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Calcium (mg/dL) 7000y - _ _ _ _ _ _ _ _ _ _ _____
A A
6,000 -
: : f 5,000 -
-/ 4,000 - 89% -
90%
3,000 -
¢ 3 ¢ g ¢ g 2 B 2 Qg O
S-Q.cs‘-o.g-o.g-o.g—o. 1,000 - v v
o o908 903803505
¥ oy ¥ px ¥ px ¥ g O 5 0

_ Screening C3D1 C5D1 W‘E';M% C3D1-89% | C5D1-90%
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APG-2575 5 {#A47 % B3 A /= & Yr R #Venetoclax &z #9BTK#& 25WM PDXAL &
L ¥, APG-25757 %

—\/ehicle control, p.o., qd x 6d; n=5 —PG-2575 100mg/kg ,p.o., started at d8, qd x 6d; n=5 250 -
—1brutinib 15 mg/kg, i.v., started at d1, qd x 13d; n=5 —APG-2575 + Ibrutinib; n=5
3,600 - -
=~ 20 APG.2575 | 200 —r
o £ 2,800 - ] o
E 52,400 A ibrutinib | ‘ £ 150 -
[ i 2,000 - : S
g+ 1,500 i E S 100 -
5& 1,200 - - =)
- o ! —
£ 800 ~§ :
400 - : 50 - —_—
O II I I I I I -—
1 8 50 57 64 71 78 0 -
Days of treatment Vehicle Ibrutinib 25 mg/kg ABT-199 100 mg/kg APG-2575 100 mg/kg
40 -
35 A 100 L
S —Vehicle .
o . 30 ]i .
c?o [ 751 —ABT-199 X
23 5 —APG-2575
S o @ 50 -
3 20 5 —Ibrutinib - il
0 3
A > 15 - o
05 - 25 -
=S 10 -
A —T—
g 5 -_ O
0 0 10 20 30 40 50 60
Vehicle Ibrutinib 25 mg/kg ABT-199 100 mg/kg APG-2575 100 mg/kg Days (treatment day 5 - day 34)

", ) = 3
S RAERIR o Gl x x 27
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APG-2575 5Venetoclaxf1Z %14

5Venetoclax#g 2% : £
Bcl-2 % #1 #e ig 77 #) 7Y

{EVenetoclaxIoIBIBTKIHZGWM PDXt&ERIGh |
APG-25758%4

UETﬁiﬁ (BHFI=E

. PKYFIE ( 3=HRE )

ﬁ/i\ [EUF ( (RliEPRATES
%’q’:ﬁéﬂ_t ZYIHEE1ER )
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=F : EKEYTRUDA® B
IR & hREEF chiE: SE—NHNIGERIER R IbIf PR R =R
MDM2-P531#I5 |, I8 BIMDM2-p53HPHIF , Bl =[E: [FEAE3INAPG- | HERIIG PRI G SIRTEREE
EESSUn=ya 155 AYT SSUREEFN IR R S 115G IR IS B BB A AT X OMIZEHY
E AR TS TR, SoiREEERE | SMSDA{E
BHT
APG-115 Overview
MDM2-p53 4 ] 7] —STBELT | | L L SR || e
AMLEIRLS T fm%;:; = HAEES RIS HIND RIS
id 1T [ By MDM2-p53 & & -%& & 48 ZAF A g+
PO3 At J& 17 F) E &

APG-115 : —fFiR¥ B AIMDM2-P53HDHIF
S A PRSI RIOMDM2-P53TEIN | SRR EED

N e BXF , 7ETP53 PD-1;857 [5R
" AT REREAE BRUESAMEE ” o
IEBTMDM2-PSS PPL | | TviE ) themmremis| | BT, AR e EEREEX
, FEEEEINHIER R b B ( Kato et al |

M F R BETe Ak
(O NINED]

EfUHYE

P53
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10 BXBRFTTTH
IbHAM RN S REE | SIEETIEkRREA

