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Summary Results Methods
- Debio 0932 is a second generation oral HSP90 inhibitor causing the Debio 0932 synergizes with NSCLC SOC agents and mTOR/Akt Debio 0932 in combination with everolimus inhibits growth of human In vitro drug efficacy testing
degradation of potent oncogenic HSP90 client proteins. Inhibitors to inhibit growth of human NSCLC cell lines in vitro RCC cell lines in vitro CHTS. Three concentrations of Debio 0932 were tested against a 5-log concentration range of 128
* Syn ergy was identified in vitro between Debhio 0932 and standard of An in vitro high-throughput combination screen (cHTS) was performed using 6 human NSCLC cell lines bearing | In patient-derived and conventional RCC lines, Debio 0932 combined with the SOC agent everolimus displays commercially available compound_s n a 72-hr cell viability assay performed in duplicates _(CeIITlt_er-
care (SOC) agents in both non-small cell Iung cancer (N SCLC) and various genetic alterations commonly seen in NSCLC patients (Fig. 3). Pairwise combinations of Debio 0932 | synergy in cell viability assays as analyzed by the Combination Index method of Chou-Talalay (Fig. 5). ?eL?e)ée?t/ri]r?c:?eyasv.veils ﬁsﬁise‘ﬂ};zlpgﬁigfufﬁgfsg ggg:is\l/\?alsncglrgj;t? d?r?%ulzzincumg r?g':grsal \I’\(/)h'%r}
: with 128 oncology compounds were assessed in a cell viability assay. In order to identify potential synergy the EIBEETEI555 thp didat pt i y o all Y- : ; ds despit d'ffg ¢ dosi ?’h
renal cell carcinoma (RCC)- dose-response curves of single agents and combinations were analyzed by quantification of the area under the Sample Genotype + evirlfiimus AAEU?TN;S&‘CZES{;Q f;sl?r?e rgﬁr%ereggeabg\tl\\;vggrr? tpr?eni)l?cosggrrgg (z)lﬂhz csfnpl;iflatilore\ rzrr:d tf?slrt;ge)t.ter oef
- Debio 0932 dlsplays anti-tumor activity In monOtherapy and curve (SLIJC)' élAm?rrgR/S:IX e.rar:.bgupra-additive” %omtl)lir:_ationslé_ Dezpio |0932 Ehow_ed co.nks]isten_t. sy'ralijrgy with RXF 1183 BRAF N581S homozygous, HRAS Q61K homozygous 0.47 the two single agents and used as a synergy measure.
synergizes with the |ung cancer SOC paclitaxel in in vivo NSCLC microtubule and m t inhibitors across all 6 cell lines (Fig. 2; only combinations with positive score RXF 1781 VHL R210W heterozygous 057 | o |
are shown). RXF 486 VHL wildtype, TP53 wildtype 0.79 RCC PDX maintenance and cell viability assays. PDX experiments were performed by Oncotest,
models. RXF 393 TP53 R175H homozygous 0.75 Freiburg, Germany. Solid human tumor xenografts grown s.c. in serial passages in NMRI nu/nu mice
e Debio 0932 synergizes with renal cancer SOC everolimus in in Vivo Caki-2  VHL wildtype 0.54 were remoyed, disaggr_egated, filtered, counted and frozen in _nitr(_)gen. Cells were plated in 96 well
RCC ft 786-0 VHL G104fs*55 homozygous 0.8 plates and incubated with compounds for 72h upon which cell viability was assessed by CellTiter-GLO.
Xenog r_a _S' o _ A-498 VHL heterozygous, SETD2 mutant 1.17 Combination Indexes were determined according to the Chou-Talalay method (3).
. ese preclinical data suppor e CliniCa evelopment O eplo SN12C  TP53 E336* homozygous 0.32
Th precl | dat pport the cl | develop t of Deb nvivo d £ _
; : : ; : : : Figure 5. Combination Index (Cl) of Debio 0932 and everolimus in RCC lines as assessed by the method of Chou-Talalay. N VIVO druqg efricacy testin
0932 in combination with paclitaxel and everolimus in NSCLC and Uaoe 21 odloate somarey 9 . 9 _ —
RCC, respectlvely. Xenografts were performed in accordance with the guidelines for the care and use of laboratory

Debio 0932 in combination with everolimus inhibits growth of human s

Backg round RXF1183 RCC Xenografts Suc?cutgneogsbxenc())gggr;tfs of NSCLC cell Ii;\gg. 4></&06 cells wekr]e inéectefd in;o the lr(ig-ht fIaIr_1k ofICD—l

: : : s The combination of Debio 0932 and everolimus was assessed in subcutaneous mouse xenografts of patient- ir]nlfeftergl;: S' atelzl?s mg/kgva?/isceg g/eernwz.;)l.( %tr 3 Weg:i 0 evely other cay for > weels: pacliaxel was
Debio 0932 =t Ora_l Inhibitor of HSP90, 2 Chaperone of Sy Figure 2. cHTS on 6 NSCLC cell lines identifies synergy between Debio 0932 and SOC agents (green) and mTOR/Akt | derived RXF1183 RCC cells. While both Debio 0932 and everolimus displayed no anti-tumour activity as single _ _ _

essential oncoproteins inhibitors (red) as assessed by AUC-based analysis of dose-response curves. The higher the bar, the greater the| agents in this model, the combination caused marked anti-tumour activity that was superior to either Subcutaneous xenografts of patient-derived RCC tumors. Tumor fragments were obtained from

