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5 PHARMACOLOGICAL PROGBRTIES

5.1 Pharmacodynamic prope Eg\s.

Phamacotherapeutic group: m@une sera and immunoglobulins: immunoglobulins, normal human, for intravascular
administration, |

ATC-Code: 1068 A2 B

Human normal immunoglobulfScontains mainly immunoglobulin G (IgG) with a broad spectrum of antibodies against
-nommu; agents i
Hum:

the 196 antibo
1 pepared o pookd s o ot fee han 1000 dotiors. 1 ha & o of irunoglobun G sublases
closely proportional to that in native human plasma. Adequate doses of ths medicina product may restore abnormally low
Immunoglobulin G levels to the normal range.

fully
effect.

1
prospective, operrlabel, multicentre phase Il til,the effcacy and safey of Octagam 10% [100 o] s studied in

5.3 Preclinical safety data
Immunoglobulins are normal constituents of the human body. Studie of repeated dose toxicity, genotoriciy, and toicity
to reproducton in animals are impra due to induction of and inteference by developing antibodies to heterologous
proteins. Since cinical experience provides no evidence for carcinogenic or mutagenic potential of immunoglobulins, no

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Maltose.

Water for injection
6.2 Incompatibilities
In the absence of comp i
s.z shetife

s . smla\ precautions for storage
Store i a refrigerator (z“c £, Do eeze

SUMMARY OF PRODUCT CHARACTERISTICS
Klmmmmns for use)
‘OF THE MEDICINAL PRODUCT

OCTAGAM 10%, solution for infusion
2 QUALITATIVE AND QUANTITATIVE COMPDSIYION

Human nomal immunoglobulin (Vigl* 100 m
ponding to the hich at least 95% is human

Dws'nhwnn of 15634 sub:\asses

\gs oS
g6, @ 1%

g6, 1%
Maximum IgA content: 400 micrograms/ml
Each vial of 20 ml contains 29 of human normal immunoglobulin
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aries from 3 - 4 week.
junction with the incidence of
jary to increase the dosage and

« The dosage interval when steady stafe s been
1 Trough levels should be meagured pnd assess.
inecion Toredue he rate fAchon, ey

aim for higher lmugh \ev&\x "g
Hpoganagchindenia and (Sofent bac fections_in _patients _with

chont hmpnocyic lakeemis, 3n | whom 1 ic antibiotics have _faled:

hypogammaglobulinaemia and recurtent bacteial infectons n pgiegu hask mult ma patients who have failed to

+ " The recommended dose is 0.2 - 0.4 glkg every three to four w] %

el tra
" The recommended dose is 0.2-0.4 gk every three to four wed Th{ trough levels should be maintained above 5g/.
Primary immune thrombocytopenia

Thee aretwo altematie treatment schedules:
« 04 glkg given dalyfor two to (i

«The treatment can be repeated if relapse occurs.

days

puvsSui

iton i ; "
atients suffering from idiopathic (immune) thrombocytopenic purpura (ITP). Octagam 10% (100 mg/mi] vias infused on 2 Each vial of 50 ml contains 5g of human normal immunoglobulin Guillain Barré syndrome:
P 9 from diopet ! i ikl d'amnfa‘; The product may b removed homhe remgeramrlnrasmq\epenedolupm?menlhs (without exceeding the expiry date) Eshiaof 100l cnis 10f N omol ot 04 gkglday over s days ~
Day 63 postinfusion. Haematology parameters were assessed on Days 2 to 7, 14 and 21 oot ken ot of the e outer carton, of human norm Kanasaki dsease i
Atotal o 31 sy Jy-diagnosed,and 1 subjct P ; o t e from plsma of human donors . |s-z.a.ykgsnoumneaammmmammmem;mvmﬁm e days or 2.0 gkg as a single dose. Patents should
s incortcty enrolled  he sty (e o 1) andwas hercore excue fomthe ey analyss 65 Nature and contents of container Fora ull st of excpients, see secton 6.1 receive concomitant treatment with acetsalilicacd. 3
ntotal, ing aife)
(93%) than in me chlumc wv cohort (73%). I subjcts with a response, the mecian tim to platlet esponse was 2 days, in 20m
(o) tn i . platlt e 4 W o 3 THARMACEUTICAL FORM ndcaton o ey o iecton
In 24 subjects. 177%}, Odagam 10% [100 mg/mi] was given at the maximum allowed mlusmn rate of 0.06 mUkg/min, ;g in ;ggm} s clear to slig ightly yellow. The pH of the liquid 45— Replacement therapy in primary - Starting dose: every 3 - 4 weeks to obtain IgG trough level of at

atients of Notall vack & e marketed 5.0, the osmolaliy is > 240 mosmol/kg. immunodeficiency 04-08gkg gyl lepsts 69
Vs uneventul I boh eses. - continatan o S on-4ong S 22 SUJs have ben reated wihth madmum ot allpack sizes may be markete et
allnwed infusion ate of 012 mUkg/min. 20 ml of solution in a 30 ml vial. 4 CLINICAL PARTICULARS 02-08gkg

