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Table 2. Subject, bleeding episode, treatment, and hemostatic efficacy
Time from MC710 MC710

Bleeding bleedingto 1st  2nd
severity 1st dosing dosing dosing
' (h)  (nglka) (uglkg)

MC710, a 1:10 protein weight ratio mixture of plasma-derived activated factor VIl
(FVlla) and factor X (FX) is a novel bypassing agent for hemostasis in

hemophilia patients with inhibitors. MC710 administers FVlla and its substrate

Hemostatic efficacy
 28hafter ist 8 h after the last
dosing or 8 h after dosing {

2nd dosing ndpolnt

Sub Hemo Age Body Inhibitor Epi

ject philia (vears weight ster sode  fqp oy

No. type® old) (kg) (BUmL) No.

1st dosing

1 HA 41 62.0 3.2 1-1 muscle L. forearm mild 3.82 120 60 effective effective Effectve

I I i ! 2 HB 32 59.7 <05 241 joint R. knee moderate 4.97 60 60 effective effective effective

FX GDnCDmlta.ntly fDr greater pOtenGy than FV”a alﬂne, and = |0ng aCtlng dUE to '3 HB 19 715 3.2 34 joint R. elbow moderate 1.75 120 = excellent excellent excellent

the |Dng half-life of FX [l We have a|ready clarified dgse_dependency of the '4 HB 14 520 119 441 subcutaneous R.inguinal  mild 4.38 120 - effective excellent effective
i ) i 5 3 . 9 HA 17 80.4 281 9-1 joint R. elbow moderate 4.62 120 60 ineffective ineffective ineffective

pharmacokinetic (PK) / pharmacodynamic (PD) parameters of MC710[2 31, and 6 HA 20 750 106 64 joint L elbow moderate 413 120 - excellent excellent excellent

§ ; : i : . | 7 HA 31 74.4 10.5 7-1 joint L. ankle mild 2.33 120 - effective effective effective

demonstrated hemostatic efficacy in a small number of joint bleedings in '8 HA 26 824 460 81  muscle  R.thigh moderate 488 120 60 effective effective effective
£ B : = : il BT 4 x 9 HB 20 49.0 25.7 9-1 joint R. knee severe 2.83 120 60 partially effective ineffective ineffective

hemophilia patients with inhibitors!®l. Moreover, we confirmed the safety of 0 HA 14 #1234 104 suboutnsous L hip  mid 243 120 . effective e cHective

2. 4 |41 HA 29 60.0 4.3 11-1 joint L. elbow moderate 3.53 120 60 partially effective effective effective

MCT10 UP tD 120 “g/kg per dﬂse (as FV”a dDSE).[ _ ] we evaluatEd the L '12 HB 21 96.8 3.0 12-1 muscle R. thigh mild 3.38 120 - effective effective effective

hemostatic efficacy and safety of one to two administrations of MC710 in joint, WA joit:  Lmse el i&ES 60 - effective excellent effective

muscle, and subcutaneous bleeding episodes in Japanese male hemophilia 133 joint L. knee moderate  4.70 - — effective effective effective

. . : ageies 13-4 joint R. knee moderate 4.25 120 - effective effective effective

patients with inhibitors. 14-1 joint R. knee  mild 3.75 120 60 effective effective effective

14-2 joint L. ankle moderate 2.47 120 60 effective effective effective

14 HB 22 87 15 143  joint R ankle moderate 258 120 &0 effective effective effective

14-4 joint R. ankle moderate 2.23 120 60 effective excellent excellent

! 14-5 joint L. ankle moderate 1.32 120 60 effective effective effective

*HA, hemophilia A; HB, hemophilia B. ™ HA patient showed FVII inhibitor titer and HB patient showed FIX inhibitor titer.
This trial was a multi-center, open-label, non-randomized clinical study. All
subjects provided written informed consent. Subjects were intravenously

administered between one and two doses of 60 or 120 ug/kg MC710 (to a

maximum of 180 ug/kg) (Fig. 1). The hemostatic efficacy of MC710 was

Table 3. Time-course of hemostatic efficacy of MC710

episodes excellent effective

Hemostatic efficacy

Ea-rtra."y. n E‘.f:"E"f.‘.‘_ﬂ‘f,.rE
effective. - - -

Efficacy rate
excellent  [two-tailed
+ effective  95% CI]

