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4o FHRAsH 9, Rt =¥, A" A4 A8, A" #HE 4, A" 53 #d £D) A 4
oftoll Hlsl| folstA Ha-stith(Table 5).
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| Table : .-\n;ualiz:d Bleed Rate with HEMLIBRA Prophylaxis versus No Pl;;phyl;xis in |
Patients > 12 Years of Age without Factor VIII Inhibitors

HEMLIBRA HEMLIBRA No Prophylasic
Endpoint 1.5 mg/kg once 3 mg/kg once every . N 31)8)
every week (N = 36) | two weeks (N = 35) N=
Treated Bleeds

ABR (95% CI)* 1.5(09,25) 1.3(08,2.3) 38.2(22.9,63.8)
% reduction (95% CI) 96% (92.5%, 98%) | 97% (93.4%, 98.3%)

p-value <0.0001 <0.0001 i

% patients with 0 bleeds (95% CI) 55.6(38.1,72.1) 60(42.1,76.1) 0(0, 18.5)

Med:ian ABR (IQR)

0(0,2.5)

0(0,1.9)

40.4(25.3,56.7)

All Bleeds

ABR (95% CI)* 25(1.6,39) 26(1.6,43) 47.6 (28.5, 79.6)
% reduction (95% CI) 95% (90.1%, 97%) 94% (89.7%, 97%) i
p-value < 0.0001 < 0.0001

% patients with 0 bleads (95% CI) 50(32.9,67.1) 40(239,579) 0(0, 18.5)

Median ABR (IQR)

06(0,3.9)

16(0.4)

46.9(26.1,73.9)

Treated Spontaneous Bleeds

ABR (95% CI)* 10(05,19) 0.3(0.1,0.8) 156 (7.6,31.9)
% reduction (5% CI) 94% (84.9%, 97.5%) | 98% (94.4%, 99.4%) i
p-value = 0.0001 = 0.0001

% patients with 0 bleeds (95% CI) 66.7(45.0,81.4) 88.6 (73.3,96.8) 222(64,47.6)

Median ABR (IQR)

0(0,1.3)

0(0,0)

108 (2.1,26)

Treated Joint Bleeds

ABR (95% CI)* 1.1(0.6,1.9) 09(04,17) 26.5(14.7,47.8)
% reduction (95% CI) 96% (91.5%, 98.1%) | 97% (93%, 98.5%)

p-value < 0.0001 < 0.0001 )

% patients with 0 bleeds (95% CI) 58.3(40.8,74.5) 74.3 (56.7,87.5) 0(0,18.5)

Median ABR (IQR)

0(0,1.9)

0(0,1.3)

213(145,41.3)

Treated Target Joint Bleed:

ABR (95% CI)* 06(03,14) 0.7 (0.3,1.6) 13(5.2,323)
% reduction (95% CI) 95% (85.7%, 98.4%) | 95% (85.3%, 98.2%) i
p-value < 0.0001 < 0.0001

% patients with 0 bleeds (95% CI) 69.4(51.9,83.7) 77.1(55.9,89.6) 27.8(9.7,53.5)

Med:ian ABR (IQR)

000,14

0(0,0)

12.8 (0,39.1)

ABR = annualized bleed rate; CI = confidence mterval; IQR = mterquartile range, 25th percentile to 75th
percentile.

* Based on negative bmomial regression model.

2. o]Ad FVII HaeH-& APt +3 HEMLIBRAC] AT Q™

olde] FVII ouherge Agst 23} vl
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ZF ZF ABR 24914, HEMLIBRA®] a2 57

Z
|
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oz A5 68% AT Table 6).

Table 6 Intra-Patient Comparison of Annualized Bleed Rate with HEMLIBRA
Prophylaxis versus Previous FVIII Prophylaxis
HEMLIBRA . - s
Endpoint 1.5 mg'kg once every week Fravions T:.Eﬂg;oPh) lazhs
(N =48) )
Median Observation Period 337 301
(weeks)
Treated Bleeds
ABR (95°%:CD)* 1.5(1,23) 48(32,7.1)
% reduction (95% CI) 68% (48.6%, 80.5%)
p-value = 0.0001
% patients with 0 bleeds (95% CI) 54.2(39.2,68.6) 39.6(258,54.7)
Median ABR (IQR) 0(0.,2.1) 18(0,7.6)
ABR = annualized bleed rate; CI = confidence mterval; IQR = interquartile range, 25th percentile to
75th percentile.
* Bazed on nezative binomial regreszsion model

3. FVII JAIAZE Qe 124 o]de] oA HEMLIBRA o aH

124 o]Ako] shatoll A 457 v & 6 mg/kg HEMLIBRA o#f Q¥ of| w2 ABRO

FE(Hed 9, B €, =4 ALA A=, A=nd #d 9, A5d 5% @#E 2

i

d)oA =e F ZH(zero bleeds) 2 1=K (Table 7).
Table 7 Annualized Bleed Rate with HEMLIBRA Prophylaxis 6 mg/kg Once Every Four
Weeks in Patients > 12 Years of Age without Factor VIII Inhibitors
: ABR" (95% CI) Median ABR (IQR) % Zero Bleeds (95% CI)
Endpoint N =136 N=36 N=36
Treated Bleeds 26(15,47) 0(0,2.1) 52.8 (35.5, 69.6)
All Bleeds 48(32,71) 2.1(0.6.1) 27.8(14.2,452)
Treated Spontaneous " - 5
Bleed: 06(02.16) 0(0,0) 83.3(67.2,93.6)
Treated Joint Bleeds 18(08,4) 0(0,1.9) 69.4(51.9,83.7)
Treated T, Jor
Bl st 11(04,3.7) 0(0.0) 833 (67.2,93.6)
ABR = annualized blead rate; CI = confidence interval; IQR = interquartile range, 25th percentile to 75th
percentile.
* Bazed on negative binomuial regression model.
Bl
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4. FVII AAZE Qe 124 ©139] &2l HAMLIBRA ¥

