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% Prolonged half-life/reduced clearance » Disease assessments were performed at the end of Cycle 2 (Week 8) and every 8 weeks. fatigue, and vomiting. Grade 3 anemia was observed in 6 pts (8%) [Table 2]. 40% | = Mono28-DIDI5 2 = Mono28-D1 only - 289I22001167. dehlpplei F()ETE:I))\;I\H o 0.000 and 0.007, respectively)
. . . L . , _ _ N - N - . - pri : Adjuvan X 3 cycles
<~ Preferential uptake and release in tumor vs normal tissues/marrow > Pharmacokmepc (PK) par_ameters were determlped from total and released (free) GEM, »  Infusion reactions were observed at doses of 4.8-30 mg/m? (n=7); effectively managed :’_ Mesb2 IR DS & _M 2188 oy _ July2017: IMRT (50.4 Gy over 28 fractions) + capecitabine
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Intenal:}at. Ili\l Day 1&15 Q28 days  (1.2-30 mg/m’) 28 »  SNP analysis: 50% of patients had polymorphisms associated with altered GEM —  Confirmed PR in a gallbladder cancer patient at 40 mg/m2 Q 28 days [Figure 5] Frequency of CD8+ T cells (Circulating) Frequency of CD4+ T cells (Circulatina)
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Ovar?an 4 Nausea 16 (22%) 0 AL Gr3/4 previously progressed on GEM; CA-19-9: 2731 — 1752 3 °c ° £ © ; . .
Phase 1 studv desian gﬁrY'Ca'- | g Rash 16 (22%) 0 —  Disease control was observed in a variety of other tumor types including ° °
olangiocarcinoma - - - - - - | °
y g Gallblag der , Pyrexia* 1521%) 2 (3%) Thrombocytopenia 2 (33%) 1(17%) endometr|al, bladder, appendiceal, uterine, adenocarcinoma of unknown primary, Figure 7. 64 y/o female R B R B S PP
A Phase 1 dose escalation study was conducted in patients with advanced solid tumors, with - - 0 . and liposarcoma. Timepoint Timepeint
N Pldst 1 _ . _ : Liposarcoma 2 Fatigue 14 (19%) 0 Asthenia 1 (17%) 0 Mav 2009 Dx: P tic aci I : Stage IB
initial clinical data supporting the immune-modulating effects of FF-10832 [Figure 1]. Leiomyosarcoma 9 Vomiting 206%)  1(1% - ay Cﬁ- aan(antl_C aC"_Wtir C?t CarC_mOCma,SF Sge : >  Overall
_ . : ! ! : emoradiation with mitomycin C + ' ,
i i Other tumor types (n=1 each): appendiceal, bladder, 1 Decreased appetite 1(17% 0 - =1: —
Figure 2. Phase 1 study design e uror yps 1=1 caoh): apperice, badcer, rremin s 6 (6% PP (17%) Durable response in biliary cancer — Nov2015: Recurrence in the liver e e (o rlotiv
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e discontinued due to skin toxicit ’ Prior therapy Infusion related reaction 7 (10%) 2 (3%) | | i | | PD-1 inhibit ’ ’ environment to one that is more immunocompetent.
per Cycle discontinued due 1o skin toxicity 6, 6 [T T s, et (e 3 (1-11) Chills 6 (8%) 0 Orthostatic Hypotension 1 (17%) 0 — Sept2016: Cholecystectomy, Dx: adenocarcinoma, T3, Grade 1, margin+ Inhibitor
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Mono28D1D15  Mono28D1 | Mono21D1D8 = Mono21D1 xgr?g:;on Best response to most recent cancer therapy, n SD (12), PD (48), UNK (13) *Dose-limiting toxicities; treatment-related cellulitis also observed in 3 patients (2 Gr 3/4) thrombocytopenia — PD — Tregtment held after Cycle 7 (~5 months) due t_o unrelated hos_pltallzatlon » FF-10832 is a novel liposomal formulation of GEM with increased plasma stability and
(Day 1 & 15 (Day 1 (Day 1 &8 (Day 1 _ 0ct2020: FF-10832 40 mg/m? Q 28 days —  Patient restarted treatment at Cycle 8 and remains on study with SD at Cycle 12 enhanced tumor drug delivery. Macrophage uptake and immune activation in the TME
028days) = Q28days) = Q21days) | Q21days) PR: 46% decrease in target lesions after 4 cycles; 54% Baseline Post Cycle 7 (PR) play a role in the superior efficacy of FF-10832 compared to GEM, with selective, marrow-
1.2-8 mg/m?| Cohorts 1-4 : : - T | | GEM PK foll . FF-1 9 — . - T decrease after 15 cycles : - - — sparing biodistribution contributing to an improved safety profile.
