFS
compared to trastuzumab plus docetaxel alone. The median
independently assessed PFS was increased by 6.1 months, from 12.4
months in the control group to 18.5 months in the pertuzumab group
(HR for progression or death, 0.62; 95% CI, 0.51-0.75; P < .001).°76 At
a median follow-up of 30 months the results showed a statistically
significant improvement in OS in favor of the pertuzumab-containing
regimen, with a 34% reduction in the risk of death (HR, 0.66; 95% Cl,
0.52—-0.84; P = .0008). The median OS was 37.6 months in the
non-pertuzumab group and had not yet been reached in the
pertuzumab-containing regimen.*’ The most common adverse
reactions reported in the pertuzumab group compared to the control
group were diarrhea, rash, mucosal inflammation, febrile neutropenia,
and dry skin. Peripheral edema and constipation were greater in the
control group.3’® Cardiac adverse events or left ventricular systolic
dysfunction were reported slightly more frequently in the control
group.’’” Health-related quality of life was not different in the two
treatment groups.’’

Phase Il trials have also found activity and tolerability for pertuzumab,
pertuzumab with trastuzumab, and for other regimens combining
pertuzumab and trastuzumab together with other active cytotoxics (ie,
paclitaxel, vinorelbine).>”>58038 Phase Il trials of pertuzumab plus
chemotherapy without trastuzumab have not been reported.

The NCCN Panel recommends pertuzumab plus trastuzumab in
combination with a taxane as a preferred option for first-line treatment of
patients with HER2-positive metastatic breast cancer. Pertuzumab plus
trastuzumab in combination with docetaxel is an NCCN category 1 and
in combination with paclitaxel is an NCCN category 2A
recommendation.
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Other First-Line Regimens for HER2-Positive Tumors

First-line trastuzumab in combination with selected
chemotherapeutics®! or as a single agent**?°?is another option for
HER2-positive metastatic breast cancer patients. Randomized trials
demonstrate benefit from adding trastuzumab to other agents including
paclitaxel with or without carboplatin,?*!:372-58258 docetaxel,**>and
vinorelbine,’® or as a single agent?*?for patients with HER2-positive
disease. In addition, the combination of trastuzumab and capecitabine
has also shown efficacy as a first-line trastuzumab-containing regimen
in this population of patients.>*% For those patients with hormone
receptor-positive, HER2-positive disease, the panel recommends initial
treatment with endocrine therapy, an approach consistent with most of
these studies. The panel believes the 27% frequency of significant
cardiac dysfunction in patients treated with the combination of
trastuzumab and doxorubicin/cyclophosphamide chemotherapy in the
metastatic setting is too high for use of this combination outside the
confines of a prospective clinical trial.?!-383-58

T-DM1 is an antibody-drug conjugate. Through a stable linker, the
HERZ2-targeting antitumor property of trastuzumab is conjugated with
the cytotoxic activity of the microtubule-inhibitory agent DM1 (derivative
of maytansine).

A randomized, international, multicenter, open-label, phase Il study
(EMILIA) evaluated the safety and efficacy of T-DM1 compared with
lapatinib plus capecitabine for HER2-positive patients with locally
advanced breast cancer or metastatic breast cancer previously treated
with trastuzumab and a taxane.’®” The primary endpoints of this study
were PFS, OS, and safety. T-DM1 demonstrated a statistically
significant improvement in both primary endpoints of PFS and OS. PFS
(assessed by independent review) was significantly improved with
T-DM1 with median PFS of 9.6 months vs. 6.4 months with lapatinib
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plus capecitabine; HR for progression or death from any cause was
0.65 (95% CI, 0.55-0.77; P <.001). At the first interim analysis, T-DM1
also demonstrated significant improvement in OS. The stratified HR for
death from any cause with T-DM1 versus lapatinib plus capecitabine
was 0.62 (95% Cl, 0.48-0.81; P = .0005).°*” Rates of grade 3 or 4
adverse events were higher with lapatinib plus capecitabine than with
T-DM1 (57% vs. 41%). The incidences of thrombocytopenia and
increased serum aminotransferase levels were higher with T-DM1
(frequency >25%), whereas the incidences of diarrhea, nausea,
vomiting, and palmar-plantar erythrodysesthesia were higher with
lapatinib plus capecitabine.’®’

In a phase Il trial (MARIANNE), 1,095 patients with locally advanced or
metastatic breast cancer were randomized to first-line treatment with T-
DM1 with or without pertuzumab or to treatment with trastuzumab plus a
taxane. The primary endpoints were safety and PFS assessed by
independent review. The PFS for T-DM1 with pertuzumab was found
non-inferior to trastuzumab and a taxane (15.2 and 13.7 months
respectively; HR, 0.87; 97.5% Cl, 0.69-1.08; P = .14).5¥ The PFS for T-
DM1-alone was non-inferior to trastuzumab plus a taxane (14.1 and
13.7, respectively; HR, 0.91; 97.5% ClI, 0.73-1.13; P =.31).The
incidence of Grade 3-5 adverse events was 54.1%, 45.4%, and 46.2%
in the trastuzumab plus a taxane arm, T-DM1 arm, and T-DM1 plus
pertuzumab arm, respectively. Health-related quality of life was
maintained for a longer duration with a median of 7.7 months for T-DM1
(HR, 0.70; 95% CI, 0.57-0.86) and a median of 9 months for T-DM1
plus pertuzumab (HR, 0.68; 95% CI, 0.55-0.84) compared with a
median of 3.9 months for trastuzumab and a taxane.>*®

Based on the MARIANNE trial data demonstrating T-DM1 and T-DM1
with pertuzumab being non-inferior, with better QOL compared with
trastuzumab plus taxane and possibly better-tolerated for some
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patients, **the NCCN Panel included T-DM1 as one of the first-line
options for treatment of patients with HER2-positive metastatic breast
cancer. Pertuzumab, trastuzumab, and a taxane, however, remains the
preferred frontline regimen for HER2-positive metastatic disease based
on data demonstrating improved OS compared to trastuzumab and a
taxane. TDM-1 as first-line therapy should be considered only in those
not suitable for the preferred treatment.

