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_ _ _ " _ 2022 EYTD
m 017FE | 2018%E | 2019%E | 2020%E | 202LFE | oot trmume

BEHEWA 40,651 87,384 180,389 214,828 235,469 211,942 (22.5%)
EREnSH S RERIULA 63,526 109,825 133,651 271,584 419,366 283,968 (2.2%)
BiEme/iSESIA 749,500 96,221 (] 569,600 (] 0

853,677 293,430 314,040 1,056,012 654,835 495,910 (9.9%)




2022 YTDEEM MR e

B #HEaE T 2022 YTD 2021 YTD Amount Change % Change
EEIA 495,910 451,034 44,876 10%
EERA 37,416 29,472 7,944 27%
EEEAN 458,494 421,562 36,932 9%
HHER 29,111 23,765 5,346 22%
EEER 74,226 62,820 11,406 18%
MEBRER 122,037 107,504 14,533 14%
ZEXER 225,374 194,089 31,285 16%
EEMN= 233,120 227,473 5,647 2%
EHEIMIA(ZH) 94,987 178,659 (83,672) (47%)
R au SR 328,107 406,132 (78,025) (19%)
FrSRER 62,941 91,631 (28,690) (31%)
KERFF 265,166 314,501 (49,335) (16%)

BEAXEBKREIR(GT) 1.85 217 (0.32) (15%)
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Other Possible LCM
Indications

1L PDAC?
2L SCLC? 28K drug treated patients

DoT 8 months

| 12K drug treated patients

DoT 5 months

2L PDAC

35% in post-gemcitabine 2L+!
12K drug treated patients
DoT 3 months

LCM: Life cycle management; PDAC: Pancreatic ductal adenocarcinoma; SCLC: Small cell lung cancer; DoT: Duration of treatment; 1L: First line; 2L: Second line; 1.
IQVIA APLD claims, September 2020 ; 2. Expected submission dates; 3. Risk adjusted; IPSEN Capital Market Day 2020

Peak sales for Onivyde® to exceed €300m?3,

including additional potential indications




ONIVYDE®: 1L pancreatic ductal adenocarcinoma (PDAC) A

Phase 2 results

I Complete response
h Partial response

- Il Stable disease (tumor shrinkage)
100 Il Tumor growth

sum target lesion diameter (%)
B
f

Best change from baseline in

Among 29
ol  evaluable
patients who
received selected
dose, 23 (79%)
had tumor

@ om B om oW om o oW om

Individual Patients

@ o omow oo

B oW oo om w2 W e

shrinkage

NALIRIFOX! Phase 1/2 - 50/60 Cohort

32 (29 metastatic & 3 locally advanced)

* Histologically/cytologically

Complete Response 1(3.1%)

Partial Response 10 (31.3%)
Stable Disease 15 (46.9%)
ORR; % (95%) 11 (34.4%)
DCR; % (95%) 26 (81.3%)

DOR (median); % (95% Cl)

9.4 months (3.52-NE)

PFS (median); % (95% Cl)

9.2 months (7.69-11.96)

0S (median); % (95% Cl)

12.6 months (8.74-18.69)

Phase 3 NAPOLI-3 study status & design

* Phase 3 study ongoing
* Received FDA Fast Track designation in June 2020
* Expected topline readout: 2023

NALIRIFOX?

Metastatic 1L
PDAC

Gemcitabine /
Abraxane

1L mPDAC (N=750)
Primary endpoint

confirmed PDAC * 0S5

* Not previously treated in the Secondary endpoints
metastatic setting * PFS

* >1 metastatic tumor measurable « ORR
per RECIST v1.1 * Safety

* ECOG performance status of O or 1

PDAC: Pancreatic ductal adenocarcinoma; ORR: Overall response rate; DCR: Disease control rate; DOR: Duration of response; PFS: Progression free survival; OS: Overall survival; RECIST: Response evaluation
criteria in solid tumors; ECOG: Eastern cooperative oncology group functional status measure; FDA: Food and Drug Administration 1.0nivyde , administered in combination with oxaliplatin, fluorouracil (also
known as 5 FU) and leucovorin (which is often abbreviated as LV)
Source: ESMO World Congress on Gastrointestinal Cancer 2020 Oral Presentation. Abstract LBA 1 ; IPSEN Capital Market Day 2020
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Frontline Regimens for Patients With Metastatic Pancreatic Cancer 0} Lparmacnune

FOLFIRINOX vs Gem

Trial Characteristics and Outcomes

vs Gem

(N = 861)12!

