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TRUST: Radykalne leczenie chirurgiczne ,upfront”
w zaawansowanym raku jajnika (ENGOT ov33/AGO-OVAR OP7)




TRUST — Przestanki

» Pierwotna cytoredukcyjna chirurgia (PCS) z nastepczg chemioterapig stanowita standard przez dekady.

» Celem chirurgii u chorych na zaawansowanego raka jajnika jest wydtuzenie PFS i OS, przy zachowaniu QoL

» Catkowita resekcja wigze sie z lepszymi wynikami leczenia

» Alternatywng strategie stanowi indukcyjna chemioterapia (NACT) poprzedzajgca interwatowa
cytoredukcyjng chirurgie (ICS) u wybranych chorych na podstawie badan klinicznych Il fazy z losowym
doborem chorych => ograniczenia (dobdér chorych, wybér osrodkéw oraz jakos¢ chirurgii)

» Optymalny czas przeprowadzenia zabiegu operacyjnego u resekcyjnych chorych na zaawansowanego raka
jajnika pozostaje kontrowersyjny

» W badaniu TRUST: ocena resekcyjnosci, ocena stanu ogdélnego,
leczenie w osrodkach ginekologicznych spetniajgcych kryteria jakosci
» Ocena jakosci: akredytacja, w tym ocena jakosci przeprowadzona w o$rodku,
kryteria jakosci wg certyfikacji ESGO - ocena jakosci w sali operacyjnej,
ocena jakosci chirurgicznej i infrastruktury, udziat catkowitych resekcji (250% dla FIGO I1lIB-IVB),
,surgical volume” (= 36 zabiegdw cytoredukcji na rok)
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TRUST — Schemat badania
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N

Primary endpoint
» Overall survival

Primary Cytoreductive Surgery

Main Inclusion Criteria

» Epithelial ovarian, fallopian tube
or peritoneal cancer

Key secondary endpoints
* Progression-free survival

« Complete resection rate

« Surgical procedures

* Surgical morbidity

* Quality of life

« FIGO stage IlIB/C, IVA/B
« Considered resectable
» Fit enough to tolerate radical
surgery

Neoadjuvant Chemotherapy
+ Predefined exploratory and

Stratification factors Interval Cytoreductive Surgery translational endpoints
» Center
* Age-ECOG-combination
ECOGO and age <65y vs. Recommended systemic treatment:
ECOG>0 or age >65y » Carboplatin AUC5, Paclitaxel 175mg/m?2 q3w
Qualification process for participating » Bevacizumab 15mg/kg q3w as indicated O
centers to ensure surgical quality * PARPI as indicated o

« Study participation or any other treatment
as long as applicable for both study arms




TRUST — charakterystyka chorych
)\

PCS (n=345) NACT-ICS (n=343) Total (n=688)
Median age, years (range) 63 (34-83) 64 (32-83) 63.5 (32-83)
Median BMI, kg/mZ2 (range) 24.6 (15.6-50.1) 24.9 (15.9-47.2) 24.8 (15.6-50.1)
ECOG, n (%)
0 267 (77%) 263 (77%) 530 (77%)
1 78 (23%) 80 (23%) 158 (23%)
Confirmed FIGO stage (highest), n (%)
1B 30 (8.7%) 18 (5.3%) 48 (7.0%)
nc 203 (59%) 217 (63%) 420 (61%)
IVA 31 (9.0%) 35 (10%) 66 (9.6%)
VB 79 (23%) 68 (20%) 147 (21%)
Not reported 2 (0.6%) 5 (1.5%) 7 (1.0%)
Histological subtype, n (%)
High grade serous 320 (93%) 312 (91%) 632 (92%)
Low grade serous 18 (5.2%) 23 (6.7%) 41 (6.0%) ()
Other* 4 (1.2%) 4 (1.2%) 8 (1.2%) ®
Not reported 3 (0.9%) 4 (1.2%) 7 (1.0%)
*Other: PCS: 3 endometrioid, 1 seromucinous; NACT-ICS: 2 clearcell, 1 seromucinous, 1 mucinous,




TRUST = PES
)\

PCS
PFS (n=345)

NACT-ICS (n=343)

Events, n (%) 219 (63.5%) 253 (73.8%)
0159
HR (95% Cl) 0.80 (0.66—-0.96); p=0.018
Median (95% CI), months 221 (20.4-24.5) 19.7 (17.9-21.9)
Restricted mean PFS time 31.7 (28.7; 34.6) vs 26.6 (24.3; 28.9);
p=0.007

Median follow-up for PFS: 46.8 mos, IQR: 30.7-60.5 mos (69% maturity)
patients were censored at their last regular date before experiencing a follow-up
gap of more than 210 days (7 months) without a PFS assessment.

PFS probability

0.251
- —
» kluczowy drugorzedowy punkt koncowy: : o
przezycie wolne od choroby R ="
0.00 : : : : : : : : : : : : :
0 6 12 18 24 30 36 42 48 54 60 66 72 78 ®
Time (months) o
Number at Risk
— 345 296 234 176 126 100 72 50 38 25 19 12 6 2
— 343 306 252 165 109 76 50 34 23 13 10 T 2 0




TRUST — OS
)\

a\
1.00 =

PCS NACT-ICS

es (n=345) (n=343)

Events, n (%) 209 (60.6%) 223 (65.0%)

0.754
HR (95% CI) 0.89 (0.74—1.08); p=0.24

Median (95% Cl), months ~ 54.3 (49.1-63.3) 48.3 (43.6-55.9)

Median follow-up for OS: 74.6 mos, IQR: 67.1-83.6 mos (63% maturity)

OS probability
o
3

» pierwszorzedowy punkt koricowy:
0.251 catkowite przezycie

0.00 . - - . . . : . : ; . . : . :
0 6 12 18 24 30 36 42 48 o4 60 66 12 78 84 90 .
Time (months)

Number at Risk

— 345 320 302 282 265 242 224 206 180 162 147
- 343 325 311 292 261 242 209 185 162 145 129 101 63

123 75 53 25 "
39 25 5




TRUST — analiza podgrup
)\

) £de9 NS Hazard Ratio  95% Cl
number/events number/events
ITT 345/219 343/253 —— 0.80 (0.66; 0.96)
FIGO Il 232/140 235/172 —a— 0.73 (0.58; 0.91)
FIGO 1V 110779 T03/80 F 2 ] T.01 (0.74; 1.38)
ECOG 0 AND age <65 yrs 171/110 175/122 b = { 0.83 (0.64; 1.08)
ECOG 1 OR age > 65 yrs 174/109 168/131 [ = 0.78 (0.60; 1.00)

Complete gross resection 235/137 271/199 —a— 0.69 (0.56; 0.86)
I'mmm 10782 72198 —— U380 .o L9

OS

ITT 345/209 343/223 —a— 0.89 (0.74; 1.08)

FIGO Il 2321127 235/143 I L { 0.84 (0.66; 1.06)

FIGU IV TT0/61 TUs/ /6 ; - 1 IR T (U715 1.99)

ECOG 0 AND age < 65 yrs 171/95 175/105 ' = { 0.83 (0.63; 1.10)

ECOG 1 OR age > 65 yrs 174/114 168/118 ' = { 0.94 {0.72; 1.21)

Complete gross resection 235/126 271167 L & 0.80 (0.63; 1.00) ..
“VIAcroscopic resiaaar arsease 10783 72790 : #]g : : U.89 (000, 1.20)

0.50 067 0.80 1.0 125 1.5
favors PCS favors NACT-ICS
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>\ FIGO stopien
PFS

PCS

PES (n=232)

NACT4CS
(n=235)

1.001 Events, n (%) 140 (60.3%) 172 (73.2%)
HR (95% Cl) 0.73 (0.58; 0.91) p=0.005
Median (95% Cl), months  26.3 (21.5; 31.0) 21.4(18.7; 23.4)
0.75-
2>
%
3
0 0.501
0.
[9p]
[
o
0.25- =
0.00 . ; ; ; ; ; ; ; ; i ; . ;
0 6 12 18 24 30 36 42 48 54 60 66 72 78
Time (months)
Number at Risk
— 232 202 165 130 102 83 56 40 31 19 16 10 4 1
— 235 212 178 121 77 54 38 26 20 11 8 5 1 0

OS probability

TRUST — analiza podgrup

OS

1.00 1

0.751

0.50+

0.251

0.00

— 235 224 213 204

NACT-ICS
(n=235)

PCS

a8 (n=232)

Events, n (%) 127 (54.7%) 143 (60.9%)
HR (95% Cl) 0.84 (0.66; 1.06) p=0.14
Median (95% Cl), months ~ 63.7 (54.0; 69.7) 53.2 (46.3; 61.0)
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
1
i
0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Number at Risk
232 218 206

Time (months)

160 148 135 122 111 93 57 43 22 11
152 136 119 106 96 76 49 29 18 5

181 171
183 173




PFS probability

N

TRUST — analiza podgrup

77

PFS

1.00 -

0.751

o
o
o

0.251

PFS

Events, n (%)
HR (95% ClI)

Median (95% Cl), months

27.9 (23.2; 32.0)

NACT4CS
(n=235) (n=271)

