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iR R =3B T K: &% HR*/HER-2- I EAZLEEABIES | T ERXENCCN REEIL EBEERHH 2amiEm - Ho -
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RELSEMERE: Tucidinostat 2 —BR BN RBIEEALE  CRAEIEEETEIHMEBRELA
BIVEE(ALR) ; TmTORIHIEIKPISKHIHI B R Z B EERHIF] - K5I B REEEZEBR) -

First-Line CDK4/6 inhibitor  standard  CDK4/6 inhibitor Fulvestrant or Aromatase 31.7
Therapy + Aromatase inhibitor 683 + Fulvestrant inhibitor (exemestane etc.) o

0 AR Bk R

Second-Line Everolimus + Aromatase CDK4/6 inhibitor (palbociclib etc.)
Therapy inhibitor (exemestane) + Fulvestrant

1 PI3K/AKT y 4 y <

il
B9 mTOR V 2
x V 18

£
2 CDK4/6




2023 HI EESBEERLH ANETRAREE"

B SR 7427 (lEICDK4/6 H il ﬁéﬁ“)

Selection of Second-Line Treatment (1)

2023 HR-POSITIVE METASTATIC
BREAST CANCER #ig&is

12023 HR(+) mBC Consensus Symposium

Quality of Strength of Key

£ I Y L
Selective estrogen receptor degrader (SERD,such as
Elacestrant, Fulvestrant) is an option for patients with ER-
positive, HER2-negative, ESR1-mutated metastatic breast | A 1
° Keplda ® ta b|etS (Tu Cld i nOStat) aﬁ:l; W ;?:rc;ryprogressmg after at least one line of endocrine
(YIRS prone -7 SN s '
ﬁ " ;‘Iﬁ " N f—‘?% !I:@ E_'%]? §E W ﬁ;’ ‘73%9& Capivasertib plus fulvestrant is a treatment choice for one
i | 1 Ll U I |
ﬂﬂl ?ﬁ 22 :%7? EIL:I\ ’? fﬂ ﬁi J: ’ EIJ E’A,%& ?E E ° or more PIK3CA/AKT1/PTEN alterations metastatic breast | A 2

cancer after at least one line of endocrine therapy.®

Tucidinostat (a HDAC inhibitor) plus exemestane could
https://www.bcst.org.tw/bcst Web/Content_List.as be used for patients with ER-positive HER2-negative
x?pid=2&uid=49 metastatic breast cancer who have received at least one
pX<p line of endocrine therapy in early of metastatic setting.

" A 3

a. In CaPHallo—291 trial, this treatment atso showad the efficacy of non-AKT patiway aftamations group.
* Orlly in Asia, not global trial
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wmiwy  TWNVECE A BHCDKA/63 5l

Y AmECDK4A/6HIHIBIMERBFHER (WM ERBAD AR RMNRERRE)

CDM301 (2015.07~2022.01) PALOMA-3 (2013.09~2022.10)
Mechanism of action HDACI CDK4/6 inhibitor
Combination therapy Tucidinostat plus exemestane Palbociclib plus fulvestrant
Previous endocrine therapy Failed previous endocrine therapy Failed previous endocrine therapy
Menopausal status Post-menopause Any menopausal status
Treatment group E?EQ;??;?: Exemestane + Placebo | Fulvestrant + Palbocilib | Fulvestrant + Placebo
Sample size N=281 N=139 N=347 N=174
Baseline characteristics
Median age, year (min, max) 56.0 55.0 o7 56
’ ’ (29, 76) (27, 75) (30, 88) (29, 80)
ECOG=0, % 45.6 37.4 59 67
ECOG=1, % 54.4 62.6 41 33
Efficacy results
Median PFS, month 7.4 3.7 9.5 4.6
G\ Tbm 20
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- F—RERAEHS (BREHRN)
« CDK4/6 inhibitor (Ribociclib or Palbociclib) + Al ( Letrozole or Anastrozole )
o EIHTEHIREE (mPFS) £ 24 @A

*’:,%7 %(1?.‘.‘%%127',.,\)&1?}55?“?
L bR B/ (&)

- 3 : Al B - HR+/HER2- & #if - X K& (&
Tucidinostat Rl AiES/Kepida® HDAC HP | 9 — 48 ExemestaneP 5 A% )

ili-i#

Alpelisib Pigray® PI3Kou #0 I PIK3CA R&#E (34.6%) < %ZE/E4
: i #hHl PISK/AKT  HR+/HER2-: E_&# <V RBREFRHEN (5
Everolimus Afinitor® /mTOR (BREZE ) Exemestaneiy 4} /Jé\ 45 )
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General name GNTbm-38