Regimens for Trastuzumab-Exposed HER2-Positive Disease

The NCCN Panel recommends continuation of HER2 blockade for
patients with HER2-positive metastatic breast cancer that progresses
on first-line trastuzumab-containing regimens. This recommendation
also applies to patients who are diagnosed with HER2-positive
metastatic disease after prior exposure to trastuzumab in the adjuvant
setting. Several trials have demonstrated benefit of continuation of
trastuzumab therapy following disease progression on a
trastuzumab-containing regimen.’¥-*! However, the optimal duration of
trastuzumab in patients with long-term control of disease is unknown.

The NCCN Guidelines include doses and schedules of representative
regimens for use in HER2-positive metastatic breast cancer.

Pertuzumab is active in patients beyond the first-line setting. The results
of a multicenter, open-label, single-arm, phase Il study (n = 66) show
that the combination of pertuzumab and trastuzumab is active and well
tolerated in patients with HER2-positive metastatic breast cancer that
has progressed on prior trastuzumab therapy.>*> The trial reported an
objective response rate of 24.2% (16 patients out of 66). The overall
median PFS time observed with pertuzumab and trastuzumab
combination was 15.5 months (range, 0.9—17.0 months; 80% CI, 18-31
months.**> The reported median duration of response with the
combination was 5.8 months (range, 2.9—15.3 months).3%?
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To determine whether the clinical benefit seen in the study was from
pertuzumab alone or was a result of the combined effect of pertuzumab
and trastuzumab, a cohort of patients (n = 29) whose disease
progressed during prior trastuzumab-based therapy received
pertuzumab monotherapy until progressive disease or unacceptable
toxicity. Of these, patients with disease progression (n = 17) continued
to receive pertuzumab with the addition of trastuzumab. In the 29
patients who received pertuzumab monotherapy, the objective response
rate and clinical benefit rate reported were 3.4% and 10.3%,
respectively, whereas in the patients who received dual blockade after
progression on pertuzumab, the objective response rate and clinical
benefit rate were 17.6% and 41.2%, respectively.>”

According to the NCCN Panel, for patients with disease progression
after treatment with trastuzumab-based therapy without pertuzumab, a
line of therapy containing both trastuzumab plus pertuzumab with or
without a cytotoxic agent (such as vinorelbine or taxane) may be
considered. Further research is needed to determine the ideal
sequencing strategy for anti-HER2 therapy.

The regimen of capecitabine plus lapatinib is also an option for patients
with HER2-positive disease following progression on a
trastuzumab-containing regimen. A phase Il study compared lapatinib
plus capecitabine with capecitabine alone in women with advanced or
metastatic breast cancer refractory to trastuzumab in the metastatic
setting and with prior treatment with an anthracycline and a taxane in
either the metastatic or adjuvant setting.’* Time to progression was
increased in the group receiving combination therapy when compared
with the group receiving capecitabine monotherapy (8.4 months vs. 4.4
months; HR, 0.49; 95% CI, 0.34-0.71; P <.001). The patients who
progressed on monotherapy were allowed to cross over to the
combination arm. This resulted in insufficient power to detect significant
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differences in OS; an exploratory analysis demonstrated a trend toward
a survival advantage with lapatinib plus capecitabine.>* The analysis
reported a median OS of 75.0 weeks for the combination arm and 64.7
weeks for the monotherapy arm (HR, 0.87; 95% CI, 0.71-1.08; P =
.210).5%

Another study of women with metastatic breast cancer showed that
lapatinib in combination with letrozole increased PFS over letrozole
alone in the subset of women with HER2-positive cancer (3.0 months
for letrozole and placebo vs. 8.2 months for letrozole and lapatinib; HR,
0.71; 95% Cl, 0.53-0.96; P = .019).>*In addition, results from a phase
Il trial in which patients with heavily pretreated metastatic breast cancer
and disease progression on trastuzumab therapy were randomly
assigned to monotherapy with lapatinib or trastuzumab plus lapatinib
showed that PFS was increased from 8.1 weeks to 12 weeks (P = .008)
with the combination.’* The OS analysis data showed that lapatinib
plus trastuzumab improved median survival by 4.5 months, with median
OS of 14 months for the combination therapy and 9.5 months for
lapatinib alone (HR, 0.74; 95% CI, 0.57-0.97; P = .026). >’ This
improvement in OS analysis included patients who were initially
assigned to monotherapy and crossed over to receive combination
therapy at the time of progression.**’

Based on the absence of data, the panel does not recommend the
addition of chemotherapy to the trastuzumab and lapatinib combination.

