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Result

* Dysregulation of the fibroblast growth factor receptor (FGFR) signaling pathway due to receptor Debio 1347 inhibits tumor growth of a FGFR3-TACC3 translocated Debio 1347 modulates pharmacodynamic markers in plasma and tumor Debio 1347 inhibits tumor growth of a FGFR amplified NSCLC PDX model
overexpression, gene amplification, point mutations or fusions/chromosomal translocations is associated
with cancer development and progression. bladder cancer model (I—ION 137, PI’ECOS)

- Debio 1347 (CH5183284), currently investigated in a Phase | trial in selected patients harboring FGFR Significanto antitumor  activity ~ was  observed ~at 100 mg/kg QD and 50 mg/kg BID A 5 LION137 is a squamous cell carcinoma (SCC) PDX model derived from a male Caucasian ex-smoker; sequencing
genetic alterations (NCT01948297), selectively inhibits FGFR1, FGFR2, and FGFR3, but does not inhibit (TG| > 60 /o,_TabIe 1)_- _DeblO 1347 administration frequency affe_ctfed efflcacy_ at the low dose level (30 mg/_kg BID (A)  pre-dose levels after 11 days of treatment (B) Short term FGE23 reduction analysis by lon Torrent Ampliseq™ Hotspot mutation analysis identified p53 homozygous mutations (R117P, R156P,
kinase insert domain receptor (KDR) or other Kkinases. Consistent with its high selectivity for FGFR d!splayed a hlgher activity as compared to 60 mg/kg QD) and toxicity at the high dose level (50 mgikg BID induced 9000 9000 R24P), PIBKCA (M1040I) and KDR (Q472H) heterozygous mutations (wild-type for FGFR1, FGFR2, KRAS, EGFR &
enzymes, Debio 1347 displays preferential antitumor activity against cancer cells with various FGFR higher body weight loss (BWL) and deaths as compared to 100 mg/kg QD). = 8000 8000 —o— vehicle LKB1). Expression of members of the FGFR gene family (FGFR1-3) was confirmed by Tagman copy number and
genetic alterations in a panel of 327 cancer cell lines and in xenograft models. Because of its unique (A) Mean tumor volume (mm3) (B) Relative mean body weight (%) %3 2000 E 2000 —e—60mg/kg QD expression analysis across multiple. Significant and reproducible in vivo sensitivity to clinically used FGFR inhibitors
binding mode, Debio 1347 can inhibit FGFR2 harboring one type of gatekeeper mutation which causes 600 Vehicle 140 e €000 2 6000 —e—30mg/kg BID was documented at repeated passages.
resistance to other FGFR inhibitors, and blocks FGFR2 V564F-driven tumor growth?. <o, | — Debio 1347 60 me/kg AD, po o 2 5000 2 5000 1oome/ke Q0 A 15-day treatment with 2 doses of Debio 1347 resulted in a dose-dependent reduction in tumor growth as
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«  This study evaluated Debio 1347 in 2 preclinical models harboring FGFR genetic alterations and explored @ EEE:Z 1::; igg"j/ '}i Bg’[’)poo P , o 4000 © 4000 measured by both tumor volume (Table 3) and final tumor weight (not shown), however the difference between the 2

PK/PD relationships. Ea00 e 50mg/gkggB|D ,pp; | = £ 3000 S 3000 doses was not statistically significant (Fig. 7). No significant effect on body weight was observed.
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Figure 1. (A) FGFR signaling network. The signal transduction network downstream of FGFRs, along with negative model 0 : : :
regulators. Following ligand binding and receptor dimerization, the kinase domains transphosphorylate each other, leading to the Vehicle Debio 1347 Debio 1347
docking of adaptor proteins and the activation of four key downstream pathways: RAS-RAF-MAPK, PI3K-AKT, STAT and 1E+05 — Mean (+5D) 25 mg/kg 50 mg/kg
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Mouse xenograft model (Charles River discovery research services, Morrisville, NC). Briefly, 5.106 RT112 tumor 2 § 1 100 mg/kg QD 100 1 373 21792 209883 209883 3.3 L“_% AA [ | - g o e 23?&3 ®

cells in 50% Matrigel were injected subcutaneously (sc) into the right flank of female NCr nu/nu mice. Tumor size was 2 g . 2000 E % 100 mg/kg QD = Debio 1347 administration resulted in a dose-dependent reduction in tumor growth in both animal

measured using a gauge twice per week and tumor volume (TV) was calculated using the following formula: TV = ab?/2, - 100+ Table 2. Debio 1347 plasma PK parameters indicate that Debio 1347 was . * . = models, displaying either a FGFR fusion or amplification. These results suggest that Debio 1347 will

where a is the length of the tumor, and b is the width. Debio 1347 was orally administered once or twice a day for 11 . rapidly absorbed after oral administration, with exposure increasing more L e O N R N Y1 provide therapeutic opportunities for patients with FGFR genetic alterations.

