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ESEEMI™ SCAC incidence in different regions

Squamous cell carcinoma Adenocarcinoma
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- The majority of anal cancers are
squamous cell carcinomas.
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Figure 1. Age-standardized incidence rates for all ages combined (95% confidence intervals) of anal squamous cell carcinoma and adenocarcinoma
by sex in 2006-2007

C.[E., Central and Eastern; N., Northern; S., Southern; W., Western. Incidence rates are per 100,000 and standardized to the 1960 World standard
population. * Regional data.

Islami F et al. International Journal of Epidemiology 2017



ERIEMI™ Chemotherapy backbone for Pod1um
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- InterAAct reported less toxicity and longer survival with carboplatin+paclitaxel as compared to

cisplatin+FU and is the preferred choice in 1L therapy according to current ESMO guidelines

Rao S et al J Clin Oncol 2020, Kim S et al. Lancet Oncol 2018 and Rao S et al Ann Oncol 2021
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ESREMI™ Experience with anti-PD-1 in pretreated SCAC
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Ott PA et al Ann Oncol 2017, Rao S et al ESMO open 2022, Van Morris K et al Lancet Oncol 2017



POD1UM-303/InterAACT 2 study design

Patients with locally recurrent or metastatic SCAC

* No prior chemotherapy except as radiosensitising
treatment or (neo) adjuvant therapy =6 months
prior to study entry

« Patients with HIV and well-controlled infection
were eligible

* Planned enrolment: N=300

Study Endpoints

Primary PFS by BICR (HR=0.67 at 80% power,
alpha=0.025 [1-sided])

Secondary 0S (key secondary, alpha=0.025 [1-sided] if PFS
is statistically significant), ORR, DOR, safety, PK

Exploratory  PFS2, PRO, HIV control, immunogenicity

Retifanlimab (iv, 500 mg g4w)
(12 months) + standard-dose

carboplatin—paclitaxel
(6 months)

Stratification
» PD-L1 expression (<1% vs 21%)
* Region (AU/EU/NA/UK vs ROW)
» Extent of disease (locally
recurrent vs metastatic)

Placebo (iv, q4w) Retifanlimab
(12 months) + standard-dose 45% of pts
carboplatin-paclitaxel with
(6 months) crossover

Standard-dose carboplatin—paclitaxel: carboplatin AUC5 iv: day 1. Paclitaxel 80 mg/mZiv: days 1, 8 and 15. Each cycle = 28 days. 6 months/24 weeks (6 cycles).

AU, Australia; AUC, area under the curve; BICR, blinded independent central review; DOR, duration of response; EU, European Union; HIV, human immunodeficiency virus;

HR, hazard ratio; iv, intravenous; NA, North America; ORR, overall response rate; OS, overall survival; PD, progressive disease; PD-L1, programmed cell death ligand 1;
mcongress PFS, progression-free survival; PK, pharmacokinetics; PRO, patient-reported outcomes; g4w, every 4 weeks; R, randomisation; ROW, rest of the world; SCAC, squamous
2024

cancer of the anal canal; UK, United Kingdom.



EREVO™" Efficacy (PFS & OS)

Placebo + Retifanlimab +
r Placebo + Retifanlimab + 4 Carboplatin-Paclitaxel ~ Carboplatin-Paclitaxel
10 Carboplatin-Paclitaxel Carboplatin—Pacli 10 *""'“h (n=154) (n=154)
09 1 el = 09 7 Median OS 230 (151, 27.9 292 (242N
Median PFS 195% CI), months OfEL ) ]
08 - (35% CI), months T4{71,77) 9.3 (7.5, 11.3) 08 - :
- : : HR (95% CI) |  orpas 10y |
o
07 - HR (95% CI) | INYYC AT | 07 4 P ualue® 0.0273
Hd P yalue™ 0.0008 @
< 08 S 6
2o £
= 05 5 057
4 a
S 04 o 044
o o
03 1 03 -
02 Treatment gfoup | Treatment ggup
; — Retlianlimab 02 — Retlanl\mab
01 4 Plagebo 014 —  Plagebo
R e ——————— ot ey
02 4 6 & 10 12 4 16 18 220 2 9 26 2B 3N 2 H 0 2 4 6 8 10 12 14 16 18 20 2 24 26 28 30 32 M 36 3B 40 42
Months Months
Number of participants at risk umber of participants at risk
Placebo 154 126 98 23 7 0

