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Rational for immunotherapy in cervical cancer
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Immunotherapy: Strategies

First-line in locally advanced disease: CALLA, ENGOT-Cx11, Atezo LACC, GEICO-
72C/ATOMICC

First-line in metastatic/recurrent disease: ENGOT-Cx10, ENGOT-Cx13, Keynote
826

Multiple-line metastatic disease:
Single agent checkpoint blockade
Dual checkpoint blockade
Vaccine strategies
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First line locally advanced disease
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CALLA trial

Study population

FIGO 2009 Stages IB2 to IIB
(N=1) ORIlIA to IVA (N =0)

Nodal staging (pelvic and/or

para-aortic) may be either surgical
or by imaging (RECIST v1.1)

No evidence of metastatic disease
(MO)

Stratification

+ Stage: Stage <lIl and N positive,
Stage =lll and N negative, or Stage =ll|
and N positive

» Region: United States, Canada,
European Union, South Korea, and
Japan versus rest of the world

Durvalumab 1500 mg Q4W  (N=357) Primary endpoint
EBRT + Brachy with platinum PES

Placebo Q4W (N=357) Secondary endpoints

EBRT + Brachy with platinum 0S, ORR! CRrate incidence

of local progression, distant
disease recurrence, secondary
malignancy, HRQoL, PK, ADAs

24 March 2022 07:00 GMT

The CALLA Phase lll trial for AstraZeneca’s Imfinzi (durvalumab) given concurrently with chemoradiotherapy (CRT) did not
achieve statistical significance for the primary endpoint of improving progression-free survival (PFS) versus CRT alone in the
treatment of patients with locally advanced cervical cancer.
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KEYNOTE-A18/ENGOT-Cx11

A Randomized Phase Ill Study of Chemoradiotherapy with or without Pembrolizumab
for High-risk, Locally Advanced Cervical Cancer
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High Risk Locally Advanced

Cervical Cancer:

« FIGO 2014 Stage IB2-1IB
(node-positive disease)

= FIGO 2014 Stage III-IVA

(node-positive and

~

Randomization
1:1
N=080

J

node-negative disease)
Stratification factors

\

‘Treatment with cisplatin
(40 mg/m? x 5 infusions
[1 infusion per week]) and
radiotherapy (EBRT followsd by
brachytherapy) in combmation
with
Pembrolizumab 200 mg

k (Q3W, 5 infusions)

( Treatment with cisplatin \
(40 mg/m? x 5 infusions
[1 nfugion per week]) and
radiotherapy (EBRT followed by
brachytherapy) in combmation
with

k Placcho (Q3W, 5 infusions) _/

* Radiotherapy technique; IMRT or VMAT (yes/no)

* Total radiation dose

* Early-stage versus late-stage disease (IB2-Il vs IlI-IVA)

= L+

a4 N\
Pembrolizumab
(400 mg Q6W,
15 infusions)

g J
/ I
Placebo
(QGW, 15 infusions)

\ J

ENGOT model: C

Status: Recruiting

Planned number of patients: 980
Number of total patients recruited: 978
Number of ENGOT patients recruited: 315
Sponsor: Merck/MSD

ENGOT Lead Group: MITO

NSGO-CTU Lead PI: Kristina Lindemann
NSGO-CTU PM: Johanne Hestvang
Primary Endpoints: Progression Free
Survival (PFS) and Overall Survival (OS)

C Oslo
University Hospital
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GEICO-72C/ATOMICC and ATEZOLACC trial

No Further Treatment

Standard Concurrent
Chemo-radiation

CR/PR

=12 weeks J | *Dostarlimab for 24 months

Stratification factors AtezoLACC
Histology (squamous vs. adenosquamous adenocarcinoma) . . . .
FIGO Stage: 1B2, IIA2 or IIB with pelvic positive lymph nodes vs. I11/IVA vs. Randomized Phase Il Trial Assessing the Inhibitor
any Stage with positive ParaAortic Lymph nodes Of Progra m med CeII Death nga nd 1 (PD-L].)
Partial Response vs. Complete Response by RECIST Criteria v1.1

