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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
3to 5.9 kg 6 ml (60 mg) twice daily
61t09.9 kg 9 ml (90 mg) twice daily
10 to 13.9 kg 12 ml (120 mg) twice daily

- For patients weighing more than 14 kg other formulations contammghighermnounts of the active
substance are available. / 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 ¢ 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 10%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 reqmred 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
(NRTISs), 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 prodnct mformanon for these medicinal
products. " y
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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 ’Eagqms on this
matter. Preferred options may vary depending on the local circumstances.




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 dlsorders
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
5.1 Pharmacodynamic properties PR
Pharmacotherapeutic group: Antiretroviral for systemic use, nucleomde reverse‘ftransgnptase

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 S'-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 uM
(1.19 pg/ml) after a dose of zidovudine (in solutxon) 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 chﬂdren pro&uagd similar
systemic exposure (24 hour AUC 40.0 hour-pM or 10.7 hour- ug/ml) as. doses of 2@0 mg Sux 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 l/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 i
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
Sucrose
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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.

O -
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PATIENT INFORMATION LEAFLET: INFORMATION FOR THE USER
Zidovudin_e Oral Solution 50 mg/5 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/5 ml

Possible side effects

Storing Zidovudine Oral Solution 50 mg/5 ml

Further information

AN

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 in newborns 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/5 ml if your child:

o 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 (hyperbzlzrubfinaemza) a condition
which might make the baby’s skin look yellow; B

e Excessive amount of certain liver enzymes in the blood.
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Take special care with Zidovudine Oral Solution 50 mg/5 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. StlffﬂQSS achcs and pains
(especially of the hip, knee and shoulder) and difficulty in movement., merm the doctor or health
care provider. : :
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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 discase.
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/5 ml 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
3t05.9kg 6 ml twice daily
61099 kg 9 ml twice daily
10to 13.9 kg 12 ml twi,ce_v,da.'ily
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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 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.

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 | 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 1s 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 50 mg/5S 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. . -
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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 blhrubln 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 (cxp) Whlch ls\stated on the
label. The expiry date refers to the last day of that month. 5
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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/S 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/S 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 — IIT

Industrial Estates #22-1101IDA

Sanath Nagar Jeedimetla

Hydrabad 500018 Hydrabad 500 055

Andhra Pradesh Andhra Pradesh

India India

Tel: +91 4023704923 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

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: msreddy@heterodrugs.com 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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Ilepexiiaa ykpaiHCHKOI0 MOBOI0, ABTEHTUYHICTH Jo PeecrpaniiiHopo nocBiqueHns
SIKOTO MiATBEPI’KeHA YIIOBHOBAXKEHOIO 0C00010 N%%% %?49/40:/
3assuuka (Cemenosoio I.B.), indopmauii npo Bin 705 A0/

3aCTOCYBaHHS JIKapChKOro 3aco0y

3uaoByaHH, pO3YHH opaibHuU, 50 Mr/5 Ma

KOPOTKA XAPAKTEPUCTHKA JIIKAPCBKOI'O 3ACOBY

1. HA3BA JIKAPCBKOI'O 3ACOBY
3uN0BYAMH, PO3YMH OpalbHHI, S0 Mr/S M

2. SKICHMH I KUIbKICHUH CKJIAJ

5 MJT pO3YHHY MICTATH 50 MI' 3UJOBYIUHY.

5 MJI pO34HHY MICTATH 2.16 T IIyKpO3H

ITorHUIt mepesik JOMOMDKHUX PEYOBUH — JAUB. po3jii 6.1.

3. JIKAPCBKA ®OPMA
3un0BYAMH, PO3YHH OpPAILHUM.
Bin 6e36apBHOrO 10 CBITIO-)KOBTOT'O KOJILOPY PLAMHA 3 MONYHHYIHHUM 3a[IaXOM.

4. K/IIIHIYHA IHOOPMAMIA

4.1 TepaneBTHYHI NOKa3aHHHA

3UIOBYIUH, pO34HMH opaibHUH, 50 MI/5 MII, MOKa3aHUl B aHTUPETPOBIpPYCHiH KOMOiHOBaHi# Tepamii
JUIS JTIKYBaHHS 1HGIKOBaHHUX BipycoM iMyHonediuuty moausy (BUI) aireit.

3uIOBYOUH, PO3YHH OopalbHU#, 50 Mr/5 M, noka3aHui Juia nepBUHHOI npodinakTuku BUI-indekuii y
HOBOHAPODKCHHX.

Cnig po3risHyTH o¢iniiini nporoxomu JdikysanHs BDI-1 indexuii (manpuxinaa BcecBiTHBOU
oprasizailii OXOpOHH 310pOB’s).

Lleu npodykm npusnauenuti oOns 3acmocysanHs y Oimeu. I[lpome, inghopmayin wooo 6e3znexu
HA0AEMbCA CMOCOBHO 00 NPObeM 00POCIUX 3i 300PO8'SIM, MAKUX AK X60pobu neuinku, eazimuicmo i
nakmayis, Ona 3ab6e3neuenHs nNOBHO20 docmyny 00 6cici HeobxXiOHOI inghopmayil.

4.2 Jlo3u Ta cnocid 3acTocyBaHHA
Jlns opanbHOro 3acTocyBaHHs. 3HIOBYAHH MOXeE IPUAMATHCH 3 iXkero abo Ges.
Tepamnito Mae mounHaTy Nikap, AKUi Mae qocBix JikyBanus BlJI-indexmii.

Incmpykyina ona 3acmocyeanun
Po3unn Mictuts 10 Mr 3uzoByauHy Ha 1 M.
MakcuManpHa 103a He noBHHHA nepesumysaty 300 mMr iBa pasH Ha J€Hb.