137 (58.3%) 199 (73.4%)
0.69 (0.56; 0.86) p=0.0009
21.8 (19.3; 24.5)

PCS

0.00
0

6

12

Number at Risk

— 235 210

w2711

261

175
221

18

139
151

24 30

36

42

48

Time (months)

108 89
100 68

65
46

45
33

34
22

54

22 18 12 6 2
12 9 7 2 0

OS probability

NACT-ICS
(n=271)

PCS

o8 (n=235)

OS

1.001 Events, n (%) 126 (53.6%) 167 (61.6%)
HR (95% CI) 0.80 (0.63; 1.00) p=0.0521
Median (95% CI), months  67.0 (56.2; 75.9) 55.0 (47.5; 62.5)

0.751

0.501

0.251

G ——————————— Y

0 6 12 18 24 30 36 42 48 54 60 66 72 78 84 90

Time (months)
Number at Risk

— 235 223 219 206 193
— 271 268 260 247 221

44 21 10
37 23 &

120 102 61
117 94 59

172 160 145 132
181 165 144 130

181
204

complete gross resection” — wszystkie stopnie FIGO




TRUST — Udziat catkowitych resekcji
)\

N

PCS (n=345) NACT-ICS (n=343) Total (n=688)

Residual disease, n (%)

complete gross resection 235 (68%) 271 (79%) 506 (74%)

macroscopic residual disease 99 (29%) 49 (14%) 148 (22%)
0.1-0.5cm 39 (11%) 29 (8.5%) 68 (9.9%)
0.6-1cm 25 (7.3%) 7 (2.0%) 32 (4.7%)
>1cm 35(10%) 13 (3.8%) 48 (7.0%)

not operated / not reported 11 (3.2%) 23 (6.7%) 34 (4.9%)

Documented complete resections
in operated patients, n (%) 235/334 (70%) 271/320 (85%) 506/654 (77%)




TRUST — Chorobowosc¢ pooperacyjna

Any 28-day complication

» 18.1% versus 11.9% (RR 1.5, p=0.03)
Stoma formation

» 19.9% versus 8.2% (RR 2.4, p<0.001)

No difference 28-day mortality
* 0.9% versus 0.6% (p=1.0)

No difference in EORTC QLQ-C30 Global Health Status

= Some variabllity in response rates especially at 3-month time point with
lower survey return in the PDS patients




TRUST — WniosKki

» Gloéwny punkt korncowy — znamienne wydtuzenie OS po pierwotnej cytoredukcyjnej
chirurgii (PCS) chirurgii vs nie zostat spetniony.

» Pierwsze randomizowane badanie lll fazy wykazujgce wydtuzenie mediany PFS po PCS
vs ICS, bez niekorzystnego wptywu na wczesng i dtugotrwatg jakosc zycia.

» Korzysci wigzaty sie z wysokim udziatem catkowitych resekgji.
» PCS moze by¢ stosowana w wybranych podgrupach chorych

» Wysoki udziat catkowitych cytoredukcji przy niskiej chorobowos$ci i umieralnosci 0.
wraz ze znakomitymi PFS i OS podkreslajg znaczenie programow oceny jakosci chirurgii‘r




Sentinel Lymph Node Biopsy versus Pelvic Lymphadenectomy
in Early-stage Cervical Cancer: a Multicentre Randomized
Phase lll trial ( the PHENIX Trial )

Jihong Liu, Hua Tu, He Huang, Yanfang Li, Xiaojun Chen, Chunyan Wang, Min Zheng, Yanna Zhang, Weidong Zhao, Yanling Feng, Ting Wan,
Yongwen Huang, Aijun Yu, Weiguo Lu, Jing Xiao, Weiwei Shan, Ping Zhang, Changkun Zhu, Danbo Wang, Hu Zhou, Jibin Li, Beihua Kong, Weiwei
Feng, Xipeng Wang, Rongzhen Luo, and Shuzhong Yao, for the PHENIX investigators

Badanie PHENIX

LBA5501

Biopsja wezta wartowniczego a limfadenektomia miednicy w raku szyjki macicy

PHENIX trial LymMPH NODE DISSECTION IN CERVIX CANCER
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PHENIX — Przestanki i cel

» Dane dotyczgce przezycia po biopsji wezta wartowniczego (SLNB)
zamiast limfadenektomii miednicznej (PL) w raku szyjki macicy sg ograniczone.
» PL jest wykonywana od ponad 100 lat
» Ryzyko zajecia LN we wczesnym raku szyjki macicy jest wzglednie niskie (10-27%)
» PL => ,,overtreatment” i zwiekszona chorobowos¢
» Potwierdzona warto$¢ SLNB w licznych badaniach
» Dowody z badan z losowym doborem chorych potwierdzajgce ominiecie PL
przy ujemnym SLN sg niewystarczajgce

» Cel: prospektywne poréwnanie wynikéw przezycia miedzy dwoma podejsciami
do wyciecia weztéw chtonnych w raku szyjki macicy.

Dursun P, Gultekin M, Ayhan A. The history of radical hysterectomy. J Low Genit Tract Dis 2011;15(3):235-45

Mathevet P, Lecuru F, Magaud L, et al. Sentinel lymph node biopsy for early cervical cancer: results of a randomized prospective, multicenter study (Senticol 2) comparing adding pelvic lymph node dissection vs sentinel node
biopsy only. Gynecol Oncol2017;145:2-3.

Reade CJ, Eiriksson LR, Covens A Surgery for early stage cervical cancer: how radical should it be? Gynecol Oncol 2013;131(1):222-30.

Lecuru FR, McCormack M, Hillemanns P, et al. SENTICOL IlI: an international validation study of sentinel node biopsy in early cervical cancer. A GINECO. ENGOT. GCIG and multicenter study. Int J Gynecolncer 2019.29:829-34




zaleznie od stanu SLN, chore srédoperacyjnie przydzielono do grup:

7
Schemat badania PHENI Xl e e e
>
)\

jednostronny SLN => PL po stronie przeciwnej

N
» wieloosrodkowe, kontrolowane badanie typu non-inferiority

» wykonano SLNB, Adi
tnihili T uvant Treatment
Eligibility Criteria oceniono doraznie SLN SLN J

v Age between 18 and 65 yrs A B CCRT

v' squamous cell carcinoma, negative —QiEhfe] hVSterECtomy** B Radiotherapy
adenocarcinoma, or SLN B * and N =838 B Chemotherapy
adenosguamous carcinoma

v FIGO 2009 stage IA1 (LVSI+), frozen section R Depended on
IA2, IB1 and l1A1 - 1:1 1 Pathological Factors

v" The diameter of tumor <3 cm examination S ——

v' No suspected LN on imaging Intraoperative e
examination randomization :

v" No distant metastasis — Lkl hySterECtomy E\;S;; stromal invasio

v No desire to preserve fertility * No restriction for tracer type or surgical approach G3and>) cm

**Side-specific PL were performed in
cases of unilateral SLN detection

Primary Endpoint: Disease-free survival
Secondary Endpoints: Rate of retroperitoneal LN recurrence, Cancer-specific survival, Surgical outcomes and morbidity o

» chore na raka szyjki macicy w stopniach: IA1 z inwazja naczyn limfatycznych, 1A2, IB1 lub 11A1 wedtug FIGO 2009
» chore z radiologicznymi przerzutami weztowymi wykluczono




PHENIX trial

PHENIX [ 1T PHENIX I
)\

N

» 908 chorych z 2 1 wykrytym SLN witgczono do badania ,
i poddano randomizacji Srédoperacyjnej, w tym: M SLN negative [ SLN positive

PHENIX-I - PHENIX-II

838 chorych z ujemnym SLN => badanie PHENIX-I
70 chorych z dodatnim SLN => badanie PHENIX-II

» wszystkie chore w badaniu PHENIX Il otrzymywaty pooperacyjng radioterapie
» badanie PHENIX Il zamknieto wczesniej,
oceniono jedynie wstepne dane dotyczgce przezycia,
wyniki chirurgiczne i dotyczgce chorobowosci pooperacyjnej przedstawiono tgcznie z grupg z badania PHENIX | ®
o




* PHENIX | — Charakterystyka chorych

)\ Arml (no PL) Arm2 (PL) Arm1 (no PL) Arm2 (PL)
N=420 (%) N=418 (%) N=420 (%) N=418 (%)
Age FIGO 2009 stage
Median, yrs 48 49 1Al 2 (0.5) 3(0.7)
<50 224 (53.3) 226 (54.1) IA2 18 (4.3) 24 (5.7)
> 50 196 (46.7) 192 (45.9) IB1 355 (84.5) 346 (82.8)
ECOG performance status 1A 45 (10.7) 45 (10.8)
0 397 (94.5) 392 (93.8) Tumor size
1 23 (5.5) 26 (6.2) <2cm 252 (60.0) 246 (58.9)
Body-mass index (mean + SD) 23.4+3.0 233+£3.2 >2cm 168 (40.0) 172 (41.1)
Histological type Surgical approach
Squamous cell carcinoma 307 (73.1) 303(72.5) Open 157 (37.4) 165 (39.5)
Adenocarcinoma 99 (23.6) 102 (24.4) Minimally invasive 263 (62.6) 253 (60.5)
Adenosquamous carcinoma 9(2.1) 8(1.9) Pathological factors
Others 5(1.2) 5(1.2) Deep stromal invasion 128(30.5) 113 (27.0)
Histological grade LvSI 141 (33.6) 131 (31.3)
G1 34 (8.1) 40 (9.6) Parametrial involvement 4 (1.0) 3(0.7)
G2 197 (46.9) 192 (45.9) Positive surgical margin 7 (1.7) 9(1.9)
G3 124(29.5) 121(28.9) Positive lymph node 8(1.9) 16 (3.8)
Not assessable 65 (15.5) 65 (15.6)
The baselines were also balanced between groups in the PHENIX-II cohor




