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20175 | 2018FE | 2019%FE 2020 & 2021 E 2022FE |(R2022FFHAR RZR)
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agHEIRA 40,651

87,384 180,389 214,828 235,469 277,594 144,639 (+7%)

EREo SR S FIULA 63,526 109,825 133,651 271,584 419,366 376,789 189,764 (-8%)
BEEE/RESWA 749,500 96,221 0 569,600 0 0 0
853,677 293,430 314,040 1,056,012 654,835 654,383 334,403 (-2%)

Taiwan Sales belongs to PharmaEngine, Inc. :
Tiered royalties (high single — low double digit) in Europe/Asia (excl. TW) from Servier/IPSEN



PharmaEngine

1H 2023 EEHR iy
B #E8TT 1H 2023 1H 2022 Amount Change % Change
=E I ON 334,403 341,028 (6,625) (1.94)
ZEMK 26,256 23,948 2,308 9.64
BEER 308,147 317,080 (8,933) (2.82)
s E A 19,770 15,807 3,963 25.07
EEEHR 46,935 45,405 1,530 3.37
MERRER 106,941 42,024 64,917 154.48
=ZXEH 173,646 103,236 70,410 68.20
BEETIE 134,501 213,844 (79,343) (37.10)
EFEIMIA(Z ) 40,165 12,557 27,608 219.86
B AEF 174,666 226,401 (51,735) (22.85)
FriSHRER 18,170 48,697 (30,527) (62.69)
RERFEF 156,496 177,704 (21,208) (11.93)
HEABRER(T) 1.09 1.24 (0.15) (12.10)
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Paclitaxel (Gem + NabP)
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¢ NALIRIFOX (n = 383) vs. Gem + NabP (n = 387)
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#p  ( Overall Survival, 0OS)
%5 ¥ (Progression Free Survival, PFS)

ORR)

2T £ TT00 5 &

R R

% % (ASCO GI)

Arm Median (95%Cl)
+ NALIRIFOX 11.1 (10.0, 12.1)
- Gem+NabP 9.2 (8.3, 10.6)

10 12 14 16 18
Time (months)
No. at risk:
NALIRIFOX 383 337 308 274 241 209 162 98 59 32
Gem+NabP 387 345 298 261 218 179 140 80 50 28

% B » NALIRIFOX;p f e 0S¥

0.0001) ; Z@E% /2% (ORR) 4 %] 5 41.8%%£236.2% °

> & 247 5 0 NALRIFOX2 7 2% it ) 3

68.1% o & 48 k3

3 > NALIRIFOXip R e ¥ 457 > ¢

HR (95%Cl)
0.83 (0.70, 0.99)

s 1110 7
L it 558 (PFS) > NALIRIFOX e ® i+ H#c 2 7.4 *

( Objective

N=770
Key inclusion criteria
* Confirmed PDAC not previously
treated in the metastatic setting
* Metastatic disease diagnosed
< 6 weeks prior to screening
+2 1 metastatic lesions
measurable by CT/MRI
according to RECIST v1.1

+ECOG PS of 0 or 1

Stratification
+«ECOG PS 0/1
« Region

« Liver metastases

w &

No. at risk:
NALIRIFOX 383 271 210 164 122 87 61
Gem+NabP 387 267 182 112 60 38 19

» #iGem + NabP; 5 R 719.2 1 ? 2 &
» #.Gem + NabP i 561 # #uf £ 1.8 ¢

s

99.7% > Gem + NabP!e % 99.2% ; & £ 4~ 3 Fﬁ?f Grade 2 3¢11% 2 &

BI|RTOF LFE o

% NAPOLI-338 5% ¥ T i1 5 B%

Arm Median (95%Cl)  HR (95%Cl)
—+— NALIRIFOX 7.4 (6.0,7.7)
—+— Gem+NabP 5.6 (5.3,5.8)

+ = censored

10 12
Time (months)

0.69 (0.58, 0.83)

% > NALIRIFOX % 70.8% » Gem + NabP %

NALIRIFOX
Liposomal irinotecan 50 mg/m?
+ 5-FU 2400 mg/m?