Drug classification Anti-cancer drug

Chemical structural

A Benzamide-based class | HDAC inhibitor
characteristics

Pharmacological Subtype-selective HDAC inhibition (HDACs 1, 2, 3, and 10)

targets
mechanism of action Epigenetic immunoactivation, TME modulation

Molecular weight 372.16

Molecular formula C,,H50N,O,

Possible mode of
. . Oral

administration
Appearance White

Patent granted so far US, EU, TW, Australia, South Africa (PCT patent application)

Clinically possible

CNTb applications Recurrent or Refractory advanced cancers
\ m
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GNTbm-38HY%E Bkik F 1B

B 5R: 7427
KD FEGNTbm-38nE/EHAAZE B 1Y LM AYTZETucidinostat - MTucidinostatE ZEkA6
SREEEE 1 - GNTbm-38EZ KAV R B N oI LIEAE -

“x IR el 0 8 Class | HDAC Class | HDACi
(#IHIHDACs 1, 2, 3, 510) (HI®BIHDACs 1, 2, 3, 510)

{EEERISTE | Benzamide based | Benzamide based

Y BN 145 |¥%%ﬁ—%%%—% |¥§%EE%%%—Z

FHEZER 5T B B AR B AL B i 4 A\ B PR — B 254552255 (R/R PTCL, R/R ATL,
(FEETREEE V@ FEAE: R/R PTCL ~ MYC/BCL2 | MYC/BCL2 DLBCL, Mbc) - mifE+&
DLBCL * mCRQ) #it — Hi#E1T 9 (melanoma, Mcrc)

FEE S EREN |Eﬁ |ﬁ

BASYE(E |% |%ﬁ—5ﬁﬁﬁ%

coTe BEEEEEEY | E6 |« 30




GNTbm-3889#n 72 4 G = 75 | C 1

RRRR: 7427

Lymph node
APCs
Tumor cells AN Increase tumor 1\
apoptosis . . il antigen
MHC 1 T‘c?. cog'  presentation
TC& P Teells CTLs
T8 .*'FN‘V"L'?“" activation and
J' Tumor migration oy TC:;u infiltrates into
and invasion ":’ °® GNTbm-38 TME
{ R a w . znd
o, (Immune activator) @ 1% Challenge
ﬁ\’T S| Challenge
* v l 2

0 — C —
7]
=
=
E

TME E .
\l! Tumor proliferation induces remodeling Time
hypoxia and angiogenesis Memory T cells lr

persistence

Immunosuppressive cells J'

. . / derived from bone marrow
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GNTbm-38
Molecular Weight: 372.43

IC50 (UM) :
HDAC1 =0.10
HDAC2 = 0.69
HDAC3 = 0.80
HDAC10 =1.22

(C) GNTbm-38 (D)

0 2 5 8 16 24 48 72 (hr) C 01 05 1 01 05 1

Tucidinostat GNTbm-38

——— | ACH3 e e e e wew wes | ACHT

| ———————— |Histone H3 | ——————— | Histone H3

| — — e — i — — | B-actin | ——————— | B-actin
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Mice bearing mouse colon cancer CT26 (Cold Tumor)

(A) (B)

N lgG/Vehicle . Anti-PD-1 (2.5 mg/kg) Survival Analysis
PD=4 10
30 A
20 = | SD=3 ) Y
® 20| PR=0 i/ 0.8 - ’
'g,; 10 15 CR=1 /f" .
< s A 10 0RR=13%/;§} - = e
=) : : . S Vehicle/IgG 24
g 5 10 15 20 25 30 35 40 5 10 15 20 25 30 35 40 wno4 - ]
& 2?NTbm-38-k30 (30 mg/kg) Anti-PD-1 + GNTbm-38-k30 — GNTbm-38-K30 42
g . PD=4 PD=1 02 -
£ SD=1 2 sp=2 Anti-PD-1 28
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When tumor size reached ~300 mm?3, the mice were treated with different treatment
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Mice bearing mouse colon cancer CT26 (Cold Tumor)
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Survival Analysis
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Abstract 2574 #221: Preclinical development of GNTbm-38, a novel class | histone deacetylase inhibitor, while combined
with anti-VEGFR TKI or anti-PD-1 Ab: Assessment of immune activation and immune memory in cancer immunotherapy

Jia-Shiong Chen, Cheng-Han Chou, Yi-Hong Wu, Mu-Hsuan Yang, Sz-Hao Chu, Yi-Fong Chen, Ye-Su Chao, Chia-Nan Chen
New Drug Research and Development Center, Great Novel Therapeutics Biotech & Medicals Corporation (GNTbm), Taipei City, Taiwan
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Background Anti-tumor Activity of GNTbm-38 Plus TKI Involves Tumor-specific Immune Activation
+ IGk-based combinations in T