Surgery for Stage IV or Recurrent Metastatic Disease

The primary treatment approach recommended by the NCCN Panel for
women with metastatic breast cancer and an intact primary tumor is
systemic therapy, with consideration of surgery after initial systemic
treatment for those women requiring palliation of symptoms or with
impending complications, such as skin ulceration, bleeding, fungation,
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and pain.’*® Generally such surgery should be undertaken only if
complete local clearance of tumor may be obtained and if other sites of
disease are not immediately threatening to life. Alternatively, radiation
therapy may be considered as an option to surgery. Often such surgery
requires collaboration between the breast surgeon and the
reconstructive surgeon to provide optimal cancer control and wound
closure.

Retrospective studies suggest a potential survival benefit from complete
excision of the in-breast tumor in select patients with metastatic breast
cancer.>-%2 Substantial selection biases exist in all of these studies
and are likely to confound the study results.®** Two recent
prospective, randomized studies assessed whether or not surgery on
the primary tumor in the breast is necessary for women who are
diagnosed with metastatic/stage |V breast cancer. The results from both
studies presented at the 2013 Annual San Antonio Breast Cancer
Symposium were similar showing that surgical treatment of primary
tumors in women presenting with stage IV disease does not produce an
increase in OS.505:6%

Nevertheless, the panel recognizes the need for randomized clinical
trials that will address the risks and benefits of local therapy for patients
with stage IV disease while eliminating selection biases. Patient
enrollment in such trials is encouraged.

Distant Sites of Recurrence Requiring Consideration of Therapies Local
to the Metastatic Site

Surgery, radiation, or regional chemotherapy (eg, intrathecal
methotrexate) may be indicated as needed for localized clinical
scenarios such as brain metastases, leptomeningeal disease, choroid
metastases, pleural effusion, pericardial effusion, biliary obstruction,
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ureteral obstruction, impending pathologic fracture, cord compression,
localized painful bone, or soft-tissue disease.

The guidelines include consideration of the addition of hyperthermia to
irradiation for localized recurrences/metastasis (category 3). There have
been several prospective randomized trials comparing radiation to
radiation plus hyperthermia in the treatment of locally
advanced/recurrent cancers, primarily breast cancer chest wall
recurrences.®’¢% While there is heterogeneity among the study results,
a series with strict quality assurance demonstrated a statistically
significant increase in local tumor response and greater duration of local
control with the addition of hyperthermia to radiation compared to
radiation alone.®” No differences in OS have been demonstrated.
Delivery of local hyperthermia is technically demanding and requires
specialized expertise and equipment (eg, the monitoring of
temperatures and management of possible tissue burns). The panel
thus recommends that the use of hyperthermia be limited to treatment
centers with appropriate training, expertise, and equipment. The
addition of hyperthermia generated substantial discussion and
controversy among the panel and is a category 3 recommendation.

Monitoring Metastatic Disease

Monitoring the treatment of metastatic breast cancer involves a wide
array of assessments and the need for the clinician to integrate several
different forms of information to make a determination of the
effectiveness of treatment and the acceptability of toxicity. The
information includes those from direct observations of the patient,
including patient-reported symptoms, performance status, change in
weight, and physical examination; laboratory tests such as alkaline
phosphatase, liver function, blood counts, and calcium; radiographic
imaging; functional imaging; and, where appropriate, tumor biomarkers.
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The results of these evaluations generally are classified as response,
continued response to treatment, stable disease, uncertainty regarding
disease status, or progression of disease. The clinician typically must
assess and balance multiple different forms of information to make a
determination regarding whether disease is being controlled and the
toxicity of treatment is acceptable. Sometimes this information may be
contradictory.

The panel recommends using widely accepted criteria for reporting
response, stability, and progression of disease such as the RECIST
criteria®® and the WHO criteria.®'° The NCCN Panel also recommends
using the same method of assessment over time. For example, an
abnormality initially found on diagnostic CT scan of the chest should be
monitored with repeat diagnostic CT scans of the chest.

The optimal frequency of testing is uncertain, and is primarily based on
the monitoring strategies utilized in breast cancer clinical trials. The
page titled Principles of Monitoring Metastatic Disease in the algorithm
provides a table outlining general recommendations for the frequency
and type of monitoring as a baseline before initiation of new therapy, for
monitoring the effectiveness of cytotoxic chemotherapy and endocrine
therapy, and as an assessment when there is evidence of disease
progression. The panel has indicated in a footnote that the frequency of
monitoring can be reduced in patients who have long-term stable
disease. These are guidelines and should be modified for the individual
patient using clinical judgment, especially for those with stable or
responding disease for long periods of time.

The clinical use of Circulating Tumor Cells (CTC) in metastatic breast
cancer is not yet included in the NCCN Guidelines for Breast Cancer for
disease assessment and monitoring. Patients with persistently
increased CTC after 3 weeks of first-line chemotherapy have a poor
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PFS and OS.%!!In spite of its prognostic ability, CTC count has failed to
show a predictive value. A prospective, randomized, phase 3 trial
(SWOG S0500) evaluated the clinical utility of serial enumeration of
CTC in patients with metastatic breast cancer. ¢!! According to the study
results, switching to an alternative cytotoxic therapy after 3 weeks of
first-line chemotherapy in patients with persistently increased CTC did
not affect either PFS or OS.¢!!

Special Situations
Paget’s Disease

Paget’s disease of the breast is a rare manifestation of breast cancer
characterized by neoplastic cells in the epidermis of the NAC.*'? It most
commonly presents with eczema of the areola, bleeding, ulceration, and
itching of the nipple. The diagnosis is often delayed because of the rare
nature of the condition and confusion with other dermatologic
conditions. There is an associated cancer elsewhere in the breast in up
to about 80% to 90% of cases.®'**!> The associated cancers are not
necessarily located adjacent to the NAC and may be either DCIS or
invasive cancer.

