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Introduction Results Results (cont.)

BACKGROUND . Atwo-compartment model with first order elimination for rVIII-SingleChain adequately Figure 4: Predicted steady-state FVIII1activity profiles for 1rVIII—SingIeChai_n at two
« rVIIl-SingleChain, a novel recombinant Factor VIII (FVIII), is a single-chain construct in described the data different dosing schedules: 20 IU kg™ (red) and 50 IU kg™ (blue) for varying age groups
which a truncated B-domain covalently links the heavy and light chain WT and vWF were significant covariates for clearance (CL), and WT was a significant Two times weekly dosing
covariate for volume of distribution in central compartment (V1) <6 years old 6-11 years old >12 years old
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- To characterize the population pharmacokinetics (PK) of rVIII-SingleChain in subjects with Table 1. Summary of the rVIll-SingleChain population PK parameter estimates 2 B _i\\\ \\\ 2 3 —I\\\ \\\ 2 21N \\
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« To identify variability in PK parameters and their potential determinants (demographic and ER | S| % .- N \&\ 3 - N W) ®
clinical covariates) Clearance (CL) (dL/hr) 2.12 (2.70%) 0.0583 (6.90%) s ] T N Y| £ "I N "N = "IN TY D
. . o . . . ~VWF on CL —0.633 (8.36%) — Lo Lo Lo =
« To simulate single-dose and steady-state FVIII activity-time profiles for various dosing - 0 _ S TT T T T T S TT T T T T T S TT T T T T | @
WT on CL 0.756 (4.72%) hed |
: : - 012345867 012345867 0123456 7 Dashedlinesrepresent v
scenarios of rVIII-SingleChain o median predicted values and a
Volume of distribution in central Time (days) Time (days) Time (days) haded redi ¢
compartment (V1) (dL) 33.6 (2.05%) 0.0388 (9.09%) : : shaded regions represen
“WT on V1 0.903 (3.46%) A Three times weekly dosing 90% prediction intervals. The
<6 years old 6-11 years old >12 years old red horizontal dashed lines
Inter-compartmental clearance (Q) (dL/hr) 1.34 (25.6%) — represent the equivalent of
M et h O d S Volume of distribution in peripheral ‘; = - b '; S :b k ‘; S - \\ b \\ ;oc/;ﬁ IU/dL) of normal FVII
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FVIII Baseline activity (BASE) (1U/dL) 0.765 (22.0%) 0.334 (20.8%) s . :1 N\ \}! \§ : :i A W N -] \ I | =
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« CSL627_1001 was a Phase I/lll safety, efficacy and PK study conducted in subjects of L L L 3
12 tO 65 ears Old _ ] ] ] _ Time (days) Time (days) Time (days) ﬁ.
« (CSL627 y3002 study was a Phase lll safety, efficacy and PK study conducted in subjects Figure 2: Goodness of fit of the rvill-SingleChain population PK model 3
O to <12_ ears Old y y, y y J Individual predictions versus FVIII activity Population predictions versus FVIII activity Conditional weighted residuals versus population predictions Conditional weighted residuals versus time Table 2- Summary Of the SimUIated Steady'state trough FVIII aCtiVity fOIIOWing mU|tip|e g
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. . . . i <l I— % ' ., oses of 20 and 50 1U/k o
« PKwas assessed using plasma FVIII activity levels measured with a validated v, ahfhe - ° i ° ) =
chromogenic assay " °% : o Gy v Simulation Age group Mec(lsi)%r(')l/t::ol;Jgh 25tht'| %VSIILIJij'eCtIS rcr:]r?ir']tagl/i”?