PexomenaoBaHe J03yBaHHS B 3AJIE2KHOCTI Bil MacH Tij1a JUIs JiTel cTapine 6 THXKHIB
Hiana3zon macu (Kr) Ho3za
3-59«kr 6 mn (60 mr) nBivi Ha AEHB
6-99«kr 9 m1 (90 mr) nBidi Ha IeHb
10 - 13.9 kr 12 M (120 Mp)-f-ﬁ'ﬁqi aahem,

IIJm MamieHTiB 3 Macoro Tina moway 14 xr mocTynHi iHIN HlKapCbKl (bopMH mo MICTATh OLTBLIY
KUTBKICTh aKTHBHOI PEYOBHHH. ;




Hosza nna npodinaxruxu Tpancmicii BIJI Bix marepi a0 autuan (M/IT)
[lounnatn mporsiroM 12 rogWH MiCiAs HAPOUKEHHS 1 NPONOBXKYBaTH A0 O-THXHEBOrO BIKY, B
3aIeXHOCTI BiJI HAI[IOHANEHUX PEKOMEH ALl H.

PexoMenoBane 103yBaHHSA B 3aJIeKHOCTI Bl MacH Tiia aas girei
Bil HAPOIKEHHS 10 6-THKHEBOI0 BiKy

Maca Tina npu HapomkeHHi 2000-2499 r 1 mi (10 mr) aBivi Ha A€HDb
Maca Tisia ipu HapokeHHi noran 2500 r 1.5 mn (15 Mr) 1Bidi Ha JCHB

* HoBoHapOkeHi 3 MATOO MACOIO TLIA IIOBHHHI OTPHMYBATH MI/KT JO3yBaHHS.

BOO3 npomnonye 4 Mr/kr koxH1 12 rogus.

Yepes HeBenHKi 06’€MH HEOOXITHOrO PO3YMHY OPabHOIO, CIif JOTPHMYBATHCS OOEPEXKHOCTI MpH
pO3paxyHKy HEOHATAJIBHHX J03.

Kopuzysanns 0ozyeanns

Hayienmu 3 2zemamono2iynumu nOGIYHUMU PEAKYIAMU

3aMiHy 3HIOBYAHHY CIiJl PpO3ISAAaTH Y UAL€HTIB, 4Wil piBEeHb reMornobiHy abo KiUIbKICTh
HEHTpOdiNiB MAJAIOTH 0 KIIHIYHO 3HAYYLIOro PiBHS. [HIII MOXUIHBI IpHYHHH aHeMii 200 HeATpomeHil
NOBHHHI OyTH BHMKTIOYEHI. 3HEDKCHHsS [O3M 3HIOBYAMHY abo nepepuUBaHHS CIIJ pO3rANaTH 3a
BiICYTHOCTI aJIbTepHATHBHUX METOMIB JIIKyBaHHS (MHB po3nimu 4.3 1 4.4).

3axeopioearnua nevinku

PerymoBanns 1034 He NOTPIOHO MpH MEYiHKOBIA HENOCTATHOCTI Bill JIETKOTO JIO MOMIPHOTO CTYNCHS,
ajie Moxe OyTH HeoOXiqHO MPH TKKIH MEeYiHKOBiH HEJOCTATHOCTI.

Hupxosa nedocmamunicmo

JUia XBOpHX Ha TSKKy HHPKOBY HeNOCTAaTHICTh (KiipeHc KpeatmHiHy < 10 mn/xB), 3 abo 06e3
reMo/iianisy, 03a NOBHHHA OYTH 3MEHIIEHA. Y JOPOCIHX, PEKOMEHAYEThCS 3HUKEHHs 1034 Bin 33 %
10 50 % 3unoByIUHY.

4.3 IlporunoxkasaHHsA

3UIOBY/IMH TPOTHIIOKA3aHMH MAI[i€HTaM 3 KIHIYHO 3HAYMMOIO MiNEepPYyTIMBICTIO 0 3UXOBYIHMHY abo
JI0 OY/Ib-1KOTO 3 HAIIOBHIOBAYiB.

3UAOBYIMH IMPOTHNOKA3AHWM [MAli€HTaM 3 aHOMATbHO HHU3BKOIO  KUIBKICTIO  He#TpodiniB
(< 0,75 x 10°/n) abo HU3BKHM piBHEM reMorIo6iny (< 7,5 r/an a6o 4,7 MMOIB/).

3HIOBYAMH IPOTHIOKA3AHHHA [UIs JIKYBaHHS HOBOHApO/UKEHWX 3 rimepOinipyOiHemicro, sKi
noTpe6yIoTh BiAMiHHOrO Bifl doTOTepanii NiKyBaHHA, abo i3 MiIBAIIEHHAM OiNblne HiX y 5 pasiB Bil
HOPMH piBHS TpaHCaMiHa3.

4.4 Ocobausi3acTepe:keHHA TA 3aM00KHI 3aX0H NPH 3aCTOCYBAHHI

Ilepedaua BIJI

[lpu nikyBaHHi 3MAOBYAMHOM, PO3YHMH OpambHHH, 50 MI/5 mi, He Oyno NOKa3aHO MOXIHBICTh
BHKJIIOUEeHHs] pu3uKy mepemaui BUI-ingekuii crareBuM musixoM abo IUIIXOM Iepenadi Kposi, Xxoya
pu3HK Moxe OyTH 3meHineHui. IlamieHTaM CIiJ NPOJOBXKYBaTH BHKOPHCTOBYBATH BIINOBI/HI
3an00iXxHi 3axoau A 3anobiranns nepenadi BUUI-indexuii.

