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UK Specific Texts

PROTHROMPLEX
PROTHROMPLEX, untreated
110979
6205911EA01 VA 16.01.1986
6205911EA02 FG 20.07.1984 VA 10.07.1986

PROTHROMPLEX TIM 4, Heat Treated

6205911EA04 MWG 29.11.1984
FG 18.12.1984

6205911EA06 MWG 14.12.1984 VA 106.07.1986
FG 21.01.1985

PROTHROMPLEX, Steam Treated (Method S-2)

6205911EA10 MWG 26.09.1985
FG 25.11.1986
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Neutral English Texts

PROTHRO%PLEX
PROTHROMPLEX, untreated
040678
6205212EW01 FG 25.05

PROTHROMPLEX TIM 2, Steam Treated

6205212EW51 MWG 7.02.
FG 27.03.

PROTHROMPLEX TIM 4, Steam Treated
6205212EW02 MWG 6.02.
FG 7.04.
6205212EW03 MWG 27.01.
FG 10.06.
BEBULIN TIM 2, Steam Treated (delivered
6205911EU01 MWG 12.07
' FG 10.10

BEBULIN TIM 4, Steam Treated (delivered in 1985)

.1983

1986
1986

1986
1986

1987
1987

in 1985)

.1985

.1985

6205911EU51 MWG 12.07.1985
FG 10.10.1985

VA 14.07.1986

VA 2.07.1987

VA 1.08.1989

currently used
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FG - date of release of text
MWG - date of passing on of manuscript for printing

VA - date of withdrawal of text
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shock. Careful and frequent recording of pulse rate and blood pressure’

is essential. Ifthe pulse rate increases and/or the blood pressure falls, a
(rans!usion of, S% Dextrose should be started.

2. During every type of therapy mvolvmg blood or coagulation factor
concentrates, ‘the occurrence of a_circulating coagulation factor
antibodyisa possubﬂxty The time at which such an antibody is produced
cannot be predicted and depends neither on the amount of the plasma
preparation administered nor on the frequency of administration.
According to present experience the application of corticosteroids or
immunosuppressive substances has hardly influenced the formation of
antibodies.

3. Therisk oftransmission of viral hepatitis is most probably eliminated by

careful donorand plasma selection together with steam treatment of the

procuct.

Transmission of HTLV-i can be effectively excluded by the above
measures.

CONTRA-INDICATIONS

In patients with consumption coagulopathy administration of PRO-
THROMPLEX is recommended only after elimination of the underlying
consumption disorder.

SHELF LIFE AND STORAGE
2 years when stored between +2° and +6°C, protected from light.

PACKS

— R/C vial containing 200 units of lyophilised Factors i, IX, and X
— R/C vial containing 10 mi.of Water for Injections B.P..

— Kit for reconstitution and injection

— R/C vial containing 500 units of lyophilised Factors #, IX, and X
— R/C vial containing 10 m! of Water for Injections B.P.

— Kit for reconstitution and injection °

— R/C vial containing 1000 units of lyophilised Factors il, IX, and X
— R/C vial containing 20 m! of Water for In;ectnons B.P.

— Kit for reconstitution and injection

REFERENCES

- BIGGS R., MACFARLANE R.G.: Treatrnent of Haemophma and other Coaqulation Disorders.
. Blackwell, Oxford (1966)

-

. FISCHER M.: Die Blutererkrankung. Wien. med Wschr. 6: 110 — 116 (1968)
. FISCHER M.. DEUTSCH E.: Therapie der Hamophilien. Dtsch. med. J. No. 14: 499 — 505 (1968}

2

3.

4. JOSSOF,MENACHE D., STEINBUCHM., BLATHIXC SOULIERJ.P.: The P.P.S.B. Fraction. Bibl.
haomat. Mo. :H pp- 10 - £2 (1¥/V)

S

6.

. LANDBECK G.: Storungen der Hamostase. In Lawm P.: Praxis der Intensivbehandlung. Thieme,
Stuttgant {1971)
. LANDBECK G.: Substitutionstherapie mit Faktor Vill und IX Préparaten. In Pettenkofer H.: Gezielte
Therapie mit Blutbestandteilen. Lehmanns Verlag, Minchen (1968)
7. LOELIGER E£.A, HENSEN A.: Substitution Therapy in Haemophilia 8. Thrombos. Diathes.
Haemorrh. 6, 391 (1961)
8. SOULIER J.P.. STEINBUCH M. Uber die Herstellung und klinische Anwendung von Gerinnungs-
faktoren-Konzentraten aus menschlichem Plasma. Z. Ges. Med. 20: 311 (1965)
9. TULUSJ., BREEN F.A: Christmas Factor Concentrates. The Clinical Use of Several Preparations
Bibi. haemat, No. 34: pp. 40 — 51 (1970)
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Prothromplex®
Partial Prothrombin_ Complex Human
Steam Treated o

(Method S-2).
PROTHROMPLEX contains' coagulation’ factors- Il IX and X:iand i
indicated for the treatment ot haemophmaB L :

MANUFACTURE AND. COMPOSITION - :
Through appropriate purification and concentratlon of the coagulatuor
factors, one obtains at least a 60-fold_concentration of Factor IX a:
compared to fresh plasma. Thus 1 milligraim of protein ontaing atleast one
unit* of Factor IX. Despite a moderate total protein content a h:gt
concentration of Factor Il and X is also reached. »~ =~ o

To eliminate the potential risk of thrombogenic comphcatlons as_soclate(
with Factor IX preparations PROTHROMPLEX is routinely tested for the
absence of activated coagulation factors.

In addition, PROTHROMPLEX contains a small amount of heparir
(max. Q.15 i.u. heparin per unit of Factor IX).

When using PROTHROMPLEX in the recommended dosage no activatior
of coagulation which may precipitate consumpnon coagulopathy o
thromboembolism is to be expected.

PROTHROMPLEX is prepared from pooled plasma of suﬂable** humar
donors.

Forthe manufacture of PROTHHOMPLEX only plasma donations are used
which are non-reactive in tests for HB-antigen and HTLV-Ili antibodies,
Both the plasma pool and the final product are tested for the absence o
HB,-antigen; the plasma pool is aiso tested for the absence of HTLV ll
antibodies.

The product has been treated at 60°C for 10 hours at a defined steam
pressure (Method S-2).:

Samples of PROTHROMPLEX, which were spiked with 2 x 108/ mlinfectious
units of HTLV-IHl, did not contain viral elements capable of reproducing after
the product specific steam treatment. The HTLV-{ii titer was determined
after incubation with HT-H9 cells and subsequent measurement of reverse
transcriptase activity in the clarified cell supernatant.

INDICATIONS

Treatment of cases of haemophitia B (Factor iX deficiency). . -
By administering an appropriate dose of PROTHROMPLEX, itis possible to
achieve a prompt and sufficient rise of Factor IX in-the.patient’'s plasma.

The effectiveness of ireatment can be checked by simple laboratory tests.
The activity of Factor IX is assayed through determination”of the Partial
Thromboplastin Time (PTT)..

The most reliable results are obtamed by quantnatlve actlwty assays of
Factor IX. s

RECONSTITUTION AND ADMINISTRATION
Reconstitution

PROTHROMPLEX is to be stored in the lyophilised state and should only

be reconstituted immediately before application. The solution mustthen be

used promptly. Entered vials must not be reused.

* 1unitof Factor I, IX and X is equivalent to the Factor I, IX and X acuw%ol 1mi avevage tresh
normal plasma. The Factor IX units are expressed in terms of the WHO Standard.

** -Suitable human donors as described in the British Pharmacopoeia:1980 under Albumin and inv

with the to. D the Risk of Transmitting Acquired.

Immune Deficiency Syndrome (AlDS) {rom Plasma Ocnors” vssued by the US Food & Drug
Administration, March 24, 1984.
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1 Warm the unopened bottle containing the solveqtto mom temperature>
“(max. 37°C).

SR

2. Removéithe ¢ caps from theconcentrate and sotvent botﬂes (fag A) and-

disinfect the rubber stoppers of both bottles. v‘ ~ ! Suim

3. The enclosed transfer needie (double-ended needle) is proteuted by,
2 plastic caps sealed by a weld mark. Break the weld (flg Byand remove
one cap.insertthe exposed needle into the rubber stopper of the solvent
bottle (fig. C)‘

4. Removethe other cap from the double-ended needle taking care notto
touch the expgsed end.

5. Invert the solvent bottle over the concentrate botile, and insert the free-
end of the double-ended needle to-approximately-half the needle length-
into the rubber stopper of the concentrate bottle (fig. D). The solvent will

) ’ be drawn into the concentrate bottlé which is under‘vacuum A
6.

D1sconnect the‘two ‘botttes by removmg thé needle from the concentrate
i vbottle (tig. E) Gentl
n

_g:tate or, rotate the concentrate botﬂe to

7. Upon COI’Y‘\DIétE‘I’ECOﬂStItUtIOﬂ of the concentrate insen the enciosed
aeratlon needle (ﬂg F) and any foam wnll collapse. Remove the aeration
- neédie.: e S

. Administration

Remove the protective covering from the enclosed filter need|= byturmng
the cap and-fit thé neédlé onto stenle d:sposab!e synnge Draw the
solution into’ thie- synnge {fig.-G): ¥

Disconnect the hlfer needle from“the syringe’ and slowly (maxrmum rate of
injection: 1 mi/min.) inject'the"solution"intravenously with the enclosed
dlsposable needle (or the lnqulOn set wnh a wlnged adapter)

e SFEL S ol
Do not exceed Ihe maximum m;echon rate of 1 ml/mm.

The solution must be injected through a filter.if-a different method of .

reconstitution is used.

DOSAGE

Only general diréctions can be glven for thedosage of PROTHROMPLEX. It
is dependent upon the severity of the coagulation defect and the degree of
the traumdtic and haemiorrhagic’ tissue damage: The suggested dosage for
the treatmerit of Haemophma B'is givenin the dosage-guide below.

Dosage-guide for. the treatmenl of severe and semn-severe cases of
Haemophilia Bz ;- + Y . £t

Formula for the calculatlon of the necessary quanmy of Factor IX:

One umt of Factor. lXIkg body welght =1%' |ncrease ‘of Factor Xin. the:
pahentsp!asmav‘.. . . R .

Chmca! Mamlesmhon Maintenance dose

at intervals of

R vTherapeuhcaHy mitial dose in_ -
wanted Minimum | units Factor IX

Factor IX level per kg body 610712 (24} hrs.
: " | weight in units Factor IX
per kg body
Z -, | weight

A) Surtace bleeging of the
skin and mucosae
Superficiat or deep - .- . | - . L Lot
haematoma ..
Haemarnroses 5-10% | 15U 7—15U
Skight bleading !
fcliowing injuries I IATE Y
Uncompiicated dental
extracions .« . : = R . P

B) Severe muscle haematoma’
Mocerate tleeding
follow'ng injuries

nd intestinal

; nages

Sone fractures” i 15—30% .20—-30U 15—30 U -

i tleecing

| Haematuriz

i

i

:

Complicated dental
exiracticrs_ . . L oy E e

Minor surgery

; Ci Mazcr surgery

| S

more than 50% -] 75U - 50754

Itis:suggested that a high initial dosage be chosen to ensure a rapid and
sufficient increase of Factor IX thus achieving a reliable cessation_of
bleeding. Here, as well as with the subsequent maintenance therapy, the
initially short half-life of the coagulation factors has tobe consideréd.
Depending on the in vivo half-life of -Factor IX, which is approx.
12--30 hours, a successful result will be achieved by repeated
administration of PROTHROMPLEX at intervals of 6—12 hours. To assure
absolute control of treatment, determination of the PTT should be made and

where possible, quantitative assays of Factor IX activity. Treatment should
be maintained up o the resorption of the tissue haemorrhage or until the-
wounds” have healed completely, thus ensuring a ‘complication-free
postoperative course The special advantage of PROTHROMPLEX fies in
the fact that by application ot small volumes of fluid and a slight amount of
protein a high concentration of coagulation Factor IX is reached in the
circulation. The danger of volume or protein overloading of the patientis
avoided even with the administration of high doses. :

PRECAUTIONS - ) _ )

With pétients suﬁering from disseminated intravascular coagulation (DIC),
PROTHROMPLEX should not be administered unless consumption of the
coa‘gulaﬂon factors has been previously interrupted with Heparin.

SIDE EFFECTS

Side effects are rarely observed during treatment wnh PROTHROMPLEX
though the following reactions may occur: .

1. Allerglc Reactions
All forms of aliergic reactions from mild and temporary urticarial rashes
to severe anaphylactic shock are possxble when human derivatives are
administered. If these occur: treatment with PROTHROMPLEX must be
interrupted at once. Allergic reactions should ‘be' controlled -with,
antihistamines and routine shock-treatment given- for anaphylactic
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Partial Prothrombin- Complex (Human)’ 2 s
heat\treated

Produict aneif %

PROTHROMPLEX TiM: 4 contanns .Codl
indicated for the fréatment of haem

PROTHROMPLE)( TIM_4 is prepated fr m_ poole pl
himan’ ‘donors’ and‘freeze’—'dned tor,stab»
Through appropriate” pu i
factors, one obtains at’least 4 60—foldl ‘toncentration “of’

compared to fresh plasma. Thus 1 mdhgram of protein ¢ ntams at least
one unit** of Factor. IX. Despﬂe & ]

Ctors: ¢
tion; PROTHROMPLEX TIM4 ontams asmallamount ‘of heparin
*heparin per unit of Factorﬂ) :
When using’PROTHROMPLEX TIM-4in the recommended dosage no
activation of coagulatlon whlch may ‘precipi gulopathy
or thromboembolism'is to be expected
To' decrease the potennal ris
following' steps are taken:
1... Donor:and. Plasma Selection; . S
All"donations and pools., of. manufacture of
.. .PROTHROMPLEX TIM 4 and the final product we re' testéd for HBs-
‘antigen by Radio Immune Assay (RIA) and found _non- reachve
2. Thermoinactivation by Method TIM 4:
PROTHROMPLEX TIM 4 is subjected to a model virus controlled
product specmc thermomactuvatlon V

INDICATIONS -
Treatment of cases of haemophllla B (Iack of Factor 1X).

By administering~an appropnate dose of PROTHROMPLEX TiM 4, it is
possnble to ach:eve a prpmpt,and sufﬁuem rise of Factor IX in the pauent s
plasma."
The effectiveness of treat el ..can b checked by simple laborafory tests.
Thé;activity-of Factor. IX assgyed through delermmatlon of.the Partial
Thromboplastin Time (PTT). - ; T AN
Theé most reliable results are obtamed’by quantltatlve actwufy assays oi
Factor X. %

i
ADMIN!STRATION I
Direchons for Reconsﬁtutaon of the Soluhon for lnjechon

The. lyophilised PROTHROMPLEX TIMM must-be dissolved ummedjately
before m;ectlon usmg the amount of sotve}nt provxded {10 mi). e

ctions the

'U .
\

1. Warm the PROTHROMPLEX TiM 4 and solvent bottlesto approx 37°C.

7. . Suitable human donors as desc edin the Brmsh Pharmacopoesa Addendum 1978 under

Dried Antihaemophitic Fraction. | - : i ,-_.L.-. e P

** One unit Factor i, IX and X is equiyalent to the Facgor i, 1X and X actuvnty presentin 1 ml
of average fresh normal’plasma: The Factor IX units afe expressed in term# of the 1 st
+,; International Standard for Bicod Coagulnhen‘Famoq X, Human, 72(32. ~naiteioa ;

i onoatytises

*** 1i.u. heparin according to WHO standard.
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2zBemove the protective caps (fig. 1)-anddisinfect ! the rubber stoppe(s of
both bottles.
3. Choase; ofieiof the twg Tollowing pracedbires. 3¢
A) a) Fit a disposable needle onto .
a syringe of suitable size.

b) Insertthe needle of thesyringe__
intothe R/C bottle withsofventd7::  -*"*
and draw up the solvent into
thé syfinge; remove the needle
from' the syringe.

Fitdthg; enclosed filter needle
onto‘the syringe and insert the
needle somewhat eccentrically
wt. » into.the R/C bottle containing,..
7 “the'lyophilisate. The vacutm in
the bottle draws in the'solvent.”

d) Carsefully dissolve the lyophilisate. by gentle agitation. (approx.
o e) Insert’ hqe provrded aerat‘ on’ needle ‘and’ any foam wrll collapse

d

C

-~

LA

it lmo the bottle contarnmg the lyophrlrsate is
f the transfer needie.-For this purpose first
.- remove the prote cap.of the transfer needle and insertitinto
.- the rubber stopperof-the bottle containing the. solvent (fig. 2),
" Then femove the protective tube of the transfer needle. Turg the
~.ae :-solvent bottle with, tné.inserted transfer needie upside-down and
insert the [atter info the rubber stopper.of the lyophmsate"bome
..leaving.a free needle length of 1 cm outsrde the bottle (fig. 3).
Caution: do not.touch.the needle! Because of the vacuumiin the
“lyophilisate bottle the ‘Solvent will then run in.’
- --b). Remove the. solvent bottle with the transfer néedle from the
" lyophilisate bottls’ (fig. 4). Gently agitate. the latter in, order to
accelerate solution.
c) insert the provided aeration_ needle and any foam wrl! collapse
<. =tfig. 5). Remove the aération needte. "
d) F't the ‘enclosed filter’ needle ‘onto the drsposable syrrnge and
‘draw up the solution'into the syrlnge (fig. 6) -

fig. 1 ig. fig. 3

RPN N L S N i FERFRH P

4. Separate the syringe from the fiiter needie arrd fit the enclosed
disposable needle (or winged adapter needle). Slowly inject the solution
intravenously at a maxrmum rate of 1 mi/min. "

Do not exceed the | maxlmum injection rate of 1. ml/min.

