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Zidovudine Oral Solution 50 mg/5 ml
SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT
Zidovudine Oral Solution 50 mg/5 ml

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
5 ml of solution contains 50 mg zidovudine

5 ml of solution contains 2.16 g sucrose

For a full list of excipients see 6.1

3. PHARMACEUTICAL FORM
Zidovudine oral solution
Colorless to pale-yellow strawberry-flavoured liquid

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Zidovudine Oral Solution 50 mg/5 ml is indicated in antiretroviral combination therapy for human
immunodeficiency virus (HIV) infected children.

Zidovudine Oral Solution 50 mg/5 ml is indicated for primary prophylaxis of HIV infection in
newborn infants.

Consideration should be given to official treatment guidelines for HIV-1 infection (e.g. those of the
WHO).

This product is intended for use in children. Nonetheless, safety information is provided with
respect to adult health issues such as liver disease, pregnancy and lactation, to allow full access to
all relevant information.

4.2 Posology and method of administration

Oral use. Zidovudine may be taken with or without food.

Therapy should be prescribed by a physician experienced in the management of HIV-1 infection.
Instructions for use

The solution contains 10 mg of zidovudine per 1 ml.

The maximum dosage should not exceed 300 mg twice daily.

Recommended Dosing Based on Weight Bands for Children over 6 weeks
Weight range (kg) Dose
3to59kg 6 ml (60 mg) twice daily
6t0 9.9 kg 9 ml (90 mg) twice daily
10to 13.9 kg 12 mi (120 mg) twice daily

For patients weighing more than 14 kg other formulations contammghigheramounts of the active
substance are available. ; IS LA I \
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Dose for prevention of mother-to-child transmission (MTCT)
Start within 12 hours after birth and continue up to 6 weeks of age, depending on national
recommendations.
Recommended Dosing Based on Weight Bands for Children
from birth to 6 weeks of age”
Birth weight 2000-2499 g 1 ml (10 mg) twice daily
Birth weight above 2500 g 1.5 ml (15 mg) twice daily
" Low birth weight infants should receive mg/kg dosing.
WHO suggests 4 mg/kg every 12 hours.
Due to the small volumes of oral solution required, care should be taken when calculating neonate
doses.
Dosage adjustments
Patients with haematological adverse reactions
Substitution of zidovudine should be considered in patients whose haemoglobin level or neutrophil
count fall to clinically significant levels. Other potential causes of anaemia or neutropenia should be
excluded. Zidovudine dose reduction or interruption should be considered in the absence of
alternative treatments (see sections 4.3 and 4.4).
Liver Disease
No dose adjustment is necessary for mild to moderate liver impairment but may be necessary for
severe liver impairment.
Renal Impairment
In patients with severe renal failure (creatinine clearance < 10 ml/minute), with or without
haemodialysis, the dose should be reduced. In adults, a 33 to 50% dose reduction of zidovudine is
recommended.

4.3 Contraindications

Zidovudine is contraindicated in patients with clinically significant hypersensitivity to zidovudine
or to any of the excipients.

Zidovudine is contraindicated in patients with abnormally low neutrophil counts (< 0.75 x 106!1) or
low haemoglobin (< 7.5 g/dl or 4.7 mmol/l).

Zidovudine is contraindicated in newborn infants with hyperbilirubinaemia requiring treatment
other than phototherapy, or with transaminase levels of over five times the upper limit of normal.

4.4 Special warnings and special precautions for use

Transmission of HIV

Treatment with Zidovudine Oral Solution 50 mg/5 ml has not been shown to eliminate the risk of
transmission of HIV infection by sexual contact or by blood transfer, although the risk may be
reduced. Patients should continue to use appropriate precautions to prevent transmission of HIV.
Other drugs

The concomitant use of stavudine with zidovudine should be avoided (see section 4.5).
Haematological Adverse Reactions

Anaemia, neutropenia and leucopenia (usually secondary to neutropenia) can occur in patients
receiving zidovudine. These are dose dependent and usually occur after 4 to 6 weeks of therapy.
Discontinuation of zidovudine may be requlred if severe anaemia (<9 g/dl (5.6 mmol/l)) or
myelosuppression (neutrophil count < 1.0 x 10%/1) occurs during treatment with zidovudine.

Liver disease

Caution should be exercised when administering nucleoside reverse transcriptase inhibitors
(NRTTs), including zidovudine, to any patient with liver disease.

Patients with chronic hepatitis B or C and treated with combination antiretrayiral therapy are at an
increased risk of severe and potentially fatal hepatic adverse events.-In case-of cpncomltant antiviral
therapy for hepatitis B or C, please also refer to the relevant product mfommtfon fer thcsc medicinal

products. _
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Patients with pre-existing liver dysfunction, including chronic active hepatitis, have an increased
frequency of liver function abnormalities during combination antiretroviral therapy and should be
monitored according to standard practice. If there is evidence of worsening liver disease in such
patients, interruption or discontinuation of treatment must be considered.

Immune reconstitution syndrome

In HIV-infected patients with pre-existing severe immune deficiency, typically in the first few
weeks or months after initiation of combination ART, an inflammatory reaction to asymptomatic or
residual opportunistic pathogens (e.g. CMV retinitis, mycobacterial infections, Pneumocystis
pneumonia) may arise and cause serious clinical conditions or aggravation of symptoms. Treatment
should be instituted when necessary.
Lipodystrophy

Combination antiretroviral therapy has been associated with a redistribution of body fat
(lipodystrophy) in HIV patients. A higher risk of peripheral fat loss has been associated with
stavudine or zidovudine use, and also with e.g. older age of the patient, longer duration of ART and
related metabolic disturbances. Clinical examination should include evaluation for physical signs of
fat redistribution. Measurement of fasting serum lipids and blood glucose as well as appropriate
management of lipid disorders should be considered (see section 4.8). Lipid disorders should be
managed appropriately, including the substitution of zidovudine by an alternative antiretroviral
agent, if feasible (see section 4.8).

Lactic acidosis

Lactic acidosis is a rare but severe, potentially life-threatening complication associated with
nucleoside reverse transcriptase inhibitor (NRTI) use. It may occur after a few to several months of
treatment. Patients with hyperlactataemia may be asymptomatic, critically ill, or may have non-
specific symptoms such as dyspnoea, fatigue, nausea, vomiting, diarrhoea and abdominal pain. Risk
factors for NRTI-related lactic acidosis include female gender and obesity. Patients at increased risk
should be closely monitored clinically. Screening for hyperlactataemia in asymptomatic patients
treated with NRTIs, however, is not recommended. Symptomatic patients usually have levels
> 5 mmol/l and require discontinuation of all NRTIs, including zidovudine. Lactic acid levels
> 10 mmol/l usually are a medical emergency.

Mitochondrial dysfunction

Nucleoside and nucleotide analogues have been demonstrated in vitro and in vivo to cause a
variable degree of mitochondrial damage. There have been reports of mitochondrial dysfunction in
HIV-negative infants exposed in utero and/or postnatally to nucleoside analogues. The main
adverse events reported are haematological disorders (anaemia, neutropenia), metabolic disorders
(hyperlactataemia, hyperlipasaemia). These events are often transitory. Some late- onset
neurological disorders have been reported (hypertonia, convulsion, abnormal behaviour). Whether
the neurological disorders are transient or permanent is currently unknown. Any child exposed in
utero to nucleoside and nucleotide analogues, even HIV-negative children, should have clinical and
laboratory follow-up and should be fully investigated for possible mitochondrial dysfunction in case
of relevant signs or symptoms. These findings do not affect current national recommendations to
use antiretroviral therapy in pregnant women to prevent vertical transmission of HIV.

Osteonecrosis

Cases of osteonecrosis have been reported, particularly in patients with advanced HIV-disease
and/or long-term exposure to combination antiretroviral therapy. Aetiology is considered to be
multifactorial (including corticosteroid use, alcohol consumption, severe immunosuppression,
higher body mass index). Patients should be advised to seek medical advice if they experience joint
aches and pain, joint stiffness or difficulty in movement.
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4.5 Interaction with other medicinal products and other forms of interaction

Limited data suggests that co-administration of zidovudine with rifampicin decreases the AUC (area
under the plasma concentration curve) of zidovudine by 48% = 34%. This may result in a partial
loss or total loss of efficacy of zidovudine. The concomitant use of rifampicin with zidovudine
should be avoided (see section 4.4).

Zidovudine in combination with stavudine is antagonistic in vitro. The concomitant use of stavudine
with zidovudine should be avoided (see section 4.4).

Probenecid increases the AUC of zidovudine by 106% (range 100 to 170%). Patients receiving both
drugs should be closely monitored for haematological toxicity.

A modest increase in Cpax (28%) was observed for zidovudine when administered with lamivudine,
but overall exposure (AUC) was not significantly altered. Zidovudine has no effect on the
pharmacokinetics of lamivudine.

Phenytoin blood levels have been reported to be low in some patients receiving zidovudine, while in
one patient a high level was noted. These observations suggest that phenytoin levels should be
carefully monitored in patients receiving both drugs.

Zidovudine does not appear to affect the pharmacokinetics of atovaquone However,
pharmacokinetic data have shown that atovaquone appears to decrease the rate of metabolism of
zidovudine to its glucuronide metabolite (steady state AUC of zidovudine was increased by 33%
and peak plasma concentration of the glucuronide was decreased by 19%).

Valproic acid, fluconazole or methadone when co-administered with zidovudine have been shown
to increase the AUC with a corresponding decrease in its clearance. As only limited data are
available the clinical significance of these findings is unclear but if zidovudine is used concurrently
with either valproic acid, fluconazole or methadone, patients should be monitored closely for
potential toxicity of zidovudine.

Exacerbation of anaemia due to ribavirin has been reported when zidovudine is part of the regimen
used to treat HIV although the exact mechanism remains to be elucidated. The concomitant use of
ribavirin with zidovudine is not recommended due to an increased risk of anaemia (see section 4.4).
Consideration should be given to replacing zidovudine in a combination antiretroviral regimen if
this is already established. This would be particularly important in patients with a known history of
zidovudine-induced anaemia.

Concomitant treatment, especially acute therapy, with potentially nephrotoxic or myelosuppressive
drugs (eg. systemic pentamidine, dapsone, pyrimethamine,

sulfamethoxazole + trimethoprim, amphotericin, flucytosine, ganciclovir, interferon, vincristine,
vinblastine and doxorubicin) may also increase the risk of adverse reactions to zidovudine. If
concomitant therapy with any of these drugs is necessary then extra care should be taken in
monitoring renal function and haematological parameters and, if required, the dosage of one or
more agents should be reduced.

Limited data from clinical trials do not indicate a significantly increased risk of adverse reactions to
zidovudine with sulfamethoxazole + trimethoprim, aerosolised pentamidine, pyrimethamine and
aciclovir at doses used in prophylaxis.

Clarithromycin tablets reduce the absorption of zidovudine. This can be avoided by separating the
administration of zidovudine and clarithromycin by at least two hours.

4.6 Pregnancy and lactation

Pregnancy

No increased risk of birth defects has been reported for zidovudine (www.apregistry.com).
However, risks to the fetus cannot be ruled out.

Breastfeeding

Zidovudine is excreted into the breast milk of lactating mothers. Current recommendations on HIV
and breastfeeding (e.g. those from the WHO) should be consulted before adylsmg rpanqn\ts on this
matter. Preferred options may vary depending on the local circumstances. , PR REEN



Fertility

Zidovudine did not impair male or female fertility in rats given oral doses of up to 450 mg/kg/day.
There are no data on the effect of zidovudine on human female fertility. In men, zidovudine has not
been shown to affect sperm count, morphology or motility.

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed. The clinical
status of the patient and the adverse reaction profile of Zidovudine Oral Solution 50 mg/5 ml should
be borne in mind when considering the patient’s ability to drive or operate machinery.

4.8 Undesirable effects

The most serious adverse reactions include anaemia (which may require transfusions), neutropenia
and leucopenia. These occurred more frequently at higher doses (1.2—1.5 g/day) and with advanced
HIV disease, particularly in patients with CD4 cell counts less than 100/ml.

Dosage reduction or cessation of therapy may become necessary (see section 4.4).

Also, zidovudine has been associated with lipodystrophy syndrome, including peripheral fat loss
(see-section 4.4.).

The adverse reaction profile appears similar for adults and children.

The following adverse events have been reported in controlled clinical trials and case series during
treatment of HIV-1 infection with zidovudine.

The adverse events considered at least possibly related to the treatment are listed below by body
system, organ class and absolute frequency. Frequencies are defined as very common (> 1/10),
common (= 1/100, < 1/10), uncommon (> 1/1000, < 1/100), rare (> 1/10 000, < 1/1000), very rare
(<1/10 000), or not known (cannot be estimated from the available data).

Blood and lymphatic systems disorders
Common: anaemia, leucopenia, and neutropenia
Uncommon: thrombocytopenia and pancytopenia
Rare: pure red cell anaemia

Very rare: aplastic anaemia.

Metabolic and nutrition disorders

Rare: lactic acidosis

Not known: changes in distribution of body fat, insulin resistance, hyperglycaemia, hyperlipidaemia,
hyperlactataemia (see section 4.4).

Psychiatric disorders
Rare: anxiety and depression.

Nervous system disorders

Very common: headache

Common: dizziness

Rare: insomnia, loss of mental acuity, somnolence, paraesthesia, convulsions.

Cardiac disorders
Rare: cardiomyopathy

Respiratory disorders
Uncommon: dyspnoea
Rare: cough




Gastrointestinal disorders

Very common: nausea

Common: vomiting, diarrhoea, abdominal pain

Uncommon: flatulence

Rare: pancreatitis, oral mucosa pigmentation, taste disturbance, dyspepsia.

Hepatobiliary disorders
Common: transient elevation of liver enzymes and bilirubin
Rare: severe hepatomegaly with steatosis.

Reproductive system and breast disorders
Rare: gynaecomastia -

Skin and subcutaneous tissue disorders
Uncommon: rash, pruritus
Rare: nail and skin pigmentation, urticaria, sweating,

Musculoskeletal and connective tissue disorders
Common: myalgia

Uncommon: myopathy

Not known: osteonecrosis (see section 4.4).

General disorders and administration-site conditions
Common: malaise

Uncommon: asthenia, fever, generalised pain

Rare: chest pain, influenza-like syndrome, chills

Not known: immune reconstitution syndrome (see section 4.4).

Renal and urinary disorders
Rare: urinary frequency increased.

Adbverse reactions with zidovudine for the prevention of maternal-foetal transmission: Haemoglobin
concentrations in infants directly exposed to zidovudine for six weeks postpartum were marginally
lower than in infants in the placebo group, but transfusion was not required.

Anaemia resolved within 6 weeks after completion of zidovudine therapy.

4.9 Overdose

Symptoms

Acute overdoses of zidovudine have been reported. These involved exposures up to 50 g. No
specific symptoms or signs have been identified following overdosage apart from those listed as
adverse events. All recovered without permanent sequelae.

Treatment

Patients should be observed closely for evidence of toxicity (see section 4.8) and given the
necessary supportive therapy. Haemodialysis and peritoneal dialysis appear to have a limited effect
on elimination of zidovudine but enhance the elimination of the glucuronide metabolite.

S. PHARMACOLOGICAL PROPERTIES

I

5.1 Pharmacodynamic properties y R
Pharmacotherapeutic group: Antiretroviral for systemic use, nucleo51de reverse Jransgnptase

inhibitors, ATC code: JOSAFO01 . _
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Zidovudine is a thymidine dideoxynucleoside analogue that has activity against HIV-1 and HIV-2.
Zidovudine is phosphorylated by thymidine kinase to the active metabolite zidovudine 5'-
triphosphate. Its mechanism of action is as a chain terminator of viral reverse transcription.

In addition to the inhibitory effect on HIV reverse transcriptase, zidovudine 5'-triphosphate inhibits
cellular DNA polymerase beta and gamma and has been shown to reduce the synthesis of
mitochondrial DNA.

Clinical efficacy

Zidovudine has been investigated in several randomized, prospective clinical trials combined with
other antiretroviral drugs. These studies have demonstrated significant decreases in plasma HIV
RNA and increases in CD4-cell counts when used in combination with another nucleoside reverse
transcriptase inhibitor (NRTI) and either a non-nucleoside reverse transcriptase inhibitor (NNRTI)
or a protease inhibitor (PI). In recent studies in treatment-naive patients infected with HIV-1, by
intention-to-treat analysis > 75% of subjects have plasma HIV RNA < 50 copies/ml after 48 weeks
of combination antiretroviral treatment including zidovudine.

In the US ACTG 076 trial, zidovudine reduced the rate of maternal-fetal transmission of HIV-1
(23% infection rate for placebo versus 8% for zidovudine) when HIV-positive pregnant women
(14 to 34 weeks gestation) were given 100 mg five times a day and their newborn infants were given
2 mg/kg every 6 hours until 6 weeks of age. In the shorter duration 1998 Thailand CDC study, use
of oral zidovudine therapy only (300 mg twice daily), from week 36 of pregnancy until delivery,
also reduced the rate of maternal-foetal transmission of HIV (19% infection rate for placebo versus
9% for zidovudine).

