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Background

HSP90 | Pharmacokinetics: EEEETTTTEENIECECE  [PECSITEECOEECE O | Fig. 3. Best target lesion
« HSP90 is a molecular chaperone that functions as a buffer « Debio 0932 and Debio 0932-MET1 were assessed through Total number of patients 39 “*’ — o response i patients
against stress endured by tumors and controls the folding serial PK measurements on days 1-2 and days 29-30. e e o F . o with =1 on-reaiment
and processing of certain client proteins. | . Steady-state PK disposition in fasting (at day 29) compared e 5 o = i U LER o4
* HSPI0 clients include multiple oncogenic proteins, such as to fed (at day 30) state was explored in a subset of patients Serious Adverse Events 2 s e e Cm o
EGFR, HER2, c-MET, AKT, KIT, FLT3, and VEGFR, which to evaluate the food effect on PK. = S Tables 2 & 3. Overview of AEs. N = number of o~y
: o NORTIOT _ . ] . *  SAEs related 9 231 15 patients; M = number of mentions; * = 3 patients —s
are particularly sensitive to HSP90 inhibition. « Unique blood sampling for exploration of genetic Death 15 3846 died within 30 days of last drug administration due to ol
* Thus, inhibition of HSP90 leads to degradation of client polymorphism of metabolic enzymes and drug transporters Desth occurting within 30 daysof astdrug. 3 7.69 disease progression (days 17, 28 and 30). ey
proteins targeting multiple oncogenic signaling pathways was performed on day 1 using Affymetrix DMET™ Plus chip Zon
Debio 0932 assay. Pharmacokinetics & Antitumor Activity e =
« Debio 0932 is an oral second-generation HSP9O0 inhibitor. Tumor assessment: R P Antitumor activity: | .
Debio 0932-MET1, the N-mono de-methylated metabolite « Tumor metabolic assessment was performed at baseline and ! f_%t::k - 36 out of 39 patients were assessed for antitumor activity.
retains 5-25% of Debio0932’s pharmacological activity of on days 21 and 57 by an 18F-FDG-PET scan in NSCLC E NE e Although no .objectlve'tumor responses were seen, 9 (25%)
Debio 0932 in vitro. patients determined on the SUV percentage change from é | out of 36 patients achieved lengthy episodes of disease
« Debio 0932 has shown extended tumor retention, blood- baseline according to EORTC 1999 criteria P i e — stabilization (mean 77.2 days). |
brain-barrier penetration, and promising anti-tumor activity . Tumor assessments were performed after every 8 weeks of S S — :j”d'V'de?“ PFS range was 16-281 days with a mean of 60.4
. . . . . me 1) e a S
bOth as monotherapy and in COm.bInatIOn'V\.llth other drugs j[reatm_ent’ and tum_or responses were d_etel_‘mmed by the Fig. 1. Debio 0932 (left) and Debio 0932-MET1 (right) plasma concentration vs time profiles at day 29 (black Y .
Methods Results . . Debio 0932 was rapidly absorbed (median t.._. 2 hours) with rapid « Debio 0932_monotherapy was generally well tolerated at
Expansion Part of the Phase | open-label study was designed Patient Characteristics & Safety conversion to the de-methylated metabolite. The plasma levels for |1:003 T:gddle_‘”y_ dgs_es. Debio 0932 PK di .
to collect additional safety, PK and antitumor activity data of - e . Patients remained on treatment Debio 0932-MET1 were 5-8 fold higher than for Debio 0932. COO a Irlmteh |r(rjlpact on be ICC; o< y ISPOSCI'tIIOH-
Debio0932 at the Recommended Dose established during the - for an average of 63 days (10- « High inter-individual variability in PK disposition fOfnSZQ_Ueﬂliy, the arug can be administered regardiess
dose escalation phase T e 264).  The half life was approx. 10-20 h for both Debio 0932 and 0932-MET1 g S_O Olgtzz e'h q . . £ anti .
Key inclusion criteria: (vears) ., ., '« The main reason for withdrawal | * Steady-state conditions were reached within the first week of dosing DenIo §hovx(/je prorc?lswll_% SIgns o antltumlcl)r ‘_'"Ctl'v'ty
. Diagnosis of advanced solid tumours or lymphoma?, SRS S| e was disease progression - No food effect was observed on PK disposition of Debio0932. 'Cnaﬁggrents with advanced solid tumors, especially in lung
refractory to standard curative or palliative therapy it (89.7%). * Aparticular CYP450 polymorphism may have had an impact on mean | ' - - o .
. Measurable disease per RECIST 1.1 criteria i * AEs were mostly CTCAE Grade exposure, but the number of patients per polymorphism class was too A Phase I/ll study of Debio 0932 in combination with
' 2 3 previous treatment  79% s0% 1 or 2. : standard of care for first- and second-line treatment of
+ ECOG performance <1 S small for a formal conclusion. .
NG signifi di lar di « Most common AEs were o4 NSCLC iIs In progress.
O significant cardiovascular aisease zzsg:)ftreatment 63 (10-264) 66 (20-264) diarrhea, nausea, decreased Pet Scan: E
DOS'”g & SChEdU|e . gl::::;;:quentAEs(%) 1% s0% appetltei V0m|t|ng and aSthenIa 1 (83%) Partlal Metabollc Response E% Referen CeS
- Debio0932 1000mg once-a-day (QD ) oral dosing Nausen . ca% * No clinically relevant ocular or 5 0 | i =
| e Decreased ppetite 2% oo cardiac toxicitv was observed. (41.7%) Stable Metabolic Responses = | T e enn
Card fot t Vomiting 59% 67% y . . . = i [1]. Van Ingen et al. 2021. J. Thor. Oncol. 7(6;S1):5S72 (abstract 196P)
ardiac safety monitoring o sten s a7 + No substantial changes in 6 (50%) Progressive Metabolic Disease = III
. Trlpllcate ECGs, 24 h Holter monitoring, LVEF, BNP, and sect overall tumor laboratory parameters were observed among the 12 evaluable gﬁ Contacts Download
troponin zzfm 7o se (biochemistry and hematology) NSCLC patients in the efficacy population. == Debiopharm International S.A. _—
ClinicalTrials.gov identifier NCT01168752 or vital signs from pre-treatment o = Lausanne, Switzerland. - < available vi 3
' ' . : . . [ : : t ;
“No patient with lymphoma entered the study Table 1. Demographics and Baseline Status to study end were observed. Fig. 2. Best 18F-FDG-PET Scan lesion response—NSCLC patients. g\évm?oe.tz);%ag%rge%?gnpharm.com wv&iv?doesbie;rplﬁaar\r/r?.lcim‘irxleilias/publications mje
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