50 m of solution in a 70 ml bottle. 4.1 Therapeutic Indications
folowe et 0ot T o it f by et o e sty g e e 00 mlof soluton in a 100 ml botte. Replacament therapy e atult d Replacement therapy i secondary | 02-04 kg Q] ey 3 - 4 wesks 0 obain 196 toughlvelof at
infusion-related mla\erab\h(y was not given. 200 mi ofsoluton in a 250 m bottle. . immunodeficency lepst5 -6 g/
ediatic popula deof ubber stoppers. « Hypogammaglobulinaemia and recurrent bactrial infection in patients with chronic lymphocytc leukaeria, in whom Congenital AIDS 02-04gig ey 3 - wecks
Nospeciic e i the posiatc poulaton were veﬂevmed with Octagam 10%. P prophylactc antbiotics have faled.
. ” in | 02-049kg eery 3 -4 weeks o obtain 196 trough level above
age 14,0 years range 10,5 to 16.8) suffering from primary immunodeficency disorders Ptients were treated for a penod of £ Special precautions for disposal and other handing ore 1o respond to pneumococeal immunisation. patiens afer allogeneic haematopoietic s
& months.The ciica effcacy was satisying, as the number of days with infectons or fever, and the number f days out of e o hedu}‘m“ e e ety yellow. . i tansp (HscT). stem cel tansplantation
ity of i N ightly op: e « Congenital AIDS with recurrent bacterial infections Immunomodulation:
B d b Do not use solutios that are cloudy or have deposis. unomodulato
fcons lating o bt wee asene. 3o rfeworty tht the rumber offectios s was e, g anused g Jocl requiements. ) , Primary mmune thrombocytopenia | 081 gikg o day 1, possibly repeated once within 3 days
wihen IgG pl 06 gL than when agl. o it in aduls, and chic d years) i o
be discarded. o Primary immune thrombocytopenia (ITP), in patients at high isk of bleeding or prior to surgery to correct the platelet
5.2 Pharmacokinetic properties count. agigd o 2:5da
Human normal immunoglobulin is immediately and completely bioavailable in the recipient’ circulation after inravenous T R o P ACEUTICAL COMPANY o Guillan Bamé syndrome o »
administration. It is distributed relatively rapidly between plasma znd extravascular fluid, after approximately 3-5 days Phamaniaga ammg “Sin Bhd (118254-0) * Kawasaki disease Guillain Barré syndrome 04gkgid fof 5 days.
<ol eched e oo extaaslr copor No.7, Lorong Keluli 1B, Kawasakidisease 1620k inflvided doses over 2 - days inassocaton with
041 & P R Selatan, 4.2 Posology and method of administratio o etyialiyic st

This haf-ife may vary from patien to patient, in particular in primary immunodeficiency. For Oz\agem 10%, no formal Seksyen 7,400 Shah sy g Replacement therapy should be initiated and monitored under the supervision of a physician experienced in the treatment
e ol ssem. Selangor Darul Esan, Malaysa of immunodefcency. 298 infone dose n asociation with acetysaliylic acid

Pacdiatrc Muleunn
No specifc studies i the paediatric population were performed with Octagam 10%.

age 14.0 years, range 10.5 to 16.8) suffering from primary immunodeficency disorders. Patients were treated for a period of
6 months

the average
trough level was 6.2 = 1.8 glL. The terminal halfIfe of total 196 was 36 = 11 days with a
median of 34 days, The volume of distrbution for the total 196 was 3.7 = 1.4 L and the total :
body clearance was 0.07 = 002 Uday.
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7.2 Manufacturer
Octapharma SAS, Lingolsheim, France

8 DATE OF REVISION OF THE TEXT
July 2013

9 LEGAL CATEGORY
For presciption oy

Xoo000xK

‘The dose and dosage regimen i dependent on the indication.
In replacement therapy the dosage may need to be individualised for each patient dependent on the pharmacokinetic and
dinical response.

The following dosage regimens are given as a guidelin:

. least'5 -6 il Three o ix
h ed after the niiaton of toocaur. Y

K given once, ollowed by a et 0.2 gk every thre o four weeks.
+ oo eauired o chiove o rough e 1 56 15 o th o 102 - 08 ghglmonth.

o000

Paediatic population
The posology in children and adolescents (0-18 years)is no diffeent tofthat of adults as the posology for each indication is
given by body weight and adjusted to the cliical outcome of the above fentioned conditions.

Method of administration
Fot intravenous use,

ctagam 10% [100 mg/mi] should be infused intravenously at an initia] ate of 0.01 mLikg body weight per minute for 30
minutes f well tolerated (see Section 4.4), the rate of administration ma gradually be increased to a maximu of 0.12 mU/
ko body weight per minute.
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43 Contraindications Q)
snce orto any of Octagam 10% [100 moim] (ee Section 4.4
e i antodi on

44 Specil wamingsand piecautonsfor use

maltose per maltose in blood glucose assays
mzy result in falsel elevated g{me reings ant mnsequenl\y‘ T e nopropriteadminictaton o min eling
Also, cases of may go untreated if the hypoglycaenic state is

ftiin by el cleated R redings e Secton .5 For acute renl fiure see below.
Certain severe
Section 4.2 must be.

thecensed Vigpraducs contiing varios excint such s sucuse glcose and malose,tose contining surose 253
stabilser accounted fo
such excipients may be considered.

In patients at risk for acute renal falure, IVlg products should be administered at the minimum rate of infusion and dose
practiczble.

reported to occur in Vig treatment of Vg treatment

the nfusion period

i has resulted in equel gins within several hours to 2
et rug e3Rons may be eated o therte of nfsion. The ecommended infusion ate v under days following IVig veatmen, Cerebrospnal equently oukand cole
per mm3 hundred m.
AMS may occur more frequently n association with high-dose (2 gkg) IVig treatment.
Certain adverse reactions may occur more frequently: s
IVig products can contain blood group antibodies which may act as haemalysins and induce in vivo coating of red blood

«in case of hgh ate of infusion
+ i patent who receive human narmal inmunogobuin for the st e o i e cases,when the human noml
product long interval since th

Potential fen b
et sensithe 0 human nomal immunogobuin by il iecting the product slowly (0.1 t0 0.2 mLkg body
weight per m
« e todhly montred o any symptoms throughou the ifusion prod I partclay,patients aie o human nomal
there has been
along inenal snc thepreos fusionshoud be mnmmred duing the ot fion and o the st hur s he
firstinfusi

g proc
cels with immunoglobulin, causing  positive direct antiglobulin reaction (Coombs' test) an, rarey, haemolysis. Haemolytic
i o Gevelop sbseqent o M heopy s o cnhance e lo cls (180 seauesuaton. g reciiens shoud
be monitored for clinical signs and symptoms of haemolysis. (See section

serological testing

After inject ibodies in

Teultin mistading posie esls nsecogica lesnng

Passive transmission of antibodles to erythr 9. A B, D may interfere with some serological tests fo red cell
test).

adminisration
se of adverse reaction, either the rate of administration must be reduced or the The

oqpe a
antibodies for exampl nionin et (AT drect Coombs

depends o the nature and severity of the adverse reaction.

f shock, standard medicl treatment for implemented.
Inallpatens, Vg adninsaion e
Gequte. ytonpior o the it o the nfusio o Vg
2 omtotng o e ouput
. g ofs

This mdicial product cntans ke o 03 ol (o069 mg) sodium per ml. To be taken into consideration by
patients on a controlled sodium diet,

Hypersensitivity
e ypersensivity rescions re e Theycn ccr n pamems it a-m IgA anibodes.
Wgsnat

concem.

by previous treatment with human normal immunoglobuin.

T S idence ofan asaciion between IVig administration and thromboembolic events such as myocardial
infarction, cerebral vascular accident (incuding stmke) pulmonay embolimand deep vein thromboses which i assumed to

be earised i presclingand nfsing Vg v obese patents and in patents wih preiting P focors mr mmmkm tic

Standard measures to prevent infections esuting from the use of medicinal products prepared from human blood or plasma
include selection of donors, screening of individual donations and plasma pools for specific markers of infection and the
inclusion ive manufacturing steps for the inactivation/removal of viruses. Despite this, when medicinal products
prepared from human blood or plasma are administered, the possibity of transmitting infective agents cannot be totally
xcluded. This ol

the manufacturer of the testing system to determine if the system is appropriate for use with maltose- containing parenteral
roducts,

proc
Paediatric population
or additional forthe.

46 Fert

 pregnancy and lactation

The safety of this medicinal product for use in human pregnancy has not been established in controled clinical trials and

cross the placent the third trmeste. that no harmul
effects on the course of pregnancy, or o the foetus and the neonate are to be expected.
Immunogobulins are excreted into the milk and may contrbute to protecting the neonate from pathogens which have a
mucosal portal of enty.
a ty
4.7 Effects on abilityto drive and use machines
The ablity 10% 100 mg!
il. Patients who experience adverse reactions during treatment should wait for these to resolve before driving or operating
machines.
4.8 Undesirable zﬁens
Summano e e

s allergic ) hypersensitivty type of reactions and headache, dizzines, chills, back pain, chest pain, fever,
o eacions,vomiing, el ow bl presste 30 wasen may ozl oc. edclos s e

expected

lln b prssreand, i soated cass, naphylactic shock,
e when e pint e shown o hyprsndiny 1o preiousadmimstiaion.

