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UK Specific Texts 
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PROTHROMPLEX, untreated 
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Neutral English Texts 

PROTHROMPLEX 

PROTHROMPLEX, untreated 
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6205212EW01 FG 25.05.1983 
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6205212EW51 MWG 7.02.1986 
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FG 7.04.1986 
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6205911EU01 MWG 12.07.1985 
FG 10.10.1985 
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FG 10.10.1985 

VA 14.07.1986 

VA 2.07.1987 

VA 1.08.1989 

currently used 
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PG - date of release of text 

MWG - date of passing on of manuscript for printing 

VA - date of withdrawal of text 
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a~44 rf'Q 

2. 

3. 

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, §% Dextrose should be, started.
During every type of therapy involving blood or coagulation factor 
concentrates, the occurrence of a circulating coagulation factor 
antibody is a possibility. 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-
The risk of transmission of viral hepatitis is most probably eliminated by 
careful donorand plasma selection together with steam treatment of the 
product. 

Transmission of HTLV-111 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 

— A/C vial containing 200 units of lyophilised Factors II, IX, and X 
— A/C vial containing 10 ml.of.Water for Injections B.P.. 
— Kit for reconstitution and injection 
— P/C vial containing 500 units of lyophilised Factors 11, IX. and X 
— RIC vial containing 10 ml of Water lot Injections B.P. 
— Kit for reconstitution and injection 
— RIC vial containing 1000 units of lyophilised Factors II, IX, and X 
— A/C. vial containing 20 ml of Water for Injections B.P. 
— Kit for reconstitution and injection 

REFERENCES 
• 1. BIGGS R. MACFARLANE R.G.: Treatment of Haemophilia and other Coagulation Disorders. 

- Blackwell, Oxford (1966) - - 
2. FISCHER M.: Die Btutererkrankung. Wien. med Wachr. 6: 110 — 116 (1968) 
3. FISCHER .M.. DEUTSCH E.: Therapie der Hdmophilien. Dtsch. med. J. No. 14:499— 505 (1968) 
4. JOSSOF,MENACHE D., STEINBUCH M. RLATRIXC..S000ERJ. P.: The P.P.S.B. Fraction. 8161. 

• pp. 10 - e2 (lufu) 

5. LANOBECK G.: St6rungender Himostase. to Lawin P.: Praxis der Intensivbehandlung. Thieme. 
Stuttgart (1971) - - 

6. LANOBECK G.:Substitutionstherapie mil Faktor Vlll and IX Prbparaten. In PettenkoferH.:Gezielte 
Therapie mit Blutbeslandteilen. Lehmann Verlag, Munchen (19681 

7. LOELIGER E.A., HENSEN A.: Substitution Therapy in Haemophilia 8. Thrombos, Diathes. 
Haemorrh. 6. 391 (1961) 

B. SOULIERJ.P.. STEINBUCH M.- Uber die Herstellung unit klinischeAnwendungvonGerinnungs-
laktoren-Konzentraten aus menschlichem Plasma. Z. Ges. Med. 20: 311 (1965) 

9. TULUSJ., BREEN F:A.: Christmas Factor Concentrates. The Clinical Use of Several Preparations. 
Blot. haemat No. 34: pp. 40 —51(1970) 
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Prothromplex® i 
Partial Prothrombin..Complex'Human, 
Steam Treated 
(Method S-2) 

PROTHROMPLEX contains coagulation factors. II, 'IX and X :and is 
indicated tor.the treatment of haemophilia B. - 

MANUFACTURE AND COMPOSITION 
Through appropriate purification and concentration of . the coagulation 
factors, one obtains at least a 60-fold 'concentration of Factor IX at 
compared to fresh plasma. Thus 1 milligram of protein contains atleast on( 
unit* of Factor IX. Despite a moderate total protein content a higt 
concentration of Factor II and X is also reached. - 
To eliminate the potential risk of thrombogenic complications associate( 
with Factor IX preparations PROTHROMPLEX is routinely tested for'tht 
absence of activated coagulation factors. 
In addition, PROTHROMPLEX contains a small amount of heparir 
(max- 0.15 i-u. heparin per unit of Factor IX). 
When using PROTHROMPLEX in the recommended dosage no activatior 
of coagulation which may precipitate consumption coagulopathy of 
thromboembolism is to be expected. . 
PROTHROMPLEX is prepared from pooled plasma of suitable** humar 
donors. 
For the manufacture of.PROTHROMPLEX only plasma donations are used 
which are non-reactive in tests for HBS-antigen and HTLV-111 antibodies, 
Both the plasma pool and the final product are _tested for the absence o 
HB9-antigen; the plasma pool is also tested for the absence of HTLV-11 
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 2x 106/ml infectious 
units of HTLV-III, did not contain viral elements capable of reproducing after 
the product specific steam treatment. The HTLV-1I1 titer was determined 
after incubation with HT-H9 cells and subsequent measurementof reverse 
transcriptase activity in the clarified cell supernatant. 

INDICATIONS 
Treatment of cases of haemophilia B (Factor IX deficiency).
By administering an appropriate dose of PROTHROMPLEX, it is possible to 
achieve a prompt and sufficient rise of FactorIX in-the.patient's plasma. 
The effectiveness of treatment 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 obtained by quantitative activity assays of 
Factor IX. 

RECONSTITUTION AND ADMINISTRATION 
Reconstitution 
PROTHROMPLEX is to be stored in the lyophilised state and should only 
be reconstituted immediately before application. The solution must then be 
used promptly. Entered vials must not be reused. 

1 unit of Factor tl, IX and Xis equivalent to the Factor II, IX and X activity of I ml average fresh 
normal plasma The Factor IX units are expressed in terms of the WHO Standard. 

• Suitable human donor, as described in the British Pharmacopoeia1980 under Albumin and In 
compliance with the "Recommendations to. Decrease the Risk of Transmitting Acquired. 
Immune Deficiency Syndrome (AIDS) from Plasma Donors' issued by the US Food & Drug 
Administration, March 24. 1984.
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1.,. Warm the unopened bottle containing the solverttto room temperature; 
-(max. 37°C)• 

2. Remove t ie caps trrom the concenti ate#'and solvent bottles (fig: 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) and remove 
one cap.Insert the exposed needle into the rubber stopper of the solvent 
bottle (fig. C) .e 

4. RemovetheOther cap from the double-ended needle taking care not to 
touch theexp±sed end. 

5. Invert the solvent bottle over the concentrate bottle, and insert the free 
end of the double-ended needle to approximatelyhalf the needle length 
into the rubber stopper of the concentrate bottle (fig. D). The solvent will 
be drawn into the concentrate bottle which is undervacuum.- i 

6:• Disconnectthettwobottlesbyremovingthe'needlefromtheconcentrate 
bottle (5g E) Gently, agitate or rbtatettie concentrate bottle to 
accelerate dissolUtloi1. 

7. Upon complete reconstitution of the concentrate, insert the enclosed 
aeration needle (fig. F) and any foam will collapse. Removethe aeration 
needle..:.... ,= 

Administration 
Remove the protective Covering from the-enclosed filter needle by turning 
the cap and:fit ths;neede onto'a'sterife disposable syringe. Draw the 
solution into the syringe (fig: G):>" '-
Discohnectthefilter` needle from'tile syringe'and slowly (maximum rate of 
injection:.1 ml%min.)'inject' the'solution -intravegouslywith the enclosed 
disposable needle (or the infusion set with a winged adapter).'• 

Do not exceed the maximum injection rate of 1 ml/min. 
The solution must be injected_ Ihrough a .Til(er; if.a different 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 dhaeni6tettiagic tissue dlmege.The suggested dosage for 
the treatment of Haefribphilia B is given in the dosage -guide below. 

Dosage- guide for. the treatment of severe and semi-severe cases of 

Formula 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-. , - . 

Clinical Mar6fpiation Therapeutically Initial dose in - - Maintenance dose 
wanted Minimum units Factor IX at intervals of 
Factor IX le el 1 per kg body 5 to-)2 (24) his 

" I weight in units Factor IX 

per kg body 

- - .  .  - , weight 

Al Surface bleeding of the 
skin and mucosae 

Suped,ciaf or deep 
i 

-

m m haeatea 
Haamarros=s 5-10%  15 U .-15 U 
Slight bleeding 
rcllo ng mjunes I .t

Uncomp:rcated denial 
. 

exliay.iOns . 

B) Severe ,.scle haenarorna I 
( Moderate t.eedinc 

10'l  iunes 1 ~" 
Cast  a S intestinal .. -- '• 
non fl it r

 

Doges 
oonc fractures.' - 15-30%  -. 20-30 U  15-30 U -. 
Cereoral `deeding 
-laa t :.0 
Co led dental 
eal as crs  -
l-irllor SJrdOry 

C) ;.laic' surce,y more'ran 50% -- - 75 U - 50-75U

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, the 
initially short half:life of the coagulation factors has to 'be considered-
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 to the resorption of the tissue haemorrhage or until the 
wounds have healed completely, thus ensuring a complication-free 
pastopriratir/or Cnr lc-se Thesrecial advantade of.PROTHROMPLEX ties 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 consumption of the 
coagulation factors has been previously interrupted with Heparin. 

i 
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, treatrrtent with PROTHROMPLEX must be 
interrupted at once. Allergic reactions should be controlled with, 
antihistamines and routine shock-treatrrferit.gtven'for anaphylactic 
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Prothromplex® T1 M 14 
Partial-Prothrombtn'~Complex.(Hunian) 
heat'reateçl

 

Product LIcelcNos- 021510006/7/8

PROTHROMPLE TIM-'4 contain s-doagulationfactorsII;IJCand X and is 
indicated for the f atment of haeijfopftitia,)3

MANUFACTURE AND -COMPOSITION] e'=` ^'" .... t .: °ii; 1 r' 
PROTHROMPLEX .TIM_ 4.-i§,. prepaSed frt(n. pooled. ii1 Spia, of suitable' 
human: donors 'a'nd,freeze dried for stabihfy tn,-stora~e
Through appropriate punf&ptlon and concentrbtlond `tt a 9pagulation 
factors, one obtains at least a 60-foldi ooncentrationof I actor IX as 
compared to fresh plasma. Thus, 1 ,milligram of protein contains at. least 
one unit" of Factor. IX- Despitea moderate` totarptfotem' content 'a high 
concentration of Factor I l; and X is also reached_ 

( preparations,PROTHROMPLEXTIM 4 is robtinely tested for 
of activated - coagulation factors
?ROTHROMPLEX TIM 4 contains asifialf amotint`of heparin 
tparin per unit of Factor II): 
PROTHROMPLEX TIM 4:in'ttie ;recommended :dosage no 

or thromboembolism is to be expected' _ ° "`' 
To` decrease the potential risk of  transmission' of viral infebtions the 
following' steps, are taken: 
1_. Donor: and Plasma Selection;_

All donations and pools: of plasma used in the manufacture of 
PROTHROMPLEX TIM 4 and the final product •were e tested for HBs-
antigen by Radio Immune Assay:(RIA) and foynd non reactive 

2. Thermoinactivation by Method TIM 4: 
PROTHROMPLEX TIM 4 is subjected to a model virus controlled 
product specific thermoinaGtivation. I 

INDICATIONS - 
Treatment of cases of haemophilia B (lack of Factor IX). 
By administering--an appropriate dose of PROTHROMPLEX TIM 4. it is 
possible to achieve a prpmpt,and sUfficii rlt rise of Factor IX in the patient's 
plasma. ' i ':; y - ; t 
The effectiveness of treatjr?ent carr'b ctiecked by simple laborafdry_tests. 
The1activityof Factor. IXYassayed through determination of the Partial 
Thromboplastin Time (PIT),_' ti; = ( :<m
Th. e'most reliable results are obtained by quantitative activity assay's of 
Facfi r IX.

ADMINISTRATION 
Directions for Reconstitution of the Solution for. Injection t
The lyophilisedPROTHROMPLEX T1M14 must, be dissolved immedjately 
before injection using the amount of solvent provided (10 ml). i 

Directions for use s^' 
1. Warm the PROTHROMPLEX TIM 4 and solvent bottles to approx. 37°C. 

Suitable human donors as described in the British: Pharmacopoeia Addandufa 1978 under 
Dried Antihaemophihc Fraction. , •,- .; ,ti.~_., 

One unit Factor 11, IX and Xis egpiyalent to the Factor.ii, 1X and X .ectivity, present in 1, ml 
of average fresh normil'plasma:The FactorfX'Units ar'e°expressed iif'tetlit of theist 
Interrutional• Standard for Blood;CoagulationFacio lX, Human„Z2-(32. ,.77ttr . 

••' 1 i.u. heparin according to WHO standard- -.'+'•?':.;. ~:'t;i  • ~' -- 
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21TRemove the protective caps (fig. 1 ):ancLdiainfeet the_rubberstoppers of 
botlo bottles. _ ` _ 

3. Chi dite p}the t, fdlIOWiiig.proCedbres 
A) a) Fit a disposable needle onto 

a syringe of suitable size. ;;. .. ,-
b) Insert the needle of the syringe " 

into the R /C bottle with sotvenel 
and draw up the solvent into 
the'syt hge; remove the needle 
from' rite syringe. 

c) Fitathezenclosed filter needle 
onto'the'syringe and insert the 
needle somewhat eccentrically 
into, theR/C. bottlecontainin '~ 9~a 
the'lyophilisafe. The vacUurii'jn  - - •  - 
the bottle draws in the solvent.' 

d) Carefully dissolve the lyophifisate..by -gentle. agitat!on:.(approx, 
2--3rrArl.)•,,. 

e) Insert the provded aeration needle and atiy.Joarn'witl collapse. 
Remove .the aeratign''needle grid draw upl the 'solution into the 
syringe through the çilter needle 'provided :jr 

B) a) Transfer ,of the solvent into the bottle containing the Iyophilisate is 
done witli the'l elp.ofthe transfer needle.-For'this purpose first 
remove the•protective cap:of the transfer needle and insert it into 
the rubber. .stb iper-ofthe 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 lyophilisite'bottle 
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 

iyophilisate'bottie the solvent wit! then run m ` 
b). Remove the solvent bottle with the transfer needle from the 

lyophilisate bottle (fig. 4). Gentry agitate .the latter in.order -to 
accelerate solution. 