The solution must be injected through a filter if a{di"erent method of
reconstitution is used.

DOSAGE 2103333 50

Ofily | gene‘rﬁl directions can ‘b given for the 4558ge ot PROTHRO Mf
TiM 4. It is dependent uporithe severity of thettoagulation' défe and"
degree of the traumatic and haemorrhagic tissue damage. - The suggeéste
dosage'for: he itreatment of Haemophllla Bfrs glven uthe do&ge goic
below : I :

One unit of Factor IX/kg body werght
in.the panent s plasma

Thérapeuticatly®"
' wanted Minimum
| Factor IX level -,

O?

PRSI

i) (;.

A) Sudace bleedrngs ol the 1 ,
skin and mucosae ’
Superficial or deep
haematoma
Haemarthroses ©'::
.Slight pieedings.
-following injuries. . -
Uncomplicated demal
exrract-ons o

B) Severe muscle haematoma

Moderate bleedmgs

tfollowing injuries

Gastric and intestinal

. haemorrhages .. ... .. .} DN PRSI e a

| Bone fractures - ' 15—30% - 20-30U | 15=30 U
Cerebral bleedings
Haematuria

: Complicated dentat. *:"

N exlractlons: N

Minor surgery”

more than 50% BRA SR TR SRy Wt 7 Vi

C) Major surgery

Z3IT12RTSA

Itis suggested that 'a ‘high initial dosage’ Be . éhosei ‘ta, ensure 4’ rapi
and sufficient-increase:of -Factor iX thus. achrevmg a reliable cessatiort ¢
bleeding.”Here;" as ‘well as:with:the subsequent‘maintenance- thefapy
the initially short half-life of the' coagulation factors has tg bé eonsiderec
Depending on the in vivo half-iife of Factor iX; which is approx.12—30 hours
a successful result will be achieved by repeated: admmostratlon of PRO
THROMPLEX TIM 4 at intervals.of 6—12 hotrs. T assure‘absolute contr¢
of treatment; determination-of the PTT should:be made.and where:possible
quantitative assays of Factor IX activity. Treatment'should be-maintaine
up to.the fesorption ‘of thé tisstie’ haemorrhage ‘or.untit the wounds haw.
healed completely thus” ensuring a comphca ion-free postoperatm
course. The special advantage of PROTHROMPLEX TIM 4 lies in:thé fac
that by application of small voliimes of fitid'and aslrghtamoum of protein:
high concentration of coagulation Factor IX is reached in the circulation
The danger of volume or protein overioading of'the patient is avoided ever
wnh the administration of hi

g

PRECAUTIONS

With patients suffering'‘from “dissemiriated'! iftravdstular coagulatior
(DIC). PROTHROMPLEX TiIM 3 §hbulo°rfo!"be ddministered_-unles:
consumption of the coagulatron (actors has,beenvprevrouslydmeaupte(
w:mHepann o Eoancse ! G QRN

SHPL0000185_0009
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SIDE EFFECTS I 3D:A2¢a
Side-effegts are rarely. gbsewed during treatment with PROTHROMPLE)G

114 though; the following eactlons may.occur:,
tatAllergic Reactions+ > ot : -
sbiAll forms of-allergic:react lons from mrlckandtemporaryumcanal rashes
to severe anaphylactic shock are possible when human derivatives are
administered. If these occur, treatment with PROTHROMPLEX TiM 4
to mustbe:interrupted: at.onoasAIIergrorreactnons:shoutd be,controlied
with antihistamines and routine shock-treatment given for anaphylactic
shock. Careful and frequentl recordmg of pulse rate and blood pressure
is essential’ If the'puilse rate incredses and7or the blood p pressure falls a
#1 transfasion of:5% Dextrose! should be started.”. -5 v am

2. During every type of therapy involving blood-or coaguleﬁlon factor
concentrates, the occurrence of a circulating coagulation factor anti-
..--body.is a possibility. The_time at.which such an antibody.is produced
- .cannot, be predicted.and.depends neither on the amounl| of the plas-,
ma preparation administered. nor on‘the frequency of administration.
Accordmg to present experience the application of cortrcosterords or
! imMmunosuppressive substédnces has hardly influenced the formation
of antibodies.

3.7 DeEspite the riedsures takef to reduce therisk; the” tran’smtsston’of V|ral
hepatitis or other viral infections cannot be ruled out:»" -

CONTRA-INDICATIONS

Despitethe precautions-taken!in the checklng of donors, donatlons and
the final product, and the introduction of a thermoinactivation procedure,
the transmission of hepatitis cannot be entirely excluded -following the
administration of coagulation factors. This should be taken into account
before using PROTHROMPLEX TIM 4 to control haemorrhage in non-life-
saving situations in liver disease patients and those undergomg anti-
coagulant therapy. -

|

SHELF LIFE AND STORAGE! B
2 years when stored between +2° and +6°C, protected from r||ght
PACKS peamd

of 200 units; 500 units; or 1000 units of Factor 11, IX and X meach contamer
1 R/C bottle containing lyophilized PROTHROMPLEX TIM 47 o
1.R/C bottle containing 10 m! Water for Injections, B.P. '~

1 Kit for reconstitution and injection. .

REFERENCES
1 BIGGSR MACFARLANER.G.: Treatmenlo(HaemophnluaandotherCoagulatconDlsorders.
‘ Blackwell, Oxford (1966,
FISCHER:M.:.Die Blutererkrankung: Wien. med. Wschr 6} 110:116 (1968) T *
3¢ FISCHER M.. DEUTSCH:E.: Therapie der. Hamophilien. Dtsch.med.J. No. 14 499: 305(1968)

47 JOSSO F, MENACHE D STEINBUCH M., BLATRIX C... SOULIER, ~JB.: The P. .S.B.
<5 TEeaction. Bibl, haemat. No: 34, pp.-18:22°(1970) = B
5‘ ‘LANDBECK G.: Stdrungen. dér Hamostase. tn LawnrrP Praxls‘def lntens benandlung
i+ - Thieme, Stuttgart (1971) !
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. Ulrecllons for use

6L O

Prothromplex® TM 4 -

clizod Ao

Partial P ){othrombm« Complex (Human)_:.-;? i

#1090 BlEsan aldsaa"elu

heat—treated

EX‘ §:4 containg Sagulz
indicated for the tPea‘t‘mem of haemophilia

et 5
MANUFACTURE: ‘AND* COMPOSIT!ON
PROTHROMPLEX TIM A4is prefpared from pooled
human ‘donors and fréeze“dried for [ stability | I’ stora
Through appropriste purif“ cation ,ano" nceqtrahon of thi ;:_qagulatvon
factors, one obtains ‘at“léast 3 §0- ?old concentration of Factor IX as
compared to fresh _plasma. Thus 1 m:lhgram 'of protein contains at Jeast
one; uniit™* of’ Faclor 1 Despite a moderafe total protem col ent a‘high

oncentration‘of Factor IF-and Xiis also'y
To eliminate thé potentiaf risk of tHro, geni
with Factot IX: ‘preparations’ PROTHROMPLEX

eached

the absenCe ‘'of activated coagula{ion factors'Q 2
In’ adg ’PROTHRQMPLE iain
() epatin Per unit of Factor 1), e

When' using PROTHROMPLEX TIM
activation of coagu!atron whsch ma

or. thromboe
T :

d‘dosage no
tloncoagu!opathy

pools‘of pla

M43 nd’ the “fipal el(o}

ssay, (R A) and, fou

2. Thermoinactivation t by Method TIM 4:
PROTHROMPLEX TiM 4 is subjected to a model virus controlled
product specific thermomaéﬂvatlon

INDICATIONS ' =X
T atment of cases of haemophma B (lack of Factor 1X).

dministeringan appropnate ‘dose of PROTHROMPLEX TIM 4, it is
p‘g@ ble to achiev é.\a prompt and sufﬂczem nse of Factor IXin the pahents
plasma. oy s

The;effechveness of treatment éan ‘be; checked by simple Iaboratgryiests
-Theactivity df Factor.iX kassayed throggh determmatton’ of the PaQIal

[ PROTHROMPLEX T

Thebmboplastin: Time (PTTJ. .. Qs |
)

THe: ‘most rehg_ble results are obtamed by quantltahve actwcty( as}
FaEgor IX. i o
ADI{IIN!STRATION Y SRR

DI echons for Reconsmuqu of the Soluﬂon f

T lyophmsed PROT
ore mjectlon usmg t

1. Warm the PROTHROMPLEX TiM4 and solvent bottlesto approx 37°C.

Do e

: " AR u DT 5 N gl
o )m-tablennman donorsas descr'lbed in tne_ itish-! enavmaoopoena Aocendum 1978 under
Dried Amlhaemophlhc Fragtion. ... . . R L .

°* .One unit Factor u IX and X isequ alenl 1o me Fac(or ll X and x acnwty esent ;n 1mi
of average tresh: Normal plé: %ﬂ& ¥ Ctor ‘1% dnits-are expressed m‘te?:‘ns “of the st
1 ltermalianghStanpard for, Blogd, C“:’Q“““‘?I‘ ApctosytX. Humas. 12132 11014102, i T

*** 1 iu. heparin accordmg to WHO standard. . Die g ralstt o

g Sl gee ~[BomM):

SHPL0000185_0011



2.2 Remove the protective caps (fig. 1).and 'drsmfectthe rubber stoppers of,
both bottles.
3. Choose g B tNI|OWIaD Procedres. 2y 4:
A) a) Fit a dispdsable needle onto
a syringe of suitable size.

b) Insertthe needle ofthesyringe _
into the R /C bottlewithsolvent ¢
and draw up the solvent into
the'syrir ge remove the needle
lrom1 fssyrm ge.

c) Fit ﬁhe-venclosed filter needle
ontd thé syringe and insert the
needle somewhat eccentrically
.into,the R/C bottlecontaining ., .
“the lyophrhsate The vactumin. ...
the bottle draws in theé solvent.

d) Carefully dissolve the lyophilisate:by genne?agitation {approx.
o3, 2—3.min.). .

e) Insert the. provxded aeranon needle and any foam will coilapse.
.. Remgove. the aeration needle and.draw up the solution into the

A

\ N synnge th ugh il he fi lter.need|e provided.

B) a) Transfer of the solvem into thebome contammg lhelyophnlrsateus
done with the help-of the transfer needle. For-this purpose first
..._remove the protective cap of the transfer needle and insert it into
“the rubber stopper-of. the- bottle;containing the solvent (fig. 2).
‘Then'remove the protecnve tube of the transfer needle. Turn the
: solvent bottle,with the inserted transfer needle upside-down and.
insert the latter into the rubber stopper of the'lyophilisate bottle
. leaving a,free. needle length of 1 cm outside the bottle (fxg 3).
: : nof touch the needle! Because of the vacuum in the.
philisate bottle the solvent, will then run in.
-- - b) Remove. the solvent bottle with the transter needle from the
) " lyophilisaté bottie (fig..4). Gently agltate the latter in.order to
accelerate solution.
... C) Insert the provided aeration. needte and any foam w:ll coliapse
{fig. 5). Remaove the, aeration’ needie.
d) Fit the enclosed filter needle onto the d\sposable synnge and
draw up’thé 'solution into the synnge (ﬁg

 fig.1 fig. 2 fig. 3

Al e GmlE

. fig.4 fig. 5 fig.’6

4. Separate the syringe from the filter needle and fit the enclosed
disposable needle (or-winged adapter needle). Stowly inject the solution
mtravenously ata maxrmum rate of 1 mi/min.

Do not exceed the maximium ingechon rate’ of 1 mi/min.

The solution must be-injected through a mter if a different method of
reconstitution is used.

DOSAGE

Only genera! diréctions cari bé given for the ‘dosage of PROTHROMPLEX-
TIM 4. 1t is dependent upon the severity of the coagufation deféct and the
degree of the traumatic and haemorrhagic tissue damage; Thé suggested
dosage for the treatment of’ Haemophma ‘B given'i 1

beiow :

One umt of Factor IX/kg body wergm
in-the panent plasma )

Maintenance'ddse
[ units Factor'iX at iatervals of i1
per kg. body,:. 6 t0 12.{24) -hrs.
welghl . n GAILS Factér X
: o - per kg. body
weight:. p

Ciinicat Manifestation = * ~ initial dose in -

A) Surtace bleedings of the: . | .~ :
skin and mucosae
Superticial or deep X
haematoma -
Haemarthroses -~ -. Lo 5=10% . | A5 U -
Slight bleedings: -, : LT c
tollowing injuries - - R B
Uncomplicated denlal . . B
extractions =~

B) Severe muscle haematoma -
Moderate bleedings
foliowing injuries .
Gastric and intestinal Trrar 3Tl PR )
haemorrhages. . . .
Bone fractures o 15—30%
Cerebral bleedings
Haematuria

- Complicated dental
'extractions N
Minor surgery

C) Major surgery more than 50%

It is suggested that a high initial dosage be chosen to ensure a rapid
and sufficient increase of Factor IX thus achieving-a reliable cessation of
bleeding. Here, as well as with the subsequent maintenance therapy,
theiinitially short half-life of the coagutlation factors has to’ be considered.

Depending on the in vivo half-life of Factor IX; whichis approx. 12-=30 hours,

a successful result will be achieved by repeated ‘administration of PRO-(
THROMPLEX TIM 4 atintervals of 6212 hours! Toassure absolute control
of treatment, determination of the PTT should be made and where possible,
quantitative assays of Factor IX activity. Treatment should be maintained
up to.the resorption of the tissue haemorrhage or.untit the wounds have
healed completely, thus ensuring a complication-free- postoperatrve
course. The special advantage of PROTHROMPLEX TIM 4 lies in the fact
that by application of small volumes of fluidand a sllghtamount of proteina
high concentration of coagulation Factor IX is reached in the circulation.

The danger of volume or protein overloading of the patlent is avoided even
with the admm«strauon of hlgh doses.

PRECAUT|0NS

With patients suffering - from’ dlssemmated mtravascular coagulation
(DIC), PROTHROMPLEX TIM’ 4 should not' be™administered unless
consumption of the coagulation factors has been prev:ouslymterrupted.
with Heparin. - . -

SHPL0000185_0012



SIDE EFFECTS 35801
de; effegtscare tarely observed durmg,treatment twith PROT BQMPLEX
T:IM 4thousgh; the follow QI%Q*QBSJMYMQ o :mﬁnmi’ :
1 -Aliergic Reéctlons-u; BUERIF SIDET RS B S &
2" All.forms.of allergio reactions :fmm, mild and temporary.urticarial fashes
to severe anaphylactic shock are possible when human derivativesare:
administered. If these occur, treatment with PROTHROMPLEX TIM 4
tc mustbeinterimted at oncer Allerginteaatians:should -he: controlied:
with antihistamines and routine shock-treatment given for anaphylactic:
shock. Careful.and frequent recording of pulse rate and blood pressure.
is essentrat"lfthe‘pulse taté incréases and /or the’ blood pres ure falls,a

i transfusion of §%rDextrose should be started Xi - -
2. During every type of therapy involving blood ori coagulatuén factor-
concentrates, the occurrence of a circulating coagulation factor anti-
—-body-is a_possibility. The time .at which such an antibody is produced.

' -,cannotsbepredlcted,@nq depends neithec-on the amount of the plas--

1 ma pi eparataon adrmmstered ‘nor-on the frequency of administration. .
¢ Adcording to present €] ’per!ence the apptitation of corticosteroids or

rmmungsuppr%swe subsiances has hatdly influenced the formation

! of antibodies.

Toesvmmn'easurevtakewredncemsk‘the trans
hepatitis or other viral infections cannot be ruled ou

CONTRA-INDICATIONS.

Despite-the precauhons Aaken in the. checking- of donors, donations and
the final product, and the introduction of a thermoinactivation procedure,
the transmission of hepatitis cannot be entirely excluded® following the
administration of coagufation factors. This should be taken into account
before using. PROTHRQMPLEX TIM 4 to control haemorrhage in non-life-
saving situations in liver d|sease patients and those. undergomg anti-
coagulam therapy. .

xsslcm of virat

SHELF LIFE AND STORAGE

PACKS ) s e
of 200 units; 500 units; or 1000 units of Factor I, IX and X ineach‘cdntainer.
1 R/C bottle containing lyophilized PROTHROMPLEX TIM, 4-

1.R/C bottle containing 10_mi Water for Injections, B.P.
1 Kit.for reconstitution and injection
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= - Blackwell, Oxford (1966
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Seiaee 18122°(3970) °
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< Y Fraction. Bibi} haemat No’.i& P
5 L;ANDBEGK\_ . Stérungen’der; Hamostase
Thieme, Stuttgart (1971)“4._“ v e .
LANDBECKG Substitufisnstherapig mit Fak Vll(ung I)(P(apara(e

o Geziet érapie mit Blutbestandtgsk -LeHmanns Vertag, Manchen {1968)
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! Prothromplex® - ; '
- Partial Prothrombm Complex (Human)
K ’roduct L:cence Nos 0215/0006/7 /8

/
<
3
fo—

PROTHROMPLEX con(ams;coagu(atmn factors;jl, X end X ndi mdn—
cated for the treatment of hagmophilia Bx. 1

MANUFACTURE AND COMPOSITION '

PROTHROMPLEX is prepar from pooled plasma of suitable” human
donors and treeze-dried for stability'i
used for the production of PROTHROMPLEX are tested at each donation
for their GPT level and the absence of HBg-antigen. Any donor who has a
history of a pathological transaminase level or a positive HB s—antcgen test,
1§ per nently excluded“f m the: “donor programme Each batéh ‘of the
final' prodiict is tested for absérice of Hesﬂntlgenaswell 83 todiscaoiiit the
fikelihood of provoking' disseminated mtravascular “coagulation. :Déspite
these precautions, the risk of transmission of homologous serum hepalms
can only be lesséned and not’compietely:ruled:out:r a4 fossxe ton o

'Ehrguggxapp(opﬂate purification.and conceptration of, the, goagulation
factors, one obtains at least a 60-fold concentration’ ofﬁ f'-'ac(o: JX.as

compared to fresh plasma. Thus 1 milligram of protein contains at least
one unit™ of Factor IX. Despite a moderate total protein content a high
concentration of Factor It and X is also reached

INDICATIONS

The eﬂe%t:veness of treatment can be checked by s1mp|e Iaboratory tests.
The activity of Factor IX is assayed through determmanon of the Partial
Thromboplastin-Time (RTT)::: : ; i oanies 085
The most reliable resuits are obtamed by quanmatlve acfi vnty assays ‘bf
Factor,IX. ... .: . oy, . . .