okt Apo]o] ABR(HOZ
9
YollA ekl Hls F2lotA

EVII 9AAZ} 9 124 oAl datollA] HAMLIBRA <t a¥ 23t 9

A3, HEMLIBRAS] o= Q¥ (uf 13] 1.5 mg/kpe =9

PAR=R3

el

RS

o

24, A28 LA A7, Azd #d 29, *ud =2

Table 8 Annualized Bleed Rate with HEMLIBRA Prophylaxis versus No Prophylaxis in
Patients > 12 Years of Age with Factor VIII Inhibitors
HEMLIBRA - s
Endpoint 1.5 mg/kg once every week ‘\°(P\.':":' 8))‘““
N =3%) .

Treated Bleeds
ABR (95% CD)* 29(1.7,5.0) 23.3(123,43.9)
% reduction (95% CI) 87% (72.3%, 94.3%)
p-value = 0.0001

% patients with 0 bleeds (95% CI) 62.9(44.9,785) 5.6(0.1,27.3)
Med:ian ABR (IQR) 00,37 18.8(13.0,35.1)
All Bleeds

ABR (95% CI)* 5.5(3.6,8.6) 28.3(168,47.8)
% reduction (95% CI) 80% (62.5%, 89.8%)

p-value = 0.0001

% patients with 0 bleeds (95% CI) 37.1(21.5,55.1) 5.6 (0.1,27.3)
Med:ian ABR (IQR) 2(0,9.9) 30.2(183,3949)
Treated Spontaneous Bleeds

ABR (95% CI)* 13(0.7,22 I 16.8 (9.9, 28.3)
% reduction (95% CI) 92% (84.6%, 96.3%)

p-value = 0.0001

% patients with 0 bleeds (95% CI) 68.6 (50.7,83.1) 11.1(14.347)
Median ABR (IQR) 0(0,3.3) 152(6.6,3049)
Treated Joint Bleeds

ABR (95% CI)* 08(0.3,2.2 6.7(2.0,224)
% reduction (95% CI) 89% (48%, 97.5%)

p-value 0.0050

% patients with 0 bleeds (95% CI) 85.7(69.7,95.2) 50.0(26.0,74.0)
Med:ian ABR (IQR) 0(0,0) 1(0,144)
Treated Target Joint Bleeds

ABR (95% CD)* 0.1(0.03,0.6) 3.0(1.0,9.1)
% reduction ($5% CI) 95% (77.3%, 99.1%)

p-value 0.0002

% patients with 0 bleeds (95% CI) 94.3 (80.8,99.3) 50.0(26.0,74.0)
Med:ian ABR (IQR) 0(0,0) 1(0,6.5)

ABR = annualized bleed rate; CI = confidence mterval; IQR = interquartile range, 25th percentile to
75th percentile.
* Based on negative bmomial regression model

@ ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000
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1= A cH(Table 9).

124] o]A+o] Ao Al HEMLIBRA o424

Table 9 Annualized Bleed Rate with HEMLIBRA Prophylaxis Once Every Week per 12-
Week Intervals in Patients > 12 Years of Age with Factor VIII Inhibitors

Time Interval (Weeks)
Endpoint 1-12 13- 24 2536 37-48 4960 61-72
(N=109) | (N=108) | (N=93) (N =93) (N=57) (N =42)
Treated Bleeds
39 22 0.9 0.4 0.5 06
5%
Mean ABR(S5%CD | (11102 | 03.76) (©0,5.5) (0,4.4) ©,4.7) (0,4.9)

ABR = annualized blead rate: CI = confidence interval based on Poisson distibution: N = number of patients who
contributed data for analyses at each time mterval.

6. o] AA dTeHS APt 7 HEMLIBRAS ot QHy

ol ¢3AA AFaHe A

0:
sk
r

3 v

=
ridk

2}

ARozg A 79% 745t cHTable 10).

=

ABR EAo|A], HEMLIBRAS] ofifg-S

Table 10 Intra-Patient Comparison of Annualized Bleed Rate with HEMLIBRA

Prophylaxis versus Pren'ous Bypassing Agent Prophylaxis
HEMLIBRA Previous B ine A
Endpoint 1.5 mg'kg once every week revious Dypassing - .
.. Prophylaxis (N = 24)
N=24

Median Observation Pertod (weeks) 30.1 321
Treated Bleeds
ABR (95% CD)* 33(1.3,81) 15.7(11.1,2233)
% reduction (95% CI) 79% (51.4%, 91.1%)
p-value 0.0003
% patients with 0 bleeds (95% CI) 70.8(48.9,874) 125(2.7,32.4)
Median ABR (IQR)I 0(0,2.2) 12(5.7,24.2)

ABR = annualized bleed rate; CI = confidence mterval; IQR = interquartile range, 25th percentile to

75th percentle.

* Based on negative binomial regression model.

E ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000
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7. FVIL AA7E Q= 124 olste] 4ot gztoAl HEMLIBRA ¥ 8H

9

i

8. HEAVEN 1, 2, 3 ¥ 494 HEMLIBRA o} Q4

FVII AAA7F Qli= 124] olste] Ao &afolA i = 1.5 mg/kg HEMLIBRA <@ ®e] whg ABR

At F89 3
DI g2 7

MR(Hed &9,

RE 29, 2 ALH =2, 129 B £,

%8 (zero bleeds)2 15| tH(Table 12).

