FEIBA® TiM 4 IMMUNO _
Anti-Inhibitor-Coagulant Compfex
Steam Treated

comvosmou AND PROPERTIES
FEIBA T 4 containg an antinhibitor.coagulant
mplex with siandardised FEIB-activiy* (Factor
Eight inhibior Bypassing Acti
1 mg of protein contains 0.7 to 2,5 units FEIBA.
FEIBA TIM 4 also contains fectors Il IX, and X
malnly in non-activated form as well as activated
faclor VI factor Vil cangulantantipen (< VII C: Ag)
is present n a concentration of up 10 0.1 U/
BA. Tha praparation contains only | Itacas of
actors ofind Kereiockioom system, i any at all.
FEIBA TIM 4 Is prepaied’ from i;oal,a‘d hli?nun
plasma. .

All plasma units are exclusively obtained from

and the United States of America.

For the manufacture of FEIBA TIM 4 only plasma
units are used which were ALT-tested and were
non-reactivein tests for HB,-antigen and HIV-anti-

To further reduce the potential risk ot viral
transmission the product is steam treated under
Broduct-specille conditions (at 60°C for 10 hours,
2180°C for 1 hour} during production.

in HIV spiked samples of FEIBA TIM 4 this ireatment
inactivated at least 10¢ IVIJ/ml? in 3 hours.

INDICATIONS
FEIBA TIM 4 is indicated for therapy and
prophylaxis of haemnlrhags and to cover surgical
interventions in:
o Haemophilia A patienis with F VIl Inhibior
o Haemaphilia B patients with F 1X inhibitor
FEIBA TIM 4 was also used in combination with
Factor Vill concenirate for a continual long term
therapy to achieve a complete and permanent
Shmaeion o1 the £ Vil Bt 5o 58 s slow for
regular treatment with F VIl concentrate as in
palients withoutinhibitor (BRACKMANN etal., 1981).
In additon,ine sucgessiutuse of FEIBA TIM 4 was
scribed in a few non-haemophiliacs with
acqu!rad nhibitors o factors Vil X\ and X &s well
&3 In a pationt with von Willebrand's disease with
an

i

DOSAGE AND ADMNISTRATION... ;
Ag 2 general guideline  doso of 5010 100 unis
FEIBA bodyweight s recommended,
Rowever, not excesting a daly dosa of 200 Urkg
h

sage is independent of the patients inhibitor

Do &nce the resaonsa.to egment oy’ dilor

from patient 1o patient the dosage racommen-

dations are only guidelines.

Goagulation tssts such a3 the whole biood clotn
(Wi the Ihmmbelas\uummme (TEC

r-vnlul). and the APTT usually show {.

shortening and neéd not cbrrelete wnn tlln cai

improvement. For this reasan thes

be used for monitoring of FEIBA e merapy i

very limited extent

1. Spontaneous Bleeding

Joint, Musclo and Soft Tissue Haemarrhage

For minorto moderats bisedings a dusa ! S0~ 75
“bw. is recommended at 12-hour intervals,

e mart Shod b Sontmuad vaih cdat signa o

clinica improvement appear, such as relief of pain,

reduction of swalling or, mobilisation of the jojnt.r

For major muscle and soft tissue hasmorrhage,

such as retroperitoneal bieeding, doses of 100

U/kg bw. at 12-hour intervals are recommended.

Mucous Membrane Bleeding

Adose 0f 50 Ulk? bw.isrecommended to be given
at 6-hour inlervals under careful monitoring of the

5
increased to 100 U/kg bw. laking care not to
exceed the maximur daly Gose o1 200 0k bw

Other Severe Haemorrhages

Severe haemorrhages, such as CNS bleedings
have been eflectively reated with doses of 100
Urkg bw. at 12-hour intervals. In individual cases
FEIBA TiM 4 may be given at intervals of 6 hours
until clear ¢linical improvement is achieved. (00
not exceed the maximum daily dose!)

2. Surgery

it mAiSors <06 able 1.

Since a single dose of FEIBA TIM 4 contains
considerably less F Vi coa?u\am anllgen than
Factor VIl nunl:anlla\e is the
treatment of chaice in high vespunﬂer pa(lems,
even if the Current inhibitor titre is low.

