GRIFOLS

Rx Prescription drug

Flebogamma® 5% DIF

Solution for infusion

COMPOSITION:
Human normal immunoglobulin intravenous infusion (IVig)
One ml contains: Human normal immunoglobulin ............ 50 mg

Purity of at least 97% immunoglobulin G (IgG)

One vial of 50 ml contains: 2.5 g of human normal immunoglobulin
One vial of 100 ml contains: 5 g of human normal immunoglobulin

One vial of 200 ml contains: 10 g of human normal immunoglobulin
One vial of 400 ml contains: 20 g of human normal immunoglobulin

Distribution of the IgG subclasses (approx. values):

g6,  666%
g6,  285%
g6,  27%
g6,  2.2%

The maximum IgA content is 50 micrograms/ml.
Produced from the plasma of human donors.

Excipients: D-sorbitol, Water for injections
One ml contains 50 mg of D-Sorbitol.

PHARMACEUTICAL FORM:

Solution for intravenous infusion
The solution is clear or slightly opalescent and colourless or pale yellow.
Flebogamma® 5% DIF is isotonic, with an osmolality from 240 to 370 mOsm/kg.

PHARMACODYNAMIC PROPERTIES:

Pharmacotherapeutic group: Immune Sera and Immunoglobulins: immunoglobulins,
normal human, for intravascular administration; ATC code: JO6BA02

Human normal immunoglobulin contains mainly immunoglobulin G (IgG) with a broad
spectrum of antibodies against infectious agents.

Human normal immunoglobulin contains the IgG antibodies present in the normal
population. It is usually prepared from pooled plasma from not fewer than
1000 donors. It has a distribution of immunoglobulin G subclasses closely proportional
to that in native human plasma.

Adequate doses of this medicinal product may restore abnormally low immunoglobulin G
levels to the normal range.

The mechanism of action in indications other than replacement therapy is not fully
elucidated, but includes immunomodulatory effects. A significant increase in median
platelet levels was achieved in a clinical trial in chronic ITP patients (64,000/pl)
although it did not reach normal levels.

Two clinical trials were performed with Flebogamma® 5% DIF, one for replacement
therapy in patients with primary immunodeficiency both in adults and in children
and another for immunomodulation in adults patients with immune thrombocytopenic
purpura.

PHARMACOKINETIC PROPERTIES:

Human normal immunoglobulin is immediately and completely bioavailable in the
recipient’s circulation after intravenous administration. It is distributed relatively
rapidly between plasma and extravascular fluid, after approximately 3 - 5 days
equilibrium is reached between the intra- and extravascular compartments.
Flebogamma® 5% DIF has a half-life of about 30 - 32 days. This half-life may vary
from patient to patient, in particular in primary immunodeficiency.

IgG and IgG-complexes are broken down in cells of the reticuloendothelial system.
Paediatric population

No differences of the pharmacokinetic properties are expected in the paediatric
population.

THERAPEUTIC INDICATIONS:

Replacement therapy in adults, children and adolescents (0-18 years) in:

- Primary immunodeficiency syndromes with impaired antibody production.

- Hypogammaglobulinaemia and recurrent bacterial infections in patients with
chronic lymphocytic leukaemia, in whom prophylactic antibiotics have failed.

- Hypogammaglobulinemia and recurrent bacterial infections in plateau phase
multiple myeloma patients who failed to respond to pneumococcal immunisation.

- Hypogammaglobulinaemia in patients after allogenic haematopoietic stem cell
transplantation (HSCT).

Replacement therapy in children and adolescents (0-18 years) in:

- Congenital AIDS with recurrent bacterial infections.

Immunomodulation in adults, children and adolescents (0-18 years) in:

- Idiopathic Thrombocytopenic Purpura (ITP), in patients at high risk of bleeding or
prior to surgery to correct the platelet count.

- Guillain Barré syndrome.
- Kawasaki disease.

POSOLOGY AND METHOD OF ADMINISTRATION:

Posology:

The dose and posology is dependent on the indication.

In replacement therapy the dose may need to be individualised for each patient
dependent on the pharmacokinetic and clinical response. The following dose regimens
are given as a guideline.

Replacement therapy in primary immunodeficiency syndromes

The dose should achieve a trough level of IgG (measured before the next infusion) of
at least 4 - 6 g/I. Three to six months are required after the initiation of therapy for
equilibration to occur. The recommended starting dose is 0.4 - 0.8 g/kg followed by at
least 0.2 g/kg/month given in divided doses every three to four weeks.

The dose required to achieve a trough level of 6 g/l is of the order of 0.2 - 0.8 g/kg/month.
The dose interval when steady state has been reached varies from 3 - 4 weeks.
Trough levels should be measured and assessed in conjuction with the incidence of
infection. To reduce the rate of infection, it may be necessary to increase the dosage
and aim for higher trough levels (>6 - 9 g/l).

Hypogammaglobulinaemia and recurrent bacterial infections in patients with
chronic lymphocytic leukaemia, in whom prophylactic antibiotics have failed;
hypogammaglobulinaemia and recurrent bacterial infections in plateau phase
multiple myeloma patients who have failed to respond to pneumococcal immunisation;
children and adolescents with congenital AIDS and recurrent bacterial infections

The recommended dose is 0.2 - 0.4 g/kg every three to four weeks.
Hypogammaglobulinaemia in patients after allogenic haematopoietic _stem cell
transplantation

The recommended dose is 0.2 - 0.4 g/kg every three to four weeks. The trough levels
should be maintained above 5 g/I.

Idiopathic Thrombocytopenic Purpura

For the treatment of an acute episode, 0.8 - 1 g/kg on day one, which may be repeated
once within 3 days, or 0.4 g/kg daily for two to five days. The treatment can be
repeated if relapse occurs.

Guillain Barré syndrome

0.4 g/kg/day for 5 days.

Kawasaki disease

1.6 - 2.0 g/kg should be administered in divided doses over two to five days or 2.0 g/kg
aslg single dose. Patients should receive concomitant treatment with acetylsalicylic
acid.