- - WSS mCRC have shown .
et limited success in trials SR Z
= Pl acor [
« Class | HDAC inhibitors _ s 3
o e ek » - may boost anti-umor T . !
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- s immunosuppressive cells. B B ! 1

i @% e — =
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S etison o Py efficacy. was measured a1 10 days Rilow-up aller GNTba-3E combined with T treatmenl. [E & F) The imeune memary was assessed by | _Setection of CDB (red), INF-y (green]. and nuclei iblue). *p < 0.05; **p <001 ***p < 0.001 vs. vehicle.
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1. EEgEFRiERANURAREEN—ERENNEE TEZUREREXHHES
AEEY  BHEFZABRAVNERIEEAR - FEMSHMEHIZEYREFASENE

2. GNTbm-TKIZEAEBXRMEMNENREIENZ ERBIGIE - £ RETEE
HPEEER - GNTbm-TKIRYIERE B E R IEZ &I Zanzalintinib -
Zanzalintinib®—EIFE BEERE NS EREEAIFIE - £2025F6 A HE—(EE B Q&R
ARG EREESIFEIEENESS
FIHEBRMLFTESEES -

3. GNTbm-TKIZ AT B RRABNZEAEINEITE - SR BRRUENEERE  SRERE
t£ (TYRO-3 + AXL * c-MER  BTK » ROS1 * NTRK2 + VEGFR2 + & MET)3& &I F -
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Com dN Kinase inhibitory 1Cs (nM)

pound Fame Cabozantinib | Zanzalintinib | GNTbm-TKI
V] fIFIEERIER S 270 i T
- ROS1 60.6 714 5.87*
V] fIHIfERE Y (R BEELHE 72 i 12 L 201
m e e ¥ﬁ . NTRK2 (TRKB) 533 112 148
% LCK 38.1 7.07 159
LYNB 67.7 30.7 18.8*
FLT4 (VEGFR3) 30.3 217 20.8*
EPHA? 377 52.2 20.9%
HCK 111 59.0 21.4%
FER 424 266 24.7%
© EESRERZ - 5% o S ————
E%;ﬂéﬁi ° FRK (PTK5) 20.2 103 27.0
RET 2.4 225 271
KDR (VEGFR2) 3.3 243 292
ﬁﬁ A SRC 141 451 3.1
%H ?e @ 35 E E,\J ?[u ﬂiu EE '“'Ij MET (cMet) 6.90 4.26 35.2
== TAM (TYRO-3 + AXL * c-MER) PDGFRA (PDGFR alpha) 84.1 93.9 36.9%
\ \ . . CSF1R (FMS 11.9 16.3 40.2
BTK ~ ROS1 - NTRK2 - MET MSTlR((RON)) 128 135 51.5%
VGFR2 - LYN A 217 70.9 53.1%
INSRR (IRR) 386 302 53.4

N Tbm TEK (Tie2) 508 150 63.1* U7

*: 1Cso lower than Cabozantinib and Zanzalintinib. ==,
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» GNTbm-TKI, a receptor tyrosine kinase inhibitor, targeting TAM, VEGFR2, ROS1, BTK, NTRK2, MET
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Dear Dr. Chen,
ESMD == On behalf of the ESMO 2025 Scientific
" Committee, we are delighted to inform you
that your abstract:
#2242; Preclinical development of GNTbm-
TKl, a novel multi-receptor tyrosine kinase
inhibitor, while combined with GNTbm-38
showing potent induced tumor
microenvironment remodeling activity in
cancer immunotherapy
has been accepted for Poster presentation at
ESMO 2025, to be held in Berlin, 17-21
October 2025.

BERLIN GERMANY ]
17-21 OCTOBER 2025 &
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IR 5% 7427

1. 2% #mZanzalintinib KIS EXZBHISHESIETAETE2033F 0 ZES50/8ELE -

2. GNTbm-TKIgYHIHI3ERE E Bl Zanzalintinibii A 5e = 4HE - Bt EEBREEHEREAE
R AT REBSIEEREEY -

3. GNTbm-TKIEiZanzalintinibEEXIFEENY) R S Nl R B8R - PUEBWEEEER
Zanzalintinib -

4. GNTbm-TKIMN®EEHEEHEEE - o] PSS EMNHDACI K&PD-1/VEGFESE
miEAREERELE -

5. GNTbm-TKIiFR SEFEHREESMOLIPOSTEREERIAFTIRE -
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