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Zolinza Istodax Beleodaq Farydak '
Parameter : : : ; : Ivaltinostat
(Vorinostat) (Romidepsin) (Belinostat) (Panobinostat)

Company Merck & Co. Gloucester/Celgene Spectrum Pharmas Novartis CrystalGenomics
(Status) (Approved) (Approved) (Approved) (Approved) (Ph 1b/2)

2-hr Infusion 4-hr Infusion 30-min Infusion 30-min Infusion 1-hr Infusion
eD::a“’la o | A:for3daysi21 days Days 1 & 5/21 days (1, Days 1&5/21days | for 1-7 days/21 days Days 1, 8, 15/ 28 days
cchedule | (75,150,300, 600, 900) 1.7,2.5,3.5,6.5,9.1, 127, | (150,300, 600,900, | (4.8,7.2,9.0,115,14.0) | (1.8,3.6,7.2,14.4,24,

B - for 5 davs/1-3 week 17.8,24.9) 1200) 36.5, 51, 66, 90, 120, 160,
(mgim?/day) | D for> days/l-3 weeks 200, 250)

(300, 600, 900)

A:No DLT; B*: 300 mg/m%day | 17.8 mg/m%day 1,000 mg/m2/day 11.5 mg/m?/day No DLT
MTD

5 days/week X 3
Clearance 126 + 78 L/hr/m? 10.5 = 6.4 L/hr/m? 110.5+34.4 L/hr/m? 7 7.41 Lihr
Half-life 21 ~58 min 1.7 = 8.7hr 0.69 = 0.22 hr 9.5 6.3hr 8.04 hr
Crnax A (900 mg/m%day): 9,525 ng/ml | 17.8 mg/m?/day:: 553.8 1,000 mg/m?/day : 11.5 mg/m%day : 249.3 = | 250 mg/m?day:
(ng/ml) B (300 mg/m?/day): 2,638 ng/mL | = 299.5 32,124 + 9,128 147.4 16867 + 70
AUC,, A (900 mg/m?/day): 16,611 17.8 mg/m?/day:: 1,000 mg/m?/day : 11.5 mg/m?/day : 295.5 = | 250 mg/m?/day:
(hxng/mL) B (300 mg/m2/day): 4,026 2,210£1,350 9,993 + 3,335 97.3 121076 £ 102

Leukopenia, Fatigue, Vomiting, Fatigue, Diarrhea, Fatigue, Vomiting, Fatigue,
Side Thrombocytopenia Thrombocytopenia, Vomiting., Nausea, Hypokalemia, Nausea, Thrombocytopenia,
effects Reversible ST/T change | AF(arterial fibrillation) | Tnvombocytopenia, Neutropenia

Reversible QTcF
prolongation
Efficac Tumor regression (4/37) PR (1/37) SD (18/46) Tumor regression (1/15) DCR (93.8%), ORR (25%)
y (Belong to Part B) SD (8/37) (12/18 in MTD group) | (Belong to Part B)

*Occured in patients with hematological tumor, no DLT up to 900 mg in the patients with solid tumor.
References: Zolinza: Clin. Cancer Res. 9:3578-3588, 2003; Istodax: Clin. Cancer Res. 8:718-728, 2002;
Beleodaq: Clin. Cancer Res. 14:804-810, 2008; Farydak: Clin. Cancer Res. 12:4628-4635, 2006
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A& X 2H 7ZHE Timeline 210l X def7|

« 2023'A 128 Phase 2 7HA| 0|, UCSF 2| 247| site0l|A| 52 n| & X} 2 Z
« AEE0{ 10 cycles (30 weeks) — Safety Follow-up (30¥) — F=H XA}l (up to 2470 ¥) —» YA7 Opzt
« 20254 2H &2 2 Phase 2 &= 0|4

Phase 1b
IND Approval First Phasle 1b IP!‘t?St? 2 PhggeR 2
Patient In Completion nitiation

