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D REMmMETIVIZEIFALEI (¥HX)

FVII-KO = 7 A (MERES 4 VT BE) K ONEHS C57TBL/I6 ~ 7 A (MERER 4 VL, BE) % 1% h 3L
B X — LIEEN Y I X 0 R L. FVII-KO ~ 7 2D § FEIZXI L, AFIIZNV Y A2 ha sl TL7r

(LLF, RRMFVIL ) ZZFhZEiu 1, 5, 20 KT0200 [UKkg #5- L7,
BT, FVII-KO ¥ 7 A KT CSTBLI6 ¥~ U ZAD& 1 BRICK L, AFIHOBEI ARG U, #BRsse

5.4 5 /02 Rek 4mm O A Gk U H i S 7%, SBE oAk 37°C, 14mL) I[ZREH %
2L MR R OV i B A 30 4 RARIE LT, FOfER. FVII-KO ~ 7 A OYAIEE G-RE0 H iR &
OMHIfL R, IE# 72 CSTBL ~ 7 AREIC B L CHEARMIIN AR L, AHIKORRER (FVIIL 0

2001U/kg #5112 & 0 | FVIII-KO ~ 7 A D H iR e OB L B FEH L ~L &g o 72 (FVIII-KO v &7 A

DOXHRRE & g LT, p<0.05) .

X 2 FVII-KO ¥R (ZHITAHMEBRMRUVEMDEICET 2HEERGE () RUVITE
14 FHifR (B)
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@ BREFEEETIVIIZEIFAIEN (THR)

FVIII-KO ~ 7 A (HfERfER 12 ) (A (2001U/Kkg) . AEM FVIT (2001U/kg) XIEAK FH O FR I
Z B MEE TS 5 /Al IR O FIRN B G- LU, SRS 0 B OBBRBEFRIRN B 5-1% 55310, BRI T C
30G DESTET A BRI 22 L, HiZFF5 L, 38R 1 A X O3 B BICKFEERES 6 lCo~ 7 A 22238
FEE T, HMFEFER K VLZEIEOERNC, A OERZHE Lz, £ofE%E, 3k 3 Ao FVIII-
KO ~ 7 ADEBAFIOERE (mean=SD) %, WEEXHERE (haemophilic control) Tid 1.2320.94mm TH
STeDITHR L, ARAGHE R NERA FVITL G TIX, £ 241 0.3220.39mm  (p<0.01) K& 1r0.25
+0.39mm (p<0.001) &, AREI/NShoTe, RARGEH L OEEA FVIL & 5HFICA BEZEITA B
2o,

& 3 AERUVERE FVII 5 R OBEEHEDEL

FTo. LHRICAE R AT OEBIET 2 TSR T OBl L, RBIENICEE % L7z i % Valentino @
Visual bleeding score (VBS) (ZX VW 227k L7, ZO#EE, FVII-KO ¥~ 7 2D VBS (mean=*SD)
1, B IREE T 2.0421.30 TH 72 DITH L, AFERGHE R OERR FVIT R G T, Tht
1 0.584+0.93 (p<0.001) }Tr0.50+1.06 (p<0.001) &, AEIIEDI -7,
=1 Valentino @ Visual bleeding score (VBS)

2) A A A X2 HeMmEERRF AR Ra R A 7T 7 ¢ OFHM
QEADIMAIR A A X (K01 LOVK18) # vy, 2 HEORREEWTZ B A4 — =T %1 THE
EATo Tz, AFIUIEER FVIL (N <h 100IUkg) %, 57 & 0.5mL/kg, #53#E 0.7mL/%) C
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B RS AIRNIZIEA LTe, i #EFERER] (WBCT : Whole Blood Clotting Time) %% L 72, WBCT I
8CT2ARDF a—T7 Z2MHH L TE L7z, ImL VU > P2l ImL 28 L, 2ARKDT Y 3 4L
U725 1SS ICEy LT, | AHORBRE % 30 70 2 LT, BMmSEg., 2 R H ORBRE %
0B T LI BIZE Lz, 2 RKHORBRE ICBIT 28N EZ = RARA ME L, ZORER, K
FI R OEER rFVIILIE & HICHARNIEAIZ LY WBCT Z EFLTE 5 Z LRSS hi,

X 4 2EEOMERFEA A X (K0T RUKI8) IZHITH IV ARA—N—XIZLBEFFNRUE
RE (FVII %580 WBCT

1.2.2. ZEYERE

1.2.2.1. ¥V EEE

1) BIER AR A B 21T 2 SR ipdEhhe

D 12 5L Eo BAR AN R OSME A O ERERIM AR A BE (FVILIEMED 1%L T) X512, AH)
(50IU/kg) % RN LA G L 7-BRO KM EE T A — X 3K 2 DY TH -T2,

x2 RBEULDBEANERUNEADOEERMKRE A BEICHIRNERRS L-ROEY
BENSA—4

HAA PANESPN
SEB4K 6 20
EEss
0.024 + 0.005 0.020 £ 0.002
(IUMmL) / (IU/kg)
AUC (IU * h/mL) 23.14 +10.81 14.22 +3.75
t,  (h) 12.61 £5.07 10.83 +4.95
Cmax  (IU/mL) 1.38+0.37 1.07+0.16