Ang S8 B

Table 12 Annualized Bleed Rate with HEMLIBRA Prophylaxis 1.5 mg/kg Once Every
Week in Pediatric Patients < 12 Years of Age with Factor VIII Inhibitors
(Interim Analysis)

Endpoi ABR" (95% CI) Median ABR (IQR) % Zero Bleed: (95% CI)
ndpoint N =39 N=39 N=59

Treated Bleeds 03(01.0.5 0(0,0) 86.4 (75,94)

All Bleeds 3.8(2.2,6.5) 000,34) 55.9(42.4,68.8)
Treated Spontaneous

Bleeds 0(0,0.2) 0(0,0) 98.3 (90.9, 100)
Treated Jomt Bleed: 02001.04 0(0,0) 89.8(79.2,96.2)
Treated Target Joint -

Bleeds 0.1(0,0.7) 0(0,0) 96.6 (88.3,99.6)

percentile.

* Based on negative binomial regression model.

ABR = annualized bleed rate; CI = confidence interval; IQR L interquartile range, 25th percentile to 75th

FVII SAAZE 9AY ¢ FAZMHEAVEN 1, 2, 3 2 4)o4] HEMLIBRA oldr@ 9o

2 ABRY]

ATE 389 AFPRRA/NT BRE ABR, AFT 9] Fh %, FED %, 1-33) 2 %, ABR B

WolA flekat Hlw AR 2to]E HArH(Table 13).
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Table 13 Annualized Bleed Rate (Treated Bleeds) with HEMLIBRA Prophylaxis in
Patients with or without Factor VIII Inhibitors

HAVEN1 HAVEN2 HAVEN 3 HAVEN 4
HEMLIBRA HEMLIBRA |HEMLIBRA | HEMLIBRA HEMLIBRA
Endpoint 1.5 mg/kg No 1.5 mgkg 1.5 mg/kg 3 mgkg No 6 mg'kg
once every |Prophylaxis| once every | once every once every |[Prophylaxis| once every
week N=18) weelk weelk two weeks (N=18§) four week:
(N =35) (N=39) (N = 36) (N =135 (N=41)
Median
Efficacy 293 24 296 296 313 24 25.6
Period
(weeks)
ABR 29 3 03

5 13 382 24
2

233 1
95%CD* (1.7,5) (123,439 (01,05 0.9,2.5) (0.8,23) |(229.63.8) (14,43)

% reduction

vsno 87% 96% 97%

prophylaxis [(72.3%, 94.3%) - - (92.5%, 98%) (93.4%, 98.3%) - -
(95% CI), < 0.0001 <0.0001 < 0.0001

p-value

% patients

with 0 629 56 86.4 55.6 60 0 56.1
bleads (44.9,78.5) | (0.1,27.3) (75.949) (38.1,72.1) | (42.1.76.1) (0,18.5) | (35.7,71.5)
(95% CI)

% patients

with 0 -3 85.7 111 100 91.7 943 56 90.2
bleads (69.7.95.2) | (1.4.34.7) | (93.9,100) (77.5,98.2) | (80.8,99.3) | (0.1,27.3) | (76.9,97.3)
(95% CI)

Median 0 18.8 0 0 0 404 0
ABR (IQR) ©0,3.7) (13,35.1) 0,0) (0,2.5) 0,19 (25.3,56.7) 0.,2.1)

ABR = annualized bleed rate: CI = confidence interval; IQR = interquartile range, 25th percentile to 75th
percentile;: HAVEN 1 = adult and adolescent patients with factor VIII inhibitors; HAVEN 2 = pediatric patients
with factor VIII inhibitors; HAVEN 3 = adult and adolescent patients without factor VIII inhibitors; HAVEN 4 =
adult and adolescent patients with or without factor VIII inhibitors.

“Based on negative binomial regression model.

2148 (Jivi®, A28  antihemophilic factor[recombinant] PEGylated—aucl, Bayer)

8= AYx DNA S8 A8zl E==A|(recombinant DNA-derived, Factor VIII concentrate)2A]
201849 8¢Y u] FDAOJA ‘o]fe] Amgre Aol Q1= 124 o]de] A @ HAd deH A IAE 9

LgA e or FAENL IHdde o 2R A

% glon] 2@ ojuise] wet o AA Eb o A7 RJns AEdozr 24T 4 Ytk EG BE
_{'\_
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aX AmoA Bt dF & ¥k 1.9(0~2.69 HA =&
Jefol A 67RhzE, AX 2~8% 9] ¥ AHAE 2

) 2559] A Q) Ahe
o}
o] 9FA|9] £9l& PROTECT VIIEH=s dAF 2/34 A1 2 S Z2AZ o|FojHL) o] A3 == d9
£ Aad FAE geR AAgion 12699 50| dTE dant. A7E I
# 199 59 28 BT 57 Aol 95T, A4 WS diokse] Aol @ Aad el A
¥ Aoz s 1Y &7t oS orE BF 7Y, 39, 1Y Fo] HuH
% 87k AgAT
o8 FAY ATEA oHd] Am Wd B4

U EX EE L

517 AAAATE oA,
(PTPs)= 150¢ ol &7t FAadet AJ(12~654D)S ez o] ZaP= Q.
Z 134 PTPs(12~65A)+= XA JIVI gHH F

2 A5 Qitt. Part A0~365)E
gLe 12~17A40]9t}
o] F 126 (94%)°] A=Y e « 1089,

H4= annualized bleed rate(ABR)©]%ItH(Table 5).

