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IDC. scirrhous type. i=iE%E 30mm (pT2). HG 1.

n=0/1 (pNO). Ly1. v
ER 100%. PgR 20%. HER2 0. Ki67 20%

Surgical margin : negative
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W Breast Cancer
An ESMO guide for patients
Luminal A-like Luminal A-like ER positive
HH HH ‘ Wﬁ?ﬁhmm HHH m l HHM * HER2 negative

® Ki67 low
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® PgR high
. : . o
Low-risk molecular signature (if available)

Mormal Luminal Luminal Luminal
Breast-like Subwpe C Subtype B Subtype A

Luminal B-like Luminal B-like * ER positive
(HERZ2 negative) * HER2 negative

® Either Ki67 high or PgR low
® High-risk molecular signature (if

available)
Luminal B-like ® ER positive
(HERZ positive) * HER2 positive
* Any Ki67
* AnyPgR
HER 2 overexpressing HER2 positive (non-luminal) ® HER2 positive

* ERand PgR absent

Basal-like Triple-negative (ductal) * HER2 negative
® ERand PgR negative

Sorlie T, et al : Proc Natl Acad Sci USA, 98(19), 10869-74, 2001.
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SYSTEMIC ADJUVANT TREATMENT: HR-POSITIVE - HER2-NEGATIVE DISEASE%9Y
PREMENOPAUSALZ PATIENTS with pT1-3 AND pNO TUMORS

| ]
L

Consider adjuvant endocrine
therapy? (category 2B)32

Tumor <0.5 cm and pNO —

Adjuvant chemotheraogybb followed by
endocrine therapy?®.©® (category 1)

» Ductal/NST! or
» Lobular Not done ” |Adjuvant endocrine therapy?2©© + AN M O) ‘; TE 1§|J l j:

« Mixed ovarian suppression/ablation3¢e . V4
* Micropapillary _Iﬂ

Follow-Up
Recurrence Adjuvant endocrine therapy?®.©¢ +
Strongly consider score <15 lovarian suppression/ablationaa.eekk | I(BINV=17)

21-gene RT-PCR ' .
— as;gay if candidate Adjuvant endocrine therapy?3:¢€ pT . 3 O m m
for chemotheraipy ovarian suppression/ablation?¢ekk

Tumor >0.5cm
and
pNO

Recurrence __ |or

hh,i
(category 1) score 16-25  |Adjuvant chemotheraeexbb followed by
endocrine therapy?

Recurrence Adjuvant chemotherapy®® followed by
score 226 —* |endocrine therapy?® 98

d See Principles of Biomarker Testing (BINV-A). 3
9 See Special Considerations for Breast Cancer in Males (Sex O n COtMp e DXG)] ‘9~

Assigned at Birth) (BINV-J).

t According to WHO, carcinoma of NST encompasses multiple -lA AN Tvi A\
patterns including medullary pattern, cancers with neuroendocrine ee Consider adjuvant bisphosphonate therapy for risk reduction of distant metastasis for 3-5 l J: j t % O) j: ’Iﬁ' h\
expression, and other rare patterns. years in postmenopausal patients (natural or induced) with high-risk node-negative or L‘ > 7

Y Although patients with cancers with 1%-100% ER IHC staining are node-positive tumors.
considered ER-positive and eligible for endocrine therapies, there are  hh Other prognostic gene expression assays may be considered to help assess risk of E‘ 7'\
more limited data on the subgroup of cancers with ER-low-positive recurrence but have not been validated to predict response to chemotherapy. See Gene d\

(1%—-10%) results. The ER-low-positive group is heterogeneous with Expression Assays for Consideration of Adjuvant Systemic Therapy (BINV-N).

reported biologic behavior often similar to ER-negative cancers; thus i patients with T1b tumors with low-grade histology and no lymphovascular invasion should
individualized consideration of risks versus benefits of endocrine be treated with endocrine monotherapy as the TAILORX trial did not include patients with
therapy and additional adjuvant therapies should be incorporated into such tumors.

decision-making. See Principles of Biomarker Testing (BINV-A). kk In premenopausal patients with RS <26, the addition of chemotherapy to endocrine

Z See Definition of Menopause (BINV-O). therapy was associated with a lower rate of distant recurrence compared with endocrine

aa See Adjuvant Endocrine Therapy (BINV-K). monotherapy, but it is unclear if the benefit was due to the ovarian suppression effects

bb See Preoperative/Adjuvant Therapy Regimens (BINV-L). promoted by chemotherapy.
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A> A9 TDXANABRRIT HER

8= 355 Q%‘f?‘@“ﬁ'@“:i# L. 13575 A%?’J\\ U BTSRRI

PATIENT, SAMPLE
£478: 01-)an-1950 125): i %% MNo.: OR000123456-3021 BRWEH: 14-)un-2019
RIRIMEMZ/1D: ALIR/SP-16_0123456

A\ I2ELS: Dr. First-Name 1. Ordering-Physician-Last-Name
TTONTWSA]EEEDN D
RSB} (CH T BILFHEED
BRAO7™ (RS) R IFEERHBFRR EREHR (F13) *