Women with clinical signs that raise suspicion for Paget’s disease
require a complete history and physical examination and diagnostic
breast imaging. Any breast lesion identified by imaging or examination
should be evaluated according to the NCCN Guidelines for Breast
Screening and Diagnosis. The skin of the NAC should undergo surgical
biopsy, including the full thickness of the epidermis including at least a
portion of any clinically involved NAC. When biopsy of the NAC is
positive for Paget’s disease, breast MRI is recommended to define the
extent of disease and identify additional disease.®!>¢!¢
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There are no category 1 data that specifically address local
management of Paget’s disease. Systemic therapy is based on the
stage and biological characteristics of any underlying cancer, and is
supported by the evidence cited in the relevant stage-specific breast
cancer treatment guidelines.

Management of Paget'’s disease has traditionally been total mastectomy
with axillary dissection. Total mastectomy remains a reasonable option
for patients regardless of the absence or presence of an associated
breast cancer.®'* Data demonstrate that satisfactory local control may
be achieved with breast-conserving surgery including the excision with
negative margins of any underlying breast cancer along with resection
of the NAC followed by whole breast radiation therapy.®'’-%2! The risk of
ipsilateral breast recurrence after breast-conserving NAC resection and
radiation therapy with or without an associated cancer is similar to that
with breast-conserving surgery and radiation therapy with the typical
invasive or in situ cancer.

For Paget’s disease without an associated cancer (ie, no palpable mass
or imaging abnormality), it is recommended that breast-conserving
surgery consist of removal of the entire NAC with a negative margin of
underlying breast tissue. In cases with an associated cancer elsewhere
in the breast, the surgery includes removal of the NAC with a negative
margin and removal of the peripheral cancer using standard
breast-conserving technique to achieve a negative margin. It is not
necessary to remove the NAC and the peripheral cancer in continuity in
a single surgical specimen or through a single incision. Mastectomy
also remains an appropriate treatment option.

ALN staging is not necessary when breast-conserving therapy is used
to treat Paget’s disease with underlying DCIS without evidence of
invasive cancer following clinical examination, imaging evaluation, and
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full-thickness skin biopsy of the involved NAC. In the presence of an
underlying invasive breast cancer treated with breast-conserving
surgery, axillary surgery should be performed according to the Surgical
Axillary Staging outlined in the NCCN Guidelines. In cases treated by
total mastectomy, axillary staging is recommended for patients with
invasive disease and should also be considered for patients with
underlying DCIS without evidence of invasive disease. This is because
the final pathology may reveal an invasive cancer in the mastectomy
specimen and the mastectomy precludes subsequent sentinel node
biopsy. Two retrospective studies have provided evidence for a high
degree of accuracy in the identification of the sentinel node(s) in
patients with Paget'’s disease.®?>¢% Patients treated with breast
conservation should receive whole breast radiation. Extended-field
radiation to regional lymph nodes should be used in cases of an
associated invasive breast cancer with involved lymph nodes as for any
breast cancer as described in the initial sections of the NCCN
Guidelines. A radiation boost should be considered for the site of the
resected NAC and any associated resected cancer site, if applicable.

Women with an associated invasive cancer have substantial risk of
developing metastases. Adjuvant systemic therapy should be
administered according to the stage of the cancer. Women with Paget’s
disease treated with breast conservation and without an associated
cancer or those with associated ER-positive DCIS should consider
tamoxifen for risk reduction. Those with an associated invasive cancer
should receive adjuvant systemic therapy based on the stage and
hormone receptor status.

Phyllodes Tumors of the Breast
(also known as phyllodes tumors, cystosarcoma phyllodes)

Phyllodes tumors of the breast are rare tumors comprised of both
stromal and epithelial elements.®** Phyllodes tumors exist in benign,
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borderline, and malignant subtypes, although there is not uniform
agreement on the criteria for assigning subtype or for predicting
biological behavior.®* The subtype of phyllodes tumor appears less
important for risk of recurrence than does the margin of tumor-free
resection achieved by surgical treatment. Diagnosis of phyllodes tumors
prior to excisional biopsy/lumpectomy is uncommon. Phyllodes tumors
occur in an older age distribution than fiboroadenoma, a younger age
distribution than the invasive ductal and lobular cancers, and with a
mean age of 40.52° Phyllodes tumors often enlarge rapidly and are
usually painless. Phyllodes tumors often appear on ultrasound and
mammography as fibroadenomas, and FNA cytology and even core
needle biopsy are inadequate to reliably distinguish phyllodes tumors
from fibroadenoma.®? Thus, in the setting of a large or rapidly enlarging
clinical fibroadenoma, excisional biopsy should be considered to
pathologically exclude a phyllodes tumor. Patients with Li-Fraumeni
syndrome (germline TP53 mutation, see NCCN Guidelines for
Genetic/Familial High Risk Assessment) have an increased risk for
phyllodes tumors.®?’ Local recurrences of phyllodes tumors are the most
common site of recurrence. Most distant recurrences occur in the lung,
and may be solid nodules or thin-walled cavities.