=

FRA

1329 @At gaAe 99 BrhE gk,

18W)o] 3637F Part AoA Ayt 12 S&A
F 1219 FAeIA study 19 Q717 B RAHATHI07E-E oFagor o, 1482 A&HE
QA Ame Fo). o e 3G FF Ao o] JIVIS AT {842 Part BolA H7H=H I, 17

el B2} Study 19] Part Bell ZHolatait.
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Table 5: Overview of Study 1 for Adolescent and Adult PTPs (2 12 Years of Age)
Part A
(n=132)
On-Demand Prophylaxis®
(n=20) (n=112)
Age: median (years) 48 33
Previous Factor VIII treatment
type: N (%)
On-Demand (ep1sodic) 20(100.0%) 23 (20.5%)
Prophylaxis 0 (0%) 89 (79.5%)
# of target joints at baseline 2521 15=15
(mean = SD)
Joint hemorrhage history
(mean = SD of jomnt bleeds during 23.6=188 95=152
12 months prior study)
Total treatment duration 36 weeks 26 weeks®
(Main efficacy period)
ITT population for main efficacy 20 110°
analysis
* Comprises all prophylaxis regimens (Weeks 0-36): 2 patients dropped out after single infusion
® Total treatment duration: Prophylaxis group: Weeks 010 (run-in phase during which all subjects were to receive the same regimen
of 25 IU/kg 2x/week) (n=112) and Weeks 10-36 (patients were randonmuzed to the different dosing regimens based on their bleeding
frequency). Main efficacy period: 26 weeks, n=110. Two subjects left study prematurely during the run-in period.

1. BaA A= £9 Aui=9 - (Study 1)

Part A(0~36F)0A F 388719 &4 olfat+s TAA FojFolA] JIVIZ XmEict. 3171 &4

quiste g a¥els 2&= At (Table 6).

AG7ITE Bt 0 BAS Qg AHoA HaA Fo] gre 1493 dgA ditayoz we 10792
T2t 514743} 428719 & £9€2 2. E89 9F 90%= 13 32 13 FYoz "WaA Q¥y} o4
QW BT AFHoz REHJtHTable 6). =50 Tzt vhee AZF7|oA SA}sHA T
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Table 6: Study 1 - On-Demand Treatment and Control of Bleeding Episodes

Part A
On Demand Total
Characteristics of n=20 Prophylaxis
Bleeding Episodes n=112
Total number of bleeds 388 3172
treated
1 infusion 309 (80%) 263 (83%)
2 infusions 45 (12%) 22 (7%)
> 3 infusions 34 (8.8%) 32(10.1%)
Number of bleeds with 384 310
assessment
Number of responses
to treatment of bleeds . .
assessed as ‘Excellent’ 233 (00%) £36(85°%)
or ‘Good’ (%)

Number of responses
to treatment of bleeds
assessed as ‘Excellent’
or ‘Good’ (%)
Number of responses
to treatment of bleeds 162 (23.3%)
assessed as “Moderate’
Number of responses
to treatment of bleeds 23(3.3%)
assessed as ‘Poor’

509 (73.3%)

Definitions:

Excellent: Abrupt pan relief and/or improvement in signs of bleeding with no additional infusion administered
Good: Definite pain relief and/or improvement 1n signs of bleeding. but possibly requiring more than one infusion for
complete resolution

Moderate: Probable or slight improvement, with at least one additional infusion for complete resolution

Poor: No improvement or condition worsened

* For two bleeds in the on-demand group and one bleed 1n the prophylaxis group, limited information 1s available.

BEdde, 699 WAlE, 399 FdAlE, 299 7g Bd ) JIVI Ame F 2019 Hee s

Y 238 94 Te YU ARt

12F JIVI =& &332 25003} 5000 [U Ate]o] H{oA BT, v & F F 85F9] SIS
219 TU/kgolded o & o FUgk 35 IU/kg/infusion®t F4#E 7 infusiono] JTk3F 7HA]). 4=

i3St infusion 9] FUES 201AH(H S 1.2). B7HAQ1 17749 A4%2 Study 1 Part A < 10 22
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3. A9 @ FAdr] 8] ot 2= (Study 1)

- X

Study 1914, REA 13 BrH: 11089 848 7o shedek. ol5S Part A9 10~36F 5%
QAT NFRUS U5 IV Fol=oleh. QP gy Fold F 11099 BAE 12F 2

= 23] infusion 25 IU/kg(run—in phase)® &7} A]ZFE|ct.

)

X]o

O -

ottt 45-60 [U/kg Folitoz F42ofe] vluet A3 uf 5 23] Fojgto] Hls] oAFaw Tz Tkl

A2387] Agas 254 Part A9 10~36FolA o F 23] 30~40 [U/kg T3 o 5

-

e
o:

ZFerch(Table 7).