Viral resistance

On virological failure, resistance to zidovudine is developed along two separate, though not
mutually exclusive, pathways. The first of these include M41L, L210W and T215F/Y. The second
includes D67N, K70R and K219E/Q. Collectively these mutations are termed “thymidine analogue
mutations” (TAM). In viruses with M184V, two to three TAMs are generally required for
phenotypically detectable and clinically significant zidovudine resistance. M41L, L210W, and
T215Y have a greater effect on zidovudine susceptibility and cross- resistance to other NRTIs than
the other TAMs. Other important mutations selected for by zidovudine include T69 insertion
mutations and the Q151M complex, where this mutation appears in combination with mutations at
positions 75, 77, and 116. Both of these patterns confer high-level resistance to zidovudine and all
other presently available NRTIs. The likelihood of a gradual accumulation of mutations conferring
resistance to the entire class of NRTI, upon virological failure with combination therapy including
zidovudine, underscores the importance of early detection of virological failure. Delayed detection
of virological failure may severely limit the options for second line therapy.

5.2 Pharmacokinetic Properties

Absorption

Zidovudine is well absorbed from the gastrointestinal tract, with a bioavailability of 60 — 70%.
No pharmacokinetic data are available for Zidovudine Oral Solution 50 mg/5 ml.

Zidovudine Oral Solution 50 mg/5 ml has the same strength (100 mg/10 ml) and a composition
essentially similar to that of the reference product, Retrovir® (GlaxoSmithKline). Moreover,
evidence has been provided that the excipients have no effect on the absorption of zidovudine.
Accordingly, Zidovudine (oral solution) is considered bioequivalent to Retrovir® 100 mg/10 ml
oral solution. In children, steady-state Cpax level of zidovudine (mnovator product) was 4.45 pM
(1.19 pg/ml) after a dose of zidovudine (in solutlon) 120 mg/m® body surface area and 7.7 uM
(2.06 pg/ml) after 180 mg/m Dosages of 180 mg/m four times daily in chtldren prod,tmf\:d similar
systemic exposure (24 hour AUC 40.0 hour-uM or 10.7 hour- ug/ml) as. doses Qf 290 mg; ?ﬂ,x times
daily in adults (40.7 hour-uM or 10.9 hour-pg/ml). . .
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Distribution

The mean apparent volume of distribution of zidovudine is 1.6 I’kg. Plasma protein binding is
34 —38%.

Metabolism

The 5'-glucuronide of zidovudine is the major metabolite in both plasma and urine, accounting for
approximately 50-80% of the administered dose eliminated by renal excretion. 3'-amino-3'-
deoxythymidine has been identified as a metabolite of zidovudine following intravenous dosing.

Elimination

In studies with intravenous zidovudine, the mean terminal plasma half-life was 1.1 hours and the
mean systemic clearance was 1.6 I/hour/kg. The half-life of intracellular zidovudine triphosphate
has been estimated to around 7 hours. Renal clearance of zidovudine is estimated to be 0.34
I/hour/kg, indicating glomerular filtration and active tubular secretion by the kidneys. Zidovudine
concentrations are increased in patients with advanced renal failure.

Paediatric population:

Absorption

In children over the age of 5-6 months, the pharmacokinetic profile of zidovudine is similar to that
in adults.

Distribution

With intravenous dosing, the mean terminal plasma half-life and total body clearance were 1.5 hours
and 30.9 ml/minute/kg respectively.

In children the mean cerebrospinal fluid/plasma zidovudine concentration ratio ranged from
0.52-0.85, as determined during oral therapy 0.5 to 4 hours after dosing and was 0.87 as determined
during intravenous therapy 1-5 hours after a l-hour infusion. During continuous intravenous
infusion, the mean steady-state cerebrospinal fluid/plasma concentration ratio was 0.24.

Metabolism

The major metabolite is 5'-glucuronide. After intravenous dosing, 29% of the dose was recovered
unchanged in the urine and 45% excreted as the glucuronide.

Excretion

Renal clearance of zidovudine greatly exceeds creatinine clearance indicating that significant
tubular secretion takes place.

The data available on the pharmacokinetics in neonates and young infants indicate that
glucuronidation of zidovudine is reduced with a consequent increase in bioavailability, reduction in
clearance and longer half-life in infants less than 14 days old but thereafter the pharmacokinetics
appear similar to those reported in adults.

5.3 Preclinical safety data

Administration of zidovudine in animal toxicity studies at high doses was not associated with any
major organ toxicity.

The results of long-term carcinogenicity studies in rats and mice did not show any carcinogenic
potential relevant for humans.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Anhydrous citric acid

Glycerol

Purified water

Sodium benzoate

Strawberry flavour T e
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6.2 Incompatibilities
Not applicable

6.3 Shelf life
18 months

6.4 Special precautions for storage
Do not store above 25° C

6.5 Nature and contents of container

A 250-ml high-density polyethylene (HDPE) bottle with child-resistant plastic cap (with either
induction sealing (FSE) wad or expended PE wad), containing 240 ml Zidovudine Oral Solution
50 mg/5 ml. It is accompanied by both 10-ml polypropylene oral dosing syringe and 1.5-ml dosing
syringe for dosage measurement.

6.6 Instructions for use and handling and disposal
An oral dosing syringe along with cannula is provided.

The solution contains 10 mg of zidovudine per 1 ml.

The bottle cap should be removed and kept safely.

The cannula is inserted into the bottle, such that its cap fits into the mouth of the bottle.

The plastic case of the calibrated syringe is removed and the syringe inserted into the cannula.

The syringe is used to draw the required volume of the suspension (as prescribed by the doctor

or health care provider) while ensuring that no large bubbles appear in the syringe.

5. The dose is then administered into the child’s mouth with tip of cannula against the child’s
cheek, by slowly pushing the plunger, allowing time to swallow. Do not push too hard or squirt
into the back of the throat, to avoid choking.

6. The syringe and cannula should be washed thoroughly in clean water and allowed to dry. It
should be completely dry before re-use.

7. Close the bottle tightly with cap.

N -
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PATIENT INFORMATION LEAFLET: INFORMATION FOR THE USER
Zidovudine Oral Solution 50 mg/S ml

Read all of this leaflet carefully before your child starts taking this medicine.

- Keep this leaflet; you may need to read it again.

- If you have any further questions, please ask the doctor, health care provider or pharmacist.

- This medicine has been prescribed for your child. Do not pass it on to others. It may harm
them, even if their symptoms are the same as your child’s.

- If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet,
please tell the doctor, health care provider or pharmacist

In this leaflet:

What Zidovudine Oral Solution 50 mg/5 ml is and what it is used for
Before your child takes Zidovudine Oral Solution 50 mg/5 ml

How to give Zidovudine Oral Solution 50 mg/S ml

Possible side effects

Storing Zidovudine Oral Solution 50 mg/5 ml

Further information

AN ol o

1. WHAT ZIDOVUDINE ORAL SOLUTION 50 mg/5 ml IS AND WHAT IT IS

USED FOR
Zidovudine Oral Solution 50 mg/5 ml, which contains zidovudine as the active ingredient, belongs
to a group of antiviral medicines called nucleoside analogue reverse transcriptase inhibitors
(NRTIs). These are used to treat human immunodeficiency virus (HIV) infection.
Zidovudine Oral Solution 50 mg/5 ml is used:
e in antiretroviral combination therapy for the treatment of HIV infection in children
e innewborns and infants, for the prevention of mother-to-child transmission of HIV.
In therapy, zidovudine reduces the amount of virus in your child’s body, and keeps it at a low level.
It also increases CD4 cell counts. CD4 cells are a type of white blood cells that are important to
help fight infection. The doctor or health care provider will be monitoring the effectiveness of your
child’s treatment.
Zidovudine Oral Solution 50 mg/5 ml may improve your child’s condition, but it is not a cure for
HIV infection. HIV infection is a disease spread by contact with blood (for example, by sharing
injection needles) or by sexual contact with an infected individual.
Treatment with Zidovudine Oral Solution 50 mg/5 ml has not been shown to eliminate the risk of
passing HIV infection on to others by sexual contact or by blood transfer. Therefore, you must
continue to take appropriate precautions to avoid giving the virus to others.

2. BEFORE YOU GIVE YOUR CHILD ZIDOVUDINE ORAL SOLUTION 50 mg/5 ml

Do not use Zidovudine Oral Solution 50 mg/5S ml if your child:

e Is allergic (hypersensitive) to zidovudine or to any of the other ingredients (see section 6, What
Zidovudine (oral solution) contains);

e Has a very low red blood cell count (severe anaemia) or very low white blood cell count
(neutropenia).

Do not use Zidovudine Oral Solution 50 mg/5 ml if a newborn baby has certain liver

problems:

e Some cases of increased amount of bilirubin in the blood (hyperbzhrubffnaema), a condition
which might make the baby’s skin look yellow; : :

e Excessive amount of certain liver enzymes in the blood.

. :I- 14 .'f
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Take special care with Zidovudine Oral Solution S0 mg/S ml
Before using this medicine, you should have told the doctor or health care provider if your child
suffers from liver disease (such as hepatitis) or severe kidney disease.

Blood disorders

Anaemia (low red blood cell count) and neutropenia/leucopenia (low white blood cell count) may
occur within 4-6 weeks after starting treatment with Zidovudine Oral Solution 50 mg/5 ml. If
severe, the physician or health care provider may stop treatment with Zidovudine Oral Solution
50 mg/5 ml. This occurs more commonly in patients with advanced HIV disease and with higher
doses of zidovudine. Regular blood tests will be arranged to check whether there is a problem. This
adverse reaction is infrequent in patients with early HIV disease and blood tests may be performed
less frequently.

Lactic acidosis

The class of medicines to which Zidovudine Oral Solution 50 mg/5 ml belongs (NRTIs) can cause a
condition called lactic acidosis, together with an enlarged liver. Lactic acidosis, if it occurs, usually
develops after a few months of treatment. Lactic acidosis is a build up of lactic acid in the body,
which can cause dehydration and coma. Deep, rapid breathing, drowsiness, and non-specific
symptoms such as nausea, vomiting and stomach pain, may indicate the development of lactic
acidosis. In addition lactic acidosis may lead to rare cases of liver failure, renal failure or fatal
hepatitis. This rare, but serious side effect occurs more often in women, particularly if very
overweight. If your child has liver disease he or she may also be more at risk of getting this
condition. While taking Zidovudine Oral Solution 50 mg/5 ml, the doctor or health care provider
will monitor your child closely for any signs that he or she may be developing lactic acidosis.

Liver disease

Patients with chronic hepatitis B or C and treated with antiretroviral agents are at increased risk for
severe and potentially fatal liver adverse events and may require blood tests for monitoring of liver
function.

In patients with a chronic hepatitis B infection the treatment should not be stopped without
instructions from the doctor or health care provider, as he or she may have a recurrence of the
hepatitis. This recurrence may be more severe if the patient has serious liver disease.

Reactivation of immune system

People with advanced HIV infection (AIDS) have a weak immune system and are more likely to
pick up serious infections (opportunistic infection). On starting treatment with antiviral medicines
against HIV, old, hidden infections flare up causing signs and symptoms of inflammation. The
inflammation may mark a return of the body’s ability to fight off infection and is called immune
reconstitution syndrome. If you notice any symptoms of infection in your child, please tell the
doctor or health care provider immediately.

Fat distribution
Loss of body fat may occur in patients receiving zidovudine. Contact the doctor or health care
provider if you notice changes in your child’s body fat.

Bone problems

Some patients taking combination antiretroviral therapy may develop a bone disease called
osteonecrosis (death of bone tissue). The risk of developing this disease may be higher if the
immune system is severely weakened, or if one drinks alcohol regularly. So far, this disease has
been reported mainly in adults. However, if your child suffers from joint stiffness, aches and pains
(especially of the hip, knee and shoulder) and difficulty in movemen;,'-"-iil_’f{nn the doctor or health
care provider. S T e
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Other

Your child will need to take Zidovudine Oral Solution 50 mg/5 ml every day. This medicine helps
to control your child’s condition, but it is not a cure for HIV infection. Your child may continue to
develop other infections (opportunistic infection) and other illnesses associated with HIV disease.
You should keep in regular contact with your child’s doctor or health care provider. Do not stop
your child’s medicine without first talking to the doctor or health care provider.

Taking other medicines

Please tell the doctor, health care provider or pharmacist if your child is taking or has recently taken
any other medicines, including herbal medicines and medicines obtained without a prescription.
These may affect the action of zidovudine, or zidovudine may affect their action.

Zidovudine Oral Solution 50 mg/5 ml should not be taken with either stavudine or ribavirin.
Zidovudine Oral Solution 50 mg/5 ml may also interact with valproic acid, fluconazole, methadone
and probenecid making side effects worse; their use should be carefully considered.

Taking Zidovudine Oral Solution 50 mg/5ml at the same time as other medicines that are
potentially toxic to the kidneys or bone marrow may increase the risk of adverse reactions to
Zidovudine Oral Solution 50 mg/5 ml. Such medicines include, for instance, pentamidine, dapsone,
pyrimethamine, sulfamethoxazole + trimethoprim, amphotericin, flucytosine, ganciclovir,
valganciclovir, interferon, vincristine, vinblastine and doxorubicin. If your child requires any of
these medications with Zidovudine Oral Solution 50 mg/5 ml then the doctor may need to monitor
his or her kidney function and blood parameters more closely and, if required, the dosage of one or
more of the drugs may be reduced.

Taking Zidovudine Oral Solution 50 mg/5 ml with food and drink
Zidovudine Oral Solution 50 mg/5 ml may be taken with or without food.

Pregnancy

If a woman becomes pregnant, or is planning to become pregnant, she should contact the doctor or
health care provider to discuss the potential adverse effects and the benefits and risks of the
antiretroviral therapy to the pregnant woman and her child.

Breastfeeding

Zidovudine, the active ingredient in this medicine, is found in human breast milk.

A woman with HIV who wants to breastfeed her baby should discuss the risks and benefits with her
doctor or healthcare provider.

Driving and using machines

No studies on the effects of zidovudine on the ability to drive and use machines have been
performed. However, one should take into account the state of the person’s health and the possible
side effects of zidovudine before one considers driving or using machines.

3. HOW TO TAKE ZIDOVUDINE ORAL SOLUTION 50 mg/S ml
Oral use.

Therapy should be prescribed by a physician or health care provider experienced in the
management of HIV-1 infection.

Recommended Dosing Based on Weight Bands for Children over 6 weeks of age
Weight range (kg) Dose
3t059keg 6 ml twice daily
61099 kg 9 ml twice daily
10 to 13.9 kg 12 ml twice daily
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Mother-to-child-transmission (MTCT) prevention dose*
Start within 12 hours after birth and continue up to 6 weeks of age, depending on national
recommendations.

Recommended Dosing Based on Weight Bands for Children
from birth to 6 weeks of age*

Birth weight 2000-2499 ¢ 1 ml (10 mg) twice daily

Birth weight above 2500 g 1.5 ml (15 mg) twice daily

*Low birth weight infants should receive mg/kg dosing.
WHO suggests 4 mg/kg every 12 hours.

Due to the small volumes of oral solution required, care should be taken when calculating neonate
doses.

Always give your child Zidovudine Oral Solution 50 mg/5 ml exactly as the doctor or health care
provider has instructed you. You should check with the doctor, health care provider or pharmacist if
you are unsure.

For children weighing 14 kg or more, adolescents and adults other products with larger amounts of
zidovudine are available. Please see the patient information leaflets of these products.

Zidovudine Oral Solution 50 mg/5 ml can be taken with or without food.

Instructions for use

An oral dosing syringe along with cannula is provided. The solution contains 10 mg of zidovudine

per 1 ml.

1. The bottle cap should be removed and kept safely.

2. The cannula is inserted into the bottle, such that its cap fits into the mouth of the bottle.

3. The plastic case of the calibrated syringe is removed and the syringe inserted into the cannula.

4. The syringe is used to draw the required volume of the suspension (as prescribed by the doctor)
while ensuring that no large bubbles appear in the syringe.

5. The dose is then administered into the child’s mouth with tip of cannula against the child’s
cheek, by slowly pushing the plunger, allowing time to swallow. Do not push too hard or squirt
into the back of the throat, to avoid choking.

6. The syringe and cannula should be washed thoroughly in clean water and allowed to dry. It
should be completely dry before re-use.

7. Close the bottle tightly with cap.

If one takes more Zidovudine Oral Solution S0 mg/S ml than one should

If your child has taken too much Zidovudine Oral Solution 50 mg/5 ml, or if someone accidentally
swallows some, there is no immediate danger. However, you should contact the doctor, health care
provider, or the nearest hospital emergency department for further advice.

If one forgets to take Zidovudine Oral Solution 50 mg/5 ml

If your child accidentally misses a dose and you notice within 6 hours after the missed dose, give
the missed dose as soon as possible. Give the next dose as regularly scheduled. If you notice later
than 6 hours after the missed dose, then only give the normal dose when the next dose is due. Do
not give a double dose to make up for forgotten individual doses.