+ LV 400 mg/m?
+ oxaliplatin 60 mg/m?2
Days 1 and 15 of a 28-day cycle

Gem + NabP

Gem 1000 mg/m?
+ NabP 125 mg/m?
Days 1, 8 and 15 of a 28-day cycle

197 % ’Eié}fu#%‘?%ﬁ%fi%g (p=0.04) -

2

wELSE (p<
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Frontline Regimens for Patients With Metastatic Pancreatic Cancer USINES
Phase Ill NAPOLI 3 Phase lll MPACT Phase 11/11l ACCORD 11
NALIRIFOX Gemcitabine + Abraxane + o @ citabine  FOLFIRINOX Gemcitabine
(Onivyde) Nab-Paclitaxel Gemcitabine
Source ASCO Gl 2023 Von Hoff et al 2013 Conroy et al 2011
(NEJM) (NEJM)

Baseline Characteristics

n 383 387 431 430 171 171

Age (median) 64 65 62 63 61 61

ECOGO 41.8% 43.4% ND ND 37% 39%

ECOG1 58.0% 56.6% ND ND 62% 61%

Median no. of metastatic sites 2 2 2 2 2 2

Efficacy

n 383 387 431 430 171 171

ORR 41.8% 36.2% 23% 7% 32% 9%

CR 0.3% 0.3% <1% 0 1% 0%

DCR 67.6% 62.3% 48% 33% 70% 51%

mDoR(months) NA NA ND ND 5.9 3.9

mPFS(months) 7.4 5.6 5.5 3.7 6.4 3.3

mOS (months) 11.1 9.2 8.5 6.7 11.1 6.8

Source : ASCO-GI 2023; NEJM 2013; NEJM 2011
Note: ORR= Overall Response Rate ; CR=Complete Response ; DCR=Disease Control Rate; mDoR=median Duration of Response;
mPFS=median Progression-Free Survival; mOS= median Overall Survival 9
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Upfront: $16.3M
2021.02.02 Ribon Therapeutics Ono PARP7 Phase | e Milestone: $132M

* Japan, South Korea, Taiwan and ASEAN countries

e Upfront: $30M
e Milestone: $1.1bn .
Upfront size:

2022.05.16 Atrin ATR, WEE1

2022.09.21 Nerviano Medical Merck PARP1 - Upfront and Option: $65M

Sciences

2022.03.21 Volastra Undisclosed Discovery

Aprea Pre-clinical




PEPO7 — Potential Best in Class CHK1 Inhibitor BRLEHYE

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 Phill
Genetech GDC-0575 Discontinued
. Ph 1/1l
gsk (Sierra Oncology) SRA-737 (el
Esperas Pharma LY2880070 Ph1/I ‘
(Complete)
PharmaEngine PEPO7 Ph | Ready ‘

‘ Excellent . Good Fair

12
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(Chk1 Inhibitor) 1S & B M & BEFE — 6t Annual DDR Inhibitors Summit 2023 e

PEPO7: A novel, brain penetrant oral Chk1 inhibitor for the treatment o . "
AML and MCL =2 Sentinel

O NCOLOG
Bettice Chen?!, Kyla Grimshaw?, Jack Cheng?, Allen Lee?!, Mel Liu', Meriel Major?, Bob Boyle?, Hong-Ren Wang?