. . . . . . synergy. monotherapy (Fig. 6). None of the treatments had any significant effect on the body weight of animals. RFX 1183 tumor xenografts in serial passage in NMRI nude mice. After removal from donor mice,

Drug resistance is a major problem in cancer therapy which could be addressed by simultaneously T Genotype tumors were cut into fragments (4-5 mm diameter) and placed in PBS until re-implantation.

targeting multiple critical nodes of the signaling networks controlling growth and survival of cancer cells A549 KRAS mut, CDKN2A mut 4 :g?gég;ﬁﬂ nakaay Anesthetized NMRI nude mice received unilateral, subcutaneous tumor implants in the flank. Debio

(1, 2). One such approach is to target heat shock protein 90 (HSP90), a chaperone of many critical H19756  EGFR mut (L858R, T790M resistance mutation) gqo, T Everoimus, 5 myikgiday 0932 was given p.o. at 60 mg/kg daily for 16 days; everolimus was given p.o. daily at 5 mg/kg/day for
oncogenic d_rlvc_ars_ _|r_1volved in prollferatlo_n, survival, invasion, metastasis and angiogenesis. H2228 EML4-ALK fusion gene, TP53 mut, CDKN2A mut, RB1 mut ] D-o9s2/Everolimus; 6075 mg/kg/day 16 days. Control groups were treated p.o. with vehicle (captisol) at the same time.

Pharmacologic inhibition of HSP90 results in the proteasomal degradation of client oncoproteins, H2030 KRAS mut. TP53 mut 3604 T/C: 93% T | 4 bod bt tored 3.4 d

thereby eliminating their oncogenic activity (Fig.1). H1650  EGFR mut (E746-A750del), TP53 mut, CDKN2A mut 3104 T/C: 88% HmOor voiume and body WeIght Were montored every -2 days.
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The oral HSP90 inhibitor Debio 0932 displays favorable pharmacologic features and is in clinical s f ;IBZGOh EE’;‘Z[‘“;" (';:|7|‘_‘6‘A749 ‘;e_" TZQO“:I;?S@"CG mutation) E 2?;
i i indi i Igure 3. Genotype of the uman cell lines used inthe c . ]
e o o 1 Sy s 1 ety v Improved efficacy of Debio 0932/paclitaxel combinations in human g o Reterences
The goal of this study was to identify novel synergistic drug combinations for Debio 0932 in non-small s 110 . _ . _ _
cell lung cancer (NSCLC) and renal cell cancer (RCC) which would support the clinical development of A549 d H1975 NSCLC i o : (1) Hanahan D, Weinberg RA. Hallmarks of cancer: the next generation. Cell. 2011 Mar 4;144(5):646-
Debio 0932 in those two indications 2l ENBp)IE. ts § 4.
) E ] T T T T T T T T T T T T T T T T T T T T 1 - i i i i i ifi i -
The beneficial effect of the combination of Debio 0932 and paclitaxel observed in vitro was also assessed in 2 10 (2)  Held MA et al, Genotype selective _comblnatlon therapies for melanoma identified by high
L : - 0 S 10 15 20 throughput drug screening. Cancer Discov. 2013 Jan;3(1):52-67.
vivo in mouse xenografts of human A549 and H1975 NSCLC cells (4). In both models Debio 0932 displayed Days after Randomisation (3) Chou TC, Talalay P., Quantitative analysis of dose-effect relationships: the combined effects of
strong single agent anti-tumor activity which was further improved in combination with paclitaxel (Fig. 4). itio| d’ y inhibi Ad yE Requl. 1984:22:27 5p5 '
. HSP90 clients include: No significant effects on body weight were observed (data not shown). 130; 4 glu t'%e rulgsTor en_zymhe n |h|torlf. vV ng)(/)me_ hegﬂbc 305 o hew otinib resi .
HSP90 Debio 0932 Akt MTOR A549 o H1975 0] (4) ao R et al.,Targeting heat shock protein wit - overcomes erlotinib resistance in
q / —o— vetiicle 650 | ~o-Venict ] non-small cell lung cancer. Mol Cancer Ther. 2009 Dec;8(12):3296-306.
BCf-Abl B_Raf 350 A —— Debio 0932 600 { -~ Debio 0932 ]
ATP ADP EGFRmut STAT3 —— Paclitaxel 550 { 7 Paclitaxel 110:
-}' (. SER? 3 ~GEOR Debio 0932 + Paclitaxel 500 |~ Debio 0932 + Paclitavel 100:
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client protein [ |GE1R B-catenin ) = 80 Debio 0932 was discovered by Curis Inc. and is being developed by Debiopharm International SA.
Upfolded | JAKL HDACG - D GRS G 150 | 0l - We thank Michael Klein for kind assistance with AUC data analysis.
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Days of Treatment Days of Treatment Figure 6. In vivo synergy between Debio 0932 and everolimus in RXF1183 human RCC s.c. xenografts in nude mice. Debiopharm International S.A., Lausanne, Switzerland. This poster is available via: [=] El_l_.
Figure 1. Mechanism of action of Debio 0932. Debio 0932 blocks ATP-dependent folding of HSP90 client Figure 4. In vivo activity of Debio 0932 alone and in combination with paclitaxel in s.c. A549 and H1975 human NSCLC | Median relative tumor volume and median relative body weight changes upon daily oral treatment with Debio 0932 and www.deblopharm.com. www.debiopharm.com/medias/publications
. L : . . . : _ . C o — Norbert.Wiedemann@debiopharm.com :
proteins, which include many essential oncogenic drivers. xenografts in nude mice. N=9 per group. everolimus are shown; n=10 per group. [m] oA
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