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

d) Fit;the enclosed fllter'needlebnto the disposable *syringe` and 
draw up the Solution into the syringe (fig. 6). 

fig. I fig. 2 fig. 

3., ..

.fig. 4 r. "''fig. 5' : . .: f ; 6 .. 

4. 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 1 ml/min.

Do not exceed the maximum Injection rate of 1 mI/min. 
The solution must be Injected through a filter if 6ldifferent method of 
reconstitution is used. 

DOSAGE 2'13113  30 
Only gerreTga!Tdi'rec`tiohs e-ah tiegiven for IW d6oike of PROTMOM 
TIM 4. It is dependent upon the,severity'oftFiekbagulatioritd~fecf'and' 
degree of the traumatic and haemorrhagic tissue damage.-Ttiesuggeste 
dosage!for-the.+treatment=of Haemophilia-Byscgivenirr"-the`dosage jOic 
t)elow i;:.: - y: r •} •r- , - .•::ri[ ::dJrn,nvsC~ ,- ?. 03 

. . .ter aeerit . - ^t1fi 
Dosage-guider:for'thertreatment„of• severecandrsemi-severe'cases t 
Haemophilla'B: . - - _ .. _rc hr. 2.•' 

Formula for The calci.iIatlon of the necessary uantity o{ Factor 1<k rl 

One unit of Factor IX/kg'.body weight.=-'1%'increase' .ot?Factor I 
in.the patient's piasrna. . xi - 

Clinical Manilestatien"> ~`i i r Tlerapeuti uly'•- .rnitlal'doe ii-' -' IIAaiMenaBEedosr 
.. "'J o ; -wanted inlmum unitaaetar,IX nc atinteava)s.o; 

Factor IX lever - - ef,kgt body,_,-- 6 tq-1~ (24), hm. 
l in-units Festo,- IX tvjei htl

. .pei'krl ,bd 1y. •. 
weigh-- _- t- 

•. • - ~ - 
`t

•> A) Surface bleedings.of the., _ -  _ , 
skin and mucosae 

_ 
V -

Superficial or deep tiCtT ; •;r)yt
haematoma 
Haeniarthroses : . : •.5-10% : . .]5 U l:•,,t - ~,

.Slightbleedrn95, ~. r•' _ :l is 't !;r:, ':' .W.
.following insu,aas cu 

- 
 

- •~ Uncomplicated dental:, -'-•' :", 
'extractions .. . •:.J.. +C, .r nt.. 

a) Severe muscle haematoma - ° S~ r n,vi 

Moderate bleedings - •• .=•~~_ Ft: 
following injuries 
Gastric and intestinal _. '.P. ~ c c -`  'iJ-: •1 
haemorrhages 
Bone fractures - -15-30% 20.30 U - 15-30 tt`' -
Cerebral bleedings a=:. 
Haematuria
Complicated dental. - - _ .. :, r . - • •:1. ; 
extractions ,,,- <-_ r ' , __ _ __ - 
Minor surgery' - _ 

C) Major surgery more than 50%"- '' ' r75 U "̀ '

Il ls suggested that :a high initial dosage be. chosen to,erisure a'lapi. 
and sufficient increaserof Factor IX thus-achieving areliable cessation-c 
liJeedin j.` Here;; as well as with-1he` subsequent .maintenance" therap1 
the initially shod half-life of the coagulation factors has ti be eonsicfera;c 
Depending on the in vivo half-life of Factor 1X4 .which is approx.J2-5-30 hour; 
a successi l result will be achieved by. repeated'administration.of PRO 
THROMPLEX TIM'4 at intervals of 6-.'12 hoUrs.To`assuieabg.olute`contrc 
of treatment, determination-of the PTT should be made and wherepossible 
quantitative assays of Factor IX activity. Treatrnertt-should bermaintairxei 
up to the resorption of the tissue haemo(fhage,`ar - until. the •wounds hav, 
healed completely, thus - ensuring a complication-free postoperativ: 
Bourse.: The special advantage of PROTHROMPL EX TIM 4 lies intha fac 
that by application of small volumes of fluid and'a slightamountbf protein 
high concentration of coagulation Factor IX is reached in the circulation 
The danger of volume or protein overloading ofrthe patient is avoided ever 
with the administration of high doses. UT.. Oi : ::a :%•i 

PRECAUTIONS 

With patients sufferingtf(rorn isseriiirt>iimeIli1&4 idol coagulatiot 
(DIC), PROTHROMPL1E5( TIM I 5libiil$•`ifol et dmir>istered_cµntea 
consumption of the coagulation factors has 'beeirpreviousl intenu et 
with:Heparin. .: A Q':,; '.Y' 

.-~ 
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SIDE EFFECTS
Sidq, oQegts-aregarely pbseweddunng treatment with PROTHROMPLEX

I1y14:thAu9ti tnQ;tollowmg; reacYions,mary_occu~: •
1-:9tAlfergicReactions zi: - tn_' ' r.•: r: .•n 5'- ' 
rb:Afl forms'ofallergictreactiohsfrom.mikkandtemporaryrurticarialrashes 

to severe anaphylactic shock are possible when human derivatives are 
administered. If these occur. treatment with PROTHROMPLEX TIM 4 

to must-be:interruptedtat<once :Allergio;reactionsrshould--bejpontrolled 
with antihistamines and routine shock-treatment given for anaphylactic 
shock. Careful and. frequenijrecord ng of pulse rate,and blood pressure 
is essentia)-If the'pulsd"rate increases and 16r the blood pressure fall ; a 

/I transfusion of:5%:Dextrose should be started.': 1-:~ ? .., •, 
2. 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 amountlof the plas-
ma-preparation administered, nor on-the frequency of administration. 

• According fo present experience the application of corticosteroids or 
"immunosuppressive substances has hardly influenced the formation 

of antibodies. 
3.'"D2"spitls'th 1tfeast1l-eStaketrtoreducetheTiskkthe"tran5misstorrof -viral. 
• hepatitis or other viral infections cannot be, ruled "olut°'

CONTRA-INDICATIONS ' 
Despite4he precautions- taken' in the checking of donors, -donations and 
the final product, and the introduction of a thermoinactivationprocedure. 
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 undergoing anti-
coagulant therapy. 

SHELF LIFE AND STORAGE' 
2 years-when stored between +2° and +6°C, protected from_,lighf._ 

PACKS 
of 200 units: 500 units: or 1000 units of Factor II, IX and X ineach container; 
1 R/C bottle containing lyophilized PROTHROMPLEX TIM 4'r
1 RIC.bottle.containing 10 ml Water for injections, B.P.
1 Kit for reconstitution and injection. -
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Prothromplex®• TIM' 4 ~ril y,a;• P.pst 

Partial P othrorn Complex  "txKt E, C bin:  .( .. )~:i~ 
' heat=fret fed ~ n  ;t _ s'dac zrh t:~ lr; t~ a  .e:.a ado:  'q 9'.nrt{2

Prodiih Licence No 4
N;ic a.es:' e ii ; • _ .r, i '(o F ~• 0 0215/00061

i \ 3 
1 1~ Ct f ;r-;Cu2  q✓:r6•r : r ~r .. 

a 

PROTHROMPLEX~'~I((~Ap~4 contains eoaguiatio , rfactdrs Il- IX, agtl X and is indicated for the fl'earnent of haemophifha" 
i ry

MANUFACTURE: ANDtCOMPOSITION  is 
PFIOTHROMPIJEX TIM 4 „is prepared from .pooled plasrlYa of suitable' human donors: and freeze-dried for statnliiy it? storage Q ' •~ Through appropnate;purification ahrt r once tration of fhê  coagulation factors one obtains 'at" least' a'60 fold- concentration of t'actor IX. as compared to. fresh plasma. Thus 1 milligram of protein contains at least one :urii t of Facfor1k.`Despite a moderafe total ̀ protein content"afhighconcentratioheof Fac#or lr and X is atsd'reached To eliminate the pptdntiai risk of tfr6rri6iigenic'complicatidns associated with Factor IX`p'reparatitin§-PROTHROMPLEX'TIM 4 is rbutino1 tested for the absence of achvated coaggutatfori"factorsa T In addition PROTHROMPLEX TIM •4 contains a small.amourit of heparin (0.1-i:u. `heparin per unit of Factor'(IjWhen 'vsirig PROTHROMPLEX TIM 4 in the; recbmrnertded'dosage no activation of coagulation which 'may precipitate; consumpriori coagutopathy or thromboembolism is to be expected::'.''"To decrease the potential risk of transmission of viral hepatitis and other viral` infections the following steps'are taken:

t . Donor -and,Alasrna.Selection " "''
All donations and pools of plasma used in the manufacture of PROTHROMPLEX.TIM A and the figa(produ.St were.tested for HBs-antigen by Radio  essay (RfA) and fdu`rjd,non-reactive. 2. ThermoinaciIvationby Method TIM 4: 
PROTHROMPLEX TIM 4 is subjected to a model virus controlled product specific thermoinai;tivation. 

INDICATIONS 
treatment of cases of haemophilia B (lack of Factor IX). ;adniinistering\ n appropriate dose of PROTHROMPLEX TIM 4• it is p $sibie to achievga prompt and siiffiaer rise.of Factor IX in the patient's plasma. . \. ;r }.

• Theaeffectiveness of treatment tarrbe'checked:.by simple laboratpryjests. The activity .bf Factoi'JX ls_assayed through determinatiorfof th'e-Partial Thrbmboplaslin',Time (PTT) ._- , . ( ~. 
The most ratioble results are obtainedl y quantitative activitt . •,as ofi Fattor IX. y i .. . i Y! 

AI tyIINISTFAT10N — =-` 
Directions for Reconstitution of the Solution for-hgjection  J 

yophilised PROTHROMPLEX TIM.4 must be dissolved immedptely bel re injection' using t e"amount of.tolvent provided (10 ml).
iKeC IprIS f0! Use ''-

1. Warm the PROTHROMPLEX TIM 4 and solve nt bottlestoa 
.r. 

PProx.37°C. 

' OStuiabletrbman donors as deacdbe0 inthe,Brulsh.etiarmaOopoeia•Addendum:t97..0 under Dried Antihaemophilic Fraction. , _ : n • rl sic ;.,,_.. . .r . 
One unit Factor 11 IX and X.is,Qvpglent to ifhe Factor Is IX and X actio.ty present in 1 mlof average fresh•I~ifemat plasma-maFactor`ik tlnils-are expreseed ia-terhis'bithe 1's+ I-: (!tte1il~l9nt• !?npIrd for•131o9-dC  12/32 '.0ifoloa. 9.T 1 i.0 heparin according to WHO Standard C 
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:L-Remove the protective caps (fig. 1 Land dlsinfectthe rubber stoppers of, 
both bottles. 

3. Choose i f  tfiy dt~OTvicig ocedur 3`f;
A) a) Fit a disposable needle onto 

a syringe of suitable size. e• _ iS 
b) Insert the needle ofthesyringe  .r. 

into the R /C bottle with solvent  i •} -t i 
and draw up the solvent into 
then ge; remove the needle 
fromth isyringe. 

c) Fit jfiet.ehclosed filter needle 
onthI ie' syringe and insert the 
needle somewhat eccentrically 

:.into'the RIC. bottle,conta ping 
the lyophilisate.Yhevacuum m'
the bottle draws in ttied̀solvent 

d) Carefully dissolve the lyophilisate•by gentle', agitation (approx. 
2-3. mm .). , , .

e' Insert -the provided aeration needle and any foam will collapse_ 
Remove the aeration, needle and draw up the solution into the 
synne'through, the fiiterneedle provided. 

B) a)-,Jransferof-the solvent into the bottle containing the lyophilisate is 
done with the help ofJhe: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.). 
Thenremove 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 .alfree-needle length of 1 cm outside the bottle (fig. 3). 
Caution;; do nof,touch the needle! Because of the vacuum in the 
lyophilisate bottle the solvent ,will then run in. 

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

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

d) Fit :the enclosed fitter needle onto the disposable syringe and 
draw up the Solution into the syringe (fig 6): 

fr O

fig. 1 • fig. 2 fig. 3 fig. 4 fig. 5 'fig. '6 

4- 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 1 ml/min. 

Do not exceed the.Maximiim:inje'ction rate oil ml/min. 
The solution must be Injected through a filter if a different method of 
reconstitution is used. 

DOSAGE '1 
Only general directions'cari be-given for the dosage of PROTHROMPLEX 
TIM 4. It is dependent upon the severity of the 'coagUfation defect and the 
degree of the traumatic and haemorrhagic tissue damage. The suggested: 
dosage for the treatment 0f Haemophilia Bast given in the dosagetguide 
below , 

r r  h9 Z! . 
Dosage guide for the treatment1of severe and'seml-severe Lases, of 
Haemophilia B 
Formula for the calculation of the necessary quantify of Factor IX 
One unit of Factor IX/kg' body: weight = 1 ll increase 'bf•:Factor IX 
in-the patient's-plasma-•,-- ,: 

Clinical Manifestation  ' - 
' 
Therapeutically -' -initial dos is  - Mairitenancedose 

. - -wantedMinimum units Factor'IX at Intervalscfn 
_, Facto IX ti-... per kg- body,., - 6 to. 12-124) M. 

weight s in units Fact*r IX .. . . _ . . ., . . . per kg' body .. 

weight..';..::

Al Surface bleedings of the- -  . _ ,, -.• , :-
skin  and mucosae " 
Superficial or deep - ,.r , - - 
haematoma ' 
Haemarthroses = .. - 5-10% . +-,.15 U - . - .: 7-i5 U-- . 
Slight bleedings- .: -. . . - . , - 
following iniunes _-- .. - • _ 
Uncomplicated dental . . 
extractions - - • - 

8) Severe muscle haematoma - 
Moderate bleedings '" +  - 
following injuries 
Gastric and intestinal - - . . .. . . ..~ -.. ., 
haemorrhages __ 
Bone fractures - - - 15-30% 20-30 U 15—S0 U 
Cerebral bleedings _ r .,. 
Haematuria 
lompticated dentel-
extractions 
Minor surgery 

C) Major surgery more than 50% ' 75 V  50-75 U 

It is suggested that a high initial dosage be chosen to ensure a rapid 
and sufficient increase of Factor IX thus achieving  reliable cessation of 
bleeding. Here, as well as with the 'subsequent maintenance` therapy, 
the; initially short half-life of the coagulation factors has to be considered. 
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.PRO-
THROMPLEX TIM 4 at'intervals of 6=12h ours :;Tassure absolute control 
of treatment, determination of the PTT should be made and wherepossible, 
quantitative assays of Factor IX activity. Treatmentshould be maintained 
up to. the resorption of the tissue haemorrhage. or.untitthe wounds have 
healed completely, thus ensuring a complication-free postoperative 
course- The special advantage of PROTHROMPLEX TIM 4 ties 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 TIM3 4 should not be'administered .unless 
consumption of the coagulation factors has been previouslyaiit i upted 
with Heparin.' . 
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SIDE EFFECTS ~•^.G.ci•i! 

