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Refixia 2 — B A{CRIEAH A5 IX
BMEF (rFIX) - E40kDa W B &
— B2 ( polyethylene glycol molecule,
PEG ) BAiZE B % & - Refixia W I 5
FTEXNR/I8kDa: MEBEMN D F=E
%5 56kDa - & Refixia # B (EF - & 1F
40kDa #Y PEG E NI RLEN IR E K K % -
BNEEMRERSE IX B#MEAF -

\

%

& 1~ FAFHE Refixia (40 IU/kg) MEBISEYENESZE

(AFE (%) )

BB NESEH 13-17m%, N=3 >1875%, N=6
Half-life (t1/2) (hours) 89 (24) 83 (23)
Area under curve (AUQ)inf (IU*hours/ml) 80 (35) 91 (16)
Clearance CL (ml/hour/kg) 0.5 (30) 0.4 (15)
Volume of distribution (Vss ) ( ml/kg) 59 (8) 47 (16)
Factor IX activity 168 h post dosing (IU/ml) 0.15 (60) 0.17 (31)

% 2 ~ Refixia (40 IU/kg) EE L ERAABANBEREEYENELH

(AF5E (CV%) )

EYB)HEBZLY 13-175%, N=3 >187%, N=6
Half-life (t1/2) (hours) 103 (14) 115 (10)
Incremental Recovery (IR) (IU/ml per IU/kQg) 0.018 (28) 0.019 (20)
Area under curve (AUQ)inf (IU*hours/ml) 91 (22) 93 (15)
Clearance CL (ml/hour/kg) 04 @17) 04 (11)
Mean residence time (MRT) (hours) 144 (15) 158 (10)
Volume of distribution (Vss) (ml/kg) 61 (31) 66 (12)
Factor IX activity 168 h post dosing (IU/ml) 0.29 (19) 0.32(17)




mERBE——_F/,A8 E=1%& FE—H 3
B R 5 Bt 2 BAHE67 X)) 70 XEMPHAE 69 X
EERMERAREE—E 1 BB <%6%)ﬁ;—WAF BE P
FIUME 3 $A55 ch/0JE st B - AR EIREA 40 1U/kg Refixia - 29 F 1%
sEM R B x,:.FE’JE"\fEﬂlﬁJZAﬁAEP 13 BI%

EERATHNS4ZR[EES 788
—RNFEMBER 40 IU/kg - HF 23 &
(43% ) |/ERXBRELM -

NE#AEES paradigm?2

FIEEMARREE 74 25D E (13-
17 5% ) FARL A (18-65 7% ) MATHE =@
AENEE - ZaREE—ERREE R
MEkHAEH (on-demand ) - BE
REAS 28 B ; METEMNAEA -
MEH%#E4E 10 IU/kg 3¢ 40 IU/kg - BB —
R-RERBLNS 52 A - SEEE 10 IU/
kg #1 40 IU/kg WA B 75 A - 2238 40
IU/kg /BEAREZRF L MEREE 10 IU/kg
AEAZREN T MEE 49% (95% CI :
5% ; 73%) (P<005)

BES8E —R®R401U/kKg FEBEE =
AEMNEE (13-6551 ) WAAFEHME
(ABR) #fu#l (IQR) % 1.04 ( 0.00 ;

El:'t

401) - mEl{E ™% ABR % 0.00 ( 0.00 ;
2.05) - BAEIABR % 0.97(0.00;2.07 ) -

B 2 ABR & 0.00 (0.00;099) - &
FEENE - AENENEFREMURA
BREKER 2B - ABREZ2BILH
Ay

IEIE W 8% 5 D & KA A Jw A B 1 4
B 1 40 1U/kg TEFF A B4 29 &
BWAHR  Blo BRAR £HT70 R
B t L MM (breakthrough bIeedmg
episodes ) - JAERI M L MAVEERE
NER 97.1% (69 R#FEXZ VA H M

A$H 20 & ’faj B9 B8 & (target joints) -

BEXERE—R401U/kg BIE - FERIAE
—F - AERAARE - BIML 20 ERAEIP A

18 1B (90% ) « KR EAB2ZRE -
Lk 144 (on-demand )