12 mg/m? Cohort 5 i Cohort 21 i otal and released ollowing FF-10832 administration improves drug delivery Iggimg:]t gfegrlg%i E:t glziﬁl?[ol?ci(’g/week&;) and Cycle 16 (1 week) for | »  FF-10832 was well-tolerated administered on Day 1 of a 21-day or 28-day cycle, with
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17 mg/m? Cohort 6 Cohort 22 onZoing in biliary » Total and Releasgd (Free) Gemcitabine PK FoIIowmg.FF-10832 Admlplstratlon Table 4. Mean (CV%) Cycle 1 Day 1 GEM PK parameters Remained on study 72 weeks (17 cycles) before progressing minimal myelosuppression
23 mg/m? Cohort 7 : Cohort 23 : e T REP A —  Dose proportional exposure from 1.2—55 mg/m? without accumulation; no dose : ] ] —  Common drug-related adverse events were Gr <2 nausea, rash, pyrexia, fatigue,
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40 mg/m? Cohort 31 (n(/igg(/):p%) 40 mg/m? on Day 1 between total vs re|1(/a2ased GEM concentrations (<1% free) fotal GEM | Free GEM | Total GEM | Free GEM | Total GEM | Free GEM| Total GEM | Total GEM —  Dose-limiting Gr >3 cellulitis/skin ulcers were observed at >23 mg/m? with twice per
viscontinued | Conorap | Discontinued Q21 ?gys — Measurable concentrations >200 hours support prolonged exposure/delivery to TME 1.2 | 3| 748(12) | 1.08(27) | 35.7 (20) | 49.6 (37) | 22700 (15) | 26.1 (58) | 2.66 (18) | 0.053 (15) cycle dosing and those regimens discontinued.
oho n= . .
48 mg/m? (RP2D Q 284) - ( ) —  No evidence of accelerated blood clearance due to anti-PEG IgM 24 | 4 | 1240(10) | 1.86(32) | 24.1 (34) | 19.6 (63) | 25000 (42) | 25.7 (42) | 3.33(11) | 0.106 (63) —  The MTD was confirmed at 40 mg/m? (Q 21 days) and 48 mg/m? (Q 28 days)
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. -1+ 2.4 mg/m2 N=4
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surrogate for nanoparticle penetration »  No history of significant S . & E Translational Drug Development (TD2, Scottsdale, AZ) 5. Le HK. ot .t Immunopharm 2009: 9:900-909 » Dose and tr-eatment. c!uratlon-related |mmunomodulat(?ry gffects were showr.l th.at
» Immunomodulatory effects measured cardiac disease 1 — 1 T 1 T 1 T 0.0001 N N S B B B 55 6 32500 (21)| 78 (21) | 24.3(9) | 29.4 (49) |689000 (47)|1070 (47)| 2.93 (22) | 0.087 (47) for execution of the study, LabCorp Drug Development 6. Erikssen E, et al. J Trans/ Med 2016:14:282 correlate with preclinical data', and suggest the combination of FF-10832 with immune
in peripheral blood 0 0 1:30 150 200 0 40 80 1?_0 i 160 200 . - o | (Madison, WI) for bioanalytical services, and CellCarta 7. Tanaka M, et al. Cancer 2010; 116:5325-5335 checkpoint inhibitors as a promising future therapeutic approach.
Time (hours) ime (hours) G PEAK f:on.centratlon, t, ,, half-life; AUC, area under the concentration-time curve; V_, steady-state volume formerly Caprion: Montreal, Quebec, Canada) for . o . _ :
d. days: MTD. maximum tolerated dose: DLT, dose limiting toxicity: RP2D, recommended Phase 2 dose: ECOG, of distribution; Cl, clearance mmune cell analyses. Emg fé’.fifé‘i,‘i,'l,‘l‘iﬂiﬁﬁﬁcom »  Expansion is ongoing in biliary tract cancer patients at the RP2D of 40 mg/m? Q 21-days.
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