innohep® Anticoagulant

Tinzaparin sodium

of innohep® minor hagmorrhages can be managed consarvatively following treatment
discontinuation, Serious haemarrhage may require the administration of the antidote
protamine sulphate, Patients should be carafully monitorad,

Undesirable afects

The meost frequently reported undesirable effects are hasmonhage events, anasmia
secandary to haemorrhage and injection site reactions.

Haemorrhage may prasentin any organ and have differant degress of severity.
Complications may occur particularly when high doses aro administered. Although
major haemorrhages are uncommon, death or permanent disability has been reported

in S0me Cases.

Immune-mediatad haparin-induced thrombocytopenia (type I} largely manifests within
5 to 14 days of receiving the first dose. Furthermore, a rapid-onset form has been
described in patients previously expasad to heparnin. Immune-mediated heparin-induced
thrombocytopenia (type I} may be associated with anerial and venous thrombosis,
innohep™ must ba discontinued in all cases of immune-mediated haparin-induced
thrombocytopenia (see Spacial warnings and pracautions),

In rare cases, innohep® may cause hyperkalaemia due to hypoaldosiaromsm.
Patients at risk include thosa with diabetes mallitus or renal impairment (soe Special
warnings and precautions).

Saripus allergic reactions may somatimes occur. Thesa include rare cases of skin
necrosis, oo skin eruption (e.9. Stevens-Johnson syndrome), angicedema and
anaphylaes, Treatment should be promptly discontinued at the shightest suspicion of
such SEVEre reactions.