Immune Checkpoint Atezolizumab in Locally
Advanced Cervical Cancer

Concomitant and maintenance

c\ Oslo Oaknin et al Int J Gynecol Cancer 2022
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Multiple-line metastatic disease
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KEYNOTE-826: Randomized, Double-Blind,
Phase 3 Study

Pembrolizumab 200 mg IV Q3W
for up to 35 cycles
-+
Paclitaxel + Cisplatin or Carboplatin IV Q3W

for up to 6 cycles?
+

Bevacizumab 1_5 mg/kg IV Q3W

Key Eligibility Criteria
* Persistent, recurrent, or metastatic
cervical cancer not amenable to
curative treatment

* No prior systemic chemotherapy
(prior radiotherapy and
chemoradiotherapy permitted)

+ECOGPSOor1

Placebo IV Q3W
for up to 35 cycles
+
Paclitaxel + Cisplatin or Carboplatin IV Q3W

for up to 6 cycles@
+

Bevacizumab 15 mg/kg IV Q3W

Stratification Factors
- Metastatic disease at diagnosis (yes vs no) End Points

« PD-L1 CPS (<1 vs 1 to <10 vs 210) * Dual primary: OS and PFS per RECIST v1.1 by investigator
« Planned bevacizumab use (yes vs no) «Secondary: ORR, DOR, 12-mo PFS, and safety
* Exploratory: PROs assessed per EuroQol EQ-5D-5L VAS

¢
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Overall survival

A Patients with a PD-L1 Combined Positive Score of =1
Hazard ratio for death,

B Intention-to-Treat Population
Hazard ratio for death,

100 0.64 (95% Cl, 0.50-0.81) 100+ 0.67 (95% Cl, 0.54-0.84)
90 P<0.001 90 P<0.001
;’é‘ 80— g 80 -
= 70 | & 405
:E' 60 - Pembrolizumab S 604 Pembrolizumab
3 50 a 201
= 404 = 0
g 304 g 304
6 20 - Placebo 8 204 Placebo
10- 104
0 I I I I I I I I I 1 0 I I 1 I I | | I I 1
0 3 6 g 12 15 18 21 24 27 30 0 3 6 g 12 15 18 21 24 27 30
Months Months
No. at Risk No. at Risk
Pembrolizumab 273 260 250 229 204 181 132 82 34 6 0 Pembrolizumab 308 291 277 254 228 201 145 89 36 6 0
Placebo 275 261 235 206 168 140 100 55 25 4 0 Placebo 309 295 268 234 191 160 116 60 28 4 0

e @24 months 53% alive vs 41.7%
* Median OR NR in pembrolizumab arm

e @24 months 50.4% alive vs 40.4%

* Median OS 24.4 months for pembrolizumab, vs 16.3 to 16.5

months for placebo

e QolL: @12 months 58.2% vs. 44.8% free from deterioration

C Oslo
University Hospital

Colombo et al. NEJM 2021

UiO ¢ University of Oslo



Subgroup analysis

PD-L1 combined positive score
<l 40/69 ¥ 1.00 (0.53-1.89) _
1 to <10 118/231 - = 0.67 (0.46-0.97)
=10 154/317 —a— 0.61 (0.44-0.84)
Concomitant bevacizumab
Yes 166/389 —n— 0.63 (0.47-0.87) _
No 146/228 B 0.74 (0.53-1.04)
Metastatic disease at diagnosis
Yes 104/190 — 0.84 (0.56-1.26) _
No 208/427 —-— 0.61 (0.46-0.80)
0.I25 0{5 1.0 2!0 4{0
- =
Pembrolizumab Placebo
Better Better
G Oslo Colombo et al. NEJM 2021 UIO2 University of Oslo | *5*
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ENGOT-Cx10/GEICO 68-C/1GOG1084/G0OG-3030/BEAT cc

A Randomized Phase Ill Trial of Platinum Chemotherapy plus Paclitaxel with Bevacizumab and Atezolizumab

arsus Platinum Chemotheranv nlus Pac axel and Bevacizumab in Metastatic (stz

Recurrent Carcinoma of the Cervix

ﬁigibility Criteria: \

e Persistent/recurrent/
metastatic cervical

Control Arm

ENGOT model: B

cancer '
° ECOG PS 0-1 / Cisplatin* + paclitaxel + bevacizumab (GOG #240) Status: Recruitment ended 31.08.2021
. - i til di ion, table toxicity, death . )
g:tfzgor:csé‘;s:ﬁz:py vt it Number of total patients recruited: 410
for metastatic or Number of ENGOT patients recruited: 339
recurrent disease
*  Available archival or Sponsor: GEICO
fresh tumor tissue for
ENGOT Lead Group: GEICO