Table 7: Study 1 - Prophylaxis Treatment Adolescents and Adults — Treatment Exposure

Weeks 10-36" of Part A
2 times per week
30 — 40 IU/kg

. po—_— < g -
Subjects per Eligible - Every : d“s
: Ineligible (45-60 IU/kg)

regimen (n) for for randomization®
randomization® ‘ ‘
n=11 n=13 n=43

Median prophylaxis 30.6 IU/kg 392 IUkg 453 TU/kg

dose/infusion (range) (2941 IU/kg) (3342 IU/kg) (39-58 IU/kg)

* Man efficacy period: 26 weeks

® Eligible for randomization: Subjects completed the run-in phase after the every 5- and 7-day arms were filled: remained in the
2x/week arm

¢ Ineligible for randomuzation: Subjects with > 2 spontaneous bleeds during the first 10 weeks

4. A FAE 2] ITT FoA =2 o] @2 ABR(Study 1)

10570014 365 & A Fado] ITT HdollM =z g mE ABR AFolM F 23] T}
AFE A Azt Abolol weljt o7t it = i Seutt Folwt 439 19 (44%)°] =8 o7

A&7} glItH(Table 8).
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Table 8: Study 1 — ABR? by Treatment Regimen in ITT population of Adults and Adolescents
Main Study (Week 10 - 36)
T_\'pe of Bleed Subjects with
Treatment Regimen (n) Zero Bleeds,
Total Spontaneous Joint % (n)
Eligible Median 19 0.0 19
for (Q1: Q3) (0.0:5.2) (0.0: 1.9) 0.0:5.2) 46% (5)
randomization
2 times per 1) Mean (SD) 2227 1222 2227
week
. Median 41 39 40
30—40 TU/kg Ineligible
for Q1:Q3) (2.0; 10.6) 0.0:4.1) (2:8.0) 15% Q)
randomization
13) Mean (SD) 72(75) 39(4.3) 52(48)
Every 5 days Median 1.9 0.0 19
4560 TU/kg (Q1: Q3) (0.0:4.2) 0.0: 4) (0.0:4) 44% (19)
43) Mean (SD) 3343) 1.8(2.6) 25(3.5)
Median 24.1 143 16.3
On-Demand® (Q1: Q3) (17.8:37.3) (73:22.7) (11.6: 30.3) 00)
(20)
Mean (SD) 28.8(17.8) 172(132) 222(16.7)
* The ABR was calculated based on the time treated 1n the assigned treatment regimen.
® The treatment period for on-demand was Weeks 0 — 36.

m  oAHEE(Esperoct”, AEW: antihemophilic factor(recombinant), glycopegylated—exet,

Novonordisk)

AAHZELE AZFF DNA S8 VII €322 %=A(recombinant DNA-derived, Factor VIII
concentrate) =4 20198 2 m] FDASJA ‘aof B 449 AY €91 SASAAA 228 TANES HaA
7171 91t LA @A (routine prophylaxis to reduce the frequency of bleeding episodes), =93
Al(on-demand treatment and control of bleeding episodes), & <A ¥ & W5 =

=
d A9 el QWA (perioperative management of bleeding )’ 2 SIE A Ifjol= of2] AZNER] o

of kAl S7t YAAFelE o] AEE WA AWl Uk 27099 FF AY B9 FAEIY
op], o5 59 ol YYAHel A%HOE Fofstglr. o] AFNA 49 A PaW BAEL 49 3
o2 18] 13§ ESPEROCTE Foluglth, AolgatEolAl 3~4utth® 18)) Folzt o]2olztt.

= Aol @ H4d @5 A9 4¥nttt ESPEROCT 50 [U/kgS FoRe o qfaor avlzolo]
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A ABR7} 1.183]2 YA {2 =it

t]-20] ESPEROCTE &9 ZAFS 238t A5l 935 85 B oller &% A-59o &3 ZA I

gl avpAold ZAor mpobH It

)
L

X 7t JgaT

ol

A

i

o

/A9 @xFe] A Tol= Main Phase®t Extension Phase?} 9Ith. Main Phase= AQ &2} 175

o,

FolAl w49 with Agarior 50 [U/kgE Fostien 1292 "aA gyos AAsiin. ogad

FolwolA 4 S 175% T 138 (T%)= A&l Hals As] o 3-4¢ ¥oz dasidn. B &4

Ir

L ESPEROCTE 2|4 18] Folwiely a4sh $a4ol B=glt % 16580197 5 4A7E 4
st

Extension-&

FoH(QTD 75 1U/kget Q4D 50 1U/kg)E Hlw sttt F2H¢] HI%d2 Main Phaseo]l

_T%_
A aAd 678E Bt 28] S8 o A £88 A vt woE QI

Aof o] AFATE 682 0~6A412 6~ 1242 U] APt BE e 5L qfaHoz
o 2= 13] oF 65 IU/kg(50-75 IU/kg) o] whokth % 638(93%)°] Main PhaseS 435}t

it o] AN FAA 63HL o|do] AHE Hau/Ael AR 457 S&o] APE )
ESPEROCTS] §F4F2 IA|D- AW (World Federation of Hemophilia, WFH) 7Fo]=&telofA 115}

t 4 FVII S4EE 2R2 59 Qutes 94 B4

O_u

Ad/AQ AR o R RE SIS A

o

SR A,

ZaE ARG S 2541 A F 171904 150679 £do] HumIh 181 o4 &

gl
oflt

= BA65.2%), +5(14.5%) = ToH8.9%)0]tt. trolof wE &3 JuAtox &8 xdo f4a
A& Table 69 th

292 ogA=9] Az AEF §F2 Hol, Az8H, £29 TT=ol JETsHAT. Fad/ A A
AT T He M 1407749 B S € ovlat F AMH 8% T2 41 1U/kgolHd
ct.