EEARBRD B BEBESE
A ISEBBEREKREE BEFE

HMEEA 40 IU/kg - EELMFEA
80 IU/kg - AL MAEIZMINR ( EER
AIBESE ) 5 95% - Hp 98% AU L M
BB —RAMIOTH SRR -

RS EMIHRN

WREZESPELM - A Refixia j&8
B HER401U/kg ; HREELM - K
E%80IU/kg - EM—RIWREDEE
- ¥ MRS AR ENE
BAE (BXREE) SMRMENRES
(EEREXABEEBE NETARE ) E1T
LF MM RABESTAL - IRAME £ P
%~ AROAKEE A - HIMEERRVAR S AY
R ( EERMBBESE ) & 93% (591 A
PHES51A) - ELI0S BREFRT9R
(75% ) FREREZZIRY 597 R MMERA
B 521 R (87% ) B TS 1 k&
BEIERR - 60 R (10% ) HMBBMK
57 Refixia BSEIFRR -

Ftlﬂ]l%#ﬁ’]ﬂlﬂz“%ﬂﬁﬁ;ﬁ"ﬂ%hi
Hﬂiﬂ%ﬂﬁ#&%ﬁ AR M A B TR EA

M%EU{%'&E’\J%EE% MEimE -



4 E=+#& =—m ErhAmEn
F1ig EFieEE I BERFM - 1 ESBREF

CIENE  Eo—IEE2RstE s T MR 3BEOREFMN - BEEMAIIES
TR EaE1SEAFMM2e L 1EES  EE/801U/kg - fii&x

BNFiT( REFRDBIZES6H ) °
Refixia £ it 7 AY LE [ 3R K
alBR PRy 15 B K Fiiuh - Refixia AY LMD

=X =

R =R

il

MWRBHFE - HINERS 100% © FiB®

A B/ NFITER AL INETT -

g4 40 1U/kg °
=AM

D hI% 2015 R

6 RMET7 =

fliAI T = 80 IU/kg Refixia
BRERABZEFMNE
c EFWESELE
XERRE - BINAY 40 1U/kg B £ /9 A1 &
° iR B A9

2 RIEN
13

B FM e TR By RAER 241 1U/kg (#E : 81-460 1U/
SFEEE 13 2L ESBRBNAAR  kg) -
B EBECETH 13 BEAEMN - &
BIEEHE°
ST
401U/kg BE—:
&ﬁ?%r
SR M
HMEE EEEE R EAEE
HEARAENMAE ~ B PY MMk O A S MM
401U/kg | EHEASH
REZZHFEEMAE - ALA L My MmE
SEYBEREMHEM 80 IU/kg o] 3B 40 IU/kg B £

2. FiiRsER RN E

FilFER EHE e B
AN 401U/kg MABRETEME S
(BT )
80 IU/kg A
401U/kg FiieE—BR - TEBEELTFHE 401U/kg (BE 1-3 X)
Kl
MEHRE - FieR—B%  REEXTEEESE—R - B3
HmELREOES
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FREH (BER % E <10%) &
IR RIE R  ESTIIERE -
BERR - SEIEDAIAIDE - B2 -

2EER

1. Srivastava, A., et al. (2020) . "WFH
Guidelines for the Management
of Hemophilia, 3rd edition.”
Haemophilia 26 Suppl 6: 1-158.

2. European Medicines Agency, Refixia,
INN-nonacog beta pegol ( # i :
https://www.ema.europa.eu/en/
documents/product-information/
refixia-epar-product-information_
en.pdf )

3. Refixia® FXXHE
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Brolucizumab
FHEmBE BTE
BB [R5
B | FEMERAMERIIERRE % 2008 FRILERMBBEN G E Y

mUFREEYEENEELERER
RAERNIREERR - RIE American
Academy of Ophthalmology' : % #
1 B M = I BB R 16 7m & (Age-related
macular degeneration; AMD) Y& R %
B — SHEPLHNEBHOERBESR
63uM - — - HAEAEBEZRLENESE
NMeRALBEAERBEERLE - =

BAUTNE—RE EERLABEESR
FRE4 - Ik IEME#HZE (Choroidal

Neovascularization CNV) - Z &2 8K
# I8 M & 7% & ( polypoidal choroidal
vasculopathy, PCV ) ~ #7iA B 14 3K 35 B%
¥ (reticular pseudodrosen) & 1R #8
f& [ &= 8 AR 38 & (retinal angiomatous
proliferation) -

R B 2018 F — =W % & X JAMA
Ophthalmology B3 ° - b BB 14
2020 FEFE19EA - EAOZ1E
REFERAWNE - 22040 F - BRA
g8k 281E - BESHR 45~85 %
FAED  BRITEB8T% - ENREEN
BRITER . HANHAERAENESR - BR