BtR & 22tk B & inTTRIK

RIEEERIESTTIHXRA RS (B35 1LA L) 501-009 |
50mg 100mg 150mg 200mg  Overall 201-019 . . e
n=3)  (n=3)  (n=6)  (n=7)  (n=19) 001-023 — ——
Any drug-related AEs with severity 001-019 - . . A °
Grade at least 3, n (%) 0 1(33.3) 2(33.3) 3(429) 6(31.6) 501-015 B O A
Platelet count decreased 0 (0.0) 0 (0.0) 2 (33.3) 2(28.6) 4(21.1) 281:8?1 :
Neutrophil count decreased 0 (0.0) 1(33.3) 1(16.7) 1(14.3) 3 (15.8) 501-005 . re
Adrenal insufficiency 0 (0.0) 0 (0.0) 0 (0.0) 1(14.3) 1(5.3) 501-017 - r'e
Anemia 0 (0.0) 0 (0.0) 0 (0.0) 1(14.3) 1 (5.3) 501-026 o N
Febrile neutropenia 0 (0.0) 0 (0.0) 0 (0.0) 1(14.3) 1(5.3) 501-029 7\ o
Lymphocyte count decreased 0 (0.0) 0 (0.0) 1(16.7) 0 (0.0) 1(5.3) 501-002 L
White blood cell count decreased 0 (0.0) 0 (0.0) 0 (0.0) 1(14.3) 1(5.3) 501-012 X
501-020 A
501-027 y\o
- FRXRFIEAMSHIE , RUREFIZREHIZHE 501-006 o @ Complete [...]
- BENEBIGARIETERIE ) 150mg, FRKIRES 501-024 [ ol d
- SIHEFERETEASERINARAINFNZE S 501-001 F\ ® Progressive disease
BRTENIIF: AUCHIC-maxiBFE1E50-200 mgRIIESeE NIRELAIE 501-030 L £ Treatment disconfinuation
o ZXE: MIC-1 ( TPSIFVED RS ) MiBREEFIECERNSE]EEGX 6 é 1I2 1I8 2|4 3|o 3|6 4|2 4|8 5|4 6|0 6|6 7|2
« J73: ORR:16.7% (1 CR | 2 PR) + 7 SD=DCR:55.5% Weeks
- DPEE-CR | IE/)\HpEAHEE-PR, Appen. Adeno.| 7 SD | 8 PD Dose (mg) ®m50 ®m100 m150 m200

%3 & & . American Society of Clinical ,Oncolo'gy (ASCO), ' /\ T OB B &
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APG-115+APG-2575: S REIFE

+ “ERETE AR T —pekls , RIRELEFN SRR SRR ﬂ APG-115+APG-2575:
L. BFEXRR , EARNEE—RE , BIATES | | BEHWER Lk ALK
BRI | Z YIRS SRR,

ﬂ wﬂ —\/ehicle control; n=5 —Rituximab 5 mg/kg,IV, QW x 21D; n=5
1 1 —APG-2575 100 mg/kg, PO, QD x 21D; n=5 —APG-115 100 mg/kg, PO, QD x 7D; n=5

—APG-115 + APG-2575,n=5
Viable Lethal 3,000 7

2,500 -
2,000 - ’
500 ‘ / omplete
500 - ‘ — umor
1,000 - _ / // Regression
Inhibit | 500 - /{/ : /
| MAPK pathway and GSK3

Days of treatment

Tumor volume
(mean £ SEM,mm?3)

Release
_—

&
X

\0(\

Promote

).
J

T163/S159

—Vehicle control; n=6
@ 2 000 - —APG-2575 100 mg/kg, PO, QD x 21 D; n=6

—APG-115 100 mg/kg, PO, QD x 14 D(D1-D7 and D16-D22): n=6
' 1,750 1 —APG-2575 + APG-115: n=6

D

1,500 -
1,250 -
1,000 -
750 - 1
500 -

Phosphorylation
and degradation

APG-115 removes inherent
resistant factor for APG-2575

250 - ——
/ 0 4 = —— ﬂ— I

1 8 15 \ Complete 22
Apoptosis Days of treatment umor

Regression

Tumor volume
(mean £ SEM,mm?)

T
-

APG-115 lowers the
threshold for APG-2575

JHH

EZ B B B

Ascentage Pharma 31

WB AR DA N o A)



B AR
o 15k bk — F] B34 IAP1 / 25=XIAP 8 SMACHE 5144

* TR T 3B WA ZiE KX T ; MTDA=RP2D 240 ; R EF 4
Ak S Pk, THAT i

» f£5 pembrolizumab 3% 7 X3 F 7 F J7 2, KR K

APG-1387 o 2 3 Ib/IIHA & R AR G BE A £ 05 48 2 & 47 4 57 S Fk 10 J7 74 I7 B SE AR
) 9 iEJE B AT
IAP / XIAP (SMACHE:145) 693 307

O R

* ID/I % 77 120 TAT UG KX I Tk & 48 3%, X I iE 78 HE47
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10 BXR R R¥IETITH