PHENIX - Wyniki

» Udziat obustronnego wykrycia SLN 82,6%
> 24 chore (2,86%) => +LN w poop badaniu h-p:
8 wykrytych w jednostronnej PL (meta LN w hemi-pelvis po stronie bez wykrytego SLN)
10 ujemne we frozen section, dodatnie w parafinie (false-negative FSE)
7 (1,67%) wykrytych w non-SLNs w Arm2 (false-negative SLNB)

» Mediana liczby SLNs wycietych w Arm 1 (no PL): 5 (1-22)
14,8% chorych poddano jednostronnej PL mediana 12 (4-25)

» Mediana liczby SLNs wycietych w Arm 2 (PL): 27 (10-82)
100% chorych poddano obustronnej PL zgodnie z przydziatem

» Stosowano tylko 1 typ znacznika:
btekit metylenowy 85%, zielen indocyjanowg 14% i nanoczgsteczki weglowe 1%




N
Sentinel Lymph Node Biopsy Lymphadenectomy
(N =420) (N=418)
Adjuvant treatments*

Chemoradiotherapy 100 (23.8) 88 (21.6)
EBRT+chemotherapy 79 (18.8) 69 (16.5)
VBT+chemotherapy 6(1.4) 5(1.2)
EBRT+VBT+chemotherapy 15(3.6) 14 (3.3)

Radiotherapy alone 46 (11.0) 49 (11.7)
EBRT 32(7.6) 37(8.9)
VBT 9 (2.1) 7(1.7)
EBRT+VBT 5(1.2) 5(1.2)

Chemotherapy alone 58 (13.8) 61 (14.6)

No adjuvant treatment 216 (51.4) 220(52.6)
Median days to adjuvant treatment (range) 28 (6-139) 29 (5-93)

PHENIX | —leczenie uzupetniajace po zabiegu

0.34

0.73

0.75

0.73

0.21




P H E N |X — Naw rOty | ZgO ny mediana czasu obserwacji 62,8 miesigca
\'\

N

PHENIX-I cohort PHENIX-Il cohort
(SLN-negative) (SLN-positive)
Sentinel Node Biopsy Lymphadenectomy Sentinel Node Biopsy Lymphadenectomy
(N =420) (N =418) (N =35) (N = 35)
Total case with recurrences 16 (3.8) 26 (6.2) 6(17:1) 9 (25.7)
Location of recurrences
Vaginal stump 7(1.7) 4 (1.0) 1(2.9) 2.(5.7)
Retroperitoneal nodes 0 9(2.2) 2(5.7) 3 (8.6)
Pelvic 0 3(0.7) 1(2.9) 1(2.9)
Para-aortic 0 1(0.2) 1(2.9) 1(2.9)
Both 0 5(1.2) 0 1(2.9)
Pelvis (non-vaginal stump) 0 10 (2.4) 0 5(14.3)
Abdomen 0 3(0.7) 0 3(8.6)
Distant 9(2.1) 17 (4.1) 4(11.4) 3(8.6)
Multiple 0 10 (2.4) 1(2.9) 4(11.4) Py
Undefined 0 1(0.2) 0 1(2.9) )
Died from cervical cancer 6 (1.4) 16 (3.8) 2i(5.7) 9 (25.7)
Died from other causes 3(0.7) 1(0.2) 0 0




N

PHENIX —I: przezycia w grupie ITT

o 1.00] ——w L 1.00 e e
1) i
2 b
5
U;'J Sentinel-I h-node Bi & Sentinel-I h-node Bi
= oenunel-lymph-node Blops! Q = 2eninek-lympn-node biops'
@ 073 - Lymphad;néjctomy P = b3 - Lymphadgngctomy re
& it
& o
» @
1+ }
o 0.50 e 0.50
o = =
= :;2%{():.'60133 1.14 S HR=0.37
o g o b Y 95%CI 0.15-0.95
g P<0.001 for noninferiority g
£ 0.25 o 0.25
5 £
E -8
o e
0.00 & 0.00
0 12 24 36 48 60 72 84 96 108 120 0 12 24 36 48 60 72 84 96 108 120
Months since Randomization Months since Randomization
No. at risk No. at risk
Sentinel-lymph-node Biopsy 420 410 396 363 284 219 145 85 34 5 0 Sentinel-lymph-node Biopsy 420 419 405 370 290 223 148 87 34 5 0
Lymphadenectomy 418 411 394 353 276 212 149 67 28 2 0 Lymphadenectomy 418 416 406 366 284 219 156 72 30 2 0

DFS 3-year DFS £S5 3-year CSS

H P-val
Events rate R andP-value Events rate

Arm1 16 96.9% HR=0.61 Arm1 6 99.2%
95%Cl 0.33-1.14
Arm2 26 94 .6% P<0.001 for noninferiority Arm2 16 97.8%

HR=0.37
95%Cl 0.15-0.95




N

PHENIX —II: przezycia w grupie [TT

= Sentinel-lymph-node Biopsy
= Lymphadenectomy

HR=0.20
95%Cl 0.04-0.93

1.00 - 1.00
E E
s S
E 3
3]

3 0.75 & 0.75
& @
! =%
b 9
© = Sentinel-lymph-node Biopsy -

e 0.50 ~ Lymphadenectomy o 0.50
— c
o ]
06 (6]
= HR=0.59 %

._g 0.25 95%C10.21-1.67 g 0.25
5 %
E o
o g

0.00 e 0.00

0 12 24 36 48 60 72 84 96 108 120 0 12
Months since Randomization
No. at risk No. at risk

Sentinel-lymph-node Biopsy 35 34

30 29 24 20 14 9 1 0 0 Sentinel-lymph-node Biopsy 35 35

Lymphadenectomy 35 28 26 25 20 17 10 8 2 0 0 Lymphadenectomy 3B 33
DFS 3-year DFS CSs
HR
Events rate Events
Arml 6 88.4% HR=0.59 Arml 2
Arm2 9 74.3% 95%Cl1 0.21-1.67 Arm2 9

24 3 48 60 72 84 96
Months since Randomization

108 120

33 N 26 22 16 10 2 0 0
29 25 20 17 10 8 2 0 0

3-year CSS HR
rate
97.0% HR=0.20
74 3% 95%Cl 0.04-0.93

Due to the premature termination, the PHENIX-II part lacked sufficient statistical power

Nevertheless, preliminary analysis appeared to indicate trends consistent with those observed in PHENIX-I




* PHENIX — analiza podgrup
)\

L " e '

! ]
L : Subgroups No.of Patients Sentinel Biopsy Lymphadenectomy Hazard Ratio (95% CI) :
La pa ros COpIC Surgery : no.of patients with event/total no. :
| Overall 838 16/420 26/418 0.61 (0.33-1.14) !
: BMI Index I
_ 10—, : <25 617 13/311 18/306 Como 0.72 (0.35-1.46)
S [ 225 221 3/109 8/112 r——— 0.38 (0.10-1.44) :
g I FIGO 2009 Stage !
‘2 0.75 * fg;,‘mgg:'g&me Biopsy | IA1 - 1B1 748 131375 23/373 —. 0.56 (0.28-1.10) :
E : IIA1 90 3/45 3/45 @ > 1,00 (0.20-4.94) [
@ ' Ppathological Type :
g 0.50 : SCC 610 71307 15/303 [ ) 0.46 (0.19-1.13) :
é : Non - SCC 228 9/113 11/115 ——8————— (.83 (0.35-2.01) :
g ! Grade :
.g 0.25 | G1or G2 463 8/231 11/232 — + 0.75 (0.30-1.86) :
2 : G3 or not assessable 375 8/189 15/186 — 0.51 (0.22-1.21) :
S ! Tumor size (initial) !
0.00 : <2cm 501 8/253 15/248 —t 0.52 (0.22-1.23) |
6 12 24 3% 48 6 72 6 % 108 130 22 cm 337 8/167 11170 —a—1——— (.74 (0.30-1.83) :
Months since Randomization : Tumor size (postoperative) :
No. at risk | <2cm 505 9/254 15/251 I R 0.59 (0.26-1.35) :
Sentineldymph-node Biopsy 263 258 253 242 214 174 120 79 20 3 0 | e 534 [ st lidihd Al ), <ol B
: Surgical approach I
Lymphadenectomy 253 247 241 225 195 158 126 59 24 1 0 : Open 322 8/157 7/165 —t . 125(045-3.44) :
' [Taparoscopic 516 8/263 19253 —— 0.40 (0.18-092) | |
I Sensitivity Analysis :
DFS 3-year DFS : Bilateral Mapping 694 13/354 23/340 ——h 054 (027-107) | O

