CSL Behring

Beriplex PN 250 500

% 4 jts B3 47 & i 5PH 250,500 % g 000520 5

Y EST GFABWRFSEP F N TR FIAT RS FRBALRTR
07;%_—"‘;";1/3‘%;%}3;%_ MU PR RERSRY -

cFFERE U GEE  GAR P

R ESAS TB R s R A TG EHE ARG T o T g2 G gy
B o

CFEFERBTYFL R RO AEF ¢ JERRPE L RT PP AT AR
PoHEAEE CAAFR

Beriplex P/N 250 #: & % ;3 8¢ % ;3 A
Beriplex P/N 500 > & % ;3 &4 % j3 % 273 3

1. gfazdais
Beriplex = # & % ;1 5F% 3 z
F'&FT%\'”TTI‘»L4’§§ULJJ§/ ﬂ';ﬂ:"|U’§1_°

7«31«

SR e @t = & (IU/ml) | & 5ig Beriplex P/N 250 | # g Beriplex P/N 500
# £ (V) z £(1V)

BN

Human coagulation 20— 48 200 — 480 400 — 960

factor 1l

Human coagulation 10-25 100 — 250 200 — 500

factor VI

Human coagulation 20-31 200 - 310 400 - 620

factor IX

Human coagulation 22 - 60 220 - 600 440 — 1200

factor X

Hp a4

Protein C 15-45 150 — 450 300 — 900

Protein S 12 - 38 120 — 380 240 — 760

feilis iR ad vy Fz & 56-14mg/ml-

¥ 4 pa F]F et s (specific activity) 5 & F s 3w H251U -

“TF Pl F]+ - Protein C2 Protein S (ff )i it > R4 P o 5 2o chR "% WHO 8 &
BRI

© Gl hpRAGH|

#100mliz % 3 ©:iE343mg (~ $H15mmol) 4 o



A

B gEhd A o FL 51 RAUMFE S &

o
L/

b

|

Ton }',T’# B2 A o
ng \]X% —»/"7%3 %E—%%§°

3. TRAFFIE
3.1 Bk

AR AR ST A PA L T 804 # KR AL IS RT ¢ B e
B2 B R e F) 3k iﬁ"ﬁlf’ﬂ |z dim o

32 #* AL 2 g

% A E

MR R - A F “””%L R e 1——}i e A A _.'_EéEm%gﬂ?mT _E‘T VBT e R
PRI T S R AT T ﬁ&imm&#
a .

FHEOREMFF B R E S AH K B o HE TR R

Bt F]F A e enjE R L ”Z‘ﬁF("L\‘V 42 Fp ot FEid) o B |
o i m%‘ff«wﬂl F|F 5 AA NS R @#ﬂmi}é
prothrombin complex levels ) (INR, Quick’s test) % j&-%_» ¥ 3§ & | & F =

ELRLFRAEEY Y >}

7 o Boan g Hens

i} é%% (on global tests of the
F R o

R T R I S L S o SRR S SR G R S R Ny &
iEEAE £ PR DR ER)

:ﬁ’%F

-t Bt R KBIRRIF > RN 2R IR BHRIL o
AR ALK AINR 2 B INR A 2o ;o o (Pre-treatment) 2. INRR & 7 &t >t diT i &2 pF
R P GRl§ 0 113 B Beriplexenig § &2 & £ -

T A A RAHARINRT o R 8 FINR(eg. <13)#7Z thx OHBE(Felis BB R+ o 74 £ 22
#H2 &2 TRE Y4 F5 UK -

Pre-treatment INR 20-39 40-6.0 >6.0

ENANE =g i

Hech ek #E (mikg) 1 14 2

ETHE DR 4 T
3 U e H £ 25 35 50
(1U/kg)




HERFHHEE AT BHE 7 AZE 100kg - @ HTHE <5 100kg 2 BF 0 B H- HE (5417
+ U #c) % INR 2.0-3.9 F¥ i # 4248 25001U » INR 4.0-6.0 F¥ jis # 42 4 35001U » INR * >* 6.0 PF &
% 4g 1§ 50001U -

fe g d M R KHPUR T i R0 L N RIS 30 ARG IR TS B
WA A KRR T 5 deXBeriplexsh o > oY B PR A FK Fliad FKE ¥ & 4 -
6 B ] PR Lot o Tk By A L 45 £ 47 322 Beriplex % 3 ?%@xﬁ%&i% KEEFm v g

PRS-

PRZEROPRG o ARG UDRHRP R TRFDREFAL TR ok DR E FED > T A
g5 4a R rﬂ‘L??”/r')%ﬁPF'a&m|NR{'“"§m°

BAAHLE- 582 4 KRR TSP PRT o f ik RRR LRL AT A RF L
SR E AR LD E ML o

Wk 7 T4 358 fe g & 47 k4 Hpde e AR

clIUFA B /F 2T HE - /8 £ 54 FIF 35 1 4 £ 91.3%(0.013 IU/mI)-
ellU % = H|F /5 2 7€ > gi&ﬁ&ﬁi» Fl+ B A ¥ E 1.7 % (0.017 1U/mI) -
clIUS = FF/5F 2 78E > g B % - FF AL T ¥ £471.9% (0,019 1U/mI) -
clIUFF3/EF2THE > §RBLFFFFFLL T Y E51.9% (0019 1U/ml) -