. . . Qi . . gm 4 4» gm 1 & ;"f 0 percentiie r -olngle aln
In Itlhosedsubjec7t2 \r]vho received 50 |U/kg rVIII-SingleChain, serial blood PK samples were - - s (UidL)  |trough (U/dL)|  activity level above 1%
collected over ours " S <6 1.0 (0.39-2.4) 0.67 49.4
B W o8 8 MROEY L o : 3 20 IU/kg 2 times weekly, Day 3.5 and 7 6 to <12 1.0 (0.40-2.6) 0.70 52.0
POPULATION PK e c:;'oo » B % o ; =212 1.3 (0.48-3.9) 0.88 67.9
. . . . . 3 ° o & o |- : <6 1.2 (0.45-3.4 0.80 62.4
* 1VIll-SingleChain population P_K m_odelmg Wa_s C_Ond_UCted using NONMEM® _ T T T ° T T T ; N 7 e oAb b o 50 IU/kg 2 times weekly, Day 3.5 and 7 6 to <12 1.3 20.45-4.1; 0.83 65.0
« Atwo-compartmental model with first-order elimination rate was used in data analysis >12 1.9 (0.58-8.0) 1.1 80.3
* Investigated covariates included body weight (WT), baseline von Willebrand Factor (VWF), Red lines = regressions. Blue open circles = observations. 20 1Uke 3 e weekly. Dy 2 g <6 _ 2.0 (0.71-4.8) 1.3 87.1
age, anti-drug antibody, and hematocrit (a) Observed concentration versus individual predicted concentration. (b) Observed concentration versus population g y, bay tf < 2.3 (0.78-6.0) 1.5 89.6
. Bootstrap and visual predictive check were performed to evaluate the model predicted concentration. (c) Conditional weighted residuals versus population prediction. (b) Conditional weighted 212 3.5(1.1-9.5) 2.2 96.6
residuals versus time after dose. _ <6 1.4 (0.54-3.7) 0.97 /2.8
20 IU/kg 3 times weekly, Day 4.5 6 to <12 1.6 (0.57-4.6) 1.0 76.6
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Figure 1. Two compartmental model structure for rVIII-SingleChain Figure 3: Visual predictive check for the rVIlI-SingleChain population PK model ‘<162 i'j Eg'gi_;'g 01556 gg'g
\ infusion .. ‘ : ‘ : L 20 IU/kg 3 times weekly, Day 7 6 to <12 1.6 (0.57-4.4) 1.0 76.6
150 § >12 2.4 (0.76-7.5) 1.5 89.1
: Blue open circles represent <6 3.6 (0.92-10.2) 2.2 94.3
o % observations. Red lines represent the 50 IU/kg 3 times weekly, Day 2 6 to <12 4.2 (1.1-13.3) 2.5 96.5
Distribution _ =  median of each shadow. Shadows >12 7.5 (1.8-22.1) 4.3 99.1
Peripheral 2 - represent the 90% prediction interval <6 22 (0.67-7.3) 1.4 86.5
g of 5% (blue), median (red) and 95% 50 IU/ka 3 ti klv. Dav 4.5 ' ' '
s N _ _ g 3 times weekly, Day 4. 6t0<12 | 2.5(0.73-9.6) 1.5 88.9
- (blue) percentiles for each simulation >12 4.5 (1.1-17.9) 2.4 95.9
@ oo _ data (N = 1000).
50 ol - _ <6 2.2 (0.67-7.1) 1.3 86.5
Clearance : - Model evaluation deemed adequate. 50 IU/kg 3 times weekly, Day 7 6 to <12 2.5 (0.73-9.3) 1.5 88.3
212 4.4 (1.1-17.3) 2.4 95.7 S A P —
The LOQ for the chromogenic assay is 1 IU/dL. Simulated activity may go below LLOQ ::jj;j’j’_',f.’;ljjf;ij;’fj,-:_,_:
Time after dose (h) Time after dose (h) n —
MODEL-BASED SIMULATIONS SIMULATION RESULTS Conclusions 5
 Individual WT and baseline VWF from subjects included in the population PK modeling  The model estimates that for 2-times-weekly dosing (every 3.5 days) at the lowest dose of O
were used in the simulation dataset 20 1U/kg, more than 63%, and at the highest dose level of 50 1U/kg, more than 75% of et e = CZD
- Simulations were performed for doses of 20 to 50 IU/kg 2 times and 3 times per week subjects were predicted to maintain FTOT activity level above 1% at all times EVII activity wa W'ef” de cribed by a o co artmt o Iion PK odel wi WT ad 8 =
(N = 1000)  The model estimates that for 3-times-weekly dosing (day 0, 2 and 4.5) at the lowest dose of WE bei >t/h > . f . ty P popu & ﬁ
- The 5th, median and 95th percentiles of concentration-time profiles were derived, and % of 201U/kg, more than 85%, and at the highest dose level of 50 1U/kg, more than 93% of — \'I/'h o oelﬂlgati 0?1 S;?(n;;ﬁqaunr aggxfgija ecs)rted the dose regimens of 20 to 50 1U/k % =
a simulated population with a steady-state trough concentration higher than 1% were = subjects were predicted to maintain FTOT activity level above 1% at all times = POp . . PP J . g o >
calculated é r'VIII-SingleChain 2 times and 3 times weekly, so that the majority of subjects maintain total
= FVIII activity level above 1%
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