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PD inhibition in soft-tissue sarcomas with tertiary lymphoid structures: a
multicenter phase II trial

- PEMBROSARC

- étude de phase 2 évaluant la tolérance et I'efficacité d’un traitement associant pembrolizumab
200 mg IV et cyclophosphamide métronomique (50 mg/j 1 semaine/2) chez des patients ayant
un sarcome localement avancé et/ou métastatique apres une premieére ligne de traitement

- two-stage Simon’s design

- sélection des patients sur les statut TLS (central review)

- revue centralisée de I’histologie et des évaluations radiologiques

Italiano A et al. ASCO 2021 Abst 11507
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Caractéristiques de la population

Sex, n (%)

Male

Female

Age

Median, years (range)
ECOG PS, n (% )

0

1

ND

Histological subtype (%)
Well-differentiated/dedifferentiated liposarcomas
UPS

Epithelioid sarcomas

Other*

Stage n (%)

Locally advanced

Metastatic

Prior lines of chemotherapy n (%)
0

1

2

> B |

fibrosarcomas, solitary fibrous tumor, desmoplatic round cell tumor

19 (54.3%)
16 (45.7%)

69 (20 - 88)

20 (57,1%)
13 (37,1%)
2 (5,7%)

13 (37.1%)
6 (17.1%)
3 (8.7%)

13 (37.1%)

9 (17.1%)
26 (82.9%)

14 (40%)
11 (28.6%)
4 (11.4%)
6 (17.1%)

Italiano A et al. ASCO 2021 Abst 11507

1 19 P00 e nse a0




2021ASCO

PRIl |TLS status: All cases TLS negative but one | :3:,5:
100 -
Effi Ca Cité (] others

50+ Tumor shrinkage: 9%

I_l_\

Progression Rate Change From Baseline, %

-50-1— : r - - - r T . r : - - - : r " : - - - ;
1 3 5 7 9 11 13 15 17 19 21 23 25 27 29 31 33 35 37 39 41 4U
Patient No.

100
90 -
80 Objective response rates in previous PEMBROSARC cohorts (all comers): 2.3%
70 4
60 -
50 4
40 4
30 -
20 - Sl Rl B I B e = = = = = = =
10

Tumor shrinkage: 48,2%

n % Rate
Best overall response
Eartial response confirmed 8 26.7 26.7%
artial response unconfirmed* 1 3.3 3.3%
30 T e e e | Stable disease 0 333 33.3%
Progressive disease 10 33.3 33.3%
Not evaluable for response 133 3.3%

410 -

Change from baseline (%)
o
1

100 -

1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28 29

Best overall response
Il Progressive disease I Stable disease
I Partial response confirmed [EESl Partial response unconfirmed

+ . New Lesion
Italiano A et al. ASCO 2021 Abst 11507
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Efficacité

1009 TLS cohort Previous cohorts (all comers)
0.90 (n=35) n=41
0807 Median Progression-free survival 4.1 months 1.4 months*
2 070+ (Cl195% : 2.4-12.5) (CI195% : 1.3-2.7)
.—5
g % 6-months non-progression rate 40.0% (22.7 - 59.4)  4.9% (0.6 — 16.5)
S 050 First endpoint reached
©
§ 0.40
» 0.30
0.20
0.10
a0} ! TLS cohort Previous cohorts (all comers)
0 3 6 o 2 e 1I5M ":Is 2 2 2 M 100 (n=30) n=41
T e (ote) — Median Overall survival 18.3 months 14.3 months*
No 41 (32 9 (4 5 (1) 4 © 4 () 3 () 2 MH 1 © 1 © 1 (O 1 ' (CI 95%85-NA) (CI 950/0:5'9-17'9)
Yes 30 (15) 15 (1) 14 (3) 11 (1) 10 (2 4 (2 1 (0 0 (0 0 (@ 0 (© O 0.80
Selected population .‘E 0.70
No Yes 3
) 0.60 -
Q
E 0.50
=
3 0.40
0.30
0.20
0.10
o 3 & o w15 18 2 2w 2
Time (Months)
At risk (Events)

No 41 (7) 34 (7) 26 (4 22 (1) 21 (2) 19 (6 13 (3) 10 (1) 9 (1) 6 (0)
Yes 30 (3) 27 (3) 23 (3) 20 (1) 18 (2) 9 (0 4 (1) 1 (0 1 (0 0 (0

own

Selected population
No Yes

* Toulmonde et al Jama Oncol 2017

Italiano A et al. ASCO 2021 Abst 11507
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High clinical activity of pembrolizumab in chordoma, alveolar soft part sarcoma
(ASPS) and other rare sarcoma histotypes: The French AcSé pembrolizumab study
from Unicancer