Inwi nixapcuoki 3acobu

CyIyTHEOr0 3aCTOCYBaHHs CTaBYAMHY i3 3MIOBYIMHOM CIIi YHUKATH (OHB. po3zin 4.5).
I'emamonoziuni nobiuni peaxyii

AHeMisi, HeHTponeHis i NelKoneHis (3a3BM4ail BTOPHHHO IO BiXHOIICHHIO N0 HEHTPONEHIi) MOXeE
BUHHKHYTH Y MaIi€HTIB, AKI OTPUMYIOTE 3HJIOBY/IUH. e 3anexxuTh BiA A03M i 3a3BUYail BiNOYBarOTHCA
micns Big 4-x 10 6 TexHiB Tepamnii. CkacyBaHHS 3UJOBYAUHY MOXeE 3Ha.n06mncsr SKIIO BAXKKa aHEMIs
(<9 r/nn (5,6 mmone/n)) abo Mienocympecis (KutbkicTe HelTpodimiB < 1,0 x 10 °I) BiIOYBa€eThCS MiJ
qac JTKYBaHHS 3HJIOBYAHHOM.

3axeoprosanHs nevinku

Cnix notpuMmyBaTHCS OOEpPEXHOCTI NpPH TNPH3HAYCHHI HYKIICO3HIHAX lHI‘lﬁlTOplB 3BOp0TH01
tpanckpunrasu (HI3T), Bo4yaioun 3uI0ByIMH, OyAb-IKOMY Nalli€HTOBL 13- 3axaop103annm HeYiHKH.
MMauiesTn 3 xpoHiuwHuM rematuroM B abo C, ki JmcymTLCﬁ KOMﬁlHOBaHOIO "l THPETPOBipYCHOIO
Tepanicro, MarOTh MIBUIICHHM PH3UK PO3BUTKY TSOKKHX i HOTEHUIAHO JIeTanbHuX HOOIuHUX edeKTip 3
Goky mnediHKd. Y pa3i CyMICHOro 3acTOCYBaHHsS 3 I1HIIMMH aHTHmpyCHHMH npenaparaMd JUIA
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nmikysauas renatuty B 1 C, cmig 3BepHyTHCS 10 BIANOBLAHOI [HCTpYKINT 3 MEAHYHOTO 3aCTOCYBaHHS
LIUX Mperaparis.

XBOpi 3 YK€ ICHYIOYMM HOPYIICHHAM (QYHKIII MEYIHKH, BKJIIOYAlOYH XPOHIYHUH aKTHBHMH ICIIATHT,
MAlOTh IiJ(BHINEHHN PH3UK MOpYLIEHHs (QyHKI mediHKM mif 4ac KOMOIHOBaHOI aHTHPETPOBIPYCHOI
Teparnii Ta MaroTh 3HAXOMMTHCA MiJ MEAHYHHM HArJsoM. Y pasi DOABA O3HAK MOTIPIICHHS XBOPOOH
HEYiHKH Y TAKMX MAlI€HTIB CIILI 3BAXHTH MOXJIMBICTH NePepPBH ab0 MPUMUHEHHS JIIKYBaHHA.

Cunopom iMyHHO20 BIOHOBNEHHA.

V BlJI-iH¢ikoBaHHX MAII€HTIB 3 paHille iICHYIOYOI0 BaXKKOIO IMYHHOIO HEJJOCTaTHICTIO, SK NPaBHIIO,
OPOTArOM IIEPIIKX KiUIHKOX THXHIB a00 MicsuiB micis nmodarky xomGinosaHoi APT, sanmamsni peakmii
Ha Oe3scHMOTOMHI a60 3aIHIOKOBI ONOPTYHICTHYHI narorend (Hanpukian, [[MB perwuwir,
Miko6aKTepiaibHi iHQeKIii, NTHEBMOIMCTHA MHEBMOHIA) MOXYTh BHHHKATH 1 BHKJIMKATH CEPHO3HI
KITiHI4HI cTagHu a60 3arocTpeHHs CUMITOMIB. JIikyBaHHS HOBHHHO OYTH po31104aTo B pa3i MOTPEOH.
Jinooucmpogis

KomGiHoBaHa aHTHpeTpOBipycHa Tepamis Oyna MOB'S3aHa 3 NEPEpO3MOALIOM JXHPOBOI TKAHHHHU
(minopuctpodiero) y maumientie 3 BUL Binem Bucokmit pusuk neprdepudHOi BTpaTd xupy Oy
IOB'SI3aHMH 3 BHKODHCTAHHAM CTABYAMHY i 3HAOBYIHMHY, a TaKOX 3, HANPHKIAX, IOXUIAM BiKOM
namienTa, Benukoio TpupanicTio APT i mos's3anumu 3 Humu MeTabosmigHEMy nopymeHHaMA. Kiriniune
06CTe)XeHHs] OBUHHO BKJIIOYATH OLIHKY (Pi3MYHMUX O3HAK U MEepepo3moIiTy Xupy. BuMmiproBanHs
JimiiiB B CHpOBATIi KPOBi HAaTIIe i [JIFOKO3M B KPOBi, @ TaKOX HANEXHOrO YIPABIHHA JHILIHHX
HOpYyIeHb i posrisaaatd (qus. po3ain 4.8). JlimiaHi mopyIneHHs MOBHHHI YIIPaBIATHCA HAIEXHHM
YMHOM, B TOMY YHCJI 3aMill€HHs 3WIOBYIHHY IbTEPHATHBHHUM aHTHPETPOBIDYCHHM areHTOM, SKIIO
1€ MOXUTHBO (JTMB. po3ain 4.8).