If you have any further questions on the use of this product, ask the doctor, health care provider or
pharmacist. - Y oe L
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4. POSSIBLE SIDE EFFECTS

Like all medicines, Zidovudine Oral Solution 50 mg/5 ml can cause side effects, although not
everybody gets them. When treating HIV infection, it is not always possible to differentiate
between unwanted effects caused by Zidovudine Oral Solution 50 mg/5 ml, or those caused by any
other medicines your child may be taking at the same time, or by the HIV disease. For this reason, it
is important that you inform the doctor or health care provider of any change in your child’s health.
The most serious adverse reactions include anaemia (low red blood cell count), and low white blood
cell count. These are more common in patients with advanced HIV infection.

Anaemia has not been serious during Zidovudine Oral Solution 50 mg/5 ml use for prevention of
mother-to-child transmission.

Furthermore, zidovudine may cause loss of body fat, particularly in the arms, legs and face.

Very commonly reported (greater than 1 in every 10 patients treated) side effects are headache and
nausea.

Commonly reported (greater than 1 in every 100 patients treated) side effects are feeling dizzy,
vomiting, diarrhoea, stomach pain, muscle aches, decreased red blood cells (anaemia), decreased
white blood cells (leucopenia, neutropenia) and transient increase of liver enzymes and bllmlbm in
the blood.

The following side effects are uncommon (between 1 in 1000 and 1 in 100 patients treated): wind
(flatulence), feeling breathless, skin rash, general aches and pains, weakness, fever, decreased blood
platelets (thrombocytopenia) or all blood cells (pancytopenia) and muscle tissue disorders
(myopathy).

There are rare reports (between 1 in 10 000 to 1 in 1000 patients treated) of anxiety, depression,
sleeplessness (insomnia), not being able to concentrate, feeling drowsy, tingling of the skin, (‘pins
and needles’), cough, loss of appetite, taste disturbance, indigestion, inflammation of the pancreas
(pancreatitis), chest pain, disease of the heart muscle, fits (convulsions), nail and skin pigmentation,
colour change on the inside of the mouth, hives, chills, sweating, enlarged breasts in men, fat
accumulation in the liver, inability to produce new red blood cells (pure red cell anaemia) and
increased urinary frequency.

Also, a condition called lactic acidosis, which is a build up of lactic acid in the body that can cause
dehydration and coma has been reported on rare occasions in patients taking zidovudine. Deep,
rapid breathing, drowsiness, and non-specific symptoms such as nausea, vomiting and stomach
pain, may indicate the development of lactic acidosis.

There are very rare reports (less than 1 in 10 000 patients treated) of disruption of production of all
types of blood cells (aplastic anaemia).

The following side effects occur at a frequency that is not known:

Zidovudine and other antiretroviral agents may cause changes in body shape due to changes in fat
distribution. These may include loss of fat from legs, arms and face, increased fat in the abdomen
(belly) and around internal organs, breast enlargement and fatty lumps on the back of the neck
(‘buffalo hump'). The cause and long-term health effects of these conditions are not known at this
time.

Combination antiretroviral therapy may also cause hyperlipidaemia (increased fats in the blood),
increased blood sugar and resistance to insulin.

Also, osteonecrosis (death of bone tissue) and immune reconstitution syndrome have been reported
in patients taking combination antiretroviral therapy (see section 2).

If any of the side effects gets serious, or if you notice any side effects not listed in this leaflet,
please tell the doctor, health care provider or pharmacist as soon as possible.

5. STORING ZIDOVUDINE ORAL SOLUTION 50 mg/5 ml

Keep out of the reach and sight of children.

Do not store above 25 °C. Store in the original container.

Do not use Zidovudine Oral Solution 50 mg/5 ml after the expiry date (exp) W‘hlc}r 1s\stated on the
label. The expiry date refers to the last day of that month. .
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Do not use Zidovudine Oral Solution 50 mg/5 ml if you notice the medicine has changed colour.
Medicines should not be disposed of in wastewater or household waste. Ask the pharmacist how to
dispose of medicines no longer required. These measures will help to protect the environment.

6. FURTHER INFORMATION

What Zidovudine Oral Solution 50 mg/5 ml contains

The active ingredient of Zidovudine Oral Solution 50 mg/5 ml is zidovudine.

The other ingredients are anhydrous citric acid, glycerol, purified water, sodium benzoate,
strawberry flavour and sucrose.

What Zidovudine Oral Solution 50 mg/5 ml looks like and contents of the pack

Zidovudine Oral Solution 50 mg/5 ml is a clear, colourless to pale-yellow, strawberry-flavoured
solution containing 50 mg of the active ingredient zidovudine in each 5 ml. It comes in a 250-ml
high-density polyethylene bottle (containing 240 ml solution) and is accompanied by a 10-ml
polypropylene calibrated oral dosing syringe as well as a 1.5-ml dosing syringe.

Supplier Manufacturer

Hetero Labs Limited Hetero Labs Limited

7-2-A2, Hetero Corporate Unit — III

Industrial Estates #22-110IDA

Sanath Nagar Jeedimetla

Hydrabad 500018 Hydrabad 500 055

Andhra Pradesh Andhra Pradesh

India India

Tel:  +914023704923 Tel: +914023096171/72/73/74
Fax: +91 4023704926 Fax: +91 4023095105

e-mail: contact@heterodrugs.com e-mail: contact@heterodrugs.com

For any information about this medicinal product, please contact the local representative of the
supplier.

Latin America South Africa

Name: Ms. Tswana Gajadhar Name: Kevin Moodaley, Head of South
Address: African Operations,

Vernon Technologies Limited Address:

7 Ramlogan Drive Damarie Hill, Jean Park Chambers, 252 Jean Avenue,
Sangre Grande.Trinidad & Tobago. Centurion, Building 6, Unit 19.

Tel: 868 691 0173 Tel: +27 (0) 12 644 21 20

Fax: 868 668 7741. Fax: +27 (0) 12 644 1564

Email: tswana.gajadhar@vtl- trin.com | Email: kevin@heterodrugs.com
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INDIA

Name: Mr. M.Srinivas Reddy
Address

Hetero Labs Limited

7-2-A2, Hetero Corporate
Industrial Estates

Sanath Nagar

Hydrabad 500 018

Andhra Pradesh

India

Tel: + 91 40 23704923

Fax: + 91 40 23704926
Email: msreddv@heterodrugs.com

INDIA

Name: Mrs. G.Sangeetha,
Address:

Hetero Labs Limited
7-2-A2, Hetero Corporate
Industrial Estates

Sanath Nagar

Hydrabad 500 018
Andhra Pradesh

India

Tel: + 91 40 23704923
Fax: + 91 40 23704926
Email: Sangeetha. G@heterodrugs.com

This leaflet was last approved in October 2012.

Detailed information on this medicine is available on the World Health Organization (WHO)

web site: http://who.int/prequal/ .
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Iepexsiaa yKkpaiHCHKOI0 MOBOI0, ABTEHTUYHICTH Jo PeecyrpanifiHopo ngcBixueHns
SIKOTO MiATBEeP/2KeHa YIIOBHOBAXKEHOIO 0c06010 N 762 %
3asBuuka (Cemenororo 1.B.), indopmanii npo Bin 22705 0/8

3aCTOCYBAaHHA JIKAPChKOro 3acoly

3uaoByanH, po344dH opanbHui, 50 Mr/5 ma

KOPOTKA XAPAKTEPUCTHKA JIIKAPCBKOI'O 3ACOBY

1. HA3BA JIKAPCBKOI'O 3ACOBY
3UOBYAMH, PO34MH OpalbHUK, SO Mr/5 M

2. SKICHHMH I KUIbKICHUM CKJIAJ

S MJT pO3YHHY MiCTATh 50 MI' 3UIOBYIHHY.

5 MJI po34HHY MICTATE 2.16 I IyKpO3u

[ToBHH# nepesiK JONOMDKHHX PeYOBHH — JHUB. po3au 6.1.

3. JIKAPCBKA ®OPMA
3u10BYIMH, PO34YHH OpaJbHHUH.
Bix 6e36apBHOTO 10 CBIT/IO-)XOBTOIO KOJILOPY PIAHHA 3 MOJYHHYHUM 3allaxoM.

4. KJIIHIMHA TH®OPMAIIA

4.1 TepaneBTH4YHI NOKA3aAHHHA

3uNOBYAHH, pO34YHH opanbHHE, 50 Mr/5 MJI, MOKa3aHUH B aHTHPETPOBIPYCHIA KOMOIHOBaHI#M Tepamii
JUIA TiIKyBaHHS 1H(IKOBaHHX BipycoM iMyHonediuuTy moaunu (BUI) niteit.

3uNOBYAHH, PO3YHH OpanbHHH, S0 Mr/5 M, nokasanuii pia nepBuHHOI npodinaktuka BUI-indexuil y
HOBOHAPOJDKCHHX.

Cnix posrnsHyrd odiuiiini nporoxonmu JikyBanHs BUI-1 indexuii (smampuxiax BceecBiTHBOT
oprasizailii OXOpOHH 3/10pOB’s1).

Lled npodyxm npusnavenuil oOna 3acmocyeanns y Oimeu. Ilpome, ingopmayin wooo 6e3nexu
HAO0AEMbCA CMOCOBHO 00 npobem OOpOCIuxX 3i 300P06'IM, MAKUX AK X60pobu neyinku, eazimuicmo i
naxmayis, Ona 3abe3nevenns nogHo2o0 oocmyny 00 écici HeobOxiOHol inghopmayii.

4.2 Jlo3u Ta cnocib 3acTocyBaHHA
JUis OpajIbHOrO 3aCTOCYBaHHS. 3HIOBYAMH MOXE MPHAMATUCH 3 Diero abo 6es.
Tepaniro Mae moYMHATH JiKap, AKUH Mae nocsin gikyBanus BUI-indexuii.

Incmpyxyin onn 3acmocysanua
Po34uun mictuth 10 Mr 3upoByauHy Ha 1 M.
MakcuMaiibHa 103a He noBUuHHA nepeuirysard 300 Mr Ba pa3u Ha JeHb.

PexomenaoBaHe JO3yBaHHSA B 3aJI€;KHOCTI Bil MACH TiJIa JUIA JiTeH crapme 6 THXHIB
Hiana3zon macH (kr) Ho3a
3-59«r 6 mi1 (60 mr) aBiyi Ha JIEHB
6—-99«kr 9 mi (90 mr) nBidi Ha IeHD
10 - 139 kr 12 ma (120 Mp)ﬁhiai na;am

Ibm Mali€eHTIB 3 Macoi Tina moHax 14 kr JocTynHi iHm mxapcbm ¢0pMH u.lo MICTATh OLIBLIY
KUIBKICTh aKTHBHOI PEYOBHHH. /




Ho3a pas npodinaktuku Tpancmicii BUI Bin marepi no aurunn (MT)
[Mouynnats nporsroM 12 romMH MiC/iA HAPOUKEHHHA 1 NPOMOBXKYBATH 10 O-THXKHEBOIO BIKY, B
3aJIeKHOCTI BiJl HALIOHANLHIX PEKOMEH/IALiH.

Pexomen0Bane X03yBaHHSA B 3a/I€5KHOCTI Bif MAaCH Tijia and giTel
BiX HAPOIKEHHS 10 6-THIKHEBOI0 BiKy+

Maca tina npu Hapomikerni 2000-2499 r 1 ma (10 mr) aBiui Ha neHb

Maca Tina npu HapomkeHHi nonan 2500 r 1.5 ma (15 mMr) aBidi Ha eHb

* HoBoHApOIkeHi 3 MO MAcoIO Tija OBHHHI OTPHMYBATH MI/KT JO3YBaHHS.

BOO3 npomnonye 4 Mr/kr koxHi 12 rogdH.

Yepes HeBenmKi 06’eMH HEOOXITHOrO PO3YMHY OPaJbHOIO, CIiX AOTPHUMYBATHCS OOEPEKHOCTI MpPH
PO3paxyHKy HEOHATaJIbHHUX JI03.

Kopuzysanns oozyeanns

Iayienmu 3 zemamono2iunumu nOGIYHUMU PeaKyiamu

3aMiHy 3HIOBYNHHY CHiJl PO3IJIANaTH Yy IAUIEHTIB, 4YMii piBeHb IeMOrodiHy abo KiNbKiCTh
HeHTPOdLIB MAFAIOTH IO KIIHIYHO 3HAYYIIOro PiBHS. [HII MOXUIMBI IPHYKHE aHeMii abo HeHTpomeHi
NOBMHHI OyTH BHKTIOYEHi. 3HYDKEHHsS [O3M 3HNOBYAMHY ab0 TNepepHBaHHA CIiJ PO3IVANATH 3a
BiJICYTHOCTI aIbTEPHATHBHUX METO/IB JIIKyBaHHS (IMB po3nimd 4.3 1 4.4).

3axeopioeannn nevinku

PerymoBaHHs /1034 HE NOTPIOHO NIpH MEYiHKOBIH HEOCTATHOCTI Bill JIETKOrO JI0 MOMIPHOIO CTYMEHS,
aJjie MoXe OyTH HeoOXigHO IPH THKKIH NEeYiHKOBIH HEJOCTaTHOCTI.

Hupxoea nedocmammnicmo

JUis XBOpMX Ha TSDKKy HHMPKOBY HeJOCTaTHiCTh (kiipeHc kpearmHiny < 10 mi/xB), 3 abo 0e3
reMoiianisy, /03a NOBHHHA OYTH 3MEHIIEeHA. Y JOPOCIHX, PEKOMEH/YEThCs 3HMKEHHS 1034 BlL 33 %
10 50 % 3unOoBYOHHY.

4.3 IlporunoxkasaHHs

3UIORY/IMH TMPOTHIIOKA3aHMI MAIIEHTAM 3 KJIHIYHO 3HAYMMOIO TiMepYyTJIHBICTIO IO 3HIOBYIMHY abo
210 6Y/1b-IKOr0 3 HAIlOBHIOBAYiB.

3UAOBYIMH IMPOTHUNOKA3aHMH [AI€HTAM 3 AHOMAIBHO HH3BKOIO KUIBKICTIO HeHTpodiiiB
(<0,75 x 10°/11) a60 HU3BKHM piBHEM remMoriobiny (< 7,5 r/mn a6o 4,7 MMONB/1).

3uIOByIMH MNPOTHNOKA3aHHH M/ JIKYBaHHA HOBOHApO/DKEHMX 3 rimepbinipybinemiero, ski
noTpe6yIoTH BiAMIHHOrO BiX doToTepanii TikyBaHHs, abo i3 migBHImMEeHHAM Oinbiie HiX y 5 pasiB Bl
HOpPMH piBHS TpaHCaMiHa3.

4.4 Ocobausi3acTepe:KeHHA TA 3aN00LKHI 3aX0AH NPH 3aCTOCYBAHHI

Ilepeoaua BIJ/T

Ipu nikyBaHHI 3uJOBYAMHOM, PO3YHH OpaIbHHH, 50 Mr/5mi, He Oyln0 TNOKa3aHO MOXIHBICTH
BHKJIIOUEHHsI pu3uKy mepeaadi BUI-indexuii crareBuM mupixom abo MUIIXOM Mepefadi KpoBi, Xoya
pu3MK Moxe OyTu 3menineHui. IlamieHTaM CHoiJg IPOJNOBXKYBaTH BHKODHCTOBYBATH BIATOBI/HI
3ano6ixHi 3axou 1A 3anobiranns nepeaadi BUUI-indexmii.

Inwi nixapcoki 3acobu

CynyTHBOIO 3aCTOCYBAHHS CTaBYJMHY i3 3UIOBYAMHOM CIIJ YHHUKATH (AMB. po3zin 4.5).
I'emamonoziuni nobiuni peaxyii

AHeMisi, HeWTponeHis i NelKoneHis (3a3BHYail BTOPHHHO IO BITHOINCHHIO O HEHTPOMNEHil) MOXe
BHHHKHYTH Y HAI[iEHTIB, AKi OTPHMYIOTb 3HIIOBY/IHH. [le 3anexuTh BiJ MO3H 1 3a3BUYail BINOYBAIOTHCA
micns Bix 4-x a0 6 TrxwHiB Tepanii. CkacyBaHHS 3UAOBYAHMHY MOXe 3HAJIOOMTHCS, SKIIO BaXKKa aHEMIs
(<9 r/an (5,6 mmone/n)) abo Mienocympecis (KiabkicTe He#TpoditiB < 1,0 x 10%/5) BimbyBaeThes min
qac JIIKYBaHHS 3UOBYHHOM.