(N =342)H
Median age, yrs (range) 61 (25-76)
Male, % 62
Region (NA/WE/EE/A), % 0/100 (France)/0/0
ECOG PS/KPS (0/100, 1/80-90, 2/60-70), % 37/62/1
Tumor location (H/B/T), % 39/31/26
Median involved metastatic sites, n 2
ORR, % 32vs9
Disease control rate, % 70 vs 51
Median PFS, mos 6.4 vs 3.3
Median OS, mos 11.1vs 6.8

62 (27-86)

57

62/9/15/14

16/76/8
43/31/25
2.5
23vs7
48 vs 33
5.5vs 3.7
8.5vs 6.7

1. Conroy. NEJM. 2011;364:1817. 2. Von Hoff. NEJM. 2013;369:1691.

11
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Gem. based regiment =t FOLFIRINOX
95% -> 80% 5% -> 20%

Onivyde+5-Fu F_man Gem. based regiment

65% -> 55% 5% ->15%

B=RAE Onivyde+5-Fu

5% ->10% 12
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Gem. based regiment BRI
95% -> 80% -> 40% 5% ->20% -> 60%

Onivyde+5-Fu F_WaE Gem. based regiment

65% -> 55% -> 30% >% -> 15% -> 45%

B Onivyde+5-Fu

5% ->10% -> 30% 13
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DNA Damage Repair gh;n;ain%in;
One Critical Pathway, Multiple Targets ’

: DNA SSBs —’ DNADSBs |-
Nucleatide excision repair i
1 L T . Pipeline Deal Si
Stalled repllcatlon forks M . ICENSOF ICENSEE arge Stage el Stee

Undisclose *  Upfront: 565M
2020.05.26 Repare BMS Discovery *  Milestone: $3.0bn

e ¢ Royalties: high SD - Low DD
ATR (.  ATM

| l

“*~ & Homologous recombination

B DDR deal transactions became hotter

- Theta-mediated end joining
% Non-homologous end joining

Base excision repair
Mismateh repaic

4;?\

. . Undisclose . *  Upfront: $20M
2021.04.07 Artios Novartis dx3 Discovery + Milestone: $1.3bn

CHK1 CHK2 .
WEE‘l/ l \ \;VEE A 20220321  Volastra BMS U"d':d“e Discovery . ;’:If:t’:n:?‘g :nmn
. y ¢ $25M
CDC25C CDC25A 2022.04.27 Zentalis Pfizer WEE1 Phi/ll « Equity investment
2022.05.16 Atrin Aprea ATR, WEE1 Pre-clinical * Buyout
Cyclin B
. *  Upfront: $125M
G2/M checkpoint M’;Iestone: $1.2bn
2022.06.02 Repare Roche ATR Phi/ll Royalties: high SD- High
‘ teens
b
Nerviano
CyclinE /\ y 2022.09.21 Medical Merck PARP1 Phi *  Upfront and Option: $65M
‘— Sciences

Intra-S checkpoint G1/S checkpoint
Deep understanding and targeted query of DDR pathways may identify

Natalie Y.L. Ngoi et al., Trends in Cancer, 2021 novel therapeutic opportunities and biomarkers for optimal patient selection 15



PEPO7 — Potential Best in Class CHK1 Inhibitor 0¥ 4 RN R

PEPO7 is a brain penetrating oral inhibitor which is more potent, selective, specific than the competitors.

Potency Selectivity Specificity Oral Bioavailability

Acrivon (Eli Lily) Prexasertib Phll
Genetech GDC-0575 Discontinued
sk (Sierra Oncology) SRA-737 At
g gy (Complete)
Esperas Pharma LY2880070 Phi/l
P (Complete)
-
PharmaEngine PEPO7 IND Ready J
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Acute Myeloid Leukemic (AML)

Ara-C Sensitive

1500
P Vehicle 2-on/5-off x 4 cycles
£
E
=~ 1000
£
=
©°
>
5 500
2 PEPO7 200mpk
= 2-on/5-off x 4 cycles
0- R e e i
0 10 20 30

Treatments (days)

Group Mean +/- SEM

n=8/group

2500

2000

-
a
[=
o
|

1000

500

Tumor Volume (mm3)

Ara-C Resistant

Vehicle
Ara-C 50 mpk 5-on/2-off

PEPO7 50mpk 2on/5-off

Treatments (day)

Group Mean +/- SEM
n=8/group

17



i PR AT S BE R O BRPEPO7 & i Sl @B A B AR IS B A B EY s

PEPQO7 (p.o.) + CSl increase tumor free survival PEPO7 (p.o.) + CSI show Intracranial tumors regression