IbHf |REATSHHINEEIE B S VRIS RN

nbpfEiETE

HEiEERERTH

/(D 6 - IL-12 \
% ’ R f‘" tumor Colorectal Ovarian Pancreatic oth =4
§4 . A Y : esponse (Kﬁesss) cancer (n=9) cancer (n=7) (n=7) ers (n=4)
. A =
Plasma was collected from patients 5, A s 5 ORR {oblective
pre- & post- APG-1387 treatment at Hqé) = 2 ‘:i?: ERS ?Efﬁ?ﬁe rate, 12.0% (6/50) 15.4% (2/13) 11.1% (1/9)  11.1% (1/9)  33.3% (1/3)  16.7% (1/6) O -
4 & 24 hours on Day 1 & Day 15 0 — (- - = DCR (diseass
S ) S 5 5 control rate, SD  20:0% 92.3% 44.4% (419) 33.3% (3/9) 33.3% (1/3) 50% (3/6)  16.7% (1/6)
= = a 10 N (25/50) (12/13)
K 0 0 = / and above)
Best overall
response, n
/ \ / \ CR 0 0 0 0 0 0 0 0
0 4 IP-10 @ S 1 MCP'I PR 6 2 1 1 1 1 0 0
% 3 1 ¢ % 4 SD 20 10 3 2 0 2 1 2
| 3 i
22 - 2 . ° , v . PD 24 1 5 6 2 3 5 2
o = v ¢ * o T [ J—_ v
“é1 1 -— ;'-r;_ }Tﬂﬁ ;;?,‘vévv i*:;: "é1 i # f“% -‘ﬂ; *:%;‘ Non-evaluable 5 2 0 1 0 1 1 0
8 Sg - ’ * Not assessed 1 1 0 0 0 0 0 0
© s S & 5 5 © S S & = 5
\ s /L 5
506 nli L BEHR;
_— S N . 0 _ i Eﬁ\%
. AAEBEETFI0DHT R RAPG-1387;877 524/ \aF ML AIL-12 , IP-10F] ORR 12% | 6-PR (2 NSCLC |1 CRC |1 BC |1 HNSCC |1 BP &%)
MCP-1110 - DCR 50% | 20- SD
e | \ > - == A —t—y \ =+
- WIZREFIL-12kgER BRI ET(0mmiEn - B AREHY3%. KMREMR R EAAREH

Z R B B
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APG-1252 . BN 3 TBESATRALE
pe|citoc|ax > |IIb/IIHHAPG-1252E5Fpaclitaxeliafy SCLCHIIb/NER & ESEE BN
1T
BCL-2/BCL-xL#PHl3 > |IIb/IIHBAPG-12528%Hruxolitinib 877 myelofibrosisgIb/IIERiHIETESE
E=H1 T

> IHAPG-12528%Fosimertinib 877NSCLC HYIbERiR i1 E R E T
- 135 EEEZAPG-1252/8f7

» F20205F9 BTN LEGEHEEZIAUE | iafr SCLC
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APG-1252 IRBIGPRFRRATT SUENRE - RESTT

EREGafT IR HSLA R R A RIFAHUITRET M (n=42)

SCLC, 002-001

12 SCLCERFRRSITELIEPR

Prostate Cancer, 001-016,

Ovarian Cancer, 002-030,

APG-1252;a77Bl After APG-1252

Pancreatic Cancer, 001-001

Bl Partial Response
[ .
Gastric Cancer, 001-003 Stable Disease
@ Response starts
Atypical Thymoma, 002-004 ‘ Response ends
Breast Cancer, 002-034 » o » Response continues

till end of treatment

NSCLC, 001-014

NSCLC, 001-018

Melanoma, 001-019

VR

- TREFEBEUESD, HEH4 &5&Z/910mg, BIW; 20mg, BIW , 40mg, BIW and 240mg,

kv \ — (0]
BIW (E#&#001-001, 001-003, 002-004 and 002-034). Hq:nBﬂEPEE?ﬁ/J \44%
- 3%SDEEFIETE 320mg, BIW or QW cohort.(FB& #001-014, 001-018 #]001-019).
\ . oAbttt Yoy
.« 5ZEBESDIT MU patient 24 [FHA, Hrp2ZBE SDITBiUts: = 6;577 A T82ERE: > 20NFZ5E

H I = - American Society ofiClifical ©ncology (ASCO), /\ E R B E 2
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APG-1252 IHAZ 2 1E&01E | AIEERIM/IVRE 1%

APG-1252 igit ERER /MRS %, 240mgEF—RRH EF2HAIRAE

.