‘ADM!NISTRAT‘ON : ’ : < )
Directions for Reconsmutlon ot the Solunon lor in|ectlom

The lyophvhsed PROTHROMPLEX must be dissolved |mmedlately before
H m;ectson using the- amount of solvent provrded~(10 mi) -

Directlons for use- :
L Warm the: PROTHROMPLEX and solvent bottles to approx. 37°C.

. Remove the protective caps (fig. 1) and disinfect the rubber stoppers ot
—.both bottles.-. .- — .. .. — . et s e

:3. Choose one of the two fo||owmg procedures
A) a) Fit a disposable needle onto a synnge of suitable siz

b)- Insert the needle of the syringe :
into the R/C bottle withsolvent .
and draw up the solvent into |
the syringe: remove the needle |

_ from the syringe.. !

¢) Fit the enclosed fllter need!e
onto the syringe and msem
the needle . somewhat
eccentrically into the R/C!
..-bottle containing * the!
tyophilisate. The vacuum in|
the bottle draws in the!
solvent.

d) Carefully dissolve the Iyophmsate by gentle agltatlon (approx
b e 2-3.000P.). - O A U

. “&) - Insert the provrded aeration’ needle and any foam will collapse.
' ___ . ....Remove the aeration needle.and draw_up the solution into_the
i syringe through the filter needle provided.

| _ B) a) Transfer of the solvent into the bottle containing the fyophilisate
“is done withthe-help of the’ transfer ‘needle. Forithis purpose
= $irst-remove: the' pfotective tap of the transterneedle:and insert
t into the rubber stopper of the bottle contamlng the‘ solvent
“(fig. 2)‘-« ey u' e Pl
TNen remove th p(gtecuve fube of the transter néédie! rTurrrthe
" solvent bottleyglgh the insertéd transfer needle, t1,1;)@&6—‘(‘lo\f¢t1 and
insert the latter intq thie rubber stoppei o ggge 1I<uate Bottle

i

“leaving % fte¢ needig ength of 'cm out5ide tﬂi%tfo tle.{fig: 3).
. Caufion: dg nof touch sPe needle' Because ;vac um;n the
lyophmsate botuefhe, 0 iy’ v

Iyophmsme bome (fig. ,4).‘Gemly ag:me\thexlane i (der o
.accelerate solutlon I 2 SOl .

(fig. 5). Remove the aeration needle Si
d) Fit the enclosed filter needle onto the dlsposable syringe and
draw up the solution into the syringe (fig. 6).
CIA T RN Y Sols T2}

Suitable human donors as descnbeq inthe. Bnr-sn Pnarmacopoera Addendum 1978under
Drtnen Anuhaemopmhc Fraction:

One umlFaclov 1, 1x and Xis equwalenl o |he Faclw 11X and X acnvny preser\f in ‘l mi
ot aVerage fresh normal ptasma> The Faétor 1X units are’expressed -in terms al lhe st
internationat Standard for Blood Coagulahon Factor 1X. Human, 72/32 ~ -

in storage Alt donors whose plasmais .

R G EADL.
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DOSAGE
Only general directions can be,

‘Haemophilla Beo vy L nonm e e o

Formula for the caiculation of the necessary quanmy of Factor'1X:
One unit of Factor IX/kg body wenght = 1% mcrease* Qf‘factornx
in the pa!lent&plasma 0t o T st potitrtea s o rpodae i

Mamlenance dose
wanted Minimum | units Factor IX5zi| at.intervals ot !
Factor IX level per kg. body 6 t0 12 (24) hrs.
et s Y Feight 37 in-units Factor 1X
. . . per kg. | body

T pete D wengh'

Therapeutically | Initiat dose in

A) Surtace bleedings of the 2
skin and mucosae
Superfiéial 6r deep. ¢
haematoma
Haemartfrgses
Slight b!é'qmgs
ionomgyh)ﬁs

Uncompl%‘\ed. deglal

extraction

B) Severe usc%!
Moceratebleqdip’ /
following iRjut g/ i
Gastric and intes
haemorrhages 4. '
Bone tractures \y.
Cerebrat bleedings;
Haematuria ¢ K
Complicated dentat =
extractions

o Minorshrgdia 8T 0

-{C1Maijor supgerys, Y - s tagn |

B I tn 1 ST LIS By vl a)

10271 prin aincy = 3 s
\syggesied that.a high. mmal dosage e chosen to ensure a rapnd
-and: sufficientsincreaserof-Factor IX thus achieving a reliable cessation of
vrbjeedmgh Here.sas-well:as with :the :subsequent- maintenance therapy,
the initially short half-life of the coagulation factors has to be considered.
gependmgop thein vivo haJt hfce gffactorl which is approx.-12-30 hours,
ba su§cessfu| ;e§u1t w1| be ac ﬁzed by bated Adriinistration of PRO-
B-12" holgs., 1o’ assuré, absolute control of
tn‘éa egeégmﬂ a!lon e PTT should bé made “and where possible,
\qua actor'1X ‘activity. Treatmen “maintai
fhé re orptnpn of. the  1isslie” haemorrhage “or. yntil the wounds
have healed combtelely, thus" €nsuring a complication-free postoperative
<dourse. Fhspectaladvantagd of PROTHROMPLEX liesiinithe fact that
Oby:applicatioh offSmall 'volumes<of fluid'and'a slightamiount of protein
a high concentration of coagulation Factor.iX:is reachied in'the circulation.
« The danger-of. -yolume -or - protein overloading . of the; patient is,avoided
even with the administration.of-high doses,

f.'o

S. /

calopeay Loty

LR SOTHN T ATRN00- L el

PRECAUTIONS
With “patients” suffering “trom ~disseminated, intravascular. coagulation
_(DIC), PROTHROMPLEX should not be admmustered unless consump-

tion -of."the" coagulahon factors has beén prevnously mterrupted with
Henarin,

SIDE EFFECTS

Slde effects are rarely observed during treatment with PROTHROMPLEX

though the following reactions may occur:

1. Alierguc Reactions
All forms of allergic reactions from mild and temporary urticarial rashes
to severe anaphylactic shock are possible when human derivatives are
administered. If these occur, treatment with PROTHROMPLEX must
be interrupted at once. Allergtc reactions should be controlied with
antihistamines and glucocorticoids and routine shock-treatment given
for anaphylactic shock. Careful and frequent recording of pulse rate
and blood pressure is essential. If the pulse rate increases and /or the
blood pressure falls, a transfusion of 5% Dextrose should be started.

2. Despite the precautions taken, the transmission of homologous serum
hepatitis cannot be entirely excluded following the administration of
coagulatlon factors.

3. During every type of therapy involving blood or coagulation factor
concentrates, the occurrence of a circulating coagulation factor anti-
body is a possibility. The time at which such an antibody is produced
cannot be predicted and depends neither on the amount of the plas-
ma preparation administered nor on the frequency of administration.
IAccording to present experience the application of corticosteroids or
1mmunosuppressxve substances has hardly influenced the formation
of antibodies.

CONTRA-INDICATIONS

Despne the precautions taken in the checking of donors, donations and
the final product, the transmission of hepatitis cannot be entirely excluded
followmg the administration of coagulation factors. This should be taken
mto account before using PROTHROMPLEX to control haemorrhage in
non-life-saving situations in liver disease patients and those undergoing
anticoagulant therapy.

SHELF LIFE AND STORAGE
2 jears when stored between +2° and +6° C, protected from light.

PACKS

of 200 units; S00 units; or 1000 units of Factor I, IX and X in each container.
1 R/C bottle containing lyophilized PROTHROMPLEX

1 R/C bottle containing 10 m! Water for Injections, B.P.

1 Kit for reconstitution and injection

REFERENCES
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Prothromplex®
Partial Prothrombin Complex (Human)
(roduct Licence’ Nos. 0215/0006 /7 /8

-

PROTHROMPLEX contains; coagulatroh factors ll IX and X and is mdl-
cated for the treatment of haemoph;lra B, [ i

MANUFACTURE AND COMPOSITION I

PROTHROMPLEX is prepared from’ pobled plasma of suitable* human
donors and freeze-dried for stability in'storage. All donors whose plasmais
used for the production of PROTHROMPLEX are tested at each donation
for their GPT level and the absence of HBS-antrgen Any donor who has a
hlstory of a pathological transaminase level or a positive HBS—anhgen test,
is permanently excluded from the’ dohor programme. Each batch of the
final product is téstedfor absence of HBg-antigen as well as té discotint the
likelihood of provoking disseminated intravascular coagulation. Despite
these precautions, the risk of transmission of homologous serum hepatitis
can only be lessened:and not completely:tufediout:~ = bruman ran
Through appropriate: purification- and, concentration of the coagulatjon
factors, one obtains at least a 60-fold concentration of Factor,iX -as
compared to fresh plasma. Thus 1 milligram of protein contains at least
one unit™* of Factor 1X. Despite a moderate total protein content a high
concentration of Factor 1l and X is also reached.

INDICAT-ONS i

Treatment of cases 01‘ haemophlha B (lack of Factor lX)
By.administering an appropriate dose of PROTHROMPLEX it as possrble
to achieve a prompt.and sufficient rise of Factoan io the paneni s plasma.
The effectiveness of treatment can be checked by simple laboratory tests.
The activity of Factor IX is assayed through determrnatnon of the Partral
Thromboplastin. Time (PTT).:: . R

The most reliable results are oblamed by quanmame actwrty assays of
Factor IX.. - . _ l —_
ADMINISTRATION®

Directions for Reconstitution ol the Solutlon l?r ln;ectlon

The Iyophtlased PROTHROMPLEX must be dissolved nmmedlately before
m)ecnon using the amount of solvent provrdedl(‘lo rrl) .
Drrechons for use !

1. Warm the PROTHROMPLEX and solvent b(Lt\les to approx. 37°C.

2. Remove the protect've caps (frg 1) and dnsmfect the rubber stoppers of
both bottles. . - - e l

3. Choose one of the twe followmg procedures

A) a) Fit a disposabie needle onto a syrmge of =unable srze -

b) Insertthe needie of the syringe .
into the R/C bottle with solvent
and draw up the solvent into
the syringe; remove the needle
from the syrince.

; c) Fit the enclosed fitter needle
: onto the syringe and insert

the needle somewhat
eccentrically into the R/C
bottte coniaining the

lyophilisate. The vacuum in
the bottle draws in the

solvent. )
. d) Carefully dissolve lhe lyophlllsate by gem'e agitativon (approx.
- -- 2-3 min.).- I -
e) Insert the provicad aeration needle and any foam will-collapse.

. Remove the aeration needle and. draw up the solution into the
syringe through the filter needle provided.

B) a) Transfer of the solvent into the bottie containing the lyophitisate

first:remove the protective cap of the|

is done with the help. of the trar\sfer‘ needle. For this purpose

transfer needle and insert

it'into the rubber stopper ol the bottle containing the solvenl

o (figi2).

v

Lo : .\Tnen remove the protectlve tube of the transfer needle. Turn the
. . .. solvent bottle with the insertéd fransfer.needie upside-down and

“insert the latter into the rubber stoppe

er of the lyophilisate bottle

. leavihg a’free needie lenigth ‘of 1 cri| outside the bottle (flg 3).
Caution: do not touch the needle! Because of tl’\e vacuum in the

Iyophlllsate bottle the sol\rent will then run in.

-:b). Remove: the solvent: bottle’ with- the:lransler needle lrom the

-+ _.lyophilisate bottle){fig..4). Gently agltate the latter in order to
-1 . accelerate solution.:

" Insert the provided Heration needle and any foam wrll collapse
(fig. 5). Remove the<aeratién’ needle.| *

Fit the enclosed filter needle onto the disposable syringe and
draw up the sotution into the syringe (fig. 6).

-~

d

Suitable human donors as cescribed in the British. Prarnaccnoe«a Addendum 1978 under
Dried Anl'haemophrhc Fraft on:

One unit Factor 11, iX anc X :s equivalent o the Fac or lI lx &rns X aclivity presentin 1 mi
ol average tresh normal c*asma. The Factor 1X unis are exc-2ssed in terms of the Tst
Internationat Standard tor 5-cod Coagulation Factor IX. Furz

QRal@rn EA0]
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fia. 3 ig. 2- fig. 3 fig. 4 fig. 5 fig. 6

4. Se;iarate the syringe from the filter needle and fit the enclosed
disposable needle (or winged adapter needle). Slowly inject the solution
intravenously at a maximum rate of 1 ml/min.

Do not exceed the maximum injection rate of 1 ml/min.

The solution must be injected through a filter if a different method o(
reconstitution is used.

DOSAGE

Only general directions can be given for the dosage of PROTHROMPLEX.
It is dependent upon the severity of the coagulation defect and the degree
of the traumatic and haemorrhagic tissue damage. The suggested dosage
for the treatment 'of Haemophilia B is given in the dosage guide below.

Dosage guide for theb treatment of severe and semi-severe cases of
Haemophilia B:

Formuta for the calculation of the necessary quantity of Factor IX:
One unit of Factor IX/kg body weight = 1% increase of Factor IX
in the patient’s plasma. ..

Clinicat Manifestation Therapeuticaly Initial dose in Mzinienance dose
wanted Minimum | units Factor IX at intzrvals of
Factor X levet per kg. body 610 12 i24) hrs
weight in units Factor 1X
per kg. bocy
weight

A) Surface tleegings of the
skin anc mucosae
Superticial or deep
haematoma
Haemarthroses 5-10% . RN B ERY)
Slight bleedings
toliowing injuries
Uncomplicated dental
extractions

B) Severe muscle haematoma
Moderate bleedings
totiowing injuries
Gastric and intestinal
haemorrhages
Bone traciures | . 15-30% 20-30 U 15-30 U
Cerebral bleedings
Haematuria
Complicated dental-
extractions
Minor surgery -

C) Major surgery more than 50% 75U

o
?
L
b
c

It is suggested that a high initial dosage be chosen to ensure a rapid
and sufficient increase of Factor X thus achieving a reliable cessation of
bleeding. Here, as well as with the subsequent maintenance therapy,
the initially short hali-life of the coagulation factors has to be considered.
Depending on the in vivo half-life of Factor IX, whichis approx. 12-30 hours,
a successful result will be achieved by repeated administration of PRO-
THROMPLEX at intervals of 6-12 hours. To assure absolute controf of
treatment, determination of the PTT should be made and where possible,
quantitative assays ot Factor IX activity. Treatment should be maintained
up to the resorption of ‘the tissue haemorrhage or until the wounds
have healed completely, thus ensuring a complication-free postoperative
course. The special advantage of PROTHROMPLEX lies in the fact that
by ‘application of small volumes of fluid and a slight amount of protein
a high concentration of coagulation Factor IX is reached in the circulation.
The danger of volume. or protein overloading of the patient is avoided
even with the administration of high doses.

PRECAUTIONS

With patients suffering from disseminated intravascular coagulation
(DIC), PROTHROMPLEX should not be administered unless consump-
tion of the coagulation factors has been previously interrupted with
Heparin.

SIDE EFFECTS

y
Side effects are rarely observed during treatment with PROTHROMPLEX
though the following reactions may occur:

1. |Allergic Reactions

All forms of allergic reactions from mild and temporary urticarial rashes
to severe anaphytactic shock are possible when human derivatives are
administered. If these occur, treatment with PROTHROMPLEX must
be interrupted at once. Allergic reactions should be controlled with
antihistamines and glucocorticoids and routine shock-treatment given
for anaphylactic shock. Careful and frequent recording of pulse rate
and blood pressure is essential. If the pulse rate increases and /or the
blood pressure falls, a transfusion of 5% Dextrose should be started.
2. |Despite the precautions taken, the transmission of homologous serum
‘hepatitis cannot be entirely excluded following the admlmstrat'on of
coagulation factors.

3. |During every type of therapy involving blood or coagulation factor
concentrates, the occurrence of a circulating coagulation factor anti-
body is a possibility. The time at which such an antibody is produced
cannot be predicted and depends neither on the amount of the plas-
ma preparation administered nor on the frequency of administration.
According to present experience the application of corticosteroids or
limmunosuppressive substances has hardly influenced the formation
‘of antibodies.

CONTRA INDICATIONS

Desplte the precautions taken in the checking of donors, donations and
the final product, the transmission of hepatitis cannot be entirely excluded
following the administration of coagulation factors. This should be taken
into account before using PROTHROMPLEX to control haemorrhage in
non-hfe -saving situations in liver disease patients and those undergoing
an;rcoagulant therapy.

Sl-leLF LIFE AND STORAGE
2 years when stored between +2° and +6° C, protected from light.