Jlakmoayuoos

JlakToanumo3 € piAKiCHHM, ajie¢ TSHKKHM, MOTCHUIHHO HeOe3meyHMM JUId JKHTTS YCKIaIHCHHSM,
HOB'I3aHAM 3 BUKOPHCTAHHIM HYKJICO3HUAHOTrO iHribiTopa 3BopoTHoi TpaHckpunTtasu (HI3T). Lle moxe
CTaTHCs Micid Bix KuUtbKoX abo Oinbine MicsamiB nikyBaHHs. [lami€eHTH 3 rimeprIakTaTeMIE0 MOXYTh
OyTH GE3CHMITOMHHMMH, B KDHTHYHOMY CTaHi, ab0 MOXyTb MaTH Hecrnenu(ivHi CHMITOMH, TaKl fK
3a/IMIIKa, BTOMA, HyJ0Ta, OMoBOTa, diapes 1 6oni B xxuBoTi. Pakropu pusuky mis HI3T-nmos'ssanoro
JAKTAIU03y BKIFOYAOTh XKiHOYy CTaTh i 0xupiHHs. [lalieHTiB 3 MIBAICHHM PU3HKOM CJIiN peTeNbHO
KOHTPOMIOBAaTH KJIiHi4HO. CKpHMHIHI Ha rinepiakrareMito y O€3CHMOTOMHHX MAIli€HTIB, SKi
orpumysamu HI3T, ommak, He pexomeHayeTscs. CHMITOMATHYHI MAi€HTH 3a3BHYad MAlOTh piBHI
> 5 MMOJB/JI i BUMaraioTh ckacyBanas Bcix HI3T, Biirodaroun 3unoByAMH. PiBeHb MOJIOYHOI KHCIIOTH
> 10 MMOJIB/11, SIK IPAaBHJIO, BUMAra€ HEBLIKIIAJIHOI MEAMYHOL TOTIOMOTH.

Mimoxonopianvha oucynxyis

ByJno nMpoAEeMOHCTPOBAHO, [0 HYKJICO3UHI Ta HyKJIEOTHAHI aHAJOrH in Vilro Ta in vivo COPpUYIUHAIOTH
MITOXOHpiaJIbHI NOPYIIEHHS PI3HOTO CTYIEHS. By MOBIIOMIIEHHS PO MITOXOHApPianbH1 JUCyHKLIT
y BlJI-HeraTuBHHX HEMOBILAT, sKi MiANAIM OiX BIUIMB HYKJICO3HMAHHX AHAIOTIB BHYTPIIIHBOYTPOOHO
abo y mocTHaTalbHOMY mepiogi. OCHOBHMMH NOOIYHMMH SBHINAMH € T€MAaTONOriYHI MOPYINEHHS
(anemis, HelTpomeHid), mopyimeHHss oOMiHy pedyoBuH (rimepnakratemii, rimepmimigemis). Ll momii
yacTo 6YBAOTH MUHYIIMMHM. IHOAI MOBIZOMILSUIOCS MPO Mi3HI HEBPOJIOriYHI MOPYIIEHHs (TiNEpTOHIA,
KOHBYJIbCIii, aHOMaJbHA MOBeMiHKa). U € HeBpOJIOTiYHI MOPYIICHHS THMYAaCOBHMH ab0 MOCTIHHHMMH,
Hapasi HeBiOMO. Bynap-sika nutHHa, HaBiTe 3 BIJI-HeraTMBHHM cTaTycoM, sKa HiAnajaa IiJ BIUIMB
HYKJIEO3HIHUX a00 HYKJICOTHAHMX aHAJIOTIB BHYTPILIHBOYTPOOHO, Ma€ 3HAXOAUTHUCH MiJ KIIHIYHMM Ta
nabopaTOpHAM HACJISAOM Ta MOBHICTIO JOCIHIDKEHA Ha MOXIIMBICTh BHHHKHEHHS MIiTOXOHJIpPialbHHUX
aucYHKII#A y pasi mosBM BiNOBIAHMX O3Hak Ta cummToMiB. Ii JaHi He BIUIMBAIOTH Ha iCHYIOUI
peKOMEHJAlil 00 3aCTOCYBaHHA aHTPUPETPOBIPYCHOI Tepamii BariTHUM XiHKaMM NS 3amoOiraHHs
BepTHKaNBHOT nepenayi BUI-ingexnii.

Ocmeonexpos

[ToBiAOMIIAIOCS NP0 BHNAAKH OCTEOHEKPO3Y, OCOONMBO y MALli€HTIB i3 3amylneHoro ctamicro BLJI-
3aXBOPIOBaHHS Ta/ab0 TpUBaJMM BIUIMBOM KOMOiHOBaHOL an*mpemompycaon Tepanu ETionoris
BBaXKacThcst OaratodakropHoi (B TOMY wYHCIHi KomeOCTepomn BSKMBAHHS AIKOTOJIIO, BaXKa
myHocynpccm BHCOKHH iHAEeKkC MacH Tina). [TanieHtam ciip pexomeﬂnysam 3BCpHYI‘HCX Jo JiiKaps,
SKIIO BOHH BiI4yBalOTh OLIb B CYT100ax, TYropyxicts cyrinobiB abo, yTpyJHEHHSA B PYCi.




4.5 Bsaemojis 3 iHMUMH JiKapchKHUMH 3ac06aMH Ta iHIIi BHIX B3acMOiit

ObMexxeHl JaHl OKA3yIOTh, IO MOEAHAHE 3aCTOCYBAHHS 3HIOBYIUHY 1 pudamminudy 3menmye AUC
(mnomra mij KpHBOK KOHIEHTpAIlii B mia3Mi) 3uaoByauHy Ha 48 % + 34 %. lle Moxe mpuBecTH 10
4acTKOBOi BTpatH ab0 mnoBHOI BTparH edekTuBHOCTI 3uAoByauHY. [loeqHaHOro 3acTOCyBaHHS
pupamMOinKHy i3 3MAOBYIMHOM CIIiJI YHUKATH (AUB. po3ain 4.4).