PD-L1 expression Experimental Arm

NSGO-CTU Lead PI: Kristina Lindemann

Stratification factors:

*  Prior concurrent Cisplatin* + paclitaxel + bevacizumab + atezolizumab NSGO-CTU PM: Johanne Hestvang
cisplatin-RT

*  Histology: SCC vs.
ADK (including
adenosquamous)

*  Chemotherapy

until disease progression, unacceptable toxicity, death or

Withdrawal of consent Primary Endpoint: Progression Free Survival
and Overall Survival

backbonei(usplatm v *carboplatin allowed in amended protocol
k carboplatin) /
Oslo

L d
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First-line in metastatic/recurrent disease
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Keynote-158 Pembrolizumab:
Phase 2, Multi Cohort, Multi center study. Cervical Cancer

TABLE 2. Antitumor Activity Assessed by RECIST v1.1 per Independent Central Review

PD-L1-Positive Population

Previously
Total Population Total Treated PD-L1-MNegative Population

Antitumaor Activity (N=198)" n= (mn=TN7 =1
ORR 12 (12.2) 12 (14.6) 11 (14.3) 0 (0.0)

95% Cl 6.5 to 20.4 \ 78w242 ) 7410241 \ 0ow218 J
DCR 30 (30.6) Nz 24 (31.2) Nazo”

95% Cl 21.7 to 40.7 229to 442 212 to 427 430481
Best overall responss

CR EXENY 337 2 (26) 0 (0.0)

PR 9(9.2) 9 (11.0) 9(11.7) 0 (0.0)

sD 18 (18.4) 15 (18.3) 13 (16.9) 3 (20.00

Progressive dissase 55 (56.1) A4 (53.7) 49 (54.5) 10 (B6.7)

Mot able to be evaluatedt 5(5.1) 4 (49) 4 (52) 1 (6.7)

Mot able to be assessed§ 8(82) 7 (8.5) 70.1) 1 (6.7)
Time to response, manths|| —

Median 21 21 2.2

Rarnge l6-4.1 1.6-4.1 16-4.1
Duration of response, months||T —

Median MR MR NR

Range =37t0=186 =37to= 186 41 0= 186
Estimated rate of response duration, months||1 P —

=6 10 (90.9) 10 (90.9) 10 (90.9)

=9 9 (90.9) 9 (90.9) 9 (90.9)

=12 71(79.5) 7 (79.5) 7 (79.5)

15

Duration of response in patients
who responded to treatment (n=12)

Pembrolizumah 200mg Q3W

A Complete response
A Partial response

O Progressive disease
[ Death

— Ongoing response

Patient Randomized

0 2 4 6 8 10 1214 1618 2 2 X
Time, months

Includes patients whose best overall response was complete or partial response. The length of the bars
represents the time to the last imaging assessment.

C Oslo
University Hospital

Chung et al. JCO 2019
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CHECKMATE-358

Single-agent nivolumab in virus-associated tumours

All patients

Cervical

Vaginal/
Vulvar

(N = 24)

(n =19)

(n =5)

Best overall response, n (%)
Complete response 1(4.2) 1(5.3) 0
Partial response 4 (16.7) 4 (21.1) 0
Stable disease 12 (50.0) 8 (42.1) 4 (80.0)
Progressive disease 7 (29.2) 6 (31.6) 1(20.0)
ORR, n (%) 5 (20.8) 5 (26.3) 0
[95% CI] [7.1,42.2] [9.1, 51.2] [0.0, 52.2]
Disease control rate, n (%) 17 (70.8) 13 (68.4) 4 (80.0)
Duration of response, median NR? NR? NA
(range), months (0.0-5.8+) (0.0-5.8+)
('\ Srs]ggersny Hoental Hollebecque A et al.J Clin Oncol 2017 35:15 suppl, 5504-5504 UiO ¢ University of Oslo .