—ERIBHEHERIR M SIS, IBOB R
tZEED FEEREEIEEBBZAVCGEHRT 10 3%  <1%
ZY— LD 1 5 o, ) | [

TAILORXISRDEZFERN Y T D)L — T 85 JUNSABP B-20:8% -

Proliferation Estrogen RS = +0.47 x HER-2 group score RSf-L’;il!J_S(LU’*ﬁ-I-','-’;}ilJUth’,"}"'iﬁ!ii»ﬁ-Q) t-sngﬁfjni |
Ki-67 ER - 0.34 x ER group score : RS 11-1
STK15 PR + 1.04 x proliferation group 5052 (C2FED FREHBAL (<1%) {t%ﬁ}f?é,fﬂﬂ%
S Bol2 +{.105cInvasion group soore somiF | CERED LRUMRLL | (CEMEOLRUNR | (LEREOLRENR (LEAGE0 L REMR
e ey +0.05 x CD68 (<1%) ~1.6% ~6.5% >15%
Cyclin B1
I:/IIYBL2 - Sobpraslv] RO —B#EFIIT7
- 0.07 x BAG1
GSTM1 BAGT 10.0 HER2 &4
v v _ v
InvaSion <3.7 65 »12.5 <3.2 5.5 >10.0 <76 107 NS >13.0
Stromelysin 3 CD68 Category RS (0-100)
CathepSin L2 i S5 hUNENR: S. Shak, MD; F. Bachner, MD; H. Bailey, MD & P. Joseph, MD
Reference Low risk RS <« 18 5 : 5. Shak, MD; F. Bachner, MD; H. Bailey, . Joseph,
Genomic Health, Inc., 301 Penobscot Drive, Redwood City, CA 94063, USA - CLIA 80501018272
- i \E - ST enomic Health, Inc. (Zx /=y POAILAL : KB OF e EWMILES -’x 5. xm:s RIESURBELBELTESYT. WTnami\L
HER-2 “GADH, ntermediaterisk | R 18.and <31 JB15 T ZRT-PCRT B e e e,
1/38—-35
GRB7 RPLPO High risk RS 2 31 % $}:|- l Z GHI004 Rev034 AN/ 794 +1.866.0NCOTYPE (+1.866.662.6897) www.oncotypeiq.com/contact
g ¢ J\ 1 1 OO L ] ) @ NNA2N1Q Roanamis Hoalth Tnes SIEMNTE . XL 1.FHA Roanamir Hoaalth MNaratuns MY Oacatuns MY Rraoact Dosmirrancrs Crara 12 FTIQomirranes Craralt Ronamir

HER-2 GUS

TFRC ELBRIATNTEITS RS: Recurrence Score (BFA17)

Sparano A. et al. JCO 26 721-726 2008
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RIS F 9% E] IDC. scirrhous type. /2E£ 30mm (pT2). HG 1.
n=0/1 (pNO). Ly1. vO
ER 100%. PgR 40%. HER2 0. Ki67 20%

Surgical margin : negative

[Oncotype DX} Recurrence Score (RS) : 24
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A Chemo Better Chemo Worse
& 5

Low : 1.31 (0.46 to 3.78)
RS <18 ; |§

0.61 (0.24 to 1.59)
Int ; I :

RS 18-30

0.26 (0.13 to 0.53)

High :
RS 2 31 *{_ﬂ
0.:5 1.0 1:.5
Relative Benefit of Chemotherapy (mean x 95% Cl)
B .
o n =353
RS < 18 :

n=134 i

Int
RS 18-30

0% 10% 20% 30% 40%
Absolute Increase in Proportion DRF at 10 Years (mean + SE)

Paik S. et al. JCO 24 3726-34 2006
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Preregister

Oncotype DX assay

Register
Specimen banking

Secondary study group 1 Primary study group Secondary study group 2
RS <11 RS 11-25 RS > 256
ARM A Randomly Assigned ARM D
Hormonal therapy alone Stratification factors: Chemotherapy +

Tumor size, menopausal status,
planned chemo, planned radiation

ARM B ARM C

Hormonal therapy Chemotherapy +
alone hormonal therapy

hormonal therapy

—

-

s

Y NEE B2 210273 A

Sparano A. et al. JCO 26 721-726 2008
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A Invasive Disease-free Survival

Probability of Invasive

No. at Risk

Endocrine therapy

Chemoendocrine therapy

1.0
0.9+
"“_‘.
038
2 0.7
g 074
@ 0.6
& os-
é 0.4-
2 034
o 0.24 Hazard ratio for invasive-disease recurrence, second primary cancer,
' or death, 1.08 (95% Cl, 0.94-1.24)
0.14 p-0.26
00 1 | | | I | ] | 1
0 12 24 36 48 60 72 84 96 108
Months
3312 3204 3104 2993 2849 2645 2335 1781 1130 523
3399 3293 3194 3081 2953 2741 2431 1859 1197 537

B Freedom from Recurrence at a Distant Site

T2 R E+

1.0
0.9 -
EZ
gV 084
ES 074
OE A
$56 o6
"
\t.;-; 0.5+
§§ 0.4+
2 E 03
_§ § ' Hazard ratio for recurrence at a distant site, 1.10 (95% CI, 0.85-1.41)
& & 021 P=048
0.14
00 T | T L | ] | 1 1
0 12 24 36 48 60 12 34 96 108
Months
No. at Risk
Chemoendocrine therapy 3312 3215 3142 3059 2935 2734 2432 1866 1197 554
Endocrine therapy 3399 3318 3239 3147 3033 2833 2537 1947 1267 581
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Sparano A. et al: N Engl J Med 2018; 379:111-121
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50/ A

1
1.0 L w
L ¥ ] =049 08 P=09T7
Hazard Ratla Arm B vs, Arm G [35% CI) Hazard Ratio Arm B vs. Arm C (95% C1I)
Fy 0,85 [0.54.1.15) £ s 0.99 (0.62,1.58)
3 0 3
: :
—_— Arm = ArmC
w 04 i
RS 11-15 8| —*m= I
- =
02 0.2
oo 00
1
1] 12 24 1) 48 B T2 4 a6 108 ° 12 4 » 4 &0 n “ » 108
Humber at fisk Manths Number at risk Months
—— 41§ ama 384 AT s 24 M6 216 1M 82 — ¥ ¥ W = wm wm 7 W 50
. &m G ar 4n @ 3% s = e - —== 439 431 416 401 31 353 3 243 1% 12
1.0 i
08 P=00034 ’ ’ 0.8
Hazard Ratio &rm B ws. Arm G [35% Cl) } iR Arm B Arm C (95% CI
z 1.76 (1.20,2.59) z e nzras
= 0.6 ¥ o ad Lol
§ f
RS 16-20|: :
5 U4 — AMmMC & R
A1 == ArmBE 0.4 e
e m g Arm B
0.2 0.2
0.0 0.0
) 1 1
0 12 24 36 48 B0 T 24 b1 108 1] 12 24 36 48 60 T2 B4 9% 108
Mumber at risk Manths Number at risk Months
— §17 501 48T 469 447 417 F64 256 182 - F3 469 453 41 423 404 i s 259 164 B4
—-—-— 48T  4B0 465 44T 426 39T 351 50 182 &0 -== 454 439 423 40T 5 36 WY 3 1™ 7
1.0
1.0
08 P=0.004 : - p—— ’ _________________
’ = wE_—
. Hazard Ratio Arm B vs. &rm © (95% Cl) T Arm C (96% C)
Mazard Ratio Vi
= 0.6 150 083.243) i‘ 1.70 (1.03,2.80)
| 0.6
N |
R E Arm C %
— rm
S 21‘25 0.4 -=- AmB e
E E 04 -=- AMB
0.0 0.0
1 1 1
3 ) \ﬁ— L] 12 24 k3l 48 [211] T2 B4 9& 108 ] 12 24 36 48 60 T2 B4 6 108
Eﬁ T Mumber at risk Marths Number at risk Months
- Im 28T 281 246 &m 218 20 149 9 57 — 246 241 235 i Fo 190 175 128 e 'y
=== 4% 2N 216 208 199 i7e 162 127 k] w === 246 234 219 206 192 170 152 113 78 b1}
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Oncotype DX (TAILORxERERFER)
RST1-25[CcEVWTU L = EN Benefith' $ 27 )L —TJ L I3