'J' ©Copyright All Rights Reserved @ Korea Pharmaceutical Information Center Since 2000



ISSUE & ZdM A3 Hemorrhagic Disorders) (3)
TREND
"o Foo] e TAES it 7] §F2 28 [U/kgol 89| 83.4%7t 13 §5o= 437
°cg AgHEch. A AFaHS FolE Rl 27| 8F S 52 [U/kgelSlH. 191 &
8| 76.4%7} 4FHOE AR et.
1579 359 & 1280%)& % 111 IU/kg &% F73te2 139 8% oA} @ F=Qlth 4of 3
Zpo] Qg ATolA DA At are Fofh2 124] ol 703 AF/FTE 82 64 IU/kge] =7] &
F FYgos AUt 63%7t 18] FA2 A@HA BAT v 62 W/keo] H7H4el F3ke o 24
AZE A s AgStAT W 29 9 F 8§59 FYES 70 1U/kgel$tH(Table 6).
Table 6: Summary of efficacy in control of bleeding episodes by age
Age range <6 years 6 - <12 years 12 - <18years > 18 years Total
# of subjects N=34 N=34 N=25 N=161 N=254
# of bleeds 30 40 112 1324 1506
1-2 76.7% 82.5% 88.4% 95.5% 94.3%
# of injections
>2 23.3% 17.5% 11.6% 4.5% 5.7%
Excellent
Response to Good 80.0% 77.5% 75.0% 88.7% 87.3%
st treatment |y 1o derate 13.3% 17.5% 17.9% 10.3% 11.1 %
Excellent: Abrupt pain relief and/ 01A unequivocal improvement in objective signs L?fbleedmg within 1pp10\{111.atelv 8 hours after a single injection

Definition of Hemostatic Response
lor TV 4 4 .
Good: Definite pain relief and/or improvement in signs of bleeding within approximately 8 hours after one injection, but possibly requiring more than one

injection for complete resolution.
Moderate: Probable or slight beneficial effect within approximately 8 hours after the first injection; usually requiring more than one injection.

2. 7€ A5 ¥
4570 g% o] xete £&7-Fof 9lo] ESPEROCT] 84 H42 3399 H4ad 2 A<l g
wd wA. 97 WEAA AP FAe, 17149 e AFAN

S glet. o FAele 1539

ol 4
2 FA%, 2ol 479] B3P ol gt
G4a 59 QGRS QA WA 48 AmEY, 94, BE, R@E B ESPEROCTe
Y wie 4549 $% F 43005.6%)°] HE L 942 St WM HEe] 2A(44%)0]9T
58 32 i gloln
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wolA Q7D Folwte] A=l 42 FHEA et 4U/AaE FEAD ] Main

Phase ¢t 1862 & 159¢ k& W45 7HALL e W 42 vit 2zt AJA/A4aE @AM &€

225 gt ABR 1.2(IQR: 0,042 ABR®] F7HgH2 3.00] it

Table 7: Efficacy in adolescent/adult prophylaxis, median and mean ABRs by age, treatment regimen, and bleed type
Prophylaxis On-demand
Age Range 12-17 years 18-70 years 12-70 years 18-70 years
# of subjects 25 150 175 12
.\fean treatment duration 0.85 081 0.82 133
(years)
Treated bleeds
# of subjects with bleeds (%) 19 (76) 86 (57) 105 (60) 12 (100)
= of subjects without bleeds (%) 6(24) 64 (43) 70 (40) 0
= of bleeds 67 369 436 532
Median ABR (IQR) 22(0.94.7) 12(0.0:3.7) 12(0043) 30.9(18.6:38.5)
Mean ABR (SD) 3539 29(4.8) 3047 31.9(19.1)
All bleeds (treated and
untreated)
# of subjects with bleeds (%) 19(76) 88 (59) 107 (61) 12 (100)
= of subjects without bleeds (%) 6(24) 62(41) 68 (39) 0
= of bleeds* 72 386 458 536
Median ABR (IQR) 2.2(0.9:6.0) 12(0.0:4.3) 1200047 31.3(18.6:389)
Mean ABR (SD) 3740 3.2(6.D) 3349 32.2(18.1)
Treated spontaneous bleed:
# of subjects with bleeds (%) 1144 65 (43) 76 (43) 12 (100)
= of subjects without bleeds (%) 14 (56) 85(57) 9 (D 0
= of bleeds 30 221 251 415
Median AsBR (IQR) 0.0 (0.0:1.5) 0.0 (0.0:1.9) 0.0 (0.0;1.8) 19.4(12.1;31.0)
Mean A:BR (SD) 140224 1.8(3.7) 1.7 3.5) 245(17.3)
Treated traumatic bleeds
# of subjects with bleeds (%) 16 (64) 57(38) 73 (42) 10 (83)
= of subjects without bleeds (%) 9 (36) 93 (62) 102 (58) 217D
= of bleeds 37 146 183 110
Median AtBR (IQR) 1.3 (0.0:2.6) 0.0(0.0:1.4) 00(00:1.7) 4.3(0.8:9.9)
Mean AtBR (SD) 219 1.1Q2.2) 12Q.3) 6.1(6.2)
Treated joint bleeds
# of subjects with bleeds (%) 16 (64) 74 (49) 90 (51) 12 (100)
= of subjects without bleeds (%) 9 (36) 76 (51) 85 (49) 0
= of bleeds 37 288 325 309
Median A)BR (IQR) 1.2 (0.0;2.8) 0.0(0.0;2.8) 09 (00;2.8) 19.4(4.5:28.8)
Mean A)BR (SD) 1.8(2.2 23@14.3) 22@4.)) 19.7 (15.1)
ABR = annualized blead rate; IQR = mrerquartile range. 25th percentile to 75th percentile: SD = standard deviation: AsBR = acauakized spontaneous dieed
rate; AtBR = apnualized traumatic blead rate; AJBR = annualized joint blead rate
*Reflects all bleads reported by patieats including those where no ESPEROCT was administered

4. 124] ol5te] Ao} sAte] ofutaH

Aubgom 124 olske] 689 FAtelM ore¥lo® ESPEROCT B¢ fFo= Wl F 235 <F 65

0

[U/kgE Fosklet. ESPEROCT o ave= A=d 9% F &9l 42 ABR Hl& F7g 2.0
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202z gHI¥AtH(Table 8).

