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Haemoctin® SDH 250, Haemoctin® SDH 500,
Haemoctin® SDH 1000

Haemoctin® SDH 250

Trade name of the
medicinal product

One vial contains 250, 500 or 1000 IU human plasma

One vial of Haemoctin® SDH

Qualitative and

derived coagulation factor VIII. Haemoctin®SDH 250 or 250 contains: Active quantitative
Haemoctin® SDH 500 contains approximately 50 IU/ml substance:Human plasma composition
human coagulation factor VIII when reconstituted with 5 derived coagulation factor VIII
or 10 ml of water for injections. Haemoctin® SDH 1000 250 IU per vial
contains approximately 100 TU/ml human coagulation After reconstituting the powder
factor VIII when reconstituted with 10 ml of water for in 5 ml of water for injections,
injections. each ml of product contains

about 50 IU of human
The specific activity of Haemoctin® SDH 250, 500 or coagulation factor VIIL
1000 is approximately 100 IU/mg protein. The specific activity of

Haemoctin® SDH 250 is

approximately 100 IU/mg

protein.
Posology The physician must take Posology and
The amount to be administered and the frequency of account of how effective method of
administration should always be oriented to the clinical Haemoctin® SDH 250 is for administration

effectiveness in the individual case.

the patient personally when
deciding how much and how
often it should be administered.

prpckoboadayniered e
themsneepardass

In patients with high levels of inhibitor factor VIII therapy may | H-the-inhibiterispresentat

not be effective, and other therapeutic options should be | tevelstessthant0-BU-permk

considered. administration-of additional
hupranseaouladen e I

Method of administration e tenthe b leedine e

Dissolve the preparation as described at 6.6. The product patients-with-inhibitor titres

should be administered via the intravenous route. It is above0-BU-er-with-a-streng

recommended not to administer more than 2 - 3 ml secondary-reaction;the-use-of

Haemoctin® SDH 250, 500 or 1000/min. tactivated)-prothrombin
complerespesninte DO or
activated-factor VIHE Ty
hasto-be-constdered:

The product contains traces of human proteins other than factor . . . Spsﬂal vYalr nings

VIII .Patients should be informed of the early signs of (the Bethesda test) for-the a: Zpi.m?l for

hypersensitivity reactions including hives, generalised urticaria, . C Es:c utions 1o
formation-ofnhibitors:

tightness of the chest, wheezing, hypotension, and anaphylaxis.
Patients treated with human coagulation factor VIII
should be carefully monitored for the development of

It is strongly recommended that




inhibitors by appropriate clinical observations and
laboratory test. See also 4.8. Undesirable effects.

It is strongly recommended that every time that
Haemoctin® SDH 250, 500 or 1000 is administered to a
patient, the name and batch number of the product are
recorded.

This medicinal product contains a maximum of 3.3 mmol
sodium per standard dose of 2000 IU. To be taken into
consideration by patients on a controlled sodium diet.

every time a dose of
Haemoctin® SDH 250 is given
the name and batch number of
the product are recorded.