Events rate i [ Protocol - Compliant 699 6/333 20/366 —-— 032 (0.13081)] ! ®
Aril 3 97 3% : Non - Radiotherapy 555 9/274 10/281 v [ l! l * 0.93 (0.38-2.29) :
= HR=0.40 : 05 1 15 !
Arm2 19 93.6% 95%Cl 0.18-0.92 : " :
: Sentinel-lymph-node Lymphadenectomy |
| Biopsy Better Better :
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PHENIX — wyniki leczenia chirugicznego

The data were analyzed in the combined population of PHENIX-I and PHENIX-II

Operative duration (mean = SD, ml)
Blood loss (mean = SD, ml)

Blood loss 2300 ml (%)

Blood loss 2500 ml (%)

Blood loss 2800 ml (%)

Blood transfusion (%)
Conversion to laparotomy (%)
Retention of drainage tube (%)
Mean time of drainage, days (range)
Mean time of antibiotic use, days (range)
Mean time of hospital stay, days (range)
Readmission forcomplications

Intraoperative complications

Sentinel Lymph Node Biopsy

(N = 455)

190 + 57

134 +106
36 (7.9)
8(1.8)
1(0.2)

19 (4.2)
4(1.4)
237 (52.1)
3.4%2.8(0-18)
3.4%2.0(0-12)
6.3%2.5(2-21)
5(1.1)
5(1.1)

Lymphadenectomy

(N =453)

222 + 60

161 £ 141

52 (11.5)
16 (3.5)
5(1.1)
20 (4.5)

11 (4.0)
253 (55.8)
3.9+ 3.2 (0-20)
3.7+2.1(0-13)
6.6+ 2.6 (1-21)
10 (2.2)

16 (3.5)

P-value

<0.001
0.002
0.07
0.10
0.12
0.86
0.06
0.26
0.06
0.02
0.02
0.19

0.02




N

Any Adverse Events:
263 (57.8%) vs 323 (71.3%)
p<0.001

PHENIX —

pooperacyjne AE

25

Incidence,% Incidence,%

Sentinel Node Biopsy Lymphadenectomy
Lymphocyst P<0.001
Lymphedema P<0.001
Fever
Anemia
Hypoalbummemia
Paresthesia
Urmary retention
Constipation
Pain P<0.001
Infection
Deep venous thrombosis (The data were analyzed in
i s the combined population of
PHENIX-I and PHENIX-II )
Intestmal obstruction
20 15 10 5 0 0 5 10 15 20 25




PHENIX — Wnioski

» Wykazano non-inferiority SLNB w poréwnaniu do PL w zakresie DFS
u chorych na raka szyjki macicy

» SLND bez PL moze zmniejszyé ryzyko nawrotu w ww cht zaotrzewnowych oraz zmniejszyé
umieralnosc¢ z powodu raka szyjki macicy ?7??

» W przypadku powodzenia SLNB w raku szyjki macicy nalezy zrezygnowac z PL,
poniewaz nie zapewhnia ona korzysci w zakresie przezycia i zwieksza chorobowos¢
chirurgiczng (a jednoczesnie moze nieoczekiwanie korelowac z podwyzszonym ryzykiem
nawrotu weztowego i umieralnosci z powodu raka szyjki macicy???)
o

v




Pembrolizumab with Concurrent Chemoradiotherapy o
in Participants with High-Risk Locally Advanced

Cervical Cancer: A Descriptive Analysis of Final
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Badanie ENGOT-cx11/GOG-3047/KEYNOTE-A18

LBA5504

Pembrolizumab w skojarzeniu z chemioradioterapia

u chorych na miejscowo zaawansowanego raka szyjki macicy wysokiego ryzyka:
wyniki koncowej analizy randomizowanego podwadjnie zaslepionego badania Ill fazy
ENGOT-cx11/GOG-3047/KEYNOTE-A18




KEYNOTE-A18 — przebieg badania
)\

Interim Analysis 1 (IA1) Interim Analysis 2 (IA2) Final Analysis (FA)
[09-Jan-2023] [08-Jan-2024] [07-Jan-2025]
Enroliment complete; ~34 months after first participant in; w i % "
~237 PFS events ~182 deaths o i
] Median (range) follow-up?: Median (range) follow-up?: : "
First Last 17.9 months (0.9-31.0) 29.9 months (12.8-43.0) M;Idga:‘ngﬁt”h%e();;"{'; ‘gé“g;'
partICIp.ant parhmp:ant To assess whether adding To assess whether adding Final OS o,
randomized randomized pembrolizumab to CCRT significantly ~pembrolizumab to CCRT significantly e testinan%?lills:, Sngngg)os St
[09-Jun-2020]  [15-Dec-2022] improves PFS and OS improves OS 9

» Woczesniejsze wyniki badania ENGOT-cx11/GOG-3047/KEYNOTE-A18:
pembro + CCRT, a nastepnie uzupetniajgcy pembro => znamienne wydtuzenie OS i PFS

w poréwnaniu do wytgcznej CCRT u chorych na wczesniej nieleczonego LACC
wysokiego ryzyka. Py

» Przedstawiono wyniki analizy koncowe;j (FA) z tego badania.
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KEYNOTE A18 — schemat badania

\'\

N

Key Eligibility Criteria
* FIGO 2014 stage IB2-1I1B
(node-positive disease) or
FIGO 2014 stage IlI-IVA
(either node-positive or
node-negative disease)

* RECIST 1.1 measurable or
non-measurable disease

* Treatment naive

"

Stratification Factors

» Planned EBRT type (IMRT or VMAT vs
non-IMRT or non-VMAT)

» Stage at screening (stage I1B2-1I1B N+ vs IlI-IVA)

» Planned total radiotherapy dose (<70 Gy vs
270 Gy [EQD2])

_

Cisplatin 40 mg/m? QW for
5 cycles? + EBRT followed by
brachytherapy

+

Pembrolizumab 200 mg Q3W
for 5 cycles

Cisplatin 40 mg/m? QW for
5 cycles? + EBRT followed by
brachytherapy
+
Placebo Q3W
for 5 cycles

Pembrolizumab 400 mg Q6W
for 15 cycles

Placebo Q6W
for 15 cycles




KEYNOTE Al1S - OS
)\

N

Interim Analysis 2 Final Analysis
I 36-mo I 36-mo
| 82.6% 181.8%
100+ | 74.8% 100+ | 74.4%
90~ I 90 :
. 804 ! . 804
o~ o~
= _ | = _ 1
g D : i :
S 60— | S 60+ I
Ii 1 I-=- 1
a 50- ! @ S0 l
g s i g 40 i
> 304 > 30+
6 | 6 :
204 : 204 ;
104 Median follow-up: [ 104 Median follow-up: I
29.9 months : 41.9 months :
0 r r. 11111 T 1T 17T 1T T 1T TT°T.1 0 N NN BN NN DN NN N NN NN NN N N N N N R R
0 3 6 9121518212427303336394245485154 0 3 6 9121518212427303336394245485154 ®
No. at risk Time, months No. at risk Time, months )
529 527522 509500463 412 374 32627321013663111 0 0 0 O 529 527 523 510 501 491 471 465454 414 376 341300 24919412252 7 1
531527518 508493455 405 366 31625919412558120 0 0 0 O 531527 518 508 494 482 463 451 433 388 348 310279 22818010950 11 0
Data cutoff date: January 8, 2024. Data cutoff date: January 7, 2025.
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KEYNOTE A18 — leczenie po progresji
» W\
Interim Analysis 2
Post-Progression Therapy? Piﬁzrgg;m PI?': e=b: ;;;m
Immunotherapy, n (%) 15 (10.9%) 51 (26.4%)
Pembrolizumab, n (%) 10 (7.2%) 41 (21.2%)
Antibody-drug conjugates® 3 (2.2%) 1(0.5%)

Data cutoff date: January 8, 2024.