3axeopiosanns nedinku

Cnix noTpuMmyBaTHCs OOGEPEXHOCTI NP NPHU3HAYCHHI HYKICO3HIHHX 1H1‘161T0p13 3BOPOTHOIL
tpanckpunrasd (HI3T), Bkmovaioun 3u10ByuH, 6y/1b-IKOMY Malli€HTOBI'13 saxnopmnaﬂﬂm HOE4IHKH.
[amientn 3 xpomtmnm rematuroM B abo C, ki JIKylOThCS Komﬁmcnaﬂom aHTHPETPOBIPYCHOIO
Tepaniero, MalOTh MiABUIIEHMH PU3UK PO3BHUTKY TSUKKHX i HOTEHIIHO JIeTanbHUX HOOIUHUX edeKTiB 3
60Ky HC'-IIHKPI. v pa31 CYMICHOI'O 3aCTOCYBAHHA 3 IHITHUMH aHTHBIPYCHHMH npenapaTaMH JUTA
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nmikysanus renatuty B 1 C, cnix 3BepryTucs 10 BiamoBiaHOI [HCTPYKIi 3 MEIMYHOTO 3aCTOCYBAHHS
LHX Mpenaparis.
XBopi 3 yXe€ ICHYIOYAM HOpyUEHHSM GYHKUIT MEYiHKH, BKJIIOYAIOYH XPOHIYHHH aKTHBHHH IECNaTUT,
MalOTh MiJBUINEHHN PU3UK MOpYIIEHHS (QyHKIIi MeYiHKH miJ Yac KOMOIHOBaHOI aHTHPETPOBIPYCHOI
Tepanii Ta MalOTh 3HAXOJUTHCS I MEAMYHHM HarjisoM. Y pasi MOABH O3HAK MOTIPHICHHS XBOPOOH
MEYiHKH Y TAKUX MNAL€HTIB CIIIJ{ 3BKHTH MOXJIMBICTH IepepBH ab0 MPUIMHEHHS JIIKYBaHHA.
Cunopom IMYHHO20 8I0HOBNEHHAL.
YV BUI-iHikoBaHHX MAUi€eHTIB 3 paHille ICHYIOYOK BaXXKOIO IMYHHOIO HEJOCTATHICTIO, K IPAaBHIIO,
NPOTAIOM NEPIIMX KUILKOX THXXHIB a6o Micsuis micis nogarky xom6Ginoanoi APT, 3anansmi peakmii
Ha 6e3cuMnTOMHI a60 3aMMIIKOBI OMOPTYyHiCTHYHI mnatorend (Hampuinan, [(MB  perunir,
MikobakTepianbHi iH(pEKIii, MHEBMOLKMCTHA HEBMOHIS) MOXYTh BHHHKATH | BHIJIMKATH CEpHO3HI
KIiHIYHI cTaHu a60 3arocTpeHHs cuMNToMiB. JIikyBaHHS OBHHHO OYTH pO31I04aro B pa3i OTpeOH.
Jinooucmpogis
Kom6inoBana aHTHpeTpoBipycHa Tepamisi Oyja MOB'si3aHa 3 NEpPEpPO3NOJALIOM >XHPOBOI TKaHHHH
(mimomuctpodiero) y mauientie 3 BUIL bBinsmm Bucokmii pusuk nepadepwdHoi BTpaTH xupy OyB
TOB'S3aHMI 3 BHKODHCTAHHAM CTABYJMHY i 3MJOBYNHMHY, a TAaKOX 3, HANPUKIAJ, IOXHIHM BiKOM
naiienTa, Benukoro Tpupanictio APT i nos'ssanumy 3 Humu Metabosidnumu nopymeHraMa. Kiriniune
obCcTeXxeHHs MOBUHHO BKJIOYATH OLIHKY (Pi3MYHMX O3HAK UM MEepepo3moiiry Xupy. BumiproBaHHs
JMiAiB B CHpOBATI(i KpOBI HATIOE i [JIFOKO3M B KPOBi, @ TaKOX HAIEXKHOIO YNpPAaBJIIHHA JIMLIHHX
nopymess ciaia posrsnard (aus. po3ain 4.8). JlimiaHi NOpyIIeHHs MOBHHHI YIIPABJIATHCS HAIECKHAM
YHHOM, B TOMY YHCJIi 3aMillEHHs 3UIOBYIHHY AIbTEPHATHBHHM aHTHPETPOBIPDYCHMM areHTOM, SIKILO
e MOXJIMBO (JIUB. po3aun 4.8).
Jlakmoayuoos
JlakToanumo3 € PpIAKICHHM, aje TSHKKHM, NOTCHLIHHO HeOesmeyHuM JUIf JKHTTS YCKJIQIHEHHSM,
NOB'A3aHMM 3 BUKOPHCTaHHAM HYKJIEO3HIHOrO iHriGiTopa 3BopotHoi TpaHckpunTasu (HI3T). Lle moxe
CTAaTHUCA MICAA Bif KUIBKOX a0o0 Olnbiue MicamiB mikyBaHHs. Ilami€eHTH 3 rinepinakTaTeMi€lo MOXYTh
6yTH GE3CHMIITOMHHMMH, B KDHTHYHOMY CTaHi, a60 MOXyTbh MaTH Hecnenu(idHi CHMITOMH, TaKl fK
3a/IMIIKa, BTOMa, HyJ0Ta, OJIF0BOTA, Aiapes i 6oni B xuBoTi. Paxropu pu3uKy mii HI3T-nos's3anoro
NAKTAIU/103y BKIFOYAKOTH XKIHOTY CTATh 1 OXKUpiHHA. [1ali€HTiB 3 MiZIBUIEHHM PH3HKOM CIiJ peTenbHo
KOHTPOJIOBAaTH KJiHiyHO. CKpHHIHI Ha TrinepjakrareMilo y O€3CHMOTOMHHMX TWAIli€HTIB, SKi
orpumyBanu HI3T, ommak, He pekoMeHayeTbes. CHMITOMATHYHI DAiEHTH 3a3BHYail MAlOTh pIBHI
> 5 MMOJIB/JI 1 BUMaraioTh ckacysanns Bcix HI3T, Bimodaroun 3uXoByAUH. PiBEHb MOJIOYHOI KHCIIOTH
> 10 MMOJIB/J1, SIK [IPABHIIO, BUMAra€ HEBIIKIAIHOI MEAUYHOL JIOTIOMOTH.
Mimoxonopianvua oucynryis
ByJio npoAeMOHCTPOBAHO, O HYKJICO3H/IHI Ta HYKJICOTHHI aHAJIOTH in vilro Ta in vivo COPpHYHHAIOTH
MITOXOHJpiaNbHi NOPYIIEHHS PI3HOT0 CTyNeHs. by/iu NOBLIOMIICHHS PO MITOXOHAPIaNbHI AMCHYHKIIT
y BUJI-HeraTUBHHX HEMOBIIAT, SKi MiANAMH O BIUIHB HYK/ICO3HAHHX AHAIOTIB BHYTPIIIHBLOYTPOOHO
abo y moctHaramsHOMY nepiogi. OCHOBHUMH NOOIYHMMH SBHINAMH € TE€MATOJNOrIYHI NOPYINEHHS
(anemisi, HeliTponeHis), mopyileHHs oOMiHy pedoBHH (rimepnakraremii, rimepmimigemis). Ll momii
yacTo 6yBalOTh MHUHYIIMMH. [HOMI MOBIMOMJISUIOCS MPO Mi3HI HEBPONOri4Hi MOpPYIIEHH (TiMepTOHis,
KOHBYJIbCii, aHOMaJIbHA MoBe/iHKa). U € HEBPOJOTiYHI MOPYIICHHS THMYacCOBHMH ab0 NMOCTIHHHMH,
Hapasi HeBiloMO. Bynp-sika nuthHa, HaBiTh 3 BIJI-HerarmBHHUM cTaTycoM, sKa HmiAnasa nil BIUIMB
HYKJIEO3HJHUX a00 HYKJICOTHAHHX aHAJIOTIB BHYTPIIIHEOYTPOOHO, Mac 3HAXOAUTHUCH MiJ KIIHIYHMM Ta
nabopaTOpPHAM HAIJISIOM Ta MOBHICTIO NOCIHIDKEHA HAa MOXUIMBICTh BHHHKHEHHS MIiTOXOHJpiaibHHUX
qucyHKIM y pa3si MOsABM BiAMOBiAHMX O3HAaK Ta cummToMiB. I[i ZaHi He BIUIMBAIOTE Ha iCHYIOYI
pEKOMEHAL{I W00 3aCTOCYBAHHS aHTPUPETPOBIPYCHOI Tepamii BariTHUM XiHKaMH JUIs 3a1io0iraHHs
BepTuKanbHOT nepenayi BUI-indexmii.
Ocmeonekpo3s
IToBiIOMJISUIOCS PO BHIIAJIKA OCTEOHEKpPO3y, OCOOJIMBO y MAL€HTIB i3 3amyuieHow cramiero BIJI-
3aXBOPIOBAHHS Ta/ab0 TPHBATHM BIUIMBOM KOMOiHOBaHOL amupemompycuon Tepama ETtionoris
BBA)KAETHCS 6arar0cbam‘0pnm (B TOMy 4 HCHi KOPTHKOCTEpOIIM, BKHBAHHS ~AJIKOTONIO, BaXKa
myﬂocynpecm BHCOKHH iHAEKC MacH Tina). [Tanientam ciin pexomcunyna'm 3Bcpf{ymcx 10 JTKaps,
AKIIO BOHH BiIYYBaIOTH OLITB B CYTJI00axX, TYropyxicTh Cyrnobis abo. yTpyJHEHHA B PyCi.

oz

10 2p0i0oty




4.5 B3aemojis 3 iIHIUMH JiKapchKHUMH 32c06aMH T2 iHII BUIX B3acMOTii

OOMerxxeH1 JaHl MOKa3yiOTh, 0 HOEQHAHE 3aCTOCYBAHHS 3UJOBYAUHY 1 pudamminuny 3menmye AUC
(mnoma mijx KpHBOK KOHIEHTpalii B miasMmi) 3uaoByauny Ha 48 % + 34 %. Lle Moxe npuBecTd [0
4acTKOBOi BTpatH ab0 NOBHOI BTpaTH edeKTUBHOCTI 3uAoBynuHY. lloenHaHoro 3actrocyBaHHs
pudamminuny i3 3MAOBYMHOM CIILJI YHUKATH (AUB. po3fin 4.4).

3UJOBYJMH B IOE€JHAHHI 31 CTABYJHHOM € AHTArOHICTHYHUM in vitro. IloegHaHOro 3acToCyBaHHS
CTaBYMHY 13 3UAOBYAMHOM CIIiJ yHUKaTH (IUB. po3aii 4.4).

IIpo6enimuy 36inmemye AUC 3umoBynuny Ha 106 % (B miamaszoni Bix 100 mo 170 %). ITanienTis, sxi
OTPHMYIOTE OOHBa MpeNlapaTH, CJI PETEIFHO KOHTPOIIOBATH 00 FeMaTOMOITYHOI TOKCHIHOCTI.
[Tomipue 36utbIIeHHA Chax (28 %) ciocTepiraioch MpH BBEACHHI 3HAOBYIHHY 3 JIaMiIBYIHHOM, ajie B
oMy excrno3uiuis (AUC) icTOTHO He 3MIHIOBAJach. 3UAOBYAHMH HE BIUIHBAaE Ha ()apMaKOKIHETHUKY
NaMIBYHHY.

[NoBinoMIsinocs mpo HU3bKHI piBeHb PEHITOIHY Yy KPOBi ACAKHAX XBOPHX, SIKI OTPHMYBAH 3UAOBYIHH,
y TOH 4ac SK y OAHOro naiicara Oyo Bii3Ha4eHO BUCOKuI piBeHb. LI criocTepexeHHs BKa3yroTh Ha T€,
IO PiBHi (EeHITOIHY CIIiJI peTeNbHO KOHTPOJIOBATH y MALIEHTIB, SKi OTPHMYIOTh 00H/BA IpenapaTH.
3uIOBY/IMH BHAETHCS HE BIUIMBAc Ha (apMaKOKIHETHKY aToBakBoH. IIpore, apmakokineTHuHi naHi
NOKa3alM, [0 aTOBaKBOH, MalyTh, 3HMXKYE IIBHJAKICTE MeTaboni3My 3HAOBYAMHY JO Horo
rmokyponiaHoro Metrabomity (AUC 3ugoBymuxy Oyma 30uiemena Ha 33 % 1 mik KOHUEHTpaIii B
IUIa3Mi IIOKYpPOHLAY OyIio 3HrkeHo Ha 19 %).

Banbnpoepa kuciora, ¢uykoHazon abo MeETafoHOM MpH CHUIBHOMY BBEJAEHHI 3 3HJIOBYJHHOM
nokaszanu 36itbmenas AUC 3 BiAMOBIAHHAM 3HIKEHHSAM #Horo kiipency. OckiUTbKd HaHi oOMexeHl,
KITHIYHA 3HAYYIIICTH LBOrO HEBiZOMA, ajle AKIO 3UJOBYAMH BUKOPHCTOBYETHCS HapayiesibHO abo 3
BANBIIPOEBOI0 KHCIOTOK, (UIYKOHA30J0M a00 METaJlOHOM, NAli€HTaM CIiJ{ MHIBHO CTEXHTH 3a
DOTEHIIHHOIO TOKCHYHICTIO 3UIOBY/IHHY.

[ToBiOMIISUTOCH PO 3arOCTPEHHs aHeMil BHACIIJOK pHOABUPIHY, KOJIH 3UNOBYAHH € YACTHHOIO CXEMH,
0 BUKOPHCTOBYETHCS MUis JiKyBaHHS BIUI-iHQekii, Xoua TOUHHI MEXaHI3M II€ HAIEXKHTh 3'ICYyBaTH.
CynyTHE 3aCTOCYBaHHS PHOABIpHHY 3 3HJIOByIMHOM HE PEKOMEHIYETHCS 4Yepe3 MiJABUIICHUH PH3HK
po3BUTKY aHeMii (muB. po3min 4.4). Ciuif po3rNAHYTH NHTAHHSA MPO 3aMiHY 3HIAOBYJHHY Y CKIail
KOMOIHOBaHOI aHTHPETPOBIPYCHOI Tepaii, AKIIo 1€ BKe BcTaHoBieHO. Lle Oyyio 6 ocobnuBo BaxIMBO
y MAIEHTIB 3 BIIOMOIO 3MIOBYIMHIHAYKOBAHOIO aHEMIEIO B aHaAMHe31.

CynyrtHe JiKyBaHHs, o0cOONMBO rocrpa Tepamisi 3 NOTeHUIHHO HedpoTokcuyHuMH abo
MI€JIOCYTIPECHBHHMHE TIpenaparaMy (HaOpUKIa[, CHCTeMHHH [EHTaMiHH, MAANCOH, IipHUMeTaMiH,
cynbdamerokcazon + TpuMeTonpuM, amdorepunuH, QIYHHTO3MH, TaHIMIJIOBIp, iHTEpdEPOH,
BIHKPHCTHH, BIHOJACTHH i JOKCOPYOILHH) TAKOXK MOXeE 30UTBIINTH PH3UK PO3BUTKY MOOIUHMX peaKiiii
Ha 3UAOBYIMH. SIKINO CynyTHA Tepanii 3 Oyap-iKMM 3 LMX IIpenapariB € HCOOXiAHOIO, TO JOAATKOBI
3amo6iXHI 3aXOIH CIiJl BXXUBATH PH MOHITOPHHIY ()YHKIii HUPOK Ta réMaTOJOTIYHHX MapaMeTpiB i,
[pH HEOOX1AHOCTI, 03y OAHOro ab0 NEKUIBKOX areHTIB CNiJ 3MEHIIUTH.

O6MexxeHI HaHi KIHIYHHX JOCHI/DKEHh HE BKa3ylOTh Ha 3HAYHO MNIJBHILEHHHA DH3HK PO3BHTKY
noOIYHUX peakilii Ha 3UNOBY/IHH 13 CyJIbaMeToKca3oil + TPUMETOIPUM, a€PO30JIbHAM IIEHTaMIIHHOM,
MipUMETAMIHOM 1 ALMKJIOBIPOM Y /103aX, IO BUKOPUCTOBYIOTHCS Ui NPOGLIAKTUKH.

Knaputpominue TableTkH 3MeHIIye BCMOKTYBAaHHS 3HIOBYAMHY. LlbOro MOXHa yHHKHYTH LUISIXOM
[OJLTY BBEICHHS 3UAOBYAMHY 1 KIIADHTPOMILHHY, MPUHAHMHI, ABOrOJMHHUM IHTEPBAJIOM.

4.6 3acrocyBaHHS HiJ 9ac BariTHOCTI T2 roAyBaHHH I'PyUII0

Bazimnicmo
He nmoBimomisiiocss mpo NiABULICHUH PH3UK BPOIDKEHHX BaJl Ul 3UIOBYAMHY (Www.apregistry.com).
IIpote, pu3uKH Ui III0JIa HE MOXYTH OYTH BHKIIFOYEHI.