PACKS

of 200 units; 500 units; or 1000 units of Factor I, 1X and X in each container.
1 R/C bottle containing lyophilized PROTHROMPLEX

1 R/C bottle containing 10 mi Water for Injections, B.P.

1 Kit for reconstitution and injection
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Prothromplex®
irtial Prothrombin Complex (Human)
uct Licence Nos. 0215/0006/7/8
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ed for the treatment of haemophilia B.
M, NUFACTUHE AND COMPOSITION '

OTHROMPLEX is prepared from pooled plasma of suitable* human
rs and freeze-dried for stability in storage. All donors whose plasmais
usged for the production of PROTHROMPLEX are tested at each donation
for their GPT level and the absence of HBg-antigen. Any donor who has a
history of a pathological transaminase level ora positive HBgrantigen test,
i<permanently exciuded from the dorior programivie.’ Each batch-of the
fiRal product is tested for absence of HBg-antigen aswell 4s to'discount the
likelihood of provoking disseminated intravascular coagutation: Deéspite
se precautions, the risk of transmission of homologous serum hepatms
n only be tessened-and not completely ruled .out. “
chrough ‘appropriate purification and.concentration: oi he .coagulation
tors, one obtains at least a 60-fold concentration” of -Factor . IX as
ébmpared to fresh plasma. Thus 1 milligram of protein contains at least
‘Ohe unit™* of Factor IX. Despite a moderate total protein content a high
éoncentrauon of Factor 1t and X is also reached.
INDICATIONS
eatment of cases of haemophilia B (Iack of Factor: Xy,
administering an appropriate dose of PROTHROMPLEX it is possible
0 achieve a prompt and sufficient rise of Factor IXin the patient’s plasma.
Thé effectiveness of treatment can be checked by simple laboratory tests.
dine activity of Factor 1X is assayed through determmanon of the Partial
{dromboplastin Time (PTT).:
{he most reliable results are obtained by quanmanve actwny assays of
Factor IX. )
ADMINISTRATION
dHirecfions for Reconstitution of the Solution for ln]ectlon

+The lyophilised PROTHROMPLEX must be dissolved immediately before
fection using the amount of solvent provided (10 mt). :

EEE R S

ﬁrections tor use
I x Warm the PROTHROMPLEX and solvent bottles to approx. 37°C.

2. Remove the protective caps (fig. 1) and disinfect the rubber stoppers of
[ _ both bottles. -

3. Choose one of the two following procedure&

Lo

U.

" A) a) Fit a disposable needle onto a syringe of suitable size.

b} Insertthe needle of the syringe

into the R/C bottle with solvent
8 and draw up the solvent into
the syringe: remove the needle
from the syringe.

c) Fit the enclosed filter needle
onto the syringe and insert

©

the needle somewhat
eccentrically into the R/C
bottle containing the

lyophilisate. The vacuum in
the bottle draws in the
solvent.

d) Carefully dissolve the lyophmsate by genﬂe agnanon (approx.
L . . 2-3min).

€) Insert the provided aeration needle and any foam will collapse.
L. Remove the aeration needle and draw up the solution into the
syringe through the filter needle provided.

B) a)*Transfer of the solvent into the bottle containing the lyophilisate
is .done with the help of the transfer needle. For this purpose
first remove the protective cap of the transfer needle and insert
nﬁ into the rubber stopper of the bottle contammg the solvent
(fig. 2).

Then remove the protective tube of the transfer needle. Turn the
solvent bottle-with the inserted transfer needle upside-down and
insert the latter into the rubber stopper of the lyophilisate bottie

-leaving a free needle length of 1 cm outside the bottle (fig. 3).
Caution: do not touch the needle! Because of the vacuum in the
lyophilisate bottle the solvent will then run in.

- b) Remove the solvent bottie with the transfer needie from the

lyophilisate bottle (fig. 4). Gently agitate the latter in order to

L. accelerate solution. - N

L) insert the provided aeration needle and any: foam will collapse

(fig. 5). Remove the aeration needle.

d) Fit the enclosed filter needle onto the disposable syringe and
draw up the solution into the syringe (fig. 6).

o

Ty e

-

- n e

Suitadble human donors as described in the British Pharmacopoeva Addendum 1978 under
Dried Antihaemophilic Fraction.

One unit Factor )}, 1X and X is equivalent 10 the Factor I}, )X and X activity present in 1 mi
of average fresh normat plasma. The Factor IX units are expressed in terms of the 1st
Internationai Standarc for Blood Coagulation Factor 1X. Human, 72/32.

OTHROMPLEX contains coagulatuon factors ii, X and X and is md1— )

3
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fig.2 fig3 ~  fig.4

- fig.

4. Separate the syringe, from the filter needle and fit the enclosé‘&
- disposable needle (or winged adapter needle). Stowly injectthe solutiop

. intravenously at.a maximum.rate of 1 ml/min.. it
. - : 1

Do r;ot exceed it;e maximum injection rate of 1 mllmiﬁ. - 80
The solution must be injected through a filter if a different method gg
reconstitution is used. - : ’:a
- no
L - . 00
DOSAGE P n
Only general directions can be given for the dosage of PROTHROMPLE
It is dependent upon.the Severity of the coagulation defectand the degré
of the traumatic and haeémorrhagic tissue damage. The suggested dosa
for the treatment of Haemophilia B'is given in the dosage guide belo‘r
o ) . : KT
Dosage guide for the treatment of severe and ‘semi-severe cases &f
Haemophitia B: : : . 1T
Formula for the calculation of the necessary quantity of Factor 1X: 3
One unit of Factor IX/kg body weicht = 1% increase of Factor IA
_in the patient’s plasma. . S L 1a
ki)

Clinical Manifestation Therapeuticatly Initial dose in Maintenancs SOs

wanted Minimu~ | units Factor I1X atintervals of 1
Factor IX levs! per kg. body 610 12 (24 =1

1- weight in units Factor 1%

per kg. bocy q

weight =

A) Surface bleedings of the . 4
skin and mucosae
Superficial or deep
haematoma
Haemarthroses 5-10% AERE
Slight bleedings
following injuries
Uncomplicated denta
extractions . B

5
L
n
c

B) Severe muscle haematoma
Moderate bleedings ~ -
following injuries » '
Gastric and intestinal”
haemorrhages ..

Bone fractures  * SR 15-30% 20-30 U 15-30 U
Cerebral bleedings -~
Haematuria =
Complicated dental™"~
extractions
- Minor surgery

©) Major surgery more than 50% 75U . 50-75 U

It is suggested that a high initial dosage be chosen to ensure a rapid
and sufficient increase of Factor 1X thus achieving a reliable cessation of
~ bleeding. Here, as well as with the subsequent- maintenance therapy,

the initially short half-life of the coaguiation factors has to be considered.
Depending on the in vivo half-life of Factor iX, whichis approx. 12-30 hours,
a successful result will be achieved by repeated administration of PRO-
THROMPLEX at intervals. of 6-12 hours. To assure absolute control of
treatment, determination of the PTT should be made and where possible,
quantitative assays of Factor I1X activity. Treatment should be maintained
up to the resorption of the tissue haemorrhage or until the wounds
have healed completely, thus ensuring a complication-free postoperative
course: The special advantage of PROTHROMPLEX lies in the fact that
by "application of small volumes of fluid and a slight-amount of protein
a high concentration of coagulation Factor IX is reached in the circulation.
The danger of volume:or protein overloading of the patient is avoided
even with the administration of high doses.

PRECAUTIONS

With patients suffering from disseminated intravascular coagulatiori

“(DIC), PROTHROMPLEX should not be administered unless consump-

g{on of the coagulation factors has been previously interrupted with
eparin.

SIDE EFFECTS

Side effects are rarely observed during treatment with PROTHROMPLEX

though the following reactions may occur:

1. Allergic Reactions )

All forms of allergic reactions from mild and temporary urticarial rashes
to severe anaphylactic shock are possible when human derivatives are
administered. If these occur, treatment with PROTHROMPLEX must
be interrupted at once. Allergic reactions should be controlied with
antihistamines and glucocorticoids and routine shock-treatment given
for anaphylactic shock. Careful and frequent recording of pulse rate
and blood pressure is essential. If the pulse rate increases and /or the
blood pressure falls, a transtusion of 5% Dextrose should be started.

2. Despite the precautions taken, the transmission of homologous serum
hepatitis cannot be entirely excluded following the administration of
coagulation factors.

3. During every type of therapy involving blood or coagulation factor
concentrates, the occurrence of a circulating coagulation factor anti-
body is a possibility. The time at which such an antibody is produced
cannot be predicted and depends neither on the amount of the plas-
ma preparation administered nor on the f_reqpency of a_dmmustr_atson.
According to present experience the application of corticosteroids or
immunosuppressive substances has hardly influenced the formation
of antibodies.

CONTRA-INDICATIONS

Despite the precautions taken in the checking of donors, donations and
the final product, the transmission of hepatitis cannot be entirely excluded
following the administration of coagulation factors. This should be taken
into account before using PROTHROMPLEX to control haemorrhage in
non-life-saving situations in liver disease patients and those undergoing
anticoagulant therapy.

SHELF LIFE AND STORAGE
2 years when stored between +2° and +6°C, protected from light.

PACKS
of 200 units; 500 units; or 1000 units of Factor I, IX and X in each container.

1 R/C bottle containing lyophilized PROTHROMPLEX
1 R/C bottle containing 10 mt Water for Injections, B.P.
1 Kit for reconstitution and injection
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SIDE:EFFECTS .

ide ettects aré rarely observed during treatment with PROTHROMPLEX
M..4 though the tollowrng reactrons may occur

1. rI‘illerglr: Reactions” | * b T

"All forms of allergic: reactxons from mild and temporary umcanous
; “derivatives are administered.lf these occur, treatment wrth PROTHROM-
LEX TIM 4 must-be interfupted at'once. *

Allerglc reactions should be controlied with antihistamines and g!uco-
-Corticosteroids-and.iroutine -shock-treatment. given for anaphylactic
JShock.Caretul and| frequéntr_ecordlng of pulse rate and blood pressure
;. isessential.lf the pulse rate increases and/or the biood pressure falls, a
transfusion of 5% Dextrose should be started.

2. During every type of therapy involving blood or coagulation factor
concentrates, the occurrence of a circulating coagulatron 'factor
inhibitor isa possibility. The time at which such-an inhibitor is produced

- cannot be predicted and depends neither. on the amount of the plasma
preparation administered nor-on the frequency- of administration.
Accordingto present experience the application of glucocorticosteroids

| _orimmunosup ive substances has hardlyinﬂuenced theformatron

. of’ mhrbrtors )
nall probabrlrty the risk of transmvssnon ot vrra| hepatms is ehmrnated by
careful donor and plasma selection and product spemf [ steam treatment

The transmission of HIV wrll be prevented by the above measures

SHELF LIFE AND STORAGE
2 years when stored between +2° and —~8°C

PACKS = = -
Each contammg the equrvalent of 200 umts or 500 umts of Factor i, Factor
|X and‘ Factor X .

ARIC bome contatmng Iyophrhsed PROTHROMPLEX TlM 4
- 1-R/C bottle containing 20 mi of Aqua- adlmectabrlra
1 kit tor reconstntutron and m;ecuon

REFERENCES

1. BlGGS R MACFARLANE R G T\’eatment o' Hanmophrha and other Coagulalnon Drsorders
Blackwell-Ox1drd (1966}

FISCHER M. Dte Blutererkrankung Wen med Wschr 6 110-— 116 (1968)

.

.!“

3 LANDBECKG Storungeh
: * Stuttgart (1971) - .

6 LANDBECK G: Substrlu'ﬁonstherap»e mit Faktor Vill ‘ind IX Praparaten n Pettenkoter
. . Getielte Therapie mit Blutbestandteilen: Lehmanns Verlag Munchen( 968)

. LANDBECK G.: Perinatale’ BIutunassyndrome -1f Handbich ‘der Kinderheitky

- 'z o7 - SpringerVertag, Berlin; Heidelberg, New York (1971) : TR
. LOELIGER E.A., HENSEN A.: Substitution Therapy in Haemophitia B. Thmmbos Drathes

Haemorrh 6: 391 (1961 )

9 SOULIERJ P. STEINBUCH . berdleHerstenungundklrmscheltnwendungvonGennnungs-

T em Plasma. Z: Ges. Med.-20:'3111965)

w TULUS J. BREEN rrstmas Factor Concentratés. The Clmlcat USe of Several Prepa-
N fations. Bbl haernat No: 34: pp. 40 — 51.(1970) ¢

. O$TERREICHISCHES INSTITUT. . . EESIEE I
.. FUR-HAEMODERIVATE GES:M.B.H. .-
.Produgtion Division.of -

IMMUNO AG Vienna Austria. 6205212EW03/15-3

F_-f rashes to severe anaphylactic shock are possible when human plasma "=

2ol 212 o3

Prothrombin Complex is understood to include the vitamin. K, dependent
coagulatron Factors ll V|I IX and X.

R ToR T N L] GFLI IS L
PROTHROMPLEX TIM 4 contams coagulation: Factors It IX and X'and i rs
indicated: for thetreatment of all’ coagulation:’ ‘disorderstdue to- lack: of
Factor 1l (Prothrombin) Factor: IX (Chnstmas ‘Fdctor), and” Factor X
(Stuan-Pr ver, Factor) . ) - -

Through appropna (
factors, one obtains atleast a 50-fold concentration of Factor rilasco
to fresh plasma;; Desprtea ‘moderate total protein content a high
tration of Factors IXand Xis also reached. PROTHROMPLEX TIM
tributed.in packs ,ontammg éither 500 or 200 unrts* of Factors ll

PROTHROMPLEX IM 4 is prepared from pooled human plasma

All plasma Units are “exciusively obtainéd from licensed plasmapheresrs
centers in Central Europe and the United States of America. 7

For the manufacture.of PROTHROMPLEX TIM 4.only plasma units are used
which are non-reactivejn tests-for HBs-antigen:and_HiV- antibodi

To further rediice the potentral risk of vrral transmission the ‘manufa ture of
PROTHROMPLEX!TIM~4- includes”a ‘product” specific steam -freatment
(Steam Treatment Immuno 4). Samples of PROTHROMPLEX TIM 4,
which were spiked with 2 x 108 infectious units of HIV/ml, did not contain
any detectable infectious virus after the product specific steam treatment.

INDICATIONS .. . ... . i

oh

lndrcanons tor PROTHROMPLEX TIM 4 mclude all types ot haemorrhages
caused by.inherited or-acquired coagulation 'disorders due:to- reduced
Factor lI, IX and/or X actrvrty

Treatmant for inherited ‘or congemtal coagulahon dlsorders
1. Hypo- or A prothrombrnaemxa (Factor i defrcrency)
2.”Haemophilia B (Factor IX deficiency) -
3

Anglohaemoph" = (von erlebrands D' ease .
_det' crency)

e

B

1. Haemorrhages d a defcrency ot Facto X al 5
. damage of the hver‘parenchyma (hepatms, cirrhosrs of the irver severe
" toxic fiver damage through’ porsomng etc)., i
2. Emergency treatment of severe act aemorrhages whlch may occur
" during antrcoaguiant therapy. This especial usé'if anncoagulants
+** are -administeréd during - the ™ last ‘three’ ‘months - of ! pregn: ancy.
PROTHROMPLEX TIM 4 normalrzes Factor u, lX and X actrvrty

«110] Factor I)((accordmg 16 WHO standard). 1 unit Factor ii
Factors I, IX and X respectively, in 1 mi of fresh average human plasma.

SHPL0000185_0024



3. Neo-natal haemorrhagesy especially- \ghen the mothersis ‘uhder;oral
anticoagulant treatment. Through the dministration‘of PROTHROM-
PLEX TIM 4, Factor ll;IXgand. X activity, is;normalizedyy’s: - ; <5308

. Severe acute haemorrhages caused by vitamin K deficiency (genuine
vitamin K deficiency or as (for example).a consequérnce of resorptlon
disturbances). Through the administration of PROTHROMPLEX TIM 4
Factor Il, IX and X activity is normalized.

. Before carrying outbiopsies or pre-operative treatment of patlents with
Factor Il, IX or X deficiencies.

By administering an appropriate dose of PROTHROMPLEX TIM 4, it is
possibleto achieve a prompt and suﬂnc:ent rise of Factors W, IX and Xinthe
patient’splasmia’ -5 writ gl

The effectiveness of treatment can be checked by slmple laboratory tests.
The activity. of Factors Il and.X is determined by the Thromboplastin Time
(Quick: value)thesThrombotest or Normotest: -The-activity, of Factoy iX is
obtained: from the:results of:the Partial. Thromboplastln Time (PTT).

The most reliable results are reached through quantltatlve assays on the
activity of each of the Factors II, IX and X.. .

Inacquired coagulation disorders Wthh mvolve reductlon tFactorslI Vll

K. the adrmmstratuon of vitamin K’is recommended to stlmulate
synthesrs ofthese coagulation factors in theliver. However, with this, ithas
tobe polnted out. tha 'mln K, in" contra: R ROTHROMPLEX TlM 4

S

because of occasional side-effects; it must be taken into consideration that
by parenteral.buj not intravenous administration, a further. delay in effec-
tiveness will oceur. . " .

Reduction of the coagulatnbn Factors Vll and /; which- may be mvolved in
the above mentioned ¢oagulation disorders; is not sufficiently influenced
by PROTHROMPLEX TIM - 4. ANTlHAEMOPHlLIC PLASMA . HUMAN

nEchsnTUﬁON"OF'coNcENTRATE"f’~"" R

PROTHROMPLEX TIM 4 is to be stored in lyophilised éondition’‘and
should - only:.be: reconstituted- immediatélyzbefore “administration: .The
solution- must then :be used promptly. Entered Vlals must not be reused s

. Warm the unopened bottle contammg solvent to room tempeA ture
(max. 37°C). -

. Remove the caps tr’om"the con’ce‘ntrate and solv
disinfect the rubber stoppers of both bottles.

it oottles (Fig._A) and

. The enclosed-fransfer needle (double“ended needle) is protected by
2 plastic covers sealed by a weld mark. Break the weld (Fig. B) by twisting
the covers. Remove the outer cover and insert the exposed needle into
the rubber stopper of the solvent bottle  (Fig. C) et el = .