50 —100 Ulkg o ssiaea given atintervals of
up to 6 hours.
3. Prophylactic Treatment
For dosage recommendations for prophylactic
treatment see table 2.

itution of

TBATIM 45 10 be stored in lyophiaed condilion
and should only be reconstiluted immediately

CONTRAINDICATIONS

Depending on lherﬂpeul\e allemallves below
0 be ( ve or

absolute.

|nm., TIMA4

d if - for exampl: owing 1o a very high
Pribiior o — no respans o ealment wih the

expected.

Oisseminated Intravascular Coagulation (DIC):

— Laboratory and/or clinical symptoms which are.
clearly indicative of DIC.

~ Caboratory,nisiological and/ o clinical signs of

damage; due to the delayed clearance of

activated coagulation factors such patients are
at an increased risk of developing O

Mym;l_rdi:\ Infarclion, Acute Thrombosis and/or

In patients with a tentative or definite diagnosis of
corenary heart diseas as wall as in patents with
acute thrombosis and/or embolism the use ol
FEIBA TIM 4 is only indicatod in ife-neataning
bleeding events,

SIDE EFFECTS

In rare cases allergic reactions such as fever,
urticariai rashes, nausea and retching X well as

@ solution must then be used
as promplly as practicablo, however, within a
maximum of 1 hour. Entered vials mist not be
reused.

- Warm the unopened bottle containing the

solvent to room temperalure (max, 37°C).

Remove the caps from the concentrate and
solvent bottles (fig. A) and disinfect the rubber
stoppers of both botles.

The enclosed transfer needia {double-ended
needle) is prolected by 2 plastic caps sealed by
n weld mark. Break the weld( ig. B) b, twisting

ove one cap. Insert the exposed needle

‘{;‘)"’ the rubber stopper of the solvent botle (fig.

I

©

=

. Remove the other cap from the doubie-ended
na:d\e taking care not to touch the exposed
end.

o

invert the solvent bottie over the concentrate
bottle, and insert the free end of the double-
ended'needle o approximately half the needle
fength into the rubber stopper of the concen-

the concentrate bolile which is under vacuum.
Disconnect the two botiles by removing the
needle lrom the concenirate bottie (fig. E).

-

other more or les: ons
have hean bserved after administration ot FEIEA

s evere allergic and anaghylactoid reactions may
necessitale ine nNeIURLOD Of SUBSHILNION Vieat:
ment. Mild reactions can be managed with

intervention. In patients with a history of hyper-
sensitivity reactions to plasma derivatives the
of may

be indicated.
Afier adminlstration of high doses (single doses of
more than 100 units FEIBA per kg of bodyweight,

and daily doses of more than 200 units per kg bw.
laboratory signs such as the presence of

products, or prolonged acljva}sé’pamal thrombo-
time indicative of DIC {s00 PRECAUTIONS) were

gitate or
erate dissolution.

Complee reco 7 of the cona
trate insent the enclosed aeration needie (fig. F)
and any foam will collapse. Remove the

aeration needle.

wE  wf 0

i

e o hial o ehor wanimant i FEIGA
TIM 4 have never been reported.

The stats of the ar ! suagosts that 1t cannat be

preciuded with Known _or
o viruses, which yocwnn plasma, are

transmitied through Recior concenaies

Clinical safety studies have shown no case of

hepalitis B or NANB.

The product is safe with respect to transmission of
HIV (HTLY-11/LAV).

INTERACTIONS

Remove the protective covering from the enclosed
filter needle by turnin; ﬁ the cap and fit the needie
ontoa st un\edw:pmab ssyrlnge Draw the solution
into the syringe (fig.

Disconnect the filter neeﬂle from the syringe and
slowly inject the solution intravenously with the
enclosed disgosable nesdls (or the infusion set
with a winged adapl

Do not exceed an m]ecuonnnmmn rateof 2units
FEIBA per kg of body welght per minu

If a different vecoastitutio method is Bhosen. use
an i filter g Y i )

B opsionn -aminocaproic acid in combination in
FEIBA TIM 4 treatment (see PRECAUTIONS).

