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AR T HAH 2 MRS E IX K1 Fe @A % v /3278 (LUF, 1FIXFe) 1%, b h#fs - 2
TREEE S IX K7 (BLF, rFIX) &b MMugEr a7V G (BUF, IgG) @ Fe kA aHREE L
7= % R o R R MR AL 0 58 A8 s TR 2 A M i EE [ 5 IX IR Fe i & v X0 B Th D,

rFIXFeld, MgEEE HBIXA T (BLF. FIX) SEECCIRFIXEE BTG 4 feds L7223 5| Fefihii &
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T 46 HTANRBRELTWD EHEESH, 209 BIMARBITN 20%% 5HTW5 [2] , 4
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1%AT T EAE, 1%~ 5%IXHEIE, >5%~40%TIIE & D [8, 9, 10, 11] o KEZER
KTt % — (LLF, CDC) O#ssE ClIkE O 2 AFRBEE OEAEE ONRIT, FIED 29%.
HEED 36% & OMRIEN 35% Ch 2 [12] | INHOEEITREICI-TERHD [13, 14] .
SRR 24 48 0 I i R [ S RE AR [EFH AR T o> 990 il B AR NMAIRBEE O 5 6, BEIEE N HE S
ATz 464 BITTIEL, EAED 57% (262 f) | HEESEDS 23% (108 1)) | ERIEDS 20% (94 ) THY |
526 BIOEIEEII A TH 72 [4, 15, 16, 17] .

¥, BEIAEMAFEE L, EFRBLED b MIREEE R F1EM 1% A0 & ER SN L08, AR
B AR E LIZSaIZiZ 2% FEER SN TWD [18, 19, 20, 21] .
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SO L HIARR A A STl Y [24] | BHBEBAHIMIZM AR EF BT 5 HIMED F
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B TIXEARMMORBUEE T RIFIERS . RRIRERY 722 BIETE SIS R R E DR BUIEIE R &
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BHEERTho7o, Lo T, AHICBIF A2 ML= Y — FREOEDREICONTH, HP
DNTIEIM AT Z 22 WEBLR Y 2 & & b, e Ik 5 72 DI BE Ot BRI R & < HIIR
ERTW3,



1.5 R V33 L ook fde B OVBRE 36 ok
Fn7Fual s 2R

(%) 35 7
30

25
20
15
10 A
3 - |
0 | | | I
A B C D E F

CROHNCEISEOEBRELLETEESEFNET D
GEON—HIREHLINIRBLTECEHEZTS

D EPMIHIY DFEISESFIZ1TL
TEALEHAEDLIETHIEL. RERICBS I

B EHAERDLLIETHIEL. BERICHANY DTETES
: T Dt

mMmooOomwm >

®151-6 HFHICHMLFEEOESLEMLE (MRKARVIMKRB)
Hi  TmEREREEOQOLICET 25 T 2 FEREREE H6-3

1.3.2 MARHEBD AR

1.3.2.1 MARRBAEBEDLEE

JEAIIZ, AR B B ORI, MR TR K DR Y 2 7 D3IEE IS @V 7 — /b
BEH R OEERE K 7 8A 2 DT Thiu e, TR D A L R A 2 L35 2 &3
%<, FOHLMARBE TOFRY A NV AOKIRITE D>, AT, 1985 FLLATITKE K
O g —a v N ICBWTIARBED L 50% &2 5 EEICE MR A LA (IR,
HIV) OGRS, ENTH RO A U T, i sigeE N 135 o 7 1 L A
AEACALER AT oD & 91278 - TLARe, MR RIFARIC K DG U A 7 3B LTz,
I HIT, 1997 FUBRMH SN D K912 o 72 FIX A (VF =277 A7y 0 BARTIE 2009 41

) T, 2O XD RIMIEES IR K 2 RG Y Z2 7 138 TR,

EEE A 7 A O THARBRAA LABE . SEdEE ClE. A B3 O R AL 72 Bk & 1 ZF R
FEICETHER LTz (72720, oA XAOEIEIZ LY FHRGOZF LWEREN LS 1980 8
5 1990 FFRAZBRL)  [26, 27, 28] o KEK BRI T D FUT D i AHBEE OHIVIEGL 3 X Hs
IZ& - T 5%~15%EHENRH Y . CHRUFR T A VA (LLF, HCV) BEMERITH 40% EHEE ST
W5 [12, 13, 14, 29] ., HIVXIZHCVEMED AR BE T EICRARETH S [29] , Sk
AT [E N T ER S VTR 24 A o ML EEE RO E S ERR A T, mMARBE AT LR
990 1D 5 6 171 Bl (17.3%) ASHIVEEZL] & s S TR Y | st & FERICHIVEGL BT E 12K
ANBETHD [4] , T8, MAREE OV R OLERIT L, FE00ME RIEE e & O
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2 D B O PN ERO LAV O TV A A [30, 31] . HIVEUHCVO LA B T OREFRIT
TIRE LT, HEDEERFINE 2> T D,

M A DR IE, BRRAGIZEA & 0T h 5 IS 4% ki 2 B A & L 7= 88 K7 o 4l Fe gk
M—HHIEEZEZ BN TWe, LR, Z2< OFEE (FIXIEMEDN 1%~5%) MAREE T
X, LVBEORKRHRBNEO 5D Z & LOCBEFSOREN LY BIFTHH 2 LAVHB L
Z & [32] BEopFlc, EIEM A B T o ik BIEE o 57 0B iR H O BLIZ X7 5§
[ K] 7 B O TE IR T RIEIC L DR s D K o ic7e o7z [33] o ERRHEBR ClIE MK
FVEDRIA B S, AR OIRIFRIEN R E <EA L [33, 34, 35] . 24D DOEEKREBRO
F &AL ITMARARE 2R bN b O Th oA, JeeE CI3E #a s 1 2m AR A
& MAIEBO BT I DAEHEREFIE L B2 DIV TR Y . WFH & K[E M A& R R O £ 2R 23k
MZE% (LT, MASAC) [ZXVWH#ERINDIREIETH D, St oOmMFRE CIEH T &
V— ROEBEIZR O, ZOREIIHICE D ZiEZH 560D, 1 FHT- 0K 204 L \bitT
W5, —J7, EHRIFEREEZT TV D IMARBESE TIX, 1 F£H7-0 o BRI Y — KA
iz, 3~4 fhEE S Twa [18, 36, 37] . AEMHIMEIEL, Kk TPRHiEZITTW5D,
R MR B ORI & 722 5 BEEN A G T 5 FER/NLERE UIRABE L, Kk THi%
ST TV D/NREBECRWERICSH D [34]

1322 MEKBERDOTIRKE FFIXEK| OMHFEERE

1.3.2.2.1 R fwBAEDIRIK

BUTE, IMACHBIZX T 5 A 2 e RIGHITERIEIZIFE L\, BB TRIER E ORI IawRIE
DBHREMECH D L OO, BUTOWREL, M HESKFIXRA] (LIF, pdFIXHA]) SUIrFIX A
L DMTBENT L > TS, BUEMH ST 5 pdFIX AN & rFIX AN, [FRED A M &
Ve 7Ta 77 AVl L TW5, KET 1997 412, EHNT 2009 4EI2KGE S M7 rFIX LA ©
Ho ) FarZ 7T id, MIREENFEIEAIC X DG ) 2 7 D35 TRV A, ST I 00 23
18~22 Wil & 4 < . pdFIXHLFAI & e U CAEMRNEII RN EH N S>ERWELIAI TH 5
(18, 38, 39, 40] , FIX®FITH D/ Fa s/ 7 L7 7Ii2oWT, @i (LR, PK) . A0k
MOV OBE A 1.5.1 - 11TR LT,

BUE, MAIREFICE > TR b EERIVEBEOAFEFEESR (LLF, AB) 1L, —&iicA vt
v X — LTS PRHUADIREAETH 5, FIXICHTT A b B X =3 AN D R 6
ELTE, Hifi= ey — R oo EE B LR E A 1 A 0@ E & To = > e — LR
ERFETFoND, 610, SMREFIXICHT 54 v e X —REF, 77740 7% —%5
Rax RBEOT LAX—nzftEo [41, 42]

A b B X =R LTERRART T T 4 T X — RO EEOBBUER S S £72. FIX 8H7R E
DOHNRMES X7 OFARNEGICL VISR SN FEEZLELTHLATWS [42] . Zh
Sk, BEER T4 287 20 O XTRE SR T Lol BE kO EFREEW & X7 (N

10



1.5 &R /L Of# K OVBR 38 Ok ke
Fn7Fual s 2R

DAB—=Z 72 8) IS L THRET 5,

R & QIR TR O 2D AR ZEREFR L FRFIESE SN HAETH S, MARBES THL S
NTVDEIRE OV RR DFLR Tl b % < FrE SNTZFRIK 1%, AARHAR, “e hrr ¥
BRIEHEA (BLF, PCC) OFEM. 1&MALEERE K 15454 [rFVIIaSUL > 7 A4 23 (FVIla, HLiKEE
[EEBIA 7, FIX KR QMM EEE XN -2 A 8A) ] o Th o7z [43, 44) o pdFIXELA K O
PCCIZE £ 5 FBIXalH oy S IAETE AL & BIE L T\ 5 Z & Ain vitro Din vivorlkBR THETR S 1L,
L DO pdFIX LA K OMFIXBKINEH SN D L 92l oTob 2 A, RY X7 BKIEIZHEA Lz
(45, 46, 47]

PR R CF AR R 23 HE LW Tl FIXELAZ AW 1a R ORS, FLFRIREAIER . (LLF,
CVAD) OMOIAZNPNUENI /25D Z & NEZNH, CVADIXEBEE IZEYYE (0.14~4.3 14/1000 B3
H) KROumFe$g: (18%~81%) M3 H+25 [48] .
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— R4 B JFars 7Ty GERETH | BB A MR A XN T | SR A Mg pe 55 IXIR 7 | s A g e 25 IX IR T4
#2z) IZS
i NET 4 gAY T M 7Y 2= M PPSB"-HT
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XEFXRZIE) BEICBTS | HilfEm 2 mH 5, HH L AE 7 244 5 Hi A ) 2 i 5
HH A [a) O $i]
PK WL () 202+6.8 24.0 (CEHfE) 20.3 82 K203 (ZFNZEIH IHH
GEINIS & I ME 1R (R 22) R OV T AR i 3ok 147)
| EES A ) ARMEIREE (%) 28.1+4.7 527 CEHfE) 69.0 +20.1 64.8 (EHfiE)
CEHI il + A 22)
M REEE S IX Wi LR | 0.62+0.11 U Ew L Y Ew L Y Ew L
[ quudL) / (IU/Kkg) ]
A 5h 1 Bl OE 5 Cik il T& 72814 73.50% AR L AR L AR L
(TP B AR UR) TR 51k %SG B AL : 92.6% B 99.3% BERG L : 90.9% 303 f (HIMLERAL « J2 BIE 95
EHTHH T o 1B AL, 5 PP . BCF « WFAIPSHI, S, | F - SR : 96.8% PR IRBASE 59 1 REBIE 19
77.5% WA - DI, MR, fb &M 100.0% PR, A 64 1455 1Tk L
%« Z DM 100.0% TR - 50.0% 94.4%
S - Z DMl 2 100.0%
FHF - Ptk ¢ 100.0%
FEHEBAL M : 100.0%
A AV EH—RAE T UAX—K | BNERRR IO TNLH® | 34l AL Va0 HAEwmAe L
(EPN R OES I L
lig 5 HESMR R B T VTR b 3

HHY

il 1R

FEHBER  20.2% (43/213 #1)
EREER - B (5.2%) .
HEFHALSOE (4.2%) | TE)
HHEW, BB, HRE (%
3.3%) . FEFEMIESR. IR
(4% 2.3%)

(I PN B R BB C I B A
Hi L)

FEEER 1 0.0% (024 1)

FEEER 1 0.0% (027 1)

FEELHR  4.5% (2/44 1))
MBS 1, 58T 14

Hilh  R_Ex 7 40 7 AR SCER O ERLA VX Ea—T d—h, /A7 MMBNCER P ERLA LV Z Ca—T3—4b, 7V ATV U MEBNLERNERNLA L F Ca—T 3 —A,

PPSB“-HT iRft LER O EHKA v H B a—T 5 — L4
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1.3.2.2.2 MAFEBAEICE T HFIXEFDHFTEE

ERATEEE

FIX®ANZ K 5 EFHHARFIE T THY | RIA<ZT AL TWDRED LY A NIAFAE
L72vy, MAIRA & L AIEBO M 7 IZxt 3 2 SRR BRI FEmIE L ¥ A U3 RR & Ik B
INTETHY ., 1%L EOFIXIEME L~V OfERF 2 BAE L L CTEE Z & OPKIZ DWW TR
DL YA R, MRS ESNW TR T DL AR ERNDH D, ThHEDL YA UNTIET,
BUTEAE F S 41T 2 AR [ VR R [ (R 1344 2 Wz 1 & 720 2~3 [0 FIRN 5% 2
B L JTHIRFIETH D, WFHEKOMASACIE, S DI E I 2 fis L. BEETH M 2 ok
FRICTBHT D72 DICKBEERIOFIXD b7 7% 1%BIZHERF T2 Z 2/ LTl Y . Ziudf
RT—HICEO =B LTEMTILNATNS [34, 35, 49, 50, 51, 52] ., EWNIZBWCIE, EH
BT B2 TA RTA IFELRVD OO, MR, 1B H720 2~3 [\l
HoE#mFmEs fThbiLTws [11, 53],

SHEHhOBTRE

AP M ORIFEEIEIC OV T, AR B BEFICKT 2 EATO FIX 8K BT 5 B 5 5154
Frat U= B e B R B Ak 1170 < . BERM 2 B o P RTHESWEIEE L U A U RMEDIL TV
5o

WIHNRIE L N7 1 —7 v TR T 2BUTO T A KT A 0%, BRKE (Hiloy Y — K
OFESE, SO ONEIELE) | BEDN—2 T 1 U OEEIRF L ~UL, FIXTEHEOPK (F— % )35
HNTWDEA) . A b BEX —RARER O FIRN AR E 272, il ha—ic+
yEBEZBND BEMGEFFIXIEMEZ 525 72D OFIXBEA OMEHEGBEEZREL TS [52] ,
—fEIC, HERE S LTV D BEEFIXTR PRI 30%~100%CdH 5 [52, 54, 551 , JRIEHARNE, 1RHEICKS
T DRSO, M OMEHERRRE (R ABEEN M2 | B O E L & BED & %
VA7 72E, 2 ORFIZE > TEENT S, ERNIZBWTH, Mo EER. BRI =R
FASWIIRIBEAA R T4 VA BRI IEMFEZC IV ABSTWD [56] , HimPEREEIE &
T DR OIRFE A & LT, BIREUG EIERRR S 74 v —7 v FIRR ATV, BE I D HBE
PRI (BRI Z21RRT 52 LICk» T, BER, Wegns, ErEEgiEEL g &
TSN RIES G A TR L CnD [34,57] &

BN omIERE

JERT I O FRFIE DT, FE 0 B OV B - ) A Wit L 7= B e 7 B ise ok FRBRBR 13 7 <
M— SN T AERERIREIEIIAFAE L, BMFICL DR 2 o2 RSO TiRE 7 e b
=TI, —MRISHTRTO AR TFIXIEME, vt Ok b 7 7 EAX TR REBIFICEE L TOE
SNTWD, RFEMOEE. FIXIEMEOHT T AREEIT@EE 80%~120%& L. FHil HiL 50%~
100%, it 1~3 HEIL 50%B~60%, < D% Ok 2 g £ TORIT 20%B~50%CF L
MEFFT 22 2 AIEL T2 [52] . b AIEFEPHOFIXTEMEZ MERF T 272, £ < O EFEEE
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TR 50 ThTnWa, ERNIZBW TS, WAMNEEE, BRRP 2 & o RS W IRED
A R A4 U ARMARIENFZESICL D ABSH TS [56,58] .

1.3.23 MERBBAERICETETUAY MATAHALZ—X

ERATEEE

FIXBANC X 2 EMH LT, BRcrgEIE 0T v AILESE, HHRTOZL< 0
Ul C I AR B OREHER)IRFRE & L CHERR S TV 528, BIFEE N Tl AR BIZ % 2 @ Wil 7
FRED IERUT AR S FHN T2, FriC BIERFEE SRR BB 2 —REMIR BRIE L. &
PEH ML O FEIRIE TIEBIIET 5 2 & D TE A I BERREE O FRIE - RO, HEH o [E]
WEZR L HEUNCEM SN D Z EICE DT IREICILENT 5 QoL b b IREIE TH H(53] L -
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all of the information needed to use
ALPROLIX™ safely and effectively. See full prescribing information for
ALPROLIX™

ALPROLIX™ [Coagulation Factor IX (Recombinant), Fc Fusion
Protein], Lyophilized Powder for Solution For Intravenous Injection.
Initial U.S. Approval: [2014]

INDICATIONS AND USAGE —MM
ALPROLIX™, Coagulation Factor IX (Recombinant), Fc Fusion Protein, is a
recombinant DNA derived, coagulation Factor IX concentrate indicated in
adults and children with hemophilia B for:

e  Control and prevention of bleeding episodes,

. Perioperative management,

e  Routine prophylaxis to prevent or reduce the frequency of bleeding

episodes.

ALPROLIX™ is not indicated for induction of immune tolerance in patients
with Hemophilia B. (1)

DOSAGE AND ADMINISTRATION
For intravenous use after reconstitution only.
Control and prevention of bleeding episodes and perioperative management:
. Each vial of ALPROLIX™ contains the labeled amount of
coagulation Factor IX potency in international units (IU). (2.1)
. One unit per kilogram body weight of ALPROLIX increased the
circulating Factor IX level by 1% [IU/dL]. (2.1)

D()Isne::t'll“a;pe Circulating FIX Dosing Interval
of Bleeding (IU/dL) (hours)
Minor and 30-60 Repeat every 48 hours as needed
Moderate
Consider repeat dose after 6-10 hours,
Major 80-100 then every 24 hours for 3 days, then
every 48 hours until healing achieved

. The maintenance dose or frequency of ALPROLIX™ administration is
determined by the type of bleeding episode and the recommendation of
the treating healthcare provider. (2.1)

Routine prophylaxis:

50 TU/kg once weekly or 100 IU/kg once every 10 days. Adjust dosing

regimen based on individual response. (2.1)

DOSAGE FORMS AND STRENGTHS
ALPROLIX™ is available as a lyophilized powder in single use vials
containing nominally 500, 1000, 2000, or 3000 international units (IU). (3)

CONTRAINDICATIONS
Do not use in individuals who have a known history of hypersensitivity
reactions, including anaphylaxis, to the product or its excipients. (4)

WARNINGS AND PRECAUTIONS

e  Hypersensitivity reactions, including anaphylaxis, may occur.
Should symptoms occur, discontinue ALPROLIX™ and
administer appropriate treatment. (5.1)

e Development of neutralizing antibodies (inhibitors) to
ALPROLIX™ may occur. Perform an assay that measures Factor
IX inhibitor concentration if plasma Factor IX level fails to
increase as expected or if bleeding is not controlled with an
appropriate dose. (5.2, 5.4)

e The use of Factor IX products has been associated with the
development of thromboembolic complications. (5.3)

ADVERSE REACTIONS
Common adverse reactions (incidence >1%) from clinical trials were
headache and oral paresthesia. (6)

To report SUSPECTED ADVERSE REACTIONS, contact Biogen Idec,
Inc. at 1-800-456-2255 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch

USE IN SPECIFIC POPULATIONS
e  Pregnancy: No human or animal data. Use only if clearly needed.
8.1
. Pediatric: In pediatric patients under 12 years of age, recovery may
be lower and body weight adjusted clearance may be higher. Dose
adjustment may be needed. (8.4)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling
Revised: 03/2014
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

ALPROLIX ", Coagulation Factor IX (Recombinant), Fc Fusion Protein, is a recombinant DNA
derived, coagulation Factor IX concentrate indicated in adults and children with hemophilia B
(congenital Factor IX deficiency) for:

e Control and prevention of bleeding episodes,
e Perioperative management,
e Routine prophylaxis to prevent or reduce the frequency of bleeding episodes.

ALPROLIX " is not indicated for induction of immune tolerance in patients with hemophilia B
[see Warnings and Precautions (5.3)].

2 DOSAGE AND ADMINISTRATION

For intravenous use after reconstitution only

2.1 Dosing Guidelines

¢ [Initiate treatment with ALPROLIX™ under the supervision of a qualified healthcare
professional experienced in the treatment of hemophilia B.

e Dose and duration of treatment depend on the severity of the Factor IX deficiency,
the location and extent of bleeding, and the patient’s clinical condition.

e Patients may vary in their pharmacokinetic (e.g., half-life, in vivo recovery) and
clinical responses. Base the dose and frequency of ALPROLIX™ on the individual
clinical response. Each vial label for ALPROLIX™ states the Factor IX potency in
international units (IU). ALPROLIX™ potency is assigned using an in vitro,
activated partial thromboplastin time (aPTT)-based, one-stage clotting assay
calibrated against the World Health Organization (WHO) international standard for
Factor IX concentrates.

e Factor IX activity measurements in the clinical laboratory may be affected by the type
of aPTT reagent or laboratory standard used.[see Warnings and Precautions (5.4)]

One IU of ALPROLIX™ per kg body weight increases the circulating level of Factor
IX by 1% [IU/dL]. Estimate the required dose or the expected in vivo peak increase
in Factor IX level expressed as [U/dL (or % of normal) using the following formulas:

IU/dL (or % of normal) =
[Total Dose (IU)/Body Weight (kg)] x Recovery (IU/dL per IU/kg)
OR

2



Dose (IU) =

Body Weight (kg) x Desired Factor IX Rise (IU/dL or,

% of normal) x Reciprocal of Recovery (IU/kg per IU/dL)

e Dose adjustment may be necessary in pediatric patients under 12 years of age [see
Use in Specific Populations (8.4)]. For patients 12 years of age or older, dose
adjustment is not usually required.

Control and Prevention of Bleeding Episodes

ALPROLIX™ dosing for the control and prevention of bleeding episodes is provided in Table 1.

Table 1:

Dosing for Control and Prevention of Bleeding Episodes

Type of Bleeding

Circulating Factor IX Level
Required (IU/dL
or % of normal)

Dosing Interval (hours)

Minor and Moderate

For example:
Uncomplicated
hemarthroses, superficial

Repeat every 48 hours if there is

m}lscle (except iliopsoas) 30-60 further evidence of bleeding

without neurovascular

compromise, superficial

soft tissue, mucous

membranes

Major Consider a repeat dose after 6-10
hours and then every 24 hours for

For example: Iliopsoas the first 3 days.

and deep muscle with

neurovascular injury, or 20-100 Due to the long half-life of

substantial blood loss;
Pharyngeal,
retropharyngeal,
retroperitoneal, CNS

ALPROLIX™, the dose may be
reduced and frequency of dosing
may be extended after day 3 to
every 48 hours or longer until
bleeding stops and healing is
achieved.




Perioperative Management

ALPROLIX™ dosing for perioperative management is provided in Table 2 .

Table 2: Dosing for Perioperative Management
Type of Surgery Circulating Factor IX Level Dosing Interval (hours)
Required (IU/dL or % of normal)

Minor A single infusion may be sufficient.

Repeat as needed after 24-48 hours
. . . until bleeding stops and healing is
(including uncomplicated 50 to 80 )
. achieved.
dental extraction)
Major Consider a repeat dose after 6-10

hours and then every 24 hours for
the first 3 days.

60 to 100 (initial level) Due to the long half-life of
ALPROLIX™, the dose may be
reduced and frequency of dosing in
the post-surgical setting may be
extended after day 3 to every 48
hours or longer until bleeding stops
and healing is achieved.

Routine Prophylaxis

e The recommended starting regimens are either 50 IU/kg once weekly, or 100 IU/kg
once every 10 days.

e Adjust dosing regimen based on individual response.

2.2 Reconstitution

1. Use aseptic technique (clean and germ-free) and a flat work surface during the
reconstitution procedure.

2. Allow the vial of ALPROLIX™ and the pre-filled diluent syringe to reach room
temperature before use.

3. Remove the plastic cap from the vial and wipe the rubber stopper of the vial with an
alcohol wipe. Allow the rubber stopper to dry.