Jan.2022 Dec.2023 Dec.2025
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DCR (%) ORR (%) 1 year survival rate (%)
PP
vaccorcy, | 0 I o
ITT
(lval+Gem+Erl) ] 93.8 T 25 ] 25
Gem+Erl - 0: 54 < ::E—K' o ¢ 146 - SH 28.4
0 20 40 60 80 100 0 10 20 30 40 0 20 40 60
% % %
Median OS (Month) Median PFS (Month)
PP
vacency [ - [ - -
- Each dot represents one clinical study that admini
(val+Gem+Erl) | 10.8 5.8 stered Gemcitabine/Erlotinib combination therapy.
e |e (]
Gem+Erl 1 o® L o 7.4 o o o 3.4
0 5 10 15 o 2 4 6 8
Month Month

(Gem: Gemcitabine, Erl: Erlotinib, PP: Per-protocol population, ITT: Intent-to-treat population, DCR: Disease control
rate, ORR: Objective response rate, OS: Overall survival, PFS: Progression free survival)



OFO|ZE| - AEFE et FLY U 24 Al 2k B H(2)

Invites Ecosystem Company

Comparison of OS and PFS of Combination Therapy with O}O|' 2 E| = AE}E Subjects
Who Had Completed 6 Cycles vs. Less Than 6 Cycles (Less than 70% of Therapy)

Completed 6 Cycles Statistics Less than 6 Cycles Statistics Ratio
Median PFS (mo) 5.9 2.6 2.3
Median OS (mo) 11.7 4.7 2.5

Overall Survival H| 1 (P-value < 0.005 by Log Rank test)

Survival Functions
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Cum Survival

T T T T T T
.00 5.00 10.00 15.00 20.00 25.00

OS_months
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HDAC (Histone deacetylase)2’d X3l > TN M3 > HE M FHX} Eol oz g
. MQ3t= MQOFM E(fibroblast)?t 2|5 XH=0f| 2|8 248 OFM| Z (myofibroblast) 2 £3}6l= Y& 9| 1HY
=2 ol 2d5t=0, Hpac XK= 2 S 280| J2E= 0| F AFPHE AN 5= ULk
o AMet HIAMZEEO ottt E5E MOI 7l 7t A | Tisue nuy |mmu,,ece,|s
. M98 9E 2T 4N x|
I_'!%% 7“ hla" -6;_1% B cells wMacrophage
I—HDACIs
Proinflammatory factors ...O ..'. Cytokines
-5 328 e Y1 & MAMSHER]) CSR2H &
E HFA]
o c ABE4 XA AT £0{(300mg/day) S
HEdgs ~—- T °0 TR e oo e v Qe
« STUDY COMPLETION(2tR) (ESTIMATED) 2024-02 %
HDACls HDACls
Fibroblasts Myofibroblasts Extracellular matrix
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Market Size & Growth Rate

Indication Approved Drugs Development Stage of Ivaltinostat
2020(E) 2025(E) CAGR

. Oral Formulation: Phase 1

Only two drugs approved
* IV Formulation: Phase 2 completed for

IPF $2.6Bn $3.5Bn 10.54% <«  Esbriet (Roche) pancreatic cancer (CrystalGenomics)
«  Ofev (BI) *  Preclinical POC (Bleomycin induced fibrosis
model)
NASH $337 Mn $8.95Bn 92.68% + None * Invivo efficacy studies planned

Source: Datamonitor Healthcare

Esbriet (pirfenidone; Roche): 2021 O $1.1 Bn
Ofev (nintedanib; Boehringer Ingelheim): 2020 Of& $2.345 Bn

Ct

IPF A2 20189 770 T2 A|ZHO|A XA 239 S0 Oi=S 7|23, 2016-25E 7HX| 9HAF 10.5%
7tk d&tsf 20259 0= 359 EHEol OIE2 7|2 AL =2 O &t &

Source: Global Kidney/Renal Fibrosis Treatment Market | Value Market Research
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H 8 &3 (IPF) S=2 20| A2| O}O| ZE| ‘= AE}E Q]

