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TR (CNB)FHER

Invacive ductal carcinoma, scirrhous type, Nuclear grade(1), Histologicalgrade(II),
ER(100%), PgR(100%), HER2(1+), Ki-67(10%)
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ER/PgR HIJE ASCO/CAP Guideline Update

Recommendation 1.1: Optimal algorithm for ER/progesterone
receptor testing.

Samples with 1% to 100% of tumor nuclei positive for ER or progesterone receptor (PgR) are
interpreted as positive.

For reporting of ER (not PgR), if 1% to 10% of tumor cell nuclei are immunoreactive, the
sample should be reported as ER Low Positive with a recommended comment.

A sample is considered negative for ER or PgR if < 1% or 0% of tumor cell nuclei are
Immunoreactive,

J Clin Oncol.2020 Apr 20;38(12):1346-1366.
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Ann oncol. 2021;32:1410-1424
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9-Year Event Rates
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Hazard Ratio for Recurrence, No. of Hazard Ratio for
No. of No. of Second Primary Cancer, Distant Distant Recurrence
Subgroup Patients Events or Death (95% Cl) Recurrences (95% ClI)
All patients
Low clinical risk 4799 541 129
High clinical risk 1697 270 111 ——
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Recommendations

HER?2 testing (invasive component) by validated IHC assay NOTE. The final reported results
assume that there is no apparent
histopathologic discordance
observed by the pathologist.
Unusual staining patterns of HER2
by IHC can be encountered that are
not covered by these definitions. In
practice, these patterns are rare

Batch controls and on slide controls show appropriate staining

l and if encountered should be
: considered IHC 2+ equivocal. As
Circumferential Weak to moderate Incomplete membrane No staining Is observed one example, some specific
2 or subtypes of breast cancers can
membrane staining that complete membrane staining that is faint/ =% 5
Is complete Intensge and stanl':ing observed in barely pgefcepume and Membrane staining that Is Incomplete |  show IHC staining that is moderate
in >10% of tumor cells* >10% of tumor cells in >10% of tumor cells and s faint/barely perceptibleandin | to intense but incomplete

<10% of tumor cells (basolateral or lateral) and can be

found to be HER2 amplified.
Another exampleis circumferential
membrane IHC staining that is
intense but within <10% of tumor
cells (heterogeneous but very
limitedin extent). Such cases can
be considered 2+ equivocal but

additional samples may reveal
different percentages of HER2
positive staining. (*)Readily
appreciated using a low power
objective and observed within a
homogeneous and contiguous
invasive cell population.

Must order reflex test (same specimen
using ISH) or order a new test
(new specimen if available using IHC
or ISH)

www.asco.org/breast-cancer-quidelines @American Soclety of Clinical Oncology (ASCO) and College of American Pathologists (CAP) 2023.
Al rights reserved worldwide. For licensing opportunities, contact kcensing@asco.org

55 COLLEGE of AMERICAN ~ ASCO imsiseare
222 PATHOLOGISTS KNOWLEDGE CONQUERS CANCER
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DESTINY-Breast04:iit k&

An open-label, multicenter study (NCT03734029)

Patients?

* HER2-low (IHC 1+ vs IHC
2+/ISH-), unresectable, and/or
mBC treated with 1-2 prior
lines of chemotherapy in the
metastatic setting

+ HR+ disease considered
endocrine refractory

Stratification factors
Centrally assessed HERZ2 status® (IHC 1+ vs IHC 2+/ISH-)
* 1 versus 2 prior lines of chemotherapy

HR+ (with vs without prior treatment with CDK4/6 inhibitor) versus HR-

T-DXd
5.4 mg/kg Q3W
(n=373)

HR+ = 480
HR- =60

TPC

Capecitabine, eribulin,

gemcitabine, paclitaxel,

nab-paclitaxel®

(n = 184)

Primary endpoint
* PFS by BICR (HR+)

Key secondary endpoints®
+ PFS by BICR (all patients)
+ OS (HR+ and all patients)

ASCOICAR, American Society of Clinical OncologyCollege of American Pathologists; BICR, blinded independent central review; CDK, cyclin-dependent kinase; DOR, durafion of response; HER2, human epidermal growth factor receplor 2;
HR, hormone receptor; IHC, immunohistochemistry; ISH, in situ hybridization; mBC, metastatic breast cancer, O3S, overall survival, PFS, progression-free survival, Q3W, every 3 weeks; R, randomization; T-DXd. trastuzumab deruxtecan,;

TPC, treatment of physician's choice.

2|f patients had HR+ mBC, prior endocrine therapy was required, "Other secondary endpoints included ORR (BICR and investigator), DOR (BICR), PFS (investigator), and safety, efficacy in the HR- cohort was an exploratory endpaint. “TPC was
administered accordingly to the label, “Performed on adequate archived or recent tumor biopsy per ASCOICAP guidelines using the VENTANA HER2/neu (4B5) investigational use only [IUQ] Assay system.

ASCO 2022 #LBA3 Plenary Session



PFS: HR+ B KU IXRTOEH

Progression-Free Survival Probability (%)

Hormone receptor—positive

Hazard ratio: 0.51
95% Cl, 0.40-0.64
P < 0.0001

T-DXd
mPFS: 10.1 mo

No. at Risk

L IR I B S SN B SN B N R S S S SN S S N
0 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

Months

T-DXd (n=331): 331324 290 265 262 248 218 196 182165142128 107 89 78 73 64 48 37 31 28 17 14 12 7 4 4 1 1 0

TPC (n = 163)

163146105 85 84 69 S7 48 43 32 30 27 24 20 14 12 8 4

321111 1 10

PFS by blinded independent central review.
HR, hormone receptor; mPFS, median progression-free sunival: PFS, progression-free sunvival, T-DXd, trastuzumab deruxtecan; TPC, treatment of physician's choice.