,nd ofthe double ended feedleto appro 1y hal if the needle length
““into the rubber stopper of the concentrate bottle (Fig. D) Solvent will be
drawn tnto the concentrate bottle whlch IS under vacuum. = 7

emovmg the. .f i the ¢ concentrate
té or rotate the concentrate bottle to accererate

R i BRI R

7. Upon complete reconstitution of the concentrate insert the enclosed
ig.. F)andanyfoam wnll collapse Removetheaeratlon

e, 1 e

aeration needle (F
" needle.

~Remove the protectlve covenng from the enclosed hlter needle by
- ™ turning the'cap and fitthe needleonto a stenledlsposable syrmge Draw
- the solution mto the synnge (Flg G)

2. Dlsconnecft 'fllter néedle from the synng ai owly (maxim m rate
of injection: 2" mi/min) inject the solution’ intravenously.. with_the
enclosed dlsposable lntravenous needle (or the mfusnon set W|th a

E wmged adapter) ;

lf any other klt for reconstltutlon and admlmstratlon than that enclosed ls
used, make sure that this kit contains an adequate filter. - © wii

REA : BN ERLE

DOSAGE o S

Only general directions can be given for the dosage of PROTHROMPLEX
TIM 4. it is dependent upon the severity of the coagulation defect and the
degree of the traumatic and haemorrhagic tissue damage. :

In cases of inherited or congenital coagulation disorders high lnl'ual dosage
is recommended in‘order to.ensure a rapid: and:sufficient rise in"the
coagulation factors concerned and thus'achieve a reliable’ cessation of
bleeding. Here, as well as with the following:maintenance-thefapy,: the
initially short half-life of the coagulation factors has to be considered.
Depending on the in-vivo half-life of the factors (Factor Ii approx: 40 =360
hours, Factor IX approx. 12 — 30 hqurs, Factor X approx. 20 — 60 hours)
sticcessful results are achieved by repeated administration of PROTHROM-
PLEX TIM 4 at intervals of 12 — 24 hours. To assure absolute control of
treatment, the blood coagulation should be tested as far as possible with
quantitative activity assays of each of the coagulation. factors. Treatment
should be rigidly maintained up to complete healing. of the wounds,
especially in cases of inherited coagulation disorders, thus ensuring a
complication-free postoperatlve coirse. The special advantage of PRO-
THROMPLEX TIM 4 lies in the fact that by application of small volumes of
fluid and a slight.amount of protein, a high concentration of coagulation
factors(ll, IX and X) is reached in the circulation. The danger of avolume or
protein overioading of the panent is excluded even with the admlmstratlon
of higher doses.: .- o FUTSG w

Patients suffering from acqulred haemorrhaglc dlatheses due to lack of
Prothrombin Complex factors may-require surgery, ‘liver biopsy or spleno-
portography. They.should previously receive sufficient PROTHROMPLEX
TIM 4 to hold their Thromboplastin Time or Normotest value above 50% for
several days.

PRECAUTIONS

With patients suffering from ‘disseminated’ |ntravascula Zoagulation (DIC),
administration of PROTHROMPLEX “TIM 4 'should" not-be given-uniess
consumption of the coagulatlon tactors has been prevuously mterc,upted tw.
Heparin: - < B e ———n
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SIDE EFFECTS
Side effects are rarely observed during treatment with PROTHROMPLEX
TIM 4 though the followmg reactrons may occur:

1. Allerg|c Reachons
_"All forms of allerglc reachons from m:ld ‘and temporary’ urticarious

<. rashes to severe anaphylactic shock are possible when human plasma T——

~ derivatives are administered. it these occur, treatment with PROTHROM -
; ‘PLEX TIM 4 must be mterrupted at once.

: "Allergic reactaons should be controlled with antihistamines and gluco-
-* -corticosteroids’ and-“routine :shock-treatment given for anaphylactic
shock. Careful and frequent recording of pulse rate and blood pressure
.. isessential. lf the pulse rate increases and/or the blood pressurefalls, a
transtusion of 5% Dextrose should be started.

2. During every type of therapy involving blood or coagulation factor

concentrates, the occurrence of a circulating coagulation factor

- inhibitor is a possibility. The time at which such aninhibitor is produced

‘ . _cannot be predicted and depends neither on the amount of the plasma

preparation administered nor -on the frequency- of administration.

According to present experience the application of glucocorticosteroids

o; lmrr,nunosuppressrve substances has hardly influenced the formation
- of inhibitors. - -

The risk of transmission of viral hepatms is ehmmated with hagh probability
by careful donor and plasma selection and product speuf csteam treatment.

The transmission of HTLV-Ull can be prevented by above measures.

SHELF LIFE AND STORAGE
2 years when stored between +2° and +8°C

PACKS"

Each containing the equrvalent of 200 units.or 500 units ot Factor i, Factor
lX and Factor X

"1 R/C bottle contannmg lyophilized PROTHROMPLEX TIM 4
1 R/C bottle containing 20 ml of Aqua ad Iniectabilia
:1 kit for.reconstitution and injection )
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PROTHROMPLEX®:TIM 4-

Parhal Prothrombm Complex (Human)
Steam T eated N

Prothrombin Complex is understood to mclude the vrtamm K, dependeni
coagulation Factors Il, Vii, IX and X. -

PROTHROMPLEX TJM:4:contains coagulation Factors 1, IX-and X and.is
indicated for the treatment.of all coagulation- disorders due to-lack of
Factor Il (Prothrombin), Factor IX (Christmas Factor), and Factor:X
(Stuari—Prower Factor) R

MANUFACT URE AND COMPOSITION :

Through\appro“' te punﬂcahon and concentranon of the coaguianon
factors, one obtains atleast a 50-fold concentration of Factor ll as compar

to fresh plasma:-Despite @ moderate total protein content a high-concen=
tration of Factors IX and X is also reached. PROTHROMPLEXTIM 4 is dis-
tributed in packs, comammg either 500 or 200 units* of Factors Il, IX and X.
PROTHROMPLEX TIM 4 is prepared from pooled human plasma.” . .-
All plasma units are- exclusively obtained from Central Europe and the
United States of America: The criteria for admission of each donor and the
performance of each plasmapheresis are at least as ngorous as the
respechve national laws and regulations in the country of ongm <

For the manufacture of PROTHROMPLEX TIM 4 only plasma “units are

used which are non-réactive in tests for HBs-antigen and HTLV- m-ant|-
bodies.

To inactivate potentially presént viral agents the manufacture of PRO-
THROMPLEX TIM 4 includes a product specific steam’treatment (Steam
Treatment Iimmino 4). Samples ‘of PROTHROMPLEX TIM 4; which were
spiked with2 x 10% infectious ‘units ‘of HTLV-III/ml, did not 'contain” any
detectable infectious virus after the product specific steam treatment. The
HTLV-Hll titre was determined after incubation with HT-H9 cells and
subsequent measurement of reverse transcriptase activity.in the, clanﬂed
cell supernatant.

INDICATIONS

indications for PROTHROMPLEX TIM 4 include all types of, haemorrhages
caused by inherited or acquired coagulation disorders due to reduced
Factor I, IX and/or X activity. .

Treatment for inherited or congemtal coagulahon dlsorders o
1. -Hypo- or:A-prothrombinaemia (Factor ll deﬂcrency) R S
2. Haemophitia B (Factor IXdeficiency) ~ Lo

3. Ang|ohaemoph|ha B (von Wmebrands Dlsease with Factor 1X
:'deflmency) ) : IR

4. Stuart-prower Fac(or defi cnency (Factor X deﬁcrency)
5. Comblned deucrency of Factors I X or X

Treatment for acquwed coagulatlon dlsorders

'ages dieto a deﬂcnency of Factors; 1i, 1Xahd X with severe
damage oL the liver parenchyma (hepatitis, ccrrhosns ofthe hver, severe
toxic liver damage Hhrough poisoning etc. b C=

