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Abstract Activity of INCB062079 in Xenograft Models of HCC INCB062079 Suppresses Tumor Growth and AFP in an Orthotopic Model of Effects of FGFR4 Inhibition on Markers of
With FGF19 Amplification and FGFR4 Overexpression Hep3B HCC BA Metabolism
Hepatocellular carcinoma (HCC) is the most common form of primary liver cancer with limited treatment A Hep3B B Huh7 /\  AFP Levels as Measureof 5 AFP Levels at Initiation of Treatment C AFP Levels During Treatment A CYP7A1 mRNA B FGF19 Levels
options for advanced stage disease. Thus, there is a critical medical need for improved therapies. In
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consistent with inhibition of FGFR4 signaling in the tumors. In combination with sorafenib, the only E = = = % > ®  1.0x100 . g L 10 o
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Huh7 model. To assess exposure of INCB062079 in orthotopic tumors after oral dosing, Hep3B tumors E ¢ E ¢ < < < SRR 0 'V hicle3 10 30 100 Vehicle3 10 30 100 0- 3001 ' 3002 ' 3501 3502
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secreted by the tumors, and their levels correlated well with the reduction in terminal liver tumor mass, 3/ CR + 5/9 PR Week post surgery ays post timor implantatio ysp P
suggesting that these may be surrogate markers for response of HCC tumors to INCB062079. In two B 2'4 2'8 3‘2 3‘6 4'0 4'4 013 1'5 1'7 1'9 2'1 _ _ o _ _ o
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growth by 50-66% at doses that were well tolerated. Additional surrogate markers for FGFR4 inhibition ays postinocuiation ays postinocuiation
were explored including several parameters related to FGF19 regulation of bile acid metabolism. The C Tumor Phospho-ERK Inhibition D FGF19 Amplification in HCC Cell Lines 4.0 7 200 6000 T 15,000
MRNA levels of CYP7AL, encoding cholesterol 7a-hydroxlyase, the rate limiting enzyme in bile acid 100 - . 357 - A 5 -
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Correspondingly there was a dose-dependent increase in fecal bile acids. In summary these data S go- 43 &) 2.5 \i 100 - : ’;cé > 4000 g S 10,0001
demonstrate that INCB062079 is highly and selectively efficacious in models of HCC with FGF19- = 25207 & o - 2 g ) =
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| 0 IN0180620792tum0r anc (Iog4nM) 5 -4 -3 -2 -1 O 1 2 3 4 5 6 7 A.-E. Hep3|§ cells (2. X 19 ) were |.mplanted into the upper left hepatic lobe of female SCID mice to establish orthotopic liver tumors. . A Relative expression of the CYP7A1 mRNA (encoding cholesterol 7a-hydroxlyase, the rate-limiting enzyme in
: ' Gene expression (log2(FPKM+0.1)) A. Following surgical implantation, serum levels of AFP were used as a measure of tumor engraftment and as a surrogate marker for monitoring tumor bile acid synthesis) increased in Hep3bB tumors following dosing with INCB062079, as determined by ddPCR (n =
l A. & B. Female SCID mice were inoculated subcutaneously with 5 x 106 Hep3B or Huh7 cells in matrigel. At tumor volumes of progression. 3 animals/group).
; approximately 200 mm?, mice were randomized into treatment groups (n = 9 mice/group) and given INCB062079 or vehicle by B. Plasma levels of AFP at the initiation of treatment. AFP levels were detectable on day 7, and INCB062079 dosing initiated on day 10. B Plasma levels of FGF19 in cynomolgus monkeys dosed with INCB062079 at baseline (day 1) and for 14 days
: oral gavage at the indicated doses for 21 days. All dosing groups received Hydrogel and Dietgel. Significant tumor growth C. Significant reductions in AFP levels (P<0.05) upon treatment with INCB062079 at = 10 mg/kg BID. (day 15).