Treatment of phyllodes tumors (which includes benign, borderline, and
malignant subtypes) is with local surgical excision with tumor-free
margins of 1 cm or greater. Lumpectomy or partial mastectomy is the
preferred surgical therapy. Total mastectomy is necessary only if
negative margins cannot be obtained by lumpectomy or partial
mastectomy.®?® Since phyllodes tumors rarely metastasize to the ALNs,
surgical axillary staging or ALN dissection is not necessary unless the
lymph nodes are pathologic on clinical examination.®® In those patients
who experience a local recurrence, resection of the recurrence with
wide, tumor-free surgical margins should be performed. Some panel
members recommend local radiation therapy of the remaining breast or
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chest wall following resection of a local recurrence, but this
recommendation is controversial (category 2B).%

While the epithelial component of most phyllodes tumors contains ER
(58%) and/or PR (75%),%! endocrine therapy has no proven role in the
treatment of phyllodes tumors. Similarly, there is no evidence that
adjuvant cytotoxic chemotherapy provides benefit in reduction of
recurrences or death. In the rare patient who experiences a systemic
recurrence (usually in the lung), treatment should be as recommended
in the NCCN Guidelines for Soft Tissue Sarcoma.

Breast Cancer During Pregnancy

Breast cancer occurring concurrently with pregnancy is an infrequent
clinical event. In a California registry study, there were 1.3 breast
cancers diagnosed per 10,000 live births.%3? Unfortunately, breast
cancer during pregnancy is most often ALN-positive and with larger
primary tumor size. Histologically the tumors are poorly differentiated,
are more frequently ER/PR-negative, and approximately 30% are
HER2-positive.®*3%3* The diagnosis is often delayed because neither the
patient nor the physician suspects malignancy.

Evaluation of the pregnant patient with suspected breast cancer should
include a physical examination with particular attention to the breast and
regional lymph nodes. Mammogram of the breast with shielding can be
done safely and the accuracy is reported to be greater than 80%.5%
Ultrasound of the breast and regional lymph nodes can be used to
assess the extent of disease and also to guide biopsy. Ultrasound has
been reported to be abnormal in up to 100% of breast cancers occurring
during pregnancy.®3 Biopsies for cytologic evaluation of a suspicious
breast mass may be done with FNA of the breast and suspicious lymph
nodes. However, the preferred technique is core needle biopsy. This
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provides tissue for histologic confirmation of invasive disease as well as
adequate tissue for hormone receptor and HER2 analyses.

Staging assessment of the pregnant patient with breast cancer may be
guided by clinical disease stage. The staging studies should be tailored
to minimize fetal exposure to radiation. For clinically node-negative
T1-T2 tumors, a chest x-ray (with shielding), liver function and renal
function assessment, and a CBC with differential are appropriate. In
patients who have clinically node-positive or T3 breast lesions, in
addition to the aforementioned, an ultrasound of the liver and
consideration of a screening MRI of the thoracic and lumbar spine
without contrast may be employed. The documentation of the presence
of metastases may alter the treatment plan and influence the patient’s
decision regarding maintenance of the pregnancy. Assessment of the
pregnancy should include a maternal fetal medicine consultation and
review of antecedent maternal risks such as hypertension, diabetes,
and complications with prior pregnancies. Documentation of fetal growth
and development and fetal age by means of ultrasonographic
assessment is appropriate. Estimation of the date of the delivery will
help with systemic chemotherapy planning. In addition, maternal fetal
medicine consultation should include counseling regarding maintaining
or terminating pregnancy. Counseling of the pregnant patient with
breast cancer should include a review of the treatment options, which
include mastectomy or breast-conserving surgery as well as the use of
systemic therapy. The most common surgical procedure has been
modified radical mastectomy. However, breast-conserving surgery is
possible if radiation therapy can be delayed to the postpartum period,®*
and breast-conserving therapy during pregnancy does not appear to
have a negative impact on survival.*¢%”When surgery is performed at
25 weeks of gestation or later, obstetrical and prenatal specialists must
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be onsite and immediately available in the event of precipitous delivery
of a viable fetus.

Although there are a limited number of isolated case reports and small
retrospective studies evaluating use of SLN biopsy in pregnant
patients,®*%3°the sensitivity and specificity of the procedure has not
been established in this setting. Thus, there are insufficient data on
which to base recommendations for its use in pregnant women.
Decisions related to use of SLN biopsy in pregnancy should be
individualized. A review of the relative and absolute contraindications to
sentinel node biopsy concluded that sentinel node biopsy should not be
offered to pregnant women under 30 weeks gestation.®* There are
limited data with only case reports and estimations of fetal radiation
dose regarding use of radioactive tracer (eg, technetium 99m sulfur
colloid).®*-#* |sosulfan blue or methylene blue dye for sentinel node
biopsy procedures is discouraged during pregnancy.

The indications for systemic chemotherapy are the same in the
pregnant patient as in the non-pregnant breast cancer patient, although
chemotherapy should not be administered at any point during the first
trimester of pregnancy. The largest experience in pregnancy has been
with anthracycline and alkylating agent chemotherapy.® Collected
data of chemotherapy exposure in utero indicate that the first trimester
has the greatest risk of fetal malformation.*%*” Fetal malformation risks
in the second and third trimester are approximately 1.3%, not different
than that of fetuses not exposed to chemotherapy during pregnancy. If
systemic therapy is initiated, fetal monitoring prior to each
chemotherapy cycle is appropriate. Chemotherapy during pregnancy
should not be given after week 35 of pregnancy or within 3 weeks of
planned delivery in order to avoid the potential for hematologic
complications during delivery. Data from a single-institution prospective
study indicate that FAC chemotherapy (5-FU 500 mg/m? 1V days 1 and