2. Emergency treatment of severe acute haemorrhages whlch may accur

- during’ antlcoagulant therapy. This is of especial use if anticoagulants

“are administered - during the  last three months of" pregnancy
PROTHROMPLEX TlM 4 normahzes Factor i, IX and X actxvxty

~~~~ e @y

+1 1U. Factor IX (accov\img 1o WHO standard), 1 unit Factor Il and X correspond to the actrvﬂy of
Factors If, IX and X respectively, in 1 m! of fresh average human plasma.

_—
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3. Neo-natal haemorrhages _especially when the: mother is 'urider oral
anticoagulant treatment. Through the administration of PROT HROM—
PLEX TIM 4, Factor ILIX.and: X activity. is normalized. - .

4. Severe acute haemorrhages caused by vitamin K def:ctency (genuine
vitamin K deficiency or as (for example) a consequérice 6f resorption

disturbances). Through the administration of PROTHROMPLEX TIM 4 vt

Factor I, IX and X activity is normalized.

5. ..Before carryingout biopsies or pre- operatlve treatment of pallents wuth
Factor i, IX or X deficiencies.

By: administering an appropriate dose of PROTHROMPLEX TIM 4, it is
possibleto aohreve a prompt and sulﬂcrent nse of Factors ll lx and Xinthe
patient’s plasma.™

The effectiveness of treatment can be checked by srmple laboratory tests.
The activity of Factors Il and X is determined by the Thromboplastin Time
(Quick value), the Thrombotest or Normotest. The actwtty of Factor IX is
obtamed from the results “of the Partlal Thromboplastm Trme (PTT).

The most reliable: results are. reached through quanmatlve assays on the
.actlvrtyot each of the Factors ll IX and X.

Inacquired coagulatlon drsorders which involve rediiction of Factors 11, Vit,
IX and X, the administration ‘of vitamin K, is recommended to stimulate
synthesis of these coagulation factors in the liver. However, with this, it has
to.be pointed out that vitamin:K, in contrast to PROTHROMPLEX TIM 4
becomes effective only some hours .lollowlng intravenous administration.
As the intravenous administration of vitamin K, is no longer recommended
because of occasional side-effects, it must be taken into consideration that
by parenteral but not’ intravenous administratior, a turther delay in effec-
tiveness will occur.

-Reduction of the coagulation Factors VIl and V, which may be involved in

the above mentioned coagulation disorders, is not sufficiently influenced
by. PROTHROMPLEX TIM 4., ANTlHAEMOPHILlC PLASMA HUMAN
"HAEMODERIVATE" (AHP) is recommended asa supplement

RECONSTITUTION OF CONCENTRATE :

PROTHROMPLEX TIM 4 is to be stored in lyophilised condition and
should only be reconstituted immediately before administration. The
solutron must’ then be used promptly Entered vrals must not be reused

. Warm the unopened bottle contamlng solvent to room temperature
(max. 37°C). . ccoooe 5y e, e - ©ae e

. Remove the caps from the concentrate and solvent bottles (Fig. A) and
disinfect the rubber stoppers of both bottles. |,

The enclosed transfer needle (double~ended needie) is protected by
2 plastic covers sealed by a weld mark. Break the weld (Fig. B) by twisting
the covers. Remove the outer cover and insert the exposed needle into
the rubber stopper of the solvent bottle (Flg C)

. Remove the inner cover takmg care not to touch the exposed end

. Invert the solvent bottie over the concentrate bottle, ‘and msert the free
end of the double-ended needle to approximately half the needle length
into the rubber stopper of the concentrate bottle (Fig. D). Solvent will be
drawn into the concentrate bottle which'is under vacuum.

] Disconnectthe two bottles by removing the needle from the concentrate
. gOMeI(Flg E).Gently agttate orrotate the concentrate bottleto accelerate
' dissolution.

. Upon complete reconstltutlon of the concentrate insert the enclosed
aeration needle (Fig. F) and any foam will collapse. Remove the aeration
needfe.

fig. D

ADMINISTRATION '~ © R

1.- Remove the protectlve covermg from the enclosed filter needle by
" turning the cap and fitthe needle ontoa stenledlsposable synnge Draw
the solutlon mto the syringe (Flg G). - o

2. Disconriect the tllter needle from the syrm nd slowly (maxnmum rate
of injection: 2 ml/min) inject the solGtion intravenously with. the
enclosed dlsposable mtravenous needle (or the mfusron set wrth a
wmged adapter)

it any other kit for reconstltutlon and admrnrstratlon than that enclosed lS
used, make sure that this kit contains an adequate filter.

DOSAGE

Only general directions can be given for the dosage of PROTHROMPLEX
TIM 4. 1tis dependent upon the severity of the coagulation defect and the
degree of the traumatic and haemorrhagic tissue damage: :

In cases of inherited or congenital coaguiation disorders high initial dosage
is recommended 'in“order to ensure a rapid: and sufficient rise in'the
coagulation factors ‘concerned and thus achieve'a reliable ‘cessation of
bleeding. Here, as well as with the following maintenance therapy, the
initially short half-life of the coagulation factors has to be considered.
Depending on the in-vivo half-life of the factors (Factor il approx. 40 — 60
hours, Factor IX approx. 12 — 30 hours, Factor X approx. 20 — 60 hours)
successful results are achieved by repeated administration of PROTHROM-
PLEX TIM 4 atintervals of 12 — 24 hours. To assure.absolute control of
treatment, the blood coagulation should be tested as far as possible with
quantitative activity assays of each of the coagulation factors. Treatment
should be rigidly maintained up to’ complete: healing of ‘the wounds,
especially in cases.of inherited coagulation .disorders, thus ensuring a
complication-free postoperatlve course. The special-advantage of PRO-
THROMPLEX TIM 4 lies in the fact that by.application of smalt volumes of
fluid and a slight amount of protein, a high' concentration of coagulation
factors (I, IX and-X) is reached in the circulation. The danger of a volume or
protein overloading of the patlent is excluded even thh the admcmstratlon
of higher doses. g

Patients suffering from acquired haemorrhaglc dlatheses due to lack of
Prothrombin Complex factors may requlre surgery, liver biopsy or spleno-
portography. They. should previously receive sufficient PROTHROMPLEX
TIM 4to hold their Thromboplastin Time or Normotest value above 50% for
several days.

PRECAUTIONS

With patients suffering from disseminated intravascuiar ‘coagulation (DIC),
administration of PROTHROMPLEX TIM 4 should not be given unless
consumption of the coagulation factors has been prevtously mterrupted hy
Heparin. ..
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SIDE EFFECTS

Side effects are rarely observed during treatment with PROTHROMPLEX
TIM 2'though the following reacpons may occur:

1. Allergrc Reactions_* T
-All forms of allergic reactions from mild and temporary urticarious
rashes to severe anaphylactic shock are posstble when human plasma
derivatives are administered. If these occur, treatment wuth PRO-
THROMPLEX TIM 2 must be’interrupted at once.

Allerglc reactions should be controlled with antihistamines and gluco-
- corticosteroids and routine shock-treatment given for anaphylactic

.2 shock: Careful apd frequent recordmg of pulse rate and blood pressure
i§'esséntial. If the pulse rate increases and/or the blood pressure falls,
a transfusion of 5% Dextrose should be started.

2. During every type of therapy involving blood or coagulation. factor
concentrates, the occurrence of a circulating coagulation’ factor
- inhibitor is:a possibility. The time at which such aninhibitor is produced

. . cannot be predicted and depends neither on the amount of the plasma

" preparation administered. nor on-the frequency of administration.
Accordmg to present experience the application of glucocorticosteroids
-or rmmunosuppresswe substances has: hardly mfluenced the tormatlon

) of mhlbltors Yoo

The risk of transmlssron of viral hepatitis is eliminated with high probabuhty
by careful donor and plasma selectron and product specific steam
treatment. = = = -

The transmission of HTLV-III can be prevented by above ‘measures. '

SHELF LIFE AND STORAGE
2 years when stored between +2° and +8°C .

PACKS

Each contammg the equwalent 0f 200 units or 500 units of Factor I, Factor IX
and Factor X

1 R/C bottle. contalnmg lyophilized PROTHROMPLEX TIM 2
1 R/C bottle containing 20 ml of Aqua ad Iniectabilia
1 kit for reconstrtunon and injection..
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PROTHROMPLEX® TIM 2 -

Partial Prothrombm Complex (Human)
Steam Treated o -

Prothrombm Complex is understood to mclude the vntamm K dependent
coagulatron Factors ll Vi, IX and X. i o L

PROTHROMPLEX M2 contalns coagutataon F actors II IX and X and |s
indicated for the treatment of all coagulation disorders dueto lack of Factor
] (Prothrombm) Factor X (Chnstmas Factor) and Factor X (Stuart-Prower
Factor).. :- o - ) : ;

MANUFACTURE AND COMPOSITION

Through ‘appropriate purification and concentration of the coagutation
factors, one obtains atleast a 50-fold concentration of Factbr Il as ‘compared
to fresh plasma. Despite a moderate total protein ¢ontent a high concen-
tratxon of Factors IX and Xis also reached. PROTHROMPLEX TIM 2is dls-
PR‘OTHROMPLEX TM2i is prepared from pooled human plasma -
All plasma units are excluswely obtained from Central, Europe and: the
United States of America. The criteria for admission of each donor.and the
performance of each plasmapheresus are at least as ngorous as the
respective national laws and regulations in the. -country’ of origin.:
Forthe manufacture of PROTHROMPLEX TIM 2 only plasma units are used
which are non-reactive in tests for HBg- -antigen and HTLV-lli- antrbodles
To inactivate potentially present viral agents theé manufaéture of
PROTHROMPLEX TIM 2 includes a product specific steam treatment
(Steam Treatment Immuno 2). Samples of PROTHROMPLEX TiM 2, which
were spiked with 2 x 10¢ infectious units of HTLV-ll/ml, did notcontain any
detectable infectious virus after the product Specific steam' treatment.
The HTLV-IIl titre was determined after incubation. with HT-H9 cells and
subsequent measurement of reverse ‘transcriptase actnvrty |r1 the c!anf ed
cell supernatant. ) S el i L aa

INDICATIONS [
Indications for PROTHROMPLEX TIM 2 include alt types of haemorrhages
caused by inherited or acquired coagulation disorders due to reduced
Factor I, IX and/or X activity. ... .. PR :
Treatment for inherited or congenital coagulahon drsorders e

1.. Hypo- or A-prothrombinaemia (Factor Il dehmency)
2. Haemophilia B (Factor IX deﬁaency) :

3 Angrohaemophma B, (von Wll!ebrands Dlsease
4

5

deficiency) -
. Stuart-Prower Factor deficiency (Factor X def clency)
3 Combmed deficiency of Factors Hi, IX or X.

Treatmient for acqulred coagulation disorders * * ~ R

1." Haemo ‘rhages dué to a deficiency of Factors 1, iX and X wnth severe
damage of the liver parenchyma (hepatitis, cirrhiosis of the liver, severe
toxic Iwer damage through poisoning etc.).”

2: :Emergency treatment of severe acute haemorrhages which may occur:

during antncoagulanttherapy This is of especial use if anticoagulants
are administered during the last three months -of pregnancy. PRO-
THROMPLEX TIM 2 normallzes Factor lI X and X act)vity

LRIV Factor IX (accordmg to WHO standard) 1 unit Factors il and X compond o the achvﬂy of
Factor i, IX 8nd X respectively, in 1 mi of fresh average human plasma.
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3. Neo-natal haemorrhages, especially when the mother is under-oral
anticoagulant treatment. Through the administration of PROTHROM-
PLEX TIM 2, Factor i, IX-and X activity is normalized. -- A

4. Severe acute haemorrhages caused by vitamin K deficiency (genuine
vitamin K deficiency or as (for example) a consequence of resorptlon
disturbances). Through the administration of PROTHROMPLEX TiM 2,
Factor I, IX and X activity is normalized.

5. Before éarrymg outbiopsies or pre-operative treatment of patients with
Factor W, 1X or X deficiencies.

By admmlstenng an appropriate dose of PROTHROMPLEX TIM 2, it is
poss:ble to achieve a prompt and sufficientrise of Factors i, IX and Xin the
patient’s plasma.

The effectiveness of treatment can be checked by simple faboratory tests.
The activity of Factors Il and X is determined by the Thromboplastin Time
{Quick value), the Thrombotest or Normotest. The activity of Factor IX is
obtained from the results of the Partial Thromboplastin Time (PTT).

The most reliable results are reached through quantltattve assays on the
activity of each of the Factors II, IX and X

In acquired coagulation disorders which nnvolve red uctlon of Factors i, Vll
IX and X, the administration of vitamin K, is recommended to stlmulate
synthesis of these coagulation lactorsrnthellver However, with this, it has
to be pointed out that vitamin K, in contrast to PROTHROMPLEX TIM 2
becomes effective only some hours following intravenous administration.
As the intravenous administration of vitamin K, is no longer recommended
because of occasional side-effects, |tmustbetakenmtoconstderatlon that
by’ parenteral but not intravenous administration, a further delay in
etfectlveness will occur.

Reductlon of the coagulation Factors Vll and V, which may be involved in
the above mentioned coagulation disorders, is not sufficiently influenced
by PROTHROMPLEX TIM 2. ANTIHAEMOPHILIC PLASMA HUMAN
"HAEMODERIVATE" (AHP) is recommended as a supplement.

RECONSTITUTION OF CONCENTRATE

PROTHROMPLEX TIM 2is to be stored in Iyophilised condition and should
only be reconstituted immediately before administration. The solution must
then be used promptly. Entered vials must not be reused.

1. Warm the unopened bome containing solvent to room temperature
" (max. 37°C). .

2. Remove the caps from the concentrate and solvent bottles (Flg A) and

disinfect the: rubber stéppers of both bottles.:

3. The enclosed transfer needle (double -ended .needle) is protected by
2 plastic covers sealed by a weld mark. Break the weld (Fig. B) by
twisting the covers. Remove the outer cover and insert the exposed
needle into the.rubber stopper of the solvent bottle (Fig. C). .

4. Remove the inner cover taking care not to touch the exposed end.

5. Invert the solvent bottle over the concentrate bottle, and insert the free
end of the double-ended needle to approximately half the needle length
into the rubber stopper of the concentrate bottle (Fig. D). Solvent wrll be
drawn into the concentrate bottle which is under vaccum.

6. Disconnectthetwo bottles by removing the needle fromthe concentrate
- bottle {Fig.- E). Gently agitate or rotate the concentrate bottle: to
“accelerate, dissolution.

7. Upon complete reconstitution of the concentrate insert the enclosed
. aera‘tlon needle (Fig. F) and any foam wnll collapse. Remove the aeratlon
needle

ADMlNISTRATION

1. Remove the protective covermg from the enclosed filter needle by
turning the cap and fit the needle onto a stenle dtsposable syrmge
_ Draw- the solution into the syringe (Fig: G.). -

2. Dlsconnect the filter needle from the syringe and slowly (maxtmum rate
of injection: 2 ml/min) inject the solution intravenously with the enclosed
disposable intravenous needle (or the infusion set wuh a wmged
adapter). :

It any other krt for reconstntutlon and admumstratlon than that enclosed is
used, make sure that this kit contains an_adequate filter. 3

DOSAGE

Only general directions can be given for the dosage of PROTHROMPLEX
TIM 2. it is dependent upon the severity of the coagulation defect and the
degree of the traumatic and haemorrhagic tissue damage. .

In cases of inherited or congenital coagulation disorders highinitial dosage
is recommended in order to ensure a rapid and sufficient rise in the
coagulation factors concerned and thus achieve a reliable cessation of
bleeding. Here, as well as’ with'the following maintenance therapy, the
initially short half-life of the coagulation factors has to be considered.
Depending on the in-vivo half-life of the factors (Factor I approx. 40 — 60
hours, Factor IX approx. 12 — 30 hours, Factor X approx. 20 — 60 hours}
successful resuits are achieved by repeated administration of PRO-
THROMPLEX TiM 2 atintervals of 12—24 hours. To assure absolute control
of treatment, the blood coagulation should be tested as far as possibte with
quantitative activity assays of each of the coagulation factors. Treatment
should be rigidly maintained up_to complete healing of the -wounds,
especially in cases of.inherited. coagulation disorders, thus ensuring a
complication-free postoperatwe course. The specaal advantage of PRO-
THROMPLEX TIM 2 lies in the fact that by application of small volumes of
fluid and a slight amount of protein, a high concentration of coa%ulation
factors (I, IX and X) is reached in the circulation. The danger of a volume or
protein overloadmg of the'patient is excluded even with the admtmstratlon
of higher doses.’ .

Patients suffering from acqunred haemorrhagtc d:atheses due to lack of
Prothrombin Complex factors may require surgery, liver biopsy or spleno-
portography. They should previously receive sufficient PROTHROMPLEX
TiM 2 to hold their Thromboplastln Time or Normotest value above 50% for
several days.

PRECAUTIONS

With patients suffering from disseminated intravascular coagulatnon {DIC),
administration of PROTHROMPLEX: TIM 2 should not-be given. unless
consumption of the coagulation lactors has been prevuously mterruptedby
Heparin." = O
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1. Allergic Reactions

- All forms of ' allergic reacuons from mild and temporary urticarious
rashes to severe anaphylactic shock are possible when human plasma
derivatives are administered. *, If these occur, treatment with

! PROTHROMPLEX must be intefrupted at once.

_ Allergic reactions should ‘be controlled with antihistamines and
~glucocorticosteroids* | and:." rautine = shock-treatment given for
anaphylactic shock Care_ful and frequent recording of pufse‘rate and
blood pressure is“essential. .ff the pulse raté increases and/or the

-blcod pressure falls," a. transfusion-of 5% Dextrose should be started -

2. Despite the’ precautionstakeninthe selection ofdonors thetransmission

of homolodous serum hepatitis cannot be entirely excluded followmg'

Ithe admlmstratlon of doagulation fac:ors S

3.;Du_nng every type of therapy involving blood or coagulation factor
concentrates, -the occurrence of a circulating’ coagulation factor
‘inhibitor is a possibility. The time at which such an inhibitor is produced
.cannot be predicted and.depends.neithér on the amount of the plasma
preparation administered nor on- the frequency of administration.
According to present experience the application of glucocorticosteroids
or immunosuppressive substances has hardly influenced the formation
ol mhlbltors :

it : S e Pt

SHELF LIFE AND STORAGE. i e e
2 years when stored between +2° and -8°C

PACKS N

Each“containing-the" equwalem of ‘200 umts or 500 umts of Factor 1
Factor{X and Factor X : - : ’

1 R/C bottle contalnlng Iyophlllzed PROTHROMPLEX
-~ 1 R/C bottle.containing 20 mt of Aqua ad Iniectabitia - RN
571 kit for reconstztutlon and mlectlon T T : .
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PROTHROMPLEX@

Partial Prothrombin Complex (Hurna'n)

a oo

?rmhrombm Complex is understood-to lnclude the vntamm K, depe, d
coagulatlon Factors Il Vi, IX and X

E‘ROTHROMPLEX conlams coagulation, Factors 1, 1X and X and ls
indicated for the treatment “of .all coagulation disgrders due t6 lack of
Factor Il (Prothrombin), Factor IX (Chnstmas Factor), and Factor X
(Stuart-Prower Factor) : . =

MANUFACTURE AND COMPOSITION

PROTHROMPLEX is preparéd from pooled plasma of healthy donors and
freezedried for stability in storage! All donors whose plasma is’u d 161 the

roduction of PROTHROMPLEX are tested at each donation’for: the

bsencé-of HBs-antigen' (RTA). Any donor who'has a positive HBS ntigen
(est, is permanently excluded from the donor programme. Desplle ‘thesé
precautions, the risk of transmission of homologous serum hépatitis can
ony be Iessened and not . completely ruled out. .

ﬁ'hrough appropnate purlftcauon and concenlratlon of the coagula lOﬂ
factors,- one oObtains at least a«60-fold concentration.of Factor 1 -as
compared to. fresh plasma.  Thus 1-milligram of protein contains at-least
one unit” of Factor 1. Despite a moderate total protein content a high
concentration of Factor IX and X is also reached. PROTHROMPLEX is
distributed in packs containing either 500 or 200 units™ of Faclpr i1, 1Xand X.

lNDICATlONS

indications for PROTHROMPLEX include - all lypes of haemorrhages
caused by inherited or acquqred coagulatlon disorders due to reduced
Factor I, IX and/or. X activity. . ) . Do e gt e

A T |

Treatment for inherited or congemtal coagulation dlsorders

1. Hypo- or A-prothrombinaemia (Factor i deflc:uency)

2: Haemophilia'B (Factor 1X-deficiency)

3. Angiohaemophilia B (von Willebrand's Dlsease wuth Factor‘ IX
deficiency)

4. Stuart-Prower Factor deficiency (Factor X deﬁcqency)

S Combined iericy of Factors I, 1X or X

Tfeatment for acqulred coagulallon dlsorders

2 Haemorrhages ‘due to “a-deficiency-of Factors ll X andX ‘with severe
- damage of the liver parenchyma (hepatiti <cirrhosis of the liver, sévere
toxic’ llver damage through® pmsomng etcl).-