IIM : marolRo frebrt a t
1T Abe(gic Reictions:e: se r G r :,> - t: r , brnuG::'S44 - e •. Jr 

AH.fociTisof allergitareactions3ronT mildandtemporary urtiprial ras►tgs. 
to severe anaphylactic shock are possible when human derivatives;are: 
administered. If these occur, treatment with PROTHROMPLEX TIM 4 

fc ITitut~eiwteErUpts~d`at~RceuGitlergissrteactwti shoidd=he_gonirotied' 
with antihistamines and routine shock-treatment given forartapbylactia 
shock. Careful anctfreciuent recording of pulse fate and blood pressure. 
is esserifiaL9f the~iulse'fate rea`ses and/or1he'btoo8 pres uretalts: a 

X± transtUsion ob531r0extr0se should be started;X: ;.,:=a rY = 
2. During every type of therapy involving blood br coagt 1atibn-factor•• 

concentrates, the occurrence of a circulating coagulation factor anti-
c -bodyesa_possi bill ty .The -lime .at-whichsuchan.antibody-is produced. 
~,capnot,be;predicted,an4,depends,i3eithar-on the amountof.the plas-' 

rila preparation administered not on the frequency of administration. .
A'dcordjng to present'e petlence the application of corticosteroids or 
imMu_Nsuppressive sUtistances has hardly!. influenced the formation 
of antibodies. 

37-D-Mit€tttBTrteasUrest'aKen-W' educe'theTtsk.thetransmissionofvtrat' 
hepatitis or other viral infections cannot be ruled °Out 'a -̂= -

CONTRA=INDICATIONS- = b' 
Despite the precautions: taken 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 coagulation factors. This should be. taken into account 
before using-PROTHROMPLEXi .1M4 to control-haemorrhage in non-life-
saving situations in liver disease patients and those,.undergoing anti,. 
coagulant therapy. 

SHELF LIFE AND STORAGE •:.- 
2 years, when stored between +2° and t6°C, protected from t-rgh€ 

PACKS 
of 200 units; 500 units; or 1000 units of Factor II, IX and X irkeachcontainer. 
1 R/C bottle containing lyophilized PROTHROMPLEX TIM 4
1 R/C bottle containing 10 m l Water for Injection; B.P. "_ -_ ' 
1 Kit _for reconstitution and injectioln 

REFERENCES 
1. BIG,GSR-, MACFA5LANBFLG.: Treatment of Haer Dpniliaand other Coagulation.Dlsorsers. 

Black«ell; Oxford {T966f `n'.. .. . - 
2:.:FISCHER-M:: Die -BtutererKrraniinth`Wien. med. Wschr.i,'110.-116-(19681--.c;
3-, FISCNER M.,DEUTSCH E.'. me apse der-Hamopaiken. Otsch.med.J_No-74,'299:505 (1968) 
4,: JQssb F:,: A2,E(4BCHE, D„ 57 INUCFf ri1., BLa'ra x.Q.; _SCULiER J. P.: ',The P.P.S.B.. 
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Prothromplexe IP.O,M.l 
Partial Prothrombin Complex (Human) 
'roduct Licence,Nos. 0215/0006/7 /8

/ I r 
PROTHROMPLEX containsjcoagulatjgq-•factor> ,jtr IX Ind X ands indi-
cated for the treatment/of haemophilia B-_, 

MANUFACTURE AND COMPOSITION 

PROTHROMPLEX is prepay preparèli from"pool`ed plasma of suitable' -human 
donors and freeze-dried for stabilitytin storage. All donors whose plasma is 
used for the production of PROTHROMPLEX are tested at each donation 
for their G PT level and the absence of HBs -antigen. Any donor who has a 
historyof a pathological, transaminase level ora positive H85-antigen test, 
is iermanentty;excluded=frpm the donor programme: Each batch of the 
rfinal'prod'uct is tested for abse'rice'of HB5=ahtigeriaswell a'sto'disboeit tthe 
likelihood of provoking disseminated intravascular coagulation:°Despite 
these precautions, the risk of transmission of homologous serum hepatitis 
can only be lessened'and not'comptetely!'ruled:buta :rstf i•v3.xc, ion cC 
tEhLeug§.,-cpppdopriate• purifcati•.og.and. concejstration ; pagulation 
factors, one obtains at least a -fold concentration of.,Factor.lX.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 r 
eatment of cases of.haerriophtlra B:(lack of Factor IX). 
y administering' an'app{opdate dose ofPROTHROMi?CEX;1t i' tble 

to achieve a prompt and sufficient Ilse of Factor IX In'trepatients plasma. 
The effectiveness of treatment can be checked by simple laboratory tests. 
The activity of Factor IX is assayed through determination of the Partial 
tThromboplastie-Time (PTT).: -: '.0 1rP:r:c->:  ,-. 
The most reliable results are obtained by quantitative activity assays bf 
Factor,IX_;   :. , = 
YIDMINISTRATION ': ' :' 
Directions for Reconstitution of the Solution for Injection;' si?.:: 

The lyophilised PROTHROMPLEX must be dissolved immediately before 
injection using the amountof solvent provided-(I0 ml) : 

sac:. . . . : . .. . . .." .. 
Directions for use 

1a Warm the PROTHROMPLEX and solvent bottles to approx. 37° C. 
i 2. Remove the protective caps (fig. 1) and disinfect the rubber stoppers of 
L_ -both bottles.----
:3. Choose one of the two following procedures. 

A) a) Fit a disposable needle onto a!syringe of suitable size 
b)- Insert the needle of thesyringe 

into the R /C bottle with solvent 
and draw up the solvent into - 
the syringe: remove the needle' L' 
from the s nn e 

c) Fit the enclosed filter needle! 
onto the syringe and insert l « sa ^^c% 
the needle . somewhat: ' 
eccentrically into the R/C' . 
bottle containing • (he! 
lyophilisate. The vacuum in!  
the bottle draws, in the! 
solvent. ne s:: 

'-5.-

d) Carefully dissolve the lyophilisate by gentle agitatpn'(approx. 
:-.._.---- 2-3 min.)...._.. . . . .'-- - - - - - '-

'e) Insert the provided aeration needle and any foam will collapse. 
_ . __ ..Remove The aeration needle.and draw up .the. solution intosbe 

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 
to'.= ' first remove: the plbtective ;ap of the transfer'tieedle-and insert 
vy - ti -it • into the robber- -stopper ofithe bbttle.containing the solvent 

(fig. 2)  .;  
• 

 

Then rewpve-tft i5)otectivc_tube of the transf~r'needle-Turiithe 
solvnt tio(tle It Itie inserted transfer needle psideJown, and
insert thelatte? Irltq the rubber stopper o ffte x l~1 Sete ))Qttle 
leaving a free tlee{tle l 'igtti of Tern ou)a CJ( tfp lq(pig' 3). 

• Caution ,do not touch! a neetfle!)3ecause tti 'vacu0rrijnthe 
lyophl)isale bottle t)ir4 solvent.lvip'then tuff [n  o

test :• b). Remove the 'solvent bpttle with ,the.transfer needle from the 
ns , , Iyophilisale,:bottle,.(fig.•,4):,Gently -agitate, to 
Jr : ,,.. . ;acceleate sotution., . t ., r : rt it .neS CC -:g,. 

c) lhS rt~ttie'rprbvided aeiation' needle 'and ati/foarri WifI dotlapse 
(fig. 5). Remove the' aeration needle:. '"..iC... ..... ....... 

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

• 
. 

?Ck i .'A3Y•r 

rti Suitagbtp human donors as descnb,~ 
_ 

; n Ihe. eraisn Pharmaco aAddentlum y978ymder 
• .~ . f ~ .. . . Dried -Anlineemophtl"¢'Practiom. • " 

One: unit, Factor ii, ix and X,is equiralent.is the Factdr'l l; IX and X activity ptesen17n7 mI 
of average fresh normal -ptasma•'The FatJtor. IX units are'e•pressed in terms at ihe •151 
International Standard 151 Blood Coagulation Facto, IX. Human. 72/32 - -
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.f7 
Ifig:1#::;•'•—i7fli%'4 i'g.,5?C: . - rig. rxt 

.. . , •+i J,i•1.. ,t.+ 

4.;; separate ̀ ;the + syrtn a .from ; the filter 1eQedle ;and ;fit th ericipsed 
disposable needle (orwttiyedadapteneedle) SlowlymlectthesolutigO 

i ; intravenously(at amaximum rate ráteo,f 1 31/mm 

Do not exceed the maximum'io ection.rate,of,I mlimin_

'Thsd5ifon'rnust tie tinfected thrcugii_a'~ilter'If a different me(hod'of 
reconstitufon'is ilsed ny e 

DOSAGE 
2rt;t70.•:tOi s 

Only general directions can be. givefiL for the dosage of PROTHROMPLE)~. 
Itjs ndent_up0  l eventy; of the'EoagUI 3tlondefet end (fie degree
of the traumatic arjd haemorrtiagic Issue damage! The suggested 8osa 
for the treatment f Heemophllia B is given in the dos ge guide below. 

Dosage guide for the treatment of severe and seiisevereccases.-of 
Haertlophilia. B:- .... , ' - ._ .. . • - 
Formula for the calculation of the necessary quantity of Factor'IX
One unit of Factor IX/kg body weight = 1% increase'gfrfactor--tlX 
in the patient's-plasma-at ru ..,^ s,.  n'.,-; .:ta _r.

Clinical Manifestation Therapeutically Initial dose in Maintenance dose 
wanted Minimum units Factor IX:  +e: at.internals 'OF' '' 
Factor IX level perrf._ •, ^•. . 

,. tr:, igM;b..... ~_T`- n unlrs
l24) 
FactorrIX 

weight' 

A) Surface bleedings of the .?:., . . _ . ,. v.- ._ >. . 
skin and mucosae 
Superficial d.' deep; . - dt  ... -. 
haematoma 
Haemartlteg9es 5-f0%'"' - 15.0: 7-15U 
Slight bfla4in9s ..  .  _ 
tolloeeQg5)it]t}nes -
Uncompl fed deptal 

,~ 

_ 

8888w \ \k i 

BI Severe' Tnu e saerriatoma 
Moderatepl9g' Psd~, 
following iajurtga^Y 

. . . . . 

Gastric and 5 s na( _ _
haemorrhages • +
Bone fractures 1+^ 19.30% `'~ mot' 15-30 U 
Cerebral bleetlinq~j :r •• - 

Complicated dentatS '
extractions 

C.Naior suF9ery., i ;~: : .. . -m95e than 50% -... - 1 r 50-75 U 

atisspggested that,a.high initial.dosage,be chosen to ensure a rapid 
andimiffigient-inereaseiof-Factor IX thusachieving a. reliable cessation of 

trbleedingit klere.sasrwellsas with the subsequent maintenance therapy, 
the initially short half-life of the coagulation factors has to be considered. 

nhependipgo31theinvivohalf-lifeppf Factor I). wflichIsapprolt-.12-30 hours. 
ba s1 ,cesgfuI eu1t will be gh!etied by rp fed Adipinistration of PRO-

1 OM' at t¢f rvafs o} G f2 hour o assures absolute control of 
tl' a erft fe cmlñatlgn,pftbe PTT foul  be made and where possible, 
quart tats e„ 's b actor iX activity [reatmenf. should ,be maintained 
up"to' the 'reorptipn"pf;(cie fissile hagmorrtiage.'o.ri ,g~ift( the wounds 
have healed com~Motely;' thus 'nsuiing a complication-free postoperative 

^24ouise ThW9pedeIiedvant ge. of PROTHROMPLEX lies '.n'the tact that 
nbfalfplicati6W'Of nialt.vdldrhb of fluid 'and'a'slight'arhourit of protein 

a high concentration of coagulation Factor IX Is reeclfed in'the circulation. 
..The•daogerrgf; vo,Iurpe-or: protein overloadigg.,ot.ihe;patiept is,avoided 

even with the administration of- high ,doses.'. 

IC 'C.'- li` ...........0 „rll"..  _ •  _ :HIT . - .... .. .. _ti

PRECAUTIONS 
With -patients suffering from' disseminated„ intravascular,:coagulation 
.(DIG),.PROTHROMPLEX should not be administered unless Consump-
tion of the coagulation, factors has been previously interrupted with 

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 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 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 frequency of administration. 
According to present experience the application of corticosteroids or 
immunosuppressive substances has hardly influenced the formation 
of antibodies. 

!ire the precautions taken in the checking of donors, donations and 
nal product, the transmission of hepatitis cannot be entirely excluded 
wing the administration of coagulation factors. This should be taken 
account before using PROTHROMPLEX to control haemorrhage in 
life-saving situations in liver disease patients and those undergoing 
oagulant therapy. 

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

of 200 units; 500 units; or 1000 units of Factor II, IX and X in each container. 
1 R/C bottle containing lyophilized PROTHROMPLEX 
1 R/C bottle containing 10 ml Water for Injections, B.P. 
1 Kit for reconstitution and injection 
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Prothromplex 
Partial Prothrombin Complex (Human) 
(roduct Licence Nov. 0215/0006/7/8

liii 
I 

PROTHROMPLEX contafnscoagulatioh:factors I.I. IX and X and is indi-
cated for the treatment of haemophjlia B.. -

MANUFACTURE AND COMPOSITION 

PROTHROMPLEX is prepared from pobled plasma of suitable' human 
donors and.ireeze-dried.forstability in storage. Al) donors whose plasma is 
used for the production of PROTHROMPLEX are tested at each donation 
for their GPT level and the absence of HBs -antigen. Any donor who has a 
history. of a pathological transaminase level or a positive HBs  antigen test, 
is permanently excluded from the'dohor programme. Each batch of the 
final product is'te'sted`for absence of HBS-antigen as well as to discount the 
likelihood of provoking disseminated intravascUlar coagulation. Despite 
these precautions, the risk of transmission of homologous serum hepatitis 
can only be lessened: and not tomptetely:rulediout:- ~e-
T.hrough. pproprioteA,purilication- and.concentration of the.,coagulatjon 
factors, one obtains at least a 60-fold concentration of Factor,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. 