A
Hazard Ratio for Recurrence, No. of Hazard Ratio for Hazard Ratio. for Recurrence, h’!o' of ':*azard Ratio for
No. of No. of Second Primary Cancer, Distant Distant Recurrence No. of No. of Second Primary Cancer, Distant Distant Recurrence
Subgroup Patients Events or Death (95% Cl) Recurrences (95% CI) Subgroup Patients Events or Death (95% ClI) Recurrences (95% Cl)
Allpalier?lsf . ‘£4Q‘rﬁ£iﬁlllllllllllll201lllllllll35lllllllllllﬁ‘ﬁlllllllllllllllulllllllllﬁmlll.
Low clinical risk 4799 541 129 —— N 4145 ¢ ) 5) 1 .
High clinical risk 1697 270 111 —f- . T = = E - .
>50 Yr of age = 46-50 Yr of age !
Low clinical risk 3173 361 E B 80 — - =  Before menopause 630 69 —— 33 s— —
HighC“ﬂicalriSk 1180 204 ._ 73 = '-.Affean.eHo.p.aﬂs.e..........]_zr.........._[5...............l...................'S.............—............‘
553 Yr olfagel y oo 0 - 51-55 Yr of age
ow clinical ris —— "
High clinical risk 517 66 . 38 “ RelorEimEopass o 28 - = =
I 1 1 I L} 1 f—
050 100 200  4.00 050 100 200  4.00 After menopause i 2 - i ™
- - - - 56-60 Yr of age 826 94 —— 28 e
Lower Event Lower Event Lower Event Lower Event
Rate with Rate with Rate with Rate with 61-65 Yr of age 7 109 e ESSR—
Endocrine Chemoendocrine Endocrine  Chemoendocrine >65 Yr of age 628 117 31
TRy Thany el IR LS 025 050 100 200 4.00 0.125 0.250 0.500 1.000 2.000 4.000
- L - L
B Lower Event Lower Event Lower Event Lower Event
Hazard Ratio for Recurrence, No. of Hazard Ratio for Rate with Rate with Rate with Rate with
No. of No. of Second Primary Cancer, Distant Distant Recurrence Eidicitas i Endiciing Chisii.
Subgroup Patients Events or Death (95% Cl) Recurrences (95% Cl) Th i Th P
erapy endaocrine erapy endaocrine
Recurrence score, 11-15 ‘ Alone Therapy Alone Therapy
Low clinical risk 636 65 1B o
High clinical risk 145 14 = 6 -
Recurrence score, 16-20 Figure 3. Effect of Age and Menopausal Status on Chemotherapy Benefit.
Low clinical risk 671 74 i B 23 R
High clinical risk 215 26 -+ 13 = . .
e L Sparano A. et al. N Engl J Med 2019;380:2395-405
ecurrence score, 21-25
Low clinical risk 319 41 —— 15 o
High clinical risk 157 26 —— 19 =
0.25 0.50 1.00 2.00 4.00 8.00 0.25 0.50 1.00 2.00 4.00 8.00
Lo;er Event Lower Eventr L;wer Event Lower Event - { ;"._':.;' 7 1 Y« M 4 . V’ > i—"'__ 4 ﬁ Y . *"C D19 | :, \ '.; , '.'_ 4 ; W )
Rate with Rate with Rate with Rate with . T v U AN S b AV ) e d™ ™ .
Endocrine Chemoendocrine Endocrine  Chemoendocrine I {b m E 0) _t iﬁ }J %
Therapy Alone Therapy Therapy Alone Therapy 50 ﬁ@ ,”: %ﬁzﬁ@.tiﬁ 2 }J % 73-[/ (< 10/0) +755 . X
>15%
e RS S (EERED EREDRLL | (EEFEOLREMR | EEREOLREDR (CEREO LREHR
SOELXT ‘ 1% ~1.6% ~6.5% 15%
(<1%) | .6% .5% | > (

RS16-25, 50U T BRI FRICEVWTIT R FE EDBenefitz 89 SEMARE SN
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C M F x 6 é C Fisher B et al. J Clin Oncol. 9(4):931-42 2001,

AC X 4 < TC X 4 Jones S et al, J Clin Oncol 10;27(8):1177-83.2009

A nt h ra C < Ta Xa n e + A n t h ra * | EBCTCG group, Lancet 4;379(9814):432-44. 2012

i
X
AN

ACx4—3wDTXx4 | = |[TACx6
EBCTCG group, Lancet 4;379(9814):432-44. 2012
) o
L 20214 San Antonio LB TACx6
DFEF=ICHEWNT
TC6=Anthra.—TaxaneDfE & =|(ddACx4—ddPTXx4
h\\% ént ) Swain S et al, J Clin Oncol, 0;31(26):3197-204. 2013
- Anthra.+Taxane| < |ddAnthra.—Taxane
Lemos Duarte |, group, Breast ;21(3):343-9. 2012
ddAC_)Taxa ne‘j:—__);%r%_ U 17 ,EE'I E l:\L—rﬁ-j}I—E\ EBCTCG group, Lancet 393(10179):1440-1452. 2019
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Chemotherapy regimens:

RS 11-258F(CE2EBAVLN TV L FhRiER

Taxane & cyclophosphamide 4917)l

Regimen . Regimen No. of
Name Regimen Dose/Schedule Schedule Cycles
C 100 mg/m2/day PO x 14 days - 4
Oral CMF M 40 mg/m2 IV days 1, 8 Jeeg(s 6
F 600 mg/m2 IV days 1, 8
C 600 mg/m2 IV - 3
IV CMF M 40 mg/m2 IV et 6-8
F 600 mg/m2 IV weeks Recurrence Score Recurrence Score
0-10 Recurrence S 26 or Higher
Standard AC A 60 mg/m2 IV Every 3 4 Arm A Arm B Arm C Arm D
C 600 mg/m2 IV weeks rm rm rm rm
A 60 mg/m2 IV Endocrine Therapy Endocrine Therapy Chemoendocrine Chemoendocrine
Dose dense AC C 600 mg/m2 IV f\‘(’:g( 32 4 Total Number 1619 3319 3312 1389
Plus G-CSF Adjuvant Chemotherapy (n=8) (n=185) (n=2704) (n=1300)
Standard AC - T A 60 mg/m2 and C 600 mg/m2 IV Every 3 8 oMF 20 > (6° 83 (70 5
every 3 weeks x 4 cycles = T 175 mg/m2 every 3 weeks x 4 cycles weeks M 1(12%) 12 (6%) 183 (7%) 52 (4%)
Dose dense AC . T |A80mg/m2and C 600 mg/m2 IV plus G-CSF every 2 weeks x 4 cycles = T 175 mg/m2 plus G- | Every 2 8 Anthracycline w/o Taxane 0 (0%) 52 (28%) 774 (29%) 334 (26%)
CSF every 2 weeks x 4 cycles weeks Anthracycline and Taxane 2 (25%) 17 (9%) 181 (7%) 244 (19%)
F — 500 mg/m2 IV : 0 0 0 0
FEC E — 50-100 mg/m2 IV Everi/( 3 5 | Taxane & Cyclophosphamide 3 (38%) 95 (51%) 1515 (56%) 589 (45%)
C - 500 mg/m2 IV weeks Other or Type Not Specified 2 (25%) 9 (5%) 51 (2%) 81 (6%)
T-75mg/m2 None 1611 3214 608 89
A - 50 mg/m2 Every 3 '
TAC C - 500 mg/m2 weeks 4-6
NOTE: TAC should be used only in women </=70 years of age
TC T-75 mg/m2 Every 3
C - 600 mg/m2 weeks
Other protocol- e . . As specified
specified regimens Participating in other CTSU trials including chemotherapy in protocol in protocol
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US Oncology Research Trial 9735
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Table 1. Baseline Demographics by Age Group

Age by Arm (years)

< 65 = 65 All Patients
TC AC TC AC TC AC
Demographic No. % No. % No. % No. % No. % No. %
No. of patients 428 428 78 82 506 510
ER+ and/or PR+ 312 Fic. 291 68 56 72 60 73 368 713 351 69
RR=SIRRS s 27 136 32 22 28 21 26 137 27 157 31
Unknown 1 1 1 0 2 1
Node
0 212 50 217 il 28 36 31 38 240 48 248 49
1t03 174 41 174 41 35 45 38 46 209 41 212 42
4+ 42 10 37 9 15 19 13 16 57 11 50 9
Median age, years 50 49 69 68 52 51
Range 27-64 27-64 65-77 65-77 27-77 27-77

Abbreviations: TC, docetaxel/cyclophosphamide; AC, doxorubicin/cyclophosphamide; ER, estrogen receptor; PR, progesterone receptor.

1.0 +
©
=
S 0.9 -
5 —
C
N o
8 E Bt /o
o -
=8 0.8
&5 AC 5
G — - %
o 0.7 4 95% CI: 0.56 to 0.98
=
P=.033
HR =0.74
0.6 Ll L L} L) 1

h 4
0 12 24 36 48 60 72 84 96

Time (months)

No. at risk
I § o 506 481 442 410 378 349 320 195
AC 510 483 449 405 372 343 303 194
1.0 -
t_g 09- 37?/0
=
g.e
=t
(75}
== ' U8 %
g g TC
(= — AC
O 0.7 4 95% CI: 0.50 to 0.97
P=.032
HR = 0.69
O-G L} I L ] L} || I

h 4
0O 12 24 36 48 60 72 84 96
Time (months)

No. at risk
TC 506 487 461 434 398 371 344 207
AC 510 488 464 438 407 375 327 210

Disease-Free Survival

Overall Survival

(proportion)

(proportion)

1.0 -
0.9 1
0.8 1
0.7 1
0.6 1
- <65 TC 3
0.5 <65 AC
- 65+ TC
- 55 + AC
0-4 L L] | L ] L ] I
0 12 24 36 48 60 72 84 96
Time (months)
1.0 =
0.9 -
0.8 4
0.7 -
0.6 4
- < 65 TC
0.5 - < 65 AC
— 65+ TC
- 65 + AC
0-4 L | | L | L | L

12 24 36 48 60 72 84 96
Time (months)