EMPOWER-CERVICAL 1/GOG-
3016/ENGOT-CX9 (NCT03257267)

Cemiplimab 350 mg
Q3W IV
Secondary endpoints:

PFS, ORR, DOR, safety, QoL
IC chemotherapy

Primary endpoint: OS

Options:
+ Pemetrexed 500 mg/m2 Q3W IV
N=603: 477 SCC, 131 AC + Gemcitabine 1,000 mg/m? IV on Days 1 and 8 and every 21 days
Randomised 1:1 + Topotecan 1 mg/m2 daily IV for 5 days, every 21 days
Stratified by: + Irinotecan 100 mg/m? IV weekly x 4, followed by 10-14 days rest / o \
* Histology (SCC/AC) + Vinorelbine 30 mg/m?2 IV on Days 1 and 8 and every 21 days * Two interim analyses were
* Geographic region respecified per protocol
grap g presp perp
* Prior bevacizumab (Y/N) Treat up to 96 weeks with option for re-treatment + At first interim analysis, IDMC
« ECOG PS (0 vs 1) . T
Tumour imaging conducted on Day 42 (£7 days) recommended trial to continue
of cyclest1-4, 6, 8, 10, 12, 14, and 16 ¢+ At second interim analysis
Patients were enrolled (85% of total OS events), IDMC
regardless of PD-L1 expression recommended trial be stopped early
\_ for efficacy; presented here )
(]
‘ \ ol {0 2 Universi
=h Ugisersity Hospital UiO ¢ University of Oslo ‘e’



Final OS results

A Overall Survival, All Patients

1.0,

0.9+
= 08-
E 0.7+ No. of Median Overall
5 Patients  Survival (95% Cl)
vi 0.6-
b= mo
S 05- e
& Cemiplimab 304 12.0 (10.3-13.5)
;; 0.4- Chemotherapy 304 8.5 (7.5-9.6)
-E 0.3 Cemiplimab Hazard ratio for death, 0.69
e g2 ; (95% Cl, 0.56-0.84)

i i Ehamethera Two-sided P<0.001

*] Median duration of follow-up, 18.2 mo (range, 6.0-38.2) - Py
DG 1 ! ! | I I I I 1 1 1 1 1 1 ! ! | 1
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36
Month
No. at Risk

Cemiplimab 304 281 236 206 167 139 110 83 65 52 35 26 13 10 9 4 2 2 O
Chemotherapy 304 264 224 183 132 99 70 54 32 22 15 12 9 5 3 2 1 0 O

{ ]
Osl i iO ¢ Uni P ooe
<+ Ugisersity Hospital Tewari K et al. NEJM 2022 UiO ¢ University of Oslo .



OVERALL SURVIVAL BY

HISTOLOGY

Squamous carcinoma

Adenocarcinoma

1.0+
0.9

Probability of survival
(== ]
on

Median follow-up time: 30.2 (18.0-50.2) months

Median OS 10.9 vs 8.8 months for patients treated with
cemiplimab (n=239) vs IC chemotherapy (n=238)
Hazard ratio (95% Cl) = 0.690 (0.560, 0.850)
One-sided P=0.0023

1. Chemotherapy

Patients at risk

8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48

Cemiplimab 239 223 188 163 140 120 105 91
Chemotherapy 238 209 182 149 113 92 77 65 50 41

Month
B) 74 60 &3 4F 3% 3 B W W 8 6 K& 3 2 ZF 0
i@ 22 W e 8 T ¢ B 5B ¥ 2 { EEN O A

Median OS 13.5 vs 7.0 months for patients treated with
cemiplimab (n=65) vs IC chemotherapy (n=66)
Hazard ratio (95% Cl) = 0.545 (0.365, 0.814)

s
S 074
w
s 0.6
o
3: 0.3
a g%: I—'—Cemiplimab
00 T T T T T T T T T T Al Ll T T T T K J T  § T ChlemOt?eraply T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
. " Month
Patients at risk
Cemiplimab 65 58 48 43 41 38 35 30 28 23 21 16 12 10 7 5 5 4 3 2 1 0 0 0 0
Chemotherapy 66 55 42 34 27 21 1% 14 10 9 8 8 § 65 6§ 5 3 3 2 2 0 0 0 0 O