Treatmentuntil PD or 2 years max 1year

D --- --- o B >
Enrolment Inclusion
| Disease evaluation
ICF 1 every 84 (£7) days

Pre-selection Screening Treatment EoT

-28 C1 C2 C3 C4 C5 Co C35

\ )
1

Central review

» Whole blood sample

» FFPE biopsy sample

Blay JY. et al. ASCO 2021 Abst 11520




2021ASCO

ANNUAL MEETING

Caractéristiques de la population

Parameters Value
AGE
SEX M

F
ECOG 0

1

2
PREVIOUS LINES

Stat

51 [35;65]
55.1%
44.9 %
33.67 %
65.31 %
1.02 %
211:3]

Description of Sarcoma (N=98)

Chordoma
Alveolar soft-part sarcoma (ASPS)

Desmoplastic tumor with little circular cells (DSRCT) |8 (8,16 %)
smarca4 deficient malignant rhabdoid tumor (SMRT) | 11 (11,22 %)

Other histologies

34 (34.69 %)
14 (14.29 %)

31 (31,63 %)

Blay JY. et al. ASCO 2021 Abst 11520
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Efficaciteé

Primary endpoint (at 12 weeks) Overall Sirutval. O

Parameters Value 8 % Median OS on the overall population = 19.7 months
1-year OS rates: >
OBSERVED RESPONSE PR 6 Yo (ohondoma),  Median O anlyreached for:
SD 39 48 % + 85.7% (ASPS), « DSRCT=7.4 months,
PD 36 44 % i goo/'o‘;/;s((s:g?‘r)’ + other = 7.1 months
Non available 17 . 46‘_’5(% (othe),’),
OVERALL RESPONSE Non-response 92 94 %
Response 6 6 %

Progression-free Survival, PFS

Median number of cycles : 5 (range 1-35
y (rang ) Median PFS on the overall population = 2.75 months

Best response 1-year PFS rates: iadian BES:
* 31.2% (chordoma), 6.6 months (chordoma),
Parameters Value N % . 35.7% (ASPS), 7.5 months (ASPS),
BEST RESPONSE CR 1 1% +10.0% (SMRT), 1.0 months (SMRT),
PR 14 14% * 0% (USGRT) 2.1 months (DSCRT),
) 33 34% * 6.3% (other). 2.1 months (other).

Meilleure réponse : 3 (8,8%) chordomes, 7 (50%) ASPS, 2 (20%) SMRT, 3 (9%) autres histologies
Durée médiane de réponse : 8,2 mois

Baly JY. et al. ASCO 2021 Abst 1152
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Randomized, double-blind, placebo (PL)-controlled, phase lll trial of pimitespib (TAS-
116), an oral inhibitor of heat shock protein 90 (HSP90), in patients with advanced
gastrointestinal stromal tumor refractory to imatinib, sunitinib and regorafenib

i h P'm'tizg'?n;stt” Disease progression (PD)
5 days on / 2 days off by BCRR
Advanced GIST (21 days / cycle) ' l
refractory or ~ .
intolerance to IM, "‘ Unblinded
SU, and REG l
Placebo (N=27) o T
pen-label Pimitespib
Sdayson /2 da\I(s oft Placebo  -> Pimitespib
. o (21 days / cycle) J Pimitespib -> Pimitespib (Beyond PD)

. Primary endpoint: PFS by BCRR based on modified RECIST 1.1.
. Secondary endpoints: overall survival (OS), PFS in the pts crossed over to pimitespib
(secondary PFS), pharmacogenomics (PGx), and safety. Crossover-adjusted OS using the

rank preserving structural failure time (RPSFT?) model.
9. Korhonen P, et al. J Biopharm Stat.2012;22:1258-1271.