Version 2.2020 © 2020 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

4, doxorubicin 50 mg/m? by IV infusion over 72 hours, and
cyclophosphamide 500 mg/m? IV day 1) may be given with relative
safety during the second and third trimesters of pregnancy.**’ As
reported by Gwyn et al, the median gestational age at delivery was 38
weeks, more than 50% of the patients had a vaginal delivery, and there
were no fetal deaths.®** An update of this experience reported on 57
women treated with FAC in the adjuvant or neoadjuvant setting. There
were 57 live births. A survey of parents/guardians reported on the
health of 40 children. There was one child with Down syndrome and two
with congenital abnormalities (club foot, congenital bilateral ureteral
reflux). The children are reported to be healthy and progressing well in
school.**>%® Ondansetron, lorazepam, and dexamethasone can be used
as part of the pre-chemotherapy antiemetic regimen.

There are limited data on the use of taxanes during pregnancy.5-¢32 |f
used, the NCCN Panel recommends weekly administration of paclitaxel
after the first trimester if clinically indicated by disease status. There are
only case reports of trastuzumab use during pregnancy.3-%° The
majority of these case reports indicated oligo- or anhydramnios with
administration of trastuzumab; fetal renal failure occurred in one case. If
trastuzumab is otherwise indicated, it should be administered in the
postpartum period; the panel recommends against its use during
pregnancy.

A single case report of first trimester exposure to lapatinib during
treatment for breast cancer reported an uncomplicated delivery of a
healthy female neonate.!

Endocrine therapy and radiation therapy are contraindicated during
pregnancy. Endocrine therapy and radiation therapy, if indicated, should
thus not be initiated until the postpartum period.
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Communication between the oncologist and maternal fetal medicine
specialist is essential at every visit and for every treatment decision
point for the patient.

Inflammatory Breast Cancer

Inflammatory breast cancer (IBC) is a rare, aggressive form of breast
cancer estimated to account for 1% to 6% of breast cancer cases in the
United States.%2%|BC is a clinical diagnosis that requires erythema
and dermal edema (peau d’orange) of a third or more of the skin of the
breast.

IBC is usually hormone receptor-negative and is more frequently
HER2-positive than the usual ductal breast cancers. Studies on gene
expression profiling of IBC have demonstrated that all the subtypes of
IBC exist, but basal and HER2 overexpressed are more frequent.64-¢¢7
According to the 7" edition of the AJCC Cancer Staging Manual, IBC is
classified as stage IlIB, stage IlIC, or stage IV breast cancer, depending
on the degree of nodal involvement and whether distant metastases are
present. The primary tumor of IBC is classified as T4d by definition,
even when no mass is specifically apparent in the breast. On
radiographic imaging, findings of skin thickening and, in some cases, an
underlying mass are observed. Despite use of the term “inflammatory,”
the characteristic clinical features of IBC are due to blockage of dermal
lymphatics by tumor emboli. Although a biopsy is required to evaluate
for the presence of cancer in breast tissue and the dermal lymphatics, a
diagnosis of IBC is based on clinical findings, and dermal lymphatic
involvement is neither required, nor sufficient by itself, to assign a
diagnosis of IBC.!*8 The differential diagnosis includes cellulitis of the
breast and mastitis.

In the past, IBC has often been placed under the general heading of
locally advanced breast cancer. There is a growing body of evidence
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that IBC patients, when compared with noninflammatory forms of locally
advanced breast cancer, are more likely to have a less favorable
prognosis®®-¢! and to be younger at the time of disease presentation.®”

The NCCN Panel acknowledges that studies focusing on genetic
characterization of IBC are needed to more clearly define IBC as a
disease entity and to optimize treatment.*”>’* Nevertheless, current
evidence provides justification for a separate guideline for the workup
and treatment of patients diagnosed with IBC.

StageT4d, NO- N3, M0

Workup

Women with a clinical/pathologic diagnosis of IBC without distant
metastasis (stage T4d, NO-N3, MO0) should undergo a thorough staging
evaluation by a multidisciplinary team.

Recommendations for workup include a complete history and physical
examination involving a CBC and platelet count.

A pathology review and pre-chemotherapy determinations of tumor
hormone receptor and HER2 receptor status should be performed.
HER2 has a predictive role in determining which patients with IBC will
benefit from HER2-targeted therapy. The NCCN Panel endorses the
CAP protocol for pathology reporting (www.cap.org) and endorses the
ASCO CAP recommendations for quality control performance of HER2
testing and interpretation of IHC and ISH results.”

Imaging studies help facilitate image-guided biopsy, delineate
locoregional disease, and identify distant metastases. Evaluation of all
women suspected with IBC must include diagnostic bilateral
mammogram, with the addition of ultrasound as necessary. A breast
MRI scan is optional.
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Evaluations for the presence of distant metastasis in the asymptomatic
patient include LFTs, bone scan or sodium fluoride PET/CT (category
2B), and diagnostic CT imaging of the chest, abdomen, and pelvis
(category 2B; category 2A for diagnostic CT imaging of the chest when
pulmonary symptoms are present).