R
C8l | soLss

H H ) mg/kg SOL578 (p.o.)
W S 2 Gyc3|

100 —— Control (n = 15) ﬂ! .

g —— SOL578 alone (n = 9) L“’"'":;?g?“
E —— CSl alone (n = 19) s
> — + = -
§ SOL578 + CSl (n=10) ]u .
T %07 gl .- 2107
a PEPO7 + CSI E
5 i
= & 29 1x107
R g

0 1 1 1 1 a8 Radiance

0 20 40 60 80 i
Days post implant (treatment from day 5) —‘.u
43|
[ Treatment schedule |[ Number Median
[ Week1 | Week2 | ofmice survival
y STw[m d . . , . gL
. 'S“'[“Il’ ‘I‘"'“'[F‘S"IS“II“;T ']“"T ]]F‘s"' o " PEPO7 is a potent brain penetrating oral inhibitor
50 mg/kg SOL578 (p.o - 9 15 - - . - -
e e EHZ:ZH]l 19 43 which has potential to intensify the effectiveness of CSI
50 mg/kg SOL578 (p.0.) 2h before CSI [ N Sl | 10 52.5 .
rELETHON on brain cancer

KIDS

INSTITUTE

18

Sent-lnel D425 Medulloblastoma orthotopic model ; CSI: CranioSpinal Irradiation
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In vitro Combo treatment

)
ey 202"
29

Anti-metabolites

—— SoC agents Indication Cell line
pz'tnae'tarzxd lonising
Wi AR Ara-C AML MV4-11 / THP-1
e Gemcitabine NSCLC NCI-H1703
doxorubicin CHK1i HK2i
ot S p—— N ' 5-Fu Esophagus KYSE-270
complexes replication streés PARPi
cisplatin neuro;?:sct;;’llqao,olg::homa, OIapan:b ERKi 5'Fu StomaCh MKN-45, SNU'lG, SNU‘S,
oxaliplatin leukaemia, ruci?pa S
carboplatin__ gt e 5-Fu CRC DLD-1, HT-29, SW480
Alkylating
EE ™Z Brain IMR-32
meiphaTan A MK1775
N » Sorafenib RCC A498
BTKi o co
X A
o Green: Synergism ; Blue: Additivity

Clinical Trial Designs and Indications Guidance
E : Synergistic effect verified in PEPO7

O . Additive effect observed in PEPO7

Targeting the DNA Damage Response for Anti-Cancer Therapy 241-276, 2018 19
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P1b Combo, dose escalation/expansion in AML

Plb monotherapy, dose

escalation/expansion in AML,

P1b Combo, dose escalation/expansion in MCL
MCL, and advanced or

metastatic solid tumor

P1b Combo, dose escalation/expansion in selected

solid tumors

Preclinical biomarker study is ongoing for further design of clinical trials 20
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Preclinical Development

CMC Development

Toxicology Development

IND Preparation/ Submission

Preclinical

g of GMP DS production completed.
GMP DP development and production 1¢t
strength completed.

Additional Efficacy studies in animal models ongoing.
Biomarker evaluation ongoing.

IND Prep. & Sub.

Toxicology

GLP study completed. ] IND submission before YE22.

21
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Indications i  Lead | Preclinical | Phasel | Phasell | Phaselll | Approval Rights Partner
Products : i i : : : % Milestone
2LPDAC(US, EU, IP, TW) (EU/Asia)
- Y Royalty
ONIVYDE® -
2LPDAC(CN) (EU/Asia)
Y Taiwan IP.{'E..E
1LPDAC Sales
Pathway 1 cHK1i (PEPO7) | AML, Solid Tumor SRR — — —> 2028 00 b4 sentinel
DDR! PEPO9 TBD
Pathway 2 PEP0O8 TBD p— — jp 2025 % Global
Other PEP10 TBD
Precision TBD TBD
Onclogy

1. DDR: DNA Damage Response (BRCA1/2, CHK1/2, WEEL, etc...)

24



2022: Year of Revitalization and Marching Forward

ONIVYDE®Em&EnriBHANER

1. —ARIRIREPE ARG R o S 2255 FA B (R
— iR PR AR — HAER PR BB A 5 (YE22)

B U T i A= an RO N EA 4R 12

1. PEPO7ERE—HARRPRAILEZ(IND/CTA)

2. DDRIZEEFTZEPEPOIS 1F I 85

3. ERIEEZESENIFTEEPEPOS, PEP10HT 5%

4. RYENE MR AERS 2B AT 2447 38
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