9 

0 

INDICATIONS 

Treatment of cases of haemophilia, S (lack of I 
By. administering an approp?rate dose of PROT 
to achieve a. prompt and sufficient rise-of Factor 
The effectiveness of treatment can be checked 
The activity of Factor IX is assayed through dl 
Thromboplastin.Time (PTT).,:._ 
The most reliable results are obtained by qua 
Factor IX.. . . . . . . . . 
ADMINISTRATION' 
Directions for Reconstitution of the Solution f 

The lyophilised PROTHROMPLEX must be diS1 
injection using-the amount of solvent provided 

Directions for use 

1. Warm the PROTHROMPLEX and solvent bt 
2. Remove the protective caps (fig. 1) and disin 

both bottles. -
3. Choose one of the two following procedure 

actor-IX). , 
IROMPLEX, it.is;possible 
IX io the patients plasma. 
ly simple laboratory tests. 
termination of the Partial 

titative activity'tlssays of 

)Ived immediately before 
10 ml): - 

s to approx- 37°C. 
the rubber stoppers of 

A) a) Fit a disposable needle onto a syringe of suitable size. 
b) Insert the needle of the syringe . 

into the R /C bottle with solvent 
and draw up the solvent into 1 
the syringe: remove the needle 
from the syrince.- •_„ 

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 eeAaial 

d) Carefully dissolve the lyophilisate by gentle agitation (approx. 
2-3 min.):. . .. . _ .. . 

e) Insert the provid.od 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 bottle containing the lyophitisate 
is done with the help of the transfer needle. For this purpose 
first remove the protective cap of the1 transfer needle and insert 
it into the rubber stopper of the bottle containing the solvent 
(fig/2). -

Then regiove the protective,tupe 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 cml outside the bottle ((19. 3). 
Caution: do not touch the needle! E ecause of rite vacuum in the 
lyophilisate bottle the solvant.will then run in. 

:b)• Remove: the solvent: bottle with •thee transfer needle from: the 
lyophilisate bottle: flig-;A). Gently agitate the latter-in-order to 

• 'accelerate solution 
c)' Insert the provided derallon needle and any foam will collapse 

(fig. 5). Remove the aeration needte.l
d) Fit the enclosed filter needle onto the disposable syringe and 

draw up the solution into the syringe (fig. 6). 

Suitable human donors as eescribed in the British .Pharl accp0rr.a Addendum 1978 under 
Dried Aniihaemophitic Fracr on 

One unit Facto: II. iX anc X is equlvalent.to the FtC:or it. Ix ar.o X activity present in 1 ml 
of average fresh normal r'asma. The Factor IX amts are rar"rsed in terms of theist 
Interna none Standard 10, - cod Coagulation Factor IX-, btu a - z ;+,j 
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fit. I fig. 2 fig. 3 fig- 4 fig. 5 fig. 6 

4. Separate the syringe from the filter needle . and fit the enclosed 
disposable needle (or wi ngetl adapter needle). Slowly inject the solution 
intravenously at a maximum rate of 1 mI/min. 

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

The solution must be injected through a filter if a different 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. The suggested dosage 
for the treatment of Haemophilia B is given in the dosage guide below. 

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

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

Clinical Manifestation Therapeutically Initial dose in Maintenance dose 
wanted Minimum units Factor IX at intervals of 
Factor IX level per kg. body 61e '2 4 1 ) hrs. 

weight In units Factor IX 
perky bocy 
weight 

A) Sudace (Ieedings of the
Skin anc rr.ucosae 
Superficial or deep 
haematoma 
Haemarthroses 5-10% 15 U 7-1: U 
Slight bleedings 
following injuries 
Uncomplicated dental 
extractions 

B) Severe muscle haematoma 
Moderate bleedings 
followinc injuries 
Gastric and intestinal 
haemorrhages 
Bone transoms 15-30% 2(1-30 U 15-30 U 
Cerebral bleedings 
Heematuria 
Complicated dental. 
extractions
Miner surgery - 

C) Major surgery - more than 50% 75 U 50-75 U 

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. 
the initially short half-fife of the coagulation factors has to be considered-
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 PRO-
THROMPLEX at intervals of 6-12 hours. To assure absolute control of 
treatment, determination of  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 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 

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 
Ito severe anaphylactic shock are possible when human derivatives are 
ladministered. If these occur, treatment with PROTHROMPLEX must 
The 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 

land blood pressure is essential. If the pulse rate increases and /or the 
blood pressure falls, a transfusion of 5% Dextrose should be started. 

2. 1 Despite the precautions taken, the transmission of homologous serum 
hepatitis cannot be entirely excluded following the administration of 
(coagulation factors. 

3. i 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-

I me 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. 

)ICATI ONS 
recautions taken in the checking of donors, donations and 
uct, the transmission of hepatitis cannot be entirely excluded 
administration of coagulation factors. This should be taken 
before using PROTHROMPLEX to control haemorrhage in 
g situations in liver disease patients and those undergoing 
therapy. 

AND STORAGE 
stored between +2° and s60 C, protected from light. 

of 200 units; 500 units; or 1000 units of Factor II, IX and X in each container. 
1 A/C bottle containing lyophilized PROTHROMPLEX 
1 R/C bottle containing 10 ml Water for Injections. B.P. 
1 Kit for reconstitution and injection 
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OTHROMPLEX contains coagulation factors II, IX and X and is indi-
ed for the treatment of haemophilia B. 

:1; 13 i M NUFACTURE AND COMPOSITION 

QTHROMPLEX is prepared from pooled plasma of suitable' human 
ddnors and freeze-dried for stability in storage. All donors whose plasma is 
u$ed for the production of PROTHROMPLEX are tested at each donation 
for their GPT level and the absence of H85-antigen. Any donor who has a 
history of a pathological transaminase level or a positive HB -antigen test, 
iwpermanently excluded front the donor programme:= Eac-h batch of the 
fKal product is tested for absence bf HBs-antigefi aswelt 8stbdiscountthe 
likelihood of provoking disseminated intravascular coagulation: Despite 
Ihese precautions, the risk of transmission of homologous serum hepatitis 
'emn only be lessened and not-completely.ruled.out. : :v :` h - =. .. 

i s rough_ appropriate purification and .,concentration : of. the ..00agulation 
tors, one obtains at least a 60 told concentration gf.ractor,IX.as 

166mpared to fresh plasma. Thus 1 milligram of protein contains*at least 
*e unit" of Factor IX. Despite a moderate total protein content a high 
Soncentration of Factor 11 and X is also reached. 

lilt an 
INDICATIONS 

eatment.of cases of haemophilia B (lack of Factor IX).

:E}s~ f, 
administenng an appropriate dose of PROTHROMPLE (, it is possible 

achieve a prompt and sufficient rise of Factor IX in the patient's plasma. 
fine effectiveness of treatment can be checked by simple laboratory tests. 
Fine activity of Factor IX is assayed through determination of the Partial 
1Thromboplastin Time (PTT)., 

fThe most reliable results are obtained by quantitative activity assays of 
actor X .

ADMINISTRATION 
Itrecitons for Reconstitution of the Solution for Injection 

The lyophilised PROTHROMPLEX must be dissolved immediately before 
Lion using the amount of solvent provided (10 ml). 

Erections for use 
x Warm the PROTHROMPLEX and solvent bottles to approx. 37° C. 

Remove the protective caps (fig. 1) and disinfect the rubber stoppers of 
both bottles. 
Choose one of the two following procedures. 
A) a) Fit a disposable needle onto a syringe of suitable size. 

b) Insert the needle of the syringe 
into the R /C bottle with solvent 
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 

lid 

the bottle draws in the 
• solvent. 
• d) Carefully dissolve the lyophilisate by gentle agitation. (approx. 

2-3 min.). 
e) Insert the provided 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)1 Transfer of the solvent into the bottle containing the lyophilisate 
I: is done with the help of the transfer needle. For this purpose 
T first remove the protective cap of the transfer needle and insert 

it into the rubber stopper of the bottle containing the solvent 
.t (fig. 2). 

Then remove the protective tube of the transfer needle. Turn the 
i solvent bottle with the inserted transfer needle upside-down and 

insert the latter into the rubber Stopper of the lyophilisate bottle 
t ' -leaving a free needle length of 1 cm outside the bottle (fig. 3). 

• t ' Caution: do not touch the needle! Because of thebacuum in the 
lyophilisate bottle the solvent will then run in. 

b) Remove the solvent bottle with the transfer needle from the 
r . lyophilisate bottle (fig. 4). Gently agitate the latter in order to 

accelerate solution. _ 
t" c) Insert the provided aeration needle"and any foam wilt collapse 

(fig. 5). Remove the aeration needle. -
::.; d) Fit the enclosed filler needle onto the disposable syringe and 

draw up the solution into the syringe (fig. 6). 

Suitable human donors as described in the British Pharmacopoeia Addendum 1978 under 
Dried Antihaemophific Fraction. 

• 
_ One unit Factor It, iX and Xis equivalent to the Factor it. IX and X activity present in I ml 

of average fresh normal plasma. The Factor IX units are expressed in terms of the 1st 
International Standare for Blood coagulation Factor IX. Human. 72/32. 
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fig. l fig. 2  6` 3 _ 
fig 4 fig-5 fig. ~tl 

lot 

4. Separate the syringe ,1f-om the filter needle and fit the enclose
disposable needIe.(or winged adapter needle). Slowlyinjectthe soluIiQM 
intravenously at a maximum rate of 1 ml /min.. , a t

hit 

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

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

oD 

no 
- -00 

DOSAGE 

Only general directions can be given for the dosage of PROTHRO.,PLE 
It is dependent upon, tqe seventy of the coagulation defect and the degr 
of the traumatic-and haemorrhagic tissue damage_ The suggested dgsa 

IIIIfor the treatment of Haemophilia B is given in the dosage guide belo tt 

Dosage guide for the treatment of severe and -semi-severe cases bT 
Haemophilia B: - IT 

Formula for the calculation of the necessary quantity of Factor IX: ' R
One unit of Factor IX/kg body weight a 1% increase of Factor IA 
in the patient's plasma. - io 

IT 

Clinical Manifestation Therapeuticalt; Initial dose in Maintenance So 
wanted Minim-c- units Factor IX - at intervals o1
Factor IX m eet per kg. body 6 to 12 (2=1 r.a. 

. weight in ..its FaCcr Ix 
per kg. boo} 

. - - weight 

A) Surface bleedings of the 
skin and mucoaae 
Superficial or deep 
haematoma 
Haemarthroses 5-1(1% 15 U 7-15 U 
Slight bleedings 
foltowtng injuries 
Uncomplicated dental 
extractions - . 

BI Severe muscle haematoma 
Moderate bleedings ` - 
following injuries, 
Gastric and intestinal-
haemorrhages 
Bone fractures ` _:S 15-30% 20-30 U 15-30 U 
Cerebral bleedings, ' 
Haematuria 
Complicated dental, -
extractions 
Minor surgery 

C),MajOr. surgery more than 504 75 U 50-75 U 

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, 
the initially short half-life of the coagulation factors has to be considered. 
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 PRO-
THROMPLEX at intervals-of•6-12 hours. To assure absolute control of 
treatment, determination of the PTT should be made and where possible, 
quaniltative assays of 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 ot-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 

;; 1. •.,. .iii,• ~ 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 

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 urticarialrashes 
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 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. It 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 
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 
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 I1, IX and X in each container_ 
1 R/C bottle containing lyophilized PROTHROMPLEX 
1 R/C bottle containing 10 ml Water for Injections, B.P. 
1 Kit for reconstitution and injection 
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SIDE',EfFECTS 

Side effects are rarely observed during treatment with PROTHROMPLEX 
ttt1114' though the following reactions may occur: 

1 llergic Reactions: 
.All forms of allergic- reactions from mild and temporary urticarious 

F•-'?ashes to severe anaphylactic shock are possible when human plasma 
denvatwes are administeredlf these occur ;treatmentwith,PROTHROM- 
IPLEX TIM 4 must-be interfupted at once. 
;Allergic reactions should be controlled with antihistamines and gluco -
corticosteroidsand iroutine shock -treatment, given for anaphylactic 

_ishock.Careful and frequeritiecording of pulse rate and blood pressure 
is essential. If the pylse 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 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. 
According to present experience the application of giucocorticosteroids 
or immunosuppressive substances has Hardly influenced the formation 
ot'itlhibltors ' 

in all probability the risk of transmission of viral hepatitis is eliminated by 
careful donor and plasma selection and product specific steam treatment. 
The transmission of .HIV wily be prevented by the above measures.

SHELF LIFE AND STORAGE 

2 years when stored between +2° and -8°C

PACKS- 
_ 'r :. .> . 

Each containing the equivalent of 200 units or 500 units of Factor 11, Factor 
IX and Factor X 
.a;:i'R/C bottle: containing. lyophilised PROTHROMPLEX TIM 4-

1-R/C bottle containing 20-m1 of Aqua-ad• Iniectabilia::. 
1. kit :for reconstitution and injection 

REFERENCES.
1 BIGGS Ft-MACFARLANE R.G.: Treatment of Haemophila and other Coagelauon Disorders, 
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Tl,l~ll`4y: - °'. ' PROTH;RPMPLPX 
Partial Prothrombin'Coiriplex-(Huinain)' 1= 

_ 

SteamTreated ^ s .c 

Prothrombin Complex is understood to include the' vitamin: K1 deperidgnt 
coagulation Factors It, VII, IX and X. 