FDG PET/CT may be most helpful in situations where standard imaging
results are equivocal or suspicious. However, there is limited evidence
suggesting that PET/CT may be a useful adjunct to standard imaging of
IBC due to the increased risk of regional lymph node involvement and
distant spread of disease in this group of patients.!3>133:675.676
Nevertheless, equivocal or suspicious sites identified by FDG PET/CT
scanning or other imaging methods should be biopsied for confirmation
of stage IV disease whenever possible. FDG PET/CT is a category 2B
recommendation. The consensus of the panel is that FDG PET/CT can
be performed at the same time as diagnostic CT. If FDG PET and
diagnostic CT are performed and both clearly indicate bone metastases,
bone scan or sodium fluoride PET/CT may not be needed.

Genetic counseling is recommended if the patient is considered to be at
high risk for hereditary breast cancer as defined by the NCCN
Guidelines for Genetic/Familial High-Risk Assessment: Breast and
Ovarian.

Treatment

The treatment of patients with IBC should involve a combined modality
approach®? comprising preoperative systemic therapy followed by
surgery (mastectomy) and radiotherapy.

Preoperative Chemotherapy
There are no large randomized trials evaluating the optimal systemic
treatment of IBC, since it is a rare disease. The systemic therapy
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recommendations are based on data from retrospective analyses, small
prospective studies, and data from non-IBC, locally advanced breast
cancer.

The benefit of preoperative systemic therapy followed by mastectomy
over preoperative systemic therapy alone in patients with IBC was
shown in a retrospective analysis in which lower local recurrence rates
and longer disease-specific survival were reported for the combined
modality approach.®’’” Results from a large retrospective study of
patients with IBC performed over a 20-year period at The University of
Texas M.D. Anderson Cancer Center demonstrated that initial treatment
with doxorubicin-based chemotherapy followed by local therapy (ie,
radiation therapy or mastectomy, or both) and additional postoperative
chemotherapy resulted in a 15-year DFS rate of 28%.678

A retrospective study demonstrated that the addition of a taxane to an
anthracycline-based regimen improved PFS and OS in patients with
ER-negative IBC.?” A systematic review found evidence for an
association between the intensity of preoperative therapy and the
likelihood of a pCR.*° A study of IBC patients, with cytologically
confirmed ALN metastases, treated with anthracycline-based
chemotherapy with or without a taxane indicated that more patients
receiving the anthracycline-taxane combination achieved a pCR
compared with those who received only anthracycline-based therapy. In
addition, patients who had a pCR in the ALNs had superior OS and
DFS compared with those with residual axillary disease.®®!

The NCCN Panel recommends preoperative systemic therapy with an
anthracycline-based regimen with or without taxanes for the initial
treatment of patients with IBC. The panel also recommends completing
the planned chemotherapy prior to mastectomy. If the chemotherapy
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was not completed preoperatively, it should be completed
postoperatively.

Targeted Therapy

All women with hormone receptor-positive IBC are recommended to
receive endocrine therapy sequentially after completing the planned
preoperative systemic therapy.

HER2-positive IBC is associated with a poor prognosis.®®*2 For women
with HER2-positive disease, the addition of trastuzumab to primary
systemic chemotherapy is associated with better response rates.5**-%7 A
prospective study that randomized women with locally advanced breast
cancers, including those with IBC, to neoadjuvant anthracycline-based
chemotherapy with or without trastuzumab for 1 year demonstrated that
the addition of trastuzumab significantly improved the response rate and
event-free survival.®®* The NCCN Panel recommends inclusion of
trastuzumab in the chemotherapy regimen and is recommended for
patients with HER2-positive disease. There are no available data to
indicate the optimal duration of trastuzumab, specifically among women
with IBC. However, based on the available data,’® the panel
recommends continuing trastuzumab therapy for up to 1 year.

Results of small phase Il trials indicate that other HER2-targeting
agents such as lapatinib and pertuzumab have a clinical benefit in
IBC.2*%%8 The results of the NEOSPHERE trial that included patients
with IBC showed increased pCR with the pertuzumab-containing
regimens. Therefore, the NCCN Panel has included in a footnote that a
pertuzumab-containing regimen may be administered preoperatively in
patients with HER2-positive IBC.>*

Version 2.2020 © 2020 National Comprehensive Cancer Network® (NCCN®), All rights reserved. NCCN Guidelines® and this illustration may not be reproduced in any form without the express written permission of NCCN.

Determination of response to neoadjuvant chemotherapy in IBC should
include a combination of physical examination and radiologic
assessment.

Surgery

Patients with a clinical/pathologic diagnosis of IBC should always be
treated with chemotherapy before surgery. It has been known for many
years that surgical treatment as primary treatment of patients with IBC
is associated with poor outcomes.%° SLN dissection is not a reliable
method of assessing ALNs among women with IBC.° Use of
breast-conserving surgery in patients with IBC has been associated with
poor cosmesis, and limited data suggest that rates of local recurrence
may be higher when compared with mastectomy. Breast-conserving
therapy is not recommended for patients with IBC.

Mastectomy with level I/l ALN dissection is the recommended surgical
procedure recommended by the NCCN Panel for patients who respond
to neoadjuvant chemotherapy. The NCCN Panel has listed delayed
breast reconstruction as an option that can be recommended to women
with IBC who have undergone a modified radical mastectomy.
Reconstruction of the breasts soon after mastectomy may compromise
the post-mastectomy radiation therapy outcomes.®!

For patients with IBC who do not respond to preoperative systemic
therapy, mastectomy is not generally recommended. Additional
systemic chemotherapy and/or preoperative radiation should be
considered for these patients. Patients with tumors responding to this
secondary therapy should undergo mastectomy and subsequent
treatment as described above.
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Radiation
After mastectomy, radiation therapy is recommended after the
completion of the planned chemotherapy.