2 F)F engi 2w £ 2 International Units (IU) 4 7 > i222 & B 515 WA WHO B 5 B o 4
gk FIF e B9 B LA A0t (H T ¥ 5 B2 International Units (3¢ 4 gt 7]
F REAR I ) 4T o

1 International Unit (IU) st #1512 0 4p g 20 Imleni & 4 Jeeng -

blhedt B % L F)F e 3 AR 0 4395 1 International Unit (IU) % - F)15 /& 2 T8 & > € 3 4o
0.0191U/ml % % E Rl Y e

BRI DN s R BT R E
s A E=HME (kg) x F Z R Scen® L F]F (UMl x 53
53 mi/kg & 3¢ fz W 4R 5 ehig| B o

PR kiR ad AKEFAL Y 2By FURE LB E LB L > ERERKLER
ATRAE -

”%W*ﬁﬁéé%’m*%ﬂm@m%¢go
it FTwd R p RE(N=15) ~ # 3 F i@ ad FKEBERA T G £ & 4

;tl‘ﬁ—‘f-ﬁtraufgﬁPFé"‘ 1 (N=98 » N=43)2 TeA A7 4 B (32 % §428 564 F 1) o



<) 7% ##(Paediatric Population)

oW & Beriplex $#3t 523 % % R (<18 ) 2R Hoana R TRE AT R (;ﬁ-éﬁﬂ,i a3.4
—:é. l% # Bll m,,_,&iiie )

% # % #£(Older Population)
H (>65p ) chit * A E & 4ir = L - R kAp e o
L35

P B N = mﬁo@la‘ﬂ-r ] 5056 BAPEH B g2 N2 Fuir &iiﬁ"-ﬁ- g o ﬁ“ﬁllb DS
e SRR Y B SN (2 7 4248 31U/ Kg/ minute 0 &+ & 210 IU/minute > ) 8 ml/minute )

—rnu[i
é%l ® R R &5 AR E ¢ i - BRARIEAT -

FAJRE M B ARFRIEF R §FRAE S S WA BT Aa F]F 42 R B (consumptive state)
% ‘?\ 19 lé * oo

© 4o heparin 514 e | 47 Mop L -

EL2 @2 Heni i ¥
@ﬁﬁ?&ﬂ/iiﬂﬁ%ﬁ%ﬁ%ﬁﬁyo

e

Gag ',% Kix #g 4] st a 5]+ m%—*z(m DER O s 2 KRB RO AF) Beriplex 24
i %Lﬁ@ﬁgﬁLé&Em%V’w**ﬂ’ S SV R TR
K ppa R R (R sk K e 1

d
g °

B F KEERADEF - T § 3 Bl RRFIER R L > 0 5L MR BERAT A

A A

EARME L E-fFad Z KREA L 73 ffRT > Fa T8 age 73 4 50 ple
/\

FEACRN S EATHEF B A PE > &R 2 W iRk 3 Beriplex ()4 i ok i) 0 BB E his g o
RS AT VR R R RE A e LR IR R L I F R

AR AR P LR R AR AT A A RS R 30 RARE
FRAREDESG Liph P #LF - RLFIFTHREF - R gRF > AT Hu il 3
Kizig 2 FlF X P RE - TR § AMIBF NI FE - RFRE A RREPFRFEF 0
TR RARALT FORE L BN RFE S o Ak

PSSR S T 2 f%’wwgﬂ%mmmW**%#%“~ﬁﬁ@‘umﬁ%
LSRR S e BT OA T L R R SRR L P T

B R L gl B ek K B RER T o o AR R T o iR st Beriplex s




HIE A A )RR B G o

e LRA ML FPRAFEDEY > EFEFTV LG EFERLPFRAG P TR B o R
Ao R R R R AR R AT (blde DR A A ds B 23 4 e antithrombin 11
TAalFERR )

-~

R d FKEBERATY B LA R BV LA B R G o BRI Y R AL s

o

=5

PRV @ 3535 heparin #F#F 0% I AL o) 3 1T g (HIT, type 1) HIT &4 i 2 fheparin 75
R R o w ] FEcE T EAZIEO0%E [ A A m 2R e R EE TR c RRF IT- g
E%%MmM%%%ﬁwi4%w’@?&ﬁ Y A wheparinz T (L5100 2 )0 T g B
10| P2 pgFd o

ii%&ﬁﬁﬁﬁﬁi ﬁxm% !

T Beriplex & * st ATA @FA LA F Kot Al 2wl A TR
Beriplex % 100 ml ¢ > 7 %if 343 mg (4 15 mmol)sagh « & * A rUp b & B F LS 4 fg o
R e

R AR R R LS BRI 0 5T LB AR BRIl
¥

POEFR F - SRR 2R E o R R AR o Y j ookl A d B3 g
Fid o Tikhest o FHED A ME R AL fﬁ{rﬁa"@irﬁ X g, H x?;ﬁi%lja LA T R A AR
DRL G pd N RCARTR A S W R

L ERIRE S $E E A 4 )de human immunodeficiency virus (HIV) hepat|t|s B
V|rus(HBV) Frhepatitis C virus(HCV) % 7 Z % % :hhepatitis A virus2 parvovirus B19

g R T ERAAITFLE BAPFR) ) Bt REEAT R A WL R WAL pFRAE S
(prothrombin complex) & - ¢ %