3UOBYIMH B IMOEQHAHHI 31 CTABYJHWHOM € aHTArOHICTHYHUM in vitro. [loeaHaHoro 3actocyBaHHS
CTaBYJUHY 13 3WJJOBYZAHHOM CJIiJ YHHUKATH (IUB. po3aut 4.4).

[IpoGenimun 36inpmmye AUC sumoynuny Ha 106 % (B miamazoni Bix 100 no 170 %). IanienTis, sxi
OTPHMYIOTH OOHBa MpenapaTH, CIIiJ PeTe/FHO KOHTPOIIOBATH {040 IeMaTOMOTTYHOI TOKCHIHOCTI.
[Momipue 30umBIIeHHS Chrax (28 %) crocTepiranoch mpHu BBeACHHI 3HIOBYIHHY 3 JIaMIBYAHHOM, aJie B
oMy excrnosuigis (AUC) ictoTHO He 3MIHIOBAIACh. 3UNOBYNHH He BIUIHBAaE Ha (PapMaKOKIHETHKY
JaMIBYIHHY.

INoBinomiisnocs mpo HU3bKHIA piBeHBb (PEHITOIHY Y KPOBi AEAKHX XBOPHX, SIKi OTPHMYBAIH 3UAOBYIHH,
y TO#i 4ac SK y OJHOIro maiicHTa 0yJIo Bii3Ha4eHO BUCOKHIi piBeHb. L{I ciocTepe)xeHHs BKa3yIOTh Ha Te,
o piBHi QEeHITOIHY CIi/l peTeNbHO KOHTPOJIOBATH Y MALI€HTIB, SKI OTPHMYIOTE OOH/1Ba [IpenapaTH.
3UIOBY/IMH BHAACTHCS He BIUIMBAE Ha (apMaKOKIHETHKY aToBakBoH. [Ipote, dapmakokineTruni qaHi
MOKasajlid, [0 AaTOBaKBOH, MalyTh, 3HIDKYE IOBHIKICTE MeTabomi3My 3HIOBYOHHY JO HOro
rmokypoHiaHoro merabonity (AUC 3umoByauHy Oyna 36uiemena Ha 33 % 1 mik KOHIEHTpamii B
IUTa3Mi [IOKYpOHLNY OyJio 3HmkeHo Ha 19 %).

BanmenpoeBa kuciora, (aykoHa3osl ab0 METaJOHOM IMpPH CHUIBHOMY BBEJEHHI 3 3HIOBYAHHOM
nokazanu 36utbmenHs AUC 3 BIAMOBIIHUM 3HIKCHHAM ¥oro kiipeHcy. OCKUIBKH JaHi oOMexXeH,
KITHIYHA 3HAYYLICTH I[BOTO HEBIOMA, ajie SKIIO 3UAOBYAWH BHKOPUCTOBYETHCS MapayiesibHO abo 3
BaJBIIPOEBOIO KHCIOTOK, (UIYKOHA3070M a00 METafOHOM, MHAalli€eHTaM CIi{ HHUIBHO CTEXHTH 3a
DOTEHIIHHOIO TOKCUYHICTIO 3UIOBYIHHY.

[ToBinoOMIISITOCH PO 3arOCTPEHHs aHeMil BHACTIIOK pHOaBHpiHY, KOJIM 3UAOBYAMH € YACTHHOIO CXEMH,
III0 BUKOPUCTOBYEThCA A JikyBaHHSA BlJI-iHdekirii, xoua TOUHHIH MEXaHI3M 1€ HAJICXKHUThH 3'ICYyBaTH.
CynyTHeE 3aCTOCYBaHHS PHOABIpHHY 3 3UAOBYIAMHOM HE PEKOMEHAYETHCS dYepe3 MiABHIICHUH PU3HK
po3BUTKY aHeMmii (muB. po3ain 4.4). Ciuig po3rNIAHYTH MHTAHHS MPO 3aMiHy 3HJIOBYIHHY Y CKJajl
KOMOIHOBaHOI aHTHPETPOBIPYCHOI Tepaii, AKUIO e BxKe BcTaHoBieHO. Lle 6yno 6 ocobimmBo BaXIHBO
y MaIieHTIB 3 BiIOMOIO 3UOBYAMHIHAYKOBAHOIO aHEMI€IO B aHAMHE3I.

CynyTHE JIiKyBaHHs, OCOOJMBO TIOCTpa Tepamiss 3 [OTEHHIHHO HeP)POTOKCHYHUMH abo
MI€NOCYIIPECHBHAMH TIpenapataMd (HaOpHKIa[, CHCTEMHHH MEHTaMiNUH, NANCOH, MipHMETaMiH,
cyib(paMeToKkcazoi + TpHUMeTomnmpuM, amMQOTEepULMH, (IYUUTO3MH, TaHIHUKIOBIp, iHTepQEpOH,
BIHKPHCTHH, BIHOJACTHH 1 JOKCOPYOILMH) TAKOXX MOXe 30UTBIIMTH PH3HK PO3BUTKY MOOIYHUX peaKiii
Ha 3UJOBYIMH. SIKINO CynmyTHs Tepamii 3 OyAp-AKMM 3 IUX IpenapariB € HeoOXiZHOI, TO NOAATKOBI
3ano0DKHI 3aXO/IH CJILA BXXMBATH IPH MOHITOPUHTY (YHKIil HUPOK Ta reMaToJIOTIYHHX MapaMeTpiB i,
[P HEOOX1THOCTI, H03y OJHOr0O abo NEKUIBKOX ar¢HTIB CIiJ 3MEHIIUTH.