PROTHROMPLEX-TIM 4 contains'coagulatidn-Factors fI lX-andX-arfd is 
indicated for the treatment' of all doagulation' disorders 'due - toa lacy' of 
Factor 11' (Protfirombin),D factor' IX (Christmas:.'Factor), and- Factor JX 
(Stuart-Prower Factor).- ;:'.,w, _ 5L'

MANUFACTURE AND COMPOSITION 
Through apjiropnate puoficafiori and concentration of the coagulaticii 
factors, one,obtalnat least a 50 :fold concentration of Factor itas corgpafed 
to fresh plasma :Despifea moderate total protein Content a Fiiyh concert= 
tration of Factors 1X and Xis also reached, PROTHROMPLEX TIM 41s.dis 
tributed-in packs containing either 500 or 200 units* of Factors 11 IX and X 
PROTHROMPLEXfTIM 4 is -prepared from pooled human plasma.: ... :<_.- 
All plasma unitsare'exclusively obtained from licensed:plasmapheresis 
centers in Central Europe and the United States of America. ` 
For the manufacture,of PROTHROMPLEX TIM 4,onlyplasma units are used 
which are non-reactivejn tests for HBa-antigert;and•HIV-antibodies 

To further reduce the potential risk of viral transmissionthe manufacture of 
PROTHROMPLEX 'T1M"4- includes" a •product Specific steam -freatmeht 
(Steam Treatment Immuno 4). Samples of PROTHROMPLEX TIM 4, 
which were spiked with 2 x 106 infectious units of HIV/ml, did not contain 
any detectable infectious virus after the product specific steam ire ate ont. 

INDICATIONS 
Indications for PROTHROMPLEX TIM 4 include atltypes of haemorrhages 
caused by.inherited - or- acquired coagulation ,disorders due -to-reduced 
Factor II, IX and/or X activity. 
Tro3tttiaitt for inlwr ts,d or 'congenital coagulation disorders 

1. Hypo or A prothrombinaemia.(Factor, II deficiency) . 

2."Haemophilia B (Factor IX deficiency) 
3.; Angiohaemophilia,, B (von.,., WiIIebrand's ,Disease with-Factor 1X 

deficiency):1. . 

4. Stuart-Prower Factor deficiency (Factor X deficiency) rt 
5. Combined deficiency of Factors If. IX of X'_ ' 

Treatment for acquired coagulation disorders 
1.Haemorrhages dub to a'deficiency of Factdrt If IX and .X'with severe 

damage of the liven parcnchyma,(hepatjtis c)rriosis of the liver severe 
tokic liver damage through •poisoning ,etc) r ". 

2. Emergency treatment of severe acute haemorrhages which may occur 
during anficoagU)ant therapy This is of especial use if anticoagulants 
are 'administered during the " last "three months of='pregnancy. 
PROTHROMPLEX TIM 4 normalizes Factor II. IX and X activity. 

.' 1 I.U'Factor tie(according`to WHd atandanfl,1 unit r-»oar II aril)ecrieepond to ihe'acBvlty of 
Factors a. ix and X respectively, in 1 ml of fresh average human plasma - ` 1'~ 
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3. Neo-natal haemorrhages especially-uyhen the ,rnothar is uhderr.oral
anticoagulant treatment Thrdttgh the 33dministratio' of PROTHRCM-
PLEX TIM 4, Factor II; Igand$ ectivity,ispormellzedgt;;.•, :. ; ; ;;• ~; '

4. Severe acute haemorrhages caused by vitamin K deficie[.cy (genuine • 
vitamin K deficiency or as (for example) a consequence'of resorption
disturbances). Through the administration of PROTHROMPLEX TIM 4, . • 
Factor II, IX and X activity is normalized. `" ''  r  ao 

5. Before carrying out biopsies or pre-operative treatment of patients with «  y 
Factor II. IX or X deficiencies. 

By administering an appropriate dose of PROTHROMPLEX TIM 4, it is 
possible to achieve a prgmpt and sufficient rise of Factors 11, IX and X in the 
pa i nYsplasmas `' ` 

The effectiveness of treatment can be checked by simple laboratory tests. 
The.ectiv_ityof.Factors.11.and:X.is determined by theThrombopiastin Time 
(Quick value) xlie_Thrombotest or Normotest The,activity, of Factor IX is 
gbtaiRed: from thereisults. ol;the Partial. Thromboplastin-Time (PTT). 

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

In acquired coagulation disorders which involve reduction of Factors II VII, 
IX and X the •arJmtnistration'of vitamin K1 is recommended to stimulate 
synth esrs ofth se coagulation factors in the liver However with this; it has 
to be Pointed, out that vitamin K;`in' contrast to.PROTHROMPLEX?IM'4 
becomes effective pnly some Hours following intravenous administration. 
As the intravenous administration of'vrtamm k;ts no longerrecommerided 
becauseof occasional side-effects ;itmustbetakenintoconsiderationthat 
by parenteralbutt not intravenous administration, a further.delay in effec- 
tiveness wifl occur 

Reduction of the doaguIati66-Factors VII and which- may be involved iri 
the above mentioned`dbagulation disorders; is not sufficiently influenced 
by_..P.ROTHROMPLEX,:TIM; 4. ANTIHAEMOPHILIC PLASMA HUMAN 
HAE(V,ODERIVATE". (AHP) is recommended as a; supplement

RECONSTITUTIONOF CONCENTRATE ` _' 
 

"

PROTHROMPLEX TIM 4 is to be stored in lyophilised conditionand 
should only-be reconstituted immediately before administration. .The 
solution must then .be .used promptly. Entered vials. must not .be reused.; 

1. Warm the unopened bottle containing solvent to roomer temperature 
(max_ 37'C). - - _. - - -

2. Remove the caps front the concentrate aid solvent bottles (Fig. A) and 
disinfect the rubber stoppers of both bottles. - 

3. The encrosed'transfer needle (d oubleiJended'needfe} is protected by 
2 plastic covers sealed by a weld mark. Break the weld (Fig. 8) 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 bottlb (Fig. 0) Solvent wil) be 
drawn into the concentrate bottle which` is undervacuurn_' 

6: Disconnect the two bottles by removing the needlefrpm the condentrate 
bottle (Fig. E): Gently;agitateorrotate the concert{rate bottle to accelerate 
dissolution..  ;{  s .; - . 

7. Upon complete reconstitution of the concentrate insert the enclosed 
aeration needlq,(F.ig..F) and any foam will collapse. Removetheaeration 
needle. 

fig ,q :,.. F.,..fig. B  fig G rig. D ̀  H _ E fig. F1'' .ffg. G 

ADMINISTRATION `~ 

t .Remove the protective covering from -ttie enclosed- filter needle by 
turning thecap and fit the needle ontoa sterile d isposable syringe_'Draw 
the solution into the syringe (Fig: G).' - •• " < ' 

2: Disconrieof the filter needle from the syringe and skt,wly (maximum• rate 
6f injection"2' ml%min) inject the solution intravenously, with-̀the 
enclosed disposable intravenous needle (or the infusion set with a 
winged adapter): 

If any other kit  reconstitution and administration Than that enclosed iS 
used, make sure that this kit contains an adequate filter.' 

DOSAGE .: . -. _ r_ . ... .. .• 

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

In cases of inherited or congenital coagulation disorders high initial dosage 
is recommended inorder to-ensure a rapid'and'sufficient'riie inrthe 
coagulation factors concerned and thus' achieve 'a-reliable 2essatioh 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 II 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 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 postoperative course. The special advantage of PRO- 
THROMPLEX TIM4 lies in the fact that by application of small  volumes of 
fluid and a slight-amount of protein, a high concentration of coagulation 
factors (II. IX and X) is reached in the circulation: The danger of avolume or 
protein overloading 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 orspleno-
portography„They,should previously receive sufficient PROTHROMPLEX 
TIM 4 to hold their Thromboptastin Time orNormotest value above 50%for 
several days. 

PRECAUTIONS 

With patients suffering from disseminated intravasciila;coagulation (DIC), 
administration of PROTHROMPLEX-T1M 4'shoutd' nbt- be given-unless 
consumption of the coagulation factors has been previously interrpp)edfbR. 
Heparin: .   ,,. ; 
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SIDE EFFECTS 

Side effects are rarely observed during treatment with PROTHROMPLEX 
TIM 4 though the following reactions may occur: 

1_ Allergic Reactions_` 
'All forms of allergip reactions from mild and temporary urticarious 
rashes to severe anaphylactic shock are possible when human plasma
derivatives are administered. If these occur,, treatment with PROTHROM-
PLEX TIM 4 must be interrupted at once. 

'Allergic reactions 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 
is essential. If the pulse rate increases and/orthe 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 isa possibility. The time atwh. ich 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 formation 
of inhibitors: 

The risk of transmission of viral hepatitis is eliminated with high probability 
by careful donor and plasma selection and product specific steam treatment 

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

SHELF LIFE AND STORAGE 

2 years when stored between +2° and +8°C 

0 

PACKS 
Each containing the equivalent of 200 units or 500 units of.Factor II. Factor 
IX and Factor X 

-1 R/C bottle containing 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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PROTHRQMPLEXe TIM 4  3t1

Partial Prothrombin' Complex (Human) 
Steam Treated" r _ 

Prothrombin Complex is understood to include the vitamin Ki dependent 
coagulation Factors II, VII, IX and X. " . . . . . . , . . - 

PROTHROMPLEX TJM 4: contains coagulation Factors 11, IX and X and is 
indicated for the treatment,of.all coagulation- disorders due to lack: of 
Factor II (Prothrombin), Factor IX (Christmas Factor), and Factor:X 
(Stuart-Prower Factor). 

MANUFACTURE-AND COMPOSITION 
Through appropriate purification and concentration of the coagulation 
factors, one obtains at least a 50-fold concentration of Factor II as compared 
to fresh plasma:.Despite.a moderate total protein content a high-concen-- 
tration of Factors IX and X is also reached. PROTHROMPLEX TIM'4 is-dis-
tributed in packs. containing either 500 or 200 units* of Factors II, 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 rigorous - a5 the 
respective national laws and regulations in the country of origin. =' 
For the manufacture. of PROTHROMPLEX TIM 4. only plasma units are 
used which are non reactive in tests for HB5-antigen and HTLV,Iif anti-
bodies. . ' 
To inactivate potentially present viral agents the manufacturebf PRO-
THROMPLEX TIM 4 includes a-product specific steam'freatment (Steam 
Treatment Immuno 4). Samples"of PROTHROMPLEX TIM 4; which were 
spiked with 2 x"106-infectious units of HTLV-Ill/ml, did not'containnan'y 
detectable infectious virus after the product specific steam treatment The 
HTLV-111 titre was determined after incubation with HT-H9 cells and 
subsequent measurement of reverse transcriptase activity in the clarified 
cell supernatant 

INDICATIONS -
Indications for PROTHROMPLEX TIM 4 include all types of. haemorrhages 
caused by inherited or acquired coagulation disorders due to reduced 
Factor II, IX and/or X activity. • . 
Treatment for inherited or congenital coagulation disorders -
1. Hypo- or'A-prothrombinaemia (Factor it deficiency) • 
2. Haemophilia B (FactorlX deficiency) " 
3. Angiohaemophilia B " (von' , Willebrand's Disease= with - Factor IX 

deficiency) 
4 Stuart=Prower Factor deficiency (Factor X deficiency)
5. Combined deficiency of Factors II, IX or X 

Treatment for acquired coagulation disorders 
1. Haemorrhages due to a deficiency of Factors 11, IX, and .X with severe 

damage.otthe liver parenchyma (hepatitis, cirrhosis of the liver, severe 
toxic liver damage through poisoning etc.);.

2. Emergencytreatment 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 TIM 4 normalizes Factor N, IX and X activity: ' 

• 1 LU. Faetbr IX (accoMrrg to WHO standard, 1 unit Factor II arid X correspond to the activity of 
Factors ft IX and X respectively. in 1 m1 of fresh average human plasma-
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3. Neo-natal haemorrhages,•especrally when the'•mpther is-under oral 
anticoagulant treatment Through the administration'of PROTHROM- 
PLEX TIM 4, Factor II,,IX and X activity, is normalized, -•r,_ ; 

4. Severe acute haemorrhages caused by vitamin K deficiene.(genuine 
vitamin K deficiency or as (for example) a consequence df resorption 
disturbances). Through the administration of PROTHROMPLEX TIM 4, • 
Factor II, IX and X activity is normalized. "`"' Y  r =' ' -• 

5.: Before carryingout biopsies or pre-operative treatment of patients with H 
Factor 11, IX or X deficiencies. 

ay- administering an appropriate dose of PROTHROMPLEX TIM 4, it is 
possible to achieve'a prompt and sufficient rise of Factors Ili  IX and X in the 
patient's plasma: • .... 

The effectiveness of treatment can be checked by simple laboratory tests. 
The activity of Factors II 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 
ctivityof each of the. Factors II, IX and X 

In acquired coagulation disorders which involve reduction of Factors II, VII, 
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 vitaminK, in contrast to PROTHROMPLEX TIM 4 
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 administratiori,,a further.delay in effec-
tiveness will occur. 

Reduction of the coagulation Factors VII and V. which may be involved in 
the above mentioned coagulation disorders, is not sufficiently influenced 
by PROTHROMPLEX TIM 4:, ANTIHAEMOPHILIC PLASMA HUMAN 
"HAEMODERIVATE" (AHP)-is recommended as a supplement 

RECONSTITUTION OF CONCENTRATE 

PROTHROMPLEX TIM 4 is to be stored in lyophilised 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 bottle containing solvent to room temperature 
(max. 37°C)• -: ,- . 

2. Remove the caps from the concentrate and solvent bottles (Fig. A) and 
disinfect the rubber stoppers 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 ofthe 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 needleto 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. 

6. Disconnect the 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 enclosed 
aeration needle(Fig. F) and anyfoam will collapse. Remove the aeration 
needle. . 

fig. A fig. B '. fig. C fig. D '' "fjgrE' fig. F fig. G 

ADMINISTRATION 

1. Remove the protective covering 
fr

om the enclosed-filter needle by 
turning the cap and fitthe needle onto a sterile disposable syringe. Draw 
the solution into the syringe•(Fig_ G)_ " 

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

If any other kit for reconstitution and administration than that enclosed is 
used, make sure that this kit contains an adequate filter. 