I'ooysanna zpyooio

3uA0BYIMH NPOHHKAE y IPyJHE MOJIOKO roaylodux Marepi. [loTousni: pexome}mauu 3 BUI i rpyaue
BUroJIoByBaHHs (Hanpuiinan 3 BOO3): ciin NPOBOJUTH KOHCYJIbTAIil, Mepm HiX KOHCYJbTyBaTH
HAII€EHTIB 3 JaHOro muTaHHsA. Kpaii BaplaHTH MOXYTb BLAPI3HATHCA B 3aJIC)KHOCTI BLJI MICIIEBHX YMOB.
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Pepmunvricmo

3u10ByIMH HE DOripurysas (GepTUWIBHICTD caMmiiB ab0 caMOK Y IIypiB, siki OTPUMYBAJIM NEPOPAIBHO
no3u go 450 mr/xr/noby. Hemae HisSKMX JaHUX [P0 BIUIMB 3HAOBYIHHY Ha )XiHOYY (EPTHIBHICTH
moaHHH. Y 4Y0JIoBIKiB, HE 6YJI0 OKAa3aHO BIUIMB 3UAOBYAMHY Ha KUIBKICTH cliepMH, Mopdororiio abo
MOTOPHKY.

4.7 BmiMB Ha 3JATHICTH KepyBaTH TPAHCIOPTHHMH 3aco6amu a00 NpauoBaTH 3 iHIIHMH
ABTOMATH30BAHHMH CHCTEMaMH

HisfiKMX NOCHIUKEHb INOJO BIUIMBY HA 3/IaTHICTH YNPABJIATH i BUKOPHCTOBYBAaTH MalIMHH He Oyio
BHKOHaHO. KUriHiuHMii cTad naijienTta i mpodims HebaXXaHUX peaknii 3UAOBYIUHY, PO3YMH OpalbHHUM,
50 Mr/S ML, CITiJI MAaTH Ha YBa3i OpH PO3MIIsSIi MMTAHHS PO 3IATHICTH MAlliEHTa KePyBaTH aBTOMOOLIEM
abo mpaloBaTH 3 MEXaHi3MaMH.

4.8 IloGiuni peaxuii

Haii6inbin cepiiosHi moGiuHi peakiii BKIIOYAOTH aHEMIIO (IO MOXE 3aKafaTH MEpPETUBaHHA KpOBi),
HEHUTpOIeHilo i nelikonénio. Boru 3ycTpiyammcs gactime npu 6inbin BHCokux ao3ax (1,2-1,5 r/noby) i
3 mporpecyouuM 3axsoproBannsM BIJI, oco6muBo y mamienTiB 3 CD4-KiliTHH, IO Halidye MEHIUE
100/Mu1. 3HMKEHHS 1034 260 MPHNMHEHHS Teparii MOXe cTaTH HeoOXiHuM (auB. po3nin 4.4).

KpiM Toro, 3unoByauH OYyB MOB'A3aHMI 3 CHHAPOMOM JHmoAMcTpodii, BKIIOYAIOYM HepH(epudHy
BTpary xupy (muB. po3ain 4.4.).

XapakTep mo6iuHOI Aii y AiTel Ta JOPOCTHX MOXIOHHH.

Hacrynni no6iuni edextu Gyiu 3apeecTpoBaHi B KOHTPOJIbOBAHHX KJHHIYHHX JOCIIDKEHHAX 1 CepisxX
BUNAKiB i yac nikysanus BIUJI-1 indekuii 3110By THHOM.

[Mo6iuni edexTH, MO POIMIANAIOTHECS, NPUHANMHI, MOXJIABO [OB'A3aHi 3 JIKYBaHHSIM, MepepaxoBaHi
HIOKYE 33 CHCTEMAMH OpraHi3My, OpraHHHMH KJIacaMH 1 abCONIOTHOIO 4acToToio YacToTa BHHHKHEHHS
BH3HAYa€ThCA AK Myxke dacto (> 1/10), wacto (> 1/100, <1/10), edacto (> 1/1000, <1/100), piako
(= 1/10000, <1/1000), myxe piako (<1/10000), aGo HeBinoMO (He Moxe OyTH OLIHEHA 3a HasBHUMHU
JaHUMH).

3 60Ky KpoBi 1 JTiMaTHIHOI CHCTEMH
Yacmo: anemis, neiiKoneHist, HEUTPONEHiA
Hevacmo: TpoMOOUHTONEHIS | MAHIMTONEHIs
Pioko.: aHeMist EPUTPOLUTIB

Hyorce pioko: annacTU4dHa aHEMIs

3 6oky MeTaboni3my i po3iajiB TpaBJIEHHA

Pioxo: nakroanumos

Hegioomo: 3MiHM B PO3NOALI JKKPY B OPraHi3Mi, pe3HCTEHTHICTb [0 iHCYJIiHY, TiMepriiKeMis,
rinepaimigemis, rimepaakrareMii (auB. po3aut 4.4).

IcuxiyHi po3nagu
Pioko: HecnoKi#, fpenpecis.

3 60Ky HEpBOBOI CHCTEMH

Uyoice wacmo: TonoBHHUH OLIE.

Yacmo: 3a1aMOpPOYEHHA.

Pioko: 6€3COHHS, 3HHKEHHS PO3yMOBO1 aKTHMBHOCTI, COHJIMBICTB, NapecTe3is, Cy/IOMH.

3 GOKy ceplLeBO-CYyJHHHOI CUCTEMH

Pioko: kapoiomionamis. A R
3 60Ky AUXANBHOT CHCTEMH ' '
Heuyacmo: 3aguiuka.

Pioko: Kauens. _ L;//E/Z? /{/ / / {;
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3 60Ky TpaBHOI'O TPAKTY

Hyoce wacmo: HypoTa.

Yacmo: OnoBaHHs, giapes, OUIb Y XKHBOTI,.

Heuacmo: MeTeopusMm.

Pioxo: maHKpeaTuT, MirMeHTaLis CIM30Boi OGOIOHKH POTa, 3MiHA CMAKOBHX BiUYTTiB, AHCIIEICI.

3 6oky rematobiniapHOi CHCTEMH
Yacmo: miJBUIIEHHS PiBHS MEYiHKOBUX depmeHTiB 1 OLipyOiHy.
Pioko: THXKa rernaToMeraiis i3 CTeaTo3oM.

3 60Ky penpOAyKTHBHOI CHCTEMH
Pioko: rinexoMacTis.

3 60Ky IIKipH Ta MIAMKIPHOI KIITKOBUHH
Heuacmo: Bucumnasssi, cBepOiX.
Pioko: mirMmesTauis IKipH Ta HIITIB, KPOIHB’ SHKA, T TIHMBICTH.

3 OOKy OMOPHO-PYXOBOI'0 anapary

Yacmo: mianris. -
Hewacmo: mionaris.

Heegioomo: ocreonexpo3 (muB. po3ain 4.4).

3aranbHi po3nanu

Yacmo: He3 Ty aHHS.

Heuacmo: acteHisi, IpONacHULS, FeHEPATI30BaHHMH OLIb.
Pioko: 611k y rpylsx, rpHIONOMIOHUHE CHHAPOM, 03HO0.
Hegioomo: cHHIpOM IMYHHOTrO BiTHOBJIEHHS (UB. po3aia 4.4).

3 60Ky HHPOK Ta CEYOBHAUIBHOI CHCTEMH
Pioko: 9acTe Ce4OBHAUICHHS. -

ITob6iyni peaxyii 3u008yOuUHy npu 3anobizanHi MamepuHcbKO-eMOPIOHANBHIU MPAHCMICII:
KounenTpaitii reMoryiobiHy y [iTeil paHHBOTO BiKy, AKi 6e3m0cepeqHbO 3a3HANM BIUIMBY 3HIOBYIHHY
MPOTATOM IIECTH THXKHIB MICJS MOJOTIB, OyJM HEeUI0 HHXKYUMH, HiX Y JiTell paHHBOro BiKy B rpyii
wianebo, ane nepenuBaHHs He Oyno mOTPiOHO. AHeMis 3HMKANA NPOTAroM 6 THXKHIB IMICHs
3aBepIIeHHS Teparii 3HJ0BYAUHOM.

4.9 IlepemozyBanns

Cumnmomu

['ocTpe mepemo3yBaHHs 3WNOBYIMHY Oylio 3apeectpoBaHo. BoHO BkOYano ekcrnosumioo mo 50r.
HiskuX KOHKpEeTHMX CHMOTOMIB a00 03HaK He OyJI0o BUABIECHO KpiM THX, SIKi IepepaxoBaHi B SKOCTi
noOiyaux edekTiB. Bei BIAHOBHIMCEH 0€3 NOCTIHHUX YCKIAqHEHD.

Jlikysanus

[MauieaTd moBHHHI OYyTH peTenbHO 0OCTEXNEHI Ha BHABJICHHA O3HAK TOKCHYHOCTI (muB. po3aul 4.8) i
OTpHMATH HEOOXiAHY MiATpUMYIOYY Tepamnilo. I'eMomiani3 1 nepHTOHEANbHHUH aiali3 SK BHAHO, MatOTh
OOMEXECHH#H BIUIMB Ha BHBEJICHHS 3MJOBYAHMHY, a IIJACHIIOIOTE BHBENCHHS TJIIOKYPOHLIHOIO
meTaboiTy.

5. ®APMAKOJIOI'TYHI BJJACTHBOCTI
5.1 ®dapmakoauHaMivdHi BJACTHBOCTI

®dapmakoTepameBTHYHa Ipyna: AHTHPETPOBIpDYCHI 3acobM JUIs  CHCTEMHOrO 3acTOCYBaHHS,

HYKJICO3H/IHI 1Hr16iTopH 380poTHOI TpanckpunTasu, ATX kox: J OSAFGI Fm TN
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3UIOBYIHH € THMLAMH-IUACOKCHHYKIICO3HIHHH aHANOT, SIKUH Ma€ aKTHBHICTH MO BIJHOMEHHIO IO
BUI-1 1 BUI-2. 3unoBynus GocopumoeTsest TAMIIMHKIHA30I0 B AKTHBHHI METaOOMIT 3UIOBYIHHY 5'-
tpudocdar. Moro mexauism ail € K JaHIIOrOBUH TEpPMIHATOP BIPYCHOI 3BOPOTHOI TPaHCKPHITLII.

Ha nmomarox no imribitopHoro edexry 3BopoTHOi TpaHckpunTasd BUI, sunoByauny S'-tpudocdar
npurniyye xmtaaHy JIHK-momimepasu Oera 1 ramma, 1 Oyno mnoka3aHO 3HHDKEHHS CHHTE3y
MmitoxonapiaisHol JIHK.

Kniniuna egpexmugnicmo

3ugoByauH OYyB AOCHIDKEHHMH y pAAl PaHIOMI30BAHHX MEPCIEKTHBHHUX KIHIYHHX IOCHIDKEHbL Y
MO€AHAHHI 3 IHIOMMH aAHTHPETPOBIpyCHHMH mnpenaparamu. Lli DOCHi[DKEHHA MOKa3anu 3HAYHE
samwxeHHs piBHs PHK BIJT B mnasmi kpoBi i 36umbmenns kumbkocTi CD4-KIITHH NpH BHKOPUCTaHHI B
NOEAHAHHI 3 IHIIHM HYKICO3HMAHHM iHriOiTopamMu 3BopoTHOi TpaHckpunrtasuw (NRTI) 1 abo
iHribiTopamu 3B0poTHOI HeHyKIeo3uaHol TpaHckpunTasd (NNRTI) abo inribiropamu nporeasu (PI). ¥V
HEAaBHIX IOCIIDKCHHSAX Y XBOpUX HejikoBaHuX, iH(QikoBanux BLUI-1, 3a 3agymom 1o 3amoBONCHHA
aHaymi3y > 75 % nanientiB Marots PHK BUT B mnasmi <50 xomiii/mn yepe3 48 THxHIB KoMOiHOBaHOI
AHTUPETPOBIPYCHOI Tepail, BKIIOYal09H 3HJ0BYAHH. o
Y US ACTG 076 nocmikeHHI 3HAOBYIMH 3MEHINYBAaB piBeHb MaTE€pHHCHKO-eMOpIOHANBHOL
tpancmicii BUT (23% piBeHb 3apaXkeHHs B rpymi mianebo B nopiBHsHHI 3 8% [Uis 3uI0BYAMHY), KOJIH
BUI-indikoBaHuX BariTHi iHk# (BiA 14 10 34 TrokHiB BariTHOCTI) oTpuMyBanu 100 Mr n'aTh pasiB Ha
eHb 1 X HOBOHApPO/KEHI OTPHUMYBaIM 2 MI/Kr, KOXHI 6 roJuH a0 O-THXXHEBOro BIKy. Y
kopotkoTepminoBoMy 1998 Thailand CDC nocnmimkenHi, 3aCTOCYBaHHS TUIBKH [EpOpaJIbHOI Tepamii
sunoByauHoM (300 Mr faBa pazd Ha A€HB), 3 36 THXKHSA BariTHOCTI N0 MOJIOTIB, TaKOX 3HIKYE
IIBHAKICTE MaTepHHCHKO-eMOpioHansHO1 TpaHcmicii BUI-indexuii (19% piBeHp 3apakeHHS U
nanedo B nopiBHsHHI 3 9 % 114 3HXOBYUHY).

Bipycuuii onip

Ha Bipyconoriuniii HeBaa4i, CTIHKICTh 10 3UIOBYAMHY PO3BHUBAETHCS 3a JIBOMA OKPEMHMH, X04a 1 HE
BHKJTIOYAFOUAMHM OJIUH OJIHOro, muisxamu. [lepmmii 3 Hux Bmouae B cebe M41L, L210W i T21SF/Y.
Jlpyruit Bomoyae B ce6e D67N, K70R i K219E/Q. ¥V cykymHOCTi Ii MyTalii Ha3MBArOTHCS "aHANOT
tumiguny myTtauii" (TAM). ¥V Bipycis 3 M184V, Bix asox no tpeox TAM, sk mpaBuio, moTpibHO st
(EHOTHIIYHO BHSBIISIEMOrO 1 KJIIHIYHO 3HAYUMOro onopy 3uaoByauHy. M41L, L210W i T215Y malots
OUTBIIMIA BIUIMB HA 3UNOBYAHHY CIPHHHSTIMBICTS 1 nepexpecHy pesucteHTHICTH g0 iHmmx HI3T, aik
iHon TAM. IHmi BaotkBi MyTaiii, BUOpaHi A 3MIOBYAHHY NULAXOM BKTIOYarOTh 169 BCTaBKH
mytamii 1 QISIM KoMIulekc, B SIKOMY IIf MyTallid 3'ABISETHECA B MOEJAHAHHI 3 MYTalisMH B
nonoxenssx 75, 77 i 116. O6uagi i Mojei HaJalOTh CTiMKICTH BHCOKOIO PiBHS JJis 3MJIOBYAMHY i BCI
inmi goctynHi B gaHud yac HI3T , IMOBIpHICTE DOCTYIIOBOrO HaKONMHMYEHHs MYTalliH, AKI HaXalOTh
cridikicte g0 Bchoro kimacy NRTI, npu BipyconoriuHiéf HeedekTuBHOCTI KOMOIHOBaHOI Tepamii, IO
BKJIIOYA€ 3HJOBYIMH, NIIKPECHIOE BaXJIHBICTh PAHHBOTO BHABJICHHS BIpPYCOJOTIYHOI HeBAAYi.
3aTpHMKa BHSBICHHS BIPyCOJIOTIYHOI HEB/Iadl MOXE CEpHO3HO OOMEXHTH BapiaHTH Teparii Apyroi
JHIT.

5.2 ddapmakoKiHeTH4Hi BJIACTHBOCTI

Abcopbyis

3unoByauH 100Ope BCMOKTYETHCA 3 IUTYHKOBO-KHIIKOBOIO TPakTy, 3 6iomoctymnHicTio 60-70 %.
dapMakOKiHETHYHI aHi He HOCTYHI s 3UNOBY AUHY, PO3YHH OpaIbHuiA, 50 Mr/5 ML

3uI0BYIMH, PO3YHH OpalbHMH, 50 MI/S M1, Mae Take came fno3yBaHHd (100 mr/10 M) 1 cknan, no cyTi,
aHaNoriYHu#i pedepeHTHOMY JiKapcbkoMmy 3aco0y, PetpoBip® (GlaxoSmithKline). Kpim Toro, nokasu
Oynu HajgaHi, WO AONOMDKHI PEYOBHHH HE MAlOTh JKOJAHOINO BIUIMBY Ha abcopOLii0 3MNOBYAMHY.
Bignoeigno, 3ugoByauH (pO34MH OpalbHHi) BBaXaeThes OloekBiBaleHTHHM PetpoBipy®
100 mr/10 Mn, po34yuH opanbHHH. Y nHitel criiikuit piBeHb Cpax :smtony,unﬂgr (iHHOBaTOp MPOAYKTY)
oye 4,45 mxM (1,19 Mkr/mur) micns Ho3d 3uAOByAHHY (B fOB‘IHHi) 120 mr/m ﬂnoim HOBEPXHI Tina i
7,7 MKM (2,06 mxr/m) micns 180 mr/m”. Jlozu 180 Mr/M” 4oTHpH pasu Ha [€HB Y JiTel CIpaBHH
noi6Huit cacremumit Bruus (24 rogq AUC 40,0 roxemMxM a6o 10,7 rogemxr/mn) mps nosysassi 200 Mr
WicTh pasie Ha 100y y nopocnux (40,7 rogemMxM abo 10,9 roxeMKr/mi). N oy /
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Po3nodin

Cepenniii 006'eM po3nmonily 3WIOOBYQMHY CTaHOBHTH 1,6 /kr. 3B'a3yBaHHa 3 OiIkaMu IUIa3MH
cTaHOBUTH 34-38 %. '

Memabonizm

5'-IIIIOKYPOHI 3UIOBYAMHY € OCHOBHHM METabOMITOM fIK Yy IUIa3sMi KpOBi, TaK i B ceyl, [0 CKJIAJac
npubnuzHo 50-80 % Bix BBeAeHOI A03H BHUBENCHOI Yepe3 HHUPKH. 3'-aMiHO-3'-NeOKCHTUMITUH OyB
iIeHTH(IKOBaHU#H K MEeTabOJIT 3UAOBYAMHY MiC/sI BHYTPIlIHBOBEHHOTO BBEICHHS.