1058 i1 65 B FMEBRFAEMRSE -
BEH AMD TR EA 9.2% -
= DDA SRR IR B8 o] BEER B A ]
FLAR - MEEI—EEkRE e
ERRTFEE : XKL - aEA -
Mmrt - LMERR - SEEEE - EF - =2
BARE  EELEE - SRRV
%%Lﬁﬁi’ﬁa EofRE SHERED
DREZAURENRE - ZRELDMN
AMD 87 90% - BE N AZ BRI EEE
ENFE - ZREERARGEEEESR
ZJI[[E%?E Eiﬂi"t,&*ﬂﬂﬂ}&’“rﬁﬂﬂg

T Trﬁ
PAE AMD PR {54 10% - BB EANE

TERENRE - B RIERSERDERM -
RE PR  FYHHER e8E -
Brolucizumab & — & X\ & #H DNA
it E ABRE (Escherichia coli) g
EENE ANCEREBFETE R E (single-
chain antibody fragment, scFv) - 7 ¥
SR 206kDa- EHEMEAKRER
+ A (Vascular endothelial growth
factor A, VEGF-A) 8 ER &G N&EE - &
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Full antibody (IgG) Fab fragment scFv
~150kDa ~48kDa ~26kDa

(E— ) FEIBEHA

m FE 1k VEGF-A B1 H = 32 VEGFR-1 A
VEGFR 245 - 3EHAH VEGF-A 8945

T?EH%JJ]]IEWE%EHH 1B EMmRD
TEETEJ]]IE%TE*DBHEEHHE,“ R
wEMEMmELFEREE Y I ER{ERm
B . R E=EEIKE -

Brolucizumab B9 scFv ERE# A BB %
MASARLE - ARG B/NALES WE’JE
o] HEXRE - BV RBREY -

EYENNE -

Z @A #EAF Brolucizumab JE 57 2 3K
WEEA - LERBEEFSBHOYR - 8%
H 8 £ IR 6mg W brolucizumab 23K
EEgE - IR PR brolucizumab 3
HEXREE (Cmax) 4 49.0 ng/mL - B
—RKWiEZ - MAR brolucizumab 2—
BEMRTAZ R E - MFBEERY brolucizumab
FRHAE AU N =@ A U EHERR - 125E
&R (target-mediated disposition)

L.

Comprises only the antibody variable
domains VL and VH that are
responsible for binding to its target
{icined by a short flexible linker

peplide)

By NEE S

5l IN /)? t VEGF ~ # 80 89 & B BF
BR - IR BBEQKBAH SRR -
Broluozumab M#E N E S T F R
(apparent systemic half-life) 73 4.4 X -
ERTEMABR  KEBnBEARAN
ZY)REFONERESMHR (<0.5ng/
mL) - BIARBIREMBEPRE - °

B R st B >

HAWK £2 HARRIER & 5% %5 W9 18 (&
Wok- 20 €5 EHHEBZE=
AR BEMENABRAELIE
1817 B R L =48 anti-VEGF A BB
A - s8R B primary endpoint /R 1EE 48
BEERIER D ( mean best-corrected
visual acuity, BCVA ) W& = - DIERE
Brolucizumab A 557R aflibercept -

HAWK s Bg e - m AL L :1: 1/
EEAIBEE D B
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s Y3 ERBERGE—RE B12 = —'F 2 1B MW 2 HAWK &
5 8 BT Brolucizumab 3mg HARRIER &8 P ZA B IR 12 B 1B T
« BY3EREERRE—RE S12 H)(BCVA) HEEBRR - FEAE
5 8 ##%F Brolucizumab 6mg ; 89 Broluciziumab £2 Aflibercept 48 tE -
e BV EASEALAE K%  Bxeg = AHN Aflibercept 5] - B ° 2R
8 @12 aflibercept 2mg ﬁ\iﬁj] B¢ H 255 96 B BCVA 15
HARRIER s8eP - AL L : 1gottpips 2 {08 - % i /8 Brolucizumab £t
el #7115 AB93R 71 (BCVA B B 40 B 14

+ BY3ERSERLE—xE w12 M)
5 8 #B1% ¥ Brolucizumab 6mg ;

s Y3 EABERKRE —RE  BES
8 Hi% ¥ aflibercept 2mg -

Table 1. Primary End Point and Secondary End Points (Full Analysis Set, Last
Observation Carried Forward)

HAWK HARRIER

Outcome Brolucizumab 3|Brolucizumab 6| Aflibercept 2 | Brolucizumab | Aflibercept 2
mg (N = 358) | mg (N =360) |[mg (N = 360)|6 mg (N = 370)| mg (N = 369)