Final Analysis

Pembro Arm Placebo Arm

Post-Progression Therapy? (N = 154) (N = 204)
Immunotherapy, n (%) 18 (11.7%) [ 68(33.3%)
Pembrolizumab, n (%) 12 (7.8%) 52 (25.5%)
Antibody-drug conjugates® 4 (2.6%) . 5(24%)

Data cutoff date: January 7, 2025,




ENGOT-cx11/GOG-3047/KEYNOTE-A18 — Wnioski

» Po dodatkowej 12-miesiecznej medianie obserwacji, pembro + CCRT nadal znamiennie
wydtuzyt OS i PFS w poréwnaniu do pbo + CCRT u chorych na LACC wysokiego ryzyka
(FIGO 2014 IB2-11B N+ v llI-IVA niezaleznie od N)

» Profil bezpieczeristwa byt mozliwy do opanowania

» Dane te sg spdjne z wczesniejszg analizg okresowg

» Pembro + CCRT moze stanowi¢ nowy standard leczenia w tej grupie chorych
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Badanie FIRST/ENGOT-0OV44

LBA5506

FIRST/ENGOT-0V44: Badanie kliniczne lll fazy oceniajace dostarlimabu i niraparyb
w pierwszej linii zaawansowanego raka jajnika




FIRST/ENGOT-0V44 — Wstep

» Inhibitory PD-L1 mogg mie¢ wiekszg aktywnos$¢ w potaczeniu z chemioterapia,
bewacyzumabem oraz inhibitorami PARP

» W badaniach wczesnych faz wykazano mozliwy do opanowania profil bezpieczeristwa
oraz zachecajgcg skutecznosc inhibitorow PD-L1 w potaczeniu z inhibitorami PARP
u chorych na zaawansowanego raka jajnika

» Oceniano dodanie dostarlimabu, inhibitora PD-L1, do chemioterapii zawierajacej
pochodng platyny (PBCT) i podtrzymujgcego niraparybu + bewacyzumab
u chorych na zaawansowanego raka jajnika w 1. linii




FIRST/ENGOT-0V44 — schemat badania

» podwadjnie zaslepione badanie Ill fazy

Key inclusion criteria
« Aged 218y
» High-grade nonmucinous epithelial OC
« Stage IV disease
« Stage Il disease if
- Stage IIIC with CCO resection
during PDS if aggregate 25-cm
extrapelvic disease
 Inoperable disease
» Macroscopic residual tumor after PDS
» Planned neoadjuvant chemotherapy

» PDS, IDS, and inoperable were
all included

Cycle 1: Standard-of-care chemotherapy
(carboplatin-paclitaxel * bevacizumab)

Cycles 2—-6: Chemotherapy period (21-d cycles)

Arm 1 "Arm 2 Arm 3

Carboplatin-paclitaxel + G'a__rbg_p_lat_in&pagl_iftaxe:l + | Carboplatin-paclitaxel +
placebo placebo dostarlimab
+ bevacizumab + bevacizumab + bevacizumab

Maintenance period (up to 3 y)?

Placebo + placebo
+ bevacizumab
maintenance

Niraparib + dostarlimab
+ bevacizumab
maintenance

» chore na niesluzowego G3 OC w stadium IlI-IV

Stratification factors
» Intended bevacizumab use

+ HRR mutation status
(BRCAm, BRCAwWt/HRRpos,
and BRCAwWt/HRRneg/
not determined)

+ Disease burden: Stage Il
with residual burden <1 cm
(yes or no)




FIRST — schemat badania

Cycle 1: Standard-of-care chemotherapy

- Given ongoing PARPI (carboplatin-paclitaxel £ bevacizumab)

maintenance clinical trials
during the design of FIRST, it
was an a priori intention to .
amend the protocol to redefine Cycles 2-6: Chemotherapy period (21-d cycles)
th ((0] if '
e control arm if emerging Arm 2 N

evidence supported the _ _ . .
incorporation of PARPis during AN Carboplatin-paclitaxel + Carboplatin-paclitaxel +

the maintenance period pla_gcgbo dostarlimab
+ bevacizumab + bevacizumab

Following approvals of olaparib ' '

and niraparib as first-line l i
maintenance therapy,’2
enrollment into arm 1 was
terminated

Maintenance period (up to 3 y)?

Niraparib + placebo  Niraparib + dostarlimab
+ bevacizumab + bevacizumab
Aai nan NE maintenance maintenance

» pierwszorzedowy punkt koricowy: PFS wedtug RECIST v1.1, oceniane w ramionach 2 i 3




FIRST/ENGOT-0V44 - Charakterystyka chorych
» W

ITT population
Niraparib Dostarlimab + niraparib
Characteristic n=385 n=753
Age, median (IQR), y 64.0 (56.0-70.0) 63.0 (54.0-70.0)

Race

White

Black or African American/other/not reported
FIGO stage at initial diagnosis

11l

348 (90.4)
37 (9.6)

247 (64.2)

666 (88.4)
87 (11.6)

466 (61.9)

\Y

138 (35.8)

287 (38.1)

Predominant histological subtype
Serous
Nonserous?

Planned surgical status at time of screening
PDS

344 (89.4)
43 (11.2)

132 (34.3)

681 (90.4)
69 (9.2)

273 (36.3)

IDS
Inoperable

217 (56.4)
36 (9.4)

404 (53.7)
76 (10.1)

Macroscopic residual disease after PDSP

Yes

92 (23.9)

178 (23.6)

No

Not applicable®¢
Intended bevacizumab use

Yes

No

42 (10.9)
251 (65.2)

198 (51.4)
187 (48.6)

100 (13.3)
475 (63.1)

397 (52.7)
356 (47.3)




FIRST/ENGOT-0OV44 - Biomarkery

N

Characteristic, n (%)
W el @ S PD-1L1 status?

Niraparib
(n=385)

ITT population

Dostarlimab + niraparib

(n=753)

Positive (TAP 25%)

92 (23.9)

226 (30.0)

Negative (TAP <5%)
Unknown

\V.\HRR statusP (ResBio assay)
BRCAmM
BRCAwt/HRR-positive
BRCAwt/HRR-negative/not determined
Missing

Y iglel@ iD= HRD statusc (Myriad MyChoice® assay)

230 (59.7)
63 (16.4)

74 (19.2)
26 (6.8)
282 (73.2)
3 (0.8)

403 (53.5)
124 (16.5)

143 (19.0)
45 (6.0)
560 (74.4)
5(0.7)

HRd

146 (37.9)

298 (39.6)

HRp
Unknown
BRCA status® (Myriad MyChoice® assay)

164 (42.6)
75 (19.5)

312 (41.4)
143 (19.0)

BRCAmM

81 (21.0)

151 (20.1)

BRCAwt
BRCAwt HRd
Unknown

253 (65.7)
65 (16.9)
51 (13.2)

(
513 (68.1)
147 (19.5)
89 (11.8)




FIRST/ENGOT-0OV44 - PFS w grupie ITT
)\

N

» Mediana czasu obserwacji 53,1 miesiecy

100 - -
Niraparib Do§;farg£?bb &
90 - S PES v (n=383) (n=753)
- rate
o 2 75{/3 Wi ~ Events, n (%) 260 (67.5)  443(588)
Median (95% Cl), mo ~ 19.2 (16.6-21.0) ['20.6/(19.2=22.8)
- Hazard ratio (95% Cl) 0.85 (0.73-0.99)
P value 0.0351
60 - - 2-y PFS rate
2 44% vs 40%
& 50- e
u -
o 40 - 3-y PFS rate
o tyn vs 27%
07 : e g g 1 ¢
20 |
104 e . mediana PFS 20,63 vs 19,19 miesiecy
niraparib 5 : ;
0 - +  Censored
I | 1 | | ] | | | | ] | I | I
0 o 10 15 20 25 30 35 40 45 50 85 60 65 70 .
Time since randomization, mo o
No. at risk
Niraparib 385 336 266 198 156 118 98 81 68 55 34 14 4
Dostarlimab + 255 638 523 381 200 226 196 166 142 110 79 44 17 2 0
niraparib




* FIRST/ENGOT-0OV44 - PFS w grupie PD-L1+

N

» W ramieniu 2 (niraparyb) i 3 (dostarlimab + niraparyb) => 27,9% chorych PD-L1+ (TAP>5%)

100 Niraparib Dogtarlim_?:b +
1-y PFS rate (n=92) i apat
90 - { ' (n=226)
78% vs 77% Events, n (%) 52 (56.5) 116 (51.3)
80 - Median (95% Cl), mo  24.3 (19.6-39.6) | 28.1 (22.3-37.8)
-5 Hazard ratio (95% Cl) 0.84 (0.61-1.17)
2-y PFS rate
60 - 55% vs 51% ~ 3-y PFS rate
2 44% vs 41%
L
R 40
30 I
20 _-"_ii |
Niraparib
10 Dostarlimab +
niraparib
0 +  Censored
| | | | | I | | | | I | | | |
0 S 10 15 20 25 30 35 40 45 50 55 60 65 70
Time since randomization, mo
No. at risk
Niraparib 92 79 65 58 47 35 31 29 25 19 12 5 2 0
Dostarlimab+ 556 195 163 124 106 90 81 71 66 51 0 26 10 1 0

niraparib




N

Subgroup

Niraparib

Dostarlimab +
niraparib

niN (%)

FIRST/ENGOT-0OV44 - Analiza podgrup

Hazard ratio
(95% Cl)

All patients

Age categories
<65y
265y

ECOG PS score at screening
0
1

Primary tumor site?
Ovarian
Primary peritoneal
Fallopian tube

Disease stage at initial diagnosis
1]}
IV

Surgical status at screening®
PDS
Planned IDS
Nonsurgical (inoperable)

260/385 (68)

129/199 (65)
131/186 (70)

124/201 (62)
136/184 (74)

217/310 (70)
23/34 (68)
20/40 (50)

160/247 (65)
100/138 (72)

80/132 (61)
153/217 (71)
27/36 (75)

443/753 (59)

232/413 (56)
211/340 (62)

229/399 £5?}
214/353 (61)

353/602 (59)
52/79 (66)
38/72 (53)

257/466 (55)
186/287 (65)

144/273 (53)
240/404 (59)
59/76 (78)

0.85 (0.73-0.99)

84 (0.68-1.05)

0.84 (0.
0.85 (0.69-1.08)

0.95 EO.?6—1.18;
0.76 (0.61-0.94

(0.70-1.04)
(0.63-1.03)