5 7 RS ok Beriplex B R P 0 AR LAEE PR R R B PR F 2 A S 2 B
35 BH U FELH LI (T 2 Hwaj\en2 3 182
AREEE PR S A6 P frad FKEBRAS R O s Ry B w2 FRahd T

Lot AL A WAL FRAF & P h R 0 & 17 heparin St et FR s (Clotting tests) pe >




’a=

33

1F°\‘-'3

IR E A & * AP 75 heparin o
36 2 ~REZFH

 ER

PR AE S AMBLFERFESFAMBEZFIYPFTNT 2PRTH B FHT G L * 0T
BARE /A E T AN A B E T 2 0 T A MRS BERAFE S R F AP R
T A ARE R PR o

&

ET

<
;\4}1'—,/ q’iifﬁﬁi«#gg"

37 WERZ FJ PR 4 1l F
AEEY REHE RSB A B %

~

%
xR
fyﬁ@’éﬁﬁiﬁﬁﬁﬁ@’i%#$ﬁ$ﬁ(%134%w 2% % T et R

™

%Mm$

%égx&}w
S

s

A f RS 2 Pl B P MR R RAF S B 0 F A2 Ty
@R TR F L o FE A R 6] ERE L e LY S IR E
i

B 441 Beriplex #73 %] 2. im%ﬁmgiy,;ﬁ,u o

“VWC:L "‘J

=t
o H =
'Jr«a?;«»

LT (e
—_—

§
&

’
Rk Te
WEPAEF Lo

BREAMRL PRS2 e RRERLG GF5 234 #uEL2 % i L ¥5A

Beriplex Z4 2 2 F g2 7] %

TVPXQF@“ﬁWﬂ@?aﬁﬁﬁ‘Fﬁiélﬁiﬁﬁégko

YU R AR B R %5?} *EL A B F A4 (SOC and Preferred Term Level ) - #4f & 4345 5k 9
Belchy o BT R RITE YA (>110); ¥ A (> 1100 £<1/10); * ¥ & (> 1/1,000 %
<1/100): % & (>1/10,000 1 <1/1,000) ; 2% F & (<1/10,000) A4 (&7 FFH &2 G3H) -

REFE* 9L 0g | BEEF? U R AR5
AN
EEAREHE LABT A | LR e* ¥ A
W
ERE KT A4 R F R R TR A e
R I - WHWACE N EATE B 7 ¥ A
REAHE e 7R EAE | A
7
Pkl ) & A e
AE 4 EROR ¥ A




T i T T ¥
TEL Y

MR e 2 534 B ELE R Beha REA R E

| SIEEE
W & Beriplex i& * %] 233 2 4p M #cdy o

;%fl'/% F}fg_7 _;r'"
‘%/\% "T‘F‘l’@g'ﬁ':r"#{é'/ g"\’ﬁ@‘{é.@ﬁ‘lo _}ﬂ?;}f?ﬁji&%r{;m?qé/& Kﬁ"fg}%%gﬁg%{&
AHMERZIHFLEFANDD LE J o

oo i RS BN RTFE C FRBREE PR RN - g T OFAT

?@ﬁ%%ei’Pm%mmgmfrﬂl%ﬁmpﬁm’ﬂa@*@mﬁ”wA“ﬁw@%ﬁ
)7 er
SRR EE F I R EUA L SR 31 %&Hn?ﬁﬁqﬁmf%ﬂ§%$°

4. HRFFHE

4.1 Frzh 4 B

BRSO L RAEREY S V5 S F 4 S LFF e o
ATC code: B02B D01

:~‘;~$i‘¥*ﬁiﬂ4’§ﬂww%dﬁ4 JGH IR § S ¥ Y
A E Lo f #n F|F b Beriplex 0 » 7 7 22 % Kikig 4] st e #r4] F]+ Protein C 2 Protein S -

R = B AUF IR Sh & pRd-d iR R dpfactor VA & R o 5 d v A Al s R GUs v IRELIT -
Tissue thromboplastin factor-factor VIla complex sc 7% it factor IX% factor X ¥]m 2 = factor 1Xa %
factor Xa - ;‘gﬂ - Hagit@a B4 > o pr R(factor 1) A5 > T EH L Ko e

(thrombin ) o %’ﬁd An freni®® > BAZ REF SRR E > T8 RER o & F 4 2 i o
AT 5 A7 b eh- 304 x'nwiﬁmﬂ o ARy E& e

F3 % FF gL FIR P2 RAF D24 H kw0 § FREAL FFA) R0 2 din ¥
F3 w4 FF a8 - fas Alind 2omBAlL 2 op)e 7 R R LFRI LAY FE L
L RBREONRT o g HAF L Bl Aol W e

I HE s AL o W H e RIr4] %3 Protein C 2 Protein S » » _A 95 & = o Protein C eh4 4=
&1 € Ay F1+ Protein S 3 5 o % 1t & Protein C € ;ﬁd & sw F]FVa %2 Vllla 2 & i s frd) s o

Protein S % Protein C crgif F]+ > §Tedg s (% 4 F it oProtein C ead £ B n {2 enn B ' M43 4o 5 BE o

FKBFBF I o 54k L el

ol
;;:J,g i,*jn,\sm#;rﬁgqjmmj_ogg:ﬁﬁqw—;é
3 2 g ERES FKRFAL T+ 8 ¥ RR PR REARM DS e o A ek ¥
{?Eﬁ’é‘-mﬁ‘i Fla PR E O MARR Gk F N R Mk ] R R P F] S ik L 0 2 X TS