Abstract EPO7 causes regressions in AML and MCL xenografts PEPO7 Tumor/Brain Penetration

Chk1 is a key modulator of the cell division cycle and DNA damage response PEPO7 has been dosed orally as a single agent using a variety of dosing schedules, Comparable exposures of PEPO7 in the brain

(DDR) signaling. Inhibition of Chk1, in conjunction with additional genetic where it induces anti-tumor activity and tumor regressions and is well tolerated. and plasma were observed in MV411 AML ®
alterations and/or addition of a DNA damaging agent, results in mitotic a)

model, which suggests that PEPO7 can g

catastrophe and apoptosis of cancer cells, offering an attractive approach to penetrate the BBB in vivo. PEPO7 = &
treat cancer3. significantly accumulates in the tumor. §
Acute myeloid leukemia (AML) is characterized by a deranged DDR pathway i g L]

A - i 2 2 = . Figure 4. Following a 6-week efficacy experiment, 4 mice a
and high Chk1 expression that_. is associated with D_OOI' patient outcomes’ . s hrataa PEPGY and samples collected =t
Mantle cell lymphoma (MCL) is a rare and aggressive form of Non-Hodgkin 1h after dosing. LC-MS/MS analysis of PEPO7 concentration o
lymphoma with the genetic hallmark of a chromosomal translocation leading in blood, tumor, and brain samples was conducted. i

to the over expression of cyclin D1. Since Chk1 regulates cdk1/cyclin activity,
Chk1 inhibitors have been proposed as a novel therapeutic approach in this
cancer®. e

3 & 9 12 15 18 21

PEPO7 Clinical Trial Design

The phase 1 clinical study for PEPO7 comprises a dose escalation phase in
relapsed/refractory (r/r) AML and MCL followed by a dose expansion phase in
patients with r/r AML and/or selected tumor types. Patients will receive oral
PEPO7 treatment until disease progression or un-tolerable adverse event and
DLTs will be evaluated during the first treatment cycle. Combination arms will
follow to investigate PEPO7 combination treatment in patients with r/r AML.

Here, we present PEPO7, an orally available brain penetrant selective Chk1
inhibitor that is entering first in human clinical studies in AML and MCL.

nwv properties of PEPO7

- . " 3 " & 3 & 2t " 3
PEPO7 is a potent and selective Chk1 inhibitor with over 1000-fold selectivity D = = = s e The trial will be&“;é’;;“‘fa“a and Taiwan which is aiming to begin patient
ibiti N Day recruitment in Q1 ]
Vs Fhk; PEPO7 treatment causes fnhlbltuon of Chkfl autophosphorylation and a2 ) a2 MCL e R Wit PEPOT dalty for 21 days it oF
activation of the DDR and apoptotic pathways leading to cancer cell death. BID 25mg/kg 3 days on followed by 4 days off. b) MV411 AML xenograft model. Mice were dosed with ) Study Design
PEPO7 once a week at 300mg/kg. or 100mg/kg for 3 days followed by 4 days off. Dosing was for 4 cycles.
a) - b) Monotherapy Dose Escalation Dose Expansion

chia 1 PEPO7 combines with cytarabine in A xenografts P

oz 1630 2 <> < (b

5] 3 z, i PEPO7 combines with cytarabine in the cytarabine-sensitive MV411 model, and @Q et e LA T SR

Rsk3 a2 2! the cytarabine-insensitive THP1 model. @Q

Rak2 8 E oo 1C500.5108 ab a) : ) )

RET a1 H 2000 _—

Rska 86 g" - _ b) Study schedule

s RRE BT B T A §.l [ our Evaiuation 3

MAPEKa 242 HE 7 W e : %un«w
e 3§ e £ oo = ' Screeni Subsequent Cycles
i 1= s el
=) @ ) e &)
- Figure 5. A schematic of the study design and a) Dose and with /¢
0060- yv0s- & % 1 @ 28 M AML and selected tumor, b) Study schedul and survival follow up
- =] 5 1 || 2 period. The DLT is evaluated at cycle 1.
-E- o0 - i B) 25007 o ven
5 - = ason g @ PEPO7 S0mog 2enSoll 130
§ e, - 3 oo ~ gm :g;:-;:‘rtﬁnn:\lqsmnﬂ £ 120 =
- = 1= = ] Cytaratine : gl Conclusions
290- 1500-
. e § £ 100 M - PEPO7 is a highly selective and potent Chk1 inhibitor that inhibits Chk1
. :"E:, - * :_ 4 P A e e mm E 1000 § 90 auto-phosphorylation and induce apoptosis in cancer cell models
2 so0] * 8o = PEPO7 induces significant anti tumor efficacy as a single agent in models of