5 287 £ Z280] ABR Z71ZHS 77 3,13} 4.40]9t} 68T O] &oF E 22(32%)= 28 on 4

=
T2 AEshA EAth 299 (43%)+= AFAIES] Main Phase ¢t A 87 875+= €@ ooAEE st

A A A pEolA 1719 V15" 24 wES 7R 139 @2 F 10807%) 1479 51 B

ot

(82%)& & AAAF ] Main Phase B¢t o]b &£dx g9t

Table 8: Efficacy in pediatric prophylaxis, medianand mean ABR by age and bleed type

Prophylaxis Regimen

Age range < 6 years** 6 to < 12 years 0 to <12 years
# of subjects N=34 N=34 N=68
Mean treatment duration 0.46 051 0.48
(years)

Treated bleeds

# of subjects with bleeds (%) 19 (56) 20(59) 3957

= of subjects without bleeds (%) 15 (44) 144D 29 (43)

= of bleeds 30 40 70
Median ABR (IQR) 1.9(0.0;2.1) 2.0(0.0:3.9) 2.0(0.0;,2.8)
Mean ABR (SD) 3909.7) 239 3.1(7.))
All Bleeds (treated and

untreated)

# of subjects with bleeds (%) 20 (59) 26(77) 46 (68)

# of subjects without bleeds (%) 14 (41) 8§(29) 22 (32)

= of bleeds* 41 65 106
Median ABR (IQR) 2.0(0.0,4.0) 2.0(1.9:6.0) 2.0(0.04.2)
Mean ABR (SD) 5.0(11.9) 38(3.6) 4487
Treated spontaneous bleed:

# of subjects with bleeds (%) 6(18) 720 1319

= of subjects without bleeds (%) 28 (82) " ( ’9) 55 (81)

= of bleeds 9 19
Median A:BR (IQR) 0.0 (0.0,0.0) 00 (0 0 0.0) 0.0 (0.0; 0.0)
Mean A:BR (SD) 21@37.3) 0.6(1.5) 13(.3)
Treated traumatic bleeds

# of subjects with bleeds (%) 15 (44) 17 (50) 3247

= of subjects without bleeds (%) 19 (56) 17 (50) 36 (53)

= of bleeds 20 30 50
Median AtBR (IQR) 0.0 (0.0; 2.0) 0.9 (0.0;2.0) 0.0 (0.0,2.0)
Mean AtBR (SD) 1.7(4.0) 1.7 2.5) 1.73.3)
Treated joint bleeds

# of subjects with bleeds (%) 7220 12(3% 19(28)

= of subjects without bleeds (%) 27 (79) 22 (65) 49 (72)

= of bleeds 10 24 34
Median A)BR (IQR) 0.0 (0.0;0.0) 0.0 (0.0;2.0) 0.0 (0.0;2.0)
Mean AjBR (SD) 1.5(6.3) 14024 1547

ABR = annualized blead rate; IQR = mrerquartile range. 25th percennle to 75th percentile; SD = standard deviation: AsBR = anauahzed spontaneous dized
rate; AtBR = acnualized traumatic bleed rate; AJBR = annualized joint bleed rate

*Reflects all bleads reported by patieats including those where no ESPEROCT was administered

**Elevated mean ABRs are due to subjects who withdrew from the study, whose bleeding rates were extrapolated to one year

m] 7}H22]8](Cablivi®, A2 caplacizumab-yhdp, Sanofi)

7HE&-2]H]= von Willebrand factor(vWF)—directed antibody fragment®] WicHFt] (nanobody) 7]¥Fe] oF
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CABLIVIE F7F 18 4541(18-79AD), 69% <14, 73% Wil F 14592 CABLIVI FolF 7293} 9JoF
o 139 A wiAs . 7 2 BF @4 ned "oAA A=E AASHIH. dTold @k

2 RA @ aghs Aol CALLIVI 18] 11 mg bolus IV FAF &2 9fofa Fojigie),

A7AT, aTTP P& AM, aTTP A E: Fa FAAAS Ado] P B3 Hrhis dolq golg

FaaTl 29Eon, BH AT/ S aTTP ALES $o1 Wa 2oz BARIhTable 2).
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Table 2: Patients in the HERCULES Study with aTTP-Related Death, a
Recurrence of aTTP, or at Least One Treatment-Emergent Major
Thromboembolic Event Durmg Study Drug Treatment Period (ITT population)

CABLIVI Placebo
N=72 N=73
Number of patients with n (%) n (%)
TTP-related death 0 3 (4.1)
Recurrence of TTP (exacerbation)* 3 (4.2) 28 (38.4)
et one roamentmergent | g g 6 62
Total* 9 (12.7) 36 (49.3)

N = number of patients within the population of interest (by treatment group); n = number
of patients with events;

TTP = thrombotic thrombocytopenic purpura; ITT = intent to treat

*based on 71 patients who received at least one dose of study drug.

tExacerbation defined as thrombocytopenia after initial recovery of platelet count (platelet
count >150,000/uL with subsecfuent stop of daily plasma exchange within 5 days) that

required reinitiation of daily plasma exchange during the 30-day post daily plasma
exchange period.

p <0.0001

m S22 EDoptelet®, 2% opHFEZ2R T avatrombopag, Dova Pharmaceuticals)