OOMexeHi JaHi KIHIYHHX JOCII/DKEHbP HE BKa3ylOTh Ha 3HAYHO MIJBUINECHHH PHU3HK PO3BHUTKY
moOIYHKMX peakuiii Ha 3UTOBYIHH i3 CYIh(aMETOKCa30J1 + TPUMETOIPUM, a€PO30JIbHAM [IEHTAMIIUHOM,
MiPpUMETAMIHOM 1 al{MKJIOBIPOM Y J103aX, TII0 BAKOPHCTOBYIOTHCS 1A MPOQLIAKTHKH.

Knaputpominps TabjieTkH 3MEHIIye BCMOKTYBAaHHS 3HIOBYAHMHY. LlbOro MOXXHa YHHKHYTH HUISIXOM
HOJLUTY BBEACHHS 3UAOBYAUHY 1 KIIAPHTPOMILIHHY, IPUHANMHI, JBOrOJUHHUM 1IHTEPBATIOM.

4.6 3acrocyBaHHS Hijl 9ac BariTHOCTI Ta roAyBaHHS I'PYyII0

Bazimuicmo
He nosinomMmsutiocs npo MiABUINEHWH PHU3UK BPOIDKEHHUX Baj JUIs 3UIOBYAMHY (Www.apregistry.com).
ITpore, pu3uKy IS 102 HE MOXKYTh OYTH BUKIIIOYEHI.

T'ooysarnsa 2pyooio

3uIOBYAMH MPOHUKAE y TPYAHE MOJIOKO roxyrodux marepiB. [loTouni pexomcm:auu 3 BUI i rpyane
BUrojoByBaHHs (Hanpukian 3 BOO3): ciix npoBoauTH KOHchIBTaLIll nHepm HDK KOHCYJIBTyBaTH
TMaii€eHTiB 3 qaHoro nutanHs. Kpaimi BapiaHTH MOXYTb BLAPI3HATHCA B 3aJIGXHOCTI BiJl MICIEBHX YMOB.

: | . Al
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Depmunvricmo

34I0BYIMH HE NOripinyBaB (epTUIBHICTH caMiliB @00 CaMOK y LIypiB, AKi OTPHMYB&IU IIEPOPAIBHO
no3n 10 450 mr/kr/noby. Hemae HiSKMX JaHUX NP0 BIUIMB 3HJOBYOHHY HA JXiHOUY (EpTHIBHICTH
MOAMHH. Y 4YOJIOBIKiB, He 6YJIO M0Ka3aHO BIUIMB 3UAOBYAMHY Ha KUIBKICTH criepMH, Mopdosorito abo
MOTOPHKY.

4.7 BnaMB Ha 3[ATHICTH KEPyBaTH TPAHCHOPTHHMH 3acofaMu a00 NpanowBaTH 3 IHIAMH
ABTOMATH30BAHHMH CHCTEeMaMH

Hisikux [OCHiIKEHb IMOAO BIUIMBY Ha 3JATHICTH YHPABISTH | BUKOPHCTOBYBaTH MAlHHH He Oyno
BuKoHaHo. KuriHiuHMii cTad nmauieHTa i npodine HebaXkaHUX peakniif 3UAOBYAUHY, PO3YMH OpaIbHUMA,
50 Mr/S M1, CITiJI MaTH Ha YBa3i PH PO3IJISII MIUTAHHS PO 3JaTHICTH NAlli€cHTa KEpPYBaTH aBTOMODLIEM
a0o MpaIroBaTH 3 MEXaHi3MAMH.

4.8 IloGiuni peaxuii

Haii6inpimn cepiiosni mo6idyHi peakuii BKIHOYAIOTH aHEMIIO (IO MOXE 3a)KalaTH MEepeTHBAaHHA KPOBi),
HEHTPONEHio i Neiikoneniro. BoHu 3ycTpiyaimcs JacTimie npu 6inbm BHcokux go3ax (1,2-1,5 r/noby) i
3 mporpecyrounM 3axsopioBanism BUI, ocob6mmBo y mamienTiB 3 CD4-xniTuH, Mo Hajlidye MeHIe
100/Mu1. 3HIDKEHHS 1034 a00 MPHIMHEHHS Teparii MOXKe CTaTH HeoOXiTHUM (IMB. po3nin 4.4).

KpiM Toro, 3umoByauH OyB MNOB'A3aHHIl 3 CHHIPOMOM JIMOAMCTPOdii, BKIIOYaroYH NepudepuuHy
BTpaty Xxwupy (auB. po3aur 4.4.).

XapakTtep mo6iuHOI Aii y AiTell Ta ZOPOCIHX NOAIOHMH.

Hacrynni no6iuni edextn 6yiu 3apeecTpoBaHi B KOHTPOJIbOBaHHX KJHHIYHHX JOCII/UKEHHAX 1 CeplixX
BUNAAKIB i yac nikysauus BLJI-1 indekuil 3u0By AUHOM.

[To6ivHi edexTH, MO POMIANAIOTLECS, IPHHANMHI, MOMXJIMBO [IOB'S3aHI 3 JIKYBAaHHAM, MepepaxoBaHi
HIDKYE 3a CHCTEMAaMH OpraHi3My, OpraHHAMH KJIacaMH 1 abCOMIOTHOIO 4acToTor0 YacToTa BAHHKHEHHS
BH3HAYAEThCA AK Ayke yacto (> 1/10), wacto (> 1/100, <1/10), medacto (> 1/1000, <1/100), piako
(= 1/10000, <1/1000), nyxe piako (<1/10000), abo HeBimomo (He Moxe OyTH OliHEHA 32 HAIBHUMHU
JaHUMH).

3 60Ky KpoBi 1 TiMpaTUIHOI CHCTEMH
Yacmo: aneMmis, JIEHKONEHis, HEATPONEHIs
Heyacmo: TpoMboUMTONEH S 1 MAHIIUTONEHIS
Pioko: aHeMis €pHTPOLHTIB

[yorce pioko: annacTHIHA aHEMIS

3 6oky MeTaboi3My i po3ajiB TpaBICHHI

Pioxo: naxroanumaos

Hegioomo: 3MiHH B PO3IOALTI XUPY B OpraHi3Mi, pe3HCTEHTHICTh 10 IHCYIIiHY, TiHepriikeMis,
rinepiinigemis, rimepnakrareMii (auB. po3ain 4.4).