%2

Bleomycin-induced model
A
Bleomycin
i.t. injection
15 16
1 )
¢~ CG-745
i.p. everyday
Trearmentgroups
1. Control
2. Bleomycin 2mg/kg
3. Bleomycin 2mg/kg + CG-745 15mg/kg
4. Bleomycin 2mg/kg + CG-745 30mg/kg
5. Bleomycin 2mg/kg + CG-745 60mg/kg
B C .
x10) Msson’sTridmme H&E '§ ::
3
5 /.» CASE tu s 8 n
& ' ' 2 ]% 7 Q‘%j £ 10
A n? Qt '}}}; Control % : .
SRR .. &
S .
= 2
* " Contro BLM2mgkg BLMCG  BLM+CG
16mgkg
D
120 .
s 100
i BLM+CG 30mg/kg B go
§ e ..
§ 40
BLM+CG 60mg/kg 20
, 1
Control  BLM 2mgkg BLM+CG  BLM+CG
15mgkg 30mgkg

220

WetDry welght (% lung)

o n

PHMG-induced model

PHMG

i.t. injection
v
Day O 1 15 16
1 i)
'- CG-745
i.p. everyday

Treatment groups

1. Control

2. PHMG 1 mg/kg

3. PHMG 1 mg/kg + CG-745 15 mg/kg
4. PHMG 1 mg/kg + CG-745 30 mg/kg
5. PHMG 1 mg/kg + CG-745 60 mg/kg

Pmcmw Pmcoocwm WCGM mww

- -

Collagen (ug)
oB822888E
i

: I
I
m:

I:

Kim YS. et al.,

Molecules. 24(15) (2019)
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Article Article

Ti1e Anti-Fibrotic Effects of CG-745, an HDAC CG200745, a Novel HDAC Inhibitor, Attenuates
Inhibitor, in Bleomycin and PHMG-Induced Kidney Fibrosis in a Murine Model of

Mouse Models Alport Syndrome

Sang Heon Suh 2, Hong Sang Choi 120, Chang Seong Kim >, In Jin Kim !, Hyunju Cha 3,

Young-Suk Kim **, Hyunju Cha 3>*®, Hyo-Jin Kim ', Joong-Myung Cho 3
Joong Myung Cho 3, Seong Kwon Ma 2, Soo Wan Kim **( and Eun Hui Bae 1">*

and Hak-Ryul Kim

Young-Suk Kim, et al,, molecules. 2019 Aug; 24(15):2792 Sang Heon Suh, et al., /nt J Mol Sci. 2020 Feb 21;21(4):1473

Original Article

Korean J Physiol Pharmacol 2016;20(5):477-485
S C | E N '|— | F | C R E P?RT S http://dx.doi.org/10.4196/kjpp.2016.20.5.477

Histone deacetylase inhibitor, CG200745, attenuates cardiac

OFEN' Histone deacetylase inhibitor, hypertrophy and fibrosis in DOCA-induced hypertensive rats

CG 200745 attenuates renal ﬁ brosis Eunjo Lee"***, Min+ji Song'”, Hae-Ahm Lee'*’, Seol-Hee Kang'***, Mina Kim'**, Eun Kyoung Yang’, Do Young
1 . . . Lee®, Seonggu Ro®, Joong Myung Cho?®, and Inkyeom Kim'***#
_in obstructive kidney disease

Received: 17 April 2018 Hong Sang Choi', Ji Hong Song?, In Jin Kim*, Soo Yeon Joo?, Gwang Hyeon Eom?,

Accepted: 20 July 2018 . Inkyeom Kim ©°, Hyunju Cha“, Joong Myung Cho*, Seong Kwon Ma*, SooWan Kim"* &

Published online: 01 August 2018 : EunHuiBae'

Hong Sang Choi, et al, scientific reports. 2018 Aug; 8:11546 Eun Hui Bae, et al, /nt J Mol Sci 2019 Jan 25:20(3)508
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Z3B|FL is the 3rd best selling( 22'd $1.9B) anti-PD-1 antibody worldwide