* 1 unit FEIBA s defined a3 that amount of taslor VIl (nhiblior
Bssi

of
ng_Bciwly ' which snortens the

@ﬂﬂm%wﬂmhh&g
fromho- S5 POTLRREE AL ICrOOMbOST

PRECAUTIONS

Erpass civaled cartial
10 50% o the bufer value (biank). .
in Vit fnfactious units por i

(oIc)
Ifclinical signs of intravascular coagutation occur,
which include changes In blood pressure, pulse

et adimishor

—> D)
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rate respiratory distress,chestpain ond cough, the
infusion should_ be oppad promplly and the

DIC
fosts, Laboratory indications of DIG are decreased
fibrinogen, decreased platelst count, and/or
presence of fibrin /fibrinogen degradation products
{FOP). Other indications of DIG include significantly
prolanged thromin time, prothrombin tme, or

Laboratory Tests and Clinical Etiicacy

Ex vivo tests to control elm: such as Al
whole blood clunln tlma ). and |nlomb-
elastogramme d not carreiate with

clinica Improvernenl For his reason, attempts at
normaliging these values by increasing the doss of
FEIBA TIM 4 may not be successiul and are
strongly discouraged because of the potential
hazard of producing DIC by overdosage.

igniticance,of Plaielet Count
[l in case ofinadéduate or lacking response to FEIBA
TIM 4 reatment it is recommended that a platelet
count be performed, since a suflicient number of
functionally intact thrombocytes is conslduvw o
necessary for the efficacy of FEIBA TIM 4,

Antifibrinolytics

it treatment with oth anmmnnuylxcs such as
spsilon-aminacaproic acid and FEIBA TIM 4 is 10
be carried out, the interval between the adminis-
taton of fti? product should be S loast 6 hours,

SHELF LIFE AND STORAGE

Two years when stored between +2°C and +6°C.
Within the indicated shelf life period the product
may be stored for € months at room lemperature
(max. 25°C). Without cooling facililies FEIBA TIM 4
may therefore be taken along when travelling or
during holidays. The dales beiween which the
prodyct is not stared at refrigerator temperature
should be noted on ihe package.

FEIBA TIM 4 must not be used beyond the expiry
date indicated.

Store out of the reach of children.

PACKS
FEIBA TiM 4 IMMUNO 250
— R/C vial contalning 250 FEIBA-units,
ophilised
— BB ontaining 20 mi Aqua ad inectapiia
 RiTor ocmettotoh ane injectio
FEIBA Tif % ARG 00
— RIC. vl containing 500 FEIBA-unis,
ophilise
R ccmammg 20 i Aqua ad Iniectabilia
— Kit for reconstitution and injection
FEIBA TIM 4 IMMUNO 1000
— R/G vl containing 1000 FEBA-urits.
_ 4R omaining 20 mi Aqua ad Iniectablia
— Kitfor recanstiuton and Injscti

Table 1: Guidelines for Treatment of Patients with Inhibitors

Inhibitor titre Response to F VIli Minor to moderate Severe to life-threatening
BU*/mi) freatment bieeding, surgory
<5 low responder £ Vllor FEBATIMA £ VIl or FEIBA TIM 4
high responder BATIM FEIBATIM 4
5-10. low responder FVIUDrFE\BATIMd FEIBA TIM 4
high responder FEIBA ™™ FEIBA TIM 4
CT D0 T low resporiger” 1BA TIM 4critmi vt = P FEIBANTIM:
nigh responder "FEiBA TiM 4 FEIBATIM 4

for 2 hours 8t 37°C.

Table 2: Prophylactic Treaiment

Factor Vil FEIBA Dosage interval Duration of treatment
Stage | 75-100 U/kg 40-60'Urkg twice a day unitif redugtion of
F Vil iahipitor e o
approx, 1 BU*
2l Oxiord
Units/mi*#)
Sagell | 75100 Urkg _— wice a day until 0o inhibitor is
table
Stage W' | 75-100 Urkg —— - once or until normal F VIIL half -
- twice a day fife and in vivo recovery

are oblained

|

* KASPER C..EWING . : xpurianca with he bainesds ssay anc giher molnods ol nhbior daector, in MARIANI 3. RUSSO M. A.
MANDELLI ¥. {ods.): Aciivated Prothrombin Comlex Cancentraios, Praeger, New York 1982, o

* BRACKMANN M H: The weatmentcfahvlcrstesins

concenTaiat.in MARANI G, RUSSO M. A. MA LS lods): Ac
Pp. 196 —
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FEIBA® TIM 4 IMMUNO

Anti-Inhibitor-Coagulant Complex
Steam Treated

COMPOSITION AND PROPERTIES

FEIBA TIM 4 contains an anti-inhibitor-coagulant

complex with standardised FEIB-activity' (Factor

Eight Inhibitor Bypassing ).