The dose recommendations are summarised in the following table:

Indication Dose Frequency

Replacement therapy in primary - starting dose:
immunodeficiency 0.4-0.8 g/kg

- thereafter: | every 3 - 4 weeks to
0.2-0.8 g/kg | obtain IgG trough level of
at least 4 - 6 g/I

Replacement therapy in secondary | 0.2 -0.4 g/lkg | every 3 - 4 weeks to
immunodeficiency obtain IgG trough level of
at least 4 - 6 g/I

Children and adolescents with AIDS| 0.2 - 0.4 g/kg | every 3 - 4 weeks

Hypogammaglobulinaemia 0.2-0.4 g/kg | every 3 - 4 weeks
(<4 g/l) in patients after
allogeneic haematopoietic stem cell
transplantation

Immunomodulation:

Idiopathic Thrombocytopenic 0.8-1g/kg | ondayl, possibly
Purpura or repeated once within 3
days
0.4 g/kg/d for 2 - 5 days
Guillain Barré syndrome 0.4 g/kg/d for 5 days
Kawasaki disease 1.6 -2 g/kg in several doses for
or 2 - 5 days in association
with acetylsalicylic acid
2 g/kg in one dose in association
with acetylsalicylic acid
Paediatric population See above See above

Paediatric population

The safety and efficacy of Flebogamma® 5% DIF in children aged 0 to 18 years have
not yet been established in clinical trials however 3 paediatric patients were included
in the primary immunodeficiency study.

As the posology for each indication is given by body weight and adjusted to the clinical
outcome of the above mentioned conditions, the posology in children is not considered
to be different to that of adults.

Method of administration:

Flebogamma® 5% DIF should be infused intravenously at an initial rate of
0.01 - 0.02 ml/kg/min for the first thirty minutes. If well tolerated, the rate of
administration may gradually be increased to a maximum of 0.1 ml/kg/min.

CONTRAINDICATIONS:

Hypersensitivity to the active substance or to any of the excipients (see section Special
warnings and precautions for use).

Hypersensitivity to human immunoglobulins, especially in very rare cases of
immunoglobulin A (IgA) deficiency, when the patient has antibodies against IgA.
Hereditary fructose intolerance (see section Special warnings and precautions for use).

SPECIAL WARNINGS AND PRECAUTIONS FOR USE:

Read carefully the instruction before use. For further information, please consult

your doctor.

This drug is used upon doctor’s prescription only.

Sorhitol

Each ml of this medicinal product contains 50 mg of sorbitol. Patients with rare

hereditary problems of fructose intolerance must not take this medicine.

In case of inadvertent application and suspicion of hereditary fructose intolerance

the infusion has to he stopped immediately, normal glycaemia has to he

re-established and organ function has to be stabilized by means of intensive care.

Interferences with determination of blood glucose levels are not expected.

Paediatric population

In bahies and young children hereditary fructose intolerance may not yet he

diagnosed and may be fatal, thus, they should not receive this medicinal product.

Infusion rate

Certain severe adverse reactions to the medicinal product may be related to the rate

of infusion. The recommended infusion rate given under section Posology and method

of administration must be closely followed. Patients must be closely monitored and
carefully observed for any symptoms throughout the infusion period.

Certain adverse reactions may occur more frequently:

- incase of high rate of infusion

- in patients with hypo- or agammaglobulinaemia with or without IgA deficiency

- in patients who receive human normal immunoglobulin for the first time, or in rare
cases, when the human normal immunoglobulin product is switched or when there
has been a long interval since the previous infusion.

Potential complications can often be avoided by ensuring that patients:

- are not sensitive to human normal immunoglobulin by first injecting the product
slowly at an initial rate of 0.01 - 0.02 ml/kg/min;

- are carefully monitored for any symptoms throughout the infusion period. In
particular, patients naive to human normal immunoglobulin, patients switched
from an alternative IVIg product or when there has been a long interval since the
previous infusion should be monitored during the first infusion and for the first
hour after the first infusion, in order to detect potential adverse signs. All other
patients should be observed for at least 20 minutes after administration.

In case of adverse reaction, either the rate of administration must be reduced or the
infusion stopped.

The treatment required depends on the nature and severity of the adverse reactions.
In case of shock, standard medical treatment for shock should be implemented.

In all patients, IVIg administration requires:

- adequate hydration prior to the initiation of the infusion of IVIg

- monitoring of urine output

- monitoring of serum creatinine levels

- avoidance of concomitant use of loop diuretics

Hypersensitivity

True hypersensitivity reactions are rare. They can occur in the very seldom cases of IgA
deficiency with anti-IgA antibodies.

Rarely, human normal immunoglobulin can induce a fall in blood pressure with
anaphylactic reaction, even in patients who had tolerated previous treatment with
human normal immunoglobulin.

Thromboembolism

There is clinical evidence of an association between IVlg administration and
thromboembolic events such as myocardial infarction, stroke, pulmonary embolism
and deep vein thromboses which is assumed to be related to a relative increase
in blood viscosity through the high influx of immunoglobulin in at-risk patients.
Caution should be exercised in prescribing and infusing IVIg in obese patients and
in patients with pre-existing risk factors for thrombotic events (such as advanced
age, hypertension, diabetes mellitus and a history of vascular disease or thrombotic
episodes, patients with acquired or inherited thrombophilic disorders, patients with
prolonged periods of immobilisation, severely hypovolemic patients, and patients with
diseases which increase blood viscosity).

In patients at risk for thromboembolic adverse reactions, IVIg products should be
administered at the minimum rate of infusion and dose practicable.

Acute renal failure

Cases of acute renal failure have been reported in patients receiving IVig therapy. In
most cases, risk factors have been identified, such as pre-existing renal insufficiency,
diabetes mellitus, hypovolemia, overweight, concomitant nephrotoxic medicinal
products or age over 65.

In case of renal impairment, IVIg discontinuation should be considered.

While these reports of renal dysfunction and acute renal failure have been associated
with the use of many of the licensed IVIg products, those containing sucrose as an
excipient accounted for a disproportionate share of the total number. In patients
at risk, the use of IVlg products that do not contain sucrose may be considered.
Flebogamma® 5% DIF does not contain sucrose.

In patients at risk for acute renal failure, IVIg products should be administered at the
minimum rate of infusion and dose practicable.