BEE —Beik, GRETIHIE, ¥ ESD
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@ SEANEOBEIERIM AR A BF FVILTEED 1%L TF) 238z, AHKl (50IU/kg) % EHRNEH
[F £ 5 UT-BROMYENRE N T A —Z |IE£ 3 DY ThoTz,

=3 HNEANNEOEERMERR A BEICHIRNER RS LI-ROEMERE/NNS A —4
6 At 6 LA b 12 A
iE 135 14 14
EIIYES
(UML) / (Ukg) 0.018 + 0.007 0.020 =+ 0.004
AUC (IU - h/mL) 9.89 * 4.14 11.09 + 3.73
t, (h) 7.65 = 1.84 8.02 £ 1.89
Cmax  (IU/mL) 1.00 * 0.58 1.07 + 0.35

BEfEERE, B ARG, P +SD

7 HOERIM AR A A IZ R D S FVILIEPEOHER (SHEA/NL)

1.2.2.2. BRUR
Pt e
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1.33.1. BNOEESRLMHERFTERUVENEICET IHE - SROFEOHE

BN EFE S Z2 MR EEHE X OEMEICBE T 2E R OB E LT, THARDMANR A B&ITHT
% ARTA b GBAsFEH MR EEE S VIR 34 ORI G 0% 2K OE M 2 2l
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AL K OV AR O FEM 20 iy S IR R & %,

1.3.3.2. B8O Y R H/MEFEIOBE

AFNOBIND U A7 Fe/IMEIEB OAFZEE 2 BIHEER 8 12”4, BN Y 27 f/MbiESE) & L CiiiE %
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14 Ak HATEK
20144F 1 H 17 H~
2014 44 7 30 H

2014454 1 H~
2014410 H 31 H

201411 H 1 H~
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2016410 H 31 A
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* Perioperative management

* Routine prophylaxis to reduce the frequency of bleeding episodes.
Novoeight is not indicated for the treatment of von Willebrand disease.

Novoeight is an Antihemophilic Factor (Recombinant) indicated for use in adults and children
with hemophilia A for:
* On-demand treatment and control of bleeding episodes

Mk - &

For intravenous injection after reconstitution only

* Each vial of Novoeight contains the labeled amount of recombinant Factor VIII in
international units (IU).
* The required dosage is determined using the following formula:
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Dosage Required(IU) = Body Weight (kg) x Desired Factor VIII Increase (IU/dL or %
normal) x 0.5 (IU/kg per IU/dL)

* Frequency of Novoeight administration is determined by the type of bleeding episode
and the recommendation of the treating physician.

R BIIEREES

Treatment and prophylaxis of bleeding in patients with haemophilia A (congenital factor VIII

deficiency).

NovoEight can be used for all age groups.

Mk - &

Treatment should be under the supervision of a doctor experienced in the treatment of
haemophilia.

Treatment monitoring

During the course of treatment, appropriate determination of factor VIII levels is advised
to guide the dose to be administered and the frequency of repeated injections. Individual
patients may vary in their response to factor VIII, demonstrating different half-lives and
recoveries. Dose based on bodyweight may require adjustment in underweight or
overweight patients. In a single dose pharmacokinetic study in adult patients the
maximum exposure (Cmax) and the total exposure (AUC) increased with increasing body
mass index (BMI) indicating that dose adjustments may be required. An increase in dose
may be required for underweight patients (BMI < 18.5 kg/m?) and a decrease in dose may
be required for obese patients (BMI >30 kg/m?), but there is insufficient data to

recommend specific dose adjustments.

In the case of major surgical interventions in particular, precise monitoring of the
substitution therapy by means of coagulation analysis (plasma factor VIII activity) is

indispensable.

When using an in vitro thromboplastin time (aPTT)-based one stage clotting assay for
determining factor VIII activity in patients’ blood samples, plasma factor VIII activity
results can be significantly affected by both the type of aPTT reagent and the reference
standard used in the assay. Also there can be significant discrepancies between assay
results obtained by aPTT-based one stage clotting assay and the chromogenic assay
according to Ph. Eur. This is of importance particularly when changing the laboratory

and/or reagents used in the assay.
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Posology

The dose and duration of the substitution therapy depend on the severity of the factor
VIII deficiency, on the location and extent of the bleeding and the patient’s clinical
condition. The number of units of factor VIII administered is expressed in International
Units (IU), which are related to the current WHO standard for factor VIII products. The
activity of factor VIII in plasma is expressed either as percentage (relative to normal level
human plasma) or in International Units (relative to an International Standard for factor

VIII in plasma).

One International Unit (IU) of factor VIII activity is equivalent to that quantity of

factor VIII in one ml normal human plasma.