DOSAGE 

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 coag ulation-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 1I 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 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 postoperative course. 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 (II. IX and-X) is reached in the circulation. The danger of a volume or 
protein overloading 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 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)ntravascujarcoagulation (DIC), 
administration of PROTHROMPLEX'TIM 4 should 'not be given unless 
consumption of the coagulation factors has been previously interrupted.t y 
Heparin. 
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SIDE EFFECTS 
Side effects are rarely observedduring treatment with PROTHROMPLEX 
TIM 2 though the following reactions may occur: 

1. Allergic Reactions., r = . 
.All forms of allergic reactions from mild and temporary urticarious 
rashes to severe anaphylactic shock are possible when human plasma 
derivatives are administered. It these occur, treatment with%PRO-
THROMPLEX TIM 2 must pe-interrupted at once. -

Allergic reactions should be controlled with antihistamines and gluco 
corticosteroids and routine shock-treatment given for anaphylactic 
shock careful aDd 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. During every type of therapy involving, blood or coagulation., factor 
concentrates, the occurrence of a circulating coagulation factor 
inhibitor.isa possibility. The timeat 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 formation 
of inhibitors. :'-

The risk of transmission of viral hepatitis is eliminated with high probability 
by careful donor and plasma selection and product specific steam 
treatment 

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

SHELF LIFE AND STORAGE 
2. years when-stored between .+2°.and +6°C 

PACKS 
Each eontainingthe equivalent of 200 units or500 units of Factor II, Factor IX 
and Factor X; 

1 R/C bottle containing lyophilized PROTHROMPLEX TIM 2 
1 R/C'bottle captaining 20 ml of Aqua ad Iniectabilia 
1 kit for reconstitution.and injection
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O$TERREICHISCHES INSTITUT 
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Production Division of. 
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PROTHRQMPLEX®.TIM 2 
Partial Prothrombin Complex (Human)
Steam Treated ' 

Prothrombin Complex is understood to include the vitamin K, dependent 
coagulation Factors II, VII, IX and X. 

PROTHfIOMPLF.X TIM 2 contairis'coagulation Factors II, IX and X and is 
indicatedforthetrealment of allcoagulation disorders dueto lack of Factor 
II (Prothrombin) Factor IX (Christmas Factor), and Factor X (Stuart Prower 
Factor).... .. ... ....... .

MANUFACTURE AND COMPOSITION 
Through appropriate purification and concentration of.the coagulation 
factors, one obtains at least a 50-fold concentration of Factbr II ascompared 
to ftesh,plasma. Despite a moderate total protein content a high concen-
tration of Factors IX and X 

is 

also reached. PROTHROMPLEX TIM 2 is dis-
tributed in packs containing either 500 or 200 units' of Factors II, IX and X. 
PROTHROMPLEX .TIM 2 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 rigorous. as the 
respective-national laws and regulations in the .countryof origin. -."
For.the manufacture of PROTHROMPLEX TiM 2only plasma units are used 
which are non reactive in tests for HB5=antigen and HTLV- III -antibodies . 
To inactivate potentially present viral agents the 'manulacture*of 
PROTHROMPLEX TIM 2 includes a product specific steam treatment 
(Steam Treatment Immuno 2). Samples of PROTHROMPLEX TIM 2, which 
were spiked with 2x lo b infectious units of HTLV-III/ml, did not contain any 
detectable infectious virus after the product specific steam' treatment-
The HTLV-111 titre was determined after incubation. With HT-.H9 cells.and 
subsequent measurement of. reverse 'iranscriptase activity in the clarified, 
cell supernatant 

INDICATIONS 
Indications for PROTHROMPLEX TIM 2 include all types of Haemorrhages 
caused by inherited or acquired coagulation disorders due to reduced 
Factor It, iX and/or,X activity. 
Treatment for inherited or congenital coagulation disorders:
1.. Hypo- or A-prothrombinaemia (Factor II deficiency) 
2.. Haemophilia B (Factor IX deficiency) 
3` Angiohaemophilia. B (von Willebrand's Disease with Factor IX 

deficiency).
 . , . 

4. Stuart-Prower Factor deficiency (Factor X deficiency) -
5. Combined deficiency of Factors ii, IX or X.. ... ..' 

Treatment for acquired coagulation disorders 
1:. Haemoilthages due to a deficiency of Factors II, IX and X with severe 

damage Of the liver parenchyma (hepatitis, cirrhosis of the fiver, 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. PRO-
THROMPLEX TIM 2 normalizes Factor II, IX and X activity. 

1'I.U: Factor IX (according to WHO standards, I unit Factors II and X correspond to the activity of 
Factor 11, IX and X respectively, in 1 ml 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 1I, IX andX activity is normalized. 

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

5. Before c carrying out biopsies or pre-operative treatment of patients with 
Factor'11, IX or X deficiencies. 

By administering an appropriate dose of PROTHROMPLEX TIM 2, it is 
possibleto achieve a prompt and sufficient rise of Factors Il, IX andX in the 
patient's plasma. 

The effectiveness of treatment can be checked by simple laboratory tests. 
The activity of Factors II and X is determined by the Thromboplastin Time 
(Quick value), the Thrombotest orNormotest 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 coagulation disorders which involve reduction of Factors II, VII, 
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 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, it m ust betaken into consideration that 
by parenteral but not intravenous administration, a further delay in 
effectiveness will occur: 

Reduction of the coagulation Factors VII 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 2istobestoredinlyophilisedcondition and should 
only bereconstituted1m'mediatelybeforeadmInistration.Thesotutionmust 
then be used promptly. Entered vials must not be reused. -

tii? 1. Warm the unopened bottle containing solvent to room temperature 
(max. 37C)

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

• 

disinfect the, robber stoppers 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 theexposed end. 

5. Invert the solvent bottle over the concentrate bottle, and insert the tree 
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 vaccum. 

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 enclosed 
aeration needle (Fig. F) and any foam will collapse. Removetheaeration 
needle. 

I/  !  
 i 

db II 
ADMINISTRATION 

1. Remove the protective covering' from the enclosed filter needle by 
turning the cap and fit the needle onto a"sterile disposable syringe. 
Draw the solution into the syringe (Fig: G.).'--> , - 

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

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

DOSAGE 

Only general directions can be given forthe'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 orcongenital coagulation disordershigh 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 hall-life of the coagulation factors has to be considered. 
Depending on the in-vivo half-life of the factors (Factor ll approx: 40— 60 
hours, Factor IX approx. 12 —30 hours. Factor X approx. 20-60 hours) 
successful results are achieved by repeated administration of PRO= 
THROM PLEX TIM 2 at intervals 01 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 postoperative: course. The special- 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 coagulation 
factors (II. IX and X) is reached in the circulation. The danger of a volume or 
protein overloading 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 spleno- 
portography. They should previously receive sufficient PROTHROMPLEX 
TIM 2 to hold their Thromboplastin Time or Normotest value above 50%for 
several days. 

PRECAUTIONS 

With patients suffering from disseminated inttavasc6lar coagulation (DIC), 
administration of PROTHROMPLEX--TIM 2 should not be given. unless 
consumption of the coagulation factors has been previously interrupted by 
Heparin. - ' .  ,. 
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1. Allergic Reactions 
All forms of allergic reactions 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 mtejrupted at once. 
Allergic reactions should  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. .(f the pulse rate increases and/or the 
blood pressure falls, a transfusion of:5% Dextrose should be started 

2. , Despite the'precautionstaken in the selection of donors,the transmission 
of homologous serum hepatitis cannot be entirely excluded following' 
the administration of t!oagufation factors. - _ 

3. During every type of therapy involving blood or coagulation factor 
.poncentrates.-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 supstances.hastardly influencedthe formation 
of inhibitors. 

SHELF LIFE AND STORAGE 

2 years when stored between 42° and -8°C 

PACKS 

Each -containing the- equivalent of 200 units or 500 units of Factor-Il: 
Factor-IX and Factor -X 

1 R/C bottle containing lyophilized PROTHROMPLEX -
1 R/C bottle. containing 20 ml of Aqua' ad'Iniectabilia' 
.1 kit for reconstitution .and injection 

REFERENCES--.  -i:: - , 

I . BIGGS - R . MACFARLANi: ILG:: Treatment or Haemophilia and other  Coagulation 
' Disorders. Blackwell, Oxtord (19561 -

2. FISCHEFI M-: DieErufererkianku g. We teed. WsObr. 6. 110:116 (1968) ---

:3. FISCHER M.,DEUTSCH E.; Thetapie der Hamophilien, Dtsch.med. J.No.14, 499:50.5 (19681 

4::JOSSO F., MlfNACHE•D.)•STEINBUCH-M_ BLATRIX G, SOULIER J.P:: The P.PS.R-
Fraction. Bibl. haemat.. No.-34. pp. 15:22 (1970) - _ 

5. LANDSECKyG.: Storungen der Hamdstase. In Lavin P~; Praxis der intensivhahandlung 
Th . ieme. Stuttgart (7971) -    

, 6.. LANDBECK'G.'SubstifutiOnvtheraplemit Fatter-VIII and IX Praparaten- In Pettenkofee H.: 
Geaieite Therapiarmit &utbestand:eilen. Lehmanns- Vedag, Munchen (1968), 

7. LANDBECK:G : Pennatale BletungssyndromeI3 Handbuch derlcinderneilunde Band 112. 
Springer-Yerlag.-eerIin„Hidelberg, ̀ ew York (1971)  

® -6.' LOEUGER emu HENSEN A:: Substitutron:Therapym Haemophiia B. Thrombus. Diathes. 
Haemorrh. 6,391 11961) 

9. SOULIER J.P.. 9TEINSUCH M.: Uber die -HersteliNng und, klinische Anwendung von 
Ge/innungsfakloren-Kotizentraten-aus•menschliehem Plasma.'Z.Ges.Med. 20,' 

:3.11-119651.- -  .  -  - - . . 

1p.`TULLIS J„ -BREEN:F.A. Christitlas Factor Concentrates.' The Clinical Use of Several 
- . '. Preparations:BlbI,haemat.No. 34. pa. 40:51 (1970) .

ISCHESFOR HAEMv DERIVAT 
GES.M.B.H.

 _
FOR HAEMODERIVATE GES.M.B.H. 

_)'Production Division of 
IMMUNO AG Vienna Austria. 6205212EW01J17ef 

62 o -leiL ~J 0') 

' ROTHROMPLEX® 
Partial Prothrombin Complex (Human) -'- -

-

-ii 
Prothrombin Complex isl understood to include the vitamin K;•deperident 
coagulation Factors II ; VII, IX and X.' 

J?ROTHROMPLEX.:cpntains, coagulation. Factors II, IX and X.and Is 
indicated for the treatment of allcoagulation -disorders due to lacic'.of 
Factor 11 (Prothrombin), Factor IX (Christmas Factor), and Factor X 
Stuart-Frower._Factor). . ;:. u;;.,-.

~iIANUFACTURE AND COMPOSITION 

f ROTHROMPLEX-iis 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-tNe 

habsence-of HBs antigen'(RIA)' Any donor uvho'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 
pnly be lessened-and not .completely ruled out. 

Ehrough appropriate purification and concentration of the coagulation 
factors;- one obtains at least a .60-fold concentration•of'Factor II as 
compared to. fresh. plasma. Thus 1-milligram of protein contains atleast 
one unit' of Factor II. 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 200units' of Factor II, IX and X. 

INDICATIONS . - . 

Indications for PROTHROMPLEX include -all types of.haemorrhages 
caused by inherited or acquired coagulation disorders due to reduced 
Factor II, IX and/or X activity. ..; ,. ...~.. :r 

Treatment for inherited or congenital coagulation disorders

1. Hypo- or A-prothrombinaemia (Factor II deficiency) 
P - Haemophilia B (Factor IX deficiency) 
3. Angiohaemophilia B (von Wiillebrand's Disease with:-Factor' IX 

deficiency) 
a. Stuart -Prover Factor deficiency (Factor )C deficiency) -
S. 'Combined'deficiericy of Factors ff,'IX or X." ° 

Treatment for acquired coagulation disorders 

h-.' Haemorrhages due to -a-deficiency-of Factors'll,'IX-andXwith severe 
1- damage of the liver parenchyma (hepatitis; Cirrhosis'ofthe liver;'severe 

toxic liver damage -through °poisoning etc) - - -•~''~ 
?,.Emergency treatment of  acute haemorrhages which niayoccur 

during anticoagulant therapy. This is bf especial 'use'if anticoag-ulants 
are administered during the last three months of pregnancy. 
PROTHROMPLEX normalizes Factor-:II.,IX.and X activity..

3. Neo-natal haemorrhages, especially -when-the-'mother is ttrfddr oral 
anticoagulant treatment. Through the, administration of PROTHROM-
PLEX, Factor 'l1,'IX'arid X activity is norijlalized. .'

The atlivity in International units.(Luj.Fadtor-.IX.is-expressed in terms-of the relevant 
International Standard (WHO-Standard)' Ior Blood coagulation Factor lX Human.

Since the activity of the relevant International Standard in basil on eoniparison with 
"average fresrt normal plasma". 1 i.0 can also be defined as the Factor IX activity present In 

' 1 mi average fresh normal pladind. ' ' • 
' -1' unit'Factor Ii'atid X`Is eguivatett td.ttte activity of these' Factors in 1 mraverage fresh 

normal plasma. t.' _ 
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4. Severe acute haemorrhages caused by vitamin,K,def'rcti ncy•[g6rtgn 
vitamin K deficiency or as (for example) 'a cdnse4uende bf résortiort 
disturbances). Through ,,.I er:administrattoti of _oP8QTH~iOAMPt E)q 
Factor II, IX and X activity is normalized. 

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

• By administering an appropriate dose of PROTHROMPLEX, it is possible 
to achieve a prompt and sufficient rise of Factoolff; IX and X in the patient's 
plasma. ?0 7 

it -
The effectiveness of treatment can be checked=by simple laboratory tests. 
Ttw agtivity,of Factorsll and Xis determined by, the. Thromboplasfin;Time 
(Quick value). the Thrombofest 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 th4 
activity of each of the Factors II IX and X.

In acquired coagulation disorders which involve redfibtibn of Factors'ttl, 
VII, IX and X. the administration of vitamin K, is_reco.minended to stimulat 

* synthesis of these coagulation factors fntheli%c-Hdwevet'with this. ifha~ 
to be pointed out that vitamin-K, in contrast taPROTHROMPLEX becomes 
effective-only  some-hours -following intravenous administration..As fhq 
intravenous administration of vitamin. K : is+no. longer recommends 
because of occasional side-effects, it must betaken into consideration the 
by'.parenteral but not intravenous, administration.- a -further- delay.iq 
effectiveness .wilt occur. .: : : _

Reduction of the coagulation Factors Viand V, whiidh may be involved in 
the-above mentioned coagulation disorders,lis not sufficiently-influenced 
by PROTHROMPLEX:'•.- ANTIHAEMOPHtLIC- PLASMA . HUMAN 
"HAEMODERLVATE"_(AHP)=is recommended as a: supplement. : - ? 