Primary end point

Change in BCVA from baseline to Week 48

Letters, LSmean (SE) | 6.1(069) | 66(071) | 68(071) | 69(061) | 7.6(0.61)
LS mean difference (brolucizumab — aflibercept)
Difference (SE) -0.6 (0.98) -0.2 (1.00) — -0.7 (0.86) —
(o) 1f-
95% Clfor reatment dif-| 54093 | 51t018 — 241010 —
ference
P value for noninferiority
(1-sided; margin: 4 let- <0.001 <0.001 <0.001
ters)

Key secondary end point

Average change in BCVA from baseline over the period of Weeks 36-48

Letters, LSmean (SE) | 62(0.67) | 67(0.68) | 67(068) | 65(0.58) | 7.7(0.58)
LS mean difference (brolucizumab — aflibercept)
Difference (SE) -0.5(0.95) 0.0 (0.96) — -1.2 (0.82) —
[¢) 1f-
95% Clfor treatment dif-| 41013 | 191019 — 281005 —
ference
P value for noninferiority
(1-sided; margin: 4 let- <0.001 <0.001 <0.001
ters)

Secondary end point

Patients with >15 letter
gain from baseline to 25.2 33.6 254 29.3 29.9
Week 48, %

BCVA = best-corrected visual acuity; CI = confidence interval; LS = least squares; SE = standard error.
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Hth 558 Br o A 2R FF i &= & R0
S (W BRERBEARE RN ERHEE
TRHUYR - BERRHEECZE LR T E
KURERPLEBPEREEAR D )
Brolucizumab B R EFRIRAEE -

BIEEAE

I E R B F AR ARR M R B ER R
bR

EEEES —RERERATH
6mg (0.05mL) - R¥M=FES4HE (BR)
AH—R 2% BEIOUREBERIBE
EERM/NERESETENERE G
(disease activity) sRFHZ({E Bllim AR A E
BFE - &8-128 2-3@8) 5 - A%k
EfREEAERN 8 B

A

K& PR R = DI SB7K BE

BEAZHER —REWRIBEANIH
6mg (0.05mL) ¥ AOHEE6 BTG
—R 2% BEOURBREAGEERA
/ SRR B2 E R ERIE M (disease
activity) 2RFEEE BB AR AEE R -
8-12 B (2-3M@A ) FH—R - AERR
SRR A BN 8 8 -

EZEAN(>655%) HHEAEZMNE
IhBEAZ R A& Brolucizumab A&
ZHEEE -5 HarRl kA1 18 5l
NH&EEEF Brolucizumab WZ 2 A&
R e

BCVA change from baseline to Week 96 - HAWK
@—brolucizumab 3 mg (n = 358) —@—brolucizumab 6 mg (n = 360) —e—aflibercept 2 mg (n = 360)

107

[+<]

5 = —24
44

2 4

Change in BCVA from
baseline, ETDRS letters

BL 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96
Time (weeks)

BCVA change from baseline to Week 96 - HARRIER

—8—brolucizumab 6 mg (n = 370) —®—aflibercept 2 mg (n = 369)

104

[+2]

44

24

Change in BCVA from
baseline, ETDRS letters

0

BL 4 8 12 16 20 24 28 32 36 40 44 48 52 56 60 64 68 72 76 80 84 88 92 96

Time (weeks)

B _— - HAWK &2 HARRIER zldgaeh -

RNEBEHESE 9

BRFI9E(EE -

BL = baseline; ETDRS = Early Treatment Diabetic Retinopathy Study.
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TRREEFESEIH :

¢ Brolucizumab ZRERK I NiRR © #HE
RS E—IEEB8E - AoE LR
e EERLE  ARAERE -

o FE4FFEIZ D - Brolucizumab 1544 %2
Bl AERENEE - £ MaBBiE/K
ilB8 (MERLIN) & - DI 4 BT —=
Brolucizumab fER#F8E - MEIR
AR A BERANEX (BEEREE
MEX ) REHEEMSHEENER 8]
& 4 5 B (HAWK & HARRIER) = U&=
8 5% 12 8 )% 5 — R Brolucizumab 2R

B 5

<= °

*[fE#& 15 A Brolucizumab BB F

1. F BT —XRAB HRAAELL - BCVA /D
>30 A=FE&

2. SRR

3HEMETNLMN - BESDRM - 3
MEBE> 50% eI EE -

4 ETETE4REER] - B 28 RN EER
AR R F i 78T E =2 AR B 4l -

2EE8

1. Age-Related Macular Degeneration
Preferred Practice Pattern®

2. Saunier V, Merle BMJ, Delyfer MN,
et al. Incidence of and Risk Factors
Associated With Age-Related
Macular Degeneration: Four-Year
Follow-up From the ALIENOR Study.
JAMA Ophthalmol. 2018;136(5):473-
481.