From introduction in the market until January 2006 a total of Il 1 f of 4 Undesirable
about 500 000 standard dosages of Haemoctin® SDH 250, 500 Gesellschafi fir Tl ] effects
and 1000 were applied. In total 12 cases of suspected ”? . ’
development of inhibitors were received from clinical trials, &Hd—kl-&mest&sefefsehtmg—
spontaneous reporting and non interventional studies. This E ) P )
corresponds to a reporting frequency of 1 case on 40 864  he 6 Pt : l ) .
applications. Haemeetin®- SDH 250,500 o
> 6 of these cases concern transient inhibitors. LO00deelo s ed e fabibie s
> In 9 cases the titres of inhibitors were below 10 BU Sressmedinmm b el
and in 3 cases higher than 10 BU. ermpeppedee s sinhone alents
> 5 cases concern inhibitor development in previously were 4 -daystrange 2t 95
treated patients (PTPs), 3 cases concern inhibitor development | days)tn3-childrenltessthanb
in previously untreated patients (PUPs), 1 case concerned a yvears-ofage (PP and-treated
minimally pretreated patient (16 ED) and in 3 cases exposure | with-Haemoetin*-SDH250;
days were not reported. SO0 000 menkibites
> 4 cases concern children under 6 years of age, in three | develepment-was-observedtn
of these cases the inhibitors were transient. a-pestmarketing surveillanee
For the evaluation of undesirable effects the following L
frequencies were used: Very common: >1/10, Common: et TR s eeloeaged s
>1/100 to <1/10, Uncommon: >1/1,000 to <1/100, Rare: 1993-t0-2000-none-of-the 7+
>1/10,000 to <1/1,000, Very rare: <1/10,000, including patientstreated with
isolated reports Haemeoetin“-SDH-256,500-or
From clinical trials, non interventional studies, spontaneous During this time more than
reporting and regular literature screening the following 29 5 Mio—TU-Haemoctin® SDH
adverse reactions were reported on Haemoctin® SDH 250, 250-500-0r1000-have-been
AR LG Adverse reactions | Frequency | | #édividual-treatments—The
System Organ Class following adverse reactions
Nervous system disorder Haemorrhage very rare were-reported-spontaneously-to
brain be-possibly-or probably-related
e pehatic Anaemia very rare to-Haemeoetin™ SDH-250,-500
system disorders or1000-administration-with-an
Skin and subcutaneous Exanthema, ineidence-oflessthan0-19%
tissue disorder urticaria, erythema very rare each- General: Abdominal
Investigations An‘g facios V.m very rare eramps; tightness-of the-chest;
antibody positive chills-fatigue,fever_Immune
No cases of transmission of infective agents have been systepAlergie reactions;
confirmed so far. anaphylactie shoek;
developmentof-antibodiesto
No case of overdose has been reported. Overdose
When infused into a haemophiliac patient, factor VIII binds to Pharmacodynamic
von Willebrand factor in patient’s circulation. properties

In patients with high levels of inhibitor factor VIII therapy may
not be effective, and other therapeutic options should be
considered. Following such treatment options Haemoctin SDH




has been shown to be effective in 11 patients with inhibitors
undergoing immune tolerance therapy.

Plasma factor VIII activity decreases by a two-phase
exponential decay after intravenous use. In the initial phase,
distribution between intravascular and other compartments
(body fluids) occurs with a half-life of elimination from the
plasma of 1 to 8 hours. In the subsequent phase the half-life
varies between 5 - 18 hours, with an average of about 12 hours.
This appears to correspond to the true biological half-life. The
incremental recovery of Haemoctin® SDH 250, 500 or 1000 is
approximately 0.020 £ 0.003 IU/ml/IU/kg b.w. The level of
factor VIII activity after intravenous use of 1 IU factor VIII per
kg b.w. is about 2 %.
Other pharmacokinetic parameters of Haemoctin®SDH
250, 500 or 1000 are:

o Area under the curve (AUC): about 17 [U x h / ml

e Mean residence time (MRT): about 15 h

e Clearance: about 155 ml/h.

Pharmacokinetic
properties

Human plasma coagulation factor VIII (from the concentrate)
is a normal constituent of the human plasma and acts like the
endogenous factor VIIIL. Single dose toxicity testing is of no
relevance since higher doses result in overloading. Repeated
dose toxicity testing in animals is impracticable due to the
interference with developing antibodies to heterologous
protein.

Even doses of several times the recommended human dosage
per

kilogram body weight show no toxic effects on laboratory
animals.

Since clinical experience provides no hint for tumorigenic and
mutagenic effects of human plasma coagulation factor VIII,
experimental studies, particularly in heterologous species, are
not considered imperative.