Haemolytic anaemia

IVlg products can contain blood group antibodies which may act as haemolysins and
induce /n vivo coating of red blood cells with immunoglobulin, causing a positive
direct antiglobulin reaction (Coomb’s test) and, rarely, haemolysis. Haemolytic
anaemia can develop subsequent to IVlg therapy due to enhanced red blood cells
(RBC) sequestration. IVIg recipients should be monitored for clinical signs and
symptoms of haemolysis.

Interference with serological testing

After injection of immunoglobulin the transitory rise of the various passively
transferred antibodies in the patient’s blood may result in misleading positive results
in serological testing.

Passive transmission of antibodies to erythrocyte antigens, e.g. A, B, D, may interfere
with some serological tests for red cell antibodies, for example the antiglobulin test
(Coomb’s test).

Transmissible agents

Standard measures to prevent infections resulting 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 of effective manufacturing steps for the inactivation/removal of viruses.
Despite this, when medicinal products prepared from human blood or plasma are
administered, the possibility of transmitting infective agents cannot be totally
excluded. This also applies to unknown or emerging viruses and other pathogens.
The measures taken are considered effective for enveloped viruses such as HIV, HBV
and HCV, and for the non-enveloped viruses HAV and parvovirus B19.

There is reassuring clinical experience regarding the lack of hepatitis A or parvovirus B19
transmission with immunoglobulins and it is also assumed that the antibody content
makes an important contribution to viral safety.

It is strongly recommended that every time Flebogamma® 5% DIF is administered to a
patient, the name and batch number of the product are recorded in order to maintain
a link between the patient and the batch of the product.

USE IN PREGNANCY AND LACTATION:

Pregnancy

The safety of this medicinal product for use in human pregnancy has not been
established in controlled clinical trials and therefore should only be given with
caution to pregnant women and breast-feeding mothers. Clinical experience with
immunoglobulins suggests that no harmful effects on the course of pregnancy, or on
the foetus and the neonate are to be expected.

Breast-feeding
Immunoglobulins are excreted into the milk and may contribute to the transfer of
protective antibodies to the neonate.

Fertility
Clinical experience with immunoglobulins suggests that no harmful effects on fertility
are to be expected.

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES

The ability to drive and operate machines may be impaired by some adverse reactions,
such as dizziness, associated with Flehogamma® 5% DIF. Patients who experience
adverse reactions during treatment should wait for these to resolve before driving or
operating machines.

UNDESIRABLE EFFECTS

Summary of the safety profile

Adverse reactions such as chills, headache, fever, vomiting, allergic reactions, nausea,
arthralgia, low blood pressure and moderate low back pain may occur occasionally.
Rarely human normal immunoglobulins may cause a sudden fall in blood pressure
and, in isolated cases, anaphylactic shock, even when the patient has shown no
hypersensitivity to previous administration.

Cases of reversible aseptic meningitis, isolated cases of reversible haemolytic
anaemia/haemolysis and rare cases of transient cutaneous reactions, have been
observed with human normal immunoglobulin.

Increase in serum creatinine level and/or acute renal failure have been observed.
Very rarely: Thromboembolic reactions such as myocardial infarction, stroke, pulmonary
embolism, deep vein thromboses.

Two multicenter clinical trials were performed, one of them in children and adults
with primary immune deficiency and the second one in patients with chronic immune
thrombocytopenic purpura in acute phase. Forty-six patients were included in the first
trial and 41 completed the study. They were followed during 1 year of treatment at
a dose of 300 - 600 mg/kg every 3 to 4 weeks. A total of 20 patients were included
in the second study. Patients received a total dose of 400 mg/kg body weight for
5 consecutive days and were followed for 3 months. Therefore, a total of 66 patients
have been exposed to Flehogamma® 5% DIF and they have received 806 infusions.
Data from both studies indicate a good tolerability of the product as incidence of
adverse events was low and most of them were mild to moderate in intensity.

Of the 806 infusions administered in patients enrolled in both studies 10.8%
(1-sided 95% CI upper bound = 12.9%) were associated with an adverse event
suspected to be related to the product. No patients died, only 6 patients withdrew
from the studies but none of them because of potentially related adverse events. Four
patients experienced 8 serious adverse events that were considered not related to the
study medicinal product. Pyrexia and headache were the most frequently reported
adverse events potentially related to the medicinal product in both studies.

For safety with respect to transmissible agents, see section Special warnings and
precautions for use.

Tabulated summary of adverse reactions

The adverse drug reactions reported in the 2 trials by at least the 5% of the patients
are summarised and categorised according to the MedDRA system organ class in the
table below. Frequency has been determined using the following criteria:

- very common (=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)

Within each frequency grouping, adverse reactions are presented in order of
decreasing of seriousness.

System Organ Class Body System Preferred Term ADR
frequency
evaluation

Investigations Coombs test positive, blood Uncommon

pressure systolic decreased, blood
pressure systolic increased, body
temperature increased

Nervous system disorder Headache Common
Dizziness Uncommon
Respiratory, thoracic and Bronchitis, cough, wheezing Uncommon
mediastinal disorder
Gastrointestinal disorders | Diarrhoea, nausea, vomiting, Uncommon
abdominal pain, abdominal pain
upper

Skin and subcutaneous Urticaria, rash pruritic, dermatitis Uncommon
tissue disorders contact

Musculoskeletal and Back pain, arthralgia, myalgia, Uncommon
connective tissue disorder | muscle cramp

Vascular disorders Hypotension, hypertension, diastolic | Uncommon
hypertension, blood pressure
fluctuations

General disorders & Pyrexia, injection site reaction Common
ad”(‘j'.'t‘.'Strat'O” site Rigors, asthenia, pain, infusion Uncommon
conditions site inflammation, injection site
oedema, injection site pain,
injection site pruritus, injection site
swelling, migration of implant
Paediatric population

The safety results for 3 paediatric patients (those < 16 years old) included in the PID
study appeared to be generally similar to those for the overall patient population.

Inform your doctor of undesirable effects occurred during the use of drug.

INTERACTION:

Live attenuated virus vaccines

Immunoglobulin administration may impair for a period of at least 6 weeks and up to
3 months the efficacy of live attenuated virus vaccines such as measles, rubella,
mumps and varicella. After administration of this product, an interval of 3 months
should elapse before vaccination with live attenuated virus vaccines. In the case of
measles, this impairment may persist for up to 1 year. Therefore patients receiving
measles vaccine should have their antibody status checked.