Honma Y. et al. ASCO 2021 Abst 11524
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Efficacité - Tolérance

Sex: Male / Female
Age: Median (Max-Min)
Age: <65 / >65
ECOGPS:0/1

Number of previous therapies: 3 / >4

KIT mutation detected

(Exon 9, 11, 13/14, 17/18)

Exon 9
Exon 11
Exon 13/14,17/18

PDGFRA mutation detected

Genomic status of blood sample

34 (58.6%) / 24 (41.4%)
62 (32 -83)
36 (62.1%) / 22 (37.9%)
49 (84.5%) /9 (15.5%)
40 (69.0%) / 18 (31.0%)
Pimitespib (N=51)

30(58.8%)

3(5.9%)
25 (49.0%)
24 (47.1%)

6(10.3)

15 (53.6%) / 13 (46.4%)
61.5 (26 - 81)

17 (60.7%) / 11 (39.3%)

24 (85.7%) / 4 (14.3%)

15 (53.6%) / 13 (46.4%)

Placebo (N=24)

15 (62.5%)

5 (20.8%)

12 (50.0%)

14 (58.3%)
0

Adverse events (AEs) Treatment-related AEs
Pimitespib (N=58) Placebo (N=28) Pimitespib (N=58) Placebo (N=28)
Preferred Term All grades All grades All grades | > Grade3 | All grades
ts

IDiarrhea 43(74.1) 8(13.8) 5(17.9) 43(74.1) 8(13.8) 4(14.3) |

0 0
Decreased appetite 21(36.2) 4(6.9) 4(14.3) 0 18(31.0) 1(1.7) 2(7.1) 0
Malaise 18 (31.0) 2(3.4) 5(17.9) 0 15(25.9) 1(1.7) 3 (10.7) 0
Nausea 16 (27.6) 0 5(17.9) 0 14 (24.1) 0 3(10.7) 0
Blood creatinine increased 15 (25.9) 0 3(10.7) 0 15 (25.9) 0 2(7.1) 0
Renal impairment 10(17.2) 2(3.4) 0 0 9 (15.5) 2(3.4) 0 0
Night blindness 8(13.8) 0 0 0 8 (13.8) 0 0 0
Tumor pain 8(13.8) 1(1.7) 1(3.6) 0 0 0 0 0
Anemia 6(10.3) 4(6.9) 3(10.7) 3(10.7) 5(8.6) 3(5.2) 0 0

Honma Y. et al. ASCO 2021 Abst 11524
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Survie

PFS based on BCRR OS and OS adjusted by RPSFT model

Patients  Events
Patients Events 100 — ———— = =
—— imitespi
100 —  Pimitespib 58 46 90 - - p . .
90 = Placebo
m— Placebo 28 27 80 —
B 80 - £ 70+ == Placebo (RPSFT-adjusted) 28 14
R 70 > 3
. Median PFS (95% Cl), months 3 607
E Pimitespib : 2.8 (1.6-2.9) g 50
@ l . o -
€ Placeba 114 (0.9-1.8) £ %07 Median PFS (95% CI), months
A HR (95% Q1) =0.51 (0.30-0.87) & 30| Pimitespib : 13.8 (9.2-NR*) —
e - p = 0.006, stratified log-rank test 20~ Placebo  :9.6 (5.5-NR*), HR (95% Cl) = 0.63 (0.32-1.21)
i 10 - Placebo (RPSFT-adjusted) : 7.6 (5.3-14.9), HR (95% Cl) = 0.42 (0.21-0.85)
s ' : : — T : : ; = 1 T
. " Survival T'6 ( th) = 2 Survival Time (month)
Number at risk il bl Number at risk
Pimitespib 58 14 2 . § 0 Pimitespib 58 53 37 26 19 10 0
Placebo 28 6 1 1 0 Placebo 28 25 15 11 7 3 0
Placebo(RPSFT-adjusted) 28 22 14 6 2 0

Honma Y. et al. ASCO 2021 Abst 11524
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Crossover and rechallenge with pembrolizumab in recurrent patients from the
EORTC 1325-MG/Keynote-054 phase 3 trial, pembrolizumab versus placebo after
complete resection of high-risk stage Ill melanoma

PART 1: ADJUVANT THERAPY PART 2: POST RECURRENCE

Pembrolizumab

CEIGN GBI Pembrolizumab
High-risk, resected, . 200 mg IV Q3W >6 months 200 mg IV Q3W

Randomized 1 year until

stage lll cutaneous — . :
1:1 Recurrence progression or

melanoma ; Placeb
acebo recurrence, up to
N=1019 IV Q3w N

Cross-over 2 years

1 year

Total of 18 doses |UNBLINDING |

UNBLINDING/cross-over:
Anti-PD1 for all or just as good if only for those at time of recurrence?