Cemiplimab

G

Oslo
University Hospital

Oaknin et al. NEJM 2022

UiO ¢ University of Oslo



And again...the biomarker question

s Cemiplimab Chemotherapy ‘
s 0'9 (n=304) (n=304)
© il . } Median time Median time
- *
E 08- Patients with PD-L1*| N (95% Cl) N 95% CI) HR (95% Cl)
s 0.7 PD-L121% 116 [12.1(9.6,15.3)| 121 | 7.7(6.7, 10.3) | 0.614 (0.453, 0.831)
- 0.6- PD-L1<1% 66 [108(6.3,165)| 68 | 7.0(53 96) | 0650(0429, 0984)
o 0.5 i *Pabients wathout PD-L1: cemi N=122, chemo N=115.
:E' :
s 041 00 Ny TS| Cemi: PD-L1 <1% per TC B
L1} - E =
8 03 i b oper’
2 0.24 Chemo: PD-L1 21% per TC
o 0.1 . 1emo. Z1% per
; T e Chemo: PD-L1<1% per TC
DU T 1 i | I I T 1 1 1 I I T T I ] I 1 1 | 1 1 1 T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28 30 32 34 36 38 40 42 44 46 48
2 , Month
Patients at risk
Cemi:PDL121%perTC 116 110 93 77 71 63 5 48 41 36 30 29 25 20 17 16 10 9 5 4 4 2 1 1 0
Cemi: PDL1<1%perTC 66 61 49 43 36 33 30 26 24 20 16 14 12 9 7 8 5 3 1 0 ( 0 ' 0 0
Chemo: PDL121%perTC 121 107 92 73 54 46 37 33 27 23 19 13 9 T & 5 5 4 3 2 1 0 0 g ©
Chemo;PDL1<1%perTC 68 60 46 39 30 24 21 18 12 10 9 ¢ 6 5 4 d i 1 1 1 i 0 0 0
G Oslo UiO ¢ University of Oslo ¢ E °

University Hospital



Immunotherapy combinations
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Checkmate 358: Nivolumab-ipilimumab

combination

Treatment until disease progression, unacceptable

Screening toxicity, withdrawal of consent, or maximum of 24 months Assessments
= =

Nivolumab (n = 19)
Key eligibility criteria NIVO 240 mg Q2W
* Histologically confirmed squamous

cell carcinoma of the cervix
— Recurrent/metastatic disease
* 5 2 prior therapies for
recurrent/metastatic disease
« z 1 target lesion N1+13 (n = 45) ‘
ECOG performance status 0-1 NIVO 1 mg/kg Q2W + IP1 3 mg/kg Q3W x 4 cycles * Imaging every
followed by NIVO 240 mg Q2W 12 weeks beyond
year 1

* Imaging every
8 weeks for year 1
of treatment

« HPV: positive or unknown®

-
N1+13 i d
* Database lock: December 13, 2021 +15 expansion arm

* Minimum follow-up: 24 months First line: n = 44

Second line: n=23

e Squamous carcinoma only
e 42-52% of patients had no prior line for metastatic disease

Primary endpoint:
* Investigator-assessed ORR

Secondary endpoints:

* DOR

* Investigator assessed PFS
« 0S

For all treatment arms, an ORR of z 10%
will be considered of clinical interest, and
an ORR of z 25% will be considered of
strong clinical interest

C Oslo
'I' University Hospital

( ]
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Response single agent vs combination

N3+I1 N1+13 Pooled
(randomized) (randomized + expansion)
All 1L 2 2L All 1L 2 2L
(n = 45) (n = 18) (n=27) (n=112) (n = 69) (n = 43)
ORR, % 31 39 26 38 41 35
(95% CI) (18-47) (17-64) (11-46) (29-48) (29-53) (21-51)
PD-L12 = 1%, responders/evaluable (%) 3/11 (27) 9/25 (36) 4/12 (33) 5/13 (38) 19/53 (36) 13/33 (39) 6/20 (30)
PD-L1? < 1%, responders/evaluable (%) 1/7 (14) 3/15 (20) 2/3 (67) 1/12 (8) 11/36 (31) 6/19 (32) 5/17 (29)
Median DOR, months NR 24.4 34.6 21.1 34.1 25.6 NR
(95% ClI) (35.3-NR) (8.7-NR) (6.6-NR) (7.5-NR) (11.5-NR) (9.2-NR) (5.2-NR)
Oaknin A, et al. ESMO 2022 ) °
Oslo ) UiO ¢ University of Oslo ‘s’
University Hospital .



