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 Both clearance and volume of distribution appear to decrease across the 3 lower

BAC KG RO U N D * Protocol stopping rules for dose escalation were not triggered at any dose level. *Treatment doses (4.5 to 18 ug/kg), but then remained similar from 18 to 30 ug/kg dose level.
Emergent Adverse Events (TEAEs) (any adverse event occurring after dosing with study drug) are The terminal half-life of PF-05280602 was similar across all dose groups

* PF-05280602 (also known as CB813d) is a variant of activated recombinant human factor VII (FVIIa) in presented as non-hemophilia related TEAEs (Table 2) and hemophilia related TEAEs (Table 3). All (~3.5 hours).
development for treatment and prophylaxis to prevent bleeding episodes in hemophilia patients with TEAEs were mild or moderate in severity. There were no treatment emergent serious adverse * Transient and dose-dependent shortening of activated partial thromboplastin time
inhibitors to factor VIl or factor IX. events (SAEs). No adverse events lead to study discontinuation. Events deemed related/possibly (aPTT), prothrombin time (PT), thrombin generation assay (TGA) lag time and dose-
* In hemophilic dogs it is characterized by a relative potency advantage and at equipotent doses, a longer related to study drug included: 1 mild event of blood creatinine increased and 1 mild event of dependent increase of TGA peak, TGA ETP, prothrombin fragments 1+2 (PF1+2) and
duration of pharmacodynamic effect relative to wild type FVlla/eptacog alfa (1). blood urea increased (both occurred in the same subject), 1 mild event of dizziness, 1 mild event thrombin-antithrombin (TAT) complexes were observed.
* The purpose of this first in human phase | study was to investigate the safety, tolerability, of tinnitus, 1 mild event of dysgeusia. There was no evidence of antibody immune or inhibitor Figure 3: Pharmacokinetic Profile of PF-05280602
pharmacokinetics (PK) and pharmacodynamics (PD) of a single dose intravenous bolus of PF-05280602 response to treatment with PF-05280602 at Days 15, 30 or 60 of the study. ‘g“ -
in non-bleeding hemophilia subjects. S Dose (ug/kg)
e <1 similar clinically significant laboratory abnormality occurred at any respective dose level. Post c_% @ 45
treatment lab abnormalities included 1 subject with elevated serum creatinine (reported as an T PR
M ETH O DS adverse event in Table 2 and listed above), 2 subjects with elevated non-fasting blood glucose (in % o 15

different dose groups), 1 subject with elevated potassium, 1 subject with elevated fibrinogen,
and 1 subject with elevated d-dimer on study day 15 with a normal baseline value.

e Study Design

o Ascending single dose cohorts (4.5, 9, 18, or 30 pug/kg of PF- 05280602)
o Open label multicenter study, no placebo e <1 similar vital sign abnormality occurred at any respective dose level. There were 5 subjects -
o Washout of all hemostatic treatments 72-96 hours prior to dosing in the non-bleeding state with post-treatment vital sign fluctuations (change from baseline of > 30 mmHg systolic or > 20
o  Enrollment pause after first subject at 4.5 and 9.0 pg/kg and after each of the first three subjects mmHg diastolic blood pressure). These values were deemed not clinically significant by the study 0 10 0 | 0 40 50
at 18 and 30 pg/kg dose levels investigators. Time (Hour)
o Dose escalations based on sponsor and external Data Monitoring Committee (eDMC) review of Figure 4: Pharmacodynamic Changes with PF-05280602
safety, PK/PD data through post treatment day 15. Abnormal findings meeting protocol-defined Table 2: Non-hemophilia Related Treatment Emergent Adverse Events
qguantitative stopping rules required additional clinical assessment. Two or more treatment R oroszaoeny | prosasocos | Pr.0sssocos | Pr.0s2socos | Pr.OS280c02 PT aPTT
emergent clinically significant events in a given dose group would trigger a stop in dose escalation. _ I °
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treated at the 0.5 pg/kg dose level. Under amendment 3, six subjects each were assigned to the 4.5, 9,
18, and 30 pg/kg groups. All subjects were male. 4/25 subjects had hemophilia B (factor IX activity < 1%).

e 8 subjects had a prior history of inhibitor to either FVIII or FIX replacement therapy (32%) Figure 2: Summary of PK Parameters CO N CLUSIO NS
* 5 subjects (20%) had prior exposure to eptacog alfa (FVila) Summary of the Pharmacokinetic Parameters of PF-05280602 after Single Dose 1V Bolus Administration

PK and PD data are not shown for the 0.5 pug/kg group as only 1 subject was enrolled.

Table 1: Subject Demography and Hemophilia History Dose N Tinax Cnax AUC; ¢ ty CL Vss * Single doses up to 30 pg/kg were well tolerated when administered to
(ug/ke) 0(227 (ng/mL) | (ng'hr/ml) (hr) | (mt/hr/kg) | (ml/ke) hemophilia A and B patients in the non-bleeding state.
Sex T T T 6 males 6 mles 4.5 6.6 | 0.0830.0.200)| 26:2°(22) | 303.3(14) 13.533(16) | 15.17(16) | 122.1(31) * There were no instances of antibody immune response or thrombosis
- B | . * The terminal half-life of PF-05280602 was approximately 3.5 hours and
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e B ma a6 mogeo  m2(esary  2e4(1ss2e) 18.0 6.6 | 0.0830.0.333)| 200-(14) | 1580(18) |3.303(19) | 11.67(20) | 57.50(19) * Pharmacodynamic effects were observed with dose-dependent
range g/m 5- . g/m g/m g/m . .
,f;,,? 30.0 6,6 0.150 833.5 (25) 2905 (34) | 3.580(16) | 11.27(26) | 57.15(31) changes of PT, aPTT, PF1+2 and TGA
B | " 1(0.0830-0.333) | | | | * The results for safety and pharmacologic activity support further
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ooy PRl R statistics . Vss = volume of distribution at steady state hemophilia and inhibitors to FVIII or FIX.

efix_gruppo r xxx.html to FVila
(NovoSeven) *Note: Treatment Emergent Adverse Event (TEAE): any adverse event occurring after dosing with study drug Reference: Pitman et. al. Blood, Nov 2011; 118: 2252 abstract
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