For sybcutaneous injection
10 Vinls of 2 ml Vary common =110
Tinzaparin sodium 10,000 IU anti-Xa/mi, presened with benzyt alcobol (10 mofmi, Common z1/100and <170
Tinzaparin sodium 20,000 IU anti-Xa/mi, preserved with banzyl alcohol (10 mafmi), Uncommon =1/1,000 and <17100
stabilized with sodium metabisulphita. Rara =111 ﬂ,mﬂ <1f1,000
——— 10 Pre filled syringes with noedle ssfety devics af 0.25ml 0.35ml or 0.45mi Sy
—— Tinzaparin sodium 10,000 U anti-Xa/mi. Blood and lymphatic system disorders
=== 2Pro-filled s with neudle safety dovice of 0.5ml, 0.7ml or 0.8m| = :
M Tinzaparin smmm U anti-Xa/mi, stabilized with sodium metabisulphite. Commaon =1/100 and < 1/10 Anaemia lincl. hagmoglobin decreased)
= properties Uncommon 171,000 and <1100 | Thrombocytopenia (type [} lincl. platelet count
S— i pErin w?m is & low maolacular waight heparin produced by enzymatic decreased)
w62 p0lymErization of conventional heparin, ; 1 Heparin-induced thrombocytopania {type )
S The molecular mass is betwoan 1,000 and 14,000 dakton, with a weight average Rarw x1/10.000 and <1/1.00 m::m PR IoRsIn e
s molecular mass of approx. 6,500 datton. Tingaparin sodum is an ant-thrombotic agent.
== innohep® has a bioavailability of about 30% following subcutaneous injection. The immune system disorders
— absorption half-fife is 200 minutes, peak plasma activity baing abservad after 86 hours.
The alimination half-life is ahn:llt 3.7 hours. Tinzaparin sodium is eliminmed, primarily Uncomman =1/1,000 and <1/100 | Hypersansitivity
o | ' _ ‘Rare =1/10.000and <I/1000 | Anaphylactic reaction
The pharmacokinetics/pharmacodynamics of are monitored by ant-Xa -
activity. There is a linear dose-responsa relationship plasma activity andthe | Metabolism and putrition dizorders
dose administerad. 1
Y RSP U e g Rare 2110000 and <1/1000 | Hyperkalaomia
Sadiontions Vascular disorders
Trastmant of deap-vein thrombosis and pulmonary embolism,
Pravantion of postoperativa desp-vein thrombosis in patients undargoing generaland | Commen 21/100 and < 1110 Haemorrhage
orthopaedic surgery. ; _ Heomatome
;‘“minhg:mhmmmmmwm“ Uncommon =1/1,000 and <1/100 | Bruising, ecchymosis and purpura
rders
Dosage Hepatobiliary disa
The recommended dose is 175 IU anti-Xa/kg body-weight s.c. once daily. Uncommeon =1/1,000 and <1/100 mm.fﬂsﬂm
Thromboprophyiais in patients with modarate risk of thrombeosis (ge rul: -
On the day of operation 3,500 IU anti-Xa s.c. 2 hours bafora surgery and postoparatively | Skin and subcutanecus tissus disorders
e bl i< _ Uncomemon 17700 14 <IN | Dormats inl dormats allrgi and bulous)
hrombopropiryiags 0 pIbents With high fEK o | DO T piacemant.
IJ da-,rufupi{ninn ﬁ. I anti- :.nh‘lli:nur: ha:lmr Sﬁeﬂr: nr.'ilil' Hri :ln:'-hh.ﬂtu Pruritus
-weight s.c. 2 hours nonce u pa aen
mﬁ W e Rare =1/10,000 and <171,000 Toooe skin eruption [including Stevans-
Ski i :
OF SOOHT-TETT N5 QINOREans ok I RISLP e
boks dose of 2,000-2,500 1U ant-Xa into the artarialside of the dialyser (orintravanously) ik
atthe beginning of dialysis. Urbcaria
ON-URITT g e TRRra -:t- il L-21 HUT S,
Amm into the arteralside of the dialysar (orinravenously) t Musculoskeletal and connective tissue disorders
e beginring of dietysls. folcied by an infuslon of 750 11 arl-Xa hour Rare =1/10.000and <1/1,000 | Osteoparosis {in connaction with long-term
MaﬁmIMMWMMFﬂwmdu’.im@mmmhmﬂh treatment)
stops of 250-500 IU) anti-Xa until a satisfactory response is obtained. =
Ranal function should be assessed with e.g. the Cockeroft-Gaul formula to estimate Rare 21/10,000 and <1/1,000 [ Priapism
creatining clearance levals, —
Mo dose reduction is needed in elderly patients with nommal renal function, [See Genoral diserders and administration site conditions
Renalimpaiment Commeon =1/100 and < 1/10 :‘nj'ﬂl.‘-‘tll:ll'l site gm:uun lincl. injection site
No dese reduction |s needed in patients having creatinine clasranca lavels down to aematoma, haemorrhage, pain, pruritus,
mnumﬂmnmmam;umwm‘szmmﬂ?m‘ nodube, erythema and extravasation)
ranal impairment (¢ reatmine mil/min]. (Seo Special precautions).
g " VR Effects on ability to drive and use machines a
Overdose H o r s
Haemorrhage is the main complication of averdose. Dug to the relstively short half-ife m""“m“ RGOl At BTG MR W VS OF 008 Facines-

Hypersensitivity to the active substance or to any of the excipients,

Current or history of immune-meadiatad heparin-Induced thrombocytepenia (type |1}

{see Spacial wamings and precautions for use).

Active major haemeorrhage or conditions predisposing to major haemorrhage.

Major hasmomhage is defined as fulfilling any one of thase thres criteria:

a) occurs in a critical area or organ (8.9, intracranial, intraspinal, intraocular,
retroperitongal, intra-articular or pericardial, intra-utering or intramuscular with
comgartmant syndtomal,

b) causes a fall in haemoglobin level of 20 /1 [1.24 mmolL) or more, or

¢} leads to transfusion of two or more units of whols blood or red blood cells,

Septic endocardiis.

For vials anly

The muitidose vial formulations of innobep® contain 10 mg/mi of the preservative
benzyl alcohol These formulations must not be given to premature babiss and
neonates due to the sk of gasping syndrome.

For tregimant indic ations onty

Treatment doses of inmohep™ (175 IU/kg| are contraindicated in patiants who receive
neuraxial anaesthesa. i neuraxial anaesthesia is planned, innohep™ should be
discontinued at least 24 hours bafore the procedure s performed.