Progression-Free Survival Probability (%)

80

e ———

40

All patients

Hazard ratio: 0.50

95% Cl, 0.40-0.63
P <0.0001

T-DXd
mPFS: 9.9 mo

B e Ty

No. at Risk

T-DXd (n = 372):
TPC(n=184)

373365325295290272238217201 183 156142118100 88 81 71 53 42 35 32 21 18 15
18416611993 90 73 60 51 45 34 32 20 26 22 15 13 9 5 4 3 1 1 1 1

T T T T T T T T T T T T T T T T T T T

8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

Months
8 4 4 110
1 10
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Hormone receptor—positive All patients

Hazard ratio: 0.64 Hazard ratio: 0.64
95% Cl, 0.48-0.86 1997 95% Cl, 0.49-0.84

P=0.0028 P =0.0010
T-DXd
mOS: 23.9 mo
S
TPC —
mOS: 17.5 mo

80

T-DXd
5 mOS: 23.4 mo
%

TPC B
mOS: 16.8 mo (T

Ovwerall Survival Probability (%)
Overall Survival Probability (%)

20 20
04 04
N N RN R R R S B R B N B B S R S N S S B R B N S N BN S B B BN N S R I N S O O T I I A L I S N S S S S SO N S N N B N
91 2 3 4 5 6 7 & 9 1011121314 15168 17 18 19 20 21 22 23 24 25 26 27 28 29 30 31 3233 34 01 2 3 4 5 6 7T 8 9 0111213141516 17 18 19 20 21 22 23 24 35 26 27T 28 20 30 31 32 33 34
M. it Risk Months Mo at Risk Months
TO%d fn=331) 331 326 329919 114 306 303 69 208 200 K IS 60 TR 1A 1G01EAT44 116 96 B1 70 &1 40 26 14 9 B B & 2 1 1 1 O TORd [n=373F  IIHOIFIRTIH M4 IWIGWN0IWHTITEIHN I MBI IBIH W 76 H W A W M 120 8 3 1 71 7 0
TRC (n =163 182151 1451431281395 130124 115 105104 S8 S8 B9 BO 71 58 45 37 26 X 23 18 14 T 8 3 1 0 TPC [0 = 154): 164 171 165161 157 153148138126 120114106105 67 B6 77 61 50 42 32 28 25 W@ @ 7 5 3 1 O

HR, harmone receptar; mOS, meadian overall survival; OS5, overall sunival, T-DXd, trastuzumab deruxtecan; TPC, trealment of physician's choice.
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HER2 + —

1

HER2- —

Current mBC paradigm

HER2 +
IHC 3+, 2+/ISH+
15-20%

HR+/HER2-
IHC 0, 1+, 2+/ISH-

~65%

HR-/HER2-
(TNBC)
~15%

B2 0w

The new mBC paradigm

HER2 +
IHC 3+,
IHC2+/ISH+

HR+/HER2-
IHC1 +,
IHC2+/ISH-

~50%

HR-/HER2-
IHC< 1
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Comparison of PD-L1 assays for ER-/HER2- mBC

: Atezolizumab Pembrolizumab
A”ttr']'eprg'lﬁ 'zi[z;“ TECENTRIQ® KEYTRUDA®
P (anti-PD-L1) (anti-PD-1)
PD-L1 antiboby clone SP142 22C3
S T A P75 2 A
"‘,, Y E
i : iy f‘b&ﬂ’ &8 g
g’ﬁm i’{.__ﬁ”
Cutoff used for patient 1IC>1% CPS>10
subgroups

. ‘Eigii ‘rbll /j : ) H 41
IC: &7 Pg?ﬁégi’y SEID CPS: Combined Positive Score

https://diagnostics.roche.com/jp/ja/products/tests/ventana-pd-11-_sp142-assay1.html  https://www.msdconnect.jp/wp-content/uploads/sites/5/2021/09/pdI1_cps-tnbc-testmedicine01_l.png



PD-L1+ : prevalence (B &&5l)

SP142 22C3

100% 100%

80% 80%

63%

60%
50%
419 2o plom
. - .
0%
e S

KEYNOTE-355

60%

40%

20%

0%
IMpassion130

mICx1% " I1C<1% W CPS>10 CPS<10



IMpassion130 SP142 &£22C3MD—HER

SP142(IC 1%)
and 22C3 (CPS 10)

SP142+
22C)-
(10.4%)

IMpassion130 ITTERI902FID S5

biomarker-evaluable population (BEP) 61445 T &R

SP142
22C3+

(38.9%)" mE&EBEE : $935%
— B DHZE : FNFIN10-20%

B UPD-L1TTIEHBBANZNENO I\ A ZIMETHD

SP142-
(16.9% o — S DREREAMSDERE L TRE TR

OPA (85% C) _ 73.8% (70.3 to 77.3)
PPA (95% C1)  74.0% (68.9 to 79.1)
NPA (95% C)  73.6% (68.8 1o 78.3)

J Natl Cancer Inst. 2021 Dec; 113(12): 1733-1743.



What is the concordance of SP142 & 22C3? (B E&)

SP142 22C3
IRE% 62 24
1R A A 2019/12-2022/4 2021/9-2022/4

SP142+ / 22C3- SP142- / 22C3 +

SP142+ / 22C3+
9 (38%)

B EREREui 9 U
— I IDIFTTITIRLN
SP142- / 22C3-

5(21%)
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