.. Emergency treatment of sevére acute” haemorrhages which may_ occur
“during anticoagulant therapy. This is of especial useif antlcoagulants

are administered during the flast three months of pregnancy
. .PROTHROMPLEX normalizes Factor:i},1X and X activity.- S

3. Neo-natalhaemorrhages, especially ‘when-the ‘mother i§ under oral
. anticoagulant treatment. Through the administration of PROTHROM-
PLEX, Factor 11, 1X and X activity is normahzed O

S N e

* The activity in International Units,(1.U.) .Factor. IX is_expressed in.terms.of the relevant
“““Intefnational Standard (WHO- Slandard) for, 8lood Coagulahon Factor IX’ Human
Since the activity of the relevant lnternauonal Slandard is baséd on’ companson wnlh
“average tresh.normal plasma 11U can also be delmed as the | Faclor ix act:vory presem ln
| ml average fresh noimal plasma
ey umt Factor i ‘and X'is equuvalent t6 tr;e actlvlly ol lhese Faclo\’s in 1 ml’ average fresh
normal plasma.
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. Severe acute haemorrhages caused by’ yitamin,K deficlgncy (geniijn
vitamin K deficiency or as (for example)” a‘i:onseduence bf resorptio
disturbances). Through;:the:administration: of -1 PRQTHROMPLEX]

Factor |, 1X and X activity is normalized.

5. Before carrying out biopsies or pre-operative treatment of patients
with Factor U, IX or X deficiencies.

By administering an appropriate dose of PROTHROMPLEX, it is possible
to achieve a prompt and sufficient rise of Factqr,l IX and X in the patient’s
plasma. % a

The effectiveness of treatment can be checked by simple laboratory tests.
iThe activity of Factars Il and X is determined by, the. Thromboplastm Trmq
(Qurck value). the Thrombotest or Normotest The actlwty of Factor 1X i i§
obtained from the results of the Partial Thromboplastin Time (PTT)

The ‘most refiable results are reached through quantltatlve assays on thé
acllvrty of each of’ the Factors I, #1X and X. : o {

In acqunred coagulauon dcsorders which involve reducubn of Factors' i),
Vi1, IX and X. the administration of vitamin K, is recommended to stimulat
synthesis of these coagulation factors in the Tiver-However, with this. rthai
to.be pointed out that vitamin K, in contrast ta PROTHROMPLEX becomes
effective-only some-hours. followmg intrayenous administration.. As the
intravenous admmlstratnon of . vitamin. K1 ~ig o ionger recommende

because of occasional snde—effecls it must be taken-into consideration th

by pa;entera! but not mtravenous admmrstranon a funher delay. ig
effectiveness will occur. . ... - - . - Lol .o .‘.;1

Reduction of the coagulatxon Factors Viland v, which’ may be involved iR
the abave mentioned. coagulation disorders, is not sufficiently-influenced
by .. PROTHROMPLEX.:- ANTIHAEMOPHILIG PLASMA . HUMAN
"HAEMODERIVATE" (AHP) is recommended as a:supplement. = .7 72

YT Al S I3 P T O TP RN P PO T S C IR |

-
goUR - )

ADMINISTRATION -
PROTHROMPLEX must be dissolved -mmedrately before in i'ctio;ﬁ‘usi'ng‘
the amount of solvent provlded Co B N

Directions for Reconsmuuon of a Solutlon 4or lnjectlon

ey AU e

1. Warm solvent to room temperature

2 Remove the protectwe caps (hg 1) and dnsmfect the rubber stoppers oi
* both bottles. - - : AR AR

3. Transfer of the solvent into the bottie containing the lyopl’uhsate is done
with the help of the trangfer needle.. For.this. purpose first remove the
protective cap of the transter needie and insert it mto the rubber st

. of the bottle containing the Sdivent {£ig:2)>c - TS :

«wThen remove the protective tube of the transfer needle. Turn thesolvem
- bottle with the inserted transferneedie ups»de—downand insert the latter
into the rubber stopper of the lyophilisate. bottle leaving a free needle
Jlength of 1 cm outside, the bottle (fig. 3). Caution:, do not touch_the
_needle! Beca f the v cuum inthe Iyophmsate b‘ome the so!vent wm
then_ rl'm m 3

e
4. Remove the solvent bome wv(h the transfer needle from the' Iyophmsate
botﬂe (Irg 4).-Gently- agitate the latter in order to.accelerate solution::

5 lnsert the provrded aeratlorL needle and any foam wull collapse (flg 5).
Remove the aeration needle.” ~

6. Fit the enclosed filter needle onto the disposable syringe and draw up
.. the soluhon mto the syrmge (fig. 6)

7. Separate the syrmge from the filter needle and m the ‘enclosed
.. disposable needle (or, wmged adapter needle). Slowly. lnjectthe solution
" intravénously at a maximum rate of 2 mi/min.

The solution must be injected through a hlter it a dmerent melhod of
reconstitution is used. SUAEOTE GO0A FHD 32K

DOSAGE 2ETA
Only general directions can be given for the dosage of PROTHROMPLEX:

it is dependent upon the severity of the coagulation defect'and the:degree
of the traumatic and haemorrhagnc tissue, damage o -

A e oA
In cases of mherlted or~congenital” coagulatlon drsorders hlgh,mmal
dosage is recommended in order to ensure a rapid and sufficient rise inthe
coagulation factors concerned and thus achieve a reliable cessation of
bleeding. Here, as well as with the following maintenance’therapy; thé
initially short half-life of the coagulation, factors has to be considered.
Depending on ‘the in-vivo ™ half-life of the” factors. (Factor-i approx

successful results ~are achieved by repeated admmlstrahon of
PROTHROMPLEX atintervals of 12—24 hours: To assureabsolute control
of treatment, the.-blood coagulation should be"tested as- far as possible
with quantitative activity assays of each' of the coagulation factors.
Treatment should- be: rigidly maintained up to complete: healing. of the
wounds, especially in cases of inherited coagulation-‘disorders, thus
ensuring a complication-free postoperative course. The special advantage
of PROTHROMPLEX lies -in the fact that by application of ‘small volumes
of fluid and a slight amount of protein, a high-concentration of coagulation
factors (11, 1X and X) is reached-in the circulation: The danger ‘of avolume
or protein overloading of the:patient is: excluded even Zawith-.the
administration of higher doses. v

Patients suffering from ‘acquired haemori‘hag'ic di_atheéesdue. 0 1ack of
Prothrombin Complex factors may require surgery,:liver ‘biopsy or
splenoportography. .- They. should - previosly - -receive . sufficient
PROTHROMPLEX to hold their Thromboplastin-Time orNormotest value
above 50% for several days.

PRECAUTIONS

With patients suffering from disseminated intravascular coagulation (DIC),
administration of PROTHROMPLEX should not be given uniess
consumption of the coagulation factors has been previously interrupted
by Heparin.

32 f\ ’.l:‘ T J‘.l
SIDE EFFECTS e . ik A I -
Side effects are rareiy observed doring treatment with. PROWQMPLE)Q
though'the followihg reactions may.occur:- PEURS e ™
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PROTHROMPLEX®

Partial Prothrombin Complex (Human)

Prothrombin Complex is understood to mclude the vitamin K, dependent
coagulation Factors I, Vi, IX and X.

PROTHROMPLEX contains coagulation Factors I, 1X and X and is
indicated for the treatment of all coaguiation disorders due to lack of
Factor il (Prothrombin), Factor iX (Christmas Factor), and Factor X
(Stuart-Prower Factor).

MANUFACTURE AND COMPOSITION

PROTHROMPLEX is prepared from pooled plasma of healthy donors and
freezedried for stability in storage. All donors whose plasma is:used for the
production of PROTHROMPLEX are tested at ‘each donation for the
absence of HBs-antigen (R1A). Any donor who has a positive HBs-antigen
test, is permanently excluded from the donor programme. Despite these
precautions, the risk of transmission of homologous serum hepatitis can
only be lessened and not completely ruled out.

Through appropriate purification and concentration of the coagulation
factors, one obtains at least a 60-fold concentration of Factor Il as
compared to fresh plasma. Thus 1 milligram of protein contains at least
one unit” of Factor Il. Despite a moderate total protein content a high
concentration of Factor X and X is also reached. PROTHROMPLEX is
distributed in packs containing either 500 or 200 units™ of Factor I, IXand X.

INDICATIONS

Indications for PROTHROMPLEX include all types of haemorrhages
caused by inherited or acquired coagulation disorders due to reduced
Factor i, IX and /or X activity. .

Treatment for inherited or congenital coagulation disorders

Hypo- or A-prothrombinaemia {Factor | deficiency)

Haemophilia B (Factor IX deficiency)

Angiohaemophilia B (von Willebrand's Disease with Factor IX
deficiency)

Stuart-Prower Factor deficiency (Factor X deficiency)

Combined deficiency of Factors Il, 1X or X. °

S

Treatment for acquired coagulation disorders

1. Haemorrhages due to a deficiency of Factors i, IX and X with severe
* damage of the liver parenchyma (hepatitis, cirrhosis of the liver, severe
<° toxic liver damage through poisoning etc.).

2. Emergency treatment of severe acute haemorrhages which may occur
during anticoagulant therapy. This is of especial use if anticoagulants
are administered during the last three months of pregnancy.

- PROTHROMPLEX normalizes Factor I, IX and X activity.

3. Neo-natal haemorrhages, especially when the mother is under oral
anticoagulant treatment. Through the administration of PROTHROM~
PLEX, Factor I, IX and X activity is normalized.

by The activity in International Units (1.U.) Factor IX is expressed in terms of the relevant
* International Standard (WHO-Standard) for Blood Coagulation Factor tX Human.

Since the activity of the retevant International Standard is based on comparison with
.. "average fresh normal plasma”, 11.U. can also be defined as the Factor I1X activity present in
AR | mi average fresh normal plasma

7 1 unit Factor Il and X is equivalent to the activity of these Factors in 1 mi average fresh
normal plasma.

Ot 77
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4. Severe acute haemorrhages caused by vitamin K deficiency {genuvine
vitamin K deficiency or as (for example) a consequence of resorption
disturbances). Through _the administration of PROTHROMPLEX,
Factor i1, 1X and X activity is normalized.

5. Before carrying out biopsies or pre-operative treatment of patients
with Factor i, 1X or X deficiencies.

By administering an appropriate dose of PROTHROMPLEX, it is possible
to achieve a prompt and sufficient rise of Factor H {X and X in the patient’s
plasma. i
The effectiveness of treatment can be checked by simple laboratory tests.
The activity of Factors H and X is determined by the Thromboplastin Time
(Quick value), the Thrombotest or Normotest. The activity of Factor IX is
obtained from the results of the Partial Thromboplastin Time (PTT).

The most reliable results are reached through quantitative assays on the
activity of each of the Factors II, IX and X.

In acquired coagutation disorders which involve reduction of Factors I,
Vil, IX and X. the administration of vitamin K, is recommended to stimulate
synthesis of these coagulation factors in the liver. However, with this, it has
to be pointed out that vitamin K, in contrast to PROTHROMPLEX becomes
effective only some hours following intravenous administration. As the
intravenous administration of vitamin K, is no longer recommended
because of occasional side-effects, it must be taken into consideration that
by parenteral but not intravenous administration, a further defay in
effectiveness will occur.

Reduction of the coagulation Factors Vil and V, which may be involved in
the above mentioned coagulation disorders, is not sufficiently influenced
by PROTHROMPLEX. ANTIHAEMOPHILIC PLASMA HUMAN
"HAEMODERIVATE” (AHP) is recommended as a supplement.

ADMINISTRATION

PROTHROMPLEX must be dissolved immediately before injection using
the amount of solvent provided.

Directions for Reconsmutlon of a Soluhon for Injection
1. Warm solvent to room temperature ’

2. Remove the protective caps (flg 1) and disinfect the rubber stoppers of
both bottles.

3. Transfer of the solvent.into the bottle containing the tyophilisate is done

with the help of the transfer needle. For this purpose first remove the
protective cap of the transfer needle and insert it into the rubber stopper
of the bottle containing the solvent (fig.2).
Then remove the protective tube of the transfer needle. Turn the solvent
bottle with the inserted transfer needle upside-down and insert the latter
into the rubber stopper of the lyophilisate bottle leaving a free needle
length of 1 cm outside the bottle (fig. 3). Caution: do not touch the
nheedle' Because of the vacuumiin the lyophilisate bottle the solvent will
then run in.

4. Remove_the solvent bottle with the transfer needle from the lyophilisate
bottie (fig. 4). Gently agitate the latter in order to accelerate solution.

5. Insert the provided aeration needle and any foam will collapse (fig. 5).
Remove the aeration needle.

6. Fit the enclosed filter needle onto the disposable syringe and draw up
the solution into the syringe (fig. 6).

7. Separate the syringe from the filter needle and fit the enclosed
disposable needle (or winged adapter needle). Slowly inject the solution
intravenously at a maximum rate of 2 ml/min.

fig. 1 fig. 2 fig. 3 fig. 4 I fig;5 fg.6

Do not exceed the maximum injéction rate of 2 mi/min.

The solution must be injected through a fmer if a dsﬂerent .method of,
reconstitution is used.

DOSAGE

Only general directions can be given for the dosage of PROTHROMPLEX.
it is dependent upon the severity of the coagulation defect and the degree
of the traumatic and haemorrhagic tissue damage.

In cases of inherited or congenital coagulation disorders high initial
dosage is recommended in order to ensure a rapid and sufficient risein the
coagulation factors concerned and thus achieve a reliable cessation of
bleeding. Here, as well as with the fotlowing maintenance therapy, the
initially short half-life of the coagulation factors has to be considered.
Depending on the in-vivo half-life of the factors (Factor i approx.
40-60 hours, Factor IX approx. 12-30 hours, Factor X approx. 20-60 hours)
successful results are achieved by repeated administration of
PROTHROMPLEX at intervals of 6-12 hours. To assure absolute control of
treatment, the blood coagulation should be tested as far as possible
with quantitative activity assays of each of the coagulation factors.
Treatment should be rigidly maintained up to complete healing of the
wounds, especially in cases of inherited coagulation disorders, thus
ensuring a complication-free postoperative course. The special advantage
of PROTHROMPLEX lies in the fact that by application of small volumes
of fluid and a slight amount of protexn a high concentration of coagulation
factors (11, IX and X) is reached in the circulation. The danger of a volume
or protein overtoading of the patient is excluded ‘even ~with the
administration of higher doses.

Patients suffering from acquired haemorrhagic diatheses due to lack of
Prothrombin Complex factors may require surgery, liver biopsy or
splenoportography. They should - previosly receive . sufficient
PROTHROMPLEX to hold their Thromboplastin Time or Normotest value
above 50% for several days.

PRECAUTIONS

With patients suffering from disseminated intravascular coagulation (DIC),
administration of PROTHROMPLEX should not be given unless
consumption of the coagulation factors has been previously interrupted
by Heparin.

SIDE EFFECTS

Side effects are rarely observed dunng treatmem wnh PRO’[HROMPLEX
though the following reactions may occur: -
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1. Allergic Reactions

All forms of allergic reactions from mitd and temporary urticarious
rashes to severe anaphylactic shock are possible when human plasma
derivatives are administered. {f these occur, treatment with
PROTHROMPLEX must be interrupted at once.
Altergic reactions should be controlled with antihistamines and

".glucocorticosteroids: and . routine  shock-treatment given for
anaphylactic shock. Careful and frequent recording of pulse rate and
blood pressure is essential. If the pulse rate increases and/or the
blood pressure falls, a transfusion of 5% Dextrose shouid be started.

2. Despitetheprecautionstakeninthe selection ofdonors, the transmission
of homaologous serum hepatitis cannot be entirely excluded following
the administration of coagulation factors. . .

3. During every type of therapy involving blood or coagulation factor
concentrates, the occurrence of a circulating coagulation factor
inhibitor is a possibility. The time at which such an inhibitor is produced
cannot be predicted and depends neither on the amount of the plasma

" ‘preparation administered ‘nor on the frequency of administration.
According to present experience the application of glucocorticosteroids
or immunosuppressive substances has hardly influenced the formatlon
of inhibitors.

SHELF LIFE AND STORAGE
2 years when stored between +2° and +8°C

PACKS

Each containing the equivalent of 200 units or 500 units of Factor i1,
Factor 1X and Factor X

1 R/C bottle containing tyophilized PROTHROMPLEX-
1 R/C bottle containing 20 mi of Aqua ad Iniectabilia
1 kit for reconstitution and injection
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BEBULIN®TIM 2
Factor IX Concentrate Human
___ Steam Treated

COMPOSIT!ON AND PROPERTIES

BEBULIN TIM 2 contains the coagulation factor lX (Chnstmas Factor) inat
least 50-fold -concentration as compared to fresh plasma. 1 mg protein

contains 0.85 t0 2.5-L.U.! Factor:X. - e
To elirflinate the potential 1 nsk of thrombo enic comphcatlons assomated
with_Factor IX preparations BEBULIN 2 is routinely tested for the

abserice of activated coagulation factors

In addition, BEBULIN TiM 2 contains a small amount of hepann {max.

0.15 LU.2) heparin per L.U. Factor IX):

Whérrusing BEBULIN TIM 2 in the recommended dosage no activation of

codgulation which may . prec;pltate consumptnon coagulopathy or

thromboembolism is to be expected..:

BEBULIN TIM, 2 is prepared from pooted human plasma. -

To decrease the potential risk of transmission of viral hepatitis and other

viral;infections the following steps are. taken:.

1. Donor and Plasma Selection: .

. Alldonations and pools of plasma Used in the manufacture of BEBULIN
TIM. 2 and the final product were tested for HBs- anngen ‘by Radio
Imimune Assay (RIA) and found- non reactwe

2. Steam Treatment immuno Method 2
BEBULIN TiM 2is subjected toa model virus controlled product specific
virusinactivation.

INDICATIONS

BEBULIN TiM 2iis indicated for treatmem and prophylax:s otall coagulation
defects catised by or associated with congemtal or acqmred Factor IX
deficiency.

These are; - s

— Haemophitia: B -

— Congenital or acqucred Factor IX de{cuency w:th Factor lX mhubotor
~— Acquired.Factor IX deficiency . _ . L
CONTRAIND|CATIONS : IR
Suspected consumption coagulopathy -

administration of BEBULIN TIM 2 is recommended only after ehmmanon ol
the underlying consumption disorder.

SIDE EFFECTS .

Inrare cases allergic reactlons such asfever, urticarial rashes, nauseaand
retching as well as other more or less severe anaphylactoid reactions have
been observed after administration of BEBULIN TIM 2.

Severe allergic and anaphylactoid reacnons may necessitate the mter-
ruption of substitution treatment

Mild reactions can be managed with “antihistamines; severe reactions
require’ immediate intervention. In patients with "a history of hyper-
sensitivity reactions to plasma derivatives the prophylactlc admmxstrahon
of antihistamines may be indicated.

In the course of treatment with Factor IX preparations a circulating inhibitor
directed against Factor IX may develop in rare cases.’

Steam treatment reduces the risk of viral transmission in general and
eliminates.it specifically in some cases. .

HTLV it for example if added to a sample of the product is inactivated by a
factor of 105.

However, despite the measures taken, the transmission of virus hepatitis
cannot be ruled out

INTERACTIONS

None known

'DOSAGE AND ADMINISTRATION

Dosage

1. Haemophilia B

1. Spontaneous Bleeding

Individual dosage depends on the seventy of the Factor IX defect, the
localisation and the extent of the haemorrhage. The severity of haemophilia
is judged by the.residual Factor IX plasma concentration of the patient.
Table 1 shows thé Factor IX levels (in % of normal) requnred for the
management of individual types of bleeding.

Locatisationand - >~ 1 - Factor X . Factor X Duraﬁon of :
extent of haemorrhage - plasmalevelto| level during | maintenance
be achieved | maintenance.| of indicated

by initial dose therapy ~ |} Factor iX leve!

Minor haemorrhage: e.g.
Early stage of joint and muscle

bleeding, epistaxis, bleeding into | 20% 20% - 1—3'days -
the oral cavity and minor trauma,

haematuria

Major-haemorrhage: e.g.. N P S .
Haemarthrosis or haematoma wrth .

pain and swelling, head trauma’ 40% -20—40% ° |3—4 days or
without neurological signs, severe | : R until adequate

trauma also withoutopen bleeding; |- - .- Liwound healing
gastrointestinal bleeding, heavy - |- AR 2
abdominal pain, major injury

Life threatening haemorrhage: e.g.

Intracranial, intraabdominal or 60% 40%. - {10—14 days or
intrathoracic bleeding, severe . until adequate
injury, fractures . wound healing

Table 1: Therapeuncally required Factor IX plasma level (in % of normal)