A IS EE AR E REER IS DRSS L PR T L
g 7S ﬁﬂ,&‘ﬁi&ii%l’%"

42 ¥ib 4 FEL

et Bl R S R R AL A2 (N=15) » 5 3 BA g &4
iﬁﬁ ad FKEFRH T LR & HE%;EL‘.* LR AFER £ (S8 (N=98,

[ R
15 ¢ it & p R 42 Beriplex 501U/kg © IVR A 45 i % % e 7Rl E P15 kA (IU/ml)2 34
dvo HV i *ﬁ“d %], F]+ (IU/kg)4aip] » 4ok &2 Beriplexz. & & o ¢ #F=HF % = ~ =

1 ~ -+ %3 2 Protein C{eS#73 4r chIVRs o #75 fe = #30= B prz pERF IR P iE
5B kR o IVRsT a3 v chje f] 4 *t % 4 ]+ 0.0161U/ml % 0.028 Protein CR¥ © x

L EYend e B4 hIVRA 00T g7
Parameter Median Plasma half- Incremental IVR (1U/ml per 1U/kg b.w.)
lived (range)/ hours
Geometric Mean 90%ClI+
Factor Il 60 (25-135) 0.022 (0.020-0.023)
Factor VI 4 (2-9) 0.024 (0.023-0.026)
Factor I1X 17 (10-127)* 0.016 (0.014-0.018)
Factor X 31 (17-44) 0.021 (0.020-0.023)
Protein C 47 (9-122)* 0.028 (0.027-0.030)
Protein S 49 (33-83)* 0.020 (0.018-0.021)

1% ¥ % ¥ (Confidence Interval)
*k4p L % #: = F HA) (two-compartment-model)

z2

Beriplex e/ FIR JRIE S = ~ 5= ~ 54 ~ B LR F]F MR R N0 G2 Ao
FRPB R AR T EBER A WT I FERBHE LD o
Pyt FKERREY SR EMEE e T8y

TSR N MRAR (IVR)d 981 % * Berlplexm}%‘*“ @2 FKBRA I E L 2 LB H R @ 17 e
#E HIVRF 4 #*70.016 IlU/ml % = F]3+ 2 0.019 IU/ml Protein C2_ & -

ST FKEPRH T R S EE N AP LT GHE NS Gy

gLl p\ Pedh F(IVR) W 431 * Beriplex>t a4 2 KB SR o Ie N3pp L fsm 88
w2 % Pédz;ﬂa @ 17 o 9% 1 s+Beriplex 1 U/Kg #-¢ a4 % Kik#g 4@ F1+ 5 ¢ k& d 0.0133
4v 1 0.023 IU/mI °




43 TRAEHF 2T
Beriplex # § {44 A Gt fFRAT £ 4 ($ 2 > %= FAfeH S )o@ PE A LM R
xF?ﬁF\/}ﬁrﬁ_mjﬁé‘!‘v\#Bpﬁ°

Br L %"Tﬁjc%f@%kﬁ;é » @ 2 2 KB A ¥ - B EF TE® SR I IR A S e
b M3 £ 200 1U0kg £ - fmw —st%if;{ i 'Vi;o . ﬂmﬂ: Hr it KEREAR LR A
2 B - % s 2100 IUMKg o o 273 s B Fen A B3 (50 g AL P FIR R AR @
éé%%st;"z&ff:a‘_%s 3R TR T AT L (AR B RO 2 4 )

g+ F & om Beriplex# R B A4 AV e u gk FREFIFTIRRABAT Y 0 L SR TR
FOE T T AT A BRI i ﬁim«ﬁ#’u/ﬁl 2% 4 (neoepitop) & 2

5. FREFL
51 palkl; ¥
¥k

Heparin
Human albumin

Human antithrombin 111

Sodium chloride

Sodium citrate

HC1 & NaOH ("> & * >* PH i2 i)

o .
A

RN

LR il X
AEF T *’E”fﬁ? 56BN EH B EIE > N2 BRI FHAHE N B BRIRLREY o

5.3 »>&dy

3 &
APPSR REFTT ATET(BF 25C)aE 24 ) FF o EdkHAc o A $ B eh
BEg ko AERE TR -

5.4 prg2 it A

*

*

B FLE A £ P o WA R o
rERp il aprE R FAA3 Y FE -

SEEHFHEMNE

Beriplex P/N 250:

ek & g st g (Type ll) - 7 3 5% 2 i 3 (bromobutyl rubber) » % 34484 2 % B 45%
f Bt

7B A 10 mliz st ok g d plagidsto) #g(Type 1) > 122 § 52 $ji1#TE (chlorobutyl rubber) > &



T ER L %%?ﬁ
/‘i-é"‘f%_%'_ - 'ﬁ@/)ﬁg/# < B 20/20

Beriplex P/N 500:
1‘3? A1 @4 sl L (Type 1) > 03§ 5% 2 #ii1 %5 g (bromobutyl rubber) » % 3f4r 4 - 2 %%
T EF%ite
B A 20 mliL s r ok o g i3 spk syl #(Type 1) > ™13 7 5% 2 62 %0 % (chlorobutyl rubber) » &
iTﬁFF‘» R RRFE R
AsEE - BEpEIEE 20/20

wAAG P ARG HE
56 BRI 2 H b B3 N2 FUAZEA

gt

— 4l P

- AR GACR LEFLER c F Rt MRS (R T N F) kT AR PAESC R
H#ﬁﬁﬁ{@*%ﬁ%%?*%3°

- %‘; e /% Z. /"—L’&# ‘:1::‘ 7 °
Fﬁt;’ipﬂ AT e B PR R o

ﬁa‘%ﬂ

- RBAE N TET -

'ﬁﬁé%;GWTﬁ*f%ﬁﬁfaﬁ%’ﬁ%”ﬁﬁ%ﬁ&ﬂ’iaﬁﬁﬁﬁﬁ&%ﬁ
(Mix2Vial ) e Koo R Fig e

1;‘{»1]-1__ 5'13}1’% /fﬁﬁ/—}‘&i’. %o
BV MEREI AR D BP PR
Br iy o

2.

v;ic_%’_ﬁrﬁ A FLIT TR TR T G
+ BT‘#_%.J FZ o %@/ﬁﬁ/—%ﬁjﬂ?ﬁ
ﬂgi%}?'é’ 1%1?35—5;3;#_@_:}’&?1@%

ez v e

3
2
%R

3-’]' b ’%“é"z gig#"“g %V{ ﬁ/@ﬁ/—%
BEE ot B REER G BEEP
P RN A A B R EE -

10



Jé B~

4, :t&g o R EHE AT S R F ahdk
» B% e A JFEQFE/*%EPE
@j\?*%?%mﬂqﬁa‘%‘”#&@'f@/\
%w FLILE Y o B R ARG B
Rl A

94

‘G

“G

5. ‘i?’f\?‘f’;‘gw CFLiE— ém@/@ﬁﬂ
KE e V- SIRBRA] T F
eI AR B b A ER
AEE S BN oGk FIERETRE
BRE B A AL A2 TR e

- 6. i I P R - Az o 0 i g
£ - R 7 TR
‘ # o
—
6
ﬁ) 7. BP~7 § &R ];‘]J_,I_E/‘]’f—'-ﬁ;ﬂ o Ju i
FUEP PR R R B A R L
l }%E K2 Y— ml]lllpﬂi‘;'f«l- ,T\’T ;P\’T }\‘4’&?’? °
T Bz F L~ EEgP oo
.
ZOJRH
BRI RF LML FHERFEL T
o EN PR R R N B
l'g
O MapRe SHITFFEY X HEE
%%ﬁ%ﬁﬁ(%%&%ﬁﬁﬁﬁp
T d AT SRR > B4
Q SHEST TS T2
9
BTG R BRI R Bl €5 LRGSR E Y E g A EF UL T
MIE R

11



=7 & @& % - 5y Beriplex » ¥ #-#cygBeriplex & £ 3t pLiE ﬁea]ﬂ Fiie BEFH = ﬂiﬂ 3o
Beripex /3 7% & 7 ¥ fF-f & * o

fe R i R e v B B AL S AR B R R 0 @ 57 7 4283 IU/kg/minute > S

+ 210 IU/kg/minute » %8 mI/mlnute o

ERARY DEENREAS 0 SRR F FLERI G -
B isATP I
2016# 12"

#] 1% g : CSL Behring GmbH
¥ x @ Emil —von-Behring — Str. 76
35041 Marburg

Germany
EP
BEE R RGP

Hw

AP AT A 15333501642 (16123 )
7+ 1 (02)2757-6970

12



‘prO720_Beriplex_P_N_500_26:300x270 26.10.2011 10:48 Seite 1

——

M
CSL Behring

PACKAGE LEAFLET

Read all of this leaflet carefully before you start using this medicine.

e Keep this leaflet. You may need to read it again.

e [f you have further questions, ask your doctor or pharmacist.

e This medicine has been prescribed for you. Do not pass it on to others. It may
harm them, even if their symptoms are the same as yours.

e If any of the side effects gets serious, or if you notice any side effects not listed in
this leaflet, please tell your doctor or pharmacist.

Beriplex® P/N 500

Powder and solvent for solution for injection.
Active ingredient: Human prothrombin complex (PCC)

QUALITATIVE AND QUANTITATIVE COMPOSITION

Beriplex P/N is presented as powder and solvent for solution for injection containing
human prothrombin complex. The product nominally contains the following IU of the
human coagulation factors tabled below:

Name of the Content after Beriplex P/N 500

ingredients reconstitution content per vial
(1U/ml) (V)

Active Ingredients

Human 20-48 400 — 960

coagulation factor Il

Human 10-25 200 - 500

coaqulation factor VII

Human 20-31 400 - 620

coagulation factor IX

Human 22-60 440 — 1200

coagulation factor X

Further active

ingredients

Protein C 15—-45 300 - 900

Protein S 12-38 240 - 760

The total protein content is 6 — 14 mg/ml of reconstituted solution.

The specific activity of factor IX is 2.5 IU per mg total protein.

The activities of all coagulation factors as well as Protein C and S (antigen) have been
tested according to the current valid international WHO-Standards.

Other ingredients

Powder:

Heparin

Human albumin

Human antithrombin Il

Sodium chloride

Sodium citrate

HCl or NaOH (in small amounts for pH adjustment)
Solvent:

Water for injections

PHARMACEUTICAL FORM AND PRESENTATIONS

Pharmaceutical form
Powder and solvent for solution for injection.

C0720 G26 A 1

Presentations

Beriplex P/N 500:

1 vacuum vial with dried substance

1 vial with 20 ml water for injections
1 filter transfer device 20/20
Beriplex P/N 250:

1 vacuum vial with dried substance

1 vial with 10 ml water for injections
1 filter transfer device 20/20

Not all pack sizes may be marketed.

PHARMACOTHERAPEUTIC GROUP
Antihaemorrhagics/Blood coagulation factors I, VII, IX and X in combination
ATC code: B02B D01

NAME AND ADDRESS OF THE MANUFACTURER AND MARKETING
AUTHORISATION HOLDER

CSL Behring GmbH

Emil-von-Behring-Str. 76

35041 Marburg

Germany

THERAPEUTIC INDICATIONS

— Treatment and perioperative prophylaxis of bleedings in acquired deficiency of the
prothrombin complex coagulation factors, such as deficiency caused by treatment
with vitamin K antagonists, or in case of overdose of vitamin K antagonists, when
rapid correction of the deficiency is required.

— Treatment and perioperative prophylaxis of bleedings in congenital deficiency of any
of the vitamin K dependent coagulation factors when purified specific coagulation
factor products are not available.

CONTRAINDICATIONS

Known hypersensitivity to any of the components of the product.

Risk of thrombosis, angina pectoris, recent myocardial infarction (exception: life-
threatening haemorrhages following overdosage of oral anticoagulants, and before
induction of fibrinolytic therapy).

In the case of disseminated intravascular coagulation, prothrombin complex-
preparations may only be applied after termination of the consumptive state.
Known history of heparin-induced thrombocytopenia.

SPECIAL WARNINGS AND PRECAUTIONS FOR USE

The advice of a specialist experienced in the management of coagulation disorders
should be sought.

In patients with acquired deficiency of the vitamin K-dependent coagulation factors (e.g.
as induced by treatment of vitamin K antagonists), Beriplex P/N 500 should only be used
when rapid correction of the prothrombin complex levels is necessary, such as major
bleedings or emergency surgery. In other cases, reduction of the dose of the vitamin K
antagonist and/or administration of vitamin K is usually sufficient.

Patients receiving a vitamin K antagonist may have an underlying hypercoaguable state
and infusion of human prothrombin complex may exacerbate this.

In congenital deficiency of any of the vitamin K-dependent factors, specific coagulation
factor products should be used when available.

I allergic or anaphylactic-type reactions occur, the administration of Beriplex P/N 500 has
to be stopped immediately (e.g. discontinue injection) and an appropriate treatment has
to be initiated. Therapeutic measures depend on the kind and severity of the undesirable
effect. The current medical standards for shock treatment are to be observed.

There is a risk of thrombosis or disseminated intravascular coagulation when patients,
with either congenital or acquired deficiency, are treated with human prothrombin
complex particularly with repeated dosing. The risk may be higher in treatment of
isolated factor VII deficiency, since the other vitamin K-dependent coagulation factors,
with longer half-lives, may accumulate to levels considerably higher than normal.
Patients given human prothrombin complex should be observed closely for signs or
symptoms of disseminated intravascular coagulation or thrombosis.

Because of the risk of thromboembolic complications, close monitoring should be
exercised when administering Beriplex P/N 500 to patients with a history of coronary
heart disease or myocardial infarction, to patients with liver disease, to patients
postoperatively, to neonates or to patients at risk of thromboembolic phenomena or
disseminated intravascular coagulation or simultaneous inhibitor deficiency. In each of
these situations, the potential benefit of treatment with Beriplex P/N 500 should be
weighed against the potential risk of such complications. In patients with DIC and
sepsis antithrombin Il substitution should be considered prior to treatment with
Beriplex P/N 500.

In patients with disseminated intravascular coagulation, it may, under certain
circumstances, be necessary to substitute the coagulation factors of the prothrombin
complex. This substitution may, however, only be carried out after termination of the
consumptive state (e.g. by treatment of the underlying cause, persistent normalization
of the antithrombin IIl level).

When Beriplex P/N 500 is used to normalize impaired coagulation, prophylactic
administration of heparin should be considered.

No data are available regarding the use of Beriplex P/N 500 in case of perinatal
bleeding due to vitamin K deficiency in neonates.

Beriplex P/N 500 contains up to 343 mg sodium (approximately 15 mmol) per 100 ml.
To be taken into consideration by patients on a controlled sodium diet.

Pregnancy and lactation

The safety of Beriplex P/N 500 for use in human pregnancy and during lactation has not
been established. Animal studies are not suitable to assess the safety with respect to
pregnancy, embryonal/foetal development, parturition or postnatal development.
Therefore, Beriplex P/N 500 should be used during pregnancy and lactation only if
clearly indicated.

Virus safety

When medicines are made from human blood or plasma, certain measures are put in

place to prevent infections being passed on to patients. These include:

o careful selection of blood and plasma donors to make sure those at risk of carrying
infections are excluded, and

e the testing of each donation and pools of plasma for signs of virus/infections.

Manufacturers of these products also include steps in the processing of the blood or

plasma that can inactivate or remove viruses. Despite these measures, when medicines

prepared from human blood or plasma are administered, the possibility of passing on

infection cannot be totally excluded. This also applies to any unknown or emerging

viruses or other types of infections.