91 (0.69-1.19)
80 (0.66-0.99)
17 (0.74-1.84)




FIRST/ENGOT-0OV44 - Analiza podgrup

Subgroup

Niraparib

Dostarlimab +

niraparib

n/ N (%)

Hazard ratio
(95% CI)

All patients

Concurrent bevacizumab use,
as per exposure

Yes

No

PD-L1 status

TAP =25% (positive)
TAP <5% (negative)

Myriad MyChoice status
BRCAmM
BRCAwt
BRCAwt HRd
HRd
HRp
HRD unknown

260/385 (68)

137/199 (69)
123/186 (66)

52/92 (57)
166/230 (72)

37/81 (46)
184/253 (73)
43/65 (66)
80/146 (55)
126/164 (77)
54/75 (72)

443/753 (59)

244/398 (61)
199/355 (56)

116/226 (51)
248/403 (62)

63/151 (42)
336/513 (65)
86/147 (59)
149/298 (50)
219/312 (70)
75/143 (52)

0.85 (0.73-0.99)

0.84 (0.68-1.03)
0.86 (0.69-1.08)

0.98 (0.65-1.48)
0.87 (0.73-1.04)
0.83 (0.58—1.20)
0.95 (0.72—1.24)
0.92 (0.74-1.14)
0.68 (0.48-0.96)




FIRST/ENGOT-0OV44 - OS w grupie ITT

» \
) » Dojrzatosé danych 57%

Niraparib Dostarlimab +
=385 niraparib
(n=385) (n=753)

Events, n (%) 215 (55.8) 434 (57.6)
Median (95% Cl), mo 454 (40.3-52.2) = 44.4 (41.2-47.5)
Hazard ratio (95% CI) 1.01 (0.86-1.19)

P value 0.9060

» Nie stwierdzono znamiennej réznicy w OS,
kluczowym drugorzedowym punkcie koricowym

Niraparib
Dostarlimab + niraparib
o Censored

T T I | | T T | T

5 10 15 25 30 35 40 45 50

Time since randomization, mo o
No. at risk o
Niraparib 385 377 275 242 220 204 182 120

Dostarlimab + .55 o3 545 492 442 399 357 233
niraparib




FIRST/ENGOT-OV44 — TRAEs w grupie bezpieczenstwa
» W

Niraparib? Dostarlimab + niraparib
Chemotherapy period, n (%) (n=417) (n=745)

Any TRAE 386 (92.6) 703 (94.4)
Any grade =3 TRAE 155 (37.2) 306 (41.1)

TRAE related to dostarlimab leading to dostarlimab/placebo discontinuation® 8(1.9) 37 (5.0)
Alanine aminotransferase increased 0 5(0.7)

Hyponatremia 0 3(0.4)

Niraparib? Dostarlimab + niraparib

Maintenance period, n (%) (n=371) (n=645)
Any TRAE 351 (94.6) 626 (97.1)
Any grade =3 TRAE 240 (64.7) 453 (70.2)
TRAE related to dostarlimab leading to dostarlimab/placebo discontinuation® 20 (5.7) 114 (17.7)

Pneumonitis 3(0.8) 15 (2.3)

Alanine aminotransferase increased 2(0.5) 14 (2.2)

TRAE related to niraparib leading to niraparib discontinuation® 56 (15.1) 114 (17.7) ..
Thrombocytopenia 15 (4.0) 24 (3.7)
Anemia 14 (3.8) 14 (2.2)




N

FIRST/ENGOT-0OV44 — najczestsze TRAEs w catej grupie
N

TEAESs reported in 220% of patients in arm 2 (niraparib) or 3 (dostarlimab + niraparib)

Anemia -

Nausea -

Constipation —

Fatigue —

Peripheral neuropathy —

Thrombocytopenia —
Arthralgia —
Diarrhea —

Neutropenia
Asthenia

Platelet count decreased

Hypertension =

Abdominal pain =

Vomiting —

Decreased appetite —

Headache

Alopecia —

[] Niraparib any-grade TEAE

Neutrophil count decreased — ; : : : [ Niraparib grade 23 TEAE .
Dyspnea — g 3 4 ; [C] Dostarlimab + niraparib any-grade TEAE .

. Dostarlimab + niraparib grade 23 TEAE

Hypomagnesemia —

| | |
100 60 80 100

Patients, %




FIRST/ENGOT-0OV44 - Najczestsze irAEs

Any-grade (grade 23) treatment-emergent irAEs reported in 21% of patients
in arm 2 (niraparib) or 3 (dostarlimab + niraparib)

Any treatment-emergent irAE - 13.9 (4.8) :— 38.4 (16.1)

Hypothyroidism - 1.7 (0) | | 12.5 (0.4)

ALT increased 5.6 (3.0)
AST increased - 5.0 (2.3)
Arthralgia 4.8 (1.1)
Rash - 4.8 (2.1)
Pruritis - 1.7 (0.7) 2.7 (0.5)
Pneumonitis 1.0 (0.5) 2.4 (0.8)

Maculopapular rash 1.0 (0.5) 1.7 (0.7) [] Niraparib any-grade irAE
[ Niraparib grade 23 irAE
[] Dostarlimab + niraparib any-grade irAE
Hyperthyroidism - 1.0 (0.2) 1.1 (0.1) B Dostarlimab + niraparib grade 23 irAE .
T I T T T T 7 1 ®
100 10 0 10 20 30 40 100
Patients, %

Adrenal insufficiency - 0]l 1.3(0.4)




FIRST/ENGOT-0V44 — \Wnioski

» Dodanie dostarlimabu do PBCT i niraparybu + bev 1L znamiennie wydtuzyto PFS
(mediana PFS 20,63 vs 19,19 miesiecy!!!!) u chorych na zaawansowanego raka jajnika.

» Ekspresja PD-L1 (TAP>=5%) nie zmienita efektu dostarlimabu.

» Nie zaobserwowano réznicy w OS.




ROSELLA: A Phase 3 Study of Relacorilant in Combination -
with Nab-Paclitaxel versus Nab-Paclitaxel Monotherapy in r
Patients with Platinum-Resistant Ovarian Cancer

(GOG-3073, ENGOT-ov72, APGOT-Ov10, LACOG-0223, and ANZGOG-2221/2023)

Alexander Olawaiye,' Laurence Gladieff, Lucy Gilbert, Jae-Weon Kim, Mariana Scaranti, Vanda Salutari,
Elizabeth Hopp, Linda Mileshkin, Alix Devaux, Michael McCollum, Ana Oaknin, Aliza L. Leiser, Nicoletta
Colombo, Andrew Clamp, Boglarka Balazs, Giuseppa Scandurra, Emilie Kaczmarek, Hristina |. Pashova,
Sachin G. Pai, and Domenica Lorusso

'University of Pittsburgh School of Medicine and UPMC Magee-Women'’s Hospital, Gynecologic Oncology Group, Pittsburgh, PA, USA.

Badanie ROSELLA

LBAS5507

ROSELLA: Badanie Ill fazy 3 relakorilant z nab-paklitakselem
w porownaniu do nab-paklitakselu u chorych na raka jajnika
opornego na platyne (GOG-3073, ENGOT-ov72)




~

r

N THE LANCET

Relacorilant and nab-paclitaxel in patients with platinum-

resistant ovarian cancer (ROSELLA): an open-label,
randomised, controlled, phase 3 trial

Alexander B Olawaiye, Laurence Gladieff, David M O’Malley, Jae-Weon Kim, Gabriel Garbaos, Vanda Salutari, Lucy Gilbert, Linda Mileshkin,
Alix Devaux, Elizabeth Hopp, Yong Jae Lee, Ana Oaknin, Mariana Scaranti, Byoung-Gie Kim, Nicoletta Colombo, Michael E McCollum,
Connie Diakos, Andrew Clamp, Aliza L Leiser, Bogldrka Balazs, Bradley | Monk, Giuseppa Scandurra, Emily McClung, Emilie Kaczmarek,
Brian Slomovitz, Helena De La Cueva, Aknar Freire de Carvalho Calabrich, Chiara Cassani, Benoit You, Toon Van Gorp, Cristina Churruca,

Giuseppe Caruso, Shibani Nicum, Andrea Bagaméri, Grazia Artioli, Lubomir Bodnar, Sokbom Kang, Ignace Vergote, Amanda Kesner-Hays,
Hristina | Pashova, Sachin G Pai, lulia Cristina Tudor, Adrian M Jubb, Domenica Lorusso




ROSELLA — Przestanki | i g® @

® 0
©
M:::r‘rieiﬂ & Glucocorticoid
plex

Receptor

» Przezycie chorych na raka jajnika
opornego na platyny (PROC) wynosi ok. roku,
konieczne sg nowe sposoby leczenia

» Ekspresja receptora glikokorykoidowego
(GR - glucocorticoid receptor)
=> marker dobrego rokowania S cell

» Relacorilant, selektywny antagonista GR (SGRA) Lo ﬁ —

utrzymuje wrazliwos¢ na chemioterapie Microtubule Apoptotic Cell Pro-apoptotic

Disruption Death BCL2 Proteins

Pro-apoptotic Synergy with Taxanes

1. Martorana, et al. Int J Gynecol Cancer. 2025, 35(1):100009. 2. Veneris, et al. Gynecol Oncol. 2017;146(1):153-60. 3. Greenstein, et al. Oncotarget.
2021:12(13):1243-55. 4. Melhelm, et al. Clin Cancer Res. 2009;15(9):3196-3204. 5. Stringer-Reasor, &t al. Gynecol Oncol. 2015;138(3).656-62.
6. Munster, et al. Clin Cancer Res. 2022;28(15):3214-24. 7. Colombo, et al. J Clin Oncol. 2023;41(30):4779-89.