Paediatric population

It is expected that the same interactions than those mentioned for the adults may be
presented by the paediatric population.

OVERDOSE:

Overdose may lead to fluid overload and hyper viscosity, particularly in patients at risk,
including elderly patients or patients with renal impairment.

Paediatric population

Information on overdose in children has not been established with Flehogamma® 5% DIF.

However, as in adult population, overdose may lead to fluid overload and hyperviscosity
as with any other intravenous immunoglobulins.
STORAGE:

Do not store above 30 °C. Do not freeze. Do not use solutions that are cloudy or have
deposits.

Any unused product or waste material should be disposed of in accordance with local
requirements.

Do not use the medicine after the expiry date stated on the package.

SHELF LIFE:
2 years from manufacturing date. Keep out of reach of children.

PACKING SIZES:
Box of 1 glass vial contains 50 ml, 100 ml, 200 ml or 400 ml solution

MANUFACTURER:

Instituto Grifols, S.A.
Poligono Levante, Can Guasch, 2 - Parets del Valles
E-08150 Barcelona - Spain

3035516
Instituto Grifols, S.A. Can Guasch, 2 - Parets del Valles 08150 Barcelona - SPAIN



GRIFOLS

Rx Thudc ban theo don.

Flebogamma® 5% DIF

Dung dich truyén tinh mach

THANH PHAN:

Globulin mién dich binh thudng cla nguoi truyén tinh mach (1gv)
Moi ml chira:

Globulin mién dich binh thuong cda ngucn ............ 50 mg

D6 tinh khiét it nhat 97% globulln mién dich G (IgG)

Lo 50 ml chira: 2,5 g Globulin mten dich binh thuong cla nguoi.
Lo 100 ml chira: 5 g Clobulin mién dich binh thuong cla nguoi.
Lo 200 ml chira: 10 g Globulin mién dich binh thuong cla nguoi.
Lo 400 ml chita: 20 g Globulin mién dich binh thung cla nguoi.
Su phan bd céc nhom IgG (gid tri tuong d6i)

G, 66,6%
G, 28,5%
G, 2,7%
G,  2.2%

Ham Iudng IgA lon nhat 13 50 ug/ml
Duoc san xuat tir huyét twong cla nhitng ngudi tinh nguyén.

Td duoc: D-sorbitol, Nudc cat pha tiém
M&i ml bao gom 50 mg D-Sorhitol.

DANG BAO CHE:

Dung dich tiém truyén tinh mach.

Dung dich trong hodc hoi tring duc, khong mau hodc vang nhat.

Flebogamma® 5% DIF la dung dich dang trrong, véi 4p suat tham thau 240 - 370 mOsm/kg.

DUOQC LUC HOC:

Nhém tac dung dugc ly: Huyét thanh mién dich va globulin mién dich: globulin mién dich
binh thuqng cla nguoi, dé truyén tinh mach; ma ATC: JOGBAOZ

Globulin mién dich binh thuong cla nguoi chita chi.yéu 13 globulin mién dich G (IgC)
véi mot loat céc khang thé chong lai tc nhan lay nhiém.

Globulin mién dich binh thuong cla ngudi chira khang the 19G <6 trong dan 50 binh
thuong. N6 thuqng duoc san xuat tir huyet fuong gdp cla khong it hon 1000 ngudi
tinh nguyén. N6 chira mdt lurang globulin mién dich G clia ngudi rat can doi voi huyét
tuong tu nhién cla nguql

Dung, dd liéu thugc nay ¢4 thé khoi phuc mirc globulin mién dich G thip bat thudng tré
vé mirc binh thuong.

Co ché hoat ddng cho céc chi dinh ngoai liéu phap thay thé con chua duoc 1am séng to,
nhung ¢ bao gom tac dung diéu hoa mién dich.

Trong mét thr nghiém Iam sang trén cac bénh nhan ban xuat huyét giam tleu cau tu
phat, luong tiéu cau trung binh da tang lén dang ké (64,000/ul) tuy nhién van khong
dat duoc mirc binh thudng.

Dd 6 hai thtr nghiém 1am sang dugc thuc hién voi Flebogamma® 5% DIF, mot thu
nghiém cho liéu phap thay thé trén bénh nhan ca nguoi I6n ya tré em bi suy giam mién
dich tlenphat va mot thir nghiém khc cho su diéu hoa mién dich & ngudi 1én bi ban
xuat huyét giam tiéu cau mién dich.

puoc DONG HOC

Sau khi truyen tinh mach, globulin mién dich binh thudng xuét hién hoan toan va tire thi
trong tuan hoan. N6 nhanh chdng phan bo mot cach twong doi gitta huyet tuong va dich
ngoai mach, sau khoang 3 - 5 ngay sé dat duoc can bang gitta dich trong va ngoai mach.
Thoi gian ban thdi cla Flebogamma® 5% DIF 13 khoang 30 - 32 ngay. Thoi gian ban
thai ¢6 thé khac nhau gitra cc bénh nhan, ddc biét [a o cac bénh nhan suy giam mién
dich tién phat.

IgG va phirc hop 1gG duoc chia nho trong cac t& bao clia hé thdng luéi ndi mo.

Nhi khoa X

Khong c6 khac biét ndo vé duoc dong hoc cla thudc khi diing trong nhi khoa.

CHi DINH:

Liéu phap diéu trj thay thé cho ngudi 1dn, tré em va thanh thi€u nién (0-18 tudi) trong

cac truong hop:

- Hoi chimg suy gidm mién dich tién phat v6i suy g|am kha nang san xuat khang thé.

- Giam gammaglobulin huyét va nhiém khuan tai phat & nquai bi bénh bach cau lympho
man tinh, nguoi st dung khang sinh du phong khdng thanh cong.

- Giam mmaglobulm huyet va nh|em khuan tai phat & bénh nhan da u tdy pha on
dinh k?tong dap img ching ngira phé cau.

- Giam gammaglobulin huyét & bénh nhan sau di ghép. t€ bao goc tao mau.

Liéu phap diéu tri thay thé cho tré em va thanh thiéu nién (0-18 tudi) trong cic truong

hop:

- AIDS bam sinh véi nhiém khudn téi phat.