Jones S et al. J Clin Oncol . 2009 10;27(8):1177-83.
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Table 3. Grade 3-4 Toxicities by Age Group
% by Age Group Total (N=193) FEC-TC (N=65) TC-FEC (N=63) TC (N=65)
< 65 = 65 All grades Grades 3/4 All grades Grades 3/4 All grades Grades 3/4 All grades Grades 3/4
. TC AC TC AC Subjective and objective symptoms
Toxicity (n=420) (=425 (n=7/0 n=2o2) Allergic reaction, hypersensitivity 16(8.3) 2(1.0) 3(46)  0(0.0) 10(159) 1(1.6) 3@7)  1(1.6)
Hematologic Febrile neutropenia 35(18.2) 35(18.2) 12(18.5) 12(18.5) 14(22.2) 14(222) 9(13.8) 9(13.8)
Anemia < 1 <1 5 Infection accompanied by grade 3/4 neu- 2 (1.0$) 2(1.0) 0 0 2(3.2) 2(3.2) 0 0
Netutronenia 60 54 52 59 tropenia
Thrombocytopenia <1 1 0 =4 Fatigue (asthenia/inactivity/malaise) 106 (55.2) 1(0.5) 38 (585 0 34 (54.0) 1(1.6) 34(53.1) 0
Febrile neutropenia 4 ) 8 4 Skin eruption, desquamation 96 (50.0) 2(1.0) 20(30.8) 0O 36(57.1) 0 40(62.5) 2(3.1)
Nonhematologic Anorexia 86 (43.0) 1(0.5) 31(47.7) 1(1.5) 28 (444) 0 27 (42.2) 0
Asthenia 3 4 6 9 Nausea 94 (49.0) 1(0.5) 33(50.8) 1(1.5) 40(63.5) 0 21(32.8) 0
Edema 1 <1 0 <1 Stomatitis 84 (43.8) 2(1.0) 30(46.2) 0 29 (46.0) 1(1.6) 25(39.1) 1(1.6)
Fever 4 3 6 4 Edema in the trunk or genitals 33(17.5) 26(13.8) 3(4.7) 1 (1.6) 13(21.0) 13(21.0) 17(269) 12(19.4)
hifschon v 10 6 9 Stomatitis 84 (43.8) 2(1.0) 30(46.2) 0 29 (46.0) 1(1.6) 25(39.1) 1(1.6)
Myalgia 9 | 0 <1 Hematological tests
Arthralgia 1 1 & 1 White blood cell count 145 (75.5) 90(46.9) 42(64.6) 12(185) 59(93.7) 43(68.3) 44(68.8) 35(54.7)
Stomatitis 1 5 0 <1 Neutrophil count 111 (58.4) 91(47.9) 22(33.8) 14(21.5) 51(82.3) 41(66.1) 38(60.3) 36(57.1)
- ) : . 1 Hemoglobin 121 (63.0) 1(0.5) 45(69.2) 0 46 (73.0) 1(1.6) 30 (46.9) 01(0.0)
- ) ; 3 ; Platelet count 27 (14.1) 1(0.5) 11(16.9) 0(0.0) 10(15.9) 0(0.0) 6(9.4) 1 (1.6)
Vomiting 1 6 0 0 ALT 71(37.0) 3(1.6) 23(354) 0(0.0) 23(36.5) 2(3.2) 25(39.1) 1(1.6)
Phlebitis &= i <1 0 Data are reported as n (%)
Abbreviations: TC, docetaxel/eyclophosphamide: AC, doxorubicin/ T'C docetaxel/cyclophosphamide, FEC 5-fluorouracil/epirubicin/cyclophosphamide, ALT alanine transaminase
i S Ishiguro H et al. Breast Cancer Res Treat.180(3)715-724:2020

Jones S et al. J Clin Oncol . 2009 10;27(8):1177-83.
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SYSTEMIC ADJUVANT TREATMENT: HR-POSITIVE - HER2-NEGATIVE DISEASE%9Y
PREMENOPAUSALZ PATIENTS with pT1-3 AND pNO TUMORS

| ]
L

Consider adjuvant endocrine
therapy? (category 2B)32

Tumor 0.5 cm and pNO —

Adjuvant chemotheraogybb followed by
endocrine therapy?®.©® (category 1)

» Ductal/NST! or
+ Lobular Not done — | A 4iuvant endocrine therapy?a.€e + AN M O) ‘; TE 1§|J l j:

« Mixed ovarian suppression/ablation3¢e . V4
* Micropapillary _Iﬂ

Follow-Up
Recurrence Adjuvant endocrine therapy?®.©¢ +
Strongly consider score <15  |ovarian suppression/ablation3a.ee.kk (BINV-17)

21-gene RT-PCR ' .
— as;gay if candidate Adjuvant endocrine therapy?3:¢€ pT . 2 5 m m
for chemotheraipy ovarian suppression/ablation?¢ekk

Tumor >0.5cm
and
pNO

Recurrence __ |or

hh,i
(category 1) score 16-25  |Adjuvant chemotheraeexbb followed by
endocrine therapy?

Recurrence Adjuvant chemotherapy®® followed by
score 226 —* |endocrine therapy?® OB

d See Principles of Biomarker Testing (BINV-A). 3
9 See Special Considerations for Breast Cancer in Males (Sex O n COtyp e DXG)] 9~

Assigned at Birth) (BINV-J).

t According to WHO, carcinoma of NST encompasses multiple -b\ AN Tvi A\
patterns including medullary pattern, cancers with neuroendocrine ee Consider adjuvant bisphosphonate therapy for risk reduction of distant metastasis for 3-5 l C;: j t % G) j: ’lﬁ' 7:)\
expression, and other rare patterns. years in postmenopausal patients (natural or induced) with high-risk node-negative or — S 0

Y Although patients with cancers with 1%-100% ER IHC staining are node-positive tumors.
considered ER-positive and eligible for endocrine therapies, there are  hh Other prognostic gene expression assays may be considered to help assess risk of E 7"\
more limited data on the subgroup of cancers with ER-low-positive recurrence but have not been validated to predict response to chemotherapy. See Gene d\

(1%—-10%) results. The ER-low-positive group is heterogeneous with Expression Assays for Consideration of Adjuvant Systemic Therapy (BINV-N).

reported biologic behavior often similar to ER-negative cancers; thus i patients with T1b tumors with low-grade histology and no lymphovascular invasion should
individualized consideration of risks versus benefits of endocrine be treated with endocrine monotherapy as the TAILORX trial did not include patients with
therapy and additional adjuvant therapies should be incorporated into such tumors.

decision-making. See Principles of Biomarker Testing (BINV-A). kk In premenopausal patients with RS <26, the addition of chemotherapy to endocrine

Z See Definition of Menopause (BINV-O). therapy was associated with a lower rate of distant recurrence compared with endocrine

aa See Adjuvant Endocrine Therapy (BINV-K). monotherapy, but it is unclear if the benefit was due to the ovarian suppression effects

bb See Preoperative/Adjuvant Therapy Regimens (BINV-L). promoted by chemotherapy.
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HREE B2 (CIA) T8