» Przekazywanie sygnatu przez GR
zmniejsza wrazliwos¢ na chemioterapie




N

2

Population

= Epithelial ovarian, primary
peritoneal or fallopian tube
cancer

» ECOG performance status
Oor1

= Progression <6 months after
the last dose of platinum
therapy (excluding no
response to, or progression
in <1 month of primary
platinum)

= 1-3 prior lines of therapy

= Prior bevacizumab required

NCT05257408

ROSELLA — schemat badania
)\

L 7 (1Y} aee @ e+ Relacorlant (150 mg PO)
=, Nab-paclitaxel (80 mg/m? V)

N=381 Relacorilant + Nab-paclitaxel

SCREENING
Day -28t0-1

Open-label
randomization
1

FOLLOW-UP

Treatment to
progression or
unmanageable toxicity

Nab-paclitaxel

m" , Nabypaclitaxel (100 mg/m? V)
DAY 1 8 15 28 '

*Ongoing cycles

Stratification Factors
» Prior lines of therapy (1 vs >1)
» Region (North America vs Europe vs Korea, Australia, & Latin America)

Dual Primary Endpoints

* Progression-free survival (PFS) by
RECIST v1.1 per blinded
independent central review

= Qverall survival

Secondary Endpoints
= PFS by RECIST v1.1 per Investigator
* ORR, DoR, CBR (RECIST v1.1)
= Response by CA-125 GCIG criteria

= Combined response (RECIST v1.1
and CA-125 GCIG criteria)

= Safety

First patient enrolled: 51" January 2023
Last patient enrolled: 81" April 2024
Data cutoff: 24" February 2025
Conducted at 117 sites in 14 countries.




ROSELLA — PFS
)\

N

100+ Relacorilant + .
; Nab-paclitaxel
Nab-paclitaxel N=193
N=188
80+ _ Events, n (%) 113 (60.1) 121 (62.7)
o RES Median PFS, m (95% Cl)  6.54 (5.55-7.43) 5.52 (3.94-5.88)
: HR (95% ClI) 0.70 (0.54-0.91)

P=0.0076 (Log-rank Test)

[
604 I
404 :
I

20+

12m PFS : .
= Progression-free survival

assessed by the investigator
was positive and consistent
(HR 0.71, P=0.0030)

Progression-free Survival (%)

1 I L] 1 1 L]

0 2 4 6 8 10 12 14 16 18 20 .
Duration of Progression-free Survival (Months) o
No. at risk (events/cumulative events)

Relacorilant + nab-paclitaxel 188(0/0) 151(22/22) 109(29/51) 70(27/78) 43(18/96) 24(11/107) 16(1/108) 11(1/109) 2(2/111) 0(2/113)
Nab-paclitaxel monotherapy 193(0/0) 129 (42/42) 85(31/73) 47(20/93) 21(17/110) 9(7/117) 5(1/118) 2(2/120) 2(0/120) 2(0/120) 0(1/121)




ROSELLA — OS
)\

N

- ¥
Relacorllj':l e Nab-paclitaxel
Nab-paclitaxel i
100- N=188 el
Events, n (%) 82 (43.6) 110 (57.0)
80+ Median OS, m (95% CI) 1597 (13.47-NR) 11.50 (10.02-13.57)

g HR (95% CI) 0.69 (0.52-0.92)

E 60- Nominal P=0.0121 (Log-rank Test)

2

A Maturity: 50%

T

g 40+ : 'GH

o

bo- @ E.—§
204 l -y - 1
I
|
|
0- |—.»‘_~.— Relacorilant + nab-paclitaxel — -©— - Nab-paclitaxel monotherapy|
1 1 T I I 1 | I 1 | 1 ]
0 2 4 6 8 10 12 14 16 18 20 22 .
Duration of Overall Survival (Months) o
No. at risk (events/cumulative events)
Relacorilant + nab-paclitaxel 188 (0/0) 180 (6/6) 162 (12/18) 143(14/32) 126(17/49) 111(10/59) 77(10/69) 49(5/74) 24(4/78) 10(3/81) 4(0/81) 0(1/82)
Nab-paclitaxel monotherapy 193 (0/0) 179 (6/6)  160(13/19) 137 (20/39) 115(20/59) 93(15/74) 65(14/88) 40(9/97) 16(9/106) 11(1/107) 3(2/109) 0(1/110)




ROSELLA — Wnioski

» Relakorilant + nab-paklitaksel znamiennie wydtuza PFS - gtéwny punkt korncowy
(p=0,0076; HR 0,70) u chorych na platynoopornego raka jajnika
w porownaniu do cotygodniowego nab-paklitakselu,
rowniez u chorych z PD w ciggu 1-3 m-cy po 1. schemacie zawierajgcym platyny

» Znamiennie wydtuza mediane OS o 4,5 miesigca w zaplanowanej interim analysis
(p=0,0121; HR 0,69; mediana 16 vs 11,5 miesigca)

> Leczenie dobrze tolerowane

» Relakorilant + nab-paklitaksel moze stanowi¢ nowy standard leczenia,
bez koniecznosci oznaczania biomarkerow
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Primary results of a Phase 2 study of cisplatin-
sensitized radiation therapy and pembrolizumab
for unresectable vulvar cancer

Oladapo Yeku, Andrea Russo, Amy Bregar, Jeff Brower, Dinesh Atwal, Sara Bouberhan, Meghan Shea,
Page Widick, Joanne W. Jang, Tina Colella, Jenny Filipi, Eric L. Eisenhauer, Chryssanthi S. Kournioti,
Annekathryn Goodman, Richard Penson, Hang Lee, and Cesar Castro.

Badanie NCT04430699

5511

Pierwotne wyniki badania Il fazy z zastosowaniem radiochemioterapii
i pembrolizumabu w leczeniu chorych na nieresekcyjnego raka sromu




Schemat badania

Patients with locally

of the vulva

advanced, unresectable,
metastatic, or recurrent
squamous cell carcinoma Cisplatin (Q week)
Radiation (Daily x 2- 8 weeks)

» jednoramienne badanie Il fazy

Cycle 1-3

» pierwotnie nieresekcyjny, niecatkowicie wyciety, nawrotowy lub rozsiany ptaskonabtonkowy rak sromu

Cycle 4 - Cycle 12 (Maintenance)

Pembrolizumab (Q3 weeks) Pembrolizumab (Q3 weeks)

Day -28 to -1
Staging scans
Screening labs
Archival tissue

» RT mediana dawki na obszar:
guza pierwotnego 68,4 Gy (zakres 26,2-70,2)
miednicy, pachwin i sromu 45 Gy (zakres 21,6-50,4)
Cisplatyna 40 mg/m2 tygodniowo jednoczes$nie z RT

Pembrolizumab w dawce 200 mg co 2 tygodnie, tgcznie 12 cykli

Restaging scans

» Pierwszorzedowy punkt koricowy:
0gdlny udziat odpowiedzi (ORR)
» Drugorzedowy:

EOT

Follow up

6-miesieczne przezycie wolne od nawrotu (RFS)




N

Charakterystyka chorych

» wigczono 24 chore
» 22 chore (92%) => pierwotnie nieoperacyjne
2 chore (8%) => nawroét choroby

Characteristic Pembrolizumab + Characteristic Pembrolizumab +
Cisplatin/RT Cisplatin/RT
(N = 24) (N =24)
| Age pS3 status no. (%)
Median (range) - yr 63 (49 — 88) Wild type 6 (25)
_ Null/mutant 9 (38)
Ethnicity Unknown 9 (38)
White non-Hispanic 22 (92)
L SEanE 2 (8) PD-L1 CPS no. (%)
> 10 15 (63
FIGO stage no. (%) 1-10 9 ((38))
. 4 (17) =3 0 (0 I
I 17 (71) )
- B.(18) Prior Therapy no. (%)
HPV None 17471) |
Positive no. (%) 5 (21) Sgrgicai‘relsection 5 (21)
[ Negative no. (%) 15 (63) Cls—Racyanon 2 (8)
Unknown no. (%) 4 (17) Systemic chemotherapy 0 (0)
Mismatch repair status no. (%) TMB no. (%)
High 1(4)
[[mss 18 (75) Low 13 (54) |
MSI-H 0 (0) Unknown 10 (42)
Unknown 6 (24)




Wvyniki - Udziat i czas trwania odpowiedzi

N

Best Response (%)

100 -

50 -

=50 -

Objective Response Rate

...................