Icuxiyni po3naau
Pioko: Hecnokiii, aenpecis.

3 60Ky HEPBOBOI CHCTEMH

Iyosce wacmo: ronoBHUHR OUITE.

Yacmo: 3aniaMOpOYEHHSL.

Pidko: 6e3COHHS, 3HHKEHHS PO3yMOBOI aKTHBHOCTI, COHJIHBICTB, TApecTe3is, CyIOMH.

3 60Ky cepLieBO-CYAHHHOI CUCTEMH
Pioko: kapodiomionamis. e w s

3 60Ky MUXANBHOL CHCTEMH
Heuacmo: 3agumxa.

Pioko: xauens. _ t/j///’zj?(// / <
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3 60Ky TPaBHOI'O TPAKTY

Lyoce yacmo: HygoTA.

Yacmo: GmoBaHHs, giapes, OUTh Y XKHBOTI,.

Heuacmo: meteopusMm.

Pioko: maHKpeaTHT, MirMEHTAIlis CIU30Boi OOOJIOHKH POTa, 3MiHA CMAKOBHX BLIIYTTIB, JUCIIETICISL.

3 6oky remaTobisliapHOI CHCTEMH
Yacmo: migBANIEHHS PiBHA MEYIHKOBUX (epMeHTIB i Oinmipy0iHy.
Pioxo: TSDKKA renaToMerasisi 13 CTeaTo30M.

3 60Ky penpoJyKTHBHOI CHCTEMH
Pioko: riHekoMacTis.

3 60Ky mKipH Ta DiAMKIPHOT KIITKOBUHH
Heuacmo: Bucunanss, cBepOiX.
Pioxo: mirMeHTAaIis IIKIPH Ta HIITIB, KPOIHB’ THKA, MIiTIHBICTE.

3 60Ky ONOPHO-PYXOBOI'0O anapary

Yacmo: Miairis. -
Heuacmo: mionaris.

Heegioomo: ocreonexpos (muB. po3aii 4.4).

3arajibHi po3nagn

Hacmo: He3ayXaHHA.

Heuacmo: acTeHisi, NpONACHHILIS, FeHEPAII30BaHAH OLIb.
Pioko: 6inb y rpyasix, rpUnonoAiOHui CHHAPOM, 03HO0.
Hegioomo: cHHAPOM IMYHHOTO BITHOBJICHHS (JTUB. po3aui 4.4).

3 60Ky HHPOK Ta CE4OBHALIHHOI CHCTEMH
Pioko: yacTe ce4OBUALICHHS. -

Ilo6iuni peakyii 3u008yOuHy npu 3anobizanni MamepuHCcoLKoO-eMOPIOHANbHIU MPAHCMICIT:
KonnenTpauii reMorfio0iHy y IiTeil paHHBOTO BIKY, AKi 6€3MOCepeqHbO 3a3HANM BIUIMBY 3HJIOBYIHHY
MPOTArOM IIECTH THIKHIB MICJISL MOJIOTIB, Oy/M Ao HEXXYHAMH, HIK y IiTell paHHBOro BIKY B IpyIi
wianebo, aje mnepeiuBaHHA He Oyno mOTPiOHO. AHeMis 3HMKana NPOTATOM 6 THXKHIB MICHs
3aBepIICHHS Tepaii 3uAOBYJHHOM.

4.9 IlepemozyBanHs

Cumnmomu

['ocTpe mepeno3yBaHHA 3WOBYAMHY Oyno 3apeecTpoBaHo. BoHO BkmoYano excrosunio 1o 50T.
Hisikux KOHKpETHHX CHMITOMIB 260 03HaK He OyJlO BHABIIEHO KpiM THX, fKi IEpepaxoBaHi B SKOCTI
no6iyaux edekriB. Bei BiTHOBHIHCEH O€3 NOCTIHHAX YCKIaJHEHB.

Jixyeanus

[ManieETH MOBMHHI OyTH peTeNbHO OOCTEXKEHI Ha BHUABIECHHS O3HAK TOKCHYHOCTI (AuB. po3ain 4.8) i
OTpUMAaTH HEOOXiJHY HiATPHMYIOYy Tepamilo. ['eMoaiani3 i mepHTOHEALHHHA Aiali3 AK BHIHO, MAIOTh
OOMEXEHHH BIUTMB Ha BHBE/ICHHS 3HIOBYAHHY, a IIJCHIIOIOTh BHBEACHHA TIJIIOKYPOHIIHOTO
MeTabomiTy.

5. ®APMAKOJIOI'TYHI BJIACTHUBOCTI
5.1 ®apmaxoguHaAMiIYHi BJIACTHBOCTI

®apmakoTepaneBTHYHa Ipyla: AHTHPETPOBIpYCHI 3aco0M A - CHCTEMHOTrO  3aCTOCyBaHHS,
HYKJICO3H/Hi iHriGiTopu 3B0poTHOI TpanckpunTasy, ATX kon: JOSA FOL -~ i~
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3UIOBYIHH € THMLAMH-TUNCOKCHHYKIICO3HIHUN AHANOT, AKHH Ma€ aKTHBHICTH MO BUTHOMECHHIO IO
BUI-1 1 BUI-2. 3unoBynus ¢ochopHmoeThesl THMIIMHKIHA30I0 B AKTHBHHH METabOMIT 3UTOBYAHHY 5'-
tpudocdar. Moro mexaHi3m Aii € AK JIaHIIOrOBUH TEPMiHATOP BIpYCHOI 3BOPOTHOI TPAHCKPHIIIII.