The measures taken are considered effective for enveloped viruses such as human

immunodeficiency virus (HIV, the AIDS virus), hepatitis B virus, hepatitis C virus

(inflammation of the liver), and for the non-enveloped virus hepatitis A (inflammation of

the liver).

The measures taken may be of limited value against non-enveloped viruses such

as parvovirus B19.

Parvovirus B19 infection may be serious

e for pregnant women (infection of the unborn child) and

e for individuals with a depressed immune system or with an increased production of
red blood cells due to certain types of anaemia (e.g. sickle cell anaemia or
haemolytic anaemia).

Your doctor may recommend that you consider vaccination against hepatitis A and B if

you regularly/repeatedly receive human plasma-derived products.

It is strongly recommended that every time that Beriplex P/N 500 is given, your doctor

should record the date of administration, the batch number and the injected volume.

INTERACTIONS WITH OTHER MEDICINAL PRODUCTS AND OTHER FORMS OF
INTERACTIONS

Human prothrombin complex products neutralise the effect of vitamin K antagonist
treatment, but no interactions with other medicinal products are known.

When performing clotting tests which are sensitive to heparin in patients receiving high
doses of human prothrombin complex, the heparin as a constituent of the administered
product must be taken into account.

Incompatibilities
Beriplex P/N 500 must not be mixed with other medicinal products, diluents or solvents.

POSOLOGY AND METHOD OF ADMINISTRATION

Posology

Only general dosage guidelines are given below. Treatment should be initiated under the
supervision of a physician experienced in the treatment of coagulation disorders. The
dosage and duration of the substitution therapy depend on the severity of the disorder,
on the location and extent of bleeding and on the patient’s clinical condition.

The amount and the frequency of administration should be calculated on an individual
patient basis. Dosage intervals must be adapted to the different circulating half-lives of
the respective coagulation factors in the prothrombin complex. Individual dosage
requirements can only be identified on the basis of regular determinations of the
individual plasma levels of the coagulation factors of interest, or on global tests of the
prothrombin complex levels (INR, Quick’s test), and a continuous monitoring of the
clinical condition of the patient.

In case of major surgical interventions, precise monitoring of the substitution therapy by
means of coagulation assays is essential (specific coagulation factor assays and/
or global tests for prothrombin complex levels).

The posology and method of administration in elderly people (> 65 years) is equivalent
to the general recommendations.

There is no experience in children (see section "“Special warnings and precautions
for use”).
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— Treatment and perioperative prophylaxis of bleedings during vitamin K antagonist
treatment.
The dose will depend on the INR before treatment and the targeted INR. In the
following table approximate doses (ml/kg body weight of the reconstituted product
and IU FIX/kg b.w.) required for normalisation of INR (e.g. < 1.3) at different initial
INR levels are given.

2. Place the solvent vial on an even, clean surface and hold the
vial tight. Take the Mix2Vial together with the package and
push the blue end straight down through the solvent stopper.

Initial INR 20-39 | 40-6.0 | >6.0
Approximate dose ml/kg body weight 1 1.4 2

Approximate dose IU (Factor IX)/kg 25 35 50
body weight

It is recommended that the maximum single dose should not exceed 5000 IU FIX.
The correction of the vitamin K antagonist-induced impairment of haemostasis is
reached at the latest 30 minutes after the injection and will persist for approximately
6 — 8 hours. However, the effect of vitamin K, if administered simultaneously, is
usually achieved within 4 — 6 hours. Thus, repeated treatment with human prothrombin
complex is not usually required when vitamin K has been administered.

These recommendations are based on data from clinical studies with a limited
number of subjects. Recovery and the duration of effect may vary, therefore
monitoring of INR during treatment is mandatory.

— Bleedings and perioperative prophylaxis in congenital deficiency of any of the vitamin K
dependent coagulation factors when specific coagulation factor products are not
available.

The calculation of the required dosage of prothrombin complex concentrate is based

on data from clinical studies:

e 11U of factor IX per kg body weight can be expected to raise the plasma factor IX
activity by 1.3 % (0.013 1U/ml) of normal

e 11U of factor VIl per kg body weight raises the plasma factor VIl activity by 1.7 %
(0.017 1U/ml) of normal

e 1 |U of factor Il per kg body weight raises the plasma factor Il activity by 1.9 %
(0.019 1U/ml) of normal

e 11U of factor X per kg body weight raises the plasma factor X activity by 1.8 %
(0.018 1U/ml) of normal.

The dose of a specific factor administered is expressed in International Units (IU),

which are related to the current WHO standard for each factor. The activity in the

plasma of a specific coagulation factor is expressed either as a percentage (relative

to normal plasma) or in International Units (relative to the international standard for

the specific coagulation factor).

One International Unit (IU) of a coagulation factor activity is equivalent to the

quantity in one ml of the normal human plasma.

For example, the calculation of the required dosage of factor X is based on the

finding that 1 International Unit (IU) of factor X per kg body weight raises the

plasma factor X activity by 0.018 1U/ml.

The required dosage is determined using the following formula:

Required units = body weight [kg] x desired factor X rise [IU/ml] x 56 where 56 (ml/kg)

is the reciprocal of the estimated recovery.

If the individual recovery is known, that value should be used for calculation.