Diéu hoa mién dich & nguoi 16m, tré em va thanh thiéu nién (0-18 tudi) trong cac trudng

hop:

- Ban xudt huygt giam tiéu cau tu phdt ¢ céc bénh nhdn c6 nguy co' chay mau cao hodc
trudc khi phau thudt dé hiéu chinh s6 luong tiéu cau

- Hoi chimg Guillain Barré

- Bénh Kawasaki.

Ln‘;u LUONG VA CACH DUNG:

Liéu lwgng:

Liéu dung va cach dung tiy thudc tig chi dinh.

Trong cdc liéu phap thay the liéu dung can duoc diéu chinh theo ting c& nhan tly

thudc vag duoc dong hoc va dap (mg 1am sang. Cac phac do dudi day chi mang tinh

hudng dan.

Liéu phdp dleu tri thay thé trong héi ching suy gidm m/en d/ch tién phdt:

Lieu dé c6 thé dat mirc day cla gG (do trudc 1an truyen tiép theo) jt nhat 13 4 - 6 g/I.

Thuc hién lan truyen tiép theo say 3 - 6 thang ké tir khi diéu tri lan dau dé dat duoc

sur can bang. Liéu khéi dau khuyen co 1 tir 0,4 - 0,8 g/kg, liéu tiép theo it nhat 12

0,2 g/kg/thang moi 3 - 4 tuan.

Liéu gan thiét dé dat muc day 6 g/l a tir 0,2 - 0,8 g/kg/thang. Khong liéu khi trang

thdi on dinh dat duoc thay doi trong 3 - 4 tuan.

Mirc ddy nép duqc do va danh gid két hop véi ty 1€ nhiém triing. D& giam ty & nhiém

trling ¢0 thé can thiét ting lidu va hudng tdi cdc muc day cao hon (>6 -9 g/I)

Gidm gammaglobulin huyét va nhiém khuan tdi phdt & nguoi bji bénh bach cau lympho

mén tinh, nguoi st dung khang sinh dur phong khéng thanh cng; Giam gammaglobulin

huyét va nhiém khuan tai phat & bénh nhdn da u tiy pha 6n dinh khéng dap tng ching

ngua phé cau; tré em va thanh thiéu nién bi AIDS bam sinh va nhiém khudn tdi phat.

Lieu khuyén cdo 1a 0,2 - 0,4 g/kg trong moi 3 - 4 tuan.

Gidm gammaglobulin huyét ¢ bénh nhn sau di ghép t€ bo goc tao mdu;

L|eu/|khuyén cdo1a 0,2 - 0,4 g/kg trong moi 3 - 4 tuan. Mirc day nén duoc duy tri trén
59

Ban xuat hUVet gidm tiéu cdu tu phdt:

Piéu tri con cip tinh: 0,8 - 1 g/kg trong 1 ngay, c6 thé ldp lai mot lan nita trong vong

3 ngay, hodc 0,4 g/kg moi ngay trong 2 - 5 ngay. Viéc dieu tri ¢ thé duoc lip fai néu

Xy ra tai phét.

Hoi chitng Guillain Barré:

0,4 g/kg/ngay trong 5 ngay.

Bénh Kawasaki:

Nén diing 1,6 - 2,0 g/kg, chia liéu trong 2 - 5 ngdy hodc diing mt liu duy nhét 2,0 g/kg.
Bénh nhan nén duqc dieu tri dong thoi voi acid acetylsalicylic.

Cac liéu khuyén cdo duoc tom tat trong bang dudi day:

Chi dinh Liéu Tan so

Liu phap diéu tri thay th trong | Liéu khdi dau:
h0| chimg suy gidm mién dich| 0,4 -0,8 g/kg

tién phat
Liéu: mbi 3 - 4 tudn dé dat
0,2-0,8g/kg | duocmicday IgG it nhat
4-64/l

Liéu phap diéu tri thay the trong| 0,2-04g/kg |mdi 3 - 4 tudn dé dat
hoi chitng suy giam mién dich duoc mirc day 1gG it nhat
thir phat 4-64/l

Tré_em va thanh thiéu nién bi| 0,2-04g/kg |3 -4tudn

nhiém AIDS
Giam  gammaglobulin huyet 02-049/kg |3-4tuan
(<4 g/I) 0 benh nhan sau di ghép té
bao goc tao mau

Diéu hoa mién dich:

Ban xudt huyét giam tiéu cau tv| 0,8-1g/kg |Ding trong 1 ngay, ¢6
phat hodc thé Iap lai 1 lan nira trong
' vong 3 ngay

0,4 g/kg/ngay | Trong 2 - 5 ngay

Hoi chirng Guillain Barré 0,4 g/kg/ngay | Trong 5 ngay

Bénh Kawasaki 1,6-2g/kg |Chia  lieu  trong
hodc 2 - 5 ngay két hop voi
' acid acetylsalicylic

2 g/kg mot liéu duy nhat két hop
v6i acetylsalicylic acid

Nhi khoa Xem G'trén | Xem 0 trén

St dung trong nhi khoa

Hiéu qua va tinh an toan cla Flebogamma® 5% DIF q tréemtir 0 den 18 tu0| chua duoc
xdc lap trong cdc thir nghiém 1am_sang tuy nhién c6 3 bénh nhi nam trong 50 bénh nhan
duoc nghién cliu ve suy giam mien dich tién phat.

Liéu Irong,cho moi chi dinh dugc dua ra dua trén trong luong co thé va diéu chinh dua
trén cdc tieu chi lam sang cla cic dieu kién néu trén, liéu lrong cho tré em duomng nhu
khong khéc so vai lieu cta nguoi lon.

Cach dung:

Truyén tinh mach Flebogamma® 5% DIF voi toc d6 khdi du 13 0, 01 - 0,02 mi/kg/phut
trong 30 phut ‘dau tién. Néu dung nap tot, ¢6 thé ting dan cho téc do truyén den khi
dat liéu toi da 0,1 ml/kg/pht.

CHONG CHi DINH:

Qud man voi hoat chat hodic véi bat cir thanh phn ndo clia thudc (xem muc Canh bo
va thn trong).