Busgeoenus

Y NOCHiJUKEHHSX 3 BHYTPILIHBOBCHHHM 3MJOBYJMHOM CCPEAHIN MEpioJ HANIBBUBEACHHS B IUIA3MI
cknaB 1,l ronuHM, a cepeHid CHCTEMHHE KiIipeHC nopiBHiOBaB 1,6 n/rop/kr. Ilepiox HamiBpo3mamxy
BHYTPIIIHBOKJIITHHHOTO 3MA0BYAHH-Tpudocdaty, 3a ominkaMu Giu3bko 7 romun. Hupkosuii KiipeHc
3UIOBYAMHY OLiHIOETECS B 0,34 j/rom/kr, MO CBIYHTH HOpO KIyOOYKOBY (UIBTpallil0 Ta AKTHBHY
KaHaIbLEBY cekpeuiro HupkamH. KonuesTpauii 3uI0ByAHHY 30UIBIOIYIOTECA Y XBOPHX 3 HHPKOBOIO
HEIOCTATHICTIO.

llediampuuna nonynsayis:

Abcopbyis

V mireii BikoM crapiie 5-6 MicaniB, papMakOKIHETHYHHH POQiib 3MAOBYAMHY aHAIOTIYHHH TAKOMY Y
JIOPOCITHX.

Po3znodin

[Ipu BHYTPIIIHEOBEHHOMY BBEIEHHI cepe/iHiil Mepiof] HalmiBBHBEAECHHS B IUIa3Mi 1 CepeaHii CHCTEMHUH
Kmpedc 6ymu 1,5 roa i 30,9 Mu1/XB/Kr BIIMTOBIAHO.

Y niTed cepeHE BIHOWMICHHS KOHUEHTpAlld 3UIOBYAMHY uUepeOpOCHHHANbBHA pijuHa/TUIa3Ma
koymmBasiacs Bix 0.52-0.85, sk BH3HAYEHO MmiJ 4ac nepopainsHoi Tepamii Big 0,5 mo 4 romuH micns
npuiloMmy npenapary i ckiana 0,87, sk BU3HA4YEHO MiJ 4ac BHYTPIIIHOBEHHOI Tepamii 1-5 roaus micns
l-roquunoi  iHQy3ii. Ilix wac Oe3nepepBHOI BHYTpIINHBOBEHHOI iH(QY3ii cepenHe cralioHapHe
CIiBBIAHOLICHHS KOHIIEHTpAIliii CHHHHOMO3KOBA piauHa/mina3Ma 6yno 0,24.

Memabonizm -

OcHoBHEM MeTabouiToM € 5'-rmokypoHia. Ilicas BHyTpilmHEOBEHHOro BBeAeHHS 29 % mo3u Oyio
BUIHOBJIEHO O3 3MiH B cedi 1 45 % BHBOAMTHCSA 3 OPraHi3My B SKOCTI MIIIOKYPOHIAY.

Bueeoenns

HupkoBuii KIipeHC 3UOOBYJMHY 3HAYHO MEPEBULIYE KIIPEHC KpeaTHHIHY, MOKa3yioTh i LEe €
CBLIYEHHSM TOTO, IO ICTOTHUM MEXaHi3MOM BHBEICHHS € TYOyJsapHa CeKpeLis.

HasBHi nani ¢dapMakoKiHETHKM y HOBOHAPO/DKEHHX 1 MITEH PaHHBOIO BIKY BKa3ylOTh Ha Te, IIO
[JIIOKYPOHYBaHHS 3UJOBY/JUHY 3HHXKYETHCS 3 MOAANBIIHM MiJBHIIEHHSM 010JI0CTYIHOCTI, 3HHKEHHS
KIIpeHCy i OUIbIn TpUBAIMH Nepioj] HaNiBBHBEIEHHS Y MITEH paHHBOro BiKy MEHIIHMX 14 OHiB, ane
nicis Hboro papMaKoKiHETHKA CTA€ aHAIOTTYHOKO, K NPEJCTaBIIeHa ¥ JOPOCIIHX.

5.3 JoxninivHi aaHi 3 0e3nexku

[IpuiioM 3HIOBYIHHY B JOCHIIXKEHHIX TOKCHYHOCTI Ha TBAPHHAX Y BHCOKHX H03aX He OyB MOB'I3aHuMi
3 OYIb-SKOIO BEIUKOIO TOKCHYHICTIO OpPraHiB.

Pesynpratn OaraTopiyHHX HOCHIIKEHb KAHIEPOTEHHOCTI y INypiB 1 MHImEHd He MOKa3alH
KaHUEPOreHHOro MOTEHIIANY, L0 MA€ 3HAYEHHS JUIS JIIOJHHH.

6. DOAPMAIEBTHYHA IHOOPMAIIIA

6.1 [donmomixHi pedoBuHH

Kucnora ntumonna 6e3pogna
[miuepun . .
BD,[{EI OYHINECHA '{ : s \
Hatpiio 6ensoar : o

Apomaru3aTop noayHUYHHH Lo ' .



6.2 OcHOBHI BHNIAJKH HECYMICHOCTI
He Bigomo. }

6.3 Tepmin npuaarHocti
18 micsiiB.

6.4 Ocobnusi 3anobixHi 3aX0aH NpH 30epiranHi
He 36epiraru Buwe 25 °C

6.5 Tuan Ta BMicT NepBHHHOI YIIAKOBKH

250 Mt ¢uiakon 3 momietwieny Bucokoi mutekHocTi (HDPE), 3 miacTukoBoio KpHIIKOIO 3 (yHKIIE
3axucTy Big aitei (abo 3 iHAyKuiiHO 3akynmopeHow Biiankoo (FSE), abo Biiagkoro 31 CHIHEHOTO
nojieTuieny), AkHi Mictath 240 M 3uOOBYAMHY, po3udMH opainbHEi, 50 mr/5Swmn  Ile
CYNPOBOIKYETHCS JBOMa Impunamu: 10 M MOMIMPONIEHOBHM [UIS MEpOPaNbHOTO JO3YBaHHS 1
1,5 M1 U1 BUMIpIOBaHHS I03H.

6.6 CuoeuiajibHi 3aX01H 0e3MeKH NPH MOBO/PKEHHI 3 HEBHKOPHCTAHUM JiKapchbKHM 3acobom ado
BiAX0aMH JIiKapchbKoro 3acoly

UInpuix muis mepopansHOro JO3yBaHHS pa30M 3 KAHIOJNEIO HaJaloThCA.
Po3zunn micturs 10 Mr 3unoByauny Ha 1 M.

1. KoBnayok ¢rakoHa noBuHeH 6yTH BUIaNeHuH i 30epiraTucst y HaaiHHOMY MiCILi.

2. Kauroig BCTaBIsAeTsCA Y PIaKOH TAKUM YHHOM, 1O HOro KpHINKa MOMIIIAETHCS B TOPIIO IUISIIKH.

3. IInacTukoBHit KOpNYyC KaTiOpOBAHOrO MINMPHIA BUAATSETHCS 1 IINPHIL BCTABISETHCS B KAHIOJIO.

4. IIlopuil BUKOPHCTOBYETHCS JUIS BUTATYBaHHS HeobXximHOro ob'emy cycmensii (K Iie MpH3HAYEHO
nikapeM a0 MeJUYHHM IPALIBHUKOM), 3a0e31e4dyIo4u IpH LBOMY, 1100 He 3'SBJISUIUCH Y INNPHI HisKi
BEJIMKI OyNpOalIKy.

5. Jlo3a moTiM BBOAMTBCA y PpOT JAUTHHM 3 KIHYMKA KaHION IPOTH IMOKH [JUTHHH, MOBUILHO
HATHCKAIOYHM Ha IMOPLICHb, JAIOYH Yac MPOKOBTHYTH. He THCHITH 3aHAATO CHIBHO Ta HE BIIOPCKYHTE B
3aJIHIO YaCTHHY ropJia, mod YHUKHYTH yILYLICHHS.

6. LlnpHil i KaHIONIO CIiJl peTENhbHO BUMHUTH YMCTOIO BOJOIO 1 JaTH BHUCOXHYTH. BiH NMOBHHEH OyTH
MOBHICTIO CYXHM IE€pe IOBTOPHUM BUKOPHUCTAHHSM.

7. 3aKpuiTE IUIAMIKY MUIBHO KPUILKOIO.

7. IMMOCTAYAJIIBHHAK
['etepo Jla63 Jitn

7-2-A2 I'erepo Kopniopeiit
Innactpian Ecreiitc

Canar Harap

Xarinepaban 500 018
Anppa [Ipagem

IHOLA

Ten. +91 4023704923
daxc +91 4023704926
Email: contact@heterodrugs.com

8. BOO3 HOMEP IIOCHJIAHHS (ITPOT'PAMA ITPEKBAJII®IKAIII)
HAA486

9. JIATA NEPHIOI NPEKBAJIIMIKAI L BT
3 NMucromaza 2011 o T

10. JATA NEPETJISITY TEKCTA | %/ 4

Xoprens 2012
i) , .
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JIMCTOK-BKJIAJIMIII 3 IHOOPMAIIEIO JJIS ITAIIIEHTA:
IHOOPMAUIA JJIA KOPUCTYBAYA
3uaoByaHH, PO34YHH OpadbHHIi, 50 MI/5 M
IlpouuraiiTe Bech Heil NHCTOK-BKJIAHI PETETLHO, EPII HK BAMIAa {UTHHA MOYHE NPHAMATH I JIIKH
- 30epiraiite 1e# THCTOK-BKIAIMIIL, MOXJUIHBO, BAM JIOBEIETHCSA MPOYHTATH HOTO e pas.
- Skmo y Bac € sKki-HeOy(b A0AATKOBI MUTAHHSA, 3BEPHITHCA JIO CBOIO JIIKapsi, MCAMYHOTO Mpar(iBHUKA
abo dapmareBTa.
- Ui nmiku 6yno mponucaHo TUIBKM Ui Bamoi muTHHH. He nepepaBadite ix iHmmM. [le moxe
3AMIKOAUTH 1M, HaBITh SKIIO 1X CHMIITOMH TaKl 7, K BalIOl JATHHU.
- Sxmro saxuit-uebyap 3 nobiuHuX edexTiB cTae cepito3HuM, abo AKIIO BA MOMITHIH Oymb-aki moOiuHi
edexTu, He nepepaxoBaHi B JaHOMYy iHGOpMAIiHOMY JHMCTKY, OyAp Nacka, MOBLIOMTE JIKaps,
MeIHYHOro MpaniBHHuKa abo papMmareBTa.

Y nbomy JIHCTKY-BKJIAAHIII:

[Ilo Taxke 3unoByAMH, po34uH OopanbHUH, SO MI/5 MJ1, 1 UIA YOro BiH BUKOPHCTOBYETBCS
[lepin HiXx Baina AHTHHA NpUHMaTHME 3HIOBYAHH, PO3YHH OpatbHHM, SO MI/5 Mi

SIk naBaTu 3UJOBYAMH, PO3YHMH OpaibHUH, 50 MI/5 Mil

MoxxuBi nobivHI peakitii

36epiranHs 3UOOBYAHHY, PO3UHHY OpasibHOro, 50 Mr/5 mn

JlonarkoBa iHgopMais

1. IO TAKE 3UJIOBYJUH, PO3YHUH OPAJIBHHMH, 50 mr/5 mu, I JIJISI YOI'O BIH
BUKOPUCTOBYETHCs

3uIOBYAHH, PO34HH OpabHHHA, 50 Mr/S M, SKUH MICTUTH 3UJIOBYJIMH B SIKOCTI aKTHBHOTO 1HIPEIEHTA,

HQJICKATH JO [PYIH AHTUBIPYCHUX NpelapariB Il HAa3BOIO HYKNEO3UOHI inzibimopu 360pomubol

mparnckpunmasu (HI3T). Bonun BHKOPHUCTOBYIOTBCS MUIsi JIIKYBAaHHS BIPYCY IMYHOAEQIUMTY JIEOJIMHA

(BUD).

3UIOBYIMH, PO3YHH OpaNbHHE, 50 MI/5 MJI, BHKOPHCTOBYETHCS:

e B aHTHPETPOBIPYCHOI koMOiHOBaHOT Tepamii juis JikyBaHHa BlUI-indexuii y girer

e y HOBOHAPO/DKEHHUX 1 JiTel paHHBOIO BIKY, /uis npodinaktiku nepexadi BUI Bix matepi 1o quTuH#.

[Tpu nikyBaHHI 3WJOBYJAMH 3MEHIIYE KUIBKICTH BIpYCY B OpraHi3Mi AUTHHH 1 YTpUMYy€E HOro Ha

HHU3bKOMY piBHi. BiH Takox 36unbmrye kinmbkicte CD4 xnimun. CDA4-KNTHHH € pi3HOBHA Oimux

KPOB'SIHHX KJIITHH, SKi BIXIrPalOTh BOXIABY poJib, 100 momomorta G6opotucs 3 indexuiero. Jlikap abo

MEIUYHHHA NpauiBHUK OyAyTh KOHTPOJIIOBATH ¢(PEKTUBHICTD JIIKyBaHHA Bamoi auTuHHU.

3uA0OBYAMH, PO34MH OpalbHEM, SO MI/5 MJI, MOJXXEe MOMIMIIATH CTaH Ballol AUTHHM, ajle 1€ He 3acib Big

BUl-indexuii. BUI-indexnis sBnse co60i0 3aXBOPIOBAHHSA, K€ MEPENAETHCA Yepe3 KOHTAKT 3 KPOB'I0

(HanpuKknay, CrilbHEe BUKOPHCTAHHS 1H'€KUIMHUX TOJIOK) ab0o MpH cTaTeBOMY KOHTAKTI 3 IH(IKOBAHOO

JIFOAMHOIO.

[Ipu nixyBaHHi 3UIOBYAHHOM, PO3YMHOM OpanbHHM, S50 Mr/5 Mi, He Oyn0 MOKa3aHO BHKIIOYCHHS

pusuky nepeaadi BUUI-indexuii inmmM ocobam crateBuM HUIXoM abo HUAXoM nepeaadi kposi. Takum

YUHOM, BH MOBHHHI MPOJOBXYBATH MpPHMMATH BiAMOBIAHI 3an00KHI 3aX0/H, 00 HE mepenaru Bipyc

IHIIUM JEOLSIM.

2. MEPII HDK BU JACTE BAIITA JUTUHI 3UJIOBYIUH, PO3YHH OPAJIbHUM,
50 mr/S ma

He BukopucTOBYHTE 3HA0BY/AHH, PO3YHH OpajabHHH, SO MI/5 MJ, IKII0 Bama JHTHHA:

. € aNIeprivyHoIO (2inepyymausoio) A0 3UOBYIUHY a0 N0 OyAb-IKOro iHIIOro iHrpeaicHTa
(mus. posain 6, Lo 3ugoByauH, po3unH opantbHUH 50 Mr/50 M MIiCTHTS;

. Mae Jy)Xe HU3bKY KUIBKICTh YEPBOHHX KPOB'SIHHX TLIelb (Baxka anemis) abo Hyxe HU3bKHIM
BMICT O1JINX KPOB'SHUX TUTELB (HedmponeHis).

He BukopucToByiite 3u10BYyIHH, PO34HH OpanbHHil, S0 MI/S MJI, AKII0O HOBOHAPOXKEHA THTHHA

Ma¢€ neBHi NpodJieMH 3 NEeYiHKOI0:

. JesKi BANAIKH MiABUINCHOI KUIBKOCTI OUtipybiny B KpOBI (etnepﬁmtpyﬁmemm) yMOBa, AKa MOXKe
3pOOUTH IIKipY IUTHHH XKOBTOIO Ha BHIJIAL;

. HaMIipHa KUTBKICTh MEBHUX (PEPMEHTIB NEYIHKU B KPOBI.

10 ‘ Q/&fﬁ/
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JoTpumyiitecs ocobnBoi 06epexxHocTi i3 3UXOBYIHHOM, PO3YHHOM OpaTLHHM, S0 MI/5 M
Ilepen BHKOpHCTaHHSIM [HX JIKIB, BU MOBHHHI OyaM cka3aTH JiikapeBi a0 MeIUYHOMY [paL{iBHUKY,
AKIIO Bamla JUTHHA CTPaKIAE BiJ| 3aXBOPIOBAHHA MEYIHKH (HAPHKIAX renarut) abo THKKOI HUPKOBOT
XBOpOOH.

