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Background

SCLC is a most aggressive disease. After platinum-based 1%t line failure, patients (pts) have
limited treatment options and are often candidates for phase | studies exploring new molecules.

PM1183 inhibits trans-activated transcription and acts on the tumor microenvironment.

DOX-based combinations, such as the VAC regimen, are used in 2" line response rates of
~20%.

In a dose-finding part a recommended dose (RD) was defined at PM1183 4.0 mg flat dose (FD)
or 2.0 mg/m? + DOX 50 mg/m?both on day (D)1 every three weeks (g3w).

Myelosuppression was dose-limiting (DLT) regardless of colony stimulating factor (CSF)
prophylaxis use. After DOX withdrawal, treatment could continue with PM1183 alone, if
clinically appropriate. Compelling activity was observed during escalation phase. It was
especially remarkable as 2" line in SCLC pts: 5 of 7 evaluable pts (71%) had objective
partial response (PR) as per RECIST v.1.1.

Thus, an expansion cohort of approximately 20 evaluable 2" line SCLC pts was evaluated to
assess preliminary antitumor activity and better define feasibility in this specific setting.
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Safety (n=21)
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AEs, Adverse events; ALT, Alanine aminotransferase; AST, aspartate aminotransferase; AP, alkaline phosphatase; Const, constipation; FN, febrile neutropenia; NT, neutropenic; T Bil, Total bilirubin.

Neutropenia time course according to CSF prophylactic use or not (n=109 cycles)

CSF (n=52) No CSF (n=57)
Grade 4 neutropenia 25% 33%
Median day of grade 4 nadir (range) 8 (7-11) 14 (10-16)
Time to recovery to rechallenge, in days 4 (2-21) 4 (1-13)
Febrile neutropenia 7.7% 8.8%
Neutropenic infection None 3.5%
Grade 4 thrombocytopenia 7.7% None
CSF, colony stimulating factor.
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Efficacy
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Cl, confidence interval; CR, complete response; CTFI, chemotherapy-free interval; DOX, doxorubicin; ORR, overall response rate; PD, progressive disease; PR,
partial response; SD, stable disease.
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Best RECIST v.1.1 response according to CTFI
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Cl, confidence interval; CR, complete response; CTFI, chemotherapy-free interval; ORR, overall response rate; PD, progressive
disease; PR, partial response; RECIST, Response Evaluation Criteria In Solid Tumors; SD, stable disease.
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Kaplan-Meier global PFS and according to CTFI (n=21)

PFS: 4.6 months (95%CI: 3.3-8.0)
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Cl, confidence interval; CTFI, chemotherapy-free interval; PFS, progression-free survival; R, resistant; S, sensitive.
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Conclusions

PM1183 and DOX showed outstanding clinical activity: 67% response rate, including 10%
of CRs, as 2" |ine treatment in SCLC pts.
CTFI was the only variable with statistically significant correlation with response (p=0.001).
All sensitive (S) patients responded (95%CIl: 71-100%) in this cohort.
In resistant (R) pts, a 30% response rate is remarkable.
Reversible myelosuppression was the most frequent adverse event observed. No
unexpected or grade 5 toxicities occurred.
The RD was feasible at the targeted dose intensity in SCLC pts, although DOX dose might
be tailored with or without CSF prophylaxis to improve combination’s hematological profile.
A randomized study is planned to better define the role of this combination as 2" line
treatment in SCLC pts.
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