Overall survival

N1+I3 pooled
NIVO N3+I1 (randomized) (randomized +
(n=19) (n = 45) expansion) (n = 112)
Median 0S, mo 21.6 Median 0S, mo 15.2 Median 0S, mo 20.9
(95% ClI) (8.3-46.9) - (95% CI) (9.0-36.2) - (95% CI) (14.4-32.8) -
12-month 0S, % 73 12-month 0S, % 54 12-month 0§, % 69
(95% CI) {46-88) (95% Cl) (38-68) (95% Cl) (60-77)
24-month 0S, % 43 24-month 0S, % 37 24-month 0S, % 48
(95% C1) (20-64) (95% Cl) (23-51) (95% Cl) (38-57)
100+ 100 .
80 - 80 -
' -
g 60 E g 60 - \
w : v ;
O 40- : ; O 40 ! b
| ' ' ) o
! : | i '
20- | ! 20 : ;
: : | :
0 T : T ! T T T T T T T 1 0 v ! v t d v v v o v b 0 T M ¥ T T Y T T Y 1
0 6 12 18 24 30 36 42 48 54 60 66 72 0 6 12 18 24 30 36 42 48 54 6063 0 6 12 18 24 30 36 42 48 54 60
Months Months Months
MNo.atrisk 19 16 13 11 7 7 6 S5 3 3 3 3 0 45 37 23 18 14 13 13 11 10 5 10 112 87 71 50 37 21 13 10 8 2 0
G : '
slo | . UiO ¢ University of Osl cce
"' University Hospital ¢ University of Oslo e



Nivolumab + Ipilimumab: Overall Survival

NIVO3+IPI1 NIVO1+IPI3

Median OS, mo (95% Cl) Median OS, mo (95% Cl)
No PST for R/M disease —o— |NR (17.4-NR) No PST for R/M disease  —@— | NR (13.9—-NR)
PST for R/M disease -e-[10.3 (7.9-15.2) PST for R/M disease -©-125.4 (17.5-NR)
_ - a 91.7%
. 100TT==189.5%  83.5% " 100 84.7%
8' 80 - S “ | 8' 80 -
q6 84.6% I[_ q6
60 'q 60
2 "137.5% 2
B 40- L S 40
2 40 A < 40
Q -5 o
2 b GG —————— O —————— ) e
o 201 a 20
O T T T T T T T 1 0 T T T T T T T
0 4 8 12 16 20 24 28 32 0 4 8 12 16 20 24 28
Time, months ) Time, months
. No. at risk
No. at risk
No PST 19 17 13 12 11 9 6 0 0 No PST 24 23 19 16 11 8 4 2
24 18 7 4 3 2 1 1 PST 22 18 16 12 10 & 8 1
{ ]
Oslo iO ¢ Uni P ooe
‘ University Hospital UiO ¢ University of Oslo o



Safety

No. of patients, n (%)

Any grade Grade 3/4 Any grade

N3+l1 (randomized)

(n = 45)

Grade 3/4

N1+13 pooled (randomized + expansion)

Any grade

(n=112)