rer
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Nervous system disorders

headache

cerebrovascular accident;
meningits aseptic;

puIoYdRJO0

dizziness;
paraesthesia

Cardiac disorders.

myocardial nfarction;
cardia;
papitatons;

Vascular disorders

thromb

ey ———
potension;

hypertension

Respiratory,thoracic and
mediastinal disorders

respiatory ailure;

Gastrointestinal disorders

nausea

vomiting;
diarthoea;
abdominal pain

Y
Cases of

pathog o
nveloped v IV, HBV and
imited value Egm‘ > m o HAVzndpaNnvws 15, \m;ﬂunaglubuhn Revesible haemolic fescions have been bseed paes ff?sf:\k those with lood roups A B
and itis also assumed that the antibody content makes an important conti mmmn m the viral saf Very N ’a‘“"e h

it srongly recommended tht every time that Octagam 10% [100 mgimil i admiisteed to a patient,the name and batch
number of the product are recorded in order to maintain a link betvween the patient and the batch of the product,

Pacdiatric population
P o licable for the

4.5 Interaction with other medicinal products and other forms of interactior
1 e 1o i any plductthat mayraai i he o gt he an ot fson the gy b fushd wit
either 0.9% saline or 5% dextrose solution.

Vi el products prepared from human Sotor plasma are administered, the possibilty of transmittng infective
agents canna e oty excided. i 2l ppies o unknonn o emerig isesad b pathogens. or ey it
respect o transmissible agents,see Section 4.4,

Tabulated ls of adverse reactions
is according to the MedDR
i

and Preferred Term Level).

(2 1/10); common (= 1/100 to < 1/10); uncommon (= 1/1,000 to < 1/100); rare = 1/10,000 to < 1/1,000); very rare (<
1/10,000), not known (cannot be estimated from the available data).

tissue
disorders

1dfva 2Svyong pup Sutfjaqny|Dds -

urticaria;

rash;
rash erythematous;
dermatis;
pruritus;

alopecia

Musculoskeletal and
connective tissue disorders

back pa

arthralge;
myelgia

Renal and urinary disorders

renal falure acute.

General disorders and
adminisration site conditons.

fever;
fatigue;
injection site reaction

chlls;
chest paj

hot flush;

fushing;
hyperhidrosis;

(colurmns
named commn’ and uncammon')and fom pstnaeting experece it Ocagan 5% (aumnramed v e

Live atenuated s accnes Investgations hepatic enzymes nceased;
ait for live attenuated s iy blood glucose fase positive
o o o e, el s nd e e aammnauun of this product, an intenvl of 3 months Y group
forup ‘MedDRA 8.1 Coded mmon Very Rare Description of slected adverse reactions

Common Uncor
2111000 < 1/10 211,000 to < 11100

events (such as advanced age, hypertension, diabetes melltus and a history of vascular disease or episodes, 101 year. Therfore, patients e checked. <1/10,000
ptierts wih acquied o mheied hombophlic dsorders, patents i brlonged perods of mosiaton, severely
costy) Blood Glucose Testing Blood and lymphatic system Teukopenia;
ifusion disorders haemolytic anaemia

and dose practcable.

Acute renal falure.

C nmost
ik factors have been identiied, such as pre-existing renal insuffcency, diabetes melitus,
ypovolemia,ovenweigh, concomitant nephrotoxic medicinal producs o age over 65
In case of renal impairment, Vg discontinuaton should be considered. Whi these reports

of renal dysfunction and acute rena falue have been associated with the use of many of !

pil_F_850_MY_GTP_03.indd 2

th
{GDHPQ0)or gy cidoredictase metod) iy it the mlse (90 i) contaied i Ocag 10%
1100 my/m] as glucose. This may result in falsely elevated glucose readings during an infusion and for a period of about
15 hous after the end o the nfusion an, consequnty, i the inapproprate adminitation of nsuln, esiog -
threatening or even

by ke

110% 100 mgm]or ot

Immune system disorders | hypersensitivity anaphylactic shock;

For description of slected adverse events,see Section 4.4

to simple measurements such as reduction of the infusion rate or temp:
the type of adverse reaction, all were recognised for IVIG preparations.
headache.

anaphylactod reacton;
angoneurotc e
face oedema

agitation

The poduct informaton of the bood gucose testing system, ncuding that of Iﬁe t
determine if the system is appropriate for use with maltose-containing parenteral Wududs f any uncertainty ex\sls. comacl

4

4.9 Overdose

Overdose may lead to fluid overload and hyperviscosity, particularly in
with cardiac of renal impairment.

frry discontinuation of the infusion. With respect to
fihe most frequent adverse reaction observed in the

fatients at ris, including elderly patients or patients
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