; Ei.raiﬂai:'ibn"fimez-_pd;lni

8h after 1st dosing 21 2 16 2 1 18 ( 85.7%) [63.7 - 97.0%] |
- : - - L - " i ' 24h after 1st dosing or 8h after 2nd dosing 21 6 13 0 2 19 { 90.5%) [69.6 - 98.8%]
determined for each episode by investigator’'s evaluation using changes in the Crpm g o e = : = : ; 19 (90.6%) 69,6 - 98.64]

visual analogue scale (VAS) for pain relief, and/or knee joint or muscle
circumference for swelling reduction, and range of motion (ROM) for
Improvement of joint mobility (Table 1).

Table 4. Subpopulation analysis (regimen, subjects, and bleeding episodes)

Hemostatic efﬁcaqy ( )
i vrallent effective PETHAIY
*Epl_ﬁﬂg.s excellent Effecﬁve el

~ Efficacy rate
excellent  [two-failed
+ effective  95% CI]

Bleeding

Background NEEChvE

1stdosing  evaluation 8h after the last dosing _ 60 pglkg /- . - 3 0 0 . [-mﬂ'ﬂ?“-l JBLs 1““'“2"{‘1-
P (primary endpoini) - a) Treatment Pattern of dosing 120 pglkg | - 7 2 5 0 0 7 (100.0%) [59.0 - 100.0%]
One ; gﬁ._.{' ‘&f regimen (1st / 2nd) 60 pglkg /60 uglkg 1 0 1 0 0 1 (100.0%) N.C.
dosing | 'l,;, / ';E;r_l-, ]} 120 pglkg / 60 pglkg 10 1 7 0 2 8 (80.0%) [44.4 - 97.5%]
P - | i HA inhibitor 1 1 9 0 1 10 (90.9%) [58.7 - 99.8%]
21 dosing J rlemophilia WP HB inhibitor 10 2 7 0 1 9(90.0%) [55.5-99.7%]
.. L < 19 years old 7 0 6 0 1 6 (85.7%) [42.1 - 99.6%)]
:-::mgs f T f (ST b i:':f;:und hae > 19 years old 14 3 10 0 1 13 (92.9%) [66.1 - 99.8%]
= — == - = 3 T < 5 BU/mL (low-titer) 3 0 3 0 0 3 (100.0%) [29.2 - 100.0%]
Oh gh 16h 24h Flg' 1. StUdy flow PYIIL inhibitor ter & s BUMML (high-titer] 8 1 6 0 1 7(87.5%) [47.3 - 99.7%]
: Rt <5 BU/mL (low-titer) 7 1 6 0 0 7 (100.0%) _[59.0 - 100.0%]
PX|Inhibltor tHEr 5 5 BUML (nigh-titer) 3 1 1 o 1 2(667%)  [9.4-99.2%]
Table 1. Definition of hemostatic efficacy - joint 16 3 1 0 2 14 (87.5%) [617 - 98.4%)] |
Bleeding site muscle 3 0 3 0 0 3 (100.0%) [29.2 - 100.0%] |
excellent complete pain reliefand clear improvementin bleeding signs (swelling and/or joint mobility) ¢) Bleeding subcutaneous 2 0 2 0 0 2 (100.0%) N.C. |
1) complete pain reliefand no changes in bleeding signs episode ; : e 4 0. i & g ?--[-1-!]—'!1'!-?]—- 209 - 1_11@;2_&]__
effective - 3 . . . ] : . ;i Bleeding severity moderate 13 3 9 0 1 12 ( 92.3%) [64.0 - 99.8%]
(either of 1 to 3) 2) definite pain reliefand slight improvementin bleeding signs characteristics AL 1 0 0 0 1 0(0%)  NC.
3) slight pain reliefand improvementin bleeding signs Time from bleeding <3 h 8 R 1 7(87.5%) [473-99.7%]
partially effective | slight pain relief and slight improvementin bleeding signs | to 1st dosing >3h,=3h 13 1 11 g 1 12 (92.3%) [64.0 - 99.8%]
ineffective no improvement or worsening of symptoms .5 hiek caiained
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1. Subjects and treatment