1 mg of proteln contains 0.7 10 2.5 units FEIBA.

FEIBA TIM 4 also contains ’80\0!’! I, X, and X
inly in non-activated form as well as actl

factorviiactor Vil ooauulan\amlgan(F vmc A%

is_present in a concentration

FEIBA. The preparation contains unly lracea of

factors of the kallikrein-kinin system, if any at all.

FEIBA TIM 4 Is prepafed from pooled hian

plasma.

Al plasma units are exclusively obtained from

licen:

and he United Stetes of Americe.

For the manufacture of FE/BA TIM 4 only piasma

units are used which were ALT-tested and were

tive in tests for HB,

bodies.

To further reduce the potential risk of viral

transmission the product is steam treated under

product-spacifc conditons (al 60°C or 10 hours,
2180°C for 1 hour) during production.

wumm

DOSAGE AND ADMINISTRATION .1 ., +is.ct

Asageneral Euldahnﬁ adose of 50 to 100 units of
per ight is _recommen

Ecwwer ot oxceading  Galy 6056 of 200 U/kg

Dosage s independent of the patient’s inhibitor
titre. glncs the response to treatment may-differ
from patient to patient the dosage recommen‘
dations are only guidelines.
Coagulation tests such as the whole biood cloting
e, hrombelastogramme {TEC,
o alu, and ine APTT usually show on yam
shortening and need not cbrralale witl éllnl:ul
improvament. For this reason these tests can only
28 Usaator montoring of FEIBA TiN 4 thorapy (05
vory limited extent.
1. Spontaneous Bleeding
Joint, Muscle and Soft Tissue Haemorrhage
Folmmorlomodelalehleedlngsadoseolso 75
gbw. is recommended at 12-hour intervals.
it oord be canimued il clbat siana of
clinicalimprovementappear, such as reliet of pain,
reduction of swelling or mobilisation of the joint.r
For major muscle and soft tissuo haemorhage,

m HIV spiked samples of FEIBA TiM
inactivated at least 10¢ IVIU/ml? in 3 hours.

INDICATIONS

FEIBA ‘TIM 4 |s indicated for therapy and
prophylaxis of haemarrhage and to cover surgical
Interventions In:

o Haemophila A patioris with F VIl inhibior

© Haemophilia B patients witn F IX Inhibitor
FEIBA TIM 4 was also used in combination with
Factor VIl concentrate for a continual fong term
therapy to achieve a complete and permanent
elimitation of the F Villinhicitor so as to allow for
regular treatment with F VHI concentrate as in
patients withoutinhibitor (BRACKMANN etal., 1981)
In addition, he successtul uso of FEKBA TIM 4 was
described in a few non-haemophiliacs with
acquired inhibitors o factors Vi, Xl and Xi as well
as in a patient with von Willebrand's disease with
an inhibitor. For guidelines for treatment of patients
with inhibitars see table 1

Since a single dose of FEIBA TIM 4 contains
considerably less F VIl caa;iulam antigen than
Factor Vit cancenu t 4 is the
trestment of choict igh rasponder patients,
Gven if the current Innbitor tire 1 low.

CONTRAINDICATIONS
Depending on Ihumpug:c alternatives below

seding, doses of 1
U/kg B, ot o:hoor Intervals ars recommended

Mucous Membrane Bleeding

Adose of 50 U/kg bw. is recommended to be given
at6-nour intarvals under careful monitoring of the
patient (visible bleeding site, repeated measure-
ments of the patient’s’ haematocrif). Again, il
haemorthage’ dass notstopi tne dose may ‘be
Increased 1 100 U/kg bw. taking care not 10
exaesd tne maximun Saily ose o1 200.13/kg bw,

Other Severe Haemorrhages

Severe haemorrhages, such as GNS bleedings
have been eifectively treated with doses of 1
U/kg bw. at 12-hour intervals, In Individual cases
FEIBA TIM 4 may be given at intervals of 6 hours
until clear clinical improvement is achieved. (Do
not exceed the maximum daily dose!)