Placebo 154 150 45 43 33 | 7 12 7

R &8 I 20 45 136 126 110 82 73 61 56 48 43 3 N 32 11
Reffanlimap, 154 137 115 101 7@ &3 4 @ ¥ 7 0w B 2 9 & 4 | a Refifanlimab, 154 151 145 138 130 117 96 8 70 62 66 44 34 27 19 12 & 6 4 1 0

- The benefit of added retifanlimab appears rather early in the PFS curve while >80% of patients are still at risk. The OS
observation is consistent.

- Subgroup analyses, particularly according to PD-L1 and clinical stage (advanced/relapsed vs. metastatic) would have
further supported the data (but not changed the perspective)

Graphs according to Rao S et al ESMO 2024



EEREMI™" Crossover-effect on 0S?
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Graphs according to Rao S et al ESMO 2024



ESREMI™ Consistency with other cohorts in terms of
prognosis

InterAAct

SCARCE C17-02
Prodige 60

POD1UM-303

Study arms

5FU/
Cisplatin

Carboplatin/
Paclitaxel

Docetaxel/Cisplatin/
5-FU

Docetaxel/Cisplatin/
5-FU/Atezolizumab

Carboplatin/
Paclitaxel

Carboplatin/Paclitaxel
/Retifanlimab

Patients

Kim S et al Lancet Oncol 2024, Rao S et al J Clin Oncol 2020 and Rao S et al ESMO 2024



ESREMI™ Consistency with other cohorts in terms of
checkpoint-inhibitor efficacy

Study Study arms Patients

Docetaxel/Cisplatin/

SCARCE 5-FU
C17-02 HR= 0.837 (0.501-1.398)

Prodige 60 Docetaxel/Cisplatin/
5-FU/Atezolizumab

Carboplatin/

Paclitaxel ) = - =
POD1UM- +11.6% HR= 0.63 (0.47-0.84) HR=0.70 (0.49, 1.01)

<t Carboplatin/Paclitax _ P=0.013 P=0.0006 P=0.0273
S N=154
el/ Retifanlimab

- The inconsistency between POD1UM and SCARCE is hard to Kim S et al Lancet Oncol 2024, and Rao S et al ESMO 2024
explain. Formally, differences in backbone chemotherapy and the
checkpoint-inhibitor might be reasons.




BARCELONA

M Summary

» POD1UM-303/InterAACT 2 is a positive phase-3 trial in a rare cancer entity demonstrating superior
efficacy in an acceptable primary endpoint (PFS)
» The trial provides consistent efficacy data in secondary endpoints (ORR, OS)
 The gain of benefit in this first-line trial is greater than expected based on monotherapy
with checkpoint-inhibitors in pretreated patients
» Crossover rates of retifanlimab did not impact on OS (due to only 45% exposition but
likely also due to lack of efficacy)

« With a PFS of 7.4 months and an OS of 23 months in the control arm, more information
on the use of further-line therapy might help to understand the role of sequential
therapy in SCAC

» Safety and tolerability are as expected, retifanlimab adds some immune-related events, but the
regimen is manageable

» The external consistency of the trial is limited by lacking availability of randomized trials in this
disease or their result (SCARCE C17-02/ Prodige 60)



M \What we would (have) like(d) to see...

1. PD-L1 expression, clinical subgroups, mature OS data.

2. Data from other trials, i.e. EA2176 (carboplatin + paclitaxel +
nivolumab or placebo), NCT 04444921

3. Further developments/challenge of this new regimen
1. more immuno-oncologic therapy
2. other chemotherapy backbones (triplet?)




EMI™™ Conclusion

Carboplatin, paclitaxel and retifanlimab should be considered a new
SOC in advanced/metastatic squamous cell anal carcinoma
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