Qud man vdj globulin mién dich clia nguoi, ddc biét trong mot 56 it truding hop thiéu hut
globulin mién dich A (IgA), khi bénh nhan 0 khang thé chong lai IgA

Bénh nhan khdng dung nap Fructose di truyén (xem muc Canh bdo va than trong).

CANH BAO VA THAN TRONG:

lf.))oc ky hudng dan sir dung truéc khi diing. Néu can thém thong tin, xin héi y kién
ac si.

Thuéc nay chi ding theo don ctia béc si.

Sorbitol

Moi ml ciia thudc nay chira 50 mg sorbitol. Bénh nhan c6 van dé di truyén hiém gip

nhu khong dung nap fructose khong ding thudc nay

Trong truwong hop vé y sir dung va nghi ngor c van dé vé khong dung nap fructose

di truyén, phai ngirng truyen ngay lap tirc, phai tai 1ap lai mirc egcaemla binh

thugng va on dinh chirc ndng co' quan nay bang cac phurong phap cham séc chuyén

sau.

Khong du tinh dugc sy tac dong cha thudc téi viéc xac dinh mirc duong huyét.

Nhi khoa

O tré so sinh va tré nho vin de vé khéng dung nap fructose di truyén c0 thé chua

dwoc chuan doan va co thé gdy tir vong, do do khong nén diing thudc nay.

Ldmm

Mot 56 phan img bat loi nghiém trgng khi dung thudc c6 the lién quan dén toc do truyen

Can theo dai chdt ché toc do truyén nhu da duoc khuyen €do trgng muc Liéu qung va

cach dung. B&nh nhan phai duor theo ddi chit ché va quan sat can than véi bat ky tridu

chung nao trong sudt qué trinh truyen

Mdt s6 phan (ing bat loi thuofng xay ra:

- Trong truong hop truyén voi toc do nhanh

- Bénh nhén gidm gammaglobulin huyét hodc khdng c6 gammaglobulin huyét cling
hoac khong cung voi thiéu hut IgA

- Benh nhén lan dau tién truyen globulin mién dich binh thuong clia ngudi, hoac trong
156 truong hop hiém gdp, khi chuyén doi loai globulin mién dich binh thuong cla
nguoi dang dung hodc lan truyen hién_tai cach xa lan truyen trudc do.

C6 thé tranh duoc nguy co bién chung bang cach dam bao cho cac bénh nhan:

- khdng nhay cam véi globulin mien dich binh thudng cua nguoi bang cich bit dau
truyén thuoc tir tir voi toc do khéi dau 0,01 - 0,02 mi/kg/phdt;

- duoc theo doi can than doi véi bat ky triéu chung nao trong suat thai gian truyén.
Dac biét Ia can phi theo doi thoi diem bat dau truyen va nhirng gio dau tién sau khi
bat dau truyen dé phat hién cic dau hiéu bat loi tiém tang trén cic bénh nhan chua
tirng tryyén globulin mien dich binh thucng clia ngyoi, bénh nhén chuyen sang dling
san pham IglV khac hodc da Iau khdng truyen IglV ké tir [an truyén truc d6. Can quan
sat tat ca cac bénh nhan it nhat 20 phut sau khi truyen dich.

Trong truong hqp ¢6 phan ing bat loi, phai glam toc do truyén hodc ngling truyen dich.

Viéc d|eu tri cAn phai phu thudc vao tinh chit va mitc do ngh|em trong clia cac phan

img bat loi.

Trong truqng hqp sdc, can thuc hién cdc bién php chun dé chong soc.

Céc yéu cdu doi vGi bénh nhan khi truyén IgIV:

- Phai duoc cung cap dd puéc trude khi bat dau truyén IgiV.

- Theo ddi luong nude tiéu.

- Theo ddi nong dg Creatinine huyet thanh.

- Tranh str dung dong thoi voi cac thudc loi tiéu quai.

Man cam:

Hlem gdp cac phan ing qua man thuc thu, ching chi xay ra trong 1 56 rat it truong hop

thiéu hut IgA kém theo khang thé anti- IgA

Hlem kh| globulin mién dich binh thuong cla nguoi gdy giam huyet ap bang phan tng

qua man, ngay ca véi bénh nhan trudc do da truyén globulin mién dich binh thuong

clia nguoi.

Nghén mach huyét khoi

Dé 6 cac bang ching 1dm sang cho thay sir lién quan giira viéc tiém tinh mach (IVig)

globulin mién dich binh thudng cla nguoi va cic bién co cla huyét kh0| nghen mach

nhu nhai mu co tim, dot quy, tac mach phoi va huyét khoi tinh mach sau ma duoc gia
dinh la lién quan dén mot su gia tang twong d0| trong dd nhdt mau khi truyén mot qung

I6n globulin mién dich ¢ nhung bénh nhan c6 nguy co. Can than trong khi ké don va

truyen tinh mach IgIV cho bénh nhan héo phi va cac bénh nhin 'ma trudc do di ton tai

cac yéu to nguy co’ clia bién co vé huyet khoi (vi du nhut tu0| (a0, (a0 huyet dp, dai thio
dudng va co tien,str cla bénh mach mau hodc giai doan huyét kh0| bénh nhan bi chimg

a huyét khai mac phai hodc di truyen bénh nhan nam bat dong lau ngay, bénh nhan bi

giam luu lugng mau tram trong va céc bénh nhén bi ting do nhdt mau).

0 cdc bénh,nhéan c6 nguy co bi phan ttng phu cla huyat khoi- nghén mach, nén truyén
cac san pham globulin mién dich véi liéu va toc do thap nhat cé thé.

Suy than cap
D3 ¢ bdo cdo vé  cdc truong hop bénh nhan bi suy than cap tinh khi truyén globuljn m|en
dich. Trong da 50 cac truong hop, cdc yeu to nguy co d duoc phat hién nhu thiéu ndng
than d4 ton tai tir trude do, dai théo dudng, giam dung qung mau, thira cn, sir dung
dong theri v6i cac thudc c6 tinh doc hai vai than hodc trén 65 tuoi.
DGi v6i bénh nhan suy than, nén can nhic ngung truyén IgIV
Ba 0 cdc bdo cag vé 6i loan chirc ndng than va suy than cap tinh lién quan ti viéc sit
qung cdc san pham IglV chita td dugc la sucrose voi mot ty I8 rat nhg khong dang ke.
0’ cac bénh nhan c6 nguy co, nén can nhac viéc st dung cac san pham IgIV ma khéng
chira sucrose. Flebogamma® 5% DIF khdng chua Sucrose,
0 cac bénh nhdn cd nguy co b suy thin cdp, nén truyén cac san pham globulin mién
dich v6i liéu va toc do thap nhat co thé.