3. Chen SJ, Cheng CY, Peng KL, et
al. Prevalence and associated risk

factors of age-related macular
degeneration in an elderly Chinese
population in Taiwan: the Shihpai
Eye Study. Invest Ophthalmol Vis Sci.
2008;49(7):3126-3133.

4. Shen YC, Hsia NY, Wu WH, Lin
CL, Shen TC, Huang WC. Age-
related macular degeneration
and premorbid allergic diseases:
a population-based case-control
study. Sci Rep. 2021;11(1):16537.
Published 2021 Aug 16.

5. Beovu X {HEE

6. Nguyen QD, Das A, Do DV, et al.
Brolucizumab: Evolution through
Preclinical and Clinical Studies
and the Implications for the
Management of Neovascular Age-
Related Macular Degeneration.
Ophthalmology. 2020;127(7):963-
976.

7. Dugel PU, Koh A, Ogura Y, et al.
HAWK and HARRIER: Phase 3,
Multicenter, Randomized, Double-
Masked Trials of Brolucizumab for
Neovascular Age-Related Macular
Degeneration. Ophthalmology.
2020;127(1):72-84.

8. Brolucizumab: Drug information,
Lexicomp 2022.

Ophthalmology. 2020;127(1):72-123
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© EmE A

S -BEEZEHLD " F rituximab
BnEmSRZEZEMEEES
&,
REZEHENARKRERE P OE
LB ZEBLfEE A rituximab @& - B4
COVD-19EREVYmEARKREBLR -
HP 2T EA - - Z2SBHEGR/A
PR A R A HR B % 1 A B 3K BN R R 4 M
BESE BoxE4Z2EXEBREEHAHE
fttt % 7% 58 &1 Z£ 4 - 90 methotrexate -
sulfasalazine sy 8 E g E HE - & =
rituximab O £E 1& /Il COVID-19 = fF &
R IER R IE—F - JEERRAE
BABFRA 2 ER - BZARNRECRE
ERBEENFETCZ2ER  ARERRA
wmr . BEEMR112/05/08#H 'S
rituximab B 73 22 % & B &L E bR B B
. MUREBEAETR  WHEEEN
HEAZ 2 HERSE -

Z2EEH

BERMEEREYEESE - 1S

]

S

fi

= rituximab D ERZ 2 E/MERRE
= - 2023/05/08

P eyl

kg

PR 5 22

BB & £ 2022/0531 & &
Hydroxyethyl starch (HES) ¥8
B 73 B & -2 Bl R X 2 K% JR Bz
HBEMhER -
F B 1% & Hydroxyethyl starch (HES)
8 B 2 ( 8 & hydroxyethyl starch -
hetastarch poly (0O-2-
Hydroxyethyl) starch) %% mn 2 % F& fiE 43
"ERFAREWIREBEIAREZSHY
MERZRMEERA - AmE AR
MIKKRMBPRWEMEF, - B D%
mARKIME - BRENEERESIE
AF - OEEIBMNBEEGRIETER - SR
RTHEZT:  SZEREERZM D E
mZ B HHEZMD EREMTEER
K@K EE  BEZQSIRMBEBERE
& TEREHRERIRELISERER
theEBNEEZTRZEHEMNER 2K
MEBEBA - R EAEA ALK K MR
hRRMEF - WEFTPXHEZ "
HRERE T MMESEERABIER -
EERAARmo B MBAER R ESERE
REOE (MRBN ) REE - E BN mAD
AEEIE - RIFEEMSEEE AT
A B2EREA®R - -
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EMELREEIBAZEERR
E MAMMESSEESE - A HES
PR ERBABAFEZIOHA  FR
B ERARKAN DI EHESINE - &
AREBRESIRMINEER 2B
ER - BUBFE LA TEESERES

2EE8

lBERMNBEmEYEEZ-
Hydroxyethyl starch (HES) %8 i 7> 2%
mEZEEMEREBE - 2022/05/31

2EERBANTEREYEREZE - 2T
Hydroxyethyl starch (HES) 8 A %
BRZBANERABRBILER -
2022/05/31