ADMINISTRATION 

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

Directions for Reconstitution of a Solution for Injection

1. Warm solvent to room temperature: ' f

2. Remove the protective caps (fig. 1) and disinfect the rubber stoppers of 
both -bottles. C u-; .. 

3. Transfer of the solvent into the bottle containing the lyophilisate is done 
with the help of the transfer needle.. For this. purpose first removeShe 
protective cap of the transfer needle and insert it into the rubber stop pet 
of the bottle containing the solvent (fig'2)-' 1P5 - --' -• _ - 

• Then remove the protective tube of the transfer needle Turn the solvent 
bott!e.with the inserted.transfer needle upside down andinsertthe latter 
into the rubber stopper of -the lyophili,atepottle 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 battle the solvent will 
the nrtln. irl' a _ _ -. 

-- '- -
 - --

4. Remove the solvent bottle-with the transfer needle from the lyophili'sate 
bottle (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. - 

S. Fit the.encfosed filter'ne. dle.onto the disposable syringe and draw up 
the solution into the' syringe; (fig. 6). - 

7. Separate the syi ge'from the filter needle and fit the encliised 
disposable needle (orw,tnged.adapter needle). Slowly.injectthe solution 
intravenously at a maximum rate of 2 mI/min. 

::' ;' F;. 

^ lig. t:'. • . . fig,'? . . - `. di'1 3 - ' fig.4r.'•:' • ' fig. 5 t'S<', pJga6 

Do not exceed the maximum injection rate ofi'2 in)/min'':'

The solution must be injected through a filter if a different method of 
reconstitution is used. :r arJ`%= Q.'v : ~Lf

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 ror-congenital - coagulation 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`therap9th6 
initially short half-life of the coagulation, factors has .to be considered. 
Depending on ' the in-vivo' half-life of. the'factors,(Factorll `appf'ox. 
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 12-24 ho'Urs. 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 speciaradvantage 
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 (II. IX and X) is reached-in the circulatioh. 'The danger of a volume 
or protein overloading of the' patient is-:excluded,- -even =rwith'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 orNormotest 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 j  i "L' i  `-r' :'e' '. ; ~;3fiA+ •'yi 

Side effects are rarely observed during treatment with. PROTtt QMPt;(5- 
though: the following reactions- may- occUr:- -. - :'Y -̂ L!'-'~' 
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PROTHROMPLEX®
Partial Prothrombin Complex (Human) 

Prothrombin Complex is understood to include the vitamin K, dependent 
coagulation Factors II, VII, IX and X. 

PROTHROMPLEX contains coagulation Factors II, IX and X and is 
indicated for the treatment of all coagulation disorders due to lack of 
Factor it (Prothrombin), Factor IX (Christmas Factor), and Factor X 
(Stuart-Prower Factor). 

MANUFACTURE AND COMPOSITION 

PROTHROMPLEX is prepared from pooled plasma of healthy donors and 
ireezedried for stability in storage. All donors whose plasma is used for the 
production of PROTHROMPLEX are tested at each donation for the 
absence of H85-antigen (RIA). Any donor who has a positive HB5-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 II as 
compared to fresh plasma. Thus 1 milligram of protein contains at least 
one unit' of Factor 11. 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 200units- of Factor II, IX and X. 

INDICATIONS 

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

Treatment for inherited or congenital coagulation disorders 
1. Hypo- or A-prothrombinaemia (Factor II deficiency) 
2. Haemophilia B (Factor IX deficiency) 
3. Angiohaemophilia B (von Wiflebrand's Disease with Factor IX 

deficiency) 
4. Stuart-Prower Factor deficiency (Factor X deficiency) 
5. Combined deficiency of Factors II, IX or X. 

Treatment for acquired coagulation disorders 
1. Haemorrhages due to a deficiency of Factors II, 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 
arc administered during the last three months of pregnancy. 

- PROTHROMPLEX normalizes Factor I1, IX and X activity. 
3. Neo-nalal haemorrhages, especially when the mother is under oral 

anticoagulant treatment Through the administration of PROTHROM-
PLEX, Factor It, IX and X activity is normalized. 

The activity in International Units (LU.) Factor IX is expressed in terms of the relevant 
International Standard (WHO-Standard) for Blood Coagulation Factor IX Human. 

Since the activity of the relevant international Standard is based on comparison with 
"average fresh normal plasma", 1 I.U. can also be defined as the Factor IX activity present in 
I ml average fresh normal plasma. 

1 unit Factor II and X is equivalent to the activity of these Factors in 1 ml average fresh 
normal plasma. 
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4. Severe acute haemorrhages caused by vitamin K deficiency (genuine 
vitamin K deficiency or as (for example) a consequence of resorption 
disturbances). Through. the administration of PROTHROMPLEX. 
Factor 11, IX and X activity is normalized. 

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

By administering an appropriate dose of PROTHROMPLEX. it is possible 
to achieve a prompt and sufficient rise of Factor 11, IX and X in the patient's 
plasma. 

The effectiveness of treatment can be checked by simple laboratory tests. 
The activity of Factors I1 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 coagulation disorders which involve reduction of Factors II, 
VII. 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, incontrast 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 delay in 
effectiveness will occur. 

Reduction of the coagulation Factors VII 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 Reconstitution of a Solution for Injection 

1. Warm solvent to room temperature. 

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

3. 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 it into the rubber stopper 
of the bottle containing the solvent (fig.2). 
Then remove the protective tube of the transfer needle. Turn thesolvent 
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 
needle! Because of the vacuum in the lyophilisate bottle the solvent will 
then run in. 

4. Remove the solvent bottle with the transfer needle from the lyophilisate 
bottle (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/mm .

Do not exceed the maximum injection rate of 2 ml lmin. - 

The solution must be injected through a filter if a different, 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 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 II 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. Thespecial 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, IX and X) is reached in the circulation. The danger of a volume 
or protein overloading of the patient is excluded even --with the 
administration of higher doses. 

Patients suffering from acquired haemorrhagec 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 during treatment with PROTI-IROMPLEX 
though the following reactions may occur: 
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1. Allergic Reactions 
All forms of allergic reactions 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 interrupted at once. 
Allergic reactions should be 'controlled with antihistamines and 
glucocorticosteioids : , 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. Despitetheprecautions taken in tile selection of donors,thetransmission 
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 
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 formation 
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 II, 
Factor -tX and Factor X 

1 R/C bottle containing lyophilized PROTHROMPLEX--
1 R/C bottle containing 20 ml of Aqua ad Iniectabilia 
1 kit for reconstitution and injection 
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BEBULIN° TIM 2 
Factor IX Concentrate Human 
Steam Treated 

COMPOSITION AND PROPERTIES 
13EBUUN TIM 2 contains the coagulation factor IX (Christmas Factor) in at 
least 50-fold concentration as compared to fresh plasma. 1 mg protein 
contains 0.85 to 2.5W.1 Factor IX. 
TogiirTJnatg.the'potential risk of thromb enic complications associated 
with Factor IX preparations'gEBOUN TIM 2 -is routlneTy tested for the 
absence of activated coagulation factors. 
In addition, BEBULIN TIM 2 contains a small amount of heparin (max. 
0.15 LU.r) heparin per I.I.J. Factor IX):' 
Wherfusing BEBULIN TIM 2 in the recommended dosage no activation of 
coagulation which may precipitate consumption coagufopathy or 
thromboembolism is to be expected. -

j BEBULIN TIM,2 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 donations and pools of plasma used in the manufacture of BEBULIN 
TIM, 2 and'the final product were tested for HBs-antigen by Radio 
Immune Assay (RIA) and found non-reactive. 

2. Steam Treatment Immune Method 2 
BEBULIN TIM 2 is subjected to a model virus controlled product specific 
virusinactivation. 

INDICATIONS . - -
BEBULIN  TIM 2 is indicated for treatment and prophylaxis of all coagulation 
defects caused'by or associated with .congenital 'or acquired Factor IX 
deficiency. 
These. are: 

Haemophilia B . -
- Congenital or acquired Factor IX deficiency with Factor IX inhibitor. 
— Acquired. Factor IX deficiency 
CONTRAINDICATIONS. 
Suspected consumption coagufopathy:
administration of BEBULIN TIM 2 is recommended only aher elimination of 
the underlying consumption disorder. 
SIDE EFFECTS 
In rare cases allergic reactions such as fever,urlicarial rashes, nausea and 
retching as well as other more or less severe anaphylactoid reactions have 
been observed after administration of BEBULIN 11M 2. 
Severe allergic and anaphylactoid reactions may necessitate the inter- 
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 administration 
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 Ill for example, if added to a sample of the product is inactivated by a 
factor of 106. 
However, despite the measures taken, the transmission of virus hepatitis 
cannot be ruled out -
INTERACTIONS 
None known 
DOSAGE AND ADMINISTRATION 
Dosage 
I. Haemophilia B -
1. Spontaneous Bleeding 
Individual dosage depends on the severity -of the Factor IX' detect, 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 normal). required for the 

j management of individual types of bleeding. 

Localisation and _ . - Factor IX . Factor IX Duration of
extent of haemorrhage plasmalevelto level during 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% 1-3'days 
the oral cavity and minor trauma, 

-_ 

haematuria 

.. ..Majorfiaemorrhage: e.g.. 
Haemarthrosis or haematoma with 
pain and swelling, head trauma 40% 20-40% 3-4 days or 
Without neurological signs, severe until adequate 
trauma alsowithoutopenbleeding; wound healing 
gastrointestinal bleeding, heavy 
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: Therapeutically required Factor IX plasma level (in % of normal) 
for haemophilia B patients. 

I I.U. Factor IX (according to WHO standard)corres5ord5 to the activity of Factor txpresent in i ml 
of fresh average human plasma. - 
t I.U. heparin according to WHO standard. 
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4. To achieve the Factor IX plasma levels indicated in Table 1 dosage may 
be calculated according to the formula: 

is • 1 I.U. Factor IX/kg bodyweight - Factor IX plasma. level increase of 
y>. approx. 1 % 

This increase corresponds to an in vivo recovery of approx. 40%-
i tic The residual Factor IX activity of 'Abe patient•imust be'-taken into 
3 *C consideration.when calculating the dose. 

• 

Bodyweight 
Irr-  kg. L .i 

Plasma level lncrr se %• ;.t -- 20% . : " 30% .., -.;4096, .- :5096 60% 
200• 300 

' 
400;

r. 500 600 
15 ,  t 300 . 450 '.60&' -. 750, 900 
20 400 600 .800 1000: 1200. 

r r," . 25 500 -" , .750 1000 : : 1250? ; ;:. ti500 . 
30-.,.- 600 900.. 1200 ,:1500 ' .160 ".
35 700 1050.: 1400, .. .. 3750" , 2100 " = 

40 800: . ' 1200 1600"•- < 2000"` 2400" 
45 - 900' ' ' 1350 - 1800 - ' ..2250 ' `` 2700 
50 1000 "'1500 '' 2000. 25Q0 3000 
55 , 1100 - 1650 ' ' '"2200 ' 2750 ' 3300 - 

- 60  1200 . 1800 -_2400 - 3000 - , 3600 
65 1300 1950 - • ~.. 2600 .. 3250 . ' 3900 
70 1400 .2100 . 2800, . . . 3500 " . 4200 
75 1500 2250 - 3000 .; '3750 4500 
80 1600 2400 3200 • 4000 4800 

Table 2:- Loading doses for initial application in LU" Factor IX based on 
a 1% increase in 'the Factor IX level after Injection of 1.U. 
FactorIXlkg bodyweight `

The half life of Factor IX is 18-30 hours: thus, BEBULIN TIM 2 should be 
given at intervals of 12 — 24 hours depending. on the individual bleeding 
situation-
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%'-towards the end: of the substitution 
intervals. 
Substitution therapy with BEBULIN TIM 2 must be continued until complete 
resorption of tissue haemorrhage or adequate wound healing.

2. Surgery 

For elective 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 " 
Factor IX level 

Postoperative Factor;IX level 

Minor surgery 40% 40%' Day of operation 
(e.g. dental extractions) 20-40% until adequate 

wound healing 

Major surgery 60% 60% ' Day of operation 
40% First week 

postoperatively 
20%-- • From the second week 

n postoperatively until 
adequate wound healing 

Table 3: Therapeutically required Factor IX level "{in% of normal)_;for 
surgical interventions. , 

According to clinical experience one half of the loadiog'dose is required 
during'ttte first postoperative days, and afterwards 1/4 pf the loading dose 
administered at 12 hour intervals. .. 
For monitoring the clinical course and calculating the precise dose 
required close laboratory control of the patient's Factor IX plasma level 
must' be performed to prevent bleeding complications, delayed wound 
healing and serious SegUelae. 

3. Long Term Prophylactic Treatment 
For, long term prophylactic substitution in patients with severe haemophilia 
B a dose of 10I.UJkg b-w. of BEBULIN TIM 2 should beadministered tw ice a 
week. 

II. Congenital or Acquired Factor IX Deficiency 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 2 may have to be administered, si nce 
part of the infused Factor IX is inactivated by the inhibitor (Attention: volume 
overload!). 
Independent of the inhibitor titre the use of FEIBA IMMUNO (Anti 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 
courseand to calculate the individually necessary dose is indispensable in 
the treatment of acquired or congenital Factor IX deficiency with Factor IX 
inhibitor. 

Ill. Acquired Factor IX Deficiency 
As to the required plasma level of Factor IX and maintenance otthetherapeutic 
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 differing in vivo recoveries must be taken into 
consideration: 
In patients under oral anticoagulants and in vivo Yecovery of60— 70%'can 
be expected, in cases With 'acute hepatitis • one ofdpprox: 50%;'white in 
patients with chronic liver damage the expected in vivo-recovery is only 
20-30%. ,_ 
In case of vitamin K deficiency apart from FactoriX also Factors 11, VII, and X 
are decreased- BEBULIN TIM 2 contains Factors II tind X; but not Factor VII. 
For simultaneous,substitution- of all four prothrombin complex factors 
treatment with PROTHROM FLEX.TOTAL"(frontIMMUNO. AG, Austria) is 
recommended. 