APG-1252EI
10-160mg jill54H
- 10mg-BIW
— 20mg-BIW
600 - - 40mg-BIW
—  80mg-BIW
— 160mg-BIW
= 500 -
2
o <
x
o 400 1 Q \
S Vg,/
(@)
o Q
@ 300 - O -
2 'Q<‘l.'>~ N
o C—~—x WA}“ —/\
200 | @ L \A’ X S
7 S e X7 N N ) 7\
100 - &
50
25
0
2 3 A 8 8 2 8 & o = 8 pa = 4§
§ 5 0 0 0 £ 5§ 8 06 8 8 3 8 8§
o) O O o O O O O
O
(7))

Platelet counts (x1079/L)

500

400

300

200

100

50
25

240mg FlIEH
(N=13)

-  240mg-QW
—  240mg-BIW

Screening

C1D1

C1D2

C1D4

C1D8

() |\ ™ ~ o

~— AN AN [a) ~

Q Q O N o

— -~ -~ (@) (qV]

O O @ @)
Visit (cycle/day)

C2D22

C3D1
C3D15
C3D22

/

% 3F &k . American Saciety of Clinical ©ncology (ASCO),

Virtual Scientific. Program, May 29-31, 2020, Abstract Number: 3509,
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APG-5918 : [IGPRBIEH = AYER{EEDHDHIF

= APG-5918 MAKG683 (i54E)
SEEDEBRMESFEHN (IC,, (nM)) 1.2 34 + 18 (EED226)
N Karpas422 1.94+0.6 3.3
MR I<HNEHNTE(IC,, nM)
Pfeiffer 0.14 0.7
In vivo activity (KARPAS-422 xenograft) APG-5918
—e— Vehicle control; n=5 —4& APG-5918,6.25 mg/kg, PO, QD X 21D; n=5
— APG-5918, 12.5 mg/kg, PO, QD X 21D: n=4 (5-1) —k APG-5918, 25 mg/kg, PO, QD X 21D; n=5 . _ﬁl:l, \’E I%JE? 'EEE@ E E D}[D%UJRIU ;
—A— APG-5918, 50 mg/kg, PO, QD X 21D; n=5

__ __ + (B HIADMEFN I IRPKASE;
| B I BREA 2SN RSIE,

. EEYPTT SR,

. ERBMES;

N
o
o
o
o

—
‘o
o
o

Tumor volume (Mean jA SEM; mm?3)

1,000
= iy O m—
» IND-enablingffsEIETEH1T;
500 - ‘
0 ~— (o0] (e} AN (o)) O ™ o N < N (eo) (p] AN (o)} (o} ™
- &N &N o < 0 v © N~ P e Ok s D~ e O A ST

Days of treatment
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Mean + SEM; mm?®

Tumor volume (

1,200 -

1,000 +

800 -

600 -

—®- Vehicle control; n=5

—*- AS1109, 30 mg/kg, QD x 15D; n=5
-~ AS1109, 100 mg/kg, QD x 15D; n=5
o= AS1282, 30 mg/kg, QD x 15D; n=5
- AS1282, 100 mg/kg, QD x 15D; n=5

Days of treatment
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PROTACEAHIMDM2EREE B IEARR

Potent and complete degradation of
MDM2 protein in acute leukemia cells

RS4:11 (t= 2 h)

MI-63 APG-265
o 3
) 5 8 2 _ 4, 8
MDM2 oy '.
53
P ep o o O e
GAPDH e o oo o9 =

« ZILE:

+ BEMDM23IDIFIZE100+p-53 EFAERIAMLIEAF
. B AYHENG, , KRAch S SRS
o ZEYITENATIIFOFEN

WAL ES

Cell growth (% of control)

L

L

=

+ MI-63 (IC50 ==
oo % APG-265 (IC50 =1.3 nM)
75+
50+
25-
0-

1%

>100-fold improved cell growth
inhibition activity by the molecule

over MDM2 inhibitor MI-63

RS4:11 (4 day)

0.001 0.01 0.1
Concentrations (uM)

2 EI’JE MRS B S

& EI’Ji’JﬁEJJjJ

179 nM)

Dramatic survival benefit in
disseminated leukemia mouse model

100

90- l
80-
20- RS4:11 Survival
60+
50=
40+
30-
20+
10+

Percent Survival

| | | | | | | | | | ||
0 10 20 30 40 50 60 70
Days post Inoculation
median survival

(days)
P-value vs Control —— Control Omg/kg, IV qW 47.50
<0.0001 -+ APG-265 25 mg/kg, IV qW >63
0.0011 APG-265 50 mg/kg, IV qW >63
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AstraZeneca &
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