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msi-H | Japan Society of Clinical Oncology provisidnal clinical opinion

for the diagnosis and use of immunotherapy in patients with deficient
DNA mismatch repair tumors, cooperated by Japanese Society
of Medical Oncology, First Edition ¢/ ciin oncol. 2019
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Pembrolizumab 200 mg
Q3w

Key Eligibility Criteria 35 cycles¥T

- MSI-H (PCR)/dMMR
(IHC) Stage IV CRC

HERRU
+ECOGPSOor1

EIROCFROE

Eie
ﬂ?ﬂ)
follow-up

HRoR¥FETRECIST v1.1(c &
BPDAHERR ARG ERA
pembrolizumab 200 mg
Q3W 35 cyclesFTIC
crossover

YIBRAEEBFIMMRAFZIED

JOYUXY I
2020868 ([CFDATCTHEGE NI
202059 (CAFB T HAGRH:

—RaBEELUTRA

ahMTHN TS

PFS, %
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20 4
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:12—m0 rate
155%
:38%
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A A (D-1

Events

Wondershare
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HR (95% CI)

Pembro 56%
Chemo 76%

136-mo rate
142%

0.59
(0.45-0.79)

Median (95% CI)
_____________ 16.5 mo (5.4-38.1)
8.2 mo (6.1-10.2)

0 4 8

No. at Risk
153 96 77

154 101 69

12 16 20

72 64 60
45 35 25

T T T T T T
24 28 32 36 40 44
Time, months
59 55 50 42 28 16
21 6 12 11 8 5

48 52 56 60
Data cut-off: 19Feb2021.

Events,n (%) HR (95% CI) P
100 A
Pembro 62 (40.5%) 0.74 0.03592 (> 0.0246)
90 12-mo rate Chemo 78 (50.6%) (0.53-1.03)
78%
74%
80 36-mo rate
70 4 61%
i 50%
B 60 J : v
> | Median (95% CI)
g 0T L e N v i iy Not reached (49.2-NR)
1 1 |
O 40 4 \ H 36.7 mo (27.6-NR)
1 1
30 : H
1 1
20 4 I I a3Pembrolizumab was not superior to chemotherapy for OS as one-sided a >
1 I 0.0246. Pre-specified sensitivity analyses to adjust for crossover effect by rank-
10 4 1 I preserving structure failure time model and inverse probability of censoring
1 I weighting showed OS HRs of 0.66 (95% CI 0.42-1.04) and 0.77 (95% CI 0.44-
1 1 1.38).
0 T T t T T T T T t T T T T T 1
0 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60
i Data cut-off: 19Feb2021.
No. at Risk Time, months

153 134 123
153 137 121

119 112 107
110 99 95

104 101 97 92 70 48 28 16 4 0
88 85 79 71 53 36 18 11 3 0

N Engl J Med. 2020;383(23):2207-2218
ASC02021, #3500
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\_ ) IPI1 Q6W \_ .
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CQ2-1. #IPD-1/PD-LIAAEDESZ HITE T DIZHDIMMRHIERE E U T, MSIREZE R T
Do
HESZRE @ Strong recommendation [SR: 16, R: 0, ECO: 0, NR: 0]

CQ2-2. HIPD-1/PD-LITUAEDELZHITE T DICHDIMMREIERE E U T, IHOREZ R <IHERET D,
HESEE : Recommendation [SR: 10, R: 6, ECO: 0, NR: 0]

CQ2-3. 1PD-1/PD-L1FTIAEDEISZ HITE I DI2HDIMMRHITERE & U T, DTN Z L ST
SNTENGSHERZE < HEET D,
HEXZE : Recommendation [SR: 7, R: 9, ECO: 0, NR: 0]
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1. NTRK a3 E(EF AT SR BB G T R E T SEAABETIE, NTRK BARGEFREEHEL
73\\(’\0

FFZd5 No recommendation [SR: 0, R: 0, ECO:6, NR: 10]

2. NTRK & B FHESSEEIREEINBCENMNSNTUVBHAIETIE, NTRK IS EBIc FIREZHEGELRET
B

Strong recommendation [SR: 16, R: 0, ECO: 0, NR: 0]

3. FEELANOINRTOERFE - BREIFNAEZET, TRK BEZSZEDBEIGZHIMTT BIcHIC NTRKIIG B FEE
ZITOCEZIERT B,

Recommendation [SR:7, R:7, ECO:2, NR: 0]

1. NTRK BEBIET AR RSN BZENRIBN TVBHATETE, AR R BN ABE L
Tb, NTRK & BIEFOMRERHEREI 3.

Recommendation [SR:8, R:7, ECO:1, NR: 0]