Stratification factors:

v'/AJCC-7 Stage: llIA (>1 mm metastasis) vs. llIB vs. IlIC 1-3 positive lymph nodes vs. IlIC 24 positive lymph nodes
v'Region: North America, European countries, Australia/New Zealand, other countries

Primary Endpoints:

*RFS (per investigator) in overall ITT population, and in patients with PD-L1-positive tumors
Secondary Endpoints:

*DMFS and OS in these 2 populations; Safety, Health-related quality of life

Eggermont AM et al. ASCO 2021 Abst 9500
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Survie

RFS updated analysis @ 3YR (ASCO 2020)"

DMFS final analysis @ 3.5 YR (ESMO 2020)? ‘

+ Cut-off date (30-Sep-2019); median follow-up: 3 years; 473 RFS events

+ Cut-off date (3-Apr-2020); median follow-up: 3.5 years; 418 DMFS events
(423 planned: ~87% power HR=0.725)

100
o 90
o
. 80
7]
c 70
7]
% 60 -
o 50
T 40
c
g 30+
2 20 Treatment arm Total Event 3 years (95% Cl) HR (95% Cl)
] Pembrolizumab 514 190 63.7 (59.2-67.7%) 0.56 (0.47-0.68)
2 101 —— Placebo 505 283 44.1(39.6-48.4%) Reference
0 Stratified Logrank P-value: <.001
Patients at risk
Pembrolizumab | 514 412 374 k5 333 314 189 29
Placebo | 505 360 298 259 226 215 126 28
I I | | T T | I
0 6 12 18 24 30 36 42
Months

100
©
o .
= = 82,8 HR 0.60
) 80 - e 2
m g A /o
m - = iy
3 S g S 60.9-69.5%)
g 60 - 69:8% " wa, | . >
g 50 ' e, | eteam \
£ : 56.0% IBoaq!
5 40- . . 51:5%49.49% (44.8-53.8%)
: I 1 1 I
C 30 : : : :
[/} Treatment arm Events/N HR (95% CI) I
2 201 ——— Pemblolizumab 173/314 0.60 (0.49-0.73) |
o 10 —— Placebo 245/305  Reference :
X 0 Stratified Logrank P-vajue: <.001 ! !
l Patients at risk l
Pembrolizumab | 514 434 404 378 352 334 34 174 32 1 0
Placebo| 505 395 339 301 265 251 235 136 31 0
1 I I I I 1 I I | I I
0 6 12 18 24 30 36 42 48 54 60
Months

irAE: grade 1-5 (38%); grade 3-5 (7%) |

"Eggermont AMM, et al. J Clin Oncol 2020;38:3925-36

2Eggermont AMM, et al. Lancet Oncol. 2021;22:643-654

Eggermont AM et al. ASCO 2021 Abst 9500
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Caractéristiques de la population

Median follow-up (IQR) from start of Part 2,
months
All patients included in Part 2 (N=175) 39 (27-46)
Crossover patients from placebo group (N=155) 41 (30-48)
Rechallenge patients from pembrolizumab group (N=20) 19 (14-26)

Randomized Placebo |Randomized pembrolizumab

N=505 N=515
Completion of 1 yr of treatment 297 297
Recurrence (before/after trt compl.) 298 203
Recurrence after 6 mts of trt compl. 47
Stage at baseline of Part 2, n Crossover population Rechallenge population
N=155 N=20
Il resected (after local, ITM, RLN rec.) 50 7
II/1V various 105 13
Il unresected (M0) 10 0
IV (M1) 95 13
IV resected/unresected 12/83 4/9
AJCC-8 M1a 22 4
AJCC-8 M1b 36 5
AJCC-8 M1c 36 4
AJCC-8 M1d 1 0

Eggermont AM et al. ASCO 2021 Abst 950
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Survie

EORTC 1325/KEYNOTE-54 EORTC 1325/KEYNOTE-54
Crossover patients: Recurrence/Progression-free survival Rechallenged patients
Recurrence/Progression-free survival (N=20) Patients with measurable advanced disease (N=9)

Ly Total Event Median (95% Cl) 8 #tod
$ 90 155 103 85(5.7-15.2) g & Total Event Median (95% Cl)
% s E o 1 = e Best response Advanced disease
2 0 2 =] _ N=9 (100%)
60 o 60 CR ' 1(11.1)
g so- ¥ =l Stable disease 3(33.3)
o — L 1