The probability of locoregional lymph node involvement is high for
women with IBC. To reduce the risk of local recurrence, the panel
recommends radiation therapy to the chest wall and the supraclavicular
region. If the internal mammary lymph node(s) is clinically or
pathologically involved, radiation therapy should include the internal
mammary nodes. If the internal mammary nodes are not clinically or
pathologically involved, then including the internal mammary nodes in
the radiation therapy field is at the discretion of the treating radiation
oncologist (category 3). For HER2-positive disease, trastuzumab may
be administered concomitantly with radiation therapy.

Stage IV or Recurrent IBC

Patients with stage IV or recurrent IBC should be treated according to
the guidelines for recurrence/stage 1V breast cancer (See NCCN
Guidelines for Breast Cancer).

Axillary Breast Cancer

Ocecult breast cancer presenting with axillary metastases is an unusual
presentation that can be a diagnostic and therapeutic challenge.
Evidence to support recommendations on the management of patients
presenting with axillary breast cancer comes from a limited number of
retrospective studies involving small numbers of patients®*%*(see also
references therein). Although treatment of women with axillary
metastases from an unknown primary tumor has typically involved
mastectomy and axillary nodal dissection, some of these patients have
also been successfully treated with axillary nodal dissection followed by
radiation therapy.®¢
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Patients with a suspected occult primary breast cancer will typically
present to the oncologist after undergoing an initial biopsy: core needle
biopsy (preferred), and/or FNA. Accurate pathologic assessment of the
biopsied material is most important. Therefore, the pathologist must be
consulted to determine whether the available biopsy material is
adequate, or if additional biopsy material is necessary (eg, core needle,
incisional, or excisional biopsy) to provide an accurate and complete
diagnosis.

Workup for Possible Primary Breast Cancer

MRI of the breast can facilitate the identification of occult breast cancer,
and can help select those patients most likely to benefit from
mastectomy.®” For example, in a study of 40 patients with
biopsy-proven breast cancer in the axilla, and a negative or
indeterminate mammogram, MR identified the primary breast lesion in
70% of the patients.®” In addition, of the 7 patients with a negative MRI
who subsequently underwent ALN dissection and radiation therapy to
the whole breast, no evidence of local recurrence was evident at a
median follow-up of 19 months.

The NCCN Guidelines for Occult Primary Cancer provide guidance on
the diagnosis and initial workup of patients with a suspicious axillary
mass without any signs of a primary tumor. A small subset of these
patients may have a primary cancer in the axillary tail of the breast.
Adenocarcinoma with positive axillary nodes and mediastinal nodes in a
woman is highly suggestive of a breast primary. Adenocarcinoma in the
supraclavicular nodes, chest, peritoneum, retroperitoneum, liver, bone,
or brain could also indicate primary breast cancer in women. The
guidelines suggest the use of a mammogram and breast ultrasound for
such patients.
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Testing for immunohistochemical markers including ER/PR and HER2
is recommended. Elevated ER/PR levels provide strong evidence for a
breast cancer diagnosis.®® MRI of the breast should be considered for a
patient with histopathologic evidence of breast cancer when
mammography and ultrasound are not adequate to assess the extent of
the disease. MRI may be especially helpful in women with dense breast
tissue, positive axillary nodes, and suspected occult primary breast
tumor or to evaluate the chest wall.*’ Breast MRI has been shown to be
useful in identifying the primary site in patients with occult primary
breast cancer and may also facilitate breast conservation in selected
women by allowing for lumpectomy instead of mastectomy.®***® In one
report, the primary site was identified using MRI in about half of the
women presenting with axillary metastases, irrespective of the breast
density.®”

The NCCN Guidelines for Occult Primary Cancer also provide
recommendations for additional workup, including chest and abdominal
CT to evaluate for evidence of distant metastases for patients
diagnosed with adenocarcinoma (or carcinoma not otherwise specified)
of the axillary nodes without evidence of a primary breast lesion. In
particular, breast MRI and ultrasound are recommended. Axillary
ultrasound should also be performed.

Treatment for Possible Primary Breast Cancer

Patients with MRI-positive breast disease should undergo evaluation
with ultrasound or MRI-guided biopsy and receive treatment according
to the clinical stage of the breast cancer. Treatment recommendations
for those with MRI-negative disease are based on nodal status. For
patients with TO, N1, MO disease, options include mastectomy plus
axillary nodal dissection or axillary nodal dissection plus whole breast
irradiation with or without nodal irradiation. Systemic chemotherapy,
endocrine therapy, or trastuzumab is given according to the
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recommendations for stage Il or lll disease. Neoadjuvant
chemotherapy, trastuzumab, and endocrine therapy should be
considered for patients with TO, N2-N3, MO disease followed by axillary
nodal dissection and mastectomy as for patients with locally advanced
disease.

Summary

The therapeutic options for patients with noninvasive or invasive breast
cancer are complex and varied. In many situations, the patient and
physician have the responsibility to jointly explore and select the most
appropriate option from among the available alternatives. With few
exceptions, the evaluation, treatment, and follow-up recommendations
in these guidelines are based on the results of past and present clinical
trials. However, there is not a single clinical situation in which the
treatment of breast cancer has been optimized with respect to either
maximizing cure or minimizing toxicity and disfigurement. Therefore,
patient/physician participation in prospective clinical trials allows
patients to not only receive state-of-the-art cancer treatment but also to
contribute to improving the treatment outcomes.
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