2. FEELDIMNDIRTORAREIFZNAEET, TRK BEEZEOEICZHIETT BIC NTRK RSB FAREZIT
SCEZEBRI D,

Expert consensus opinion [SR:1, R:4, ECO: 10, NR: 1]

SAESAERIARI DD VIREEAFED NS NTRK fiE B FOMRBZITOICEZEHEE T3,
Strong recommendation [SR: 12, R: 3, ECO: 1, NR: 0]
s T TTTETETETETBETELELLLLSSSSSSSSSSSSSS
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TRK FEEZEDBEEHIRTI BIHC, DT ZHMENEIIENE NGS IRBZ#EHEET 3,
Strong recommendation [SR: 16, R: 0, ECO: 0, NR: 0]

1. NTRK RAEBLFDRAII-ZT&EEEL T FISH ZHERLUIR,

No recommendation [SR:0, R: 0, ECO: 0, NR: 16]

2. NTRK RSB T DAV - J&EEELUT PCR (JIRIF R THERZRTE T BLETERL,

2L [SR:0, R:0, ECO: 10, NR: 6]

3. NTRK REEEF SR CIRIEIN BTSN TVBHAIETIE, FISH $3L\E PCRICED NTRK fit
SIBET (BFIC ETV6-NTRK3 BIEEIET) RBAZIT>THELL.

Expert consensus opinion [SR: 0, R: 10, ECO: 6, NR: 0]

1. NTRK RI&EELEFDRAIU-_JREELT IHC #2793,

Recommendation [SR:2, R: 11, ECO: 3, NR: 0]

2. TRK BEEROBSZHIRTI BIz0(C(E THC ZHEZ LR,

No recommendation [SR: 0, R: 0, ECO: 1, NR: 14, Abstain : 1]

TRK FEEZEOBEISEHIIBI2HD NTRK BIEEIEFORREEELT NanoString ZHEERURL,

No recommendation [SR: 0, R: 0, ECO: 0, NR: 15, Abstain 1]
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TRK PEEZFEDFERAZMEMHERE T3,
Strong recommendation [SR: 16, R: 0, ECO: 0, NR: 0]

FEEENS TRK PEEROFEHZHEET 3,
Recommendation [SR: 3, R: 10, ECO: 3, NR: 0]
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s ECOGPSOor1 for 2 years or until PD, intolerable
e >1 measurable lesion toxicity, or withdrawal

® Evaluable tumor sample for biomarker assessment

Patients -
* Unre ble and/or ic cancer Pembrolizumab
* Progression on or intol to herapy 200 mg IV Q3W

Tissue TMB (tTMB)

o Cohort A: anal squamous cell carcinoma o Cohort F: vulvar squamous cell carcinoma « Assessed in FEPE tumor
® Cohort B: biliary adenocarcinoma * Cohort G: small-cell lung cancer samples using the
® Cohort C: well or moderately differentiated neuroendocrine tumors e Cohort H: malignant pleural mesothelioma . ™
. - " " N . Foundation One CDx™ assay
« Cohort D: endometrial carcinoma « Cohort I: papillary o follicular thyroid carcinoma ion 3.3
® Cohort E: cervical squamous cell carcinoma ® Cohort J. salivary gland carcinoma (verslon - )

® tTMB-high defined as 210
mut/Mb (prespecified?®)

=Clinically stable patients could remain on pembrolizumab until PD was confirmed on a second imaging assessment performed 24 weeks later.
Patients who completed pembrolizumab treatment with SD or better and subsequently experienced PD were eligible to resume pembrolizumab for <1 year.

tTMB-high (n=91) Non-tTMB-high (n=619)

[ tTMB-high, MSI-H
I tTMB-high, non-MSI-H*, or unknown MSl status

|

-60-

Change from baseline in tumour size (%)

-80-

-100

1

ORR TMB-H: 29%, TMB-L: 6%

Anal

Biliary

Cervical
Endometrial
Mesothelioma
Neuroendocrine
Salivary

SCLC

Thyroid

Vulvar

TMB-H
ORR %
(Responder/total)

7 (1/14)
0 (0/0)
31 (5/16)
47 (7/15)
0 (0/1)
40 (2/5)
33(1/3)
29 (10/34)
100 (2/2)
17 (2/12)

Non-TMB-H
ORR %
(Responder/total)

11 (8/75)
3 (2/63)
12 (7/59)
7 (4/67)
11 (9/84)
1(1/82)
4 (3/79)
10 (4/42)
4 (3/78)
3 (2/59)
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