4. Completely remove the backing from the vial adapter package by peeling back the lid.
Do not remove the vial adapter from the package or touch the inside of the package of the
adapter.




5. Place the vial on a flat surface and use one hand to hold the vial steady. Use the other
hand to place the vial adapter over the vial. Place the adapter spike directly above the
center of the rubber stopper and push the adapter straight down until the spike punctures
the center of the vial stopper and is fully inserted.




7.

10.

11.

12.

13.

14.

15.

Hold the plunger rod at the circular disk. Place the tip of the plunger rod into the end of
the syringe. Turn clockwise until it is securely attached. Only use the diluent syringe
provided in the ALPROLIX™ package.

With one hand, hold the diluent syringe by the ridged part directly under the cap, with the
cap pointing up. Do not use if the cap has been removed or is not securely attached.

With your other hand, grasp the cap and bend it at a 90° angle until it snaps off. After the
cap snaps off, you will see the glass tip of the syringe. Do not touch the glass tip of the
syringe or the inside of the cap.

With the vial sitting on a flat surface, insert the tip of the syringe into the adapter
opening. Turn the syringe clockwise until it is securely attached to the adapter.

Slowly depress the plunger rod to inject all of the diluent into the vial. The plunger rod
may rise slightly after this process. This is normal.

With the syringe still connected to the adapter, gently swirl the vial until the product is
completely dissolved. The final solution should be clear to slightly opalescent and
colorless. Do not shake. Do not use the reconstituted ALPROLIX™ if it contains visible
particles or is cloudy.

Make sure the plunger rod is completely depressed. Turn the vial upside-down. Slowly
pull on the plunger rod to draw the solution into the syringe. Be careful not to pull the
plunger rod completely out of the syringe.

Gently unscrew the syringe from the vial adapter and dispose of the vial with the adapter
still attached. Do not touch the syringe tip or the inside of the cap.

Use the reconstituted ALPROLIX™ as soon as possible, but no later than 3 hours after
reconstitution. Protect from direct sunlight. Do not refrigerate after reconstitution.

To combine two or more vials of ALPROLIX™, after step 12 above, follow these pooling steps:

1.

Remove the diluent syringe from the vial adapter by turning it counterclockwise until it is
completely detached. Do not detach the diluent syringe or the large luer lock syringe until
ready to attach the large luer lock syringe to the next vial (with vial adapter attached).

Leave the vial adapter attached to the vial, as it is needed for attaching a large luer lock
syringe.



3. Attach a separate, large luer lock syringe by turning clockwise until it is securely in
place.

4. Slowly pull on the plunger rod to draw the solution into the syringe.

5. Repeat this pooling procedure with each vial necessary to obtain the required dose. Once
you have pooled the required dose, proceed to administration using the large luer lock

syringe.
2.3 Administration
For intravenous injection only

e Inspect the reconstituted ALPROLIX™ solution visually for particulate matter and
discoloration prior to administration. Do not use if particulate matter or discoloration
is observed.

¢ Do not administer reconstituted ALPROLIX™ in the same tubing or container with
other medications.

Administration Steps:

1. Attach the syringe to the connector end of the infusion set tubing by turning clockwise
until it is securely in place.

2. Depress the plunger until all air is removed from the syringe and ALPROLIX™ has
reached the end of the infusion set tubing. Do not push ALPROLIX™ through the
needle.

3. Remove the protective needle cover from the infusion set tubing.

4. Perform intravenous bolus infusion. The rate of administration should be determined by
the patient’s comfort level, and no faster than 10 ml per minute.

After infusing ALPROLIX™, remove and properly discard the infusion set.

3 DOSAGE FORMS AND STRENGTHS

ALPROLIX™ jis available as a lyophilized powder in single use vials containing nominally 500,
1000, 2000, or 3000 international units (IU) per vial. The actual Factor IX potency is stated on
each ALPROLIX™ vial.

4 CONTRAINDICATIONS

ALPROLIX™ is contraindicated in individuals who have a known history of hypersensitivity
reactions, including anaphylaxis, to the product or its excipients [see Description (11)].



5 WARNINGS AND PRECAUTIONS

5.1 Hypersensitivity Reactions

Allergic-type hypersensitivity reactions, including anaphylaxis, have been reported with Factor
IX replacement products, and are possible with ALPROLIX™., Early signs of allergic reactions,
which can progress to anaphylaxis, may include angioedema, chest tightness, hypotension, rash,
nausea, vomiting, paresthesia, restlessness, wheezing and dyspnea. Discontinue use of
ALPROLIX™ if hypersensitivity symptoms occur, and initiate appropriate treatment.

5.2 Neutralizing Antibodies (Inhibitors)

Formation of neutralizing antibodies (inhibitors) to Factor IX has been reported during factor
replacement therapy in the treatment of hemophilia B. Monitor all patients regularly for the
development of inhibitors by appropriate clinical observations and laboratory tests [See Warnings
and Precautions (5.4)].

An association between the occurrence of a Factor IX inhibitor and allergic reactions has been
reported'. Evaluate patients experiencing allergic reactions for the presence of an inhibitor.
Closely observe patients for signs and symptoms of acute hypersensitivity reactions, particularly
during the early phases of exposure to the product.

Individuals with Factor IX inhibitors may be at an increased risk of anaphylaxis upon subsequent
challenge with ALPROLIX™.

5.3 Thromboembolic Complications

The use of Factor IX products has been associated with the development of thromboembolic
complications, especially in individuals receiving continuous infusion through a central venous
catheter. ALPROLIX™ should be administered as bolus infusion over several minutes [See
Dosage and Administration (2.3)]. The safety of ALPROLIX™ administration by continuous
infusion has not been studied.

5.4 Monitoring Laboratory Tests

e To confirm adequate Factor IX levels have been achieved and maintained, monitor
plasma Factor IX activity by performing the one-stage clotting assay [see Dosage and
Administration (2.1)]. Factor IX results can be affected by the type of aPTT reagent
used. Measurement with a one-stage clotting assay using a kaolin-based aPTT reagent
will likely result in an underestimation of activity level.

e Monitor for the development of Factor IX inhibitors if the expected Factor IX activity
levels in plasma are not attained, or if bleeding is not controlled with the
recommended dose of ALPROLIX™. Perform a Bethesda assay to determine if
Factor IX inhibitors are present.



6 ADVERSE REACTIONS

Common adverse reactions (incidence >1%) reported in clinical trials were headache and oral
paresthesia.

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in clinical trials of
another drug and may not reflect the rates observed in clinical practice.

In the multi-center, prospective, open-label clinical trial with ALPROLIX™, 123 previously
treated patients (PTPs, exposed to a Factor IX containing product for >100 exposure days) were
evaluated, with 115 subjects treated for at least 26 weeks and 56 subjects treated for at least 52
weeks.

Adverse reactions (ARs) were reported in 10 of 119 (8.4%) subjects treated with routine
prophylaxis or episodic (on-demand) therapy. They are summarized in Table 3.

No subject was withdrawn from study due to an adverse reaction. In the study, no inhibitors were
detected and no events of anaphylaxis were reported.

Table 3: Summary of Adverse Reactions
System Organ Class Adverse Reactions Number of Subjects
(AR) (%)
N=119*
Nervous system disorders Headache 2(1.7)
Dizziness 1 (0.8)
Dysgeusia 1(0.8)
Gastrointestinal disorders Paresthesia oral 2 (1.7)
Breath odor 1 (0.8)
General disorders and administration site Fatigue 1 (0.8)
conditions Infusion site pain 1(0.8)
Cardiac disorders Palpitations 1(0.8)
Renal and urinary disorders Obstructive uropathy 1 (0.8)
Vascular disorders Hypotension 1 (0.8)

*119 previously treated patients (PTPs) on routine prophylaxis or episodic (on-demand) therapy

Obstructive uropathy was reported in one subject with hematuria who developed an obstructing
clot in the urinary collecting system. The event resolved with hydration and the subject
continued prophylactic treatment with ALPROLIX™. A causal relationship of clot formation to
ALPROLIX™ was not established.



8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Category C

Animal reproductive studies have not been conducted with ALPROLIX™, It is also not known
whether ALPROLIX™ can cause fetal harm when administered to a pregnant woman or can
affect reproduction capacity. ALPROLIX™ should be given to a pregnant woman only if clearly
needed.

8.2 Labor and Delivery

There is no information available on the effect of Factor IX replacement therapy on labor and
delivery. Use only if the potential benefit justifies the potential risk.

8.3 Nursing Mothers

It is not known if ALPROLIX™ is excreted into human milk. Because many drugs are excreted
in human milk, caution should be exercised if ALPROLIX™ is administered to nursing women.

8.4 Pediatric Use

Safety, efficacy, and pharmacokinetics of ALPROLIX™ have been evaluated in previously
treated pediatric patients 12 years of age and older. No dose adjustment is required for
adolescents.

Children under 12 years of age may have higher Factor IX body weight-adjusted clearance,
shorter half-life, and lower recovery. Higher dose per kilogram body weight or more frequent
dosing may be needed in these patients [see Clinical Pharmacology (12.3)].

The use of ALPROLIX™ in children younger than 12 years of age is supported by the clinical
study of ALPROLIX™ in subjects 12 years of age and older and interim pharmacokinetic and
safety data from a study of pediatric subjects including 8 subjects 2 to 5 years of age and 15
subjects 6 to 11 years of age who were exposed for a median of 21.3 weeks (1.1 to 45.7 weeks).
The safety profile in subjects under 12 years of age is acceptable. Efficacy can be extrapolated
from pharmacokinetic data to subjects < 2 years of age. [see Clinical Pharmacology (12.3)]

8.5 Geriatric Use

Clinical studies of ALPROLIX™ did not include a sufficient number of subjects age 65 and over
to determine whether or not they respond differently than younger subjects.

11 DESCRIPTION

Coagulation Factor IX (Recombinant), Fc Fusion Protein [rFIXFc], the active ingredient in
ALPROLIX™, is a recombinant coagulation Factor IX protein consisting of the human
coagulation Factor IX sequence covalently linked to the Fc domain of human immunoglobulin
Gi (IgGy). The Factor IX portion of rFIXFc has a primary amino acid sequence that is identical
to the Thr'*® allelic form of plasma derived Factor IX and has structural and functional properties
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similar to endogenous Factor IX. The Fc domain of rFIXFc contains the hinge, CH2, and CH3
regions of IgG;. rFIXFc contains 867 amino acids with a molecular weight of approximately 98
kilodaltons.

ALPROLIX™ is not derived from human blood and contains no preservatives. The recombinant
Factor IX Fc fusion protein is expressed in a human embryonic kidney (HEK) cell line, which
produces rFIXFc into a defined cell culture medium that does not contain proteins derived from
animal or human sources. The purification process for rFIXFc does not include use of a
monoclonal antibody reagent. To enhance viral safety, the purification process incorporates a
nanofiltration step and a column chromatography purification step that have been validated for
viral clearance. The content of activated Factor IX Fc fusion protein (FIXaFc) is limited to
<0.035 mole percent FIXaFc/FIXFc.

ALPROLIX™ is a sterile, non-pyrogenic, preservative-free, white to off-white, lyophilized
powder to cake for reconstitution with the provided diluent, for intravenous injection. After
reconstitution, the solution has a clear to slightly opalescent appearance and contains the
excipients: sucrose, mannitol, sodium chloride, L-histidine and polysorbate 20. ALPROLIX™ is
available in single-use vials containing the labeled amount of Factor IX activity, expressed in
international units. Each vial contains nominally 500 U, 1000 IU, 2000 IU or 3000 IU.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

ALPROLIX™ is a recombinant, fusion protein that temporarily replaces the missing coagulation
Factor IX needed for effective hemostasis. ALPROLIX™ contains the Fc region of human IgGj,
which binds to the neonatal Fc receptor (FcRn). FcRn is part of a naturally occurring pathway
that delays lysosomal degradation of immunoglobulins by cycling them back into circulation,
and prolonging their plasma half-life.

12.2 Pharmacodynamics

Hemophilia B is a bleeding disorder characterized by a deficiency of functional coagulation
Factor IX (FIX), which leads to a prolonged clotting time in the activated partial thromboplastin
time (aPTT) assay, an established in vitro test for the biological activity of Factor IX. Treatment
with ALPROLIX™ shortens the aPTT over the effective dosing period.

12.3 Pharmacokinetics

The pharmacokinetics (PK) of ALPROLIX™ (rFIXFc) were evaluated in 22 subjects following
a 10 minute intravenous infusion of a single dose of 50 [U/kg. The PK parameters (Table 4) were
based on plasma FIX activity measured by the one-stage clotting assay. Blood samples for PK
analysis were collected prior to dosing and at 11 time points up to 240 hours (10 days) after
dosing. The PK data demonstrate that ALPROLIX™ has a prolonged circulating half-life.

Table 4: Pharmacokinetic Parameters (Arithmetic Mean, CV)
PK Parameters rFIXFc (50 [U/kg)
(N=22)
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Cmax (IU/dL) 46.04 (68.3%)
AUCinf (h*IU/dL) 1619.1 (26.1%)
CL (mL/kg/h) 3.304 (28.4%)
Vss (mL/kg) 327.0 (28.2%)
Terminal Ty, (h) 86.52 (37.2%)
MRT (h) 101.96 (29.7%)
IR (IU/dL per IU/kg) 1.0154 (58.7%)
Time to 1% FIX activity (d) 11.489 (23.8%)

Abbreviations: IR = incremental recovery; AUCinf = area under the FIX activity time curve; T/, = elimination half-
life; MRT = mean residence time; CL = body weight adjusted clearance; Vss = body weight adjusted volume of
distribution at steady-state, Time to 1% FIX activity = estimated time in days after dose when FIX activity has
declined to approximately 1 IU/dL above baseline

The ALPROLIX™ PK profile was stable over repeated dosing as shown by comparable PK
parameters at Week 26.

The PK parameters following a 100 IU/kg dose of ALPROLIX™ were evaluated in a subset of
27 subjects. For this subset, the mean drug clearance (CL) was 2.65 (21.7%) mL/kg/h, the
maximum activity (Cmax) was 99.89 IU/dL (20.1%) and the time to 1% FIX activity was 15.8
days (21.3%).

Pediatric and Adolescent Pharmacokinetics

Pharmacokinetic (PK) parameters of ALPROLIX™ (rFIXFc) were determined for adolescents
(12 to 17 years of age) and children (2 to 11 years of age) in open-label, multi-center studies of
previously treated patients [See Use in Specific Populations (8.4)].

Pharmacokinetic parameters were evaluated following a 10 minute intravenous infusion in 11
evaluable adolescents who received a single dose of ALPROLIX™., PK samples were collected
prior to dosing and at multiple time points up to 336 hours (14 days) after dosing. In a separate
study, PK parameters were evaluated following a 10 minute intravenous infusion in 18 evaluable
children (2 to 11 years of age) who received a single dose of ALPROLIX™. PK samples were
collected prior to dosing and at multiple time points up to 168 hours (7 days) after dosing. PK
parameters for ALPROLIX™ were estimated based on the plasma FIX activity over time profile.

Table 5 presents the PK parameters calculated from the pediatric data of 29 subjects 2 to 17
years of age. Compared to adults, incremental recovery appeared to be lower and body weight-
adjusted clearance appeared to be higher in children under 12 years of age. This may result in a
need for per kg body weight dose and interval adjustments in children under 12 years of age. [see
Use in Specific Populations (8.4)]

Table S: Comparison of Pharmacokinetic Parameters of rFIXFc by Age Category

2 to 5 years 6 to 11 years 12 to 17 years
PK parameters1 (N =y5) (N = ¥3) (N = lyl)
IR (IU/dL per 1U/kg) 0.5980 (15.7%) 0.7422 (29.2%) 0.8929 (36.4%)
AUC/Dose (IU-h/dL o o o
per TU/kg) 23.18 (15.9%) 29.38 (26.6%) 30.23 (22.2%)
T (h) 66.40 (32.1%) 72.23 (23.1%) 83.59 (19.1%)
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MRT (h) 80.52 (22.3%) 84.06 (18.6%) 95.13 (19.4%)

CL (mL/h/kg) 4.406 (16.8%) 3.613 (25.1%) 3.483 (25.6%)

Vss (mL/kg) 349.0 (19.2%) 303.0 (28.5%) 326.0 (24.9%)

'PK parameters are presented in arithmetic mean (CV%)

Abbreviations: IR = incremental recovery; AUC = area under the FIX activity time curve; T 2= elimination half-
life; MRT = mean residence time; CL = body weight adjusted clearance; Vss = body weight adjusted volume of
distribution at steady-state

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Long-term studies in animals to evaluate the carcinogenic potential of ALPROLIX™, or studies
to determine the effects of ALPROLIX™ on genotoxicity or fertility have not been performed.
An assessment of the carcinogenic potential of ALPROLIX™ was completed and no
carcinogenic risk from product use has been identified.

14 CLINICAL STUDIES

The safety and efficacy of ALPROLIX™ was evaluated in a multi-center, prospective, open-
label clinical trial that compared each of two prophylactic treatment regimens (fixed weekly and
individualized interval) to episodic (on-demand) treatment; determined hemostatic efficacy in the
treatment of bleeding episodes; and determined hemostatic efficacy during perioperative
management of subjects undergoing major surgical procedures. A total of 123 previously treated
patients (PTPs) with severe hemophilia B (< 2% endogenous FIX activity), ages 12-71, were
followed for up to 77 weeks.

Sixty three subjects in the fixed weekly interval arm received ALPROLIX™ for routine
prophylaxis starting at an initial dose of 50 IU/kg. The dose was adjusted to maintain FIX trough
level between 1% and 3% above baseline or higher, as clinically indicated to prevent bleeding.
Fifty subjects required at least one dose adjustment and the median number of dose adjustments
was one. The overall median dose on study was 45.2 IU/kg (interquartile range: 38.1, 53.7). The
median weekly dose during the last 6 months on study in 58 subjects who were on study for at
least 9 months was 40.7 [U/kg (interquartile range: 32.3, 54.1).

Twenty nine subjects in the individualized interval arm received ALPROLIX™ for routine
prophylaxis at a dose of 100 [U/kg every 10 days, with the interval adjusted to maintain FIX
trough level between 1% and 3% above baseline or higher, as clinically indicated to prevent
bleeding. The overall median interval on study was 12.5 days (interquartile range: 10.4, 13.4).
The median interval during the last 6 months in 26 subjects who were on study for at least 9
months was 13.8 days (interquartile range: 10.5, 14.0).

Twenty seven subjects received ALPROLIX™ as needed for the treatment of bleeding episodes
in the episodic (on-demand) treatment arm.

Twelve subjects received ALPROLIX™ for perioperative management in 14 major surgical
procedures. Major surgery was defined as any surgical procedure with or without general
anesthesia in which a major body cavity was penetrated and exposed, or a substantial impairment
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of physical or physiological functions was produced. Four subjects in this arm did not
participate in the other arms.

Control and Prevention of Bleeding Episodes

A total of 636 bleeding events were observed by 114 subjects in the fixed weekly interval
prophylaxis, individualized interval prophylaxis, and the episodic (on-demand) arms. The
median total dose to treat a bleeding episode was 46.99 IU/kg (interquartile range: 33.33, 62.50).
Assessment of response to each injection was recorded by subjects at 8-12 hours after treatment.
Efficacy in control of bleeding episodes is summarized in Table 6.

Table 6: Efficacy in Control of Bleeding

New Bleeding Episodes (n=636)
Number of injections to treat bleeding episodes

1 injection 575 (90.4%)
2 injections 44 (6.9%)

3 injections 17 (2.7%)
Response* to first injection (n=613)
Excellent or good 513 (83.7%)
Moderate 90 (14.7%)
No response 10 (1.6%)

*Excellent: abrupt pain relief and/or improvement in signs of bleeding; Good: definite pain relief and/or
improvement in signs of bleeding but possibly requiring another injection in 1-2 days; Moderate: probable or
slight beneficial effect and requiring more than one injection; No response: no improvement, or worsening.
Response evaluated at approximately 8 hours after treatment.

Routine Prophylaxis

Using a negative binomial model, a reduction in annualized bleeding rate (ABR) of 83% (76-
89%) for subjects in the fixed weekly interval arm and a reduction of 87% (80-92%) for subjects
in the individualized interval arm compared to the episodic (on-demand) treatment arm was
observed.

The median duration of treatment on study was 51.4 weeks (range <1-77). A comparison of the
ABRs in subjects evaluable for efficacy is summarized in Table 7.
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Table 7: Median Annualized Bleeding Rate (ABR) by Treatment Arm

Bleeding Episode Prophylaxis Fixed Prophylaxis Episodic (On Demand)
Etiology Weekly Interval Individualized (N=27)
(N=61) Interval (N=26)
Overall ABR 2.95 1.38 17.69
(IQR)* (1.01, 4.35) (0.00, 3.43) (10.77,23.24)
Spontaneous ABR 1.04 0.88 11.78
(IQR)* (0.00, 2.19) (0.00, 2.30) (2.62, 19.78)

* IQR=interquartile range
Five subjects (2 in prophylaxis fixed weekly interval arm, 3 in prophylaxis individualized interval arm)
did not have sufficient data to be included in the efficacy analysis.

Perioperative Management

Fourteen major surgical procedures were performed in 12 subjects, including 5 knee
replacements, abdominal surgery and a complex dental procedure. Perioperative Factor IX
replacement with ALPROLIX™ was by bolus infusion only. The safety of continuous infusion
was not evaluated. Hemostasis was assessed by the investigator at 24 hours after surgery using a
4-point scale of excellent, good, fair, and none. The hemostatic response was rated as excellent
(n=13) or good (n=1) in 100% of major surgeries. There were an additional 15 minor surgical
procedures in 13 subjects. There was no clinical evidence of thrombotic complications in any of
the subjects.
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16 HOW SUPPLIED/STORAGE AND HANDLING
How Supplied

ALPROLIX™ is supplied as a kit comprising:
e one single-use rFIXFc vial,

e one pre-filled syringe containing 5 mL diluent and sealed with a plunger stopper and tip-
cap, and

e one sterile vial adapter (reconstitution device).

ALPROLIX™ vials are available in 500, 1000, 2000, or 3000 IU nominal dosage strengths. The
actual Factor IX potency, expressed in IU is stated on every rFIXFc vial and kit carton label.
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Strength Kit NDC Number
500 IU 64406-911-01
1000 TU 64406-922-01
2000 TU 64406-933-01
3000 TU 64406-944-01

Storage and Handling

17

Store ALPROLIX™ in the original package in order to protect it from light.
Store ALPROLIX™ at 2°C to 8°C (36°F to 46°F).

If stored at room temperature, do not to exceed 30°C (86°F) for a single 6 month
period. On the carton, record the date when the product was removed from
refrigeration. Use the product before the end of this 6 month period or discard it. Do
not place the product back into refrigeration after warming to room temperature.

Do not freeze. Freezing will damage the pre-filled diluent syringe.
Do not use product or diluent after the expiration date printed on the carton, vial or
syringe.

Reconstituted product may be stored at room temperature, not to exceed 30°C (86°F)
for no longer than 3 hours. Protect from direct sunlight. Discard any product not used
within 3 hours after reconstitution.

PATIENT COUNSELING INFORMATION

Advise patient to read the FDA-approved patient labeling (Patient Information and
Instructions for Use).

Advise patients to report any adverse reactions or problems following ALPROLIX™
administration to their physician or healthcare provider.

Advise patients to contact their healthcare provider or treatment facility for further
treatment and/or assessment if they experience a lack of a clinical response to Factor
IX therapy, as this may indicate the development of an inhibitor.

Inform patients of the early signs of hypersensitivity reactions (including hives, chest
tightness, wheezing, difficulty breathing and swelling of the face) and anaphylaxis.
Instruct patients to discontinue use of the product and contact their healthcare
provider if these symptoms occur.
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Manufactured by

Biogen Idec Inc. 14 Cambridge Center
Cambridge, MA 02142

U.S. License #1697
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Patient Information
ALPROLIX™ /all' pro liks /
[Coagulation Factor IX (Recombinant), F¢ Fusion Protein]

Please read this Patient Information carefully before using ALPROLIX™ and each time you get
a refill, as there may be new information. This Patient Information does not take the place of
talking with your healthcare provider about your medical condition or your treatment.

What is ALPROLIX™?

ALPROLIX™ is an injectable medicine that is used to help control and prevent bleeding in
people with hemophilia B. Hemophilia B is also called congenital Factor IX deficiency.

Your healthcare provider may give you ALPROLIX™ when you have surgery.
Who should not use ALPROLIX™?

You should not use ALPROLIX™ if you are allergic to ALPROLIX™ or any of the other
ingredients in ALPROLIX™., Tell your healthcare provider if you have had an allergic reaction
to any Factor IX product prior to using ALPROLIX™.,

What should I tell my healthcare provider before using ALPROLIX™?

Tell your healthcare provider about all of the medicines you take, including all prescription and
non-prescription medicines, such as over-the-counter medicines, supplements, or herbal
medicines.

Tell your doctor about all of your medical conditions, including if you:

e are pregnant or planning to become pregnant. It is not known if ALPROLIX™ may
harm your unborn baby.

e are breastfeeding. It is not known if ALPROLIX™ passes into breast milk or if it can
harm your baby.

e have been told that you have inhibitors to Factor IX (because ALPROLIX™ may not
work for you).

How should I use ALPROLIX™?

ALPROLIX™ should be administered as ordered by your healthcare provider. You should be
trained on how to do infusions by your healthcare provider. Many people with hemophilia B
learn to infuse their ALPROLIX™ by themselves or with the help of a family member.

See the Instructions for Use for directions on infusing ALPROLIX™. The steps in the
Instructions for Use are general guidelines for using ALPROLIX™. Always follow any specific
instructions from your healthcare provider. If you are unsure of the procedure, please ask your
healthcare provider. Do not use ALPROLIX™ as a continuous intravenous infusion.

Contact your healthcare provider immediately if bleeding is not controlled after using
ALPROLIX™,

What are the possible side effects of ALPROLIX™?

Common side effects of ALPROLIX™ include headache and abnormal sensation in the mouth.
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Allergic reactions may occur. Call your healthcare provider or get emergency treatment right
away if you have any of the following symptoms: hives, chest tightness, wheezing, difficulty
breathing, or swelling of the face.

ALPROLIX™ may increase the risk of forming abnormal blood clots in your body, especially if
you have risk factors for developing blood clots.

Your body can also make antibodies called, “inhibitors,” against ALPROLIX™, which may stop
ALPROLIX™ from working properly. Your healthcare provider may need to test your blood for
inhibitors from time to time.

These are not all the possible side effects of ALPROLIX™,

Talk to your healthcare provider about any side effect that bothers you or that does not go away.
How should I store ALPROLIX™?

Store ALPROLIX™ vials at 2°C to 8°C (36°F to 46°F). Do not freeze.

ALPROLIX™ vials may also be stored at room temperature up to 30°C (86°F) for a single 6
month period.

If you choose to store ALPROLIX™ at room temperature:
e Note on the carton the date on which the product was removed from refrigeration.
e Use the product before the end of this 6 month period or discard it.
¢ Do not return the product to the refrigerator.

Do not use product or diluent after the expiration date printed on the carton, vial or syringe.

After Reconstitution:

e Use the reconstituted product as soon as possible; however, you may store the
reconstituted product at room temperature up to 30°C (86°F) for up to 3 hours. Protect
the reconstituted product from direct sunlight. Discard any product not used within 3
hours after reconstitution.

e Do not use ALPROLIX™ if the reconstituted solution is cloudy, contains particles or is
not colorless.

What else should I know about ALPROLIXT™M?

Medicines are sometimes prescribed for purposes other than those listed here. Do not use
ALPROLIX™ for a condition for which it was not prescribed. Do not share ALPROLIX™ with
other people, even if they have the same symptoms that you have.

Manufactured by
Biogen Idec Inc.

14 Cambridge Center
Cambridge, MA 02142
U.S. License #1697
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ALPROLIX™
Coagulation Factor IX (Recombinant), Fc Fusion Protein

PART I: HEALTH PROFESSIONAL INFORMATION

SUMMARY PRODUCT INFORMATION

Route of Dosage Form / Strength Clinically Relevant
Administration Nonmedicinal
Ingredients

For a complete listing see
Dosage Forms,

The reconstituted product contains: 50, Packaging section.

100, 200, 400 and 600 IU/mL,
respectively.

Intravenous injection | Lyophilized powder nominally containing

DESCRIPTION

ALPROLIX™ (Coagulation Factor IX (Recombinant), Fc Fusion Protein) is formulated as a
sterile, non-pyrogenic, preservative-free, white to off-white, lyophilized powder for intravenous
administration in a single use vial. Liquid diluent for reconstitution is provided in a pre-filled
syringe. The appearance of the reconstituted product should be clear to slightly opalescent and
colourless.

INDICATIONS AND CLINICAL USE

ALPROLIX™ (Coagulation Factor IX (Recombinant), Fc Fusion Protein) is a long-acting anti-
hemophilic factor (recombinant) indicated in adults and children (>12 years) with hemophilia B
(congenital factor IX deficiency or Christmas disease) for:
e Routine prophylactic treatment to prevent or reduce the frequency of bleeding episodes.
e Control and prevention of bleeding episodes.

Geriatrics (= 65 years of age):

Clinical studies did not include sufficient numbers of subjects aged 65 and over to determine
whether they respond differently from younger subjects. Dose selection for an elderly patient
should be individualized.

Pediatrics (< 12 years of age):
No data are available for patients below the age of 12 years.
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CONTRAINDICATIONS

ALPROLIX™ (Coagulation Factor IX (Recombinant), Fc Fusion Protein) is contraindicated in
individuals who have manifested severe hypersensitivity reactions, including anaphylaxis, to the
product or its components.

WARNINGS AND PRECAUTIONS

General

The clinical response to ALPROLIX™ (Coagulation Factor IX (Recombinant), Fc Fusion
Protein) may vary. If bleeding is not controlled with the recommended dose, the plasma level of
factor IX should be determined, and a sufficient dose of ALPROLIX should be administered to
achieve a satisfactory clinical response. If the patient’s plasma factor IX level fails to increase as
expected or if bleeding is not controlled after ALPROLIX administration, the presence of an
inhibitor (neutralizing antibodies) should be suspected, and appropriate testing performed (see
Monitoring and Laboratory Tests).

Anaphylaxis and Severe Hypersensitivity Reactions:

Allergic type hypersensitivity reactions, including anaphylaxis, are possible with factor
replacement therapies. The presence of inhibitors has been associated with allergic reactions with
other factor IX replacement therapies. Advise patients to discontinue use of ALPROLIX if
hypersensitivity symptoms occur and contact a physician and/or seek immediate emergency care.
Severe hypersensitivity reactions were not observed in clinical trials; however, these have been
known to occur with use of other factor IX replacement products.

Carcinogenesis and Mutagenesis
No animal studies investigating carcinogenicity effects of ALPROLIX have been conducted.

ALPROLIX has not been evaluated in mutagenicity or chromosomal aberration assays.

Hematologic
Thrombotic events with other factor IX products have been reported including in patients

receiving continuous infusion through a central venous catheter. The safety and efficacy of
ALPROLIX administration by continuous infusion have not been established (see Dosage and
Administration).

Thromboembolic Complications:

The use of factor IX containing products has been associated with the development of
thromboembolic complications (e.g., pulmonary embolism, venous thrombosis, and arterial
thrombosis). Due to the potential risk for thromboembolic complications, monitor patients on
ALPROLIX for early signs of vascular thrombotic events.

Hepatic/Biliary/Pancreas
Specific studies of ALPROLIX in patients with hepatic impairment have not been performed.
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Immune

Neutralizing Antibodies (Inhibitors):

Patients using ALPROLIX should be monitored for the development of factor IX inhibitors by
appropriate clinical observations and laboratory tests. Inhibitors have been reported with factor
replacement therapy in the treatment of hemophilia B. If the patient’s plasma factor IX level fails
to increase as expected or if bleeding is not controlled after ALPROLIX administration, the
presence of an inhibitor (neutralizing antibodies) should be suspected, and appropriate testing
performed (see Monitoring and Laboratory Tests).

Patients with factor IX inhibitors may be at an increased risk of anaphylaxis upon subsequent
challenge with factor IX. Patients experiencing allergic reactions should be evaluated for the
presence of an inhibitor. Patients should be observed closely for signs and symptoms of acute
hypersensitivity reactions, particularly during the early phases of exposure to product.

Renal
ALPROLIX has not been studied in patients with renal impairment.

Nephrotic syndrome has been reported following attempted immune tolerance induction in
hemophilia B patients with factor IX inhibitors. The safety and efficacy of using ALPROLIX for
immune tolerance induction have not been established.

Sexual Function/Reproduction

ALPROLIX has not been evaluated in animal fertility studies. It is not known whether
ALPROLIX can affect fertility or sperm development in hemophilia B patients. No impact on
male or female reproductive organs was shown in toxicology studies in rats and monkeys.

Special Populations

Pregnant Women:

ALPROLIX should be used during pregnancy only if the potential benefit justifies the potential
risk. Animal reproductive studies have not been conducted with ALPROLIX. Based on the rare
occurrence of hemophilia B in women, experience regarding the use of factor IX during
pregnancy is not available. It is not known whether ALPROLIX can affect reproductive capacity
or cause fetal harm when given to pregnant women.

Nursing Women:

ALPROLIX should only be administered to nursing mothers if clinically indicated. Lactation
studies have not been conducted with ALPROLIX. It is not known whether ALPROLIX is
excreted into human milk. Caution should be exercised if ALPROLIX is administered to nursing
mothers.

Pediatrics (= 12 years of age):

Safety and efficacy of ALPROLIX have been evaluated in 11 previously treated patients aged
between 12 to 17 years old in one clinical trial: 9 of them received ALPROLIX as routine
prophylaxis and 2 of them received ALPROLIX episodically for control of bleeding. No dose
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adjustment is required.
No data are available for patients below the age of 12 years.

Geriatrics (= 65 years of age):

Clinical studies of ALPROLIX did not include sufficient numbers of subjects aged 65 years and
over to determine whether they respond differently from younger subjects. Dose selection for an
elderly patient should be individualized (see Dosage and Administration).

Monitoring and Laboratory Tests

Monitor plasma factor IX activity levels by performing the one-stage clotting assay to confirm
adequate factor IX levels have been achieved and maintained, when clinically indicated. Factor
IX results can be affected by the type of aPTT reagent used. Measurement with a one-stage
clotting assay utilizing a kaolin-based aPTT reagent will likely result in an underestimation of
activity level.

Monitor for the development of factor IX inhibitors. If bleeding is not controlled with
ALPROLIX and the expected factor IX activity plasma levels are not attained, perform an assay
to determine if factor IX inhibitors are present (use Bethesda Units to titer inhibitors).

ADVERSE REACTIONS

Adverse Drug Reaction Overview
The most common adverse drug reactions observed in the clinical trial (incidence > 1%) were
headache and oral paresthesia.

A serious adverse reaction of obstructive uropathy was reported in a subject with hematuria who
developed an obstructing clot in the urinary collecting system. The event resolved with hydration
and the subject continued prophylactic treatment with ALPROLIX™ (Coagulation Factor IX
(Recombinant), Fc Fusion Protein).

Clinical Trial Adverse Drug Reactions

Because clinical trials are conducted under very specific conditions the adverse reaction
rates observed in the clinical trials may not reflect the rates observed in practice and
should not be compared to the rates in the clinical trials of another drug. Adverse drug
reaction information from clinical trials is useful for identifying drug-related adverse
events and for approximating rates.

In a multi-center, open-label prospective clinical study with ALPROLIX, 123 previously treated
patients (PTPs) were evaluated: 63 patients had <50 exposure days (EDs) and 60 subjects had
>50 EDs during the study.

Adverse drug reactions (ADRs) were reported in 10 of 119 (8.4%) subjects treated with routine
prophylaxis or episodic (on-demand) therapy. Adverse drug reactions are considered adverse
events assessed by the investigator as related or possibly related to treatment with ALPROLIX.
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Adverse drug reactions are summarized in Table 1.

No subject was withdrawn from study due to an adverse drug reaction. No inhibitors were
detected and no events of anaphylaxis were reported in the study.

Table 1: Adverse Drug Reactions reported for ALPROLIX in subjects with at least
one Adverse Event

MedDRA System Organ MedDRA Preferred N=119* Frequency Category
Class Term Number of Subjects N
(%)
Nervous system disorders | Headache 2 (L.7) Common
Dizziness 1(0.8) Uncommon
Dysgeusia 1 (0.8) Uncommon
Gastrointestinal disorders | Paresthesia oral 2 (1.7) Common
Breath odor 1(0.8) Uncommon
General disorders and Fatigue 1 (0.8) Uncommon
administration site Infusion site pain 1 (0.8) Uncommon
conditions
Cardiac disorders Palpitations 1 (0.8) Uncommon
Renal and urinary Obstructive uropathy 1(0.8) Uncommon
disorders
Vascular disorders Hypotension 1(0.8) Uncommon

Legend: ADR frequency is based upon the following scale: Very Common (>1/10); Common (>1/100 - <1/10),
Uncommon (>1/1,000 - <1/100), Rare (>1/10,000 - <1/1,000), Very Rare (<1/10,000)
*119 previously treated patients (PTPs) on routine prophylaxis or episodic (on-demand) therapy.

DRUG INTERACTIONS

Drug-Drug Interactions
There are no known drug interactions reported with ALPROLIX. No drug interactions studies
have been performed.

Drug-Food Interactions
There is no known effect of food on exposure of ALPROLIX. Therefore, ALPROLIX may be
taken with or without food.

DOSAGE AND ADMINISTRATION

Dosing Considerations

For intravenous use only after reconstitution
e Treatment with ALPROLIX should be initiated under the supervision of a healthcare
professional experienced in the treatment of hemophilia B.
e Each vial of ALPROLIX has the rFIX potency in International Units (IU) stated on the
label.
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e Dosage and duration of treatment depend on the severity of the factor IX deficiency, the
location and extent of bleeding, and the patient’s clinical condition.

e Careful control of replacement therapy is especially important in cases of major surgery
or life-threatening bleeding episodes.

Recommended Dose and Dosage Adjustment

Although dosing can be estimated by the guidelines below, it is recommended that standard
routine laboratory tests such as factor IX activity assays be performed (see Warnings and
Precautions, and Pharmacokinetics). Factor IX activity measurements in the clinical laboratory
can be affected by the type of aPTT reagent or reference standard used (see Monitoring and
Laboratory Tests).

Method of Calculating Initial Estimated Dose:
1 IU of ALPROLIX per kg body weight is expected to increase the circulating level of factor IX
by 1% (IU/dL).

No dose adjustment for recovery is generally required. Since patients may vary in their
pharmacokinetic (e.g., half-life, in vivo recovery) and clinical responses to ALPROLIX, the
expected in vivo peak increase in factor IX level expressed as IU/dL (or % of normal) or the
required dose can be estimated using the following formulas:

Dose (IU)=  body weight Desired Factor IX Rise Reciprocal of
(kg) x (IU/dL or % of normal) x recovery
(IU/kg per IU/dL)
OR
1U/dL
(or % of normal) [Total Dose (I1U) Recovery

= body weight (kg)] x (IU/dL per IU/kg)

Dosing for Routine Prophylaxis:
The recommended starting regimens are either:
e 50 IU/kg once weekly,
OR
e 100 IU/kg once every 10-14 days.

Either regimen may be adjusted based on individual response (see Pharmacokinetics).
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Dosing for Control and Prevention of Bleeding Episodes:
The following table can be used to guide dosing in bleeding episodes:

Severity of Bleeding Factor IX Level Required | Dose
(IU/dL or % of normal) (IU/kg)/Frequency of Doses

(hrs)

Minor and Moderate 30-60 30-60 IU/kg

For example: Joint, superficial muscle/no Repeat every 48 hours if there

neurovascular compromise (except is further evidence of bleeding

iliopsoas), superficial soft tissue, mucous

membranes

Major 80-100 80 - 100 IU/kg

For example: Iliopsoas and deep muscle with A repeat dose at 80 IU/kg

neurovascular injury, or substantial blood should be considered after 6-10

loss; Retroperitoneum, CNS hours and then every 24 hours
for the first 3 days.
Based on the long half-life of
ALPROLIX, the dose may be
reduced and frequency of
dosing may be extended after
day 3 to every 48 hours.

Adapted from: Roberts and Eberst, WFH 2008, and WFH 2012

Subsequent doses and duration of treatment depends on the individual clinical response, the
severity of the factor IX deficiency, and the location and extent of bleeding (see
Pharmacokinetics).

Administration
ALPROLIX is administered by intravenous (IV) injection after reconstitution with 0.325%
sodium chloride solution.

Detailed instructions for preparation and administration are included in Part III:
Consumer Information.

Always wash your hands with soap and water before preparing the product for administration.
Check the expiration date of the package. Use aseptic technique (clean and germ-free) and a flat
work surface during the reconstitution procedure.

ALPROLIX should be administered using the infusion set provided with the drug product, and
the pre-filled diluent syringe provided.

Reconstitute lyophilized ALPROLIX powder for injection with the supplied diluent (0.325%
sodium chloride solution) from the pre-filled syringe provided. Gently rotate the vial until all of

the powder is dissolved.

After reconstitution, the solution is drawn back into the syringe. The solution should be clear to
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slightly opalescent and colourless.

The injection should be given intravenously over approximately 10 minutes. The rate of
administration should be determined by the patient’s comfort level.

Dispose of all unused solution, empty vials, and used needles and syringes in an appropriate
container and dispose of according to local requirements.

OVERDOSAGE

For management of a suspected drug overdose, contact your regional Poison Control Centre.

No symptoms of overdose have been reported.
ACTION AND CLINICAL PHARMACOLOGY

Mechanism of Action

ALPROLIX (Coagulation Factor IX (Recombinant), Fc Fusion Protein) is a long-acting, fully
recombinant, fusion protein comprising human coagulation factor IX (FIX) covalently linked to
the Fc domain of human immunoglobulin G1 (IgG1) and produced by recombinant DNA
technology.

Factor IX (FIX) is an approximately 55 kDa vitamin K-dependent serine protease, which is an
essential clotting factor in the coagulation cascade critical to the hemostasis process. FIX is
normally converted to activate FIX (FIXa) by the activated factor VII/Tissue Factor complex or
by activated factor XI. FIXa forms a complex with activated factor VIII on phospholipid surfaces
to convert factor X to activated factor X, and which ultimately converts prothrombin to thrombin
and leads to the formation of a fibrin clot.

Hemophilia B patients have a deficiency of functional FIX, which results in prolonged bleeding
after trauma and recurrent spontaneous bleeds into soft tissue and joints. The FIX portion of
ALPROLIX has similar structural and functional characteristics as endogenous FIX and
promotes hemostasis by correcting the deficiency of functional FIX.

The other portion of ALPROLIX is the Fc region of human immunoglobulin G1 (IgG1) which
binds with the neonatal Fc receptor (FcRn). This receptor is expressed throughout life by
endothelial cells and circulating monocytes, and is part of a naturally occurring pathway that is
responsible for the long circulating half-life of Fc-containing proteins such as immunoglobulins.
These cells internalize serum proteins, and those proteins that do not bind to this recycling
receptor proceed to the lysosome and are degraded. In contrast, IgG binds to FcRn in acidic
endosomal compartments and is recycled back into circulation, thus extending its serum half-
life. ALPROLIX binds to FcRn thereby utilizing this same naturally occurring pathway to delay
lysosomal degradation and allow for longer plasma half-life than endogenous FIX.

ALPROLIX is used as a replacement therapy to increase plasma levels of factor IX activity,
thereby enabling a temporary correction of the factor deficiency and correction of the bleeding
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tendency.

Pharmacodynamics

Hemophilia B is a bleeding disorder characterized by a deficiency of functional clotting factor IX
(FIX), which leads to prolonged clotting time in the activate partial thromboplastin time (aPTT)
assay, a conventional in vitro test for the biological activity of FIX. Treatment with ALPROLIX
shortens the aPTT over the effective dosing period.

Pharmacokinetics

The pharmacokinetics of ALPROLIX compared with BeneFIX® (coagulation Factor IX
(recombinant)) were evaluated following a 10-minute IV injection in 22 evaluable subjects from
a clinical study. The subjects underwent a washout period of 5 days prior to receiving 50 IU/kg
of BeneFIX. Pharmacokinetic sampling was conducted pre-dose followed by assessments at 8
time points up to 96 hours post-dose. Following a washout period of 120 hours (5 days), the
subjects received a single dose of 50 IU/kg of ALPROLIX. Pharmacokinetic samples were
collected pre-dose and then subsequently at 11 time points up to 240 hours (10 days) post-dose.
A repeat pharmacokinetic evaluation of ALPROLIX was conducted at week 26.

Pharmacokinetic parameters were estimated based on the plasma FIX activity over time profile.
A central laboratory analyzed all of the PK study plasma samples utilizing a one-stage clotting
assay with a silica-based aPTT reagent (Auto APTT, Trinity Biotech) calibrated against factor IX
plasma standards. For ALPROLIX, the maximum activity (Cmax) was observed immediately
following injection, e.g. at 10 minutes from the start of dosing. The geometric mean increase in
circulating FIX activity from pre-injection level was 0.92 IU/dL per IU/kg and the elimination
half-life was 82 hours. This half-life is influenced by the Fc region of ALPROLIX, which in
animal models was shown to be mediated by the FcRn cycling pathway. The ALPROLIX
pharmacokinetic profile was stable over repeated dosing as shown by comparable
pharmacokinetic parameters at week 26.
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A summary of pharmacokinetic parameters for ALPROLIX and BeneFIX are presented in

Table 2.

Table 2: Summary of Pharmacokinetic Parameters of ALPROLIX (rFIXFc) and BeneFIX

(tFIX)

Ratio of ALPROLIX

ALPROLIX BeneFIX
PK Parameters' o o to BeneFIX
(95% CI) (95% CI) 95% CI)
N=22 N=22 N=22
Conax (IU/dL) 40.81 43.08 0.95
(33.60, 49.58) (36.69, 50.59) (0.81, 1.11)
AUC/Dose 31.32 15.77 1.99
(IU*h/dL per TU/kg) (27.88, 35.18) (14.02, 17.74) (1.82,2.17)
t1/24 (h) 5.03 2.41 2.09
(3.20, 7.89) (1.62, 3.59) (1.18, 3.68)
ti5 () 82.12 33.77 2.43
(71.39, 94.46) (29.13, 39.15) (2.02,2.92)
CL (mL/h/kg) 3.19 6.34 0.50
(2.84, 3.59) (5.64,7.13) (0.46, 0.55)
MRT (h) 98.60 41.19 2.39
(88.16, 110.29) (35.98, 47.15) 2.12,2.71)
Vs (mL/kg) 314.8 261.1 1.21
(277.8, 356.8) (222.9, 305.9) (1.06, 1.38)
Incremental Recovery 0.92 0.95 0.97
(IU/dL per IU/kg) (0.77, 1.10) (0.81, 1.10) (0.84,1.12)
Time to 1% at 50 IU/kg 11.22 5.09 2.21
(days) (10.20, 12.35) (4.58, 5.65) (2.04,2.39)

'PK parameters are presented in geometric mean (95% CI)
Abbreviations: CI = confidence interval; Cynyx = maximum activity; AUC = area under the FIX activity time curve; t,, = distribution half-life; t, 3 =

elimination half-life; CL = clearance; MRT = mean residence time; V= volume of distribution at steady-state

Special Populations and Conditions

Pediatrics:

The pharmacokinetics of ALPROLIX have not been evaluated in pediatric patients with
hemophilia B below the age of 12. No dose adjustment is required.

Geriatrics:

Clinical studies of ALPROLIX did not include sufficient numbers of subjects aged 65 and over
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to determine whether they respond differently from younger subjects. Dose selection for an
elderly patient should be individualized.

Renal Impairment:
ALPROLIX has not been studied in patients with renal impairment.

Hepatic Impairment:
Specific studies of ALPROLIX in patients with hepatic impairment have not been performed.

STORAGE AND STABILITY

Store unopened vials at 2°C to 8°C. The product may be stored at room temperature (15°C to
30°C) for a single 6-month period. The date that the product is removed from refrigeration
should be noted on the carton. The product must be used or discarded before the end of this 6-
month period. Do not use ALPROLIX after the expiry date on the label.

Protect from light.
Do not freeze the pre-filled syringe.

Product after reconstitution: The reconstituted product can be stored at room temperature (15°C
to 30°C) for 3 hours. Protect from direct sunlight. If it is not used within 3 hours, it must be
discarded. The appearance of the reconstituted product should be clear to slightly opalescent and
colourless.

SPECIAL HANDLING INSTRUCTIONS

Reconstituted Solutions:

Detailed instructions for preparation and administration are included in Part III: Consumer
Information. Patients should follow the specific reconstitution and administration procedures
provided by their physicians.

Always wash your hands before performing the following procedures. Aseptic technique should
be used during the reconstitution procedure.

ALPROLIX (Coagulation Factor IX (Recombinant), Fc Fusion Protein) will be administered by
intravenous (IV) injection after reconstitution with 0.325% sodium chloride solution (diluent).
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Parenteral Products (for reconstitution before use)

Vial Size Volume of Diluent to Nominal Concentration
be added to vial per mL

250 IU 5mL 501U

500 IU 5SmL 100 IU

1000 IU 5mL 200 IU

2000 IU 5SmL 400 IU

3000 IU 5mL 600 IU

Dispose of all the materials of the packaging in accordance with local requirements.
DOSAGE FORMS, COMPOSITION AND PACKAGING

ALPROLIX™ (Coagulation Factor IX (Recombinant), Fc Fusion Protein) is formulated as a
sterile, preservative-free, non-pyrogenic, lyophilized, white to off-white powder to cake, for
intravenous administration in a single use vial.

Each single-use vial contains nominally 250, 500, 1000, 2000 or 3000 International Units (IU) of
ALPROLIX. Actual Factor IX activity in International Units is stated on the label of each
ALPROLIX vial and carton.

The diluent (Sterile Sodium Chloride Solution, 0.325%) is provided as a liquid in a pre-filled
syringe.

When reconstituted with provided diluent, the product contains sucrose, sodium chloride, L-
histidine, mannitol, and polysorbate 20.
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PART II: SCIENTIFIC INFORMATION
PHARMACEUTICAL INFORMATION

Drug Substance

Proper name: Coagulation Factor IX (Recombinant), Fc Fusion Protein

Chemical name: Blood coagulation factor IX (synthetic human) fusion protein with
immunoglobulin G1 (synthetic human Fc domain fragment), (421-
>6’), (424 ->9°)-bis(disulfide) with immunoglobulin G1 (synthetic
human Fc domain fragment)

Molecular formula and molecular mass: The theoretical molecular weight based on
the amino acid sequence of rFIXFc, without
posttranslational modifications is
approximately 98kDa.

Product Characteristics

rFIXFc is a long-acting, fully recombinant fusion protein consisting of human coagulation factor
IX (FIX) covalently linked to the Fc domain of human immunoglobulin G1 (IgG1). The factor
IX portion of Coagulation Factor IX (Recombinant), Fc Fusion has a primary amino acid
sequence that is identical to the Thr'*® allelic form of plasma derived factor IX and has structural
and functional characteristics similar to endogenous factor IX. The Fc domain of Coagulation
Factor IX (Recombinant), Fc Fusion contains the hinge, CH2, CH3 regions of IgG1. Coagulation
Factor IX (Recombinant), Fc Fusion contains 869 amino acids with a molecular weight of
approximately 98 kilodaltons.

Coagulation Factor IX (Recombinant), Fc Fusion is produced by recombinant DNA technology
in a human embryonic kidney (HEK) cell line, which has been extensively characterized. The
cell line expresses Coagulation Factor IX (Recombinant), Fc Fusion into a defined cell culture
medium that does not contain any proteins derived from animal or human sources. Coagulation
Factor IX (Recombinant), Fc Fusion is purified by a series of chromatography steps that does not
require use of a monoclonal antibody. The process includes multiple viral clearance steps
including 15 nm virus-retaining nano-filtration. No human or animal additives are used in the
cell culture, purification, and formulation processes.
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CLINICAL TRIALS

Study design and patient demographics

The safety, tolerability, efficacy and pharmacokinetics of ALPROLIX was evaluated in a
multicenter, open-label, prospective study designed to assess the efficacy of ALPROLIX in the
treatment of bleeding episodes and in the prevention of bleeding episodes in each of two
prophylactic treatment regimens (fixed weekly and individualized interval). A total of 123
previously treated patients (PTPs) aged 12 to 71 with severe hemophilia B (<2% endogenous
FIX activity) were followed for up to 77 weeks.

Subjects were to be assigned to treatment arms according to the standard of care and Investigator
decision, following discussion with each subject. The assessment of clinical response to
ALPROLIX treatment for bleeding was performed by subjects. Using the eDiary, each subject
rated the treatment response to any bleeding episode. Responses were recorded using a 4-point
scale: excellent, good, moderate and no response.

Table 3: Summary of study design and patient demographics
Study # Trial design Dosage, route of Study subjects | Median age Gender
administration and | (n=number) (Range)
duration
Phase 3 Study Open-label, Arm 1 ) 63 28 male
multicenter Individualized dose (12,71)

(IV) every 7 days

Arm 2: 100 IU/kg

33
(IV) at 29
individualized (12, 62)
intervals
Arm 3: As needed )
for treatment of 7 36
bleeding episodes (14, 64)
Arm 4: As needed
for maintaining 12
hemostasis during 34.5
surgery (17,61)
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Study results

Efficacy in Routine Prophylaxis:

In the clinical study, 121 subjects were followed for a median duration of 51.4 weeks (range <I-
77). Of the 114 subjects assessed for efficacy, 87 received prophylaxis (fixed weekly interval
(n=61) or individualized interval (n=26)) and 27 received episodic treatment. The observed
median annualized bleeding rate (ABR) was 2.95 for subjects in the fixed weekly interval
prophylactic regimen arm, and 1.38 for subjects in the individualized interval prophylactic arm
(Table 4).

Table 4: Annualized Bleed Rate (ABR) by Prophylaxis Arm

Prophylaxis Prophylaxis
Fixed Weekly Interval (N=61) Individualized Interval (n=26)
Median Overall ABR 2.95 1.38
(range) (0.0, 12.8) (0.0, 8.9)
Median Spontaneous ABR | 1.04 0.88
(range) (0.0, 10.8) (0.0, 6.2)
Median Traumatic ABR 0.99 0.00
(range) (0.0,5.2) (0.0, 8.4)

A comparison of the estimated number of bleeding episodes per subject in the 12 months prior to
study start, which was based on data provided by the investigator and derived from source
documentation in the subject’s medical records, to the estimated annualized number of on study
bleeding episodes per subject for subjects on a prior prophylaxis regimen is shown in Table 5.

Table 5: Estimated number of bleeding episodes per subject in the prior 12 months as
compared to the estimated annualized number of bleeding episodes per
subject on-study

Prophylaxis (Arm 1) Prophylaxis (Arm 2)
Fixed Weekly Interval Individualized Interval
Number of subjects on prophylactic 29 10
regimen prior study
Negative binomial model estimated
annualized number of bleeding episodes
per subject (95% CI)
Prior 12 months | 4.81 (3.07, 7.52) 248 (1.42,4.34)
On-study | 2.56 (1.84, 3.56) 1.51 (0.56, 4.006)

9 out of 48 subjects who were on prophylactic treatment regimen prior to study were excluded from the analysis: 3 subjects did not have
sufficient data to be included in the efficacy analysis, 4 subjects had missing pre-study estimated number of bleeding episodes in 12 months
and 2 subjects were on sports prophylaxis rather than a routine prophylaxis regimen.
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Efficacy in Control of Bleeding:

A total of 636 bleeding events were observed in the fixed dose, fixed interval, and the episodic
(on-demand) arms. The number of injections to treat bleeding episodes and the dose are
summarized in Table 6.

Table 6: Summary of Bleeding Episodes and dose of ALPROLIX in Arms 1, 2 and 3
combined

New Bleeding Episodes (N=636)
# of injections to treat bleeding episodes

1 injection 575 (90.4%)

2 injections 44 (6.9%)

3 injections 17 (2.7%)
Median dose per injection (IU/kg) to treat a bleeding episode 46.07
(range) (7.9, 111.1)
Median total dose (IU/kg) to treat a bleeding episode (range) 46.99

(7.9, 263.9)

In the episodic (on-demand) arm, the observed median annualized bleed rate was 17.69. The
median spontaneous annualized bleed rate was 11.78 and the median traumatic annualized bleed
rate was 2.21.

The response to each injection for a bleeding episode was evaluated and recorded by subjects at
8 to 12 hours post-treatment. A total of 714 injections have been administered for 636 bleeding
episodes; 690 out of 714 injections were evaluated (Table 7).

Table 7: Subject’s Assessment of Response to ALPROLIX Injections by Type of
Bleeds and Location of Bleeds (Arms 1, 2 and 3 Combined)

Type / Location | Number of | Excellent Good Moderate No response
of Bleeds Injection
Spontaneous 438 168 (38.4%) | 197 (45.0%) 65 (14.8%) 8 (1.8%)
bleeding
episodes
Traumatic 218 61 (28.0%) 116 (53.2%) 35 (16.1%) 6 (2.8%)
bleeding
episodes
Unknown Type 34 9 (26.5%) 15 (44.1%) 10 (29.4%) 0 (0.0%)
bleeding
episodes
Joint bleeds 526 193 (36.7%) 237 (45.1%) 85 (16.2%) 11 (2.1%)
Muscle bleeds 152 39 (25.7%) 94 (61.8%) 18 (11.8%) 1 (0.7%)
Internal bleeds 33 7 (21.2%) 9 (27.3%) 14 (42.4%) 3(9.1%)
Skin bleeds 38 14 (36.8%) 16 (42.1%) 7 (18.4%) 1 (2.6%)
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Impact on Quality of Life:

Quality of Life was measured using the HAEM-A-QOL, a quality of life instrument specific to
hemophilia. HAEM-A-QOL was performed in a subset of adult subjects (aged 18 and older) in
the prophylactic treatment arms. Lower scores represent better quality of life; therefore, a
negative change from baseline represents improvement during the course of the study. Change
from baseline at Week 26 in the combined prophylaxis arms by pre-study regimen are
summarized in Table 8.

Table 8: Median Change from Baseline for the Haem-A-QOL Questionnaire (Fixed
Weekly Interval and Individualized Interval Arms Pooled)

Pre-Study Regimen
Prophylaxis Episodic (On-demand)
N Change from baseline N Change from baseline
Total Score 27 -6.82 | (-22.8,6.1) 26 -6.25 | (-25.5,12.8)
Domains, during the past month
1. Physical Health 27 -10.00 (-45.0, 20.0) 31 -15.00 (-60.0, 15.0)
2. Feeling 27 0.00 (-43.8, 50.0) 31 0.00 (-43.8, 62.5)
3. View of Yourself 27 -5.00 (-25.0, 15.0) 30 -5.00 (-35.0,25.0)
4. Sports and leisure 22 -7.50 (-70.0, 25.0) 21 -20.00 (-40.0, 35.0)
5. Work and school 22 0.00 (-31.3,52.1) 25 -6.25 (-31.3,18.8)
6. Dealing with 27 0.00 (-100.0, 100.0) | 31 -8.33 (-66.7, 75.0)
hemophilia
7. Treatment 27 -6.25 (-18.8, 18.8) 31 0.00 (-53.1,37.5)
Domains, recently
8. Future 26 -5.00 (-25.0, 10.0) 30 0.00 (-30.0, 20.0)
9. Family Planning 15 0.00 (-29.2,12.5) 13 0.00 (-43.8,25.0)
10. Partnership and 26 0.00 (-50.0, 66.7) 30 0.00 (-25.0, 25.0)
sexuality

NOTE: summary statistics are median (minimum, maximum)

DETAILED PHARMACOLOGY

See ACTION AND CLINICAL PHARMACOLOGY
MICROBIOLOGY

Not applicable.

TOXICOLOGY

Results of repeat-dose studies in two animal species, rats and monkeys, using IV administration,
revealed no safety findings relevant to use in humans. Rats were dosed for 4 weeks while
monkeys were dosed for 5 and 27 weeks in 2 separate studies. The highest dose, 1000 IU/kg,
provides a safety margin of 20-fold relative to a starting dose of 50 IU/kg for patients and a 10-
fold relative to a starting dose of 100 IU/kg for patients. There were no concerns for local
tolerance or thrombogenic potential based on rabbit studies.
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Study Number and Title

Species

Dose and Frequency

Key Findings

Repeat-Dose Toxicology Studies

Sprague-Dawley 0, 50, 200 and Repeat doses were well-tolerated
:HYEE‘SIXI (?y o~ FTI‘;?;CC‘% Rats 1000 IU/kg Antibodies to rFIXFc (250% at 50
~ 0,
Rats Followed by a 4- Every 4 days for allr(l)((i) 02 (I)[(}/IkU/)kg and ~75% at
Week Recovery Period 4 weeks (8 IV doses) &
NOAEL was 1000 IU/kg
Cynomolgus 0, 50, 200 and Repeat doses were well-tolerated
jr_l\glg%k ;Xgﬁi; l};‘;?;g% Monkeys 1000 TUZkg Dose-related increases in Antibodies
Cynomolgus Monkeys Once weekly IV for 5 to rF1XFe
Followed by a 4-week weeks Transient increases in PT, primarily at
Recovery Period 1000 IU/kg (artifact of in vitro assay
conditions)
NOAEL was 1000 IU/kg
Transient increases in PT were an
artifact due to high plasma
concentrations of rFIXFc¢ which
interfered with in vitro assay
conditions used to measure PT.
Cynomolgus 0, 50, 200 and Repeat doses were well-tolerated
%,Z);(\?é?; kall?(]i 1121(?; tudy of Monkeys 1000 IU/kg H}{persensitivity (2 of 12 high dose
FIXFc in Cynomolgus Once weekly IV for 27 animals)
Monkeys weeks Antibodies to rFIXFc (18 of
Followed by a 4-Week 28 treated animals); no neutralization
Recovery P}el:rio d of endogenous FIX
NOAEL was 1000 IU/kg
Local Tolerance Study
Single Dose IV and New Zealand Formulation 1: Single administration (IV or PV) of
Paravenous Local White Rabbits 198 IU/kg rFIXFc was well-tolerated
Tolerance Study of Formulation 2: C
Lyophilized rFIXFc in 110 TU/Kg There were no local injection site
N}e,:w Zealand White reactions attributed to either lot of
Rabbits Single dose rFIXFe
(IV and PV)
Thrombogenicity Studies
Evaluation of the New Zealand 50, 200, 987 IU/kg No enhancement of thrombus
Thrombogenic Potential of White Rabbits formation compared to saline or

FIXFc Using the Wessler
Stasis Model in New
Zealand White Rabbits

Single dose (IV)

BeneFIX
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Study Number and Title Species Dose and Frequency Key Findings
Evaluation of New Zealand 50, 200, 1000 IU/kg No enhancement of thrombus
Thrombogenic Potential of White Rabbits formation compared to saline and

FIXFc Phase 3a DP Using
the Wessler Stasis Model
in New Zealand White
Rabbits

Single dose (IV)

vehicle

Reduced thrombus formation
compared to BeneFIX

IV = intravenous; PT = prothrombin time; PV = paravenous
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PART III: CONSUMER INFORMATION

ALPROLIX™ [pronounced all’ pro liks]
Coagulation Factor IX (Recombinant), Fc Fusion Protein

This leaflet is part I1I of a three-part "Product
Monograph" published when ALPROLIX was approved
for sale in Canada and is designed specifically for
Consumers. This leaflet is a summary and will not tell you
everything about ALPROLIX. Contact your doctor or
pharmacist if you have any questions about the drug.

ABOUT THIS MEDICATION

What the medication is used for:

e ALPROLIX is used to help control and prevent bleeding in
people with hemophilia B. Hemophilia B is also called
congenital factor IX deficiency or Christmas disease.

e Adults and children >12 years of age.

What it does:

e ALPROLIX is coagulation Factor IX made in the
laboratory using recombinant technology. It can be used to
help people with Hemophilia B who do not have enough
natural coagulation factor IX in their blood to form clots.

When it should not be used:

Do not use ALPROLIX if you:

e Have an allergy or are sensitive to ALPROLIX or any
ingredients listed below.

If you are not sure if you should use ALPROLIX, talk to your

doctor.

What the medicinal ingredient is:
Coagulation Factor IX (Recombinant), Fc Fusion Protein

What the nonmedicinal ingredients are:

When reconstituted with provided diluent, the product
contains L-histidine, mannitol, polysorbate 20, sodium
chloride and sucrose.

What dosage forms it comes in:

Powder in a vial.

Available nominally in 250, 500, 1000, 2000 and 3000
1U/vial.

Before use, the powder in the vial must be mixed with the
liquid in the pre-filled syringe. After mixing, the actual
activity level is printed in International Units on the label. The
product contains approximately 50, 100, 200, 400 and 600
IU/mL.

WARNINGS AND PRECAUTIONS

BEFORE you use ALPROLIX talk to your doctor or
hemophilia treatment centre about all of your medical
conditions, including if you:

e Are pregnant or planning to become pregnant. It is not

known if ALPROLIX may harm your unborn baby.

Are breastfeeding. It is not known if ALPROLIX passes

into the milk and if it can harm your baby.

e Have any allergies to this drug or its ingredients or
components of the container (see Contraindications).

Allergic reactions may occur with ALPROLIX. Call your
doctor or get emergency treatment right away if you have any
of the following symptoms:

Difficulty breathing

Chest tightness

Swelling of the face

Rash

Hives

ALPROLIX may increase the risk of formation of abnormal
blood clots in your body if you have risk factors for
developing blood clots.

Your body can also make antibodies called “inhibitors”
against ALPROLIX, which may stop ALPROLIX from
working properly.

 INTERACTIONS WITH THIS MEDICATION i

You should tell your doctor(s) if you are taking any other
prescription or non-prescription medicines. This includes
vitamin or mineral supplements, herbal products or natural
health products.

PROPER USE OF THIS MEDICATION

Always follow your doctor’s instructions for taking
ALPROLIX. The first time you inject ALPROLIX, you
should be under proper medical supervision, where proper
medical care for severe allergic reactions could be provided.

Usual dose:

Your doctor will prescribe the dose you should take. The steps
in the instructions for use are general guidelines for using
ALPROLIX. If you are unsure of these procedures, please call
your healthcare provider before using.

Overdose:
No symptoms of overdose have been reported.

In case of drug overdose, contact a health care practitioner,
hospital emergency department or regional Poison Control
Centre immediately, even though you may not feel sick.

Missed Dose:
Talk to your doctor if you miss a dose.

SIDE EFFECTS AND WHAT TO DO ABOUT THEM

Allergic reactions may occur with ALPROLIX (see Warnings
and Precautions).
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Some common side effects of ALPROLIX are headache and
abnormal sensation in the mouth.

ALPROLIX may increase the risk of formation of abnormal
blood clots in your body if you have risk factors for
developing blood clots.

Your body can also make antibodies called ‘inhibitors’ against
ALPROLIX. These inhibitors may stop ALPROLIX from
working properly. Tell your doctor if you are using increasing
amounts of ALPROLIX to control or prevent bleeding.

Talk to your doctor about any side effect that bothers you or
that does not go away.

SERIOUS SIDE EFFECTS, HOW OFTEN THEY

HAPPEN AND WHAT TO DO ABOUT THEM

Stop taking ALPROLIX
and call your doctor
immediately

Symptom / effect

The following side effects could
mean you are having an allergic
reaction.

Difficult breathing
Chest tightness
Swelling of the face, rash or hives.

This is not a complete list of side effects. For any unexpected
effects while taking ALPROLIX, contact your doctor or
pharmacist.

PREPARING YOUR DOSE FOR
ADMINISTRATION

Read all the instructions before you start. There are 4 steps,
explained in this guide.

Setting Up

Reconstituting the injection

Pooling

Giving the injection

Post-Infusion Care and Disposal

moaQwp

A. Setting Up

Ensure that your work area is clean.

Collect everything you will need. Wash your hands thoroughly
with soap and water before performing the following
procedures.

Check the expiry date on the ALPROLIX package. If it is out
of date, do not use it and contact your clinic immediately.
Obtain a replacement package. If refrigerated, allow the vial of
ALPROLIX and pre-filled diluent syringe to reach room
temperature before use.

Use aseptic technique (clean and germ-free) and a flat work

surface during the reconstitution procedure.

Use the diluent in the pre-filled syringe supplied in the
package.

Actual factor IX activity in International Units is stated on the
label of each ALPROLIX carton and vial.

Remove the plastic cap from the ALPROLIX vial and
wipe the rubber stopper of the vial with an alcohol wipe.
Allow the rubber stopper to dry. After cleaning, do not
touch the rubber stopper with your hand or allow it to
touch any surface.

Completely remove the backing from the vial adapter
package by peeling back the lid. Do not remove the vial
adapter from the package or touch the inside of the
package of the adapter.

Keep the vial on a flat surface. Hold the vial adapter
package with one hand and using the other hand, place the
vial adapter over the vial. Place the adapter spike directly
above the centre of the rubber stopper. Push the vial
adapter straight down until the adapter spike punctures the
centre of the vial stopper and is fully inserted.
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Lift the package cover away from the vial adapter and
discard the cover.

Take the plunger rod and syringe out of the package. Hold
the plunger rod at the circular disk. Place the tip of the
plunger rod into the end of the syringe. Turn clockwise
until it is securely attached. Only use the diluent syringe
provided in the ALPROLIX package.

B. Reconstituting the injection

With one hand, hold the diluent syringe by the ridged part
right under the cap, with the cap pointing up. Do not use
if the cap has been removed or is not securely attached.

With your other hand, grasp the cap and bend it at a 90°
angle until it snaps off. After the cap snaps off, you will
see the glass tip of the syringe. Do not touch the glass tip
of the syringe or inside of the cap.

Be sure the vial is sitting on a flat surface. Insert the tip of
the syringe into the adapter opening. Turn the syringe
clockwise until it is securely attached to the adapter.

Slowly depress the plunger rod to inject all of the diluent
into the vial. The plunger rod may rise slightly after this
process. This is normal.

With the syringe still connected to the adapter, gently
swirl the vial until the product is completely dissolved.
The final solution should be clear to slightly opalescent
and colourless. Do not shake. Do not use the reconstituted
ALPROLIX if it contains visible particles or is cloudy.

Make sure the plunger rod is completely depressed. Turn
the vial upside-down. Slowly pull on the plunger rod to
draw the solution into the syringe. Be careful not to pull
the plunger rod completely out of the syringe.
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Gently unscrew the syringe from the vial adapter and
dispose of the vial with the adapter still attached. Do not
touch the syringe tip or the inside of the cap.

Your ALPROLIX is now ready to be connected to your
infusion tubing set. See section D. Use the reconstituted
ALPROLIX as soon as possible, but no later than 3 hours
after reconstitution. Protect from direct sunlight. Do not
refrigerate after reconstitution.

C. Pooling

If you are using two or more vials of ALPROLIX, you can
follow these pooling steps. Be sure to leave the vial adapter
attached to the vial, as you will need it for attaching a large
luer lock syringe. Do not detach the diluent syringe or the
large luer syringe until you are ready to attach the large luer
lock syringe to the next vial (with vial adapter attached).

Remove the diluent syringe from the vial adapter by
turning it counterclockwise until it is completely
detached.

Attach a separate large luer lock syringe by turning
clockwise until it is securely attached.

Slowly pull on the plunger rod to draw the solution into
the syringe. Repeat this pooling procedure with each vial
you will be using. Once you have pooled the required
dose, proceed to administration using the large Iuer lock
syringe.

D. Giving the injection
For Intravenous Injection only after Reconstitution

Inspect the reconstituted ALPROLIX solution visually for
particulate matter and discolouration prior to administration.
Do not use if particulate matter or discolouration is observed.

Do not administer reconstituted ALPROLIX in the same
tubing or container with other medications.

Attach the syringe to the connector end of the infusion set
tubing by turning clockwise until it is securely attached.
Do not remove the protective needle cover until you are
ready to insert the needle.

Apply a tourniquet and clean the skin area where you will
perform the injection using an alcohol wipe.
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Depress the plunger until all air is removed from the
syringe and ALPROLIX has reached the end of the
infusion set tubing. Do not push ALPROLIX through the

needle.

Remove the protective needle cover from the infusion set
tubing. Insert the needle on the infusion set tubing into the
vein. Remove the tourniquet. Always verify proper needle
placement when performing intravenous administration.

Slowly depress the plunger on the syringe to administer
ALPROLIX. ALPROLIX should be injected
intravenously over approximately 10 minutes. The rate of
administration should be determined by your comfort
level. The small amount of drug product left in the
infusion set will not affect treatment.

=y

X

After infusing ALPROLIX, flip the safety shield towards
the needle. Remove the infusion set.

E. Post-Injection Care and Disposal

Place the wing and the safety shield between your thumb
and index finger. Press the safety shield against a hard
surface until an audible click is heard.

\LL4

Use a sterile gauze to put pressure on the infusion site for
several minutes. Apply an adhesive bandage if necessary.

A sharps bin should be used for disposal of all unused
solution, empty vials and used needles and syringes.

March 20, 2014

Page 27 of 28



HOW TO STORE IT

Keep the vials of ALPROLIX in the refrigerator at 2°C to 8°C.

You can keep the vials of ALPROLIX at room temperature at
15°C to 30°C for a single 6-month period.

Write the date that you take the product out of the refrigerator
on the carton to help you remember. You must either use the
product or dispose of it before the end of this 6-month period.

Do not freeze the product otherwise the pre-filled diluent
syringe may be damaged.

Protect the ALPROLIX vials from light.

After reconstitution, you can keep the product at room
temperature at 15°C to 30°C for three (3) hours. Protect from
direct sunlight. If you do not use the product within 3 hours,
you must not use it. Do not use ALPROLIX if the
reconstituted solution is not clear to slightly opalescent and
colourless.

Throw away any unused ALPROLIX.

Do not use product or diluent after the expiry date that is
shown on the label of the vial and the carton.

REPORTING SUSPECTED SIDE EFFECTS

You can report any suspected adverse reactions
associated with the use of health products to the Canada
Vigilance Program by one of the following 3 ways:

e Report online at
www.healthcanada.gc.ca/medeffect
e (Call toll-free at 1-866-234-2345
e Complete a Canada Vigilance Reporting
Form and:
- Fax toll-free to 1-866-678-6789,
or
- Mail to:
Canada Vigilance Program
Health Canada
Postal Locator 0701D
Ottawa, Ontario K1A 0K9

Postage paid labels, Canada Vigilance Reporting
Form and the adverse reaction reporting
guidelines are available on the MedEffect™
Canada web site at
www.healthcanada.ge.ca/medeffect.

NOTE: Should you require information related to the
management of side effects, contact your health
professional. The Canada Vigilance Program does not
provide medical advice.

MORE INFORMATION

This document plus the full product monograph, prepared for
health professionals can be found at www.biogenidec.ca or
can be obtained by contacting the sponsor, Biogen Idec
Canada Inc., at: 1-866-477-3462 (Medical Information).

This leaflet was prepared by Biogen Idec Canada Inc.

Last revised: March 20, 2014
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5.03 2.41 2.00
e (D (3.20, 7.89) (1.62, 3.59) (1.18, 3.68) | EBMNERS GEMMIERE) SBT3 AME -
212 .17 ™ E%ﬁﬂ‘][:*ﬁ'l%?%‘é—?’éﬁt LT.Arm1 BT Arm 2 b‘%&ij’éhf:o
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Ol ((ERERA) . Crax (BESMAPERE) . AUC (M¥fehmimsEE XETRE-HRE | BRSHEEENR. HOMMORAOHRES Ty b LEAGTRERET L
BHSTER . t1/2, (SAHEERE) | t1/2, CEERERED) . CL (FUTFS5>
2) . WRT (RSEEAD) . Vss <iﬁm&m§@~%§> . Time 1% (FIXEMAR—X géﬁﬁﬁﬂjﬁﬁqimﬁio 619/636 A1 9 n
o O IELE 45 LIS HodmanS55., 97.3% (619/636 4) EXIE2EDOERE

IS& Yk Lz, =, kMR FEIRES (239 HER) 13 83. 7%
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WHIM= v — RE%K 636
L= & — RYBIR O fadk 5015k 714
IR B U7 e 5 m

1 575 (90.4%)
2 [A] 44 ( 6.9%)
3[ELL k- 17 (2.7%)
1 | H OG5

Excellent X% Good 513 ( 83.7%)
Excellent 222 (36.2%)
Good 291 ( 47.5%)
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No response 10 ( 1.6%)
LT &Y — RYEIRTO FIXFe O 1 [m#&55 (IUkg) ©
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BB E CEPRAM N B 5 7223, KB GRED 90%% B 2 5 95 E ORBIAM N 9 » ALLET
bholzZ Enh, FEMHIMT Y — RE¥Z +oifid 5 Z LN TE 7,

KIRER O EEA MM IZ A O " HEHAMET V& AV CERHInT &Y — REE OB & 2k
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REEAS S I O FERIEIC AR TENZIL, 83%K TN 87%iA L, MikBfE A 2 7=, 4

HifL—= ey — REEE O HGAET WIS DR EFK 1.82-21TR LT,
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Arm 1 Arm 2 Arm 3
(N=63) (N=29) (N=27)
L B& 720 D= £y — REE n(%)
n 61 26 27
0 14 (23.0%) 11 (42.3%) 0
1 11 (18.0%) 2( 7.7%) 0
2 6 ( 9.8%) 1( 3.8%) 1( 3.7%)
3 10 (16.4%) 5(19.2%) 0
4 8 (13.1%) 2( 7.7%) 2 ( 7.4%)
5 3( 4.9%) 1( 3.8%) 0
>5 9 (14.8%) 4 (15.4%) 24 (88.9%)
HifL = &Y — RIE¥K 167 67 402
BRI (BBRE ) ¢ 53.6 28.5 21.9
SRR (PR ) 0.88 1.10 0.81
FERH L B — RE%L
SEAIE (FE AR ) 3.07 (2.874) 2.45(3.021) 18.70 (10.033)
A 2.95 1.38 17.69
st e - 1.01,4.35 0.00, 3.43 10.77, 23.24
YAV ivarsy YAV v ) 5 )
% 1 LR, 55 3 TOTALA 0.0, 12.8 0.0.8.9 22,416
/M, FeRAE
FEMHm T e Y — RE$ (Ao _HAERE
FL) OB 3.12 2.40 18.67
95% 2 HE X [ 2.46,3.95 1.67,3.47 14.01, 24.89
R LT v — RER BRI ¢ (8
) 0.17 (83%) 0.13 (87%)
95% (2 X [ 0.11,0.24 0.08, 0.20
pfE* <0.001 <0.001

CBBMR (BBREE) 1IXRBRE O MEHESN (F) 2REL:
ORI O L oFEMII T Y — REHICHES VW

¢ FEM L & O p fEIE Arm 1 %t Arm 3 2 TY Arm 2 %t Arm 3 OxfERIC L 5

ML 0 998HB102 3Bk [TRBRMFGHE S (5 5.3.5.2.1 ) Table 18, Table 19 & U\ Table 79]
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Summary of Annualized Bleeding Rate Subgroup Analyses

[ ]

Arm 3 Overall

Arm 2 Overall | —e&—

Arm 2 Japan | | {
Arm 1 Overall ——e—
Arm 1 Japan o—

Subgoups of Arm 1
By pre-study regimen
Prophylaxis | —&——
On-demand ——e—
By bleeds in prior 12 months
0|e—
1-11 —e—
12-23 —e—
24-35 —e
>=36 | ——
By age category (years)
12-17 | —e+
18-64 ——e—
>=65 | e
By humber of target joints
None present —e——
<= median —e—
> median —e—

0 5 10 15 20 25 30
Median Annualized Bleeding Rate (25% - 75%)

SOURCE: FACTORIHB/JAPAN/CSR/F-SUMMARY-ABR-SUBGROUP.SAS DATE:-

X1.82-1 EMEMIEY— FEKOY ITJIL—THEF
(998HB102 FiE8 TmADMBITIRER)
ML : 998HB102 3Bk [TABRMRFG A ZiBAiR (5 5.3.5.2.2 ) Figure 2]

ERRFRRERE CIX, R v — REH OB R SN O T IERE & TR &
<. FRERMICERO S 5 FATHE LICBEEZ B TWD Z Eh b, 2 ORMZENFHINA T
oAt D A o NI AT D AR FIZ LD b D TH D L 13E 21T W, FEFEE B o
X, FRHETEHEE T H 52y COBUE Lz o OBMET (— H Ot itk S iz 2t
TV — R&fEt L. D H O CIXAMERR 2 SN i O FHRE T h o T PBRE O % b 5
& LT, EMRFRIERE L A M OMARIER & OZEFRFI L) Lo ThHEICHR ST,
RfR S NTo AT Y — REEYT U7k R, EEMAT & FRRE OB 3R v, F7-AlRR
PNEMEH M O FIEE Th > TeBRE DA 25t & UTHIT 21T o TR TH . W o E i
FEEERE (Arm 1 & Arm 2) ORI T v Y — REEITZH @bt Himom EEERE (Arm
3) SHBL T 83%. 89% A LTV, BIRDMITHER &L —F L T\, T b OB o
FERIZBWTYH, ARAOZHRIXTEEMFNT & FIFRE S L2 2 & n | EHREERE ORI H
M=t Y — REFEOWBA X, FIXFe OEFMFAFIEDBEEFER TH 5 Z L NEA T b,

Hif—= & — R OFEEER] & OS5 C R 72 & & OFEMMIMT v Y — REEOGRHEFENS b
rFIXFe DA NMERHER SH, HILT B Y — RO KPR O FeffiE & 51 T 5 EE LA
i BAEETTRINIHIAY - THLEE TOARHINLTH L L) ZERHLNE ST,
TREINTZEBY, EMHETRBECL D TUIIRP RO REDPSTZOIZARELT-EY — FTh
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1.8 WwFCE ()
F7Fal s 2 i

V. Arm 1 X OVArm 2 (FFIRAEZE40 1.04 LY 0.88 [B]) 5 MA@k H i O FefRiEfE (Fhok
fill : 11.78 |]) X 0 HEMHIML= Y Y — REEN D20 -7z, BARHIMTE Y — ROEAIZEN
RHLREL RoDIT A, SMEEHILT &Y — RO PR S 72, EHIHFTHRRIERD AR
SMEH MO FRIEREL Y IRETH -7, Fl LIFERMBILT &Y — REEZ i o fEEsR -
HALHNCER 1.8.2 - 31TEHI LTz,

#1.82-3 HmEMLAKRVCHMOBBFINOERHMT EY — FREIKDER
(998HB102 EiB% H=RARDAEFTREH)

Arm 1 Arm 2 Arm 3
(N=63) (N=29) (N=27)
N 61 26 27
LN 2.95 (0.0, 12.8) 1.38 (0.0, 8.9) 17.69 (2.2, 41.6)
B A& i 1.04 (0.0, 10.8) 0.88 (0.0, 6.2) 11.78 (0.0, 40.3)
AMEE HH 1. 0.99 (0.0, 5.2) 0.00 (0.0, 8.4) 2.21(0.0,29.4)
N 0.00 (0.0, 3.4) 0.00 (0.0, 3.2) 0.00 (0.0, 4.2)
il 1.11 (0.0, 12.8) 0.36 (0.0, 7.8) 13.58 (1.0, 41.6)
H A i 0.99 (0.0, 10.8) 0.00 (0.0, 6.2) 5.11 (0.0, 40.3)
SMEMEH I 0.00 (0.0, 4.3) 0.00 (0.0, 7.5) 1.31 (0.0, 29.4)

TR - PR (/M SRR E)

EE OG5 72 FEEE 2 BGE LT 6 iR O 7= DIBINE S LS8R — o - Hih=r > —
FE L, HilofEEITIREE L

i 0 998HB102 3R [TRERIE L & (5 5.3.5.2.1 5H) Table 24 J2 UF Table 95]

ZOOEMMFIEREO T TR 2 521 7o TR = v Y — FEZEAMEE CTH

ST Z EIE, FEHENTEEEICS 52> COFHE L TV 72 TO N DRFHEREREIC KRS 7 7
N—T (FEP T I N—T72 ) RORBICESLS T 7 —7 [BEAIHEY 77—
CRERIREICAE BB SO DN TR E 72 )] onTh T —H LRI G Lz, 2D
R T B Y — REZE, RO Arm 1 (37 7 — TR 24T 5 DI+ OB E R4 &t
) OBEEREERE Y7 7 — T RN A AER LT B Y — FREEZM 182 - 11TR L,

Arm 2 TITBERF IR BT B0 DT EBRE 1T o o 23 AR I v Y — FlE# %
HEFBIEI R D /3 FER (BERIBIEI 72 L. iR ST R BIE K0S Hh RS ARG T - 7o 9iBrE . ke
EEFTH - - ERE, TP REEABZ TWEBRE) ICEH L& A, rFIXFe DA ZME
TERIBAEI D i b 2V EE CH KR L L TEIE Th o7,

FRRIBE 2 A3 2 #BRE 2 S i O FERIED D EIRI FEHIEICEI 0 B 2 156 AR
WNOIIERLHMATHET 2 F TIC—EOHMMEZES L2 L2 H D, ZIUTEHIHFERILE AT O
RANOE o AT ey — REHEN LV SEERVEL 2R LT D, ENREHZ A
T WA K O SUTB BRI 23 O JBRAE O FI S 255 5 AE R TR M & 72 © FTREVE 2 PERR
THO, BROKKE 3 » A, KORK 6 » AFOFER BT Y — FERE2RFT5Z L%
HONCORIE LTz, BRI TG 2 9 5 AR ESZ U 72 8BRE O 6 » A R TOERH
e e — REE R O G-% 6 » AR ST 7o E O 3 » A ToOER LT Y — R
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1.8 WATE ()
F7Fal s 2 i

[ A B L fE R, 2D oFEMHn =Y — RElkkE, 2E0EMHnT e Y — REfk s —
HLTWDLZ LN LT, 202 enb, 2ROFEREnTE Y — FEBIILZEL TBY ., il
IR Z &7 EOA NS, EERIRIET N ORAEC T 23 H KT 5 F TICIRER &2 232 #78k
FHORBELEZ T W ERRENT,

%3 MHRBRTIEL, BRSSO 12 » Aoy Y — NZET57—4%1 ba 207
A TIZWEE L=, Arm 1 & Arm 2 ([SHA AN DT HERE 22 DF) 50% & Y Arm 3 D4 T O
BERE DSRIEHR & L CRPEH MO FARIEEZZ T T2 b, BiRE & L CRaMEH MmO
WIELZ T COTRE NS OT — 2 N bIFREN S .+ RE B CREMEK T2 2 &
MARETH 572, Arm 3 OHERE Tk, IRBRBEATO 12 » AR OFERMM T &Y — REZKOH
S, BRI T OER LT Y — FEE (8 18 Bl) SFRBRETH -, APrAIEL o
ARG T 4 TIWE LT T — X OZSEEZ BT TR Y . REFHZ A 7= 2k i o 4 Fe ik
BECIE NEBREMZIE) NHEELRWI EEZRIBL TS, Arm 1 & Arm 2 DHERE 2OV TH
% & IRBOBRERET 12 » A COFERHIMm= Y — FEFO P RAEIL 23~25 [0 Th -7 (F 1.8.2
-4), Am 1 & Am 2 OFMHIIT Y — FEEOFRNEETH L Z Lonb, Al e L Tadtk
M O FEFRNEZ Z T TWTHEBRE O 5 B 1RBEEAT 12 » ARICZ < o= Y — R385
BLUT- BB DS, ARG O E I FIRIEREA~OMANZRIR LI /RN H D, 202 Ennb,
W 2 BAEB B D M 2o e 2 LIk o T, AIBRE BN T 534 T AN Do -l
MR o7, LM LRRL, Atk O FRED b EMRMFERIEICE) 0 B2 CTRIBBHICH A A
OB CHIL— B Y — ROBHEN XD 2ol b 2nb b3, &I R ARE Tl
MmO—BWOH HEMMLT Y — FREOBD RO b2 &b, EMffixREEE LTo
FIXFc DN AZTH 5 Z & BNEAT iz,
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F7Fal s 2 i

F182-4 AR 12HAQHMIEY — FREKEHHEFMERRPOFREMT EY —
FEIZEDHLE (998HB102 18R HZADETREM)

BERRIDFIX LAY Arm 1 Arm 2 Arm 3
(N=63) (N=29) (N=27)

TE W Fe gL

n 323 llb O

NR—=2F A Uk (FRfE) 25 2.0

AR IR R (e fiE) 2.1 0.0

a7 0.0 0.6

BUE H I A Fe SRR

n 27° 12 27

NR—2 T A W (FdefE) 23.0 25.0 18.0

AR (e fiE) 2.5 1.9 17.7

i il oD 7 -18.5 -23.5 -1.3

A MERTAR IR T O AR R i &Y — R HER IS n=31
A LR B o O R L v Y — RERE R n=10
BRI T ORI Y — RIEEE L n=26
Hil : 998HB102 7R [TRBR# LA S (55 5.3.5.2.1 FH) Table 89]

HEDE (Qol)

Arm 1 & Arm 2 @ 18 3% LA EO#ERTE 58 il 2 x5 & LT, Haem-A-QoL (A{ED'E) EHZEA
NR—=ZA T A & Week 26 Y/ X1t Week 52 (2[RI &8, QoL AR EIZxd 5 tFIXFe D&
MFHEICET DR BRAERT Lz, N—R T A VN OB R AIBBRETOMITEEOEE (E
B REE XA M O FREIE L ¥ A ) BINTIRNT LTz & 2 A, BEAFIRIC X 5 Efli e ik
MOENY R Z T BREREC o . BRI IO FRIIEN LU A TR ERE TS, FIXFe lZ L5
EM LT L D . #BRE O QoL TO M AIFEFA OkEN G LT,

(3) RAffifAD@HEFEREICET HIHRE

%5 3 /R (998HB102 §BR) OfEH, rFIXFe (XK TN F o ILMmAERF 7= 0 | g7 g 2h ik
ERIET D ZE0NmE N, KPEMNE, @% (Wob EIEFRL VRN, T2y Lk O
ATPERARB 24TV, RHEZ RBE OIS KV IREES 2. SUIHT I S IRRBERE AL PR HURERE D
RBEEEZHTZHT oD DABHERLE (FFERIFITUIRETFIN) Thod L L, 1RBRFEmE
EEDOFFFHI S W TR S A ER L7z, AN OMFERIEICI T 5 FIXFe OFMET
— A%, #EBRE 12 Bk L TITh 5t 14 O RFI DUE S, REME T ORI %
N9 2 Z N TE -, &DIC, Fhii Sz PIFOREITRILS . FHE0N T & BAaTilo
WINEGEEND LT, TRk ThI AR WA TG 2 & A Tl &S 548G
Wb & ENC, BIEEBIN L EE L ARERE TR Z <AThILO KRFMThH Y, 5 3 fHRBRIC
X 5 O BREEERN AN Sz, BRI HD L g 24 BRERICEEM L 72 1k fn o REA
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1.8 WwFCE ()
F7Fal s 2 i

1L, BTORFINIZEVT excellent L good Th o7, F 1.82 - SIZENTH LBV, 141D
KT 13 1523 excellent & FEA S 4172,

£182-5 RBEMPAOHIREICHT HIEMMHRDME (998HB102 FHER)

RIE
FMH (HEBREH) Excellent Good Fair Poor/None
KFM 14 (12) 13 1
N R B A 5(5) 4 1
BB A 1 (1) 1
& OBAEEE T B E E I 1(1) 1
EL 8 PR 8K 1(1) 1
RSN E 1(1) 1
AT i 1(1) 1
WSRO DY R R :
F—v M !
%%%@%ﬁ@t@@@%&wP " .
L=y
Al BRI, 5650 Bl BA I 1(1) 1
e R BB 1 (1) 1
INFAfE ! 15 (13) 10 1 1

U3 D/ NFiF T OIS E DR o 7
HL - 998HB102 3Bk [1ABRfE®MEE (58 5.3.5.2.1 IH) Table 28 & U\ Table 29]

FAFGIR P M RA Ol 2 LZE L L7eBRE X 26 CTHY . 2055 1 TR IENTF
iz, &5 1 FIIREAMENIN 2% 7o, IRBREYEMOREICLD L, 20 2ok
. MARICHRE L TORWEEN L PRI D KRIMEDOFHANTH - 7203, BT Ez )72
1 Bl FIX WA OB G DBEL 720 | ZO%RRBRNOHE Lz, KRFEMEoHmh-y Yy — R
DB, whkemmss [HEsas21m) wRLE

INFARRE O 1L MAERFIC 35T D rFIXFe OFRMEIL, KPR L —E L Tie, DNFIRIEARTRR
HHCHRERE 13 Bef LT 15 4 (REHLE., RREfEsiRE, d@#lEi, 027 MEE, B
BrZs, RUCEFEIE & HEE SN DEBOARR L) fThivic, ILMARHE S 7=/ Rl 12 o
25, excellent XX good & FHli A7z IEMIX 11 ETHY, 7D O 1 1% fair THo70 (F 1.8.2
-5,

i R ORI T O rFIXFe O#50%, FEREFEER CORERBEDOE=2 U o 7250
THWr L7, Zaud, tFIXFe OFGIXY T Z A LA TERT LIMENH Y | £ FIX {HMEICHE
SNWCHET LILERH DD TH D, RIBBRTIE, EEEEHE cCOREBICL2E=41) 27
ERWAHZ LT, KFINMEEZEUICEHRT D Z ENARETH - 7=, A O 51X FIXFe O
FBWDWHREEM N OBESNDL DO Th o7, MO MiERICH > T, 13& A EDHERE N
FLEGEET 1R 2B THY, 5 1 RS- OFK G EOFRAIL 90.9 TUKg (#iH :
49.4~142.3 TU/kg) . #BH-BEO P IAEIT 102.6 [UKg (#iPH : 49.4~264.5 [UKkg) Th o7, itk
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1.8 WAISGE (%)
F7uy s 2%

I~3HE®D 1 &0 OFEHREEEIIA 1B &P : 17.1~79.51Ukg/H) Tho7-, 3 H
HUARRIX, #5828 L, 128 A EOWRERE CRGHE N LT,

K FARE D (i i e [ R - A O R IE O ik - HREICO WM e P ARFEL
BRNZEROHIEZ LI TY XN L2 L aliE 2. IR Y EMIERE 2L D PK 7—4
J O rtFIXFe DWEFRAEREEINARWZ L 2B E LT, AE2RICHESE FIXFe 254252 L %,
5 3 MERBR O TRBRFE M AT E TIIRD T, T Z Sk, IR ISR S FIX GEMEE &
BOFMPFICKMEN TV, ORI L OBIR EDOANT Y X3, EBSORKRE L4 KBk LT
%705, tFIXFe OF ML, M OB S ITERRIC—H L TW\WH Z AR ahic, #llkZ &2
TYXRHDHITENDL LT, EMTE OMFEE THEH S rFIXFe O 581X, WFH 23 HE5E
LTWD =N TTA R4 OFARNTH -7 [1. 2, 31,

(4) MREETOEDME
12 AT ORI D & 5 /NEBE &%t G & U= BEREFT P O G ER  (OHBO2PED #BR) @
2B D HEMENT (BRI —BHEIC K D aPTT HIE) I2B8W T, Hiktfilnfg o/NLEE 2B\ T
BIRBRATD FIX LA S LT ty, DIER KON CL ORI A 64072 [9HBO2PED R,
PAEG RIS (5 5.3.50.4 T 4 544 %)), FIX BHEIASMORE~— I —Ch o 2 L
AN rFIXFc%%%L XY FIXTEMHICHES S PK 70 7 7 A VR EE LTc 2 & 1E, SikiFinE o)
REETH (FIXFe BN RAZRT Z L AR L TV D,

PLEORER LY . Gt omesis, S, B oM amiindhicsnTthb A
IIMEDHERE S TR Y . AAIDREE « 20 5T TIEEERE S IX K7 R ZBHF TR T 5 HieErm o
) LERE LTz,
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1.8 WwFCE ()
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183 RiE-AE () RUZORTERMN

1.8.3.1 A% - AE ()
AT 2 BT DV 2 B T L. B T TREIRICRRIRMNIC TS T 5,
W, AR kg %720 S0 EFRHEA A #9523, BFORIEICIS U CEEHET 2,
EMCE ST 2546, B, RE kg 4720 50 EBSHEALA# 1 [E85E, X 100 [EESHAL
Z 10 BIZ 1 RGBT 5, LIEO&E L8R OB GREITEE OREBIZIG U Cla R
THN, 1 EOFRGEITARE 1kg 4720 100 EEHEA 2B 27202

1832 F&-HAE () OFRTERN
tFIXFe @ % - A&, % 3 MiBr (998HB102 #ER) DK ANMET — %, & 3 kb
(998HB102 #fB#) W ONZH 1/2a FHFAER (SYN-FIXFc-0007-01 58%) TF5 7= Gl 722 3L @h
BT —Z ko TEMT LN, o, NEBEZG L Lz iRHE (OHBO2PED k) o
AT RS R b B ZITRE LT,

(1) % 3#85KER (998HB102 :HER) D AEHRTIEM

55 3 FHERER (998HB102 #ER) THE L7z 4 B EH CTHWZHELK OB G MIBIZ, & 122003
B (SYN-FIXFc-0007-01 #Bk) T HAVZFIX EAE R OFIXIEERN—RA T A L fi% 1% EFl>
ToFRRERFIC DWW TBIR L7e [4], 5 12238k T O M7 FIX LSO FEHEIEL 0.93 (IU
[ALY(U/Kkg) T o712 Z &b, MAIRBEE X 5 LR O 1R T — BRI HEDE S 41 5 FIXHY
%U@ﬂ%%%ﬁﬁwr%;m:mifénk (1], & 12afHRBROPKT — % OF T IVREHTICHES <
& ARAD 50 IWU/kgZ fIRNER G- L7c e, &G5% 7 B (5% 168 FF[#) OFIXTEMED FEMHE &
OHRAEIL, X—=RA T4 L0 HZNTN 247% KDY 2.10%E< 72 b & TRl z, S612, 8
80%DYIRFE T, &5 7 HEDOFIXIEMENRN—AT A4 L0 b 1%mWMEZ R EHESINTZ, Z
D ENDL, Am 1 OPEHEZ, 50 [UKgDH 1 [EHEE- L Lz, RIS, AH] 100 TU/kgZ% ik
NG L6, FIXTEMED 1%% LRI D E 2R & 2 MM OFHEIT 123 A EHEE S,
Arm 2 O ] 100 1U/kg TORAMI O GHIFEZ 10 HH & L7,

(2) AMEhoMFEEEICET HHERE - BE

% 3 FHEER (998HB102 #ER) XLV, Hifl=t Y — FIZxt3 2% T, 1 B &N 50
IUkg CORENPEHTHD & OFRERP GO, KB THELNT FIX EREEEZETS &,
30~60 IU/kg O &HFH CHREG- LS50, FIX IEMEIL 30%~60%E 75 EE 2 biDh, AR
T2 HOEL 2T LI/ D (BRELH D 720) gEREEA T, 1EH O£ D 451F
M 2 BIHOHEGMNMTbATWE, A2l —3 3 PK OFFTIVENTICHKSL &0 AH 50
[U/kg DF5-72 5 48 K§fEl#% D FIX IEMEDO TP RAK T 8.62 (5% @ 5.36, 95%/5 : 13.2) Th -
oo LMo T, INHOMKRT —# & PK v ab—va UfERICkY, (EmERICBT 540
FERIETIX, HEITIS U 48 BRI ICAA] 30~60 1UKkg % &K 5425 &Mk - ARICEET S
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1.8 WwFCE ()
F7Fal s 2 i

R EOEENEMTI LN TS, RERTIE, KEMICET 5T =2 Z2INE LR h>723, K
7l 100 IU/kg 2595 &, K5 OEE T FIX IEHED 80%LL LIz b & PK v 22 b— a3

X VHEESN TS, 2 BIHUEORGIE, BE ORI
LTV AT L TR, RFEMRFOHELE &I S

MBI DAL 2#K 1.83- 11 LT,

CEASWTHB T _E TH Y, HifnAs
ZLEBHLARETH D, HilTE Y — RIiZ

#183-1 AHEOOHEREECOREERVEREHROER
H I D FRE W7 MR B IX K7 L | g (JEIRE AL k) Je OV -
MV (%X EEBRHAL/AL) BARE (F3FHD)
R K OV AR 30~60 30~60 [E B BT kg
B - BEERH L, PR A R R A HIPT AR D DA, 48
PEID 7R NFRAE H i (BT B Ref BN 545 2 &,
) TEOEME ROV i, 2
FEMERIGRELAR L, RS ASE HH
EHE 80~100 100 [EFREA7 kg

Bl = Adin A a9 i

BN GBI LTk, AR
B o#5ERLORETIED R
LaeBRTDHT L,

HARTA2 [1, 2, 3] mbWELE

EyaN

%3 fHRERIC

Z DD &R O G-I

B OARRE K OERIR

BRAERE L CHEEHET D,

LA ST B AR ANWEERE T oM I O FE R ER O (FIXFe OA R

BN PK 7 —Z VTR b BEROFRREFAKRTH 72 Z L6 BAANMAR B & IZEBWN

TH YL - HEZENT S Z

LITRETHDLERD,

(3) EHMHFTEEDHERE - B
3 AHRRER (998HB102 3XER) @ Arm 1 & Arm 2 O EHIFIEIERE O ONT-T —Z b,

FIX IEPED kT 7D 1%

M2 &2 1001U/Kkg) 2%, BGE

CHEFF SN D L 91T FIXFe OG5 B2 5 L7-H
% (BRIGHE - 50 IUKkg) <o, fEl & (28 5-[IR 2 0% U 7= E S e ik (Eﬁ#ﬁmyﬁ-ﬁﬁg:
MIAE N Z 7 RT 2 & MR S iz, 0 E I Fe R k3

1 [B] D 7E HAH TR
10 A
N Siifa

Mzt Y — FE@@ﬁ%&ﬁé%Tbkoﬁ%%%9ﬁﬂuiﬂﬁbt%%%ﬁ%ﬁ%&bf
B 6 » AMOHAE (Am 1) ROE5ME (Am 2) 208 L2 E, 22 mRfd 40.7

IU/kg (#i[H
2 DOEEHEDO=—X|Z

: 21.3~82.7 TU/kg) .

Pl 13.8 B (FiPH

:7.8~19.1 H) BNRrEN=Z &b,
BOREIZHMEOH L KRG HFEOMLEMEN REINTZEE XD, HARAGER

FTOKRK 6 y HHOHE (Am 1) KO GRE (Am 2) OFEBIX, L E 39.6~
70.6 TU/kg (4 431) KUY 10.4~14.0 HIE 2#) TH-o7=,

Arm | OFERE) PK Y7 7 —7"ChD /) F a7 /N7 7 &d PK HERIZ

X oT, & 12a FHRAER

DFERNEMT N, KFNE T a7 T 77 Ll LTI R 243 (FIER L.
Time 1%7% 221 f5iEE L, FIFEE D FIX EFERSEOND Z ERNRENTZ, Amm 1 TO 50 1UKkg
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1.8 WwFCE ()
F7Fal s 2 i

Be 5% D Time 1% DO FEMEIX 112 B TH o7z, Arm 2 05 & 572 PK OFER2 5 100 TUKg %
H5#® Time 1%DF¥)fElX 15.4 H TH o 72, PKEHliFE RN D, 75%0DHE T 14 H O 5-[HE
W2 72 0 FIXIEMED 1%BICHEFF SN D L Bbih s,

BERE ARG L LTcARE 2 b—3 3 » PK T 2RI LT, REOHEERE 2B\ T FIX {HE
FEREERRZE LT 1%BICHERF SN D K5 2Bl ok 5 hEZ I 2 Lb—v a3 Lz, 50
IU/Kkg 512 X 5 1 EO# 5. 100 [Ukg @ 10 H kA TORHR 5 KON 100 IUKg O 14 HHETOH
QKOMTVQJV—VEV%ﬁotOfEJV—VHVPK%W@%?W%ﬁ@%%\F§7
ED FIX IEMEMEAY 1%LA BICHER S 4L D #BRE OFIAI1E, 50 U/kg 512X 58 1 BlIO#EET
%%%\wnwmauoaﬁhf®&51mm\mmm@au45@%f@&5?$%f&oto
BRR T — & LB L CTARE a2 L— 3 > PKAFATICE D 100 IUkg D 14 HZ &G E21TH &, K
50% DR TN LN T 5 Z ENEMIT b, B TOREIZ X DFMEESS PK S HC
RIERAZFEDSNT, HHMRAFHEHETE2RGETHLIZLE2BETL L. 4 HRERBORYS
EE G IR 5iED—D2Th 5 Z L AR S LTz,

INHOFTRIZESS & REOHEERE 2 mUNIRIET 512H 72> Tk, LLFD rFIXFe DB
%%®&5ﬁ%%%m¢é_&T%Lii&w&%zé:
11 50 EBHf7/kg & 1 fEIC# 595
18] 100 EFRHAL/kg 2 10~14 HEIZHE5T5
2 OOEHMAREDO HER RIS, BEORELOEEDRICADE CHEHETE S,

HARANBEERE CORGEN D, BARANMAIR B BEFOEMHFEIEICB W T HANR L7z FIXFe
OHEZREE - HEZEMAT5 28134 THLEEZ D,

(4) BNHOMTEETCOHERE - AE

%5 3 FHEER (998HB102 #lER) TR S 72 KFAT 14 fFrp . firhic ki A2 ¥R 9 5 72 Dl G-
L 7= rFIXFc D4 58O RAE T 102.6 TUKg TH -7, MO FIXFe O 1 [A14% 50 i KMl
1 1423 1U/kg ThH o7z, i 3 BREIO 1 HH 720 O rFIXFe O 5813 17.1~79.5 IU/kg/H TH Y |
3HBURE, 1 H®H72 0 O rFIXFe OG- EITHAD LTz, Ziub D7 —H %, rFIXFc OE K-
MR & RO IR O[T BAE FIXTEHEEAME T L2 & & —H L TnD (£ 1.83-2),
ZOETIMIE DA - AETIE, RO 3 BT 95%LL Lo #BE T 30%LL o FIX %
PHEDE DAL, £D%O 11 BRI 95%DEFE T 15%LL EO FIX IEHERHE L5 & THlS
Do

RIBBRIT/ N T 2200 DR E D Ak - AEICET25MERZIET D Lok TFa v
STV oo, BH O PKEHTIZH-S< & rFIXFe 50~80 IU/kg Z#5-341Ux, KPFO#H
B C/NFINRFOHERF AN O FIX IEHES/R LD 2 &R TFRIS T, FIXFe OB 5%
RLE DREME, FIX M ORIER, RePal—va v PK o I a2 — g o5 —2 2SS
WTEMT 5 Z & TRERWE b (F1.83-22),
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5 3AHRBROEER T — & O PR 77— % OERBRITISE | L7 ANTHE B O Bk O HELE
FIX JEMEAE 2 Z B IC AT, BRI EEH O (FIXFe OHESE &4 3 1.83 -2 10K LT,

x183-2 BMiAOHREREITOREERVERSMREOER

FiF o WABE 72 9] LR R[] 5 IX (K- L~ 55 (EBREHAL/kg)
(% XX [EBRHAL/L) K OV 5B (REfH])
INFf 50~80 50~80 [EFEHAT kg
(BOHED Wk 25
ip) W, HERETHYTHD
M. HEIZG T, 24-48 FEfR £
ENIE R T
RFiT AT 60~100 100 [E| B EAT kg (9014 5-)
(MEEN FAlr. A TEafiE .
W A Sre) 1~3 HH: OO 3 HEE, #IEES 6~10
HEFF LUl 40~60 BRI, RO 24 R4 80 [H
EXEANT kg DB E- % E B35
4~6 H H: Z &,
HERF L ~UL 30~50
AENIEW L2645 &
7~14 HH: e, 3 A LML, B REER
HEEF L ~UL 20~40 B L, ®E5MEE 48 R EICIE

i1 b N

HARKTA2 [1, 2, 3] »oWELE

% 3 fHBR (998HB102

) TR O FRIEFE A AL S LT B AR ABRE 1T 72
Sz, LUL7enn, 2O FIFRIEICBT 5 A ARAERE TORGEN 2R OB EREHEH T
DRFEE —FH L TV Z E R OEARAPEERE D PK 717 7 A Vs BAR AL OWERE & FfET
boleZ &b, AARNIMANR B & OB OMAIIEICIB W T HANR L7z rFIXFe OHELEH
% MBEBATLZ 83477 EEZD,
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FERLDEE () RUZDORERRL

Ao MER EOEE () | 1X. T LTARADOCDS 6 L, ‘MRS (%2747
2® 2Ry "M, 7 U 2= %M, PPSBY-HT) DOIRFCELZESR L TCRELR,

FEREOEE (F)

AERAL

R AEICHEI SERALOIR
AETkgH = YIERBELOXFZRET HI LITL Y., BRME
P OMREEREE IXEF L AILHAY (ERREM/dD) ERT52E
ARRAFEND,
BaDEEICETHEMHE CHEERA. LRES) RUKH
2R PRRMREEL DO, BDEEFILUTOHERXITEIL
THEHT S &,

DEE
(EprE =

i)

% ERE 5 IXERF 0 MmEREFIXEFOL
x BRELAE OXEE x FEOFEH[ (ERREA
PRELAT/dL) /dL) / (EIRRE/ke) ]

*E
(ke)

A[AMHMmMEXEEAMACERY 51583, MRERESE IXEFEE
DRAERETIREBEDREZHEL. TRESBIIREERU
BREERERGST S L, o BRNDOERFOHS FS51 0%
SRS L, [ TERLGERMIE O) BRERE! XU T

BREBRICRIEFTHE OESE]

AMHNBCE T SR ERVESMROBER" 2 9
[ IEmBit) OESE]

HimOEE PEZMBRES BE5E (ERRERL/ke)
IXEFLAL RURSHE (BRH)
RIS EEEf1/dL)
BERUPEE 30~60 30~60 EMREAI/ke
B . BAEiHI., HRmE HImMARMNEDH 5N D
BEFHHEVRERE BE. 48 RIS (BN
o (BZREFRRC) . RO ®BE5IHE,
GRUBHM., REMEH
SR I, AERRH M
33 80~100 100 ERR B ke
Bl EdmEEHNTHD EMESIZEE L T,
BB+ E5E
RUBEHEOERE
BRI DL,

BHSIET 2 RERERUREMRORR " 2 Y
[ IEmBit) OESHE]

FifiDEE HEAFE MRS E BEE (BB ke)
EIXEFLAL RURSHE (B5RH)
(X I$ EFER 82 /dL)
INFAfT 50~80 50~80 EIFRE{L/ke
(BHHED LR
EEED) BE, BEHRSTHATH
HH. BEICIE L., 24-48 B
RIS EMESET 5.
KFHfi #E : 60~100 100 EIFSE £ /kg (MIEITRS)
(ERERFMT, A
IfEERiTEE | 1~388: KU 3 BRI, HEES 6
) L AL 40~60 ~10 B, RU 24 B5fAE
1= 80 EIFE B i /kg D EBANE
4~6 AE: 5%5E58T52¢&,
#iFL AL 30~50
FEIGRPLBMEET S
1~1488: ZEMD. 3IRBUEIE. &
#H¥ELAIL 20~40 EExREL. BE5HRE
ABEFREEICENTH L,

1.~2.
AH| D CDS @ Dosage and Method of Administration
DIAF CIEFE DI LFIT S ERIE LT,

1. BERE CROBHEICFEEICERST S L)

M

2)

AFI DRSSO MFRERE X BFHHF < LEBEDER
FEEOHLEE

FFRBEDNEE. MikOBE. HER. OIRERMEEZRDOIRY
DHZHEE, RERBBEOBIZEITBIEE I E P95 EEEH
DIC) mHLHEE [MEERMEEHED VR IAHEINT, =
NEDEE~AOREICELTIE, FEOEBELOFERELEEH
FEDYRDEMET S &)

D~©2) .

— AR R FIR & LT, AFK|oO CDS @
Contraindications DI K& OFHE D IR CEIC IS &
AE LTz,
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FREDIE () A EARAL

2. BEELGEARWIE
(1) FHOHESE, ORFOHREERELDEMOS &ETHBT LS | (D)-0)
I Z#0> CDS ¢ Warnings and Precautions X}z UH
O CENCESEFRE Lz,
2 KEOBEIZLYVTFI453F—%EBLTULX—RIEAH S
OB ERHIDT, +RICBREEZITS> L,

@) BEOMPICMAFREE X BFICHT S, VEELZ—DRES
2BENNHD. FFERELTHLFRLELEOMESFONG
WMERICIE, 1 VEES—OREERE., BRENLS vEES—
DREETIBREFBRCAN L, BYBREEITI &,

4) mMAEEEFE X RFISHT 204 e E2—DFKELI-EETIE.
MEEESE X BFREICEYTFI45F—0 R HHEM
TEHAHMENH D, TUILF—REOBENHDEEHICIE. OE
BREE X RFICHT I 0 EE2—OBHEERRTLIE, £
fz. BHEBBERGOKERVEREEZEICHREL. AFIRSM
HIZIIHFISTET DL

(6) +HLGMBERSE IX BFLALICEE - #FL TSI LEHE
BRI, REITE L., MFPMBREE X BFLALEE
=By ITBH L,

6) AF|DHEEECFHIE. EMNZOZUMFEEICKRETL, E2F ggﬁwi{f%g O ESNA - ERTHRINST-
RIFZFORENETIFERATTEEHIL-EEDHAZEAT S . — AR S AR E LT,
L, RRENFTIRICIE. EFRAEEDEELTE 52K
LfzD5., HEICTEUGABENTAD L EHRALIZLT. E
FIDEBIEENHL L TERET S L, F£-. BEXIIZTORKIC
stL. REIDESIC &Y RKBET IO HLEMERFICOLNT
L+RHBAL., AEEHCEFRASHDEENRDONIZIGE®
BE5ZOLEMMENT+RLEZEICIE. BONZEBRKE~NERL
TEHLEET L L, HAK. EEECEFOBRELIEE LIS
BIClE, EMOEBTCEEICRETIHE., BULEHEETS
&,

3. ElER
BEEOHHAREMNRREBEEENRE L-ERLRE 3RS | AAID CDS ™ Adverse Drug Reactions DIHIZ L5
BRICENT., REMFMARE 11946 (BAAN6HIZEE) 104 | & ARZECEEILFES 3 MERRBROLEME
(8.4%) IZEMERMESH DNz, THEMERAE. BHE 246 (1.7%) | AR EER Lz,
RUODEEEE 246 (1.7%) EThot-. (KB
(1) EALEMER (EX)
D Yavs, 7FI745%—
o BERFRFIBNTYavy, 7HI714 35 —HESR
AREESNTWD, Ya vy, FFI4 53X —HEEEINHS
Hbh3ZEMRHBINT, BEETHITTL., EHD. TE, OE
2B, FREH%. MEET. SREOERSBOONEBEIZE
BEEfIE L, BYBABEITS L, ((EELERWEE] O
EHSHE]
2) MieEAREE
O RERFHEKICE N THRBEESEARE SN TINS, Mmig
BEERAHOHONZEAHINT, BEREFHITITL. BE
ARHONIBEICE, BEERIEL, BYULLEETS &,

2) ZnitnElfER

. e
= *
BEARDE T 2 S
- — FEEDHEL.
BEREE LT ey
EBEE DoREE CET
_ﬁg " %EE%B;U PRIV BN L
peeioskoh B EABRERS
DREE nE
5 & URBEE R
MEEE EME
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A EARAL

4 SEHE~OKRE
—RICEEE TIIEBEEENMETLTLSDOT, BEEOREEZHEL
BALEEICKRET S &,

—fRAZRER & LT, AAID CDS @ Special
Population (Geriatric) & OSEIEDOURA LEE S E TR
E L7z,

5 IR, EfR. RIBF~ORS

(1) EIRRITIERL TVSTTEREDHHIFAIZIE, BRLOFEMEA
EEREZLEELDLHBSNIBEICOAREST ST &, [HEHR
FOREICET H2REMEIHEILL TR, A, £EFRESH
HERITEEL TWAEL, AFIE Fo HIEET 510, fEEZE
B SEREMENH D]

(2) BEPOBAICEK, BELBWIENEFLLA, PLEFTE
B 35583 RAEZRTIEEL L, (BEATOESICET IR
EHFFEILLTOEL, A6, BT HETBITHERITIER
L TLMEL,]

1~
AH#> CDS O Fertility, Pregnancy and Lactation
OHEDORMN LEESBEITRE LT,

6. MEZF~ADOERE

RBERBFDBEICEVTIE, BELYIBTVREERVERLGERSA
DEEGDAEELH DO, BREERVBRSHEDRHICOVTE
HREHAT S &, [ TEYHE] DEBESE]

AH#l> CDS @ Special Population (Pediatric) } O
ORI LEEZSEIRE LT, 36T, MR
BEXRE LEAFORERRR (9BHO2PED) O
TR R O B E IR E LT,

1. BERBREHERIIRETEE

FEEEROMAREESE X AFEEOREICSENT, FiELHs b
AURTSRF OB (aPTT) HEDEES., AERRIHEESZ
LEREMN DD, AU U EET PTTHEZRVORE—KRET
. BEHEESANTLE, BEZTRT LAHIDTIRT S &,

A7 CDS @ Monitoring Laboratory Tests % 225 (2
E LTz,

8. BEALDIE

(1) FA%es:
1) ARRERVHBRERESFRELTWDIEE, FEFNICERIC
RLTHELI L,

2) RISNF-BREOHERAT I L, KREISBEBREEEMA
. BHOICAZECESICEILTERTSIE (BLURE
SLENIE)

3) DHHLREELLENI L,

4) BRLEEE. hIHEILEEXIERTHD, MBEXILEY
NROLNBEZEE. FRALAENI &,

5) BBLEREIFABIIBIHEES. J4LI—FNATLTET
A—H#FHWNLZ &,

6) BEELM-®IE. ER B0°CET) TOHHRET S ENTE
%, CEFILINICER I WMES X, BET D&,

7 READIGAE. TR B0CET) THRETSHZLILTED, E
BTRELRLIGAICIEK. EFRYPREEX HVERTEH AURIC
FAL. BUSEBEICRSHWLI &,

() #"E5E:
D FERLFa—T&ERALAENIE, F=, HFICERALE
BHT. A EFRREREGLEWVI &,
2) FEREOEBRITHEFTEOSENAHIDOTHERLEGZNI &,

() EEBECESH:

1) FHICKZBAZEETH-0. ZFHOREIC+HITETSC
&Es

2) XOEEBEHSTEHIZ, EFIANA TILENBIZANTIKETR
FIdl L,

3) FRAXAOEBEMBZOMNEBIZONTE., TAEDIERIZHES
&,

(1H~(3)
AF|> CDS @ Pharmaceutical Particulars K& OFHHK D
WM SEESBITRE LT,

9. ZDHDEE
o mERES IXRFRECSWNT, FIDEIRD T—TILERALE
BEEAICE Y MREARE SN TLNEY,

AF#l > CDS @ Warnings and Precautions (D8 & U
DU LHFEITHESETRIE LT,
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1.9 — AL FRICIR D 3CE
a7y s A%

1.9 —RREIBRMICHEDINE

1.9.1 INN
BUE, p-INN2DSRE L TWAD A, r-INN OIEIZ 1TV o o TRy (20144 5 AR
. Eftrenonacog Alfa
INN s A (Genetical Recombination)
INN & # 35 p-INN List 109, WHO Drug Information, Vol. 27, No. 2, 2013 p.153
1.9.2 JAN

7 hvFaly TATyr GEGEFHEEZ) 1%, Rk 254 7 H 24 B CESKE—I%AI4L R
IZOWTHEEEITY, Rk 26 4 5 A 29 HAHEA S EE ER AN RAETEHRE BN KRS
F0529% 1 5) ICL VAR ENT-,

5 4 H K 4

P R i — RO 4L R Eftrenonacog Alfa =7 v Fas TATy
(CEAn FHA#Z)

(Genetical Recombination)

EED

Eftrenonacog Alfa is a recombinant Fc-human blood coagulation factor IX (FIX)
fusion glycoprotein (molecular weight: ca. 109,000) composed of a A-chain
consisting of 642 amino acid residues and a B-chain consisting of 227 amino acid
residues. Amino acids at positions 1-415 of the A-chain correspond to FIX, and amino

acids at positions 416-642 of the A-chain and the B-chain correspond to Fc domain of

g%i human IgG1. Eftrenonacog Alfa is produced in a human embryonic kidney cell line.
ENEE ) [FA] . . .
7 N Fals TAT 7, B Fe-t MMREERESE 1X K7
(FIX) AlABE X > %78 (8 - %9 109,000) TH Y, 642 DT I J %
Enoiesd A, KO 27007 I Bk 57225 B THERIND.
ABED 1~415FHOT 2 VBRI FIX, ABHD 416~6R2 FHDOT X /M
B #i3t b IgGl ® Fc RAA VYT D, =7 M/ Fars TAL7y
1%, B MRIEHSKEMRIC LV EESND.
LG
X% RO B0

72 RIS

Ca330He64sN 116401331841 : 97620.78 (¥ > 737 B4y, 2 A8H)
NIRRT 5 A $4: C3156H4909N3610086S33: 72107.39

77 77
B ﬁé: C1144H1773N303O345Sgl 25547.66
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BHE : AR O BEHDT X/ BRELF K OFEGHEE

A YNSGKLEEFV

|
OGNLERECME EKCSFEEARE VFENTERTTE

FWKQYVDGDQ

CESNPCLNGG
L

|
§CKDDINSYE CWCPFGFEGK NCELDVTbNI
)

KNGRCEQFCK
|

NSADNKVVCS
PDVDYVNSTE

KVDAFFGGSI

PCGRVSVSQT

QTEGYRLAEN QKS?EPAVPF
|

SKLTRAETVE

AETILDNITQ STQSENDEFTR VVGGEDAKPG

VNEKWIVTAA H?VETGVKIT VVAGEHNIEE

IRIIPHHNYN

KEFGSGYVSGW

AGFHEGGRDS

VSRYVNWIKE

TPEVTCVVVD

LTVLHQDWLN

AAINKYNHDI ALLELDEPLV LNSYVTPICI
|

QFPWQVVLNG
TEHTEQKRNV

ADKEYTNIFL

GRVFHKGRSA LVLQYLRVPL VDRAT?LRST

KFTIYNNMF?

?QGDSGGPHV TEVEGTSFLT GIISWGEEFA

KTKLTDKTHT CPPCPAPELL GGPSVFLEPP

VSHEDPEVKE NWYVDGVEVH NAKTKPREEQ

GKEYKCKVSN KALPAPIEKT ISKAKGQPRE

MKGKYGIYTK

KPKDTLMISR

YNSTYRVVSV

POQVYTLPPSR

PVLDSDGSFF

DELTKNQVSL TCLVKGEYPS DIAVEWESNG QPENNYKTTP

LYSKLTVDKS RWQQGNVESC SVMHEALHNH YTQKSLSLSP GK

DKTHTCPPCP

APELLGGPSV

FLFPPKPKDT LMISRTPEVT FVVVDVSHED

PEVKEFNWYVD
CKVSNKALPA
GFYPSDIAVE

NVESCSVMHE
|

GVEVHNAKTK

PIEKTISKAK

WESNGQPENN

ALHNHYTQKS

PREEQYNSTY RVVSVLTVLH QODWLNGKEYK

GQPREPQVYT LPPSRDELTK NQVSLTCLVK

YKTTPPVLDS DGSFFLYSKL TVDKSRWQQOG

LSLSPGK

AH

E7, E8, E15, E17, E20, E21, E26, E27, E30, E33, E36, E40 : 50 y-71 LR % 21k ; D64 : 5 HIp-£ K e
X3k Y155 By EIRRER L ¢ S158 @ ER4H9 Y Ml ; S53, S61, N157, N167, N492 : BEgH#SEA ; T159,
T169 : ER4THIBESEAE A K642 : ks v

B #H
N77 : BESHAE S ; K227 Emyii T ety 7

ASHCA21-BEH C6, ABiCA24-BEH C9 : AN T 4 NS
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TR BEEHOHEEHE I
A ${S53
Xyl-Xyl-Gle

A #1861
(NeuAc-Gal-GlcNAc)y, ;-Fuc

A8 T159
(HCXNACHCX)(I ’Z)NCU,AC(I ’2)803(0, 1)

A H{T169
(HeXNACHCX)(l,Z)NCUAC(I’Z)SO_",(O’])

A N157,N167
(02-3/6)Gal(B1-4)GIcNAC(B1-2) ~ Man(al-6) Fuc(al-6)
(a2-3/6)Gal(B1-4)GIcNAC(B1-6) -~ AN |
NeuAc o.; Man(B1-4)GIcNAc(B1-4)GlcNAc
(a2-3/6)Gal(B1-4)GIcNAC(B1-2)
Man(a1-3)

(02-3/6)Gal(B1-4)GIcNAc(B1-4) -~

A 84 N492, B $4 N77

Fuc(al-6)

(B1-8)GIcNAC(B1-2)Man(a1-6) «_ |
Gal Oiz{ Man(B1-4)GlcNAc(B1-4)GIcNAc
(B1-4)GlcNAc(B1-2)Man(al1-3) -~

R
FIX—»
Fc KA A~
Af{ B
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1.10 3 - BIEREDREBEEEROE LD
F7Fal s 2 e

%4 % | =7 by Jars 7Ty (ElEFRfR)
1S G A B
BRE « ZhR | MHREERE S IX KK Z AR 2 H g o 4
AN 2 A OIRFRR R TR L. B3 T GRIRISEIRNICES T 5,

BHE . 1[EMRE kg $720 50 EESHEAL 2R 59 50, BEOWREIZIG U CiE
HET 5,

A - HE EHENCEET D86, WH. KE kg 4720 50 FEBREAAZHE 1 B#S5, X
X 100 EHEREALZ 10 BIZ 1 F&EGM ST 5, L0 N O 50
IZEEE OIRREIZIE U CEE T 228, 1 BO#K5EITAE 1kg 4729 100
BRENLZB RN L,
B D FgE
Bk =7 ~Nvodary 7Ty GEIiEHEEZ)
WA A7 a7 A EER 250
T4 kO a7 A A 500
Rk Gy - & F7m ) 7 A FEEH 1000
F7a 7 A FERH 2000
Fn7u ) 7 A EiER 3000
AR % 550k
EhpRE | B H5HIR | BERRR BhHE (mgkg) | EEME | BFTA
= . RN (4B 2L 1000
. F v | 48 1) 0, 50, 200, 1000 U/kg L
. P 1000
B |5 R AR GE 11E) |0, 50,200, 1000 [U/ke L
B |27 | BRI GE 1ED) | 0, 50,200, 1000 Ilgi’l?g AL
BIVERZ R (BMAREMBEEEEEZET) 10119 §1=8.4%
[EIERH R 5 3 AHRAER  (998HB102 7XER) ]
EIVEFA (MedDRA ver. 15.0) FEHIE (%)
%%E}Djljj(ﬁj\iﬁ %2&%@ (EWHﬁiT%@J%Z . 119@] 1)
T R Ep 2(1.7)
FEIED F W 1(0.8)
BIE R P 1(0.8)
" ] i 1 SR 2(1.7)
AR 1(0.8)
—fi% - BRHREER L | Y 1(0.8)
OHTRIEOWE T e [ 1038)
Y - e EullEs 1(0.8)
BB L OREEE P ZE M R I 7 ER 1(0.8)
I 48 2 & i JF 1(0.8)
VS 3 RERRER O I TR ST A H I AR SRR % 2 T T AR S 119 431
E=yan NRAF v« TAT w7 « D Suopkiett A @A
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FWKQYVDGDQ

NCELDVTCNT

KNGRCEQFCK
J

NSADNKVV&S
PDVDYVNSTE

KVDAFFGGSI

?TEGYRLAEN

QKSQEPAVPF

AETILDNITOQ

VNEKWIVTAA

STQSEFNDFTR

H?VETGVKIT

IRITIPHHNYN

KFGSGYVSGW

AGFHEGGRDS

VSRYVNWIKE

TPEVTCVVVD

AATNKYNHDI
GRVFHKGRSA

?QGDSGGPHV

ALLELDEPLV

LVLQYLRVPL

TEVEGTSFLT

PCGRVSVSQT
|

SKLTRAETVEF

VVGGEDAKPG
VVAGEHNIEE

LNSYVTPICI
|

QFPWQVVLNG

TEHTEQKRNV

ADKEYTNIFL

VDRAT?LRST

KFTIYNNMF?

GIISWGEEFA

KTKLTDKTHT

VSHEDPEVKF

LTVLHODWLN GKEYKCKVSN
DELTKNQVSL TCLVKGEYPS

LYSKLTVDKS RWQQGNVESC

CPPCPAPELL

NWYVDGVEVH

KALPAPIEKT

DIAVEWESNG

SVMHEALHNH

GGPSVFLFEFPP

NAKTKPREEQ

ISKAKGQPRE

QPENNYKTTP

YTOKSLSLSP

MKGKYGIYTK

KPKDTLMISR

YNSTYRVVSV

POVYTLPPSR

PVLDSDGSFF

GK

B 4 DKTHTCPPCP APELLGGPSV FLEFPPKPKDT LMISRTPEVT|CVVVDVSHED

PEVKFNWYVD GVEVHNAKTK PREEQYNSTY RVVSVLTVLH QODWLNGKEYK
CKVSNKALPA PIEKTISKAK GQPREPQVYT LPPSRDELTK NQVSLTCLVK
GFYPSDIAVE WESNGQPENN YKTTPPVLDS DGSFFLYSKL TVDKSRWQQOG

LSLSPGK

NVEFSCSVMHE ALHNHYTQKS
L

A 4

E7, E8, E15, E17, E20, E21, E26, E27, E30, E33, E36, E40 : #50y-71 /LR % AL ; D64 : B3 HIp-£ Ko
XAk 5 Y155 ¢ S HIRRER{L 5 S158 : I U ek ; S53, S61, N157, N167, N492 : BESHFE A 5 T159,
T169 : 4y HREEERS & ; K642 : B 7aty v s
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N77 : BESEAE S K227 - Wiy ey v o
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TR PEHOHEEHEIE
A $4853
Xyl-Xyl-Gle

A $H S61
(NeuAc-Gal-GlecNAc), -Fuc

A 4 T159

(HCXNACHCX)( 1 ﬂz)NeuAc( 1 72)803(0, 1)

A $5 T169

(HexNAcHex)(l,2)NeuAc(1,2)803(0,1)

A $8NI157,N167
(02-3/6)Gal(B1-4)GIcNAC(B1-2) ~_ V(e Fuc(al6)
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328 RE (=7 bv/Fas FTAry (BEFHE#X) . Biogen Idec, Inc.)
3281 —fiEH (=7 b/ Fay TAT7 (EaFHEBZ) . Biogen Idec, Inc.)
32511 I;;rfr’l]enclature [eftrenonacog alfa, Biogen Idec, . _ _ g e
3.2.8.1.2 Structure [eftrenonacog alfa, Biogen Idec, RTP] — — — HEsh | FPNE R FEE
32813 E;I]':l)e]ral properties [eftrenonacog alfa, Biogen Idec, . _ ik Letraerr sem
32828 (=7 bV Fay FAvy (BsFHE#Z) . Biogen Idec, Inc.)
32891 Il\{/lTaB;lfacturer(s) [eftrenonacog alfa, Biogen Idec, . . e
32822 Description of manufacturing Process and process ‘ 1
.3..2.S.2.2.1 controls [eftrenonacog alfa, Biogen Idec, RTP] — — — wEsh | FENERH BT
Introduction
328222 Cell culture — — — o | s 2Em
3.2.8.223  [Harvest — — — o | PR A
328224 Purification — — — o | FEm
3.2.8.225 Filtration, dispensing, and storage — — — W | FEP R A
3.2.8.2.2.6  [Solutions and media — — — AN AN~ ¥ d A
32823 Control of materials [eftrenonacog alfa, Biogen ) \ A
" Idec, RTP] — - — ok |RENEEL T
3.2.8.2.3.1 .
Raw materials
328232 Source history and generation of the cell . - . ik [erverd =em
substrate
Preparation and testing of the cell banks , et | =
3:25.2.3.3 [eftlr)enonacog alfa, Biigen Idec, RTP] B _ B HpAh | KEPIEORY GE A
32824 Controls of critical steps and intermediates » .
328241 [eftrenonacog alfa, Biogen Idec, RTP] — — — A | AN E B B
Introduction
3.2.8.242  [Cell culture — — — ok |FENERH R4
328243 Harvest — — — o | e 2
3.2.8.244  |Purification — — — o |AENEOEH R4l
3.2.8.2.4.5 Filtration, dispensing and storage — — — WL |FAENE R FE
3.2.8.2.4.6 Stability of process intermediates — — — WA | AP EOEH A
32525 Process validation and/or evaluation ‘ 1
[eftrenonacog alfa, Biogen Idec, RTP] — — — WAL |FENE R FEmE
3.2.8.2.5.1 .
Introduction
328252 Impurity clearance validation — — — sk [FEPNERH FEAE
328253 Process consistency validation - ‘ B
- [eftrenonacog alfa, Biogen Idec, RTP] — — — WS | LR B
3.2.8253.1 |, .
-introduction
3.2.8.2.5.3.2 | -cell culture — — — MBSk | REPREEL R4
3.2.8.2.5.3.3 | -harvest — — — MBSk | REPEEL R4
3.2.8.2.5.3.4 | -purification — — — WS [FENEEL B
3.2.8.2.5.3.5 | -viral filtration, ultrafiltration, and dispensing — — — o [ FENE B B
Chromatography and filter lifetime studies -
3.2.82.54 continuous validation [eftrenonacog alfa, Biogen —|— — — WS |FENERH BT
Idec, RTP]
325255 Pr.ocess intermediate stability [eftrenonacog alfa, | _ _ ik [erver =em
Biogen Idec, RTP]
32526 Manufacturing process development ) 1
- [eftrenonacog alfa, Biogen Idec, RTP] — — — s [ AENE B BEA
3.2.8.2.6.1 .
Introduction
3.2.8.2.6.2 Cell culture — — — N e R
3.2.8.2.63  [Harvest — — — Mgk |REPAERH R4
3.2.8.2.6.4 Purification —_ — — vEsh | HEpvE e 2
3.2.8.2.6.5 Filtration, dispensing, and storage — — — sk | AR R B
3.2.8.2.6.6 Comparability — — — s | PR 2
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32835 (=7 rLFas Tuuy (BaFH#BZ) . Biogen Idec, Inc.)
Elucidation of structure and other characteristics e v | =
32831 [eftrenonacog alfa, Biogen Idec, RTP] o - B WS (REPIEDRY Bl
3.2.8.3.2 Impurities [eftrenonacog alfa, Biogen Idec, RTP]  |— — — WEsh | #EPEERE BEAM
3284 FEOBFHE (=7 v/ =y TATr (BIEBETHEBZ) | Biogen Idec, Inc.)
3.2.8.4.1 Specification [eftrenonacog alfa, Biogen Idec, RTP]|— — — WS | #EPVEERH BRAM
32842 Analytical procedures [eftrenonacog alfa, Biogen | _ _ v |aemae sm

Idec, RTP]
3.2.54.2.1 Appearance [eftrenonacog alfa, Biogen Idec, RTP] |— — — HEsh | # P& R FEE
328420 E?;i]etermination [eftrenonacog alfa, Biogen Idec, . . i |eemoze| e
328423 I];?l}g;orbate 20 [eftrenonacog alfa, Biogen Idec, _ _ _ wisk [k e
328424 ](if)rz;%ulation assay [eftrenonacog alfa, Biogen Idec, _ _ sk [t zeam

Identity, purity and impurities using SDS-PAGE . . . N o~
3:28.4.25 (reducing) [eftrenonacog alfa, Biogen Idec, RTP] S |FEPER RFA
328426 S]?S-PAGE (non-reducing) [eftrenonacog alfa, _ _ _ wast |mve| m

Biogen Idec, RTP]

328427 ;(}I;I]l binding [eftrenonacog alfa, Biogen Idec, . . . wish |ekpozert s
325428 Sl.ze exclusion chromatography [eftrenonacog alfa, | _ _ vash |xervee s
Biogen Idec RTP
[eftrenonacog alfa, 5 e e
3.2.84.29 Biogen ldec, RTP] sk (FRPE R S
3254210 Protein concentration [eftrenonacog alfa, Biogen _ _ vash |xervee| s

Idec, RTP
3254211 ﬁRTP] [eftrenonacog alfa, Biogen Idee, | _ _ vask |xervee s
3.2.5.42.12 |Endotoxin [eftrenonacog alfa, Biogen Idec, RTP] |— — — WA | AEPNEORH B
3.2.5.4.2.13 |Bioburden [eftrenonacog alfa, Biogen Idec, RTP] |— — — WA | AR AR

Validation of analytical procedures [eftrenonacog N —— -

3.2.843 alfa, Biogen Idec, RTP] o | FENERL AP
32.843.1 Appearance [eftrenonacog alfa, Biogen Idec, RTP] [— — — sk | #EP R BRI
3.2.8.432 PH [eftrenonacog alfa, Biogen Idec, RTP] — — — sk [#EPEERH BEA
325433 ];oTlg]sorbate 20 [eftrenonacog alfa, Biogen Idec, _ _ _ vash |xervee s
325434 C.oagulatlon assay (aPTT) [eftrenonacog alfa, _ _ _ vash |xervee s

Biogen Idec, RTP]

328435 SDS-PAGE (reducing) [eftrenonacog alfa, Biogen _ _ _ vash |xervee| s

Idec, RTP]

325436 SI?S-PAGE non-reducing [eftrenonacog alfa, . . . wish |ekpozert 2

Biogen Idec, RTP]

328437 ;(}I;I]l binding [eftrenonacog alfa, Biogen Idec, _ _ _ vask |xervee s
325438 Sl.ze exclusion chromatography [eftrenonacog alfa, | _ _ vash |xervee| s

Biogen Idec, RTP]

Purity and impurities: 3 west| =%
3:2.8.4.3.9 [eftrenonacog alfa, Biogen Idec, RTP] S | PSR RE Al
32.543.10 Protein concentration [eftrenonacog alfa, Biogen _ _ vash |xervee| s

Idec, RTP
3254311 ﬁRTP] [eftrenonacog alfa, Biogen Idec, | _ _ vash |xervee s
3.2.8.4.3.12 |Endotoxin [eftrenonacog alfa, Biogen Idec, RTP] |— — — WS |AENE R R
3.2.8.43.13 |Bioburden [eftrenonacog alfa, Biogen Idec RTP]  |— — — HEsh | FPNE R FEE
DXTEINET I N N S 7 (R T
XYENCIE I e e S S (T
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TR I e e S S T B
254315 |1 I N = S 7 T B
s (N | | | [w [
2520 [ | | | | [mewn{ e
3.2.8.4321 |[[8] — — — HESh | FEPNEEH R
3254322 — — — WEsk | #EP R FAT
3284323 [[10] — — — RS | KRB B4l
32844 iftrtgx analyses [eftrenonacog alfa, Biogen Idec, _ . _ ik Letrverr sem
32845 Ju‘stlﬁcatlon of specification [eftrenonacog alfa, _ . _ ik ety seam
Biogen Idec, RTP]
3.2.85 BESXIMEEME (=7 vv/)Fas TATvy (BF##%) . Biogen Idec, Inc.)
3255 Rf:ference standards or materials [eftrenonacog alfa, _ _ ik [etvseoer] =
Biogen Idec, RTP]
32.8.6 FRENERSE (=7 hvF=ad TATy (BETHHEZ) . Biogen Idec, Inc.)
Container closure system [eftrenonacog alfa, _ . _ . v | =
3.2.8.6 Biogen Idec, RTP] eS| AR B
3287 REM (=7 vvFas Tuvy (GBEFHHEZ) . Biogen Idec, Inc.)
3.2.8.7.1 Stability summary and conclusions — — — WSk [ #EP R BRI
Post approval stability protocol and stability _ _ _ N vt | =3
328.7.2 commitment [eftrenonacog alfa, Biogen Idec, RTP] A | KEPIEORY GE A
3.2.8.73 Stability data [eftrenonacog alfa, Biogen Idec, RTP]|— — — WSk [ #EP R BRI
32.P 8E| (A7) 7 R@FIEM250, 500, 1000, 2000, 3000, FEH )
32.P1 ®F RS (A7l 7 A@FE250,500,1000, 2000, 3000, HEHHA)
32P1 Description and composition of .th.e d@g product . _ Sy e
[eftrenonacog alfa, powder for injection]
32.P2 AR ORE (AT m Y 7 2@#E250, 500, 1000, 2000, 3000 , FESF)
32pP2.1 Components ofthg drl%g product [eftrenonacog _ _ _ ik Lty seam
alfa, powder for injection]
32P22 Drug Product [eftrenonacog alfa, powder for _ . _ ik Letrogerr s
injection]
32P23 Manufacturing prolces§ development [eftrenonacog . _ woh | st sam
alfa, powder for injection]
30P24 Container cl'o'surf% system [eftrenonacog alfa, . . . woh | st sam
powder for injection]
32P25 Mlcroblologlﬁ:al e%ttrlbutes [eftrenonacog alfa, . . . woh | st sam
powder for injection]
32P26 C9mpatlblllw [eftrenonacog alfa, powder for . . . woh | skt seam
injection]
32.P3 8% (A7 m U 7 2@ TER250, 500, 1000, 2000, 3000, EHFH])
32P31 M'anu'facturers [eftrenonacog alfa, powder for _ . _ ik Letrvgeer] seam
injection]
32P32 ].34.1tch. formula [eftrenonacog alfa, powder for _ . _ ik [etvseorr] =i
injection]
32P33 Description of manufacturing process and process
'3 '2 .P.3 11 controls [eftrenonacog alfa, powder for injection] |— — — wEsh | FENERH B
""" Manufacturing process description
32P332 Fackagm'g information for.ﬁmshed product; _ . . woh | skt seam
information on supply chain
32P333 Shipping information for drug substance and drug | . _ ik [etroerr seam
product
32P34 Controls of critical steps and 1n.te.rme'dlates _ . _ wask Letrvgerr] seam
[eftrenonacog alfa, powder for injection]
32P35 Process validation and/or evaluation [eftrenonacog . _ woh | st sam

alfa, powder for injection]

32.P4 IIMAIDER (CFAr 7w 7 X@#E250, 500, 1000, 2000, 3000, KA
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32P4] SPeciﬁcations [eftrenonacog alfa, powder for _ . _ ok |ebmrer| s
injection]
3P40 Ane?l}ftica%l procedures [eftrenonacog alfa, powder . . st e zem
for injection]
32p43 Validation of ana'l}'/tice?l procedures [eftrenonacog | . . wist o] zem
alfa, powder for injection]
32p44 Justiﬁcationl qf speciﬁcations [eftrenonacog alfa, | . . st e zem
powder for injection]
32P4s Excipients of human or animal ‘or.igir'l . . B i |eemyzesr| zea
[eftrenonacog alfa, powder for injection]
32P46 N(.)Vd, excipients [eftrenonacog alfa, powder for . . sk L] s
injection]
32.p5s BAIOFEE (FL7 v 7 2eHEA250,500, 1000, 2000, 3000, EHF)
39p5] .Sgeciﬁcations [eftrenonacog alfa, powder for _ o _ i etz e
injection]
39p52 Angl}{tica'l procedures [eftrenonacog alfa, powder _ o _ T
for injection]
39P5921 .G(.:ner.al: appearance [eftrenonacog alfa, powder for o _ o || e
injection]
39P522 .Résid.ual moisture [eftrenonacog alfa, powder for | o _ o || e
injection]
General: appearance of solution after
32.P.523 reconstitution [eftrenonacog alfa, powder for — — — WEsh | FENERH B
injection]
3P 524 General: re(forllstiFution time [eftrenonacog alfa, _ . . st e zem
powder for injection]
32P525 .Sa'fet}'/: particulates [eftrenonacog alfa, powder for | . . wist e zem
injection]
32P526 General: pH of re':c'onsfituted product [eftrenonacog . . wist e zem
alfa, powder for injection]
32P527 'Ge':ner'alz osmolality [eftrenonacog alfa, powder for | . . st e zem
injection]
Identity and biological activity: coagulation
32.P528 assay (aPTT) [eftrenonacog alfa, powder for — — — WAk | AENE R B
injection]
Identity: purity and impurities: SDS-PAGE
32.P529 non-reducing [eftrenonacog alfa, powder for — — — WEsh [ #EPEERE BEAM
injection]
32P52.10 Ident1'ty: purity and impurities: SDS-PAQE ‘ . . _ e
reducing [eftrenonacog alfa, powder for injection]
Purity and impurities: size exclusion
3.2.P5.2.11 |chromatography [eftrenonacog alfa, powder for — — — s | s R B
injection]
32P52.12 Purity and impurities: . _ _ _ st |evoz] s
[eftrenonacog alfa, powder for injection]
uantity: protein concentration by A. . 1.
RS XERERN o R - —~ - S Pt
[eftrenonacog alfa, powder for injection]
32P5214 F(:'Rn'binding [eftrenonacog alfa, powder for _ . . wist e zem
injection]
32P52.15 .Sa'fet}'/: endotoxin [eftrenonacog alfa, powder for _ . . wist e zem
injection]
3.2.P.5.2.16  [Safety: sterility — — — L [FENERH REA
32P5217 Safety: Container. c'losqre integrity [eftrenonacog _ . . ok |etmrer| s
alfa, powder for injection]
32P53 Validation of ana'l}'ftice?l procedures [eftrenonacog . . T
alfa, powder for injection]
32P53] 'Ge':ner'alz appearance [eftrenonacog alfa, powder for . . . wist e zem
injection]
32P532 General: residual moisture [eftrenonacog alfa, _ . . ok |ebmrer| s

powder for injection]
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General: appearance of solution after
32.P533 reconstitution [eftrenonacog alfa, powder for — — — Wps | AR B
injection]
32P534 General: re(f@stl?utlon time [eftrenonacog alfa, _ _ _ Sy e
powder for injection]
32P535 .Sal.fet)(: particulates [eftrenonacog alfa, powder for | _ _ ik [etvseoer] =
injection]
32P536 General: pH of réc.onsFltuted product [eftrenonacog _ . Sy e
alfa, powder for injection]
39P537 .G(.:ner.al: osmolality [eftrenonacog alfa, powder for _ _ T e
injection]
Identity and biological activity: coagulation
3.2.P538 assay (aPTT) [eftrenonacog alfa, powder for — — — WEsh | FENERH BT
injection]
Identity and purity and impurities: SDS-PAGE
3.2.P.53.9 non-reducing [eftrenonacog alfa, powder for — — — o [ FHENE R BEA
injection]
32P53.10 Identl.ty and purity and impurities: SDS—I.’I.%GE _ _ _ T e
reducing [eftrenonacog alfa, powder for injection]
Purity and impurities: size exclusion
3.2.P.5.3.11 |chromatography [eftrenonacog alfa, powder for — — — WEsh [ #EPEERE BEAM
injection]
R RN _— —~ —~ - sk |spaeer| s
[eftrenonacog alfa, powder for injection]
39P53.13 Quantity: protein concentration.b.y A.zgo _ o _ sk || swam
[eftrenonacog alfa, powder for injection]
32P53.14 FC'Rn'bmdlng [eftrenonacog alfa, powder for . . . woh | st sam
injection]
32P53.15 .Sa'fet}'/: endotoxin [eftrenonacog alfa, powder for | . . woh | st seam
injection]
32P53.16 .Sa'fet}'/: sterility [eftrenonacog alfa, powder for . . . woh | st sam
injection]
32P53.17 Safety: contamer. c'losqre integrity [eftrenonacog . . . waoh | st sam
alfa, powder for injection]
30P54 Bz'ttch' analyses [eftrenonacog alfa, powder for . . . woh | st sam
injection]
32P55 Characterizzlttilon f)f impurities [eftrenonacog alfa, | . _ ik Letrverr sem
powder for injection]
32P56 Justiﬁcation‘ qf speciﬁcations [eftrenonacog alfa, _ . _ ik [etroerr sem
powder for injection]
32.P.6 AR X ITEHEYE (LT a7 2eEEH250, 500, 1000, 2000, 3000, HEHH)
12P6 Reference standa.rd.s OT materials [eftrenonacog . _ . Sy e
alfa, powder for injection]
32P7 ARROERR (A7 rY 7 2@ 250,500,1000,2000, 3000, JEHHF)
30p7 Container cl.o.surg system [eftrenonacog alfa, _ _ _ Sy e
powder for injection]
32.P8 REM (A7 vy 7 Ze#HEM250,500,1000,2000, 3000, &)
32P81 Stability summar.y Ianq conclusion [eftrenonacog _ . Sy e
alfa, powder for injection]
Post-approval stability protocol and stability
3.2.P.8.2 commitment [eftrenonacog alfa, powder for — — — WEsh | FENERH BT
injection]
32P83 .St'abllllty data [eftrenonacog alfa, powder for _ . _ ik Letrvgerr seam
injection]
32.P 8% (HRE) (A7 el s 2e 250,500, 1000, 2000, 3000, FEHF)
3.2.P1 ARV (FRE) (a7 m ) 7 Ae#Ef250, 500, 1000, 2000, 3000 , E5 )
32P.1 Description and composition of the drug product . . woh | st seam

[eftrenonacog alfa, diluent]

3.2.P.2 BAIBAEORME (FHRIK)

(An7wu Y 7 2% 250, 500, 1000, 2000, 3000 , FEHA])
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32P21 Ciomponents of the drug product [eftrenonacog alfa, . . wish |ekpozert 2
diluent]
32.P22 Drug product [eftrenonacog alfa, diluent] — — — WS |FENE R FE
32P23 Diluent manufacturigg process development _ . _ wish |ekrozert 2
[eftrenonacog alfa, diluent]
32P24 Ciontainer closure system [eftrenonacog alfa, . . . wish |ekrozert 2
diluent]
32P25 Microbiological attributes [eftrenonacog alfa, . . . wish |ekpzert e
diluent]
3.2.P.2.6 Compatibility [eftrenonacog alfa, diluent] — — — WS |FENE R FE
32.P3 8 (FRE) (A7l 7 2eEEFH250,500, 1000, 2000, 3000, FEHH)
3.2.P3.1 Manufacturers [eftrenonacog alfa, diluent] — — — AL | FENE R FEA
3.2.P32 Batch formula [eftrenonacog alfa, diluent] — — — sk | #EP R BEA
32P33 Description of manufacturing. process and process | _ _ vash |xervee| =
controls [eftrenonacog alfa, diluent]
32P34 Controls of critical st.eps and intermediates _ _ _ vash |xervee| =
[eftrenonacog alfa, diluent]
32P35 Process validation and/or evaluation [eftrenonacog _ _ vash |xervee s
alfa, diluent]
32.P4 FAIOER (FHRK) (FA7wm) s 2e#k250,500, 1000, 2000, 3000 FEHF)
3.2.P4.1 Specifications [eftrenonacog alfa, diluent] — — — WAL |AENE R FE
32.P42 Analytical procedures [eftrenonacog alfa, diluent] |— — — WAL |AENE R FE
32P43 Validétion of analytical procedures [eftrenonacog | . . wish |ekpozert 2
alfa, diluent]
30P44 Jlilstiﬁcation of specifications [eftrenonacog alfa, . . . wish |ekpozet 2
diluent]
32P45 Excipi-ents of human or animal origin [eftrenonacog| . . sk [ervzee| s
alfa, diluent]
3.2.P4.6 Novel excipients [eftrenonacog alfa, diluent] — — — HEsh [AEPE R A
32.P5 HHIOFRE (ARK) (A7 rY 7 20250, 500, 1000, 2000, 3000, FEHH])
32.P5.1 Specifications [eftrenonacog alfa, diluent] — — — sk [ L ERH B
3.2.P5.2 Analytical procedures [eftrenonacog alfa, diluent] |— — — WA |FENE R FEm
32P52.1 General: appearance [eftrenonacog alfa, diluent] — — — WA | FEPNERH B
32P522 General: extractable .Volume in container _ _ _ vash |xervee| s
[eftrenonacog alfa, diluent]
32P523 General: osmolality [eftrenonacog alfa, diluent] — — — WS [ #EP R BRI
32.P524 Identity: sodium [eftrenonacog alfa, diluent] — — — sk [ #EPEERE BEA
3.2.P.5.2.5 Identity: chloride [eftrenonacog alfa, diluent] — — — WS | FEPNERH B
32P5.2.6 Safety: particulates [eftrenonacog alfa, diluent] — — — WS | FEPNEORH AR
3.2.P52.7 Safety: endotoxin [eftrenonacog alfa, diluent] — — — WS | FEPNERH B
32P528 S'afety: final container sterility [eftrenonacog alfa, _ _ vash |eervae s
diluent]
32P53 Valida'tion of analytical procedures [eftrenonacog | _ _ vask e s
alfa, diluent]
3.2.P.5.3.1 General: appearance [eftrenonacog alfa, diluent] — — — WAL ARG R SR
32P532 General: extractable .volume in container _ _ _ vash |amee| s
[eftrenonacog alfa, diluent]
3.2.P.533 General: osmolality [eftrenonacog alfa, diluent] — — — WA |AENE R FF
3.2.P.5.3.4 Identity: sodium [eftrenonacog alfa, diluent] — — — WA |AENE R FEmE
3.2.P.5.3.5 Identity: chloride [eftrenonacog alfa, diluent] — — — WA |AENE R FEm
3.2.P.5.3.6 Safety: particulates [eftrenonacog alfa, diluent] — — — WA |AENE R FEm
3.2.P.5.3.7 Safety: endotoxin [eftrenonacog alfa, diluent] — — — W ARG R FEm
32P538 Safety: final container sterility [eftrenonacog alfa, _ _ vash | e s

diluent]
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3.2.P.54 Batch analyses [eftrenonacog alfa, diluent] — — — Esh | RN E R EE
32P55 dCi};l?;ii]terlzatlon of impurities [eftrenonacog alfa, | . . vk ek
32P56 .(Ijlills::ri;]anon of specifications [eftrenonacog alfa, _ . _ ik [etraerr sem
3.2.P.6 EER UTEEME FRK) (A 7n Y 7 2e#1EM250,500, 1000, 2000, 3000, FEHH)
12P6 l;eliz;etr]lce standards or materials [eftrenonacog alfa,| . . ik [erveorr =vam
32.P7 FHROHRR BRK) GA7el 7 2efEf250, 500, 1000, 2000, 3000, 5 )
32P7 Conta.mer closure system [eftrenonacog . . . din |aepveer =i
alfa,diluent]
32P8 REME (FRK) CHA7rvl s 2e#EH250,500, 1000, 2000, 3000, FEHH)
32P81 Stabllljty summary and conclusion [eftrenonacog | _ _ Sy e
alfa, diluent]

Post-approval stability protocol and stability N — -
3:2.P.8.2 commitment [eftrenonacog alfa, diluent] B B B Y [AEPVER FFA
3.2.P83 Stability data [eftrenonacog alfa, diluent] — — — WSk [ #EP R BRI
3.2.A ZOfth
3.2.A.1 BGEMERR R O A#

(Fr7a Y 7 2@#HHEF250,500, 1000, 2000, 3000 . Biogen Idec, Inc.. | EGTGNGNGNGNEEEEEEEEE
32 A1 Facilities dra\fv%ngs Biogen Idec RTP, drug . i _ ik et sem
substance facility

Facilities and equipment [eftrenonacog alfa, . . _ . v | =
32.A.1.1.1 Biogen Idec, RTP] eS| AR FEAM
32A12  [Facilites drawings g - - mon |etpogeet| s

product facility
32A12.1 Facilities and equipment (eftrenonacog alfa, . . . woh | skt s

—%
32.A13 gacﬂmes drawmgs , diluent . . . woh | st s

rug product facility

32 A13.1 Facilities an()l equipment (eftrenonacog alfa ,i _ i _ e

3.2.A.2 SRR Yt E D REMFEM (A7 v ) 7 2e#EA250, 500, 1000, 2000, 3000, HE5T#%], Biogen Idec, Inc.)

312A21 AdvenFltlous agents safety evaluation [eftrenonacog . _ Sy e

alfa, Biogen Idec

— — — sk [FEPNEEH B
— — — sk [HEPNEEEH B
— — — sk [HEPNEEEH B
— — — sk [FEPNEEEH B
— — — sk [N EEEH B
— — — sk [FEPNEEEH B

3.2.A.3 HRANA

3.2.A3 |N0bel excipients — — — | st Hi?ﬂiéfﬂ'l P

3.2.R. BBOERER

e L

3.3 2EIM

T L
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Study No./ - 2L/
) _ =
TRHER | Report No. 54 bn HE RN RREET| gy | o | BE
2 Dl
4.2 KBRS
4.2.1 FEHHER
4.2.1.1 2 ) & BT H3AER
Biochemical In Vitro assays
4.2.1.1.1 |R-FIX-024 |for the characterization of tENERE R
FIXFc enzymatic activity
SPR analysis of the affinity Biogen Idec
42.1.12 [R-FIX-042 |of rFIXFc for human, Bl e He‘;ﬁz hiliea Gl YRS SR i
monkey and rat FcRn P
Efficacy of FIXFc monomer s
42.1.13 [R-FIX-017 |and BeneFIX in FIX- & E o e [
deficient mice
Acute efficacy of rFIXFc in . .
42114 |RFIXO1- 1 tail clip bleeding model BB Blogen Idec {00 \op gt |24
R1 o . , Hemophilia
of hemophilia B mice
Recombinant FIX Fc fusion
R-FIX-032- |protein prophylactic efficacy ‘ Biogen Idec |, TS -
42115 Rl in hemophilia B mouse Hemophilia sk |FLPEORE (R
tail vein transection model
Efficacy comparison of
rFIXFc- L lyophilized
N-FIX-010- |drug product and- L
421.1.6 |RI1 lyophilized drug product by HNER |FEm
whole blood rotational
thromboelastometry in FIX-
deficient mice
4.2.1.2 BIRH KR
RN AR L
4.2.1.3 AR AR
PECMER R L
4.2.1.4 ) 2R TR B VR AR
RN ER R L
4.2.2 KW HHe R
4221 HHHERONY 7 —3 a9 VS
Development of an ELISA to
42211 |D-FIx-002 detect FIXFc Protem in s |
non-human primate and rat
plasma
Quantitative ELISA method
validation for the NS =7
4.2.2.1.2 1169663 determination of FIX:Fc in FEAEDR - (REG
rat plasma
Quantitative ELISA method
42213 169665 validation for the R T

determination of FIX:Fc in
monkey plasma
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Study No./ - 2L/
OR~% _ 25
TRHER | Report No. 54 bn HE RN RREET| gy | o | 35
D
R-FIX-003- |Automated aPTT coagulation| 5 USSR =5
4.2.2.14 Rl assay for factor IX activity r -GE.H LS e L G
Development of an ELISA to
422.1.5 [D-FIX-003 [detect anti-FIXFc antibodies ([ [ | l [l1" iz Rl ¢ i
in rat plasma
ELISA method validation for
the determination of anti- , H~ . -~ -
422.1.6 |169883 FIX:Fe antibodies in rat - .g A - L |FENEERE  [FEA
plasma
ELISA method validation for
the determination of anti- ‘ A o= sl =T
42217 169374 |1 antibodies in monkey ﬁ H A ) v ]
plasma
4.2.2.2 WL
Pharmacokinetics of factor
IX-Fc monomer and , o [ -
42.2.2.1 |R-FIX-015 BeneFIX in normal and -El A O et
factor IX-deficient rodents
Pharmacokinetics of FIXFc
42222 [RFIx-023 |(131c40&6B6c28)in ([ AL st [t R
rodents
Pharmacokinetic analysis of
rFIXFc lyophilized drug
product and BeneFIX® . Biogen Idec . —_— -
4.2.2.2.3  IN-FIX-011 after a single intravenous -QE. A Hemophilia WS, (FEPETR  (RFA
dose of 200 IU/kg in HemB
mice
Pharmacokinetics of FIXFc
and BeneFIX in N , o =5
42224 |RFIX-025 || o Rn transgenic and B WS [FENEEE R
FcRn knockout mice
Characterization of FIXFc
for a hemophilic dog study,
42225 |[R-FIX-014 [and the pharmacodynamics - 2 S E SR k< w S i
and pharmacokinetics of
FIXFc in hemophilic dogs
4223 A
YRR L
4.2.2.4 1
PENER R L
4.2.2.5 Heifit
RN AR L
4.2.2.6 FBEAREY A A AEN GEERIAR)
RN AR L
4.2.2.7 X OO KW B ERER
Comparability of
pharmacokinetics and
42271 |R-FIx-0p7 |Pharmacodynamics of FIXE T S AR S i

¢ phase 1 DP and phase 3DP
after a single IV dose in FIX-
deficient mice
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Report No.
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EE
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ABREMSET

B/
s

HBEREE/
ZDfh

FEAm/
B
DB

42272

N-FIX-006

Pharmacokinetic analysis of
single intravenous dose
FIXFc phase 1 DP and
FIXFc phase 3 DP in
cynomolgus monkeys
(Syntonix study N-FIX-
006/ [ study N110483)

B

AN

FLPER

FEfTi

42273

N-FIX-009-
Rl

Pharmaookinetic analysis of
rFIXFe [ L lyophilized
drug product and rFIXFc
I - yophilized drug
product administered as a
single intravenous dose in
FIX-deficient mice
(Syntonix experiment# 908)

B K

Biogen Idec
Hemophilia

st

P

B

42274

N-FIX-008-
R2

Pharmacokinetic analysis of
rFIXFc - L lyophilized
drug product and rFIXFc
- L lyophilized drug
product administered as a
single intravenous dose in
cynomolgus monkeys

W study N110490)

A~
A

s

FENE R

REA

4.2.3 FpiEali

4.2.3.1 Hi[al 5= A5

R L

4.2.3.2 K5 =R

42321

N-FIX-003

Pilot repeat dose study of
FIXFc in rats and
immunization with FIXFc
for control antibodies

s

B R

I

W

42322

N-FIX-002A

Pilot repeat dose study of
FIXFc in cynomolgus
monkeys

s

B R

42323

N102010

Four-week intravenous dose
toxicity and pharmacokinetic
study of FIXFc in rats
followed by a four-week
recovery period

s

FENE R

AF

42324

N102011

Five-week intravenous dose
toxicity and pharmacokinetic
study of FIXFc in
cynomolgus monkeys
followed by a four-week
recovery period

st

PR

AH

42325

R-FIX-026

Comparison of the effect of
high concentration FIXFc to
BeneFIX in the automated
PT coagulation assay

HEsh

B R

W
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DRI
27-week intravenous dose
toxicity and pharmacokinetic o~
stydy of FIXFc in R .g - - -
42326 INI02015 | ° " s monkeys - A R A EAN e S
followed by a four-week
recovery period
4.2.3.3 BT
4.2.3.3.1 In VitroaBg
Evaluation of BG9273 in the
Salmonella
typhimurium/Escherichia
4.23.3.1.1 [P9273-95-04]coli plate incorporation ||l .gﬂ N o (fENEER (55
mutation assay in the
presence and absence of
aroclor-induced rat liver S-9
Test for BG9273 induction
of chromosome aberrations
4.2.3.3.1.2 |P9273-95-06]in cultured human peripheral - Wk |HENEE |25
blood lymphocytes with and
without metabolic activation
4.2.3.3.2 In Vivoik§
N EE e L
4.2.3.4 23 AU PERRIR
N E R L
4.2.3.5 ARl A TR
N E R L
4.2.3.6 Jm FTRICAE AR
A Single dose intravenous
and paravenous local
423.6.1 |ASL00018 |[tolerance study of rFIXFc - ’ ﬁfﬂ - wah |fENER |EEE
when administered to New
Zealand white rabbits
4.2.3.7 Z OO FIERER
4.2.3.7.1 s EaER
N E R L
4.2.3.7.2 Sy mEakER
N E R L
42.3.7.3 wERB OB 55
N E R L
4.2.3.7.4 {KIFPERER
N E R L
4.2.3.7.5 R O IR
N E R L
4.2.3.7.6 Al O FFIERER
N E R L
4.2.3.7.7 = Ot O
Evaluation of the
thrombogenic potential of
42.3.7.7.1 [N102013  |FIXFc using the wessler [ gg N | st [t |RTA

stasis model in New Zealand
white rabbits

11
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Evaluation of thrombogenic
potential of FIXFc phase 3A A~
4.2.3.7.7.2 IN102018-B |DP using the wessler stasis . gﬂ - WAL |ENERE |EE M
model in New Zealand white
rabbits
4.3 ZE 3k
Monomeric Fc fusions Dumont JA, .
impact on pharmacokinetic |Low SC BioDrugs.
_ _ > _ _ N . 1lz=E
4.3-1 and biological activity of Peters RT, A §(1)066(,)20(3).1
protein therapeutics. Bitonti AJ. '
Nat Rev
FcRn: the neonatal Fc Roopenian fmmunol.
43-2 — recentor comes of ags DC, Akilesh |— — sk 12007 5
P ge- S. Sep;7(9):715
-25.
Therapeutic
proteins:strat
egies to
modulate
433 . Half-life exteﬁsmn by fusion |Jazayeri JA, [ . sk their plasma 5
to the Fc region. Carroll GJ. half-
lives.Wiley-
Blackwell;
2012 Feb.
p.157-188.
Enhanced efficacy of PanJ, LiuT, Blood. 2009
recombinant FVIII in .
. Kim JY, Zhu N Sep
4.3-4 — noncovalent complex with — — 24N B
PEGvlated 1i . D, Patel C, 24;114(13):2
yiared HIposome Cui ZH, et al. 802-11.
hemophilia A mice.
Brinkhous
Recombinant human factor |KM, Sigman
IX: replacement therapy, JL, Read MS, glCOtOd' 1996
4.3-5 — prophylaxis, and Stewart PF, [— — 4N 5%
S . 1;88(7):2603
pharmacokinetics in canine |McCarthy 10
hemophilia B. KP, Timony ’
GA, et al.
Pharmacokinetics of McCarthy K,
. Stewart P, Thromb
recombinant factor IX after |_.
intravenous and Sigman J, Haemost.
4.3-6 o subcutaneous administration Read M, o o ifsh 12002 L
in does and cvnomoleu Keith JC Jr, May;87(5):8
moﬁi . CYROMOEUS | Brinkhous 24-30.
ys. KM, et al.
Comparative aspects of VetJ. 2004
43-7 — P P Gentry PA.  [— — #ask |Novi1683): |B%
blood coagulation. 23851
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Monomeric Fc fusion . .
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4.3-8 o create lorgly.lastirllj pclottin RT, Luk A, - |— - i} |half- %
factors & & g Pierce GF, lives.Wiley-
’ Bitonti AJ. Blackwell;
2012
Feb.p.189-
206.
Thrombotic adverse events to]Coppola A,
coagulation factor Franchini M, .
. Haemophilia
concentrates for treatment of |Makris M, 2012
4.3-9 — patients with haemophilia  [Santagostino |— — YN Ma 18G3)e &
and von Willebrand disease: |E, Di Minno 7 3}’;; 7 ’
a systematic review of G, Mannucci '
prospective studies. PM.
The need for highly purified ﬁztamat |
4.3-10 — products to treat hemophilia |Scharrer I. | — — HEst ematol g
B 1995;94
’ Suppl 1:2-7.
Peters RT,
iy LowSC, Blood. 2010
Prolonged activity of factor |Kamphaus Mar
43-11 — IX as a monomeric Fc fusion |GD, Dumont |— — IZAN 113115(10):2 5%
protein. JA, Amari 0 5’7 64 '
JV,LuQ, et ’
al.
Recombinant factor IX-Fc lsizailiridén
fusion protein (rFIXFc) gL ALY, Blood. 2012
demonstrates safety and Valentino Jan
4312 |— ey LA, Key NS, [— — WS BE
prolonged activity in a phase 19;119(3):66
1/2a study in hemophilia B Josephson 6-72
. Y NC, Powell '
patients. 1S, et al
Interspecies scaling of Mordenti J, Pharm Res.
clearance and volume of Chen SA, 1991
4.3-13 — o Moore JA, |— — AN ]
distribution data for five . Nov;8(11):1
therapeutic proteins Ferraiolo BL, 351-9
P P ' Green JD. '
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Genotoxicity testing of Albertini S, Mutat Res.
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B, — ) — — ] %
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5.2 B RERBR &
59 . Tabglar listing of all clinical | . . sk sk s
studies
5.3 MR RABR e 5 X% OB
5.3.1 WA AR S
S3LIANAFT ATV T 4 (BA) RB#MEH
MR L
5.3.1.2 IEBARER &k OEY AR R%ME (BE) Bl &
Al ety
5.3.1.3 In Vitro-In Vivo® Bk & #R 5 L 72 sABR LS
RN AR L
5.3.1.4 WA e OCBUE AR AT EE MG S &
Validation# 300104-SYN
5.3.1.4-1 300104-SYN FIXFc: FIX one stage clot _ L’FFI A i Woh [t A
FI1XFc .. o
additional long term stability
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