Preclinical safety
data

Haemoctin® SDH 250, 500 or 1000 must not be mixed Haemoctin® SDH 250 should | Incompatibilities
with other medicinal products. not be mixed with other
medicinal products.
1 package Haemoctin® SDH 250, 500 or 1000 Haemeetin®-SDH250 Nature and
contains: Eachpack-contains-one-vialof | contents of
1 vial with powder (20 ml) out of glass type I acc. to Wd%@ég%eiwjl‘efé container
Ph.Eur. (current edition). Freeze-drying stoppers out of M#W%Ffe*“ﬁeeﬁeﬂﬁeﬂe
halobutyl-caoutchouc, type I acc. to Ph.Eur. (current stagle-use-syringe-one-transfer
edition). 1 vial with solvent (5 ml, 10 ml), glass type I cannula-onefilier needle-and
acc. to Ph.Eur. (current edition). Injection stoppers out of %bﬁﬁemy‘e&mﬂ'l*
halobutyl-caoutchouc, type I acc. to Ph.Eur. (current %Wes_
edition). The pack also contains: 1 disposable syringe Haemeeﬁﬂksgﬁé@@ _
(5 ml, 10 ml), 1 transfer system with integral filter, ene- Eac—h—pac—leeeﬂ%ams—eﬂ%w&l—ef
transfer-cannula;-one-filterneedle-1 butterfly cannula. powder (5001 one-vial-of10
ket o njeetionens
sl e sne s
coppulsne e aeedlennd
srebuertEennaula
o DO anessal o
T
Aoecheandsne buterstl:




e Pull off the closure of the packaging of the transfer system | ~Remove-the-double-ended Instructions for
pack. (2) With the water bottle standing upright, place the | ecannula-(with-blue-eufhfrom | use and handling,
open side of the pack (blue part of the transfer system) onto | #s-stere-packaging—Thetip | and disposal
the water bottle. (3) of the-needle-should-notbe

e Remove the packaging. This exposes the transparent part of | touched-during-this
the transfer system. procedure—The-shertneedle

e Turn the combination of transfer system and water vial ef—th%éeub}e—ended—eaﬁmﬂa
upside down and, with the vial of dry substance standing | is-iaserted-through-therubber
upright, push the transparent part of the transfer system into | Stopperofthe-vialwith
the dry substance vial. (4) The vacuum present in the dry | ates . .
substance vial causes the water to run into the vial of n—"l"—h%%a—l—mth—wa{er—*s—new
product. (5) Unscrew the blue part of the transfer system fumeel—&p&dedewn—aﬂé—helé
together with the water vial. (6) Gently rocking the vial with ever—%hw&l—ef—eeﬂeeﬁ&a{%,
product helps to dissolve the dry substance. Wh’feh‘%&ﬂd‘ﬂ?f%hﬁ—&ﬁd‘fhe

Do not shake vigorously, all foaming is to be avoided! freeneedle-tip-israpidly

frpe desdtheone b the copiee
ofthestopper-of-the-vial-of
cofeentle TR mennm-in
Hhecopeenimiesnleela i
thewater—which-emerges
through the lateral outlet of
Hhepeedhanntotheolons
skl
—emeepeedlonndoinl ol
sasber o p-thessnl e
el and el so-thay
A . :
itz ) L on the ] " g
DPeo-notshakevigorousty—at
, g 15O Deavel ;

Injection: mmu{es—at—th%mest—

Once you have dissolved the dry substance as described above, Injection:

screw the enclosed syringe with its Luer-Lock connector onto ~—Adter the-concentratehas

the substrate vial with the transparent part of the transfer been-dissolved-in-the manner

system. (7) This will allow you to draw the dissolved stated-abevesthefilterneedle

preparation easily into the syringe. A separate filter is is-inserted-through-the-vial
unnecessary because the transfer system has its own integral stopper

e, A—I—Hjeet—a%aﬂédpwthe

Carefully unscrew the bottle with the transparent part of the disselved-concentrate-into-the

transfer system and inject the injection preparation slowly Syringe- .

intravenously using *Remove-thesyringeand

administer-the-dissolved

the enclosed butterfly needle. Injection rate: 2 - 3 ml/minute. concentrate by slow

After the butterfly needle has been used, it can be made safe Hiravenous thjeetion:

with the protective cap. Injectionrate:2—3

ek

e s ler noedle po e
thedbmeleodeoperainis
Dopebdrsmorethanone
through-onefilter needle-
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