On-demand treatment

The calculation of the required dose of factor VIII is based on the empirical finding that 1
International Unit (IU) factor VIII per kg body weight raises the plasma factor VIII
activity by 2 IU/dl. The required dose is determined using the following formula:

Required units = body weight (kg) x desired factor VIII rise (%) (IU/dl) x 0.5 (IU/kg
per 1U/dl).

The amount to be administered and the frequency of administration should always be
oriented to the clinical effectiveness in the individual case. In the case of the following
haemorrhagic events, the factor VIII activity should not fall below the given plasma
activity level (in % of normal or IU/dl) in the corresponding period. The following table

can be used to guide dosing in bleeding episodes and surgery:




J AR A M Date: 07 Apr 2022 | Novo Nordisk

HEAREERME Version: 1.0
Status: Final
Page: 25 of 57

Prophylaxis
For long term prophylaxis against bleeding in patients with severe haemophilia A. The

usual recommended doses are 20—40 [U of factor VIII per kg body weight every second
day or 20-50 IU of factor VIII per kg body weight 3 times weekly. In adults and
adolesents (>12 years) a less frequent regimen (40-60 IU/kg every third day or twice
weekly) may be applicable. In some cases, especially in younger patients, shorter dosage

intervals or higher doses may be necessary.

Surgery
There is limited experience of surgery in paediatric patients.

Elderly

There is no experience in patients >65 years.

Paediatric population
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For long term prophylaxis against bleeding in patients below the age of 12, doses of 25—
50 IU of factor VIII per kg body weight every second day or 25-60 IU of factor VIII per
kg body weight 3 times weekly are recommended. For paediatric patients above the age

of 12 the dose recommendations are the same as for adults.

Method of administration

Intravenous use.

The recommended infusion rate for NovoEight is 1-2 ml/min. The rate should be

determined by the patient’s comfort level.
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BUR VI 7 Hrikssm 1(26) [19] 1(200) [123] 0(0.0) [00] 0(0.0) [0.0] 0(0.0) [0.0]
1555 PEER I UE S IHE 1(2.6) [19] 1(20.0) [123] 0(0.0) [0.0] 0(0.0) [0.0] 0(0.0) [0.0]
AR T 1(2:6) [19] 1(200) [123] 0(0.0) [00] 0(0.0) [00] 0(0.0) [0.0]

MedDRA/J version ( 23.1)
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=15 FEER (FMizEL) OBE (RL2MHBETRER)
Small children Older children Adolescents Adults Total
(0 - <6 years) (6 - <12 years) (12 - <18 years) (>= 18 years) including surgery
N (%) E [R] N (%) E [R] N (%) E [R] N (%) E [R] N (%) E [R]
Number of patients 27 28 23 135 213
Years in trial
NN7008-3568 110.6 1153 103.5 427.3 756.7
Years on preventive 110.6 115.1 102.3 410.1 738.2
regimen
Years on on-demand 0 0 1.1 15.4 16.5
regimen
Years in surgery 0.0 0.2 0.1 1.8 2.0
(including recovery)
All adverse events 24 (88.9) 180 [1.627] 27 (96.4) 208 [1.804] 22 (95.7) 243[2.348] 111(82.2) 647[1.514] 184 (86.4) 1278[1.689]
Sjé‘n"t‘s‘s adverse 5(18.5) 6 [0.054] 9 (32.1) 9 [0.078] 6(26.1) 6[0.058]  21(15.6)  28[0.066]  41(192)  49[0.065]
MESI 2(7.4) 30.027] 0 (0.0) 0 [0.000] 3(13.0) 3[0.029] 5(3.7) 6[0.014] 10 (4.7) 12 [0.016]
Adverse events by
severity
Severe 4(14.3) 6[0.054] 5(17.9) 7[0.061] 4(17.4) 7 [0.068] 18 (13.3) 22 [0.051] 31 (14.6) 42 [0.056]
Moderate 15 (55.6) 31[0.280] 13 (46.4) 31[0.269] 16 (69.6) 65 [0.628] 58 (43.0) 146 [0.342] 102 (47.9) 273[0.361]
Mild 22 (81.5) 143 [1.293] 25(89.3) 170 [1.474] 21(91.3) 171 [1.652] 97 (71.9) 479 [1.121]  165(77.5) 963[1.273]
Adverse events by
relationship
Probably or
possibly related 0(0.0) 0[0.000] 0(0.0) 0[0.000] 1(4.3) 1[0.010] 7(5.2) 11[0.026] 8 (3.8) 12 [0.016]
Unlikely related 24 (88.9) 180 [1.627] 27 (96.4) 208 [1.804] 22 (95.7) 242[2.338] 109(80.7) 635[1.486] 182 (85.4) 1265[1.672]
Missing 0(0.0) 0[0.000] 0(0.0) 01[0.000] 0 (0.0) 0[0.000] 1(0.7) 1[0.002] 1(0.5) 1[0.001]
Adverse events
Leading to 0(0.0) 0[0.000] 0(0.0) 0[0.000] 0 (0.0) 01[0.000] 2 (1.5) 2 [0.005] 2 (0.9) 2 [0.003]

withdrawal
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