= o v
?, 40 32.2% (24.540.2%) 3 40 - Z’-rogresswe 5 (55.6)
v 307 Pergo-o0e & 30- isease
2 4 o =
s 2 g 2
e 10 © 10 -
0 2 o
Patients at risk Patients at risk
155 84 63 52 45 34 30 18 10 0 20 8 6 3 1 1 1 0
0 6 12 18 24 30 36 42 48 54 0 6 12 18 24 30 36 42 43 54

Months from crossover treatment start

Months from rechallenge treatment start

Eggermont AM et al. ASCO 2021 Abst 9500
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CheckMate 067: 6.5-year outcomes in patients with advanced melanoma

6.5-year follow up of a randomized,
double-blind, phase 3 study to compare
NIVO + IPI or NIVO alone with IPI alone?

Previously untreated,
unresectable, or
metastatic melanoma

Stratify by:
* BRAF status
*AJCC M stage

* Tumor PD-L1
expression
<5%vs
2 5%

n=314

n=316

n=315

A 4

NIVO 1 mg/kg +
IPI 3 mg/kg Q3W for

4 doses then
NIVO 3 mg/kg Q2W

NIVO 3 mg/kg Q2W +
IPI-matched placebo

IPI 3 mg/kg Q3W
for 4 doses +
NIVO-matched placebo

Treat until
progression or
unacceptable

toxicity

Endpoints:
Co-primary®:
PFS, OS
Secondary:
ORR,
descriptive
efficacy
assessments,©
safety

Database lock: October 19, 2020; minimum
follow-up of 77 months for all patients

Wolchok JD et al. ASCO 2021 Abst 9506
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Efficacité - Survie

ledian follow-up 80.8 mo (range 74.0-86.3)

B Treatment-free (off study treatment and never
received subsequent systemic therapy)

On study therapy B Received subsequent systemic therapy

NIVO + IPI (n = 145) NIVO (n = 122) IPI (n = 63)

Median follow-up 80.8 mo (range 76.4-85.3) Median follow-up 81.0 mo (range 77.0-85.6)

OS

NIVO + IPI (n = 314) NIVO (n = 316) IPI (n = 315)
72.1 (38.2-NR) 36.9 (28.2-98.7) 19.9 (16.8-24.6)
0.52 (0.43-0.64) 0.63 (0.52-0.76) .

0.84 (0.67-1.04) - =

Median (95% Cl), mo
HR (95% Cl) vs IPI
HR (95% Cl) vs NIVO*

NIVO + IPI (n = 314) NIVO (n=316) Pl (n = 315)
s Median (95% C1), mo 11.5 (8.7-19.3) 6.9 (5.1-10.2) 2.9 (2.8-3.2)
HR (95% CI) vs IPI 0.42 (0.35-0.51)  0.53 (0.44-0.64)
90 HR (95% CI) vs NIVO*  0.79 (0.65-0.97)
= NIVO + IPI
-+ NIVO
—~ - Pl
3
w
.
Q. 36%  34%
e
129%  29%
o 1% 7%
3
0 T T T T T T T ] T T T T T T T T T T T Ll T T T : T % T 1 100 - \
0 3 6 9 1215 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69 72 75 78 81 84
No. at risk Months 904
NIVO « IP1 314 218 174 155 136 131 124 117 110 104 101 98 96 92 90 88 83 82 80 77 74 72 69 64 58 52 29 3 0O
NIVO 316177 151 132120 112 106 103 97 89 84 B0 78 76 73 71 68 66 65 64 60 55 54 51 49 42 24 7 0 804
Pl 315136 78 58 46 42 34 32 31 29 28 26 21 19 18 18 16 15 15 15 12 11 11 10 10 9 7 1 0 70
_ 60+
3
PES 8 0
40
30
204
10+
0 T T T
03 6 9
No. at risk
NIVO « Pl
NIVO
wil

315 285 253 227 203 181 163 148 135128113 107 100 95 94 91 87 84 81 77 75 70 68 64 64 63 61

T T T Ll T T Ll T T T T T L} L] T T T T T

12 15 18 21 24 27 30 33 36 39 42 45 48 51 54 57 60 63 66 69
Months

314 292 265 248 227 222 210 201 199 193 187 181 179 172 169 164 163 159 158 157 156 154 153 150 147 145138 66 10 0O
316 292 266 245 231 214 201 191 181 175171 164 158 150 145 142 141 139 137 137 134 132130 128126 124117 59 3 O

327 0

Wolchok JD et al. ASCO 2021 Abst 9506