Innohep® should not be resumed until atlaast 4-6 hours after the use of spinal
anaesthesia or after the catheter has been removed, Patients should be closaly
monitored for signs and symptoms of neurckogical injury.

Special warnings and precautions for use

Neuraxial anaesthesia



Caution is advised when administering innohep™ 1o patients a1 nsk of haemorrhage.
For patients at risk of mapr see Contraindications, The combnation with
medicinal products affecting plateiet function or the coagulation system should be
avoided or carefully monitored {see Interaction with other medicinal products and
othar forms of interaction).

I ot iniacii

m should not be administared by intramuscular injection dua to the risk of
atoma,

Due to the risk of haematoma, concomitant intramuscular injections should also be

e ol ;
Bacause of the nisk of immune-mediatad heparin-induced thrombocytopenia (type 11,
platalot count should be measured before the start of treatment and periodically
thareafier innohep® must be discontinued in patients who develop immune-mediated
heperin-induced thrombocytopenia {type Il) (see Contraindications and Undesirable
allects). Platolet counts will usually normalise within 2 to 4 weeks after withdrawal.

Hyperkalaamia
Heparin products can suppress adrenal secretion of aldosterone, leading

lazmia,
mtm include diabates melfitus, chronic renal failure, pre-existing matabolic
acidosis, raised plasma potassium at pro-treatment, concomitant therapy with drugs
m:mmmm-wwﬂdw.hpﬁuumﬁ.
potassium levels should bs measured before starting innehep® and monitored
regularly thersafter. Heparin-related hyparkalaemia is usually reversible upon
treatment discontinuation, thaugh other approaches may need to ba considered if
innohep? treatment is considered lifesaving (e.g. decreasing potassium intake,
discontinuing other drugs that may affect potassium balance),

Prosthetic hear valves

There have been no adequate studies to assess the safe and effective use of innohep®
in preventing valve thrombasis in patients with prosthetic heart valves. The use of
innohep® cannot be recommended for this purpose.

fwallable evidence demorstrates no accumulation In putients with creatining
clearance lavels down to 20 miminute, Although anti-Xa monitoring is the most
appropriate maasure of the pharmacodynamic affects of innohep™, it remains a poor
of haemorrhage nsk, nonatheless monitoring of ant-factor Xa activity may
b considered in patients with severe renal impairmant (creatinine clearance
<30 ml/minuta), Caution is recommendad when treating patients with severe ranal
impasment {creatinine cloarance < 30 myminute). There 15 limited data svailable w
patients with an estimated creatinine clearance level below 20 mlmanue.

Elchacly
Elderly are mora likaly to have reduced renal function, (see Renal impairment],
therefore caution should be exercised when prescribing innoheg® (o the eldesly.

Exgipients wamings

This medicinal product cormains less than 1 mmol sodium (23 mg) per dose, ie.
agsentially ‘sodlum-free’.

The multidose vial formutatons of innohep® contain 10 mg/mi of the preservative
benzyl alcohol Benzyl alcobol may cause towic and anaphylactoid reactions in infants
and children up to 3 years old, ;

Sema formulations of innohep® contain sodium metabisulphite. Metabisulphitas may
rarely cause severe hypersensivity reactions 2nd bronchospasm. inmohep®
h-gmtium comaining sodium metabisulphite must be used with caution in patients
with asthma.

The 20,000 U anti-Xa/mi formulation of innohep® containg sodium metabisulphita,
Mm:amﬂuﬂ:_ﬁm&,iﬁﬁmnﬂlﬂhhwmmh
the remaining formulations without sulphite, thiz risk does not exist
Interactions with other medicinal products and other forms of interaction

The anticoagulant effect of innohep® may be enhanced by other drugs affecting the
ather nonsterosdal ant-inflammatory drugsi, thrombokytic agents, vitamin K antagomnists,
activatad protain C, direct factor Xa and lla inhibitors. Such combinations should ba
avoided or carefully monitored |see Special wamnings and precautions for use).