Posnaou 3 boky kposi

AHeMis (HU3bKa KUIBKICTh YepBOHHX KPOB'HHX KIITHH) | HEHTpOIeHis / neiikonenis (HU3bKa KUIBKICTH
JIEHKOLMTIB) MOXE BiIOYTHCS NpOTATOM 4 —0 THXHIB MICAS IOYATKy JMIKYBaHHS 3HJIOBYIHHOM,
po34MHOM opanbHuM, 50 Mr/5 Mn. YV BaxkoMy BHNaaky Jjikap abo MeQUUYHHI NpaiiBHHK MOXYTh
NPHIMHATH JIKYBaHHS 3HIOBYJHHOM, PO34MHOM opanbHuM, 50 mr/5 mi. Lle BinGyBaeTbes yactime y
Nami€HTiB 3 mi3HIMH cTamismu BlJI-iHdekuii Ta 3 OUIBII BHCOKHMH q03aMH 3UOOBYAHHY. PeryapHi
aHami3u KpoBi OymayTts opraHizoBadi, mo0 mnepeBipuTH, 4u € npobOinema. I{s mobiyna peakuis €
HEYacTOI0 y MAli€HTIB 3 PaHHBOIO CTAMICIO0 3aXBOPIOBAHHSA, 1 aHANI3W KPOBI MOXYTb MPOBOIHTHCS
piaime.

Jlakmoayuoo3z

Knac nikiB, X0 SIKOro HaNeXXHTh 3UJOBYAHH, pO34MH opatbHUHM, 50 Mr/S mu, (HI3T), Moxe BUKIHKATH
CTaH, SKHH HA3HBAECTHCA JIAKTOAIMIO3, pa3oM 31 30UIbIeHHAM mediHkHu. Jlakroanmumos, AKOO [e
BLAOYBa€eThCS, K MPABHIO, PO3BHBAETHCA MICHA JCKUIBKOX MICAMIB JIiKyBaHHsA. JlakToanumos — ue
HAKOITMYCHHS MOJIOYHOI KHCJIOTH B OpraHi3mi, 0 MOX€ BHK/JIHMKAaTH 3HCBOJHEHHs i komy. [Jmboke,
IIBHJKE JUXAHHS, COHJIMBICTB, HeCeMidHi CHMIITOMH, TakKi K HYAOTa, O/OBaHHS i OOJi B )KHBOTI,
MOXYTh BKa3yBaTH Ha PO3BHTOK MOJIOYHOKHCIIOro anuao3y. KpiM Toro, jIaKroaim103 MOXe IpPHBECTH
0 PIAKICHMX BHMAAKIB MEYIHKOBOI HEJIOCTATHOCTI, HHUPKOBOI HENOCTATHOCTI ab0 CMEPTENBbHOro
renatuty. g piakicHa, ane cepifo3Ha mobiyHa peakilis YacTille 3yCTPI4aeThCSA Y XKIHOK, OCOOJIHBO
AKINO AY)Xe HaJMipHa Bara. SIKIIO y AMTHHH € 3aXBOPIOBaHHs ME4YIHKH, BIH a0 BOHAa MOXYTh OyTH
TaKoX OUIBII CXHWJIBHHMH 1O PH3HKY OTpPHMaHHA Uporo crany. [lim yac npuiiomy 3uOOBYIHHY,
pO34HHY opansHOro, 50 Mr/5 mu, nikap adbo MeIHYHHH NpaniBHHK Oyle yBaXKHO CTEXXMTH 3a BallOKO
JHUTHHOIO CTOCOBHO OyIb-IKUX O3HAK, IO Y HbOro abo HEl MOXKE pO3BUBATHUCS JIAKTOALKIO3.

3axeoprosanns nevinku

[MamienTs 3 xpoHiyHuM renmatutoM B abo C, sxi NIKyIOTBCS aHTHPETPOBIPYCHHUMHM IperapaTaMu,
MalOTh MiJABUILICHUH PH3MK BXKKHX | MOTEHLIHHO daTanbHUX NOOIYHHUX edekTiB 3 OOKy MediHKH, 1
MOJXXYTh 3HAJIOOMTHCS aHATI3H KPOBI JUIsl KOHTPOJIXO YHKUIT IEYlIHKH.

Y paiieHTIB 3 XPOHIYHHM IeNaTHTOM B NIKyBaHHS HE NMOBHHHO OyTH 3yNmUHEHO Oe3 BKa3iBOK JIiKaps
abo MeIMYHOro MpaniBHUKA, OCKUIBKM BiH a0 BOHAa MOXYTh MaTd peldauB renatuty. Lle# penunaus
MOXe OyTH OLIbII CepHO3HHUMH, AKINO MALIIEHT MA€ CEPHO3HE 3aXBOPIOBAHHS IECYiHKH.

Peaxmusayis imynnoi cucmemu

Jlromu 3 Txkoro BlI-indexuiero (CHIJ]) MaioTe cnabky IMyHHY cHCTeMy i OUIBIN 34aTHI MiIXOMKUTH
cepio3Hi indekuil (onopmynicmuyni ingpexyii). Ha nouyaTky niKyBaHHS aHTHBIpYCHHMH IpenapaTaMu
npotu BUI crapi, npuxoBasi iHdexuii cnanaxyiors, BHKJIHKAIOYH O3HAKH i CHMIITOMHM 3alajiCHHS.
3anajieHHs MOXX€ O3HAYaTH IOBEPHEHHS 3/IaTHOCTI OpraHizMy 6opoTucs 3 iHQEKUI€IO i Ha3UBAETHCA
CUHOPOM IMYHHO20 8i0HO6NeHHA. SIKIO BH TOMITHIH OyIb-iKi CUMNTOMHM iH(EKIil y BalNOl JUTUHH,
Oyap acka, MOBIIOMTE NpO Ie Jikaps ab0 MEJHYHOTrO NpaiiBHUKA HErauHo.

Po3nooin acupy

BTpara XMpoBUX BiIKJIaJEHb HA TUI MOX€ BHHHKHYTH y MAIll€HTIB, SIKI OTPUMYIOTH 3HJIOBYIMH.
3BepHiTECA N0 mikaps a60 MeJUYHOro NpaliBHHKA, SKIIO0 BH MOMITHIH 3MiHH y J>XHPOBHX
BIAKJIAICHHAX HA TUI1 BalOl AUTHHH.

IIpobnemu 3 kicmxamu
VYV  neskux mamieHTIB NOiA 4Yac KOMOIHOBaHOI AHTHPETPOBIPYCHOI Teparii MOXKe PO3BHHYTHCSH
3aXBOPIOBAHHS KICTOK, SIKC Ha3HBAETHCA OCTCOHEKPO3 (CMEPTh KICTKOBOI TKAHMHH). PH3HK pO3BHTKY
OBOr0 3aXBOpIOBaHHs MoOxe OyTd Buile, AKIO IMyHHa CHCTéMa CHIIBHO. ociabnena, ab6o mnpu
peryJispHOMY BXUBaHHI ankoromo. JIo cux mip ne 3aXBOprOBaHHS GYJIO 3apeeCTPOBAHO B OCHOBHOMY Y
nopocnux. [Ipote, AKImo Bama AMTHHA CTPAXAAE B HEPYXOMOCTI CyriobiB, 600 (ocobmmBo crerua,
KOJIiHA | [UIeYa) i TpyAHOI B pyci, iHpopMmyiite nikapst a60 MEAUYHOrO TIpalliBHHKA.
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Inwe

Bama nutuna noBunHa Oyne npuitmMatd 3MIOBYAMH, PO3YMH opaibHui, SO Mr/5 mi, kokeH aeHsb. Lli
JIKHM JONOMAralOTh KOHTPOJIIOBATH CTAH Balloi AUTHHH, ane me He 3aci6 Bix BlJI-indexuii. V Bamoi
OUTHHM MOXYTh TPOJOBXYBaTH PO3BHBATHUCH iHINI iHQeKkuii (onopmymicmuuni ingexyii) Ta iHmi
3axBOproBaHHs, noB's3anl 3 BUI-indekuicro. Bu nmoBuHHI OyTH B NOCTIHHOMY KOHTAaKTI 3 JKapeM
Balol JMTHHH ab0 MeQuYHMM npauiBHUKOM. He npunuusiite naBatd ik Bamlid auTHHI 6e3
TonepeIHLOI PO3MOBH 3 JIiKapeM ab0 MeTHYHUM ITPaIiBHHKOM.

Ipuiiom inmux jikis

Po3kaxiTe Jikapio, MEAMYHOMY HpaliBHUKY abo ¢apMmaueBTy, SKIIO Bauia JMTHHA HOpHiiMaere abo
HEIOaBHO NpHiMany Oyab-AKi IHIII JIIKH, BKIFOYAIOYH POCIIHHEHI JTKapChKi 3aco0u 1 niku 6e3 perenTa.
BoHu MOXyYTh BIUIMHYTH Ha Jil0 3UIOBYAMHY, a00 3UI0OBYIHH MOXE BIUIMHYTH Ha IX AilO.

3uN0BYIMH, PO3YMH OpanbHui, 50 MI/5 MII, He CIILI IPUAMATH Hi 3i CTABYAMHOM, Hi 3 puOaBipHHOM.
3UN0BYIMH, PO3YMH OpaibHHH, 50 MI/S MJI, MOX€ TaKOX B3aEMOJISTH 3 BAIBIPOEBOI KHCIOTOIO,
GITyKOHa3010M, METaJIoOHOM i MpPOOEHEemWAOM, MOripmyoud HoOiYHi edexkTH; IX BHKOPHCTAHHA
NOBHHHO OYTH peTeNsHO MPOAYMAHO.

IIpuiiom 3upoByauHY, po34MHYy opaisHOro, 50 mMr/5 Ma, B TO# Xe d9ac, K 1 IHIIMX JIKIB, sIKi €
NOTEHIIAHO TOKCHYHHMH JUIS HHPOK ab0 KICTKOBOrO MO3KY MOXe 30iNBLIIMTH DPU3HK PO3BHTKY
noGiYHMX peakuii Ha 3UJOBYAMH, pO34HH opanbHui, SO Mr/S M. Taki Jikapchbki 3aco0M BKIIOYAIOTH B
cebe, HanpHKIaj, TMEHTaMIJAWH, MJaNCoH, IIpPUMETaMiH, CylIb(amMeTokca3on + TPHUMETOIPHM,
ampoTtepuiy, GIYIMTO3MH, raHIUKIOBIP, BAITAHIMKIOBIp, iHTepdepoH, BIHKPHCTHH, BIHONIACTHH i
nokcopyOiuuH. SIKmo Bama AuTHHA NOTpebye OyAp-aKOro 3 IUX MpemapatiB i3 3HIOBYAHHOM,
PO34YHMHOM OpayibHUM, 50 MI/5 ML, JIIKapr0 MOXXE 3HAJOOHTHCS OUTBIN yBa)XKHO CTEXHTH 3a Woro abo il
GYHKLIAMH KPOBi 1 napamMeTpaMH HHPOK i, IIPH HEOOXIAHOCTI, 403y OAHOro abo NEKIILKOX Mpenaparis
MOKe OYTH 3HUKEHO.

IIpaiiom 3ua0ByAuHY, PO3YHHY OpaJbHOro, SO Mr/5 mu, 3 xer0 i HamOAMH
3U10BYIMH, PO3YHH opayibHMiM, 50 MI/S M1, MOXHA npuiMaTH 3 Dkero abo Oes.

Barirnicrs

Sxuo XiHKa cTae€ BariTHOK, a0 IUIaHy€ 3aBariTHITH, BOHA MOBHHHA 3BEPHYTHCH JO Jiikaps a6o
MEJMYHOro MpaiiBHUKA, 00 OOrOBOPHTH MOXJIHBI HECHPUATIMBI epEeKTH, MEpEBard i PH3UKH
AHTHPETPOBIPYCHOI Tepartii Ui BariTHOI XIHKH 1 il AUTHHH.

T'oxyBanus rpymrio

3U0BYAMH, aKTHBHUH 1HIPEIEHT [UX JIKIiB, BUAB/ISETHCS B TPYAHOMY MOJIOLL.

iuxa 3 BUI, ska xoue roxypaTH rpyfbMH CBOIO JHTHHY, IOBHHHA OOTOBOPHTH PH3HKH 1 BUTOH 3
CBOIM JIiKapeM ab0 MEIUYHHM TIPAIlIBHUKOM.

Kepysannus TpancnopTHHMH 32¢00aMH | BHKOPHCTAHHS ABTOMATH30BAHHX CHCTEM

Xomsux HOCHIDKEHP NMPO BIUIHB 3HAOBYAMHY Ha 3JaTHICTh KEPyBaTH TPAHCHOPTHHMH 3acobaMH i
BHUKOPHCTOBYBAaTH aBTOMAaTH30BaHI CHCTEMH He mpoBoawiock. [Ipore, cnim Opatu g0 yBard crtaH
300pOB's JIOAMHH 1 MOXUTHBI MOOi4HI edeKTH 3MAOBYAHMHY, MEpUl HDK PO3rIAATH BOAIHHA abo
BHKOPHCTaHHS aBTOMAaTH30BAHUX CHCTEM.

3. SIK IPUMMATH 3UWJIOBYJIUH, PO3YUHUH OPAJILHUM, 50 mr/5 mu
Jnst epopaibHOIo 3aCTOCYBaHHS.

Tepanis nosuHHa 6yTH NpHNHCcaHa TikapeM ab0 MEAMYHMM NPALiBHUKOM, AKHHM Mae JOCBIM JIKYBaHHS
BUI-1 indexuii.

PexomeH10BaHe 103YBAHHA B 3aJ1€KHOCTI BiJl MACH Tina s xiTel crapme 6 THXHIB
Hianaszou macu (Kr) Ho3za _ e
3—-5.9«kr 6 M1 Biui He_a,,iféﬁs -
6-99«kr 9 M1 n1BiYi HA JIeHE
10 - 13.9 kr 12 M7 ABiYl HA IEHB

: B %%

A’W



Jlo3a aas npodinakTuxku Tpancmicii BLJI Big marepi no aurunu (MAT)*

[TounHatd mpoTsroM 12 TOAMH MICHs HAPOIKCHHS 1 MPOJOBXKYBaTH A0 O-TH)XHEBOrO BIKY, B
3aJIEXHOCTI BiJl HAIlIOHABHUX PEKOMEH/IAITIH.

PexomenaoBaHe 103yBAHHSA B 3aJIKHOCTI BiJl MacH TiIa JJIA XiTeH
Bil HAPO/KEHHS 10 6-THXKHEBOr0 BiKy *

Maca tina npu Hapopkerni 2000-2499 r 1 mut (10 Mr) aBivi HA OEeHb

Maca tiia npu HapopkeHH1 moHax 2500 r 1.5 mut (15 mr) aBivi Ha JeHB

* HoBoHapoDKeHi 3 MaJIOIO MAcoO TLIa MOBHHHI OTPHMYBATH MI/KI JO3yBaHHS.
BOO3 npomnonye 4 Mr/kr koxHi 12 roaus.

Yepes HeBenuKi 06’eMH HEOOXIIHOrO PO3YHHY OPAIBHOTO, CIiJl JOTPHMYBATHCS OOEPENHOCTI IMpH
PO3paxyHKy HEOHATAIBHHX JO3.

3aBXIM NaBalite BauIii JMTUHI 3MAOBY/MH, PO3YMH OpaIbHHM, 50 MI/5 MJI, TOYHO Tak, sK Jikap a6o
MeM9IHH paIliBHAK PONKCaB BaM. B MOBHHHI EPEBIpUTH 3 JHiKapeM, MeHIHHM NpariBHUKOM a60o
¢dapmaiieBTOM, SIKIIIO BH HE BIIEBHEHI.

Jins niteit 3 macoro Tina 14 xr abo Ginbuie, MiTITKIB 1 JOPOCAMX NOCTYIHI iHII JiKapchKi 3acO0H 3
OUIBIIOI KUIBKICTIO 3MAOBYINMHY. Byae Jjlacka, JUBITECS JMCTKH-BKJIAguun 3 iHdopmaniero s
Mami€HTa HUX MPOIYKTIB.

3uI0BY/IMH, PO3YHH OpaIbHUA, 50 MI/5 MII, MOXHA IIPHHMATH 3 DKero abo 6es.