Grade 3/4

Any treatment-related AE (TRAE) 12 (63) 4 (21) 36 (80) 13 (29) 99 (88) 52 (46)
TRAEs Ieadins to discontinuation, n (%) 2(11) 1(5) 8 (18) 4(9) 27 (24) 21 (19)
Serious TRAEs, n (%) 3(16) 3(16) 12 (27) 8 (18) 47 (42) 34 (30)
IMAE®®
Endocrine
Hypothyroidism/thyroiditis 1(5) 0 11 (24) 1(2) 27 (24) 0
Hyperthyroidism 0 0 5(11) 1(2) 15 (13) 1(1)
Diabetes mellitus 0 0 2 (4) 1(2) 0 0
Hypophystitis 0 0 1(2) 0 5 (4) 1(1)
Adrenal insufficiency 0 0 1(2) 0 1(1) 0
Nonendocrine
Pneumonitis 1(5) 1(5) 1(2) 0 12 (11) 4(4)
Rash 0 0 4 (9) 0 17 (15) 4(4)
Hepatitis 0 0 3(7) 3(7) 20 (18) 18 (16)
Diarrhea/colitis 0 0 2 (4) 1(2) 18 (16) 6 (5)
Nephnritis and renal dysfunction 0 0 1(2) 1(2) 2(2) 1(1)
Hypersensitivity 0 0 0 0 1(1) 1(1)

Treatment-related deaths, n

C Oslo
'l' University Hospital

( ]
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Balstilimab+zalifrelimab: anti-PD1 + anti-CTLA4

A

125

100

Change From Baseline (%)

-125

Wl PD-L1-postive
Il PD-L1-negative
Il PD-L1 unknown

. Modest increment in ORR by adding CTLA4

. 20% G3/4 TRAE

ORR 32 (25.6)
95% Cl 18.8 to 339
Best overall response
CR 10 (8.0)
PR 22 (17.6)
SD 39 (27.2)
Progressive disease 50 (40.0)
Not available® 9 (7.2)
DCR® 65 (52.0)
95% ClI 43.3 to 60.6
DOR, (median) months® NR
95% ClI 9.7 to NR

¢

Oslo
University Hospital

O’Malley D, et al. JCO 2022
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HPV16 is an ideal target for off-the-shelf cancer
vaccines

¢ High-grade cervical intraepithelial neoplasia (CIN)

caused by infection with human papillomavirus Histology | o1 1 om2 CIN3 !
. [ I e T I I i I Invasi
(HPV) often precedes the development of cervical Nomal i dleniasia Oyepiasia  oyepiasia  carcinoma caranoma

cancer

¢ Almost all cervical cancers are caused by HPV
infection and HPV16 accounts for more than
half of all cases

. . H in. . Nirl.t.lsn - I !.!-_-_-
¢ HPV E6 and E7 viral antigens are only expressed by rnepadicton PRRERY gh ea anaer -
. oo Viral DMNA
HPV-infected cells and thus act as tumor-specific niorauon T . 1P
carcinoma

antigens that are attractive targets for therapeutic
cancer vaccines like VB10.16
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VB C-02: VB10.16 in combination with atezolizumab in

advanced cervical cancer — A multi-center single arm
phase 2a trial (NCT04405349)

28 Days 48 Weeks 12 Months
SCR Visits 1- 7 Visits 8 - 18 Visit 19/EOT || Visit 20/ET Visit 21/EOS
Screening Treatment Period Follow Up Period

VB10.16
——

Q3w Q6w

12 weeks 36 weeks VB10.16

: Total of 11 intramuscular vaccinations (3 mg)
Atezolizumab

Every 3 weeks: Week 0, 3, 6,9 and 12
-—_—

Q3w Every 6 weeks thereafter up to Week 48
48 weeks

Atezolizumab

. . - _ o _ Total of up to 17 intravenous infusions (1200mg)
Objectives: safety/tolerability, immunogenicity and efficacy Every 3 weeks from Day 1 up to Week 48

Primary endpoints: incidence/severity of AEs, ORR (based on RECIST 1.1 by
blinded independent central review)

Fully enrolled with 52 patients



Best overall response by blinded independent central review

Complete Response 2 (5%)
Partial Response 6 (15%)
Stable Disease 17 (44%)
SD+ 9
Progressive Disease 13 (33%)
NE 1(3%)
. Assessment using RECIST v1.1 criteria
. SD+ = Stable Disease with shrinkage in target lesion(s)

3 NE = non-evaluable

ORR = 21% (8/39 patients)

DCR = 64% (25/39 patients)

DOR: Median DOR not yet reached (range 2.3 -
10.8 months)

m

Positive 0 0
— 27% (6/22) 77% (17/22)
BT 17% (2/12) 58% (7/12)
(TIC 0)

C Oslo
'l' University Hospital
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Thank you!
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