2. S [ .
Taking care 10t 1o exceed the maximum daily dose,
50— 100 U/kg bw. should be given at intervals of
up 10 6 hours.

3. Prophylactic Treatment

For dosage recommendations for prophylactic
treatment see table 2.

Reconstilution of Concenlrate

FEIBA TIM 4isto be stored in lyophilised condition
and_ shouid only be reconstituted immediately

relative or

absolute.

In marauowmgsuuanonsremnw4snaumonly
d if - for example owing 1o a very high

e use
inhibilor flre — o responss to treatment wih e
i ion factor be

expected.
Disseminated Intravascular Coagulation (DIC):

~ La clinica
clearh tive of DIC.

— Laboratory.histologicaiand/or cinical signs of
liver damage; due to the delayed clearance of
activated coagulation factors such patients are
at an increased risk of developing DIC.

Myocardlal Intarction, Acute Thrombosis and/or

In pnmanls with a tentative or definite diagnosis of
coronary heart disease as well as in patients with
acute thrombosis and/or embolism the use of
FEIBA TIM 4 is only indicated in life- lhuu!smng
bleeding events

SIDE EFFECTS

rare cases allergic reactions such as faver,
urticaril rashes, nausea and relching as well a3
other more or | reactions

€ solution must then be u:
as promptly as Wicﬂcabla. however, within a
maximum of 1 hour. Entered vials must not be

1. Warm -the unopened botile comamln the
solvent to room tempsvamre {max, 3

2. Remove the caps from the concenm\le and
solvent pottles (fig. A] and disinfect the rubber

stoppers of both bottles,

The enclosed I!Hnsler needle {(double-ended

needle) is protected by 2 plastic caps sealed by

@ weld mark. Break the weld (lg. 8) by wisting

©

axa the rubber sleppev of me solvent botle (fig.

>

Remove the other cap from the double-ended
needle laking care not to touch the exposed

Invert the solvent bottle over the concentrate
boltle, and insert the free end of the double-
ended needle to approximately half the needie
length into the rubber stopper of the congen-
trate bottle (lig. D). TI’\QSON@M will be drawn into
ha concentrate bottle which is under vacuur

Disconnect the twa botlles by removing the
neadie tion e concenirals botlle (ig, E)

o

have been observed after administration ol FEIBA

Soveve allev%c and anaphylactoid reactions may
necessitate the interruption of substitution treat-
ment. Mild reactions can be managed with
antihistamines; severe reaclions require immediate
intervantion, In patients with a history of hyper-
sensitivity reactions to_plasma denvmlven e

of may

be indicated.

After administration of high doses (single doses of
more than 100 units FEIBA per kg of bodyweight,

and daily doses of more then 200 units per kg bw%
laboratory signs such as the presence of

pmducxs\ or prolonged zcwatéﬁ’pamal thrombo-
plastin time (APTT), thrombin time and prothrombin
time ive of DIC (see PRECAUTIONS) were
Observed nafew cases. Howover, asevere clinical
course or fatal outcome after treatment with FEIBA
TIM 4 have never been reported.
The state of the art suggests that it cannot be
precluded with certainty that both known or
unknown viruses, which may occur in plasma, are
transmitted through factor concentrates.
Clinical safety studies have shown no case of
hepatitis B or NANB.

tate

accelerate di ssolunon

Upon complete reconstitution of the concen-

trate insert the enclosed aeration needie (fig. F)
foam will collapse. Remove the

aeration needle.

@ é
=
WE BF

we e wo

Administration

Remove the protective covering Irom the enclosed
fter needle by urning the cap and it ine needle

o the syringe (fig. G).
Discannect the fiter ncadie from the syringo and
slowly inject the solution intravenously with the
enclased disposablo needle (or the rhusion st
with a winged adap!

injecti rale of 2 units

The product is safe wi o issionof Do
HIV (HTLV LAV, EEH per kg of body waxgm per minute.

11 giltront rocanslitution method s chosen, use
INTERACTIONS iter to prevent of
"i notto ics such Snditeoned particles (i rapid reconstitulion is

silon-aminocaproic acid in combination with
FEI A TIM 4 treatment (see PRECAUTIONS).