CIA * Chemotherapy-induced amenorrhea

%

CIAEDFS()  uor  vew RR@HCY  Weig ERFIZFICIAEDFSOMEXTI AT

7|§E 3‘(:—" | J 17 Jung 2010 Pe 0.73 (0.43, 1.26) 2.83
Swain 2010 — 0.63 (0.52, 0.76) 23.07 %
Kil 2006 — 0.95 (0.47, 1.92) 1.65 Author Year RR {85% CI) Waight
Gnant 2006 ——— 0.66 (0.48, 0.90) 8.09 ,
Colleoni 2006 ——— 0.67 (0.52, 0.87) 12.12 ER+ 0.67 10.52.087) 1239
: Colleon 2006 e . 2o, 1. ¥
T — ] s scseadinnio tpg Pagani 1908 —_— 0.79 (0.81, 1.00) 13.63
Parulekar(HR+) 2005 : 0.40 (0.22, 0.72) 2.33 Subtotal (l-squared = 0.0%, p = 0.383) <> 0.73 (0.61, 0.88) 2586
Parulekar(HR-) 2005 - 0.68 (0.15, 3.00) 0.36 :
Jonat 2002 — 0.65 (0.48, 0.87) 9.25 ER- :
Pagani 1998 —— 0.84 (0.67, 1.03) 17.70 Jung 2010 ; - 1.45 (0.47, 4.51) 0.85
Bianco 1991 -— 0.43 (0.24, 0.77) 2.41 Parulakar 2005 - ! 0.68 (0.15, 3.00) 0.37
Goldhirsch 1990 e 0.73 (0.52, 1.02) 7.43 Pagani 1008 ; = 0.94 (0.82, 1.42) 4.85
Brincker (CTX) 1987 — 0.48 (031, 0.73) 4.60 Subtotal (l-squared = 0.0%, p = 0.686) T-r::[:::- 0.97 (0.66, 1.41) 5.87
Brincker (CMF) 1987 _ 0.94 (0.60, 1.47) 4.14 '
ncker (CMF) : ( ) Patiants' astrogen recepior status was not classifiad)
S b . WIDREETES WO e Swain 2010 e 0.63 (0.52, 0.78) 23.48
Overall (l-squared = 17.3%, p = 0.260) O 0.67 (0.61, 0.74) 100.00 Kil 2008 e 0.95 Iﬂ-*‘?‘ 1;92} 168
‘ Gnant 2006 e 0.66 (0.48, 0.90) 823
I : T Vanhuyse 2005 —--— 0.61 (0.36, 1.02) 3J.06
15 1 6.67 Parulokar{HR+) 2006 ~+- 040 (0.22,0.72) 2.37
RO IA WU O Jonat 2002 ——— 0.85 (0.48, 0.87) 9.42
Bianco 1091 — 0.43 (0.24, 0.77) 2.45
CIA C\: OS®D Goldhirsch 1990 —— 0.73 (0.52, 1.02) 7.58
% Brincker (CTX) 1987 —— 0.48 (0.31,0.73) 468
Brincker (CMF) 1987 r— 0.94 (0.80, 1.47) 4.22
7F E 5@- UZG Author  Year RR(B5%CI)  Weight LBCSG 1885 ? “S— n_nazma, 1_u?; 1.02
Sublotal (l-squared = 13.2%,p=0.318) < 0.63 (0.57,0.71) B8.18
|
Jung 2010 . 0.51(0.25, 1.04) 6.27 Heterogeneity between groups: p = 0.080 |
e S Overall (l-squared = 19.6%, p = 0.230) ¢> 0.67 (0.61, 0.74) 100.00
Gnant 2006 ——— 0.57 (0.39, 0.84) 21.41 1 - 1
i 15 1 6.67
Vanhuyse 2005 . 0.72 (0.39, 1.35) 8.23 B G man T
Parulekar 2005 . 0.51 (0.32, 0.82) 14.39
Parulekar 2005 - 0.68 (0.15, 3.00) 1.42 l— U ,_l:-l— l— |§E 'I‘/-_ J:I: 1§IJ l— j:)\ \ %/ h{‘
Overall (I-squared = 0.0%, p = 0.931) O 0.60 (0.50, 0.72) 100.00 C |A (- J: s Ty 1o E R 5] T 71C (- ll ( 1§
: W
WEINB AR RE NI
. 1 —] He 7INFA -

1
15 1 6.67
favours CIA favours no CIA

Zhou Q et al, Menopause ;22(10):1091-7.2015
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PRINCIPLES OF PREOPERATIVE SYSTEMIC THERAPY

Known Benefits of Preoperative Systemic Therapy

* Facilitates breast conservation
« Can render inoperable tumors operable

* Treatment response provides important prognostic information at an

individual patient level, particularly in patients with TNBC or HER2-
positive breast cancer
* Identifies patients with residual disease at higher risk for relapse to

allow for the addition of supplemental adjuvant regimens, particularly

in patients with TNBC or HER2-positive breast cancer.
 Allows time for genetic testing
 Allows time to plan breast reconstruction in patients electing
mastectomy
» Allows time for delayed decision-making for definitive surgery

Opportunities
 May allow SLNB alone if initial cN+ becomes cNO after preoperative

therapy

 May provide an opportunity to modify systemic treatment if no
preoperative therapy response or progression of disease

« May allow for more limited radiation fields in patients with cN+ who
become cNO/pNO after preoperative therapy

* Provides excellent research platform to test novel therapies and
predictive biomarkers

NCCN H1R51Y)

Cautions

* Possible overtreatment with systemic therapy if clinical stage is
overestimated

 Possible undertreatment locoregionally with radiotherapy if
clinical stage is underestimated

 Possibility of disease progression during preoperative systemic
therapy

Candidates for Preoperative Systemic Therapy
» Patients with inoperable breast cancer:
» IBC
» Bulky or matted cN2 axillary nodes
» cN3 nodal disease
» cT4 tumors
* In select patients with operable breast cancer
» Preoperative systemic therapy is preferred for:
0 HER2-positive disease and TNBC, if cT 22 or cN 21
0 Large primary tumor relative to breast size in a patient who
desires breast conservation
0 cN+ disease likely to become cNO with preoperative systemic
therapy
» Preoperative systemic therapy can be considered for cT1,NO
HER2-positive disease and TNBC
» Patients in whom definitive surgery may be delayed.