Thiéu mau tdn huyét
Cac san pham IgIV ¢ thé chira khang thé mlen dich nhom méu ma hoat dong nhu la chat
tiéu mau va tao ra mot I&p bao phi lén céc té bao mau do trong co'the voi globulin mien
dich, gdy ra phan (ing khang globulin duong tinh rg rét (thi nghiém Coomb) va hlem khi
gdy tan huyet. Khi truyén IglV, thleu mau tan huyét €0 thé xay ra lién tiép do su ¢d lap
cac té bao mau do duoc téng cuong. Can theo ddi cac ddu hiéu va triéu chitng 1am sang
clia su tan huyet trén cac bénh nhan truyén IglV.
Anh hudng dén cac xét nghiém huyét thanh hoc
Sau khi tiém globulin mién dich, su gia téng tam, thdi clia céc khang, thé van chuyén thu
dong khac nhau trong méau clia benh nhan co thé dan dén sai léch két qua tich cuc trong
cac xét nghiém huyét thanh hoc.
Su truyen thu dong cla cic khang thé lén  khang nguyén hong cau, vi du: A, B, D, c6
thé anh hudng dén mot so xét nghiém huyét thanh hoc nhur xét ngh|em khang globulln
(xét nghiém Coomb).

Céc tac nhan dn truye
Céc bién phdp chudn de ngdn chdn nhiém khuan do st dung céc ché pham lam tlr mdu
hodc huyet tuong nguoi bao gom su chon loc ctia nhirng nguoi tinh nguyén, sang loc tir

cdc sur quyén gp riéng Ié va su tap hqp huyet tuong cho cac ddnh dau cu thé cta nhiém
triing va bao gom cdc budc, san xuat higu qua cho céc virus bat hoat / |0a| bo. Mac du
vdy, khi cdc san pham thuoc ché tr mdu nguoi hodc huyet tuong duoc skt dung, kha
nang truyén ta| tac nhan gay nhiém tring khong the hoan toan loai trir. Diéu ndy ciing
ap dung cho cdc virus chua biét hodc mdi xuat hién va cic mam bénh khac.

Can can nhac su dung cac bién phap hiéu qua v0i cdc loai virus co mang bao nhu HIV,
HBV va HCV, va cdc cac loai virus khong 0 mang bao nhir HAV va parvovirus B19.

C6 kinh nghiém lam sang vitng vang vé sy thidu hut virgs viém gan A hodg truyen
parvovirus B19 vdi globulin mién dich va nguon ta gid dinh rang luong khéng thé la mot
dong gop quan trong cho sy an toan clia virus.

Moj [an truyén Flebogamma® 5% DIF cho mot bénh nhan, phai ghi,lai tén va 5016 clia san
pham dé duy tri su két hop gitra bénh nhan va s6 16 cla san pham.

sU DUNG CHO PHY N CO THAI VA CHO CON BU

Phu nit 6 thai

D6 an toan cla thudc ndy cho phu ni¥ ¢d thai chua duorc thiét lap trong cdc thir nghiém
am sang c6 doi chirng. Do do can than trong khi stt dun ¢ho phu ni d thai va cho con
bi. Kinh nghiém lam sang v6i globulin mién dich cho t ay khong c6 téc dong doc hai
|&n qué trinh mang thai, hodc bao thai duoc du tinh.

Phu nir cho con bi

Globulln mién dich duoc bai tiét qua sira me va ¢6 thé gop phan vao viéc chuyén giao
cac khang thé bao vé cho tré so'sinh.

Kha nang sinh san
Kinh nghiém lam sang véi globulin mién dich cho thay khong c6 tac dong doc hai lén
kha ndng sinh san duoc du tinh.

ANH HUONG DEN KHA NANG LAI XE VA VAN HANH MAY MOC

Khi truyen Flebogamma® 5% DIF, khd ndng &i xe va van hanh may méc co thé bi kém di
do mot so phan tng phu, nhu chong mét. Bénh nhan bi phan (g phu trong qud trinh
duing thudc nén doi cho cac phan img nay qua di rdi méi I4i xe va van hanh may moc.

TAC DUNG KHONG MONG MUON

Tom tat thonq tin vé d an toan

D6i khi xdy ra cdc phan (mg phu nhu n lanh, dau dau, sot, nén mira, phan tng di (ing,
budn nén, dau khap, huyet ap thap va dau Iung mitc do trung binh.

H|em khi globuin mién dich binh thuong clia nguoi co the gdy giam huyét &p dot ngot
va trong mot so trugng hop riéng 1€ co thé cd soc phan vé, ngay ca khi bénh nhan khong
¢6 phdn (ng qud man trong lan truyén trudc do.

Khi diing globulin mién dich binh thuong cla ngudi, da quan sat thay cac truong hop
viém mang ndo vo khuan c6 thé triét tiéu, cdc truong hop riéng Ié cua thiéu mau tdn
huyét/ tan huyet €6 thé triét tiéu va cac phan itng da thoang qua.

Ba quan sat thay tang mic creatinin huyet thanh va/ hodc suy than cap tinh.

Rat hiém gip; Cc phdn (tng do huyét kh0| nghén mach nhu nhéi mau co tim, dot quy,
tac mach phoi va huyét khoi tinh mach sau.