Additional Instructions - -
With dental extractions, trauma in the oral cavity and severe, prolonged 
epistaxis, local haemostatic control should be attempted in addition to 
replacement therapy with BEBUUN TIM 2.,_ -:
Antifibrinolytics (eg. epsilon-aminocaproic acid),are also'indicated in the 
above examples of; local bleeding. 
In exceptional cases of severe haemarthroses, aspiration maybe necessary. 
Treatment with BEBULIN TIM 2 should then be started immediately following 
aspiration. BEBULIN TIM 2 must not be given before aspiration or a clot may 
form in the synovial cavity.. . . 

Reconstitution of Concentrate 
BEBULIN TIM 2 is to be stored in lyophilized"condition and should only be 
reconstituted: immediately before application. The solution must then be 
used promptly: Entered vialsmust not be reused. ' 
1. Warm the unopened bottle containing the solvent to room temperature 

(max. 37°C) 
2. Remove the caps from the:concentrate and solvent bottles (fig. 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. 6) by twisting 
and remove one cap. Insert the exposed needle into the rubber stopper 
of the solvent bottle (fig. C). 

4. Remove the other cap from the double-ended needle 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 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. Disconnect the two bottles by removing the needle from the concentrate 
bottle (fig F). Gently agitate or rotate the concentrate bottle to accelerate 
dissolution- - 

7. " Upon complete reconstitution of the concentrate insert the enclose( 
aeration needle (fig- F) and any foam will collapse. Remove the aeratior 
needle. - . 

r. O` 

fig.A fg.a .; figC fig D. . - 4E - - 5V F rg.G 

Administration • 

Remove the protective covering from the enclosed filter needle by turninc 
the.cap and fit the needle onto a sterile disposable syringe. Draw the 
solution into the syringe (fig. G)__ - 
Disconnect the filter needle from the syringe and slowly (maximum rate o 
injection: 2 ml/min.) inject the solution intravenously with the enclose( 
disposable needle (or the infusion set with a winged adapter). 
Itany other kitfor reconstitution and application than that enclosed 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 a 
room temperature (up to 30°C)" 
Within the indicated shelf life period the product maybe stored for 6 month: 
at room temperature (max. 30°C). Without cooling facilities BEBULIN TIM: 
may therefore be taken along when travelling or during holidays. The date! 
between which the product is not stored at refrigerator temperature shoulc 
be noted on the package- - 

A prothrombin complex preparation containing equal amounts ci Factors II- VII- IX, and x 
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BEBULIN TIM 2 must not be used beyond the expiry date indicated 

Store out of the reach of children. 

PACKS 

BEBULIN TIM 2 

—: R/C-vial containing 200 IU of lyophilized Factor IX 
— R/C.vial containing 10 mt -Aqua ad Iniectabilia 
Y,. Kitfw reconstitution and injection 

— R/C vial containing 500 IU of lyophilized Factor IX 
— R/C vial containing, 10 ml Aqua ad Iniectabilia. ,

Kit for reconstitution and injection 

=R/C vial-containing 1000'IU of lyophilized Factor.IX. 
R/C vial containing 20 ml Aqua ad Iniectabilia 

— Kit for reconstitution and injection 
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BEBULIN TIM 4 must not be used beyond the expiry date 
Store'out of the reach of children. 

PACKS 

BEBULIN TIM 4 

—• R/C vial containing 200 IU of lyophilized. Factor IX. 
- R/C• vial containing: 10. ml Aqua ad. iniectabilia .. 
— Kit for reconstitution and injection T

— R/C vial containing 500 IU of lyophilized Factor IX 
— A/C vial containing 10 ml Aqua ad Iniectabilia, 
— Kit for reconstitution and injection  

— A/C vial•coritain'ing1000 IU of lyophilized FactortX
 R/C vial containing 20 ml Aqua ad Iniectabilia 

— Kit for reconstitution and injection 
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BEBULIN G TIM 4 
Factor IX Concentrate Human 
Steam Treated 

COMPOSITION AND PROPERTIES 
BEBUUN TIM 4 contains the coagulation factor IX -(Christmas Factor) in at 
least 50-fold concentration as compared to fresh plasma. 1 mg protein 
contains 0.85 to 2.51.0 I.U. Factor IX 
To eliminate the-potentialll risk of thrombogenic''complications associated 
with :Factor (X preparations BEB(JLIN_TIM -4 -is'routinely tested'for ffie 
absence of activated- coagulation factors. 
In addition, BEBULIN TIM 4 contains a small amount of heparin (max. 
0.15 I.U.2) heparn per I.U: Factor IX). 
When'using BEBULIN TIM 4 in the recommended dosage no activation of 
coagulation which may precipitate consumption coagulopathy or 
thromboembolism is to be expected.: - 
BEBUUN 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 donations 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 (PIA) and found non-reactive-

2. Steam Treatment Immuno Method 4 
BEBULIN TIM 4 is subjected to a model virus controlled productspecific 
virusinactivation. 

INDICATIONS. 
BEBUUN TIM 4 is indicated for treatment and prophylaxis of all coagulation 
defects caused by or associated with congenital or-acquired Factor IX 
deficiency. -
These.are:-

Haemophilia B. 
— Congenital or acquired Factor IX deficiency with Factor IX inhibitor. : 
— Acquired Factor IX. deficiency • .
CONTRAINDICATIONS 
Suspected consumption coagulopathy:.. 
administration of BEBUUN TIM 4 is recommended only after elimination of 
the underlying consumption disorder- . 
SIDE EFFECTS 
In rare cases allergic reactions such as lever, urticarial rashes, nausea and 
retching as well as other more or less severe anaphylactoid reactions have 
been observed after administration of BEBUUN TIM 4. t,;=
Severe allergic and anaphylactoid reactions may. necessitate the inter-
ruption of substitution treatment 
Mild reactions can be managed with antihistamines; severe reacfipts 
require immediate Intervention- in patients with a history of hyper-
sensitivity reactions to plasma derivatives the prophylactic administration 
of antihistamines may be indicated. ' - 
In the course of treatment with Factor tX 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 III for example, it added to a sample of the product is inactivated by a 
factor 0(106.'. 
However, despite the measures taken, the transmission of virus hepatitis 
cannot be ruled out. -
INTERACTIONS 
None known 
DOSAGE AND. ADMINISTRATION 
Dosage 
I. Haemophilia B 
1. Spontaneous Bleeding 
Individual dosage depends on the severity -of the Factor IX defect, the 
localisation and the extent of the haemorrhage. The severity of haemophilia 
is. judged by thetesidual Factor IX plasma concentration of_ the, patient 
Table: 1 shows the Factor IX levels (in % of normal) -required for' the 
management of individual types of bleeding. 

Localisation and - Factor IX Factor IX -Duration of. -
extent of haemorrhage plasma level to level during 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% .' - 1-3 days 
the oral cavity and minor trauma. 
haematuria 

Major haemorrhage: e.g-
Haemarthrosis or haematorna with 
pain and swelling, head trauma 40% ' 20-40% 3-4 days or 
' without neurological signs, severe -- ` until adequate 
trauma also without open bleeding, ' wound healing 
gastrointestinal bleeding, heavy 
abdominal pain, major injury 

tile threatening haemorrhage: e.g. 
Intracranial, intraabdominal or - 60% 40% 10-14 days Or 
intrathoracic bleeding, severe until adequate 
injury, fractures wound healing 

Table 1: Therapeutically required Factor IX plasma level (in % of normal) 
for haemophilia B patients. 

1I.U- Factor IX (according to WHO standard) corresponds to the activity of Factor IX present in l ml 
of fresh average human plasma

I/5-7 1 I.U. heparin according to WHO standard.
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To"achieve- he Factor IX plasma levels indicated'in Table 1 d sage may 
be calculated according to the formula: 

1 I.U" Factor IX/kg bodyweight - Facto;' IX plasma level increase of 
approx. 1% ,-

This increase corresponds to an in vivo recovery of approx. 4b%. 

The residual Factor IX activity of the F patient; must . be. taken: into 
consideration.when calculating the dose. ,.,-

Bodyweight Plasmaievel irkrease % 
730%: ;40% , .50%- .60% 

io= : 
200

. .
300 

 400 500
.

600
15 :  , 300 450 60Q  `750 800
20 400 600 800 1000 _.- 120U._ 

•150025 c: 500. .750. .1000 ,1250. 
30 ... . .' C .600- 900::, 1200. . :1500 '1800, 
35 700 1050'. .. 1400. . .-- 1750 ..2100 
40 - = 800 - 1200 "'1600 ='' '• 2000 2400 
45'` ::: 900 ' ' 1350': 1906 2250 . = 2700
50 1000 1500  :2000.: 2500 3000
55 .. 1100 7650. '. ' 2200 ' t 2750 . --3300 
60 1200 1800'  '_ .2400 3000 3600 
65 1300•.. :..1950 2600 : .,. 3250 3900 
70 1400 2100" : "2800 - 3500 4200 
75 . :.1500 . 2250 ,3000 3750 4500 
80 1600 2400 3200 4000 . 4800 

Table 2: Loading doses for initial application in• I.U..Factor IX thased'on 
a 1% increase'in -the Factor ..IX level 'after inJection 1of 1=Iii 
Factor IX/kg bodyweight' 

The half life of Factor IX is 18-30 hours; thus, BEBULIN TIM 4 shoufd'be 
given at intervals of 12 — 24 hours depending on the individual bleeding 
situation. 

In general, minor bleeding can be controlled by one halt of_thgl loading 
dose at 24 hour intervals. Major haemorrhage should be Heated at 12 hour 
intervals with one halt of the loading dose to prevent a decrea4e of the 
Factor -IX plasma level belovi- 20% towards the end of the su4stitution 
intervals. I 
Substitution therapy with BEBULIN TIM 4 must be continued until c mplete 
resorption of tisstie'haernorrhage or adequate wound healing. 

2. Surgery 
For elective 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 jurgical 
intervention., 

Surgery Preoperative 
Factor IX level 

Postoperative Factor IX .level. 

Minor surgery- - ` `- - ' 40% 40% - . Day of operatlo 
(e.g dental extractions) 20-40% until adequa:e 
S - . ..- - - -- _ : wound healing .

Major surgery 60% 60% Day of operatio .,
40%' First week - ' 

postoperatively l 
From the second we6k 
postoperatively until ' ` 
adequate woundhealing 

Table 3: Therapeutically required Factor IX level (in %" of nor al). for 
surgical interventions. 

According to clinical experience one half of the loading dose is r aired 
during the first• postoperative days, and afterwards 1/4 of the Ibadinb-dose 
administered at 12 hour intervals.
For monitoring the-clinical course and calculating the precise) dose 
required close laboratory control of the patient's Factor IX plasma level 
must be performed "to: prevent bleeding-complications -delayed wound 
healing and serous;sequefae 

3. Long Term Prophylactic Treatment
For long term prophylactic substitution in patients with severe haenhi philia 
B a dose of 101.U./kgb.w.of BEBULIN TIM 4 should be administered twice a 
week. 

.. 

II. Congenital or Acquired Factor IX Deficiency 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 FactorlX 
unusually high doses of BEBULIN TIM 4 may have to be administered,Isince 
partof the infused FactorlX is inactivated by the inhibitor (Attention: volume 
overload!). - I 
Independent of the inhibitor titre the use of FEIBA IMMUNO (Anti Inhibitor 
Coagulant Complex with Factor Eight Inhibitor Bypassing Activity from 
IMMUNO AG, Austria) has proved both effective and sate in patients with 
Factor IX inhibitors: 
Close laboratory control of the Factor IX plasma level to monitorthe clinical 

i course and to calculate the individually necessary dose is indispensable in 
the treatment of acquired or congenital Factor IX deficiency with Factor IX 
inhibitor. 

171. Acquired Factor IX Deficiency 
As to the required plasma level of Factor IXand maintenance of the therapeutic 
plasma level in patients with acquired Factor IX deficiency please see 

.a instructions for haemophilia B. However, depending on the cause of the 
Factor IX defect differing in vivo recoveries must be taken into 
consideration: - 
In patients under oral anticoagutaitisand in vivo recoiferyof 60=70%can 
be expected, in cases with acute' hepatitis• one of approx.-5094 while in 
patients with chronic liver damage theexpected in-vM &rei~vei 'is'only 
20-30%. ; 
In case of vitamin Kdeficfericy. apailirorn Factor IX also Faetors'll, WI acid X 
are decreased. BEBULIN TIM 4 containsFactors II and X, but not Factor VII. 
For simultaneous substitution of I. four prot►)tombin cpmplet factors 
treatment with PROTHROMPLEZ TOTAL!: (from (MMUNO. AG. Austria) is 
recommended. 

Additional Instructions. c :;  ;
With dental extractions, trauma in the oral cavity and severe, prolonged 
epistaxis; local haemostatic control should be attempted. irk, addition to 
replacement therapy. with BEBULIN TIM 4., . •„ 

Antifibrinoly"tics (e.g' epsilon-antinocaproic acid) are also indicated in the 
above examples of local bleeding.' . 
In exceptional cases of severe haemarthroses, aspiration maybe necessary. 
Treatment with BEBULIN TIM 4 should then be started immediately fol lowing 
aspiration. BEBULIN TIM 4:mustnot be given before aspiration or aclotmay 
form in the synovial cavity. 

Reconstitution of Concentrate 

BEBULIN TIM 4 is to be stored'in lyophilized 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 containing the solvent to room temperature 
(max. 37°C). - 

2. Remove the caps from the concentrate and solvent bottles (fig. 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 one cap. Insert the exposed needle into the rubber stopper 
of the solvent bottle (fig.. C). -_ 

4. Remove the other cap from the double-ended needle 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). The solventwill 
be drawn into the concentrate bottle which is under vacuum. 

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

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

f&TiY 4 ViiIII 

Administration 
Remove the protective covering from the enclosed filter needle by turning 
the cap and fit the needle onto a sterile disposable syringe. Draw the 
solution into the syringe (fig. G)_ . -
Disconnect the filter needle from the syringe and slowly (maximum rate of 
injection: 2 ml/min.) inject the solution intravenously with the enclosed 
disposable needle (or the infusion set with a winged adapter). 
If any other kit for reconstitution and application than that enclosed 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 
at room 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 product is not stored atrefrigerator temperature should 
be noted on the package. 

A prumrombin complex preparation containing equal amounts of Factors II. Vii, IX, and X 
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