Non-candidates for Preoperative Systemic Thera

« Patients with extensive in situ disease when extent of invasive
carcinoma is not well-defined

 Patients with a poorly delineated extent of tumor

 Patients whose tumors are not palpable or clinically assessable
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Hormone-receptor-positive, Hormone-receptor-positive,
HER2-negative HER2-negative, grade 1/2
100 - -
£ 804 -
S
e 604 -
?
o7}
£ 40 -
$
LE 20 — —
HR 0-49 (95% C1 0-33-0-71) HR 0-63 (95% Cl 0-38-1-04)
0 I | I ! | | | ! ! | i | | | | I | |
0 1 2 3 4 5 6 7 8 9 0 1 2 3 4 S5 6 7 8 9
Number at risk

p(R 270 244 224 184 113 69 21 6 2 2 148 134 123 102 55 33 10 § 2 2
No pCR 2491 2226 1978 1616 1017 658 247 84 20 1 1838 1653 1493 1236 790 517 198 68 15 1

HERE%'I‘iHERZI?%'I‘??&L%:EUDPCRZ@lilih‘w*f?‘@ 1TEHEBTBL HRESMEHER2FE M FLIEICH W T, HIZ T L— FAY 2 0FER TlEpCRD
RHEL BETCTYRICBEEZRDENOE

lwata H et al, Jpn J Clin Oncol, 41(7) 867-875 2011 Cortazar P et al, Lancet384(9938):164-72. 2014
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[REBREFAIMRZE] IDC. scirrhous type. /ZEE 25mm (pT2). HG 3.

n=2/14 (pN1). Ly1. v
ER 100%. PgR 40%. HER2 0. Ki67 40%
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NCCN guidelines
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SYSTEMIC ADJUVANT TREATMENT: HR-POSITIVE - HER2-NEGATIVE DISEASE®9Y
PREMENOPAUSALZ PATIENTS with pT1-3 AND pN+ TUMORS

* Ductal/NST!

* Lobular

* Mixed

* Micropapillary

d See Principles of Biomarker Testing (BINV-A).

PN1mi (£2 mm

axillary node Assess 10

D determine if
candidate for

m“(il‘: chemotherapy

nodes)

PN2/pN3 (24 ipsilateral

metastases >2 mm)"

Not a candidate

for chemotherapy

» Adjuvant endocrine therapy +
ovarian suppression/ablationa.ee/kk

q See Special Considerations for Breast Cancer in Males (Sex Assigned at Birth)

(BINV-J).

! According to WHO, carcinoma of NST encompasses multiple patterns including
medullary pattern, cancers with neuroendocrine expression, and other rare pattermns.

Y Although patients with cancers with 1%-100% ER IHC staining are considered
ER-positive and eligible for endocrine therapies, there are more limited data on the
subgroup of cancers with ER-low-positive (1%-10%) results. The ER-low-positive
group is heterogeneous with reported biologic behavior often similar to ER-negative
cancers, thus individualized consideration of risks versus benefits of endocrine
therapy and additional adjuvant therapies should be incorporated into decision-
making. See Principles of Biomarker Testing (BINV-A).

z See Definition of Menopause (BINV-O).

8a See Adiuvant Endocrine Therapy (BINV-K).

b® See Preoperative/Adjuvant Therapy Regimens (BINV-L).

If candidate for Adjuvant chemotherapy?2.bb
chemotherapy consider followed bx wdocrlno See
gene expression ———= |therapy?®.©e. | Follow-Up
assay to assess or (BINV-17)
prognoﬂskkom Adjuvant endocrine therapy + wl
ovarian suppression/ablation®®©¢.
Adjuvant chemotherapy?.b®
> |followed bzondocrlno —
therapy?®¢eJl (category 1)

ee Consider adjuvant bisphosphonate therapy for risk reduction of distant
metastasis for 3-5 years in postmenopausal patients (natural or induced)
with high-risk node-negative or node-positive tumors.

¥ Addition of 1 year of adjuvant olaparib is an option for select patients with
germline BRCA 1/2 mutation after completion of adjuvant chemotherapy.
See BINV-L (1 of 8).

X In premenopausal patients with RS <26, the addition of chemotherapy to
endocrine therapy was associated with a lower rate of distant recurrence
compared with endocrine monotherapy, but it is unclear if the benefit was
due to the ovarian suppression effects promoted by chemotherapy.

" There are few data regarding the role of gene expression assays in those
with 24 ipsilateral axillary lymph nodes. Decisions to administer adjuvant
chemotherapy for this group should be based on clinical factors.

mm See Gene Expression Assays for Consideration of Adjuvant Systemic

Therapy (BINV-N).

Note: All recommendations are category 2A unless otherwise indicated.
Clinical Trials: NCCN believes that the best management of any patient with cancer is in a clinical trial. Participation in clinical trials is especially encouraged.

DINV ©
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RxPONDER: 1-3 positive nodes, ER positive HER2 negative Breast Cancer

.Regm’rer | > Oncotype DX” AssQy
Specimen banking ;\’

test result unblinded

Stratify S 0-25: Randomiz RS >25
RS O-13 vs 14-25 |
> s Chemo +
Menopausal status o 9 Endocrine Rx

SNLB only vs ANC

\ Chemotherapy & Endocrine Therapy of physician’s choice from approved list; ET for 5 yrs+

RxPONDERE &R : UV N\EIERZNM 1 ~3ETCBRAITHN25UTODEZEZNHRELHAER
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" ITIVENEDY)

L= R —
'Iﬁ'l::/b\ﬁéb'l::

DEBEPI MR LBENSS, F 5B/~ AEPITE AEAEERT
DAL, BECIOTII0~205@BLTHETS.  LEVEYY < 400mg/m2Di

LD, RAENRLEEE R, R RE TP TS
€ RERSRCAELTIGED. RELSRERR  cogir..100mg/maea

FHIENEETHS, LESRENEY EFRICEAD
TLFED




T) AL EEDLIAY
C M F x 6 é C Fisher B et al. J Clin Oncol. 9(4):931-42 2001,

AC X 4 < TC X 4 Jones S et al, J Clin Oncol 10;27(8):1177-83.2009

A nt h ra C < Ta Xa n e + A n t h ra * | EBCTCG group, Lancet 4;379(9814):432-44. 2012

i
X
AN

ACx4—3wDTXx4 | = |[TACx6
EBCTCG group, Lancet 4;379(9814):432-44. 2012
) o
L 20214 San Antonio LB TACx6
DFEF=ICHEWNT
TC6=Anthra.—TaxaneDfE & =|(ddACx4—ddPTXx4
73\\%% '«:V’Lﬁ: ) Swain S et al, J Clin Oncol, 0;31(26):3197-204. 2013
- Anthra.+Taxane| < |ddAnthra.—Taxane
Lemos Duarte |, group, Breast ;21(3):343-9. 2012
ddAC_)Taxa ne‘j:—__);%r%_ U 17 ,EE'I E l:\L—rﬁ-j}I—E\ EBCTCG group, Lancet 393(10179):1440-1452. 2019
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b= EEDL YAV (NCCN guidelines)

PREOPERATIVE/ADJUVANT THERAPY REGIMENS?