for haemophilia B patients.
' 1LU.Factor IX (according to WHO standard) corresponds to the activity of Factor IX presentin ¥ mi

of fresh average human plasma.
2 1 LU. heparin according to WHO standard
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To achieve the Factor IX plasma levels indicated in Tablé 1 dosage may
be calculated according to the formula:

1 LU. Factor IX/kg bodyweight - Factor IX plasma- level' increase of
approx. 1% .

This increase corresponds to an in vivo recovery of approx 40%

The residual Factor IX activity of:.the patlent.must ber taken into ‘

opnsrderaﬂon when calculatmg the dose e

Bodywecgh: Plasma level- mcrease %
PR kg 4ol 20% - o - 30% - 4, £, 40%: - 50%
O gt YT o000 | : :
e ‘15,,; e} 300
2" 00
cro. . 28 ‘. 500 .-
el 2800 . 600 .
35 700
40 ' 800"
“as TE 900"
50 1000
55 1100
60 . 1200 |
65 1300
70 1400
75 1500 - e
80 1600 2400 3200 - 4000 4800

Table 2. Loading doses for initial application in L.U. Factor lx based on
.7-a 1% increase in“the”Factor IX level after m]ectnon of 1 LU.
Factor IX/kg bodyweight.

The half life of Factor IX is 18 — 30 hours; thus, BEBULIN TIM 2 should be
given at mtervals of 12—24 hours dependmg on the mdwndual bleedmg
situation. Cont

In general. minor bleeding can be controlled by one half of the loading
dose at 24 hour intervals. Major haemorrhage should be treated at 12 hour
intervals with one half of the loading dose to prevent a decrease of the
Factor IX plasma level below 20%' rowards the end of the subsmutron
intervals.

Substitution therapy with BEBULIN TiM 2 must be continued until complete
resorptlon of trssue haemorrhage or adequate wound heahng <

2. Surgery

For eléctive surgery dosage calculations’ should ‘allow for. the fact that
normally there is no increased .consumption of Factor IX prior to surgical
interventions, whereas during an operation and in the early postoperative
hours the Factor.IX consumption is considerably increased. Substitution
treatment should be commenced 1 — 2 hours prior. to. the  surgical
intervention. . )

Surgery - | Preoperative _|.

Postoperative Factor.IX level
Factor IX level . i

Minor surgery - ) 40% 40%: .| Day of operation
(e g demal extractlons) 20—40% | until adequate

. wound healing
Major surgery 60% 60% | Day of operation

40% First week
postoperatively .
-..20% -~ | From the second week
© 7 - | postoperatively untit
adequate wound healing

Table 3: Therapeutically required Factor IX level {in % of normal) for
~ . surgical interventions. S g

Accordmg to clinical expenence one half of the loacﬂqg ‘dose is requrred
during the first postoperative days, and afterwards 1 /4 ofthe loading dose
administered at 12 hour intervals. =~ | L

For monitoring the clinical course and calculatmg the precuse ‘dose
required close laboratory contro! of the patient's Factor iX plasma level
must be performed to' prevent bleeding: complications, delayed wound
heahng and serious seqlJe!ae :

3 Long Term Prophylactnc Treatment T ' ~- ‘

.For long term prophylactic substitution in patients wuth severe haemophilia
:Ba dkose of 101.U./kg b.w. of BEBULIN TIM:2 should beadmamstered twicea
-wee

II Congenital or Acquired Faclor X Deticiency with Factor IX lnhibrtor

In patients with a circulating inhibitor agamst Factor X any substitution
treatment with Factor IX concentrate should only be carried out to control
severe bleeding. To obtain the required plasma concentration of Factor IX
unusually high doses of BEBULIN TiM 2 may have to be-administered, since
part ofthe infused Factor IX is inactivated by the inhibitor (Attention: volume
overload!).

Independent of the inhibitor titre the use of FEIBA IMMUNO (Am- Inhibitor
Coagulant Complex with Factor Eight Inhibitor Bypassing Activity from
IMMUNO AG, Austria) has proved both effective and safe in patients with
Factor IX inhibitors.

Close laboratory control of the Factor IX plasma level to monitor the clinical
course and to calculate the individually necessary dose is indispensable in
the treatment of acquired or congenital Factor IX deficiency with Factor IX
inhibitor.

11l. Acquired Factor iX Deficiency"

Astothe required plasma level of Factor IXand maintenance of thetherapeutlc
plasma level in patients with acquired Factor IX deficiency please see
instructions for haemophilia B. However, depending on the cause of the
Factor IX defect ditfering in vivo recoveries must be taken into

- consideration:

In patients under oral anticoagulants andin. vivo recovery 0f60—70%can
be expected, in cases with'acute hepatitis one ofapprox 50%, while in
patients with chronic Iwer damage the’ expected in vnvo recovery is only
20 — 30%. :
Incase of vitamin K deflcnenc apartfrom FaclorIXalso Factors II Vll and X
are decreased. BEBULIN TIM 2 contains Factors il dnd X; butnot FactorVil.
For simultaneous substitution. of all four. prothrombm complex factors
treatment with PROTHROMPRLEX. TOTAL* (lrom IMMUNO AG, Austna) is
recommended. Dot e

Additional Instructions -

With dental extractions, trauma in the oral cavity and severe, prolonged
epistaxis, local haemostatic ‘control should be attempted in addmon to
replacement therapy with BEBULIN. TIM 2... ... -

Antifibrinolytics (e.g. epsuon ammocapro:c acud) are also indicated in the
above examples of-local bleeding..

In exceptional cases of severe haemarthroses, asplranon may be necessary.
Treatment with BEBULIN TIM 2 should then be started immediately following
aspiration. BEBULIN TIM 2 must notbe given before aspiration or a clot may
form in the synovial cavrty L

Reconstitution of Concemrale

BEBULIN TIM 2 is to be stored in Iyoph" zed condmon and should only be
reconstituted:immediately before application. The solutlon must then be
used promptly: Entered-vials must not be reused.”

1. Warm the unopened bottle contammg the solvent to room temperature
(max. 37°C).
2. Remove the caps from the: concentrate and solvent bottles (hg A) and
- disinfect the rubber stoppers of both bottles. :

3. The enctosed \ransfer needle {(double- ended. needle) is protected by
2 plastic caps sealed by a' weld mark. Break the weld (fig. B) by twisting
and remove one cap. Insert the exposed needle into the rubber stoppet
of the solvent bottle (fig. C). )

4. Remove the other cap fromthe double ended needle takmg care notic
touch the exposed end.

5. Invert the solvent bottle-over the concentrate bottle, and insert the free
end of the double-ended needle to approximately half the needle lengtt
into the rubber stopper of the concentrate bottle (fig. D). The solvent wil
be drawn into the concentrate bottle which is under vacuum,

6. Disconnectthe two bottles by removing the needle from the concentrate
bottle (fig. E). Gently agitate or rotate the concentrate bottle to accelerate
dissolution. -

7..Upon complete reconstitution of the, concentrate insert the enciose(
aeration r\eedle(hg F)and anyfoam will collapse Remove the aeratior
needle.

Admmrstrahon

Remove the protective covering from the enc!osed filter needle by turning
the cap and fit the needle onto a sterile dnsposable syringe. Draw the
solution into the syringe (frg G).

Disconnect the filter needle from the syringe and slowly {(maximum rate o
injection: 2 mi/min.) inject the solution intravenously with the enclosec
dusposable needle (or the irfusion set with a winged adapter)

I any other kit for reconstitution and application than thatenciosed is used
make sure that thrs kit contams an adequate filter.

SHELF LIFE AND STORAGE

2 years when stored between +2° and +8°C or 6 months when stored a
room temperature (up to 30°C).

Within the indicated shelflife period the product may be stored for 6 months
atroom temperature (max. 30°C). Without cooling facilities BEBULIN TIM 2
may therefore be taken along when travelling or during holidays. The dates
between which the product is not stored at relr:gerator temperature shoul¢
be noted on the package : N

* A prothrombin complex preparation containing equal amounts of Factors I, V!-L rx: and X.
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BEBULIN TIM 2 must not be used beyond the explry date indicated.
Store out of the reach ot children.

PACKS
BEBULIN TIM 2

—: R/C-vial containing 200 U of lyophilized Factor IX
— R{/C.vial containing 10 mi Aqua ad Iniectabilia .
+Kit for reconstitution and injection . ;.

— R/C vial containing 500 IU of Iyophthzed Factor IX
— R/G vial containing 10 mi-Aqua ad lmectablha
—=. Kit for reconstitution and injection

i -—’R/C vial- contalmng 1000 1U of lyophlhzed Factor lX
= R/C vial containing 20 m} Aqua ad Iniectabilia’ :
— Kit for reconstitution and injection AR
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. BEBULIN i 4 must not be used beyond the expiry date indicated. .

Store out of the reach of children.

PACKS
BEBULIN TIM 4

—.R/C vial containing 200 IU of lyophilized Factor 1X.
— R/C vial containing.10.mi Aqua ad Imectabma
— Kitfor reconstitution and injection . ol

— R/C vial containing 500 IU of Iyophquzed Factor IX
— ‘R/C vial containing.10 m! Aqua ad Iniectabilia_
— Kit for reconstitution and injection - - .

R/C vial contammg 1000 U of lyophilized Facto_r IX"
‘R/C vial containing 20 ml Aqua ad Iniectabilia® :
Kit for reconstitution and injection
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BEBULIN® TIM 4

Factor IX Concentrate Human
f—Steam Treated

COMPOSITION AND PROPERTIES - - . ca i
BEBULIN TiM 4 contains the coagulation factor IX (Chnstmas Factor) inat
least 50-fold concentration as compared to fresh plasma. 1 mg protem
contains 0.85 to 2.5 I.U.* Factor- IX. g .
To eliminate the-potential risk of thrombogeni plucatlons assoctated
with.Factor IX preparations BEBULIN TiM 4 Is routinely tested “for” fhe
absence of activated coagulation factors.  _
In addition, BEBULIN TIM 4 contains a small’ amount of heparm (max.
0.151U3) hepahn per |.U: Factor IX). -
When using BEBULIN TIM 4 in the recommended dosage no activation of
coagulation which ‘may precipitate consumptnon coagqupathy or
thromboembolism is to be expected: -
BEBULIN TIM 4.is prepared from pooled human plasma.
To decrease the potential risk of transmission of viral hepatitis and other
viral infections the following steps are taken
1. Donor and Plasma Selection: .
All donatioris and pools of plasma used in the manufacture of BEBULIN
TIM 4 and the final product were tested for HBs~antIgen by Radio
Immune Assay (RIA) and found non-reactive.
2. Steam Treatment Immuno Method 4
BEBULIN TIM 4 is subjected to a model wrus controlled productspecific
wrusmactwahon
INDICATIONS .
BEBULIN TIM 4.isindicated for treatmentand prophylaxns ofall coagulatlon
defects caused by or associated with congennaI or acquired Factor IX
deficiency.
These.are:. - - - e e "
—. Haemophilia B o
— Congenital or acquwed Factor IX deIrcrency with Factor IX mthItor .
— Acquired Factor IX deficiency ==~ o
CONTRAINDICATIONS Do s
Suspected consumption coagulopathy -
administration of BEBULIN TIM 4 is recommended only after ehmmatnon of
the underlying consumption disorder. N
SIDE EFFECTS _ .. s
Inrare cases aIIergvc reactions such as Iever urncanal rashes nausea and
retching as well as other more or less severe anaphylactoid reactions have
been observed after administration of BEBULIN TIM 4. -
Severe allergic and anaphylactoid reactnons may_necessitate the mter-
ruption of substitution treatment.
Mild reactions can be managed with antihistamines; severe reactions
require immediate, intervention. in patients - with a history of hyper-
sensitivity reactions to plasma derivatives the prophylactic admlmstratlon
of antihistamines may be indicated.
In the course of treatment with Factor IX preparanons acirculating mh:bltor
directed against Factor IX may develop in rare cases.
Steam treatment reduces the risk of viral transmission in general-and
eliminates it.specifically in some cases. - .
HTLV it for example, if added to a sample of the produc\ is mac(wated by a
factor of 108. -
However, despne the measures taken, the transmission of vxrus hepatms
cannot be ruled out.
e INTERACTIONS
None known
DOSAGE AND, ADMINISTRATION
Dosage -
I. Haemophilia B
1. Spontaneous Bleeding . '
Individual dosage depends on the severity of the Factor X defect, the
localisation and the extent of the haemorrhage. The severity of haemophilia
is. judged by the residual Factor IX plasma concentration of the patient.
Table’1 shows the Factor IX levels (in % of normaI) requrred Ior the
management of mdw:duaI types of bleeding.

Localisation and - - Factor IX Factor iIX Duration of
extent of haemorrhage plasmalevelto| level dursing | maintenance
be achieved | maintenance | of indicated
by initial dose therapy Factor IX level

Minor haemorrhage: e.g. [
Early stage of joint and muscle

bleeding, epistaxis, bleeding into 20% - ). 20% " | . 1—3days
the oral cavity and minor trauma, ' '

haematuria

Major haemorrhage: e.g. P I - . RTINS I
Haemarthrosis or haematoma, wu(h :

pain and swelling, head trauma 40% - 20—40%  {3—4 days or
‘without neurological signs, severe © % |until adequate

frauma also without open bleeding, <|wound healing
gastrointestinal bleeding, heavy . PN B -
abdominal pain, major injury

Life threatening haemorrhage: e.g.

Intracranial, intraabdominal or - 60% 40% - 10—14 days of
intrathoracic bleeding, severe : until adequate
injury, fractures wound healing

Table 1: Therapeutically required Factor IX plasma level (in % of normal)
for haemophilia B patients.
N 1 1.U. Factor IX (according to WHO standarc) corresponds to the achvnry of Factor IX presentin 1 mi

of fresh average human plasma.
2 1 LU. heparin according to WHO standarc
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To achieve The Factor IX plasma levels indicated in Table 1 dosage may
be calculated according to the formula:

1 LU. Factor IX/kg bodyweight ~ Fadtor-1X plasma’ level increase of
approx. 1% [
This increase corresponds to an in vivo recovery of approx 4b%

The residual Factor IX activity of:the= patrent must be. tlaken into

oonsrderauon when calculatnng the dose. -

1 R0% -~

1050:.
+o12000 P
1350
1800 <%
.. 1650 |
1800 .
..1950. ...

2100. |- .
. 2250 . | 4500

2400 3200 4000 - || 4800

Table 2: Loading doses for initial application in LU. Factor IX t1>ased on
. . a 1% increase’in _the Factor. lX level ‘after m]ectxon lof 1* lU
Factor IX/kg bodyweight.'

The half lite of Factor IX is 18 — 30 hours; thus, BEBULIN TIM 4 s ould be
given at |ntervals of 12 — 24 hours dependmg on the mdlvrdual leedrng
situation.

In general, minor bleedmg can be controlled by one half of the Ioadmg
dose at 24 hour intervals. Major haemorrhage should be treated at 12 hour
intervals with one half of the loading-dose to prevent-a decreasfe of the
Factor-IX plasma’ level-below- 20% towards the end of the sul strtutron
intervals. e

Substitution therapy with BEBULIN TIM 4 must be continued untrl complete
resorptron of trssue haemorrhage or adequate wound healung :

2. Surgery

For elective surgery d05age calculations should allow for the fact that
- normally there is no increased consumptiori of Factor IX prior to surglcal
interventions, whereas dring an operation and in the early postoperative
hours the Factor IX. consumption is considerably.increased. Substitution
tréatnient should bé commenced 1 — 2 hours prior. to ‘the surgtcal
intervention. . T e e [

Surgery . Preoperative Postoperative Factor \X.l‘evel_
Factor IX level . -
-Minor surgery 4T 40% ’ 40% | Day of operatiol
(eg dental extractrons) 20—40% | until adequate T
. o .o . = ~: { wound healing
Major surgery 60% 60% Day of operatnon B
40% * | First week - .37
postoperatwelyl .
-..20%- ... |.From the secon week
o ‘postoperatively until -

adequate wound b ealcng

Table 3: Therapeutically required Factor |X Ievel (in %, of nom aI) for
. surgical mterventrons +

Accordlng to. clmlcal expenence one half of the Ioadmg dose is réquired
during the first, postoperatuve days, and afterwards 1/ 4 of the l‘oadmb dose
administered at 12 hour intervals.

For monitoring the-clinical course and calculatung the prects dose
required close laboratory control of the patient’s Factor IX ptasmé fevel
must be performed-to’ prevent bleedrng complications, delayed wound
healmg and seriods sequelae e .

3. Long Term Prophylactlc Treatment

For long term prophylactic substitution in patients with severe haemophllla
Badoseof101.U./kgb.w. of BEBULIN TIM 4 should be admrnrstered twicea
week

|| Congenital or Acquired Factor IX Det‘ ciency with Factor IX Inhibitor

In patients with a circulating inhibitor against, Factor IX any substitution
treatment with Factor IX concentrate should only be carried out to control
severe bleeding. To obtain the required plasma concentration of Factor IX
unusually high doses of BEBULIN TIM 4 may have to be administered lsrnce
partoftheinfused Factor X isinactivated by the inhibitor (Attention: volume
overload!).

Independent of the inhibitor titre the use of FEIBA lMMUNO (Antr In nbltor
Coagulant Complex with Factor Eight Inhibitor Bypassing Activity| from
IMMUNO AG, Austria) has proved both effective and safe in patients with
Factor 1X rnhlbltors .

Close laboratory control ofthe Factor IX plasma jevel to monitor the cllmcal
course and to calculate the individually necessary dose is mdrspensable in
the treatment of acquired or congenital Factor IX detrcaency with Factor 1X
inhibitor.

lil. Acquired Factor IX Deficiency - :
Astothe required plasma level of Factor IXand maintenance of the therapeuuc-

...— plasma level in patients with acquired Factor IX deficiency please see
w7 instructions for haemophilia B. However, depending on the cause of the

Factor IX defect differing in vivo recoveries must be taken mto
consideration:

In patients under oral antrcoagulantsand in.vivo recovery of 60 = 70% can
be expected, in cases with actite’ hepatitis one of approx.-50%; while in
patients ;’ﬁnh chronlc liver damage the expected in“vivo ‘réct ery rs only

- . v . g

[y

Incase of vitamin Kdefrcrency apartTrom Factor lX also Factors ll Vll and x
are decreased. BEBULIN TIM 4 contains Facétors Il and X, but not Factor Vit.
For simultaneous- substitution, of, all. four prothrombm complex factors
treatment v;rtl; PROTHROMPLEX TOTAL* (from JMMU NO AG Austrla) is
recommende . .

Additional Instructions P o]

With dental extractions, trauma in the oral cavity and severe, prolonged
epistaxis, local haemostatic control should be attempted in; addmon to
replacement therapy. with BEBULIN TiM 4.. P

Antnfrbrmolytlcs {e.g. epsilon- amrnocaprorc acnd) are also mducated in the
above ‘examples of local bleeding.

inexceptional cases of severe haemarthroses asplratlon may be necessary.
Treatmentwith BEBULIN TIM 4:should then be started immediately following
aspiration. BEBULIN TIM 4. mustnot be given before asplratton oraclot may
form_in the synovial cavity. - B -

Reconstltutlon of Concentrate .

BEBULIN TIM 4 is to be stored in lyophtlrzed condition and should only be
reconstituted immediately before application. The. solution must then be
used promptly. Entered vials must not be'reused.~ -

1. Warm the unopened bottle contarmng the solvent to room temperature
{max. 37°C).

2. Remove the caps from the concentrate and solvent bottles (trg A) and
* disinfect the rubber stoppers of both bottles.

3. The enclosed transfer needle (double- -ended needle) is protected by
2 plastic caps sealed by a weld mark. Break the weld {fig: B) by twisting

. and remove ong cap. Insert the exposed needie into the rubber stopper
of the solvent bottle (fig. C). .

4. Remove the other cap from the double- ended needte takmg care notto
touch the exposed end.

5. Invert the solvent bottle over the concentrate bottte and insert the free
end of the doublé-ended needle to approximately half the needle length
into the rubber stopper of the concentrate bottle (fig. D). The solvent wili
be drawn into the concentrate bottle which is under vacuum.

6. Dlsconnect the two bottles by removing the needle from the concentrate
bottle (fig. E). Gently agitate or rotate the concentrate bottle toaccelerate
dissolution.

7. Upon complete reconstitution of the concentrate insert the enclosed
aeration needle (frg F)and any foam will collapse Remove the aeration

needle.

Admrmstratlon

Remove the protective covering fromthe enclosed filter needle by turning
the cap and fit the needle onto a sterile disposable syrmge Draw the
solution into the syringe (fig. G).

Disconnect the filter needle from the syringe and slowly (maximum rate of
injection:-2 mi/min.) inject the solution intravenously with the enclosed
disposable needle (or the infusion set with a winged adapter).

It any other kit for reconstitution and application than thatenclosed is used,
make sure that this-kit contains an adequate filter.

SHELF LIFE AND STORAGE

2 years when stored between +2° and +8°C or 6 months when stored at
room temperature (up to 30°C).

Within the indicated shelf life period the product may be stored for 6 months
atroom temperature (max. 30°C). Without cooling facilities BEBULIN TIM 4
may therefore be taken along when travelling or during holidays. The dates
between which the productis not stored atrefrigerator temperature should
be noted on the package. :

* A proinrombin complex preparation containing equal amounts of Factors Y, Vil 1X, and X.
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