AZD0466, a dual BCL-2/XL targeting nanomedicine, is active in small cell lung cancer models
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Small cell lung cancer (SCLC)

AZD0466 drives regressions in SCLC patient-derived models

Small cell lung cancer is an aggressive, heterogenous malignancy
oAccounts for ~15% of all lung cancer cases in the US’
°Five (5)-year survival is <7%’

Currently all patients receive same upfront chemotherapy
(platinum/etoposide)

*SCLC is comprised of distinct transcriptional subtypes requiring unique
targeted therapeutic approaches#?
-ASCL1 (A), POU2F3 (P), NEUROD1 (N), and YAP (Y)

*BCL-2 is highly expressed in A- and P- subtypes
-Subtypes represent ~51% (A) and ~7% (P) of SCLC patients?

*\We evaluated the potential of AZD0466, a dual BCL-2/XL inhibitor, in
SCLC models

AZD0466: a dual BCL-2/XL inhibitor

AZD0466 is a novel drug-dendrimer conjugate, where the active moiety, AZD4320, is chemically conjugated to

A.

Patient-derived xenografts (PDX)

m AZD0466 103 mg/kg

Venetoclax 100 mg/kg ™ Etoposide/Platinum

Circulating tumor cell-derived xenografts (CDX4) A.

m AZD0466 70 mg/kg

Preclinical SCLC efficacy observed at clinically achievable doses
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Starpharma'’s clinically validated DEP® dendrimer platform
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AZD0466 dosed intermittently to deliver efficacy while maximizing therapeutic index

AZD4320 is active in SCLC cell lines

AZD4320 IC50
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A- and P-subtype SCLC cell lines have higher BCL-2 and are more sensitive to AZD4320
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-Response in 12 / 24 models (PDX + CDX)
-Regression in 8 / 24
-Dual BCL-2/XL inhibition more active than selective BCL-2 inhibition with venetoclax
-AZD0466 active in models resistant to Platnium/Etoposide (SOC)
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O AZD0466 2400 mg IV - Released
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AZD0466 is under clinical investigation

Number of patients treated

Doses administered (range)

Days post randomisation

Days Post Randomisation

Disease indication

Advanced solid tumors?

9 patients

50 mg to 200 mg

Adrenal carcinoma (1), anal cancer (1),

Advanced hematologic malignancies®®

24 patients
300 mg to 3600 mg

AML (20), ALL (4), MDS (0)

*Post-chemotherapy relapsed model

(number of patients) bile duct cancer (1), bladder/urethral

AZD0466 can produce prolonged CRs in SCLC models

cancer (1), colorectal cancer (1), lung
cancer (1), pancreatic cancer (1),
sarcoma (2)

Model
CDX 18
CDX 20
CDX 27 (18P)
CDX 28 (20P)
LU-5223
SCLC-05
SCLC-06
SCLC-09
SCLC-10
SCLC-11
SCLC-13
SCLC-14
CDX 22*
CDX 4*
CDX 17
CDX 19 (17P)
CDX 11 (8P)
CDX 8
SCLC-02
SCLC-03
SCLC-07
SCLC-08
SCLC-04
SCLC-12

Subtype

Response

Mean treatment duration

Adverse events > Grade 3
related to AZD0466*
(number of patients)

3.4 months

Aspartate aminotransferase increased (2),
alanine aminotransferase increased (1)

4.4 months

Febrile neutropenia (3), thrombocytopenia (1),
diarrhea (1), gamma-glutamyl transferase
increased (1), platelet count decreased (1)

6 P < 0.0001

log2 RPKM BCL2

P < 0.0001

Normalized BCL-2
protein levels
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N/D Tumor volume reduction correlates with BCL2 mRNA and protein expression

PD

SD PR CR

N/D: no data on subtype
*CDX22 and CDX4 also have high YAP1 expression
**ATOH1 represents recently reported subtype*

AML, acute myeloid leukemia; ALL, acute lymphocytic leukemia; MDS, myelodysplastic syndrome

* Reasonable possibility adverse event was caused by AZD0466, as assessed by the investigator. Graded per CTCAE v5.
a. A study of AZD0466 in patients with advanced hematologic or solid tumors (NCT04214093). Data as of 20-Dec-2021.

b. A study of AZD0466 monotherapy or combination in patients with advanced hematologic malignancies (NCT04865419)°.
Patient treatment is ongoing and only data up to 24-Jan-2023 are captured.

*BCL-2/XL inhibition with AZD4320 and AZD0466 is active in SCLC models
Efficacy is enriched in models representing A and P subtypes of SCLC

*AZD0466 is currently under clinical investigation and has been well-tolerated in doses up to
3600 mg

*Preclinical efficacy is observed at clinically achievable exposures
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