HER2-Negative®

Preferred Regimens:
o [ * Dose-dense AC (doxorubicin/cyclophosphamide) followed by paclitaxel every 2 weeks®

» Dose-dense AC (doxorubicin/cyclophosphamide) followed by weekly paclitaxel®

* TC (docetaxel and cyclophosphamide)

 Olaparib, |f germline BRCA1/2 mutations9:€

* High- -riskf triple-negative breast cancer (TNBC): Preoperative pembrolizumab + carboplatin + paclitaxel, followed by preoperative
pembrolizumab + cyclophosphamide + doxorubicin or epirubicin, followed by adjuvant pembrolizumab

« TNBC and residual disease after preoperative therapy with taxane-, alkylator-, and anthracycline-based chemotherapy:® Capecitabine

Useful in Certain Circumstances: Other Recommended Regimens:
* Dose-dense AC (doxorubicin/cyclophosphamide) « AC followed by docetaxel every 3 weeks®
 AC (doxorubicin/cyclophosphamide) every 3 weeks (category 2B) |+ EC (epirubicin/cyclophosphamide)
e CMF (cyclophosphamide/methotrexate/fluorouracil) » TAC (docetaxel/doxorubicin/cyclophosphamide)
« AC followed by weekly paclitaxel® * Select patients with TNBC:9
e Capecitabine (maintenance therapy for TNBC after adjuvant » Paclitaxel + carboplatin9 (various schedules)
chemotherapy) » Docetaxel + carboplatin? (preoperative setting only)

AAEBITIE. pN+. NG3, IREZREDHY., EBEFRVATIEEH<LIJAC—PTXZER
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[Fi1] HILBEEUVIBRMN + RE BB ETT
[FREHEBF%EE] IDC. scirrhous type. /& 25mm (pT2). HG 3,
n=2/14 (pN1). Ly1. v’

ER 100%. PgR 40%. HER2 0. Ki67 40%
—  Abemaciclib®#&5 (MonarchEz{ER)

[BRCAnalysis] BRCA2 fafI/\U7 >V k&Y —Olaparib®i%5 (OlympiAsER)
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N EBhEE © Monarch EzRER

8

monarchE Study Design (NCT03155997) _ E A e —

3-year rate: 88.8%

90 1 DR

30 - HR = 0.70 (95% CI 0.59-0.82)

HR+, HER2-, high- ITT includes both R1:1
risk EBC Cohort 1 and Cohort 2 N = 56372

4 h
Cohort 2: High risk based on Ki-67 mmmmmnd  Endocrine Therapy (SOC)®
Other criteria: « 1-3 ALN and | ‘

* Women or men . Ki o ¢ Stratified for:
* Pre-/ post menopausal K67 220%¢ and * Prior chemotherapy

20 - Patients Events
- Abemaciclib + ET 2808 232
- ET alone 2829 333

)
o
On-study treatment period Follow-up period | 80 5 ‘e: 90.0° —
— — Endocrine Therapy I N -year rate: 30.U% 3.vear rate: 83.4%
(" Cohort 1: High risk based on clinical R 2 years 3-8 years as clinically indicated c . ol
pathological features “:': 70 -
o
- 24 ALNOR o icli 60 1
« 1-3 ALN and at least 1 of the below: (1 sg:;m t:::: !:;“y) ‘$ -
- Grade 3 disease — 3 50 1
\_ - Tumorsize=5cm y, ) = g
Endocrine Therapy (SOC)° % “°1 Nominal P<0.0001
T
2
=
>
s

0O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45

+ With or wihout pror neo- andior \ No Grade 3 and tumor size not 25 cm ) Menopausalsiatus (" Primary Objective: Invasive Disease-Free Sunival (IDFS) Time (months)
; ﬁ’é”m;xz::g’ * Region Secondary Objectives: IDFS in high Ki-67 populations, Distant Relapse-Free Number at risk
« Maximum of 16 months from surgery to randomization and 12 weeks Survival (DRFS), Overall Survival (OS), Safety, PK, Patient Reported
of ET following the last non-ET Outcomes Abemaciclib + ET 2808 2680 2621 2579 2547 2508 2477 2430 1970 1287 919 522 275 6/ 8 0

ET alone 2829 2700 2652 2608 2572 2513 2472 2400 1930 1261 906 528 281 64 10 0

Harbeck N et al, Ann Oncol32(12):1571-1581. 2021
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20 —— Endocrine therapyon
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ly
—— Endocrine therapy plus S-1
HR 0-63, 95% Cl 0-49-0-81; p=0-0003
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ocrine therapy 973

only (0)
)crine therapy 957
plus S-1 (0)

B

T
6

948
(10)
942
(8)

X5k ¢ PSO-1.

‘52
N
2

A

Z I

T
12

920
(17)
925
(11)

18 24 30 36 42 48 54 60 66

894 857 826 792 708 558 406 159 72
(26) (41) (48) (72) (142) (285) (425) (663) (747)
913 888 857 822 744 603 434 199 95
(14) (32) (55) (70) (142) (272) (432) (659) (762)

20-754%. stage | ~IIIA,IIIB
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i=3)

ERED
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Y INENERTZ P21
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19 1 0
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18 2 1
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BRIUATEHB\EPIEEDERMEGE/HER2BR:
G EEEE LT,

(1£

—) 7')\ TTTT& W /Z‘

o6 = M EVER

Toi M et al, Lancet Oncol 22: 74-84 2021
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