-100 -

T

B sD
B PD
PR

[] CR

Best Response

CR 9 (37.5%)
PR 9 (37.5%)
ORR 18 (75%)

ORR (CR+PR) = 75%




Wyniki - ORR i DoR
)\

N

Swimmer Plots

§ 100 MGH24 [> Ongoing Response, research follow up continues
% mg:gg > Ongoing Besponse, completed study
> MGH21 % Progression
g mgnfg @ Dgceaf;ed
(7] MGH18 § Prior cis/RT
MGH17
S 50 MGH16 Il sD
MGH15 ~ Il PD
2 MGH14 [ 1PRrR
— MGH13 - CR
o] MGH12 :
g MGH11 = : * @
o S . 7
e :
e Meusm
MGH7 - : >
MGH6 = 3 >
’ Dhme Daye) M
i MGH4 >
ime (Days) MGH3 = : >
MGH2:= :
Recurrence Free Survival at 6 Months 70% (95% CI: 48% - 85%) MGH1 } T T > T ! ®
0 200 400 600 800 ®
Time (Days)
» 6-miesieczny RFS = 70% (95% Cl: 48-85%).
» Mediana PFS nie zostata osiggnieta.




NCT04430699 — Wnioski

» Badanie spetnito swoj pierwszorzedowy punkt koncowy.
Jednoczesna radiochemioterapia (z cisplatyng) w potaczeniu z pembrolizumabem
poprawito ORR i 6-miesieczny RFS u chorych na raku sromu.

» Dodanie pembrolizumabu nie spowodowato zadnych nieoczekiwanych zdarzen
niepozgdanych.

» Radiochemioterapie (z cisplatyng) w potaczeniu z pembrolizumabem
mozna rozwazyc u chorych na nieresekcyjnego raka sromu.

» Mata i heterogenna grupa chorych, badanie jednoramienne
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Phase 2 study of letrozole, abemaciclib and metformin "r

in estrogen receptor (ER) positive, recurrent

endometrial cancer (EC)

Panagiotis A. Konstantinopoulos, Ningxuan Zhou, Richard T. Penson, Susana Campos, Carolyn Krasner, Alexi A.

Wright, Rebecca Porter, Neil Horowitz, Sara Bouberhan, Hannah Sawyer, Lani Koppermann, Martin Hayes, Madeline

Polak, Meghan Shea, Page Widick, Su-Chun Cheng, Cesar Castro, Ursula A. Matulonis, Elizabeth K. Lee

Badanie NCT03675893

5513

Badanie Il fazy z zastosowaniem letrozolu, abemacyklibu i metforminy
u chorych na nawracajacego raka endometrium z dodatnim receptorem
estrogenowym




NCT036/5893 — Wstep

» Badania przedkliniczne wykazaty synergizm z jednoczesnym hamowaniem szlakow
receptora estrogenowego (ER), CDK4/6 i PI3K.

» Metformina hamuje sygnalizacje PI3K bezposrednio poprzez aktywacje kinazy biatkowej
aktywowanej AMP (AMPK) i posrednio poprzez regulacje szlaku sygnatowego insuliny/IGF-1.

» Przeprowadzono badanie Il fazy letrozolu/abemacyklibu/metforminy w ER dodatnich EC.

Directly
_& Activates AMPK - TSC2 phosphorylation - Inhibition of mTOR signaling

Metformin

_ Decreases circulating insulin and IGF-1 levels, and downstream insulin receptor ‘ @

Indirectly and IGF-1R signaling r




Schemat badania

N

One week lead-in Metformin alone Letrozole / Abemaciclib / Metformin

500mg po once daily

2.5mg po qd / 150 mg po bid / 500mg po qd

1

Metformin PKs (due to abemaciclib/metformin DDI)

Stezenie metforminy w osoczu byto ~3x wyzsze
w pofaczeniu z letrozolem/abemacyklibem
w poréwnaniu z wytgcznej metforminy

Progression or
unacceptable

toxicity




Charakterystyka chorych
)\

Key Eligibility Criteria
PATIENT CHARACTERISTICS
Recurrent ER+ EC defined as 21% of nuclei (n=25)
immunohistochemistry (IHC) AGE
Median 64.2 (49.7 — 84 .2) years
Endometrioid Histology RACE
Black or African American 2 (8%)
No limit of prior therapies Other 3 (12%)
_ White 20 (80%)
Any Prior Hormonal Therapy Allowed GRADE
0,
Measurable disease by RECIST 1.1 . e o)
2 8 (32%)
No prior CDK4/6 inhibitors 3 4 (16%)
PRIOR HORMONAL THERAPY
No current metformin use Yes 18 (72%)
No 7 (28%) ®
PRIOR SYSTEMIC THERAPIES o
Median 2(0-28)




* Wyniki - ORR

)\ » Pierwszorzedowe punkty koncowe: udziat obiektywnych odpowiedzi (ORR)
udziat przezycia wolnego od progresji (PFS) po 6 miesigcach (PFS6)

Overall (N=25) n (%)

100
Best Response

80 CR
3 (12%) i
60 - -
Complete Response (CR) (1 unconfirmed CR but confirmed (a) 10 patients remain on protocol therapy s
PR) 2
o]
) 5 (20%) T
Partial Response (PR) Q
(1 unconfirmed) 5
s
Stable Disease (SD) = 6 months 7 (28%) §
O
SD < 6 months 9 (36%)
Progressive Disease 1 (4%)

a indicates patients still on treatment until cutoff date

ORR 8 (32%)




~
Wy n | kl - P FS » PFS6 wyniosto 69,7%, a mediana PFS przekroczyta 19,3 miesigca.
\'\

N

1.001 e o 1001 Best Response
Overall Survival . — CR
— PR
0.751 60 1 — PD
2 ohl o o B 8
* L_ PFS 5
S 050 ---===-=-=--m-ceeeeeemeeeemeee—ee--ooo K . 2
s : 2
E : £
3 = :
0.25- : -2
== PFS i @
i =
=k 0OS [ Q
l
0.00 T T T T y T L v T
0 3 6 9 12 15 18 21 24
Time Since Registration (months)
No. at risk (No. censored) . ) ) i ) . . . .
0 3 6 9 12 15 18 21 24 27
25(0) 21(2) 15(3) 14 (3) 11(5) 10 (6) 7(8) 5(9) 5(9) Time Since Registration (months)
25(0) 23(1) 22 (2) 22 (2) 20 (3) 16 (5) 11 (10) 8 (13) 7 (14) + indicates patients still on treatment until cutoff date

Median PFS 19.4 months (median follow-up time 18.7 months)
Kaplan Meier estimate of PFS6: 69.8% (95% CI: 46.9% to 84.3%)




mediana PFS - tylko 3,8 miesigca

Profll mOleku ‘a rny » brak ORR w ECs z mutacjg TP53 i NSMP (RB1+ v CCNE1+)
)\
N

4 TP53 mutated and 21 NSMP tumors, (no MMRD, no POLE mutated)
Of the 21 NSMP tumors, 5 had RB71 or CCNET1 alterations; such alterations have been previously

associated with de novo or acquired resistance to CDK4/6 inhibition as they facilitate G1->S

phase transition without dependence on CDK4/6

NSMP without CCNE1 and RB NSMP with CCNE1 or RB TP53-mutated
alterations (N=16) alterations (N=5) (N=4)
Complete Response 3(18.8%) 0 (0%) 0 (0%)
Partial Response 5(31.3%) 0 (0%) 0 (0%)
Stable Disease >= 6 months 6 (37.5%) 0 (0%) 1(25.0%)
Stable Disease < 6 months 2 (12.5%) 5 (100%) 2 (50.0%)
Progressive Disease 0 (0%) 0 (0%) 1(25.0%) ..
Objective Response 8 (50%) 0 (0%) 0 (0%)




Wyniki - Profil molekularny
» W

Objective Response Clinical Benefit*
Yes No p value** Yes No p value**
Molecular Subtype 0.056 0.002
NSMP without 8(50.0%) 8(50.0%) 14 (87.5%) 2 (12.5%)
RB1/CCNET1
alterations
NSMP with 0(0.0%) 5 (100.0%) 0 (0.0%) 5 (100.0%)
RB1/CCNE1
alterations
TP53 mutated 0(0.0%) 4 (100.0%) 1(25.0%) 3 (75.0%)
CTNNB1 mutations 0.194 0.018
Present (n=10) 5(50.0%) 5 (50.0%) 9 (90.0%) 1(10.0%) o
Absent (n=15) 3(20.0%) 12 (80.0%) 6 (40.0%) 9 (60.0%) ®
* Objective response or being progression free 26
months after initiation of therapy




NCT03675893 — Whnioski

» Metformina w dawce 500 mg raz dziennie wystarcza do zahamowania szlaku PIK3.

» Dodanie metforminy do letrozolu i abemacyklibu jest wykonalne i bezpieczne.

Najczestszymi dziataniami toksycznymi zwigzanymi z leczeniem G3+ byty neutropenia G3 (24%) i zmeczenie G3 (16%).
Zadna chora nie przerwata leczenia z powodu toksycznosci.

» Pozwala uzyskac gtebsze odpowiedzi (w tym catkowite) i dtuzsze PFS
niz wytacznie letrozol i abemacyklib.

» Profilowanie molekularne pozwala wytoni¢ chorych odnoszgcych korzysci.
Najwieksza korzys¢ guzy NSMP bez zaburzen RB1 i CCNE1:
ORR na poziomie 50% i PFS6 na poziomie 87,5%.
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