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: gltgb'g%ggc\f\grgpgvg'l?fgl’efg,?eg?’;ﬂﬁl t(rzsgi:r??b?dmp\)/:/eetie r(fggsregrleoﬁ%r:?;ﬁre SlosEie el Eses @ U M INSS0a20 D. Efficacy of INCB062079 as measured by reduction of terminal tumor mass at day 28, relative to vehicle treated mice. Doses of 2 10 mg/kg BID of C. & D. Increased total bile acid (BA) excretion in male (n=2) (C) and female (n=2) (D) cynomolgus monkeys dosed for 14
' c Sinéle dose administration of INCB062079 at 0 1y0 3 % 3 10. 30 or 100 mg}kg given by oral gavage to SCID mice bearing INCB062079 were highly effective (P<0.05 or greater). Doses of INCB062079 were well tolerated. days with INCB062079.
: Lors were harvest i E. Plasma levels of human FGF19 (ELISA) secreted by Hep3B primary tumors were decreased in all INCB062079 treatment groups at 2 hours post final
human Hep3B tumor xenografts. Plasma and tumors were harvested at 1 hour post dose for PK/PD analysis. INCB062079 _ : : _
| inhibited normalized tumor phospho-ERK1/2 with an ICs, of 221 nM. dose, corresponding to reductions in AFP levels and primary tumor mass. :
l D. mRNA expression levels for FGF19 in HCC cell lines from the Cancer Cell Line Encyclopedia with expression shown in log2 scale. CO N CI usions
: Y Huh7and Hep3B cells highlighted in red express high levels of FGF19 consistent with gene amplification in these cell lines. - - - - - -
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A. Metabolic function of FGF19-FGFR4: suppresses post-prandial bile acid (BA) production via regulated — |NngOe62079 10 mg/kg BID _ ) ) _ -
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BA-FXR/RXR-mediated feedback mechanism in intestinal enterocytes. = INCB062079, 100 mg/kg BID -= INCB062079, 100 mg/kg BID 1250 7 % INCB062079 + sorafenib lines with genetic alterations in FGF19-FGFR4 in vitro
B. FGFR signaling pathway in tumors: overexpression of FGF19 in HCC cells causes autocrine activation 1000 - 600 4 ; ) ) ;
of FGFRA4 signaling through the Ras-MAPK and PI3K-AKT pathways to promote tumor cell growth — * Human xenograft and PDX models of HCC with genetic activation of FGFR4 and FGF19
and survival. a o £ amplification were inhibited by oral administration of INCB062079
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Female nude mice were implanted subcutaneously with tumor fragments from low passage (#2) Champions TumorGraft™ human HCC . : . . : . Author D|§c|osures . .
FGER3 ~300 Ba/F3-TEL-FGFR3 1059 models CTG-0755 (A) or CTG-0410 (B). Upon tumors reaching 1—1.5 cm?, harvested tumor fragments were re-implanted subcutaneously, Female SCID mice were inoculated subcutaneously with 5 x 106 human Huh?7 cells in matrigel. When tumors reached 100-150 mm? volume, mice (n = 9/group) All Authors: Incyte Corporation: Employment and Stock Ownership.
When PDX tumor volumes reached app.roximately 200 mm2. mice wére rahdomized into treatment groups (n = 9 mice/group) and given ' were administered INCB062079 and sorafenib by oral gavage as single agents and in combination on the dosing regimens shown. Significant anti-tumor efficacy o » .
- ’ i : . ) J . . . . : : . cKknowleagments
T T T o N ST oo oY e A e o et INCB062079 or vehicle by oral gavage at 100 mg/kg BID for 14 to 21 days. All dosing groups received Hydrogel and Dietgel. Significant (P<0.0§ or greater) was observgd with INCB062079 alone versus vehicle control, and with the INCB062079 ar_ld sorafenib (_:omblnatlon versus both vehicle and Efficacy studies in PDX models were conducted by Champions Oncology, Hackensack, NJ, funded by Incyte Corporation.
: ry y g y : TGI (P<0.05 or greater) was observed in both PDX models. INCB062079 treatment was generally well tolerated with transient body weight sorafenib alone, given at an optimal tolerated dose. INCB062079 was well tolerated at all doses (< 10% transient body weight loss), and INCB062079 plus

B. Growth inhibitory 50 (Glsg,) values for INCB062079 assessed by CellTiter-Glo®. loss < 12% at nadir in both models. sorafenib combination groups exhibited 12—-15% body weight loss but no mortality. All groups received Hydrogel and Dietgel. Layout and printing support was provided by Evidence Scientific Solutions, Philadelphia, PA, funded by Incyte Corporation.
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