1 unit FEIBA Is datined 89 that amount o factar Vil inholox
bypassing _activiy snortons (he sctivated partiel

required for emergencies) or rubber particles cut
from the stopper (danger of microembolism),

PRECAUTIONS

iramboglastn o et
S0 e ot waton (SamR
In v et o pormi

(oIC)
if clinical signs of intravascular coagulation occur,
which Include changes in blood pressure, pulse

SHPL0000106_150_0003



rate, wspvralmydls!vess chest pain and cough, the
infusion should a stopped promplly and the

fosts, Laboratory indications of 01 ara decreased
fibrinogen, decreased platelet _count, and/or
presencaal tibrin/fibrinogen degradation products

DP). Otherindications of DIC include significantly
pmlongeu thrombin time, prothrombin’ time, or

Laboratory Tests and Clinical Efflcacy
£x vivo tests o control efficacy such as APTT,
whalo.blood clofing ime (WBGT), and thromb
elastogramme (TEG) need nol correlate with
clinical improvement. For this reason, attempls at
normalising thess values by increasing the dose of
be successful and are
strongly discouraged because of the potential
hazard of producing DIC by overdosage.

Significance of PIIM.I Count

ikt 4 voatmontitis renommeuueu thal a platelet
count be p:rlormed since a suﬂlclenl number of

be necussary lorine efticacy of FEBA TV 4,

Antilibrinolytics
It ueatment with both antifibinoiytics such as
epsilon—nminocaproic acid and FEIBA TIM 4 is to
be carried out, the interval between the adminis-
tration ol enner pmuuc\ should be at! least 8hours.

SHELF LIFE AND STORAGE
Two years when stored between +2°C and +8°C.
Within the indicated shelf llfe period the product
may be stored for 6 months at room temperature
{max. 25°C). Without cooling facilities FEIBA TIM 4
may thersfore be laker, along when ravaling ot
during holidays. e 8n which the
product is not smred at rafrlgemw temperature
should be noted on the p:
FEIBA TIM 4 must not be used beyand the axmry
date indicated.
Store out of the reach of children.
PACKS
FEIBA TIM 4 iIMMUNOQ 250
— R/C vial containing 250 FEIBA-units,
Iyophilised
= R/G vl contalning 20 ml Aqua ad ineciablia
— Kitor reconsttuton and injectio
FEBA Tifh 4 ivmiuRd 360
- R/C vla{ containing 500 FEIBA-units,
xobmll sed
/C vial contalning 20 mi Aqua ad Iniectabilia
— Kit for reconstitution and injection
FEIBA TIM 4 IMMUNO 1000
— R/C vlal containing 1000 FEIBA-units,
ised

- BRI Sontaining 20 mi Aqua ad Iniectabilia
— Kit for recons\nuuon and I"]ec lion

Table 1: Gumelmas for Treatment of Patients with Il\mbnws

Inhibitor titre Response to F VI Minor to moderate Severe to life-threatening
BU*/ml) treatment bleeding bleeding, surgery
<5 low responder FVIlorFEIBATIM 4 F VIl or FEIBA TIM 4
high responder FEIBATIM 4 FEIBATIM 4
5-10 low responder FVillor FEIBATIM4 FEIBA TIM 4
hign responder FEIBA TIM 4 FEIBA TIM 4
~>10 low resparider” - FEIBA TIM- 4+~ = [ EEIBATIMA A rmm e =t
high responder FEIBA TIM 4 FEIBATIM 4
1Bathesds i
o 2 hours 1 37°C.
Table 2: Prophylactic Treatment
Facter VIl FEIBA Dosage interval Duration of treatment
Stage | 75100 U/kg 40—60 U’kg twice a day unitll reductiol
F vl ml’nbllor mm to
approx. 1 BU*/s
{255 0id Oxtord
Units/mt**)
Stage il 75-100 U/kg —— twice a day until no inhibitor is
detectable
Stage Il | 75-100 Urkg —_— oncaor ;.| unti nosmal F Vill half
- twice a day lite and in vivo recovery -
are oblained

* KASPER C_ EWING . sparance with e bathsd asay o oer i ofolblor duteclior, in MARIANS . RUSSO M. A.

jods): Aciivated Prothrombin Complex Corcenal

tes. Prasger, New York 1992,

;T vasimentofioh Blersaganafcto
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