Da c6 hai thir nghiém lam sang duoc thuc hién, mot thir nghiém trén cic
bénh nhan ca nguoi l6n va tré em bi suy giam mién, dich tién phat, va mét thit
nghlem khac trén_cdc bénh nhdn trong giai doan cdp tinh cla ban xuat huyat
giam tiéu cau mién dich’ man tinh. 46 bénh nhin di tham gia vao thir nghiem
dau tién va co 41 bénh nhan di hoan thanh thir nghiém. Ho dugc theo doj
trong sudt 1 ndm diéu tri véi lieu 300 - 600 mg/kg moi 3 t&i 4 tuan. Tong 50
20 bénh nhan duoc tham gia yao thit nghiém thit 2. Bénh nhan duoc nhan ton liéu
400 mg/kg trong lwong co thé trong 5 ngay lién tiép va duoc theo doi trong 3 t%ang
Do dd, c6 tong cong 66 bénh nhan dd duoc thir nghiém voi FIebogamma® 5% DIF va ho
da duqc truyén 806 Ian Dt liéu tir ca hal nghién cu cho thay khd nang dung nap tot
cla san pham nhu la ty I cdc tdc dung phu thap va hau hét cic tac dung phu cé miic
do tir nhe dén trung binh.

Trong 806 lan truyen dich cho cic bénh nhan tham gia vao ca 2 nghién ciru, c6 10,8%
50 lan di kem vGi cdc bién co bat loi bi nghi ngo 14 0 lién quan dén san pham Khong
c6 bénh nhan tir vong, chi c6 6 benh nhan da rat khoi cdc nghién cu nhun khon% ai
trong 50 ho rt khoi a vi ¢ kha ndng lién quan dén céc bién co bat loi. Bon énh nhan
da rai qua 8 bién co bat loi nghiém trong duoc cho la khong lién quan den cac duog
pham nghién ciiu. S6t va dau dau duoc bdo cao thudng xuyén nhat trong 50 cac bién co
bat loi ¢o kha nang lién quan dén cic duoc pham trong ca hai nghlen ctu.

V& d6 an toan ddi voi cac tac nhan dan truyén, xem muc Canh bao va than trong.

Bang tom tat cac phan (g bat loi

Cc phan img Joat loi duoc bdo céo trong 2 thir nghiém bdi it nhat 5% s6 bénh nhn
da duoc tom tdt va duoc phan loai theo hé co gyan MedDRA trong bang dudi gay Tan
50 cia moi phan (g bt loi d4 duoc xac dinh bang cach st dung cac tiéu chuan sau:

- rat pho hién (=1/10)

- thuong gdp (21/100 to <1/10)

- it gdp (21/1.000 to <1/100)

- hiém (>1/10.000 to <1/1.000)

- rat hiém (<1/10.000)

- khdng duoc biét (khong udr tinh duoc tir cc dit lidu c6 san)

Trong mdi nhém tan s6, phan (ing bat loi duoc trinh bay theo thir tu giam dan clia
mitc do.

Phan loai theo hé co' quan Cac triéu chirng toan than Danh gia tan

s0 ADR

Duong tinh véi thit nghiém Coombs, it gap
giam huyet aptamthu, tang huyét dp
tam thu, tang nhiét do o thé

RGi loan hé than kinh Pau dau Thudng gip
Chéng mit it gap

RO loan duong ho hap, long | Viém cudng phd, ho, ther kho khe it gap
nguc va trung that

R6i loan dudng tidu héa

K&t qua xét nghiém

Tiéu chdy, budn ndn, ndn mira, dau | it gip
bung, dau bung trén

R6i loan da va md duéida | May day, ngira phat ban, viém da | it gip
tiép xuc
R0| loan co xuong khop va | Back pain, dau khép, dau co, chudt it gap
mo lién két rit

RGi loan mach Huyét ap thap, ting huyét ap, ting it gap
huyet ap tam truong, thay doi huyét
ap bat thuong

RGi loan toan thin va tinh | SGt, phan (tng tai chd tiém Thuong gap

trang tai cha tiém Rung minh, suy nhuog, dau, viém tai | it g3p
cho tiém, phu tai cho tiém, dau tal
cho tiém, ngua tai cho tiém, sung tay
tai vi tri truyen

Nhi khoa ,
Céc két qua vé do an toan &3 bénh nhi (dudi 16 tudi) trong nghién cttu PID nhin chung
[a tvong tu nhu voi tong thé bénh nhan.

Tong béo cho bic si nhtrng tic dung khéng mong mudn gdp phdi khi st dung
thuéc.

TUONG TAC THUGC:
Vaccin duoc ché tao tir virus song da duoc lam qlam doc luc

Viéc truyen globulin mién dich cd thé [am suy yeu hiéu luc cla cac vaccin duoc ché tao
tlr virus song da duoc lam giam doc luc nhu soi, rubella, quai bi va thiy dau trong mot
giai doan tlr it nhat 13 6 tuan cho t6i 3 thang. Sau khi tryyén san pham nay, phai nghi
3 thang trudc khi st dung vaccin duog ché tao tir virus song da duoc lam giam doc luc.
Trong truong hop, bénh s6i, sw suy yeu nay c6 thé kéo dai tgi 1 nam. Do d6 bénh nhan
dlng vaccin sdi'can phai duqc kiém tra tinh trang khang thé.

Nhi khoa ,
s s ~A 2 7 e s X, oA 2 7
Céc twong tac thudc xdy ra véi ngudi I6n cd thé xuat hién & tré em.

QUA LIEU:

Qua ||eu c6 thé dan dén tinh trang qud tai dich va do nhot cao, ddc biét U nhitng bénh
nrhan ¢6 nguy o, bao gdm ca bénh nhdn cao tudi hodc bénh nhan suy giam chirc nang
than

Nhi khoa

Thong tin vé qud liéu Flebogamma® 5% DIF & tré em chua dugc thiét lap. Tuy nhién,
g|ong nhu nguoi 1on, qud liu co thé gdy qud tai dich va do nhét cao khi truyén thuéc
nay ciing nhur véi bat ky loai globulin mién dich nao khac.

BAO QUAN

Bdo quan & nhiét do khong qua 30°C. Khong dé dong lanh.

Khong ding dung dich da ¢6 van hodc can. Bat ky thudc chua sir dung hodc chét thai
phai duoc huy bd theo quy dinh ctia dia phuong. Pé xa tam tay tré em.

HAN DUNG
2 ndm k& tir ngay san xudt. Khong diing thuéc qud han st dung di ghi trén bao bi.

DONG GO
Hop 1 lo thiy tinh chira 50 ml, 100 ml, 200 ml hodc 400 ml

NHA SAN XUAT
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