Use during Pregeancy and Lactaticn

[ata from sequential pharmacokinatic monitoring in 55 pregnancies sugoest that
gharmacokinetic properties of tinzaparin do not differ from the non-pregnant stale,

Eregnancy _ :
Anticosguiant reatment of pregnant woman requires spacialist mvohament
Animal swdies do not indicate direct or indirect harmiul effects with respect o
reproductive toxicity.

hhmmﬂdnumpmlmmm mmm
indicate no mallormatave not toxicity of tingaparin_ Tinzaparin does not
cross the placenta. innohep® can be used during al trimesters of pregnancy if

clinie ally neaded,

Esi j
Dus to the risk of spinal haomatoma, reatment doses of innohep® (175 ILifkg) are
contraindicated in patients who receive neuraxial anaesthesia. Thersfore, apsdural
anaasihesia in pregnant women should always be delayad untl at loast 24 hours alter

f wWiTan wit sthiatic heart valvis: '
Therapeutic failures have been mpumdhprmmmmvﬂh prosthetic heart
valves on full ant-coagulant doses of uﬂnrn{hmmhu_:nlnmdl
heparins. innohep® cannot be rec for use in this population.

Exgipignts
innoheg® vials contain banzyl alcohol. As this praservative may £ross the placanta,

L E O

el Al m Sz ke rhg

Animal data indicate that inneheg® wxcretion into broast milli is minimal

M iis unknown whather in is eccroted into human milk. Atthough oral
absorption of low molecular weight haparins ks unlikaly, a risk to newbomsinfants
pannot be exeluded.

In mnm&.mm-ﬂmmmﬁmn is particularly high
Ayring the first six weeks after child binth.

A decision must be made whether to discontinue breast-feeding or to discontinua/
abstain from innahep? tharapy, taking into account the benefit of breast-feeding for
the child and the benefit of therapy for the woman.

There are no chnical studies with innohep®™ regarding fertlity.

Incomgatibilities

innoheg® is compatibie with isctonic sodium chioride |9 mg/mi) or isotpnic glucose
{50 mgy/mi). It should not ba admbced with other infusion fluids.
Instructions for uss of the innohep™ syringes:

Thoroughiy wash your hands before you inpect this medicine. Wipe clean the skin
around the injection sita with & surgical alcohol pad and et it dry — do not rub.

1. Open the tube bending the coloured lid all the way
back and take out the syringe. Inspect tho content of the — o
syringe bafore you use it If you obseve cloudiness or Lg\
precipitate in the medicing, do not use it but take iy
another syringe. The madicine may tum yellow during

storage but can still be usad if the solution Is clear and
axplry date js not overdua. Each syringe is intended to
be usad onby once.

2 Bend the salety device down away from the
protective cap on the needla

3. Remove the protective needis cap without bending
the needie. Do not pull back the plunger and do not
press out the air bubble. If the air bubble is not placed
right by the plunges, then tap hightly o the syringe until
the pir bubble is In place.

= '.'q ____H-‘
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4, Hold a skin fold Ioosely batwaan thumb and index
fingar of one hand and with the other hand slowly inser
h':.nﬂnmrﬂ:ﬁ.rmm skin fold, Lz at a night angla
to the skin.

5. Stowly inject the required dosa into he fanytssueof [

2. the abdominal skin, the extensor sdes of the thigh, 4 |
lower back or upper arm. Wait a few ssconds to give Bl (s o
the solution time to distibute bafore you ramove the r
neadle and release the skin fold, Lﬁ T E 1 *’b

6, Wipa off any blood with a tissue. Choose a different injection site next tima {for
instanca, mowa from the left 1o the right of the abdoman),
N 3 l

7. Bend the satety device back to its original position 50
it is now undemesth the neadle, Then with the safety
davice flat against  hard surface, push downwards
unitil the needis locks into the device.

B. You can either place tha usad syringe in the tube with
the peedke downwards of you can put he used syringe
into & sharps container. The syringe is now secured, and
the tube or sharps container can be handed over for
destruction at the hospitel or by the pharmacist,

Storage condition
Da not store above 30°C.

Shalf life
Multidose Vials: 2 years.
Pre-filled Syringes: 3 years.
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