consecutive days (30 or 50 mg/kg BID, 60 or 100 mg/kg QD) in mice with established tumors (mean TV = 121 mm?). - than dose-proportionally. Debio 1347 trough Debio 1247 mean plasma Debio 1347 mean trough

Blood, organs and tumor were collected at different time points after last administration for subsequent analysis. 10 e B B . plasma level (ngme). daily AUC (hr.pg/mL) _ . Dlasm.a Iev-el (-ngme) « Debio 1347 was rapidly absorbed after oral administration and plasma exposure increased with dose

FGF23 determination. FGF23 was determined in mouse plasma (K,EDTA) using quantitative ELISA (Millipore). 0 4 8 12 186 20 24 Figure 4. PK/PD explorations on Day_ll showed a relationship between individual trough in a more than a dose-proportiongﬂ manner. The extent of Changes in FGF23 p|asma levels was

IHC analysis. FFPE tumors were stained with anti-phospho-FRS specific antibody (#ab78195, Abcam) using standard _ _ Time (hr) o ggf;dos;)urgasmg Itevels Otf FGhF23 a.nd ?eb'o 1347'\/\(&?])’ a_n?]_tt)ﬁ:yveen FGF23bA$C or Cmalx ?n(;j Det?:ﬁ correlated with Debio 1347 plasma exposure.

protocol IHC scoring: 1+ = weak, 2+ = moderate, 3+ = strong. Frequency modifiers were included to provide the Figure 3. Debio 1347 mean plasma concentration-time Debio 1347 1 (haal nol slovén)’th ””?3: AS? 3 'g : 'éo? v;/a; ctter  correlated — wi

approximate staining percentage of given cell types. The frequency was defined as follows: rare (1-5% of cells); rare to profile at Day 11 (n=3 mice/time point). ebio rough plasma levels (C) than wi (B) or C,,, (data not shown). = Debio 1347 plasma trough levels rather than C,,, or AUC appeared to be correlated with antitumoral

occasional (> 5-25% of cells); occasional (> 25-50% of cells); occasional to frequent (> 50-75% of cells); frequent — - activity in the RT112 xenograft model, as illustrated by the higher efficacy of the BID as compared to

(> 75-100% of cells). Clinical trial References QD dosing regimens. This suggests sustained plasma levels above a threshold should be maintained to

Pharmacokinetics. Debio 1347 plasma concentrations were determ!ngﬁ using a validated LC/MS/MS method and PK Debio 1347 (CH5183284) is currently under phase I clinical investigation in selected patients harboring FGFR genetic (1) Nakanishi Y et al. The Fibroblast Growth Factor Receptors Genetic Status as a Potential Predictor of the Sensitivity to achieve optimal antitumoral efficacy.

parameters were derived by non-compartmental analysis using Phoenix™ WinNonlin® version 6.3 (Certara). alterations (NCT01948297). CH5183284/Debio 1347, a Novel Selective FGFR Inhibitor. Mol Cancer Ther. (2014) 13:2547-2558

PDX mouse model (Precos, UK). Briefly, in a sterile, chilled, petri-dish, tissue from donor animals was pooled, finely (2) Turner and Grose, Nature Reviews Cancer (2010) 10, 116-129 o _ Download

minced, and mixed with a volume of Cultrex/MSC. Equal volumes of tumor/Cultrex/MSC mixture (~100 mm3) were Acknowledgements (3) Nakar_nshl Y et_al._F_GFR genetic alteratlo_ns as a potential predictor of the sensitivity to CH5183284/Debio 1347, a

implanted subcutaneously into the left flank of female MF1 nude mice under anesthesia. Mice were randomly allocated selective FGFR inhibitor with a novel chemical scaffold. AACR 2014 abstract #2729 Debiopharm International S.A., Lausanne, Switzerland. This poster is available via:

to treatment groups when the tumors reached a mean TV~160 mm3 (day 16). Debio 1347 was administered orally daily We thank Nobuya Ishii and Yoshito Nakanishi from Chugai Pharmaceutical Co for their helpful discussions. (4) Workman et al., British Journal of Cancer (2010) 102, 1555 — 1577 www.debiopharm.com www.debiopharm.com/medias/publications

for 15 consecutive days, after which all mice were terminated 4 hours post-final dose. anne.vaslin-chessex@debiopharm.com
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