MC710 was administered for 21 bleeding episodes in 14 subjects (8 HA and 6
HB patients). Two subjects were treated for multiple episodes. There were 16
joint, 3 intramuscular, and 2 subcutaneous bleedings, 7 of which were mild, 13
moderate, and 1 severe. A single 60 ug/kg dose was applied for 3 episodes, a
single 120 ug/kg dose for 7 episodes, double 60 ug/kg doses for 1 episode, and 0 -
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Before 6h after 24h after 1st dosing or
1stdosing 1stdosing &h after 2nd dosing

Before oh after 24h after 1st dosing or
1st dosing 1stdosing &h after 2nd dosing

Before oh after 24h after 1st dosing or
1st dosing 1stdosing &h after 2nd dosing

Fig. 2. Changes in hemostasis parameters
xx | . Episode No_; (), excellent or effective; /. partially effective; @ ineffective.

a single 120 yg/kg dose followed by a 60 ug/kg dose for 10 episodes (Table 2).

2. Efficacy

The efficacy rate, defined as the proportion of episodes which were rated
"excellent” or "effective” at 8 h after the last dosing of MC710, was 90.5%
(primary endpoint) (Table 3). The efficacy rate was 85.7% 8 h after the first 400
dosing, and 90.5% 24 h after the first dosing or 8 h after the second dosing,
demonstrating a strong and long-lasting hemostatic effect (Table 3). The efficacy
rate was 80.0% or greater regardless of the various dosing of MC710 iIn
subpopulation analysis by treatment regimen (Table 4a), over 85.7% except for
FIX inhibitor titer 25 BU/mL in subpopulation analysis by subject background
(Table 4b), and was at least 87.5% In all groups except for one episode of : N ' ] D

severe bleeding in subpopulation analysis by bleeding episode characteristics u : 16 2 n : 16 2 : : 16 24

(Table 4¢). The VAS significantly decreased over time and the ROM significantly : o T S G
Improved over time after treatment (Fig. 2). Of two "Ineffective” episodes, one Fig. 3. Changes in DIC parameters (subjects with two dosings)

The normal ranges of healthy control (—) for platelet count were defined as 350 (upper limit) and 150 (lower limit) x10%/L, for fibrinogen as
(No. 9-1) was severe knee joint bleeding. The subject showed clear improvement

Platelet count

1 2nd
dosing 5

D-dimer

l2nd
dosing

Fibrinogen
|l 2nd
dosing

1 1st
dosing

l1st
dosing

l1st
dosing

Fibrinogen (g/L)

Platelet count (x 10°fL)

415 (upper limit) and 1.55 g/L (lower limit), and for D-dimer as 0.72 pg/mL{upper limit).
of swelling (a 1.5 cm reduction in the knee joint circumference) 8 h after the first

MC710 dosing (Fig. 2), and efficacy was rated as "partially effective”. This shows M

that MC710 has potential for hemostatic efficacy even in severe hemorrhage.

MC710 has sufficient (strong and long-lasting) hemostatic efficacy with one or two
3. Safety administrations at 8 h intervals for different types of bleeding, and has acceptable safety
One mild adverse reaction, decreased blood potassium, and two serious adverse | | with a total dose up to 180 ug/kg for the treatment regimen. MC710 is thus expected to be a
events, both knee joint bleeding, were observed within one week after the first safe and efficacious novel bypassing agent for controlling bleeding in hemophilia patients
administration, with no significant effect on safety. In the subjects administered with inhibitors, and a viable alternative to other commercially available bypassing agents.

two doses of MC710, D-dimer increased approximately two-fold 24 h after first
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