Incmpykuyin Ona 3acmocyeanna
[lInpwui 11 mepopaibHOro JI03yBAHHS Pa3oM 3 KaHIOJICK HalatoThCH.
Po3gun mictuts 10 Mr 3unoByauHy Ha 1 ML

1. Kpumky misimku notpibHo 3HaTH i 30epiraTd y HaTiHHOMY MICIII.

2.  Kauronmo BCTaBUTH Y IUISIIKY, TAKAM YHHOM, 1100 11 KpHIIKa MOMICTHIACK Y TOPJIO IUISIIKH.

3.  IInacTUkOBHH KOPIYC KaTiOpPOBAHOro MIPHIA BUAAISETHCS 1 MINPHIL BCTABIAETHCA Y
KaHIOMIO.

4.  Illnpuil BAKOPUCTOBYETHCS Ui BUTATYBaHHSA HEOOXiqHOro 06'eMy cycneHsii (K MponucaHo
jikapeM), 3a0e3neyyrouH NpH BOMY, 00 HisKi BENUKI Iy3HPl HE 3'IBJBUINCH Y INIPHII.

5. Jlo3y moTiM BBOAATH JO POTA JMTHHH 3 KiHYAKA KAHIONI MPOTH HIOKH IMTHHHM, MHOBLIBHO
HATHCKAIO4YHM Ha MOpINEHb, JAl0YM 4Yac NPOKOBTHYTH. He THCHITH 3aHaATO CHJIBHO abo He
BIIOPCKY#TE B 3aJJHIO YaCTHHY ropJia, 100 YHHKHYTH 3aQyIICHHS.

6.  Illnpuu i KaHIOMIO CITLJ PeTEIHHO BHMHTH YHCTOO BOJOIO i JaTH BUCOXHYTH. BoHH 1noBHHHI OyTH
HOBHICTIO CYXHMH Tepe/l IOBTOPHUM BHKOPHUCTAHHSM.

7.  UlinpHO 3aKpHHTE MUIAIKY KPUIIKOIO.

SIxuo npuitasau 6inbme 3uI0ByJHHY, PO3UHHY OpaibHOTO, SO MI/5 MJI, Hisk NOTPiOHO

Slkmo Balia JMTHHA NMPHHAHSIA 3aHAATO Oarato 3UIOBYAMHY, po34dHY opanbHoro, 50 mr/5 mi, abo
SIKIIIO XTOCH BHIAJKOBO MPOKOBTHYB Iie, HeMae Ge3nocepeHboi 3arposu. Ilpore, Bam ciif 3BepHyTUCS
JI0 JiKapsi, MEIMYHOro IpaniBHkKa abo 10 HaHOMMKIOro BiUIUICHHS HEBIAKIAIHOI JOIOMOTH JIIKapHi
JUISL HOAAIBIIAX KOHCYTHTAIIlH.

Sxmo 3a0yu npuiiHaTH 3M10BYAUH, PO34HH opaibHUi, S0 Mr/5 mu

Sximo Bama AWTHHA BHIAAKOBO IPONYCTHIA HO3y 1 BH MOMITHJIM NPOTAroM 6 TrOAMH IMicis
IPOINYIIEHO] NO3H, JAIOTh MPOMYINEHY 03y sikomora muaie. Jlaiite HaCTynHy 103y, K IPaBHILHO
3a1UIaHOBaHO. SIKIIO BH MOMITH/IM Mi3HiIIE, HDK Yyepe3 6 roJiuH MiCis MPONMYyNIEHO] N03H, NOTIM TUIBKH
J@l0Th HOPMAJbHY /03y, KONH O4YIKy€TbCs HAcTymHa jgo3a. He paBaiite nonBiHHy no3y, mo0
KOMIIEHCYBATH MPONYIIECHY IHAUBIAyaTbHY N03Y.

Slkimo y Bac € sKi- Heby b JIONATKOBi MHTAHHA IIOJO BHKOPHCTAHHS RAHOTO npo;xymy, 3BEPHITBHCA /IO
JiKaps, MEIHYHOTO TMpAliBHEKA 260 (hapMalleBTa.
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4. MOXJIUBI IIOBIYHI E®EKTHA

Sx 1 Bcl miKapchKi 3acobu, 3UMOBYAMH, po3uMH opaubHuid, 50 MI/S MJI, MOXe BHKIMKATH 110OIYHI
edexru, xo4da i He y BCiX. IIpu nmikyBanni BUI-indexuii He 3apxaum MoxuiMBo nudepeHmiroBaTH
HebaxaHi edexTH, BUKIMKAHI 3UIOBYIMHOM, PO3YHHOM OpaNibHIAM, 50 Mr/S5 M, abo Ti, ki BUKIMKaH]
OyAb-KAMY IHINMMHM JIIKaMH, $Ki Balla JUTHHA MOX€ OpUAMAarH B TOM e uac, abo BIUI-
3aXBOPIOBaHHAM. 3 Ii€i NPHYHMHH BaXUIMBO, MO0 BY MOBIAOMMIIHM JliKaps ab0 MEIUYHOro MpariBHHKA
po Oyp-sAKi 3MIHM y 3A0POBT BalIOl AUTHHH.

Haiibinem cepiio3Hi mobiYHi peakuii BKIIOYAIOTH aHEMil0 (HH3bKY KUIBKICTh YEPBOHHMX KPOB'SHHX
KJIITHH), @ TAKOX HH3bKHI BMIiCT OUIHX KPOB'AHHX Tijlelb. BOHH 4acTiime 3ycTpi4aroThCs y MALi€HTIB 3
nizHiME ctanismu BUT-indexuii.

AneMis He GyJa cepiO3HOIO MiJ YaC BUKOPUCTAHHS 3HIOBYAMHY, PO3UMHY OpalibHOro, 50 Mr/5 Mil mis
npodinaktuku nepenayi BIJI Big MaTepi 10 AUTHHH.

KpiM Toro, 3uIoBy MH MOXeE IPHBECTH /0 BTPAaTH XXHPY B OpraHismi, OCOOJIHBO B pykax, HOrax i
obnmryi.

Hyoce wacmo nopimomnenumu (6inbme, HDK 1 3 koxHuX 10 nmamienTtiB) mobiunumu edexTaMu €
FOJIOBHMI OLIB 1 HYOTA.

Yacmo nosigomnenumu (6inbimme, HiXK 1 3 koxkHux 100 nauieHTtiB) mnoGiuHumEu edexraMu €
3araMoOpoYeHHs, OioBoTa, mpoHoc, 6o B KuBOTI, 601 B M'A3aX, 3HHIKEHHS YEPBOHMX KPOB'SHHX
KITHH (aHeMis), 3HIDKEHHS OUIMX KpOB'SHMX IUNTHH (JIEHKONEHis, HEHTPONeHis) I THMYacoBe
30UIBIIEHHS TEYiHKOBUX ()epMEHTIB 1 OUTIpYOiHy B KpOBI.

HactynHi nobiuni epextu € nevacmumu (Mbx 1 Ha 1000 1 1 Ha 100 mami€eHTIB): METEOPH3M, BIIUyTTS
3aIUIIKH, [OKIPHUHA BHUCHII, 3arajibHUH O, CabKiCTh, JTMXOMAHKA, 3HKDKEHHS TPOMOOIIMTIB KpPOBi
(TpombornuToneHis) abo BCIX KIITHH KpOBi (MAHIHTONEHISA) 1 pO3JIa i M'I30BO1 TKAHUHH (MIONIATIA).
Pioxo nosinomisiocs (8ia 1 #a 10 000 go 1 wa 1000 namieHTiB) MPO TPUBOTH, JAenpecii, 6e3COHHS,
HEMOJUIMBICTH 30CEPENUTHCHA, MOYYTTS COHIMBOCTI, IIOKOJIIOBAaHHSA MIKIpH, (IIMMJIBKH 1 TOJIKH»),
Kallenb, BTpATy aleTHTy, MOpYUIEHHS CMaKy, po3ja] HUTYHKa, 3alaJleHHs NINUTYHKOBOI 3aI03H
(maHkpeaTuT), OUTB y Ipyasx, XBopoOy cepueBoro m'ssa, cyaoMu (KOHBYJIbCIT), MIrMEHTALIIO HIlTIB i
IIKIpH, 3MIHY KOJBOPY HA BHYTPILIHIH YacTHHI POTA, KPOMHMB'SAHKA, 03HOO, MITIMBICTE, 30LILLUICHHS
IpyAcH y 4YOJIOBIKIB, HAKONHWYCHHA )XXHPY B MEYiHIN, HE3JATHICTH BHPOOJIATH HOBI 4YEPBOHI KIITHHH
KpOBI (aHEMiIO EpUTPOLHTIB) i 30UIBIICHHS YaCTOTH CEYOBUITYCKAHHS.

Kpim Toro, pioxo noBigoMIsuiocs Ipo BUIAJKU CTaHY, SIKHH Ha3HBAETHCS JIAKTOAIMA03 (HAKOMHYCHHS
MOJIOYHOI KMCJIOTH B OpraHi3mi, IO MOXeE€ IPHBECTH 10 OOE3BOMAHEHHS 1 KOMH) y NAIli€HTIB, AKi
OpHiMaroTh 3uNoBYIHH. | THOOKe, MBUIKE JHUXaHHS, CORIMBICTH, HecneUudiuHI CUMITOMH, TaKi sK
HYZIOTa, OJIFoBaHHA i 001 B XKHBOTI, MOXYTh BKa3yBaTH Ha PO3BHTOK MOJIOYHOKHCIIOIO alH/I03y.

Hyace pioko nosigomisuiocs (MeHme 1 Ha 10 000 namieHTiB) Npo nopymeHHs BUPOOHUITBA BCiX BHIIB
KJIITHH KPOBi (AIIaCTHYHA aHeMis).

Hacmynni nobiuni epexmu eunuxaiome 3 4acmomoio, axa Hegiooma:

3uoBYHH Ta iHIII AHTHPETPOBIPYCHI NpenapaTH MOXKYTh BHKJIMKATH 3MiHH B OpMi Tijla 4epe3 3MiHH
B po3mozul xupy. BoHn MOXyTs BKIIO4YaTH B cebe BTpaTy XXHMpPY 3 HIr, pyK 1 00auyds, 36iIbIIeHHS
XHpy B obnacTi yepeBa (KMBOTA) i HABKOJIO BHYTPIIOHIX OpraHis, 30iMbLUEHHS TPyJel i XHUPOBUX
TPYAOYOK Ha 3aaHii dacTuHi mHi («rop6 OyiBona»). IlpuumHa Ta HOBrOCTPOKOBI HACHIOKH IS
3IOpOB'S UX YMOB He BiJIOMi B LI€H 4ac.

Komb6iHoBaHa aHTHpPETPOBipyCHa Teparis MOXe TaKOXX BHKJIMKATH Tinepiiniaemito (36UIbmeHHs XupiB
B KPOBI), Ii/IBUIIECHHSA PiBHSA IYKPY B KPOBI 1 pE3UCTEHTHICTH JI0 iHCYIIiHY.

KpiM Toro, ocreoHekpo3 (CMepTh KIiCTKOBOI TKaHMHH) i CHHAPOM BiJHOBJICHHA iMyHiTeTY 6YyiI0
3apeeCTPOBaHO Y MAlli€HTIB, IO MPHAMAOTh KOMOIHOBaHY aHTHPETPOBIPYCHY Tepamiio (IMB. PO3AiI 2).
Skmo sxui-HeOyap 3 MobiYHMX edekTiB CTac cepio3HUM, abo AKINO BH MOMITHIH Oyab-saki moGiuHi
edekTH, He mnepepaxoBaHi B JaHOMYy iHQoOpMauifiHOMYy NHCTKy, Oyap jlacka, MOBIOMTE JIiKaps,
MEJMYHOro npaniBHuka abo dapmaneBTa AKOMOra MBUJLIE.

5. 3BEPITAHHS 3UJOBYIUHY, PO3UHHY OPAJILHOTO, 50 mr/5 ma ™

30epiraTd 103a 30HOIO YBard i JOCSXKHOCTI JiTeH.
He 36epiratu Bume 25 °C. 36epirati B OpUriHUILHOMY KOHTEHHEDI.
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He BukoprcroByiiTe 3HOOBYAMH, pPO34YMH opainbHu#M, S50 MI/5mi, miciad 3aKiHYCHHS TEPMIHY
npunatHocti (IIpun.), 3a3HayeHoro Ha eTHKeTii. TepMiH NPUAATHOCTI BITHOCUTHCS 10 OCTAHHBOTO JIHS
TOI0 MICSLIA.

He BukopucToByiiTe 3UI0BY/IMH, PO3YKH OpaibHui, SO MI/5 MJI, AKIO BH NOMITHIH, L0 JIKH 3MIHIIH
KOJIIp.

He Bukmpaiite Oyap-ski Jikd depe3 cTiydi Boau abo noOyroBi Biaxomu. 3amurtaiite Baimmoro
dapManeBTa, sK BHKHHYTH Jikd, siki Bu Oinbire He BHKopucroByere. Lli 3axomm JOMOMOXYTh
3aXHCTUTH HABKOJMIIHE CEPENOBUIIE.

6. JOIJATKOBA IH®OPMAIIIS

o micTuTs 3uA0BYAHH, PpO34HH o0paIbHHI,S0 MI/5 M

AKTHBHHM IHI'PEOIEHTOM 3HIOBYIHUHY, PO3YHHY opaibHOro, 50 Mr/5 Mi, € 3M10BYIHH.

[HIMMMHE iHrpeNi€HTaMH € KHCJIOTa JTMMOHHA 0Oe3BOJHA, IJILEPHH, BOJA OYMINEHa, HaTpilo OeHsoar,
apoMaTH3aTop MOJYHHYHHH 1 yKpo3a.

Axuit mae Burasy 3uaoBYIMH, PO34HH OPANLHHH,S0 Mr/S M, | BMiCT YIaKOBKH

3umoByMH, po3YMH opanbHuiM, 50 MI/5 Mi —ue npo3opuii, Bix Oe30apBHOrO A0 CBITJIO-XOBTOTO
KOJbOPY PO3YHH 3 TOJYHAYHHM 3ariaxoM, AKHH MICTHTh 50 MI' aKTHBHOTO IHIPENI€HTY 3HAOBYAHHY B
KOXHHX 5 Mi1. Bin nmocrapinserses y 250-Mi1 ¢priakoHi 3 mofieTHIIeHy BUCOKOI LIUIBHOCTI (SIKHi MICTHTh
240 M1 po34MHy) i CynpoBOMKYEThCA 10-MJI MOMIMPONUIEHOBUM KamiOpPOBAHMM IUIPHIIOM JUIA
OpaJIBHOIO JI03YBaHHA, a TAKOXK 1,5 MJI 103yI04YMM LOIIPHLIOM.

ITocraganbHUK Bupoonuk
I'etepo JIa63 Jlimiten ‘ I'etepo JIa63 JlimiTen
7-2-A2, T'erepo Kopnopeit Onit — 111
_IH,uacrpiaﬂ Ecreiitc #22-110 1A
Canar Harap JxuniMerna
Xaitnepaban 500 018 Xaiinepaban 500 055
Anppa [Ipanem Awngpa Ilpanemn
Inmis [Hais
Temn:  +9140 23704923 Tem: +914023096171/72/73/74
@akc: +91 40 23704926 ®axkc: + 9140 23095105
e-mail: contact@heterodrugs.com e-mail: contact@heterodrugs.com

Jlns orpuManHs Oyap-sKoi iHpopMalii npo LeH iKapceKkuii 3acid, Oyap lacka, 3BEpHITHCS J10
MICIIEBOrO PE/ICTABHHMKA IOCTAYAIBHHAKA.

JlatuHCBKa AMepHKa [TiBnenna Adpuka

Im’si: Mc. TeBana 'amxkanxap Im’si: KeBin Mynaneii, ['onopa IliBaenno-
Anpeca: AdpuKaHCHKOT AISUTBHOCTI,

Bepuon Texnonomxuc Jlimiten Anpeca:

7 Pamutoran Jlpaiis lamapi Xin, Jlxun IMapk Yambepc, 252 Jkun ABeH:o,
Canrpe I'panpe. Tpuninan i LlentypioH, bimaiar 6, IOuit 19.

Tobaro. Ten: 868 691 0173 Ten: +27 (0) 12 644 21 20

®Daxc: 868 668 7741. dakc: +27 (0) 12 644 1564

Email: tswana.gajadhar@vtl- Email: kevin@heterodrugs.com
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[HAA

Im's: Mp. M.Cpisnisac Penui
Anpeca:

['etepo JIa63 JlimiTen
7-2-A2, I'erepo Kopnopeiit
Inpactpian Ecreiitc

Canar Harap
Xaitnepa6an500 018
Anppa Ilpanem

[Hmis

Tem: + 91 40 23704923
Daxkc: + 91 40 23704926

[HAIA

Im's: Mcc. I'.Canrita,
Anpeca:

[etepo J1a63 JlimiTen
7-2-A2, I'erepo Koprniopeit
Innacrpian Ecreiitc
Canar Harap
Xaiinepa6ban500 018
Anppa [Tpageun

Innis

Ten: + 91 40 23704923
dakc: +91 40 23704926

Ileii macTok-BKIaaMm OyJ10 BOCTAHHE 3aTBEP/IXKEHO Y *K0BTHi 2012.

JeranpHa 1HpopManis npo HeH mikapchkui 3aci6 goctymHa Ha Beb-caiiti BeecBiTHBOT
oprasizauii oxoponu 310pos's (BOO3): http://who.int/prequal/ .

16

AN

/97