FHYE= AT EFEEolOE F8A4 Z-8A|(thrombopoietin receptor agonist, TPO RA)Z A 2018
59 ©] FDAYA & Aldstal Q= A 7S gxpe] dAx A (thrombocytopenia in adults with

chronic liver disease scheduled to undergo a procedure)’ o] Q15| oH o= otz A% A] ¢kttt

TPO 484 Z-gA= hematopoietic stem cel (FERAE)Q} megacaryocyte(7HAE) &0 2 HE
megacaryocytic progenitor(A7-A|E) o] FA13 BESLE FLEst= megacaryocyte’t HAE o] Q&= A TPO

87 9] ™= (transmembrane domain)o] 2835t 4ol 5 ZF7EA7It

% 87} A

Baseline Platelet Count Cohort(<40x109L)] &2 11 7]

)
gl

AT A (Low Baseline Platelet Count
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Cohort(<50x109L)] 052 FLE35}%itt.

ADAPT-1914 & 2319 @xp7F 7249] sig ==t 149982 ADAPT Fojolil 8292 flefolrt.
A 712 @aws JdolA, 71 @aws oty DOPTELET Fojdto] 31.1X109/Le]al $jefte]
30.7X109/mlojict. a1 7|A @ags HolA, YA davtsy Batal2 DOPTELET  Foitol

44.3X109/Lo]al §JeFito] 44.9X109/mlo] it

ADAPT-204 & 20478 A7} 74 g 128WS ADAPT Eojito]l1 7682 QJoFo|t},

0

X,
]
=
o
i)
32

2 714 @ams HYolA, 712 @4aws B> DOPTELET Fofto] 32.7X109/Lolal $jofo]
32.5X109/mlelet. a2 71A  daygs HooM, 1A dams Hag2 DOPTELET  Fofdtol

44.3X109/Lo]al 9JeFio] 44.9X109/mlo] it

ol dHisf Eau sdo] BaskA AU FALRe] 7k &R HlE2 V1A dags HdolA

DOPTELET Fofa-2 flofzte] vls] ddaez ourt i EAA R {ostAth(Table 4).

Table 4: Proportion of Subjects Not Requiring a Platelet Transfusion or Any Rescue Procedure for Bleeding
by Baseline Platelet Count Cohort and Treatment Group — ADAPT-1 and ADAPT-2
Low Baseline Platelet Count Cohort (<40 x10°/L)
ADAPT-1 ADAPT-2
Category DOPTELET | Placebo | DOPTELET |  Placebo
60 mg 60 mg
(n=90) (n=48) (n=70) (n=43)
Responders 66% 23% 69% 35%
95% CI* (56, 75) (11, 35) (58, 79) (21, 49)
Difference of Proportion vs. Placebo® 43% 34%
95% Cr (27, 58) (16, 52)
p-value? <0.0001 0.0006
High Baseline Platelet Count Cohort (>40 to <50 x10°/L)
ADAPT-1 ADAPT-2
DOPTELET Placebo DOPTELET Placebo
Category 40 mg 40 mg
(n=59) (n=34) (n=58) (n=33)
Responders 88% 38% 88% 33%
95% Cr (80, 96) (22, 55) (80, 96) (17, 49)
Difference of Proportion vs. Placebo® 50% 55%
95% Cr (32, 68) (37, 73)
p-value? <0.0001 <0.0001
a  Two-sided 95% confidence interval based on normal approximation.
b Difference of proportion vs. placebo = proportion of Responders for DOPTELET - proportion of Responders for placebo
¢ 95% confidence interval calculated based on normal approximation.
d By Cochran-Mantel-Haenszel Testing stratified by bleeding risk for the procedure.
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Table 2. L-PLUS 1 Trial: Proportion of Patients Not Requiring Platelet Transfusion Prior to Invasive Procedure and
Proportion of Responders

Proportion (n/N)
Exact 95% Confidence Interval
Treatment Difference
MULPLETA Placebo (95% Confidence Interval)

Endpoint (N=49) (N=48) p value
Not requiring platelet transfusion prior to 78% (38/49) 13% (6/48) 64 (49, 79)
invasive procedure® (63, 88) (4.7,25) <0.0001§
Responder# during study 76% (37/43) 6% (3/48) 68 (54, 82)

(61,87) (1.3,17) <0.0001§

*A platelet transfusion was required if the platelet count was less than 50 x 10%/L.
§Cochran-Mantel-Haenszel test with baseline platelet count as stratum; p value and confidence interval calculated using Wald method.
#Platelet count reached at least 50 x 10%/L and increased at least 20 x 10%/L from baseline.

Table 3. L-PLUS 2 Trial: Proportion of Patients Not Requiring Platelet Transfusion Prior to Invasive Procedure or
Rescue Therapy for Bleeding Through 7 Days After Invasive Procedure and Proportion of Responders

Proportion (n/N)
Exact 95% Confidence Interval
Treatment Difference
MULPLETA Placebo (95% Confidence Interval)

Endpoint (N=108) (N=107) p value
Not requiring platelet transfusion prior to 65% (70/108) 29% (31/107) 37(25, 49)
invasive procedure® or rescue therapy for (55, 74) (21, 39) <0.0001§
bleeding from randomization through 7 days
after invasive procedure
Responders during study 65% (70/108) 13% (14/107) 52 (41, 62)

(55, 74) (7.3,21) <0.0001§

*A platelet transfusion was required if the platelet count was less than 50 x 10%/L.
§Cochran-Mantel-Haenszel test with baseline platelet count as stratum; p value and confidence interval calculated using Wald method.
#Platelet count reached at least 50 x 10%/L and increased at least 20 x 10°%/L from baseline.
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