ﬂ;-:;hl. a) mwﬁng:ng;;m :uic-;.a:ela;"szfyz:) c:::::lr;:isn as;edasumﬂ by ) 3 S ~a AML and MCL
aut osphoryla 1 ‘total 1 in cel ing 1 rug treatment c] 5 P = & g 2
phospho-H2A.X 5139 in THP1 AML cell line following 18h drug treatment d) caspase 3/7 induction in . L 12 ey 1 20 24 Day PEPO7 effectlvely cqmbmes with cyt?rabine in AML modelsr u
Jeko-1 cell line 18h drug d) antipr effects in AML patient derived cell Figure 3. a) MV411 AML xenograft model and b) THP1 AML xenograft model, dosed as per the figure * PEPO7 is advancing into Phase 1 clinical studies to treat patients with AML
models following 72h drug treatment. legends. PEPO7 dosed PO and cytarabine dosed IP. Dosing was for 3 cycles. or MCL 1 3
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Anti-metabolites

gemcitabine
Cytarabine lonising

metrexed
Topoisomerase pe radiation

inhibitors

irinotecan
topotecan

doxorubicin CHK1i CHK2i

Pt Single agent:
complexes replication stress PARPI
MYC-oncogene -
cisplatin neuroblastoma, lymphoma, olaparib ERKi

oxaliplatin leukaemia, "UC;?PG:;"
carboplatin TNBC, ovarian cancer D b

A:‘S';?.‘;"' WEE1i

PRatan A MK1775

D . Synergistic effect verified in PEPQO7
O . Additive effect observed in PEPO7

In vitro Combo treatment

SoC agents Indication Cell line
Ara-C AML MV4-11 / THP-1
Gemcitabine NSCLC NCI-H1703
5-Fu Esophagus KYSE-270
5-Fu Stomach MKN-45, SNU-16, SNU-5,
5-Fu CRC DLD-1, HT-29, SW480
T™Z Brain IMR-32
Sorafenib RCC A498

Green: Synergism ; Blue: Additivity

Clinical Trial Designs and Indications Guidance

Targeting the DNA Damage Response for Anti-Cancer Therapy 241-276, 2018

14
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Ph1b monotherapy, dose escalation/expansion in AML and MCL

Ph1lb Combo, dose escalation/expansion in selected
hematologic cancer, e.g., AML or MCL

>

Ph1l monotherapy, dose escalation/expansion in advanced or

metastatic solid tumor

Ph1lb Combo, dose escalation/expansion in selected
solid tumors

>

Preclinical biomarker study is ongoing for further design of clinical trials
15
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=z 1 EL\HXEE\:T!FE? E= T
2= =4 n]n o = Bl IS JEI-HI E 18 £ Eﬁ TR ERAR
Indications Lead Preclinical Phase | Phase Il Phase Il Approval Rights Partner
2LPDAC(US, EU, JP, TW) % Milestone
(EU/Asia)
ONIVYDE®
2LPDAC(CN .

(liposomal topoisomerase | (cN) *Rova!tv IPSEN
i =g {EU/As[a) innovaiion for pafient cars
inhibitor/irinotecan)

2LsCLc % Taiwan
Sales
1LPDAC
H
1 1
PEPO7 (CHK1i) AML/Solid Tumors |—_ —_— —t 5 2025 Sentinel
PEP09 TBD Co. Dev > 2025 Undisclosed
PEP10 TBD — v — - 20R5
PEP10 TBD g 2q25 * Global
(Cancers with Biomarker)
PEl Owned
Other
Precision Onclogy
TBD
PEPO8
(Cancers with Biomarker) > 2025

DDR: DNA Damage Response ( BRCA ¥, CHK ¥, Weel, etc...)
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