Ha nomarox no iuribitropHoro edexry 3BopoTHoi Tpanckpuntasud BUI, supnoByauny S'-tpudocdar
npurHiyye kmrtuaHy JIHK-momimepasn Oera 1 ramma, 1 Oylo NOKa3aHO 3HH)KEHHS CHHTE3y
MitoxoHapiaibHol JTHK.

Kniniuna egpexmusnicmeo

3unoByauH OyB AOCHIDKEHHMH Yy pall PaHIOMI30BaHHX NEPCMEKTHBHHX KIIHIYHHX TOCTIIDKEHb Y
HOEJHAHHI 3 IHIDMMH aHTHPETPOBIPYCHUMH mnpemnaparamd. Ili HocHiDkeHHS mNOKa3zamd 3HA4HE
sumxkenHs piBHs PHK BIJT B mna3mi kpoBi i 36inbmenHs kimbkocTi CD4-KIiTHH NpH BHKOPUCTaHHI B
[DOEJHAHHI 3 IHOIHM HYKICO3UOHMM iHribitopamu 3BopoTHOi TpaHckpunrazu (NRTI) 1 abo
iHTiOiTOpamMu 3BOpoTHOI HeHyKIeo3uaHol TpaHckpunTasu (NNRTI) abo inribitopamu nporteasu (PI). ¥
HEJIaBHIX IOCIDKCHHSX Yy XBOpHX HenikoBaHmX, iH¢ikoBanux BIJI-1, 3a 3agymoM mo 3amoBOneHHs
aHami3zy > 75 % mamientiB Matote PHK BIJI B mna3mi <50 xomiii/mn yepe3 48 TuxHIB KOMOiIHOBaHO1
aHTHPETPOBIPYCHOI Teparil, BKIIOYAI0YH 3UJOBYAHH. '
Y US ACTG 076 pocnimkeHHI 3HAOBYIHH 3MEHIIYBAB pIBEHb MaTEPHHCHKO-eMOpPIOHATBHOI
tpancmicii BUT (23% piBeHb 3apaxkeHHS B Ipyli iane6o B NOpiBHAHHI 3 8% Ui 3MIOBYIUHY), KOJIH
BIJI-ingixoBanux BariTHi xiHk# (Bif 14 mo 34 TwkHIB BariTHOCTI) oTpuMyBaid 100 Mr m'aTh pasiB Ha
JleHb 1 iX HOBOHAPO/DKCHI OTpUMYBamd 2 MI/KT, KOXHI 6 TrOAMH [0 O-THXXHEBOTO BIKYy. VY
kopotkoTepminoBomy 1998 Thailand CDC nmocmimkeHHi, 3aCTOCYBaHHS TUIBKH [IEPOPAJIbHOI Tepamnii
sunoByauHoM (300 Mr nmBa pasd Ha A€Hb), 3 36 THOKHA BariTHOCTI JIO MOJIOTiB, TakKOX 3HIDKYE
MIBUIKICTH MaTepHHCHKO-eMOpioHanpHOiI TpaHcemicli BUI-imdexmii (19% piBeHp 3apakeHHS Ui
mnane6o B HOpIBHAHHI 3 9 % [uIs 3UOBYAUHY ).

Bipycnui onip

Ha Bipyconoriuniii HeBadi, CTIHKICTh A0 3UIOBYJHUHY PO3BHBAETHCS 3a JIBOMA OKPEMHMH, X04a 1 HE
BUKTIOYAIOUAMH OJUH OJHOrO, muisxaMu. [lepmmuii 3 Hux Bkmouae B cebe M41L, L210W i T215F/Y.
Jpyruit Bxmodae B cebe D67N, K70R i K219E/Q. VY cykymHoCTi Li MyTalii Ha3HBAaIOTHCA "aHANOT
tamigury mytaigii" (TAM). Y Bipycis 3 M184V, Bix neox no 1prox TAM, sk npaBuio, moTpioHO Ut
(EeHOTHUIIIYHO BUABJISAEMOrO 1 KIIHIYHO 3HAYAMOro onopy 3uaoByauHy. M41L, L210W i T215Y marots
OUTBIIUI BIUIMB Ha 3UAOBYAHHY CIPUHHSTIUBICTE 1 epexpecHy pe3ucteHTHICTh 0 iHmux HI3T, Hbk
iHm TAM. IHmoi BaMBi MyTarii, BUOpaHi MU 3MAOBYAHHY IUIIXOM BKIIIOYarOTh 169 BCTaBKH
MmyTamii 1 Q151M KoMmIutekc, B SAKOMY [ MyTallis 3'SBISETHCS B IMOEAHAHHI 3 MYyTalliIMH B
nonoxeaHsax 75, 77 i 116. O6uasi i MozeNi HaIAIOTh CTiHKICTH BHCOKOrO PiBHS JUIA 3HIOBYAHHY 1 BCI
inmi noctynHi B nanui yac HI3T , IMoBipHICTH NOCTYIOBOrO HaKONWYEHHS MYTawLiH, AKi HaoalOTh
crifikicts 1o Bchoro kmacy NRTI, npu Bipyconmoriusiii HeedekTHBHOCTI KOMOIHOBaHOI Tepanmii, 110
BKJIIOYAE€ 3HJIOBYAMH, HiAKPECTIOE BaXJUIMBICTh PaHHBOTO BHSBICHHSA BIPYCOJIOTIYHOI HEBJAYi.
3aTpuMKa BUSBJICHHS BiPYCOJIOTIYHOI HEBJa4l MOXe Cepio3HO OOMEXHTH BapiaHTH Tepamii Apyroi
JIHIL.

5.2 ®dapmMakokiHeTH4HI BJACