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Any grade AE (2 10%) No. (%) 2 Grade 3 AE (2 5%) No. (%) 200 400
Any = grade 3 APG-2575- 001-002 50mg *ﬁ Withdraw Consent
Any APG-2575-related AE?: 27 (75.0) 9 (25.0) 2 400
related AE: 001-003 100mg Secondary MDS
Fatigue 10 (27.8) Neutropenia 5 (13.9) 001-006 400mg | Withdraw Consent
800
Neutropenia 8 (22.2) Nausea 2 (5.6) 001-007] 400mg S0
Diarrhea 7 (19.4) Platelet count decreased 2 (5.6)
001-011  600mg _ Physician Decision
Anemia 6 (16.7) — _
001053 600ms _ o
L ~ ~ /
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Source: Sikander Ailawadhiy et al.(2021); First-in-human study of lisaftoclax (APG-2575), .a novel BCL-2 inhibitor(BCL-2i),/in/patients (pts) with relapsed/refractory (R/R) CLL and other hematologic malignancies

« (HMs)., 2021 ASCO Annual Meeting andExposition
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sk lImPR TLS

TRAEs > 348 B SAE1S R

20 mg 50 mg 100 mg 200 mg 400 mg 600 mg 800 mg Total >Grade 3, n (%) SAE, n (%)

POpUIation 2 1 3 3 6 9 7 31 POpUlation 31 31
Any TRAE, n (%) 2 (100%) 1 (100%) 3 (100%) 3 (100%) 4 (66.7%) 7 (77.8%) 8 (100%) 28 (87.5%) .
System Organ Class/Preferred term, n (%) Any TRAE, n (%) 7(21.9) 13.2)
Platelet count decreased 1 (50.0%) O 2(66.7%) 1(33.3%) 2(33.3%) 2(22.2%) 3(37.5%) 11(34.4%) System Organ Class/Preferred term, n (%)
Anemia 1(50.0%) 1 (100%) 2(66.7%) O 0 2(22.2%) 3(37.5%) 9(28.1%) Platelet count decreased 4 (12.5) 1(3.2)
Neutrophil count decreased 0 0 2(66.7%) 2(66.7%) 1(16.7%) 1(11.1%) 1(12.5%) 7 (21.9%)

- Neutrophil td d 394 0
\é\gc‘:':gabs'ggd cell count 0 0 1(33.3%) 1(33.3%) 1(16.7%) 0 4(50.0%) 7 (21.9%) eL_j FOPTT COH FE0rease ©4)

White blood cell count decreased 1(3.1) 0
Hyperuricemia 0 0 1(33.3%) O 0 2(22.2%) 2(25.0%) 5 (15.6%) .
Diarrhea 0 0 0 1(333%)  1(167%) 2(22.2%) 1(125%) 5 (15.6%) Anemia 2(63) 1632)
Hyperphosphatemia 0 0 0 0 0 2(22.2%) 2(25.0%) 4 (12.5%) . .
Hypertriglyceridemia 0 0 1(33.3%) 1(333%) 0 1(11.1%)  1(125%) 4 (12.5%) All TRAE SAEs were observed in 1 patient at the 100-mg dose level
\ o
ch EIfA I PRIz 36 : ££200mg B LI E5%75100% ORR
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Source: Mingyuan Sun, et al:(2021), A'Phase 1 Stljdy to Evaluate the Safety, Pharmacokinetics (PK) and Pharmacedynamics (PD) of Lisaftoclax (APG-2575), a Novel BCL-2 Inhibitor (BCL-2i), in Patients (pts) with
- Certain Relapsed or, Refractory (R/R)"*Hematologic Malignancies (HMs) ;2021 ASH Annual Meeting and' Exposition
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+ Bcl-2: AML, DLBCL §

& 4 NS s = . Luo et al. 2020
Q° T TSHY InihiE e APG-115 o b T BT (+BET:AIVII_)

MDM2 &EH3RZAH®E T AR - AEXN T3 | |
(Li et al. 2020; Latif et al. 2021)

78 STATS BEEE T ARNEEAEES #D#El MDM2-p53 #HEEH L AT/ + MET: Lung. CRG

(Zhou et al. Nature 2021)
(Sullivan et al. 2012)
— ME] ===
BEREIFTI

ARTICLES

« APG-115785IMDM2XISTATSRI =2 ME1E T3
CD8+TZ BRI F /AN IIAE

namre
immunology T

- b guietme

The ubiquitin ligase MDM2 sustains STATS

» MDM25c-Cblzz4% - EMic-CblSSTATSHY G (e S ot e el PosliEmeciated antiimeor
4+ A cadation 4 Tumor progression -\ § T srtiriesion
£5 - MNMRE 7 c-CbliT SRISTATSIE fE e \ , ‘\ o | BBt ot Rt U g Mo A gt
) T cell death Q 1 ce ’UNV:“ :;q:::,,:zlw \\ta::.l?\;— . Weichao Wang*+, Xueting Lang'?, Weimin Wang®~, Shaomeng Wang*+* and
* APG-15S 10 IrizmiRIfFRFRR THR T8l el e e T R e
7 vEI/\] j:nﬁqj;‘gggag ‘ ) Y bre SIS Wading, exdosts #\0W cvaiivtnd SIS Sasmaivios ane isipsess RAYS Sublon
Zhou J et al. Nat Immunol 2021:22:460-470. e s A i 3 s OS2 . e S St o b ok

tion and interferon-; signature in patients with cancer. Than, the pS3-MDM2 pathway controls T coll immunity, and targeting
this pathway may treat patients with cancer regardiess of tumor pSJ status.

STATS, signal transducer and activator of transcription 5.
5. Tolcher AW et al. Molec Cancer Ther 2019;18:A086.
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£ X = H Bl HY 7 3L X 10 MR BEBRARITM

Melanoma - Liposarcoma Cutaneous Unknown primary
Response (n=32) = = = (n=17) Response = (n=16) (n=23)
ORR 24.1% 6.7% 0 0 6.2% 12.5% 16.7% ORR 14.3% 40% 26.7% 0 24.1%
(CR + PR) (7/29) (1/15) (1/16) (1/8) (1/6) (CR + PR) (1/7) (2/5) (4/15) (7/29%)
DCR 55.2% 46.7% 25% 44 4% 81.2% 12.5% 66.7% DCR 71.4% 40% 46.7% 100% 55.2%
(CR + PR + SD) (16/29) (7/15) (1/4) (4/9) (13/16) (1/8) (4/6) (CR+ PR+ SD) (5/7) (2/5) (7/15) (2/2) (16/29)
Best overall RECIST or iRECIST response Best overall RECIST or iRECIST response
CR 1 0 0 0 0 0 0 CR 0 0 1 0 1
PR 6 1 0 0 1 1 1 PR 1 2 3 0 6
(2 unconfirmed) (unconfirmed) (unconfirmed) (1 unconfirmed) (1 unconfirmed)
SD 9 6 1 4 12 0 3 SD 4 0 3 2 9
ORR and DCR are based on efficacy evaluable population; stable disease (SD) requires a minimum duration of 2 cycles. CR, complete Data cutoff: April 15, 2021.
response; DCR disease control rate; PR, partial response; RECIST, Response Evaluation Criteria in Solid Tumors; UC, urothelial

* Total evaluable patient N: 29
carcinoma.

A

BRERBERT EHXI0 MR EEERREEERTN

EFXT10 MY 25 52 Bk 75

180 - . . Best response 80 - ] ] Best response
160 - Spider plot for target lesions—APG115US002 oR (n1) Spider plot for target lesions—APG115US002 Uveal oD (1=2)
2 140 cutaneous melanoma cohort 2 901 melanoma cohort
2 120 —— PD (n=9) 9 PR (n=1)
9 3 40 -
"qg) 100 = PR (n=3) g
g 80 SD (n=2) § 20 -
£ 60 £
8) 0) (]
EU 40 # ngoing % 0
SR ey A~ uPR: unconfirmed PR 5
©
g o) %o _ T ——0— *—— — . 2 o |
5 (40) =) 5
ol (60) - CR, target lesion (lymph node) within normal range o (60) - ‘
(80) 1 ‘ *Off study due to second cancer- multiple myeloma
(100) T T T T T T T T T T T T T T T 1 (80) T T T T T T T T T T T T T T T 1
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Days on study Days on study

Anthony Tolcher, MD, ERCPC /1\ E R B B
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Grade: ®Grade 1-2 mGrade 34 All grades: 210%  G3 above: 22%
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Headache (GGG
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=
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0
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APG-1252BX S R FKEE :

Dose determination 160mg (n=>5)

Best response, n (%) Dose determination 240mg (n=6)

Expansion Arm-2 (n=22)

Expansion Arm-1 (n=20)

Partial response (unconfirmed) 0 (0.0)
Partial response (confirmed) 0 (0.0)
5 (83.3)

Progressive disease 1(16.7)
DCR 5 (83.3)

Stable disease

1(20.0) 3 (15.0) 13 (59.1)
0 (0.0) 1(5.0) 8 (36.4)
2 (40.0) 13 (65.0) 8 (36.4)
2 (40.0) 4 (20.0) 1(6.3)

3 (60.0) 16 (80.0) 21 (95.5)

Dose determination and expansion Arm-1 N=31
m APG-1252 240mg ® APG-1252 160mg

= Expansion Am-1 % Confirmed PR
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(]
@
) 50 7
5
A
= 0] =
S
£ (50) -
X
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(100) - *

- FIERFME - IE1162E P UER1BIPR
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Expansion Arm-2 N=22

0 m 1st-line with L585R or 19del m 2nd-line with T790M m EGFR Exon 20 insertion % Confirmed PR
[ ] . I
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(30) -
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(50) *x X "

Data cut-off: 2021-06-24

Maximum % Decrease
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2021 World Conference on Lung Cancer
SEPTEMBER 8 - 14, 2021 | WORLDWIDE VIRTUAL EVENT

£ EGFR T790M XTI EF 20 A RTHYE R#E
RRITM_%EBED - APG-1252 5BRFERKGE
AN ZRESA4E5E A (Navitoclax) TH{EAY 1 [E] 77 %X

[ASLC

Source: Li Zhang et al.(2021), Phase 1b Study of Pelcitoclax (APG-1252) in Combination With Osimertinib in Patients With EGFR TKI-Resistant NSCLC , 2021 World Conference on Lung Cancer (WCLC)
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