60,000

Worldwide Sales of PD-1 Inhibitors ($M)

50,655

50,000

40,000

33,366

30,000 28,270

23,117

20,000

10,000

2020 2021 2022 2023 2024 2025 2026

W Keytruda mOpdivo llAiRuiKa | MW Libtayo mTislelizumab ®mTyvyt M®Jemperli MZimberelimab ™ Other
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TNBC Neoadjuvant
(HE3d e Mgttt
Study 322 Ph I

Combo vs. Chemo

HCC Adjuvant

(Tt B x dhotelsta i
Study 325 Ph llI

Combine with apatinib vs.
No Intervention

HCC (Z+%) 1%} X|&H| =

2/3%}: 4H)

NSQ-NSCLC EGFR(-)/ALK(-)
(H| ™ H A M ZEH )

Study 303 Ph I

Combo with Chemo vs. Chemo

-y
NPC (H|Q15F2h)
Study 308 Ph Il
Combo with Chemo vs. Chemo

SQ-NSCLC EGFR(-)/ALK(-)
(HE " AN =h Q)

Study 307 Ph 1l

Combo with Chemo vs. Chemo

Esophageal Carcinoma
(Al =2h) Study 306 Ph Il
Combo with Chemo vs.
Chemo

1st Line

HCC (Zt2)
Study 310 Ph IlI
Combo with Apatinib vs.

Sorafenib 0

GC/GEJC (/D)
Study 311 Ph 1ll
Combo with Chemo Sequenced b

y
Cam + Apatinib vs. Chemo

(i

NSQ-NSCLC EGFR(-)/ALK(-)
(H|'HE H| 2 M ZH Q)

Study 324 Ph Il Combine with
Famitinib or Placebo plus Chemo

Cervical Cancer (X252
Study 329 Ph 1l

Combine with Famitinib vs. Chem
o

53 0O|=3 FDA BLA/NDA &

> 2nd Line
-y
HCC (Z+2h)
1/1lI-HCC Ph 1l
Mono Single Arm
-y

Esophageal Carcinoma
(M=

Study 301 Ph 1l

Mono vs. Docetaxel/lrinotecan

y
cHL (BdH 3X|ZIAZE)
Study 204 Ph 1l
Mono Single Arm

"y

NPC (H| QI FQF
Study 209 Ph Il
Mono Single Arm

TNBC (#32daweh)
Study 327 Ph Il
Combine with Chemo vs. Chemo
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*MFDS &17} 52| 7} IND 5 2% (23'd 2& 21%)
H| ™ ~ _ - : o
HI_Jtl-“EC_&ﬂ%I- -60H EX} CHAF, DE{CStm L2 A 20AHHS! 9| 67| CHEHH S
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The Clinical Results of Major Registrational Trials
* ZH2[FEf cohort only; R/M: Recurrent/Metastatic ; R/R: Relapsed/Refractory; SQ: Squamous; NSQ: Non-squamous

Advanced HCC fai . R/M NPC who has
. Advanced/Metastatic . -
o Advanced Advanced led/intolerable to received previous
Indication SQ-NSCLC NSQ-NSCLC R/M NPC R/R cHL prior systemic treat ESCClgtrﬁﬁ;egi%i after >2 of chemothera
ment py
ORR 64.8% 60.5% 88.1% 95% 14.7% 20.2% 28.2%
DCR 88.1% 87.3% 96.3% - 44.2% 44.7% 54.5%
mPFS: 8.5m mPFS: 11.3m mPFS: 10.8m mPFS: 35m . mPFS: 1.9m mPFS: 3.7m
PFS/0S mOS: NR moOS: 27.9 moOS: NR mOS: NR e moOS: 8.3m mOS: 17.1m
N* 193 205 134 42 217 228 156
1L, combo with ¢ 1L, combo with ¢ 1L, combo with ¢ 3L+, combo with d
Note hemo hemo hemo ecitabine 2L, monotherapy 2L, monotherapy 3L+, monotherapy
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Thanks!

CG Invites Co., LTD.
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