Overdose

To avoid overdosage, regular monitoring of the coagulation status is indicated during
the treatment as the use of high doses of prothrombin complex concentrate
(overdosage) has been associated with instances of myocardial infarction, disseminated
intravascular coagulation, venous thrombosis and pulmonary embolism. In case of
overdosage the risk of thromboembolic complications or disseminated intravascular
coagulation is enhanced in patients at risk of these complications.

Method of administration

General instructions

— The solution should be clear or slightly opalescent. After filtering/withdrawal (see
below) reconstituted product should be inspected visually for particulate matter and
discoloration prior to administration. Do not use solutions that are cloudy or have
deposits.

— Reconstitution and withdrawal must be carried out under aseptic conditions.

Reconstitution

Bring the solvent to room temperature. Ensure that product and solvent vial flip caps are
removed and the stoppers are treated with an aseptic solution and allowed to dry prior
to opening the Mix2Vial package.

1. Open the Mix2Vial package by peeling away the lid.

NS
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. Carefully remove the package from the Mix2Vial set. Make
sure that you only pull up the package and not the Mix2Vial
set.

Ee

Place the product vial on an even and firm surface. Invert the

solvent vial with the Mix2Vial set attached and push the
transparent adapter straight down through the product vial

I stopper. The solvent will automatically flow into the product
vial.

5. With one hand hold the product-side of the Mix2Vial set, hold
the solvent-side with the other hand and unscrew the set into
two pieces.

Discard the solvent vial with the blue part attached.

6. Gently swirl the product vial until the substance is fully
dissolved. Do not shake.

7. Draw air into an empty, sterile syringe. While the product vial
is upright, connect the syringe to the Mix2Vial's Luer Lock
fitting. Inject air into the product vial.

l

Withdrawal and application

8. While keeping the syringe plunger pressed, invert the system
upside down and draw the concentrate into the syringe by
pulling the plunger back slowly.

9. Now that the concentrate has been transferred into the
syringe, firmly hold on to the barrel of the syringe (keeping the
syringe plunger facing down) and disconnect the Mix2Vial set
from the syringe.

(= ] (S —

The reconstituted solution should be administered intravenously (not more than
3 1U/kg/min, max. 210 U/min, approximately 8 ml/min).

It has to be taken care that no blood enters the syringe filled with product, as there is
a risk that the blood could coagulate in the syringe and fibrin clots would therefore be
administered to the patient.

The reconstituted solution should be administered by a separate infusion line.

UNDESIRABLE EFFECTS

If you experience reactions, especially those which are not mentioned in this package
leaflet, please inform your doctor or pharmacist.

The following adverse reactions are based on post marketing experience as well as
scientific literature. The following standard categories of frequency are used:

Very common: >1/10

Common: > 1/100 and < 1/10

Uncommon: >1/1,000 and < 1/100

Rare: > 1/10,000 and < 1/1,000

Very rare: < 1/10,000 (including reported single cases)

Renal and urinary disorders:

Nephrotic syndrome has been reported in single cases following attempted immune
tolerance induction in haemophilia B patients with factor IX inhibitors and a history of
allergic reaction.

Vascular disorders:

There is a risk of thromboembolic episodes following the administration of human
prothrombin complex (see section “Special warnings and precautions for use”).
General disorders and administration site conditions:

Increase in body temperature is observed in very rare cases.

Immune system disorders:

Hypersensitivity or allergic reactions (which may include angioedema, burning and
stinging at the injection site, chills, flushing, generalized urticaria, headache, hives,
hypotension, lethargy, nausea, restlessness, tachycardia, angina pectoris, tingling,
vomiting or wheezing) have been observed very rarely in patients treated with factor IX
containing products. In some cases, these reactions have progressed to severe
anaphylaxis, and they have occurred in close temporal association with development of
factor IX inhibitors (see section "Special warnings and precautions for use”).

If allergic-anaphylactic reactions occur, the administration of Beriplex P/N 500 has to be
discontinued immediately (e.g. discontinue injection) and an appropriate treatment has
to be initiated (see section “Special warnings and precautions for use”).

Development of antibodies to one or several factors of the prothrombin complex may
occur in very rare cases. If such inhibitors occur, the condition will manifest itself as a
poor clinical response. In such cases, it is recommended to contact a specialised
haemophilia center.

Undesirable reactions may include the development of heparin-induced
thrombocytopenia, type Il (HIT, type II). Characteristic signs of HIT are a platelet count
drop > 50 per cent and/or the occurrence of new or unexplained thromboembolic
complications during heparin therapy. Onset is typically from 4 to 14 days after initiation
of heparin therapy but may occur within 10 hours in patients recently exposed to
heparin (within the previous 100 days).

For safety with regard to transmissible agents, see section “Special warnings and
precautions for use”.

STORAGE AND STABILITY

Do not store above 25 °C. Do not freeze.

Keep the vial in the outer carton, in order to protect from light.

Beriplex P/N 500 must not be used after the expiry date given on the pack and
container.

After reconstitution, from a microbiological point of view and as Beriplex P/N 500
contains no preservative, the reconstituted product should be used immediately.
The physico-chemical stability has been demonstrated for 24 hours at room temperature
(max. 25 °C). However, if it is not administered immediately, storage shall not exceed
8 hours at room temperature.

Any unused product or waste material should be disposed of in accordance with local
requirements.

Keep out of the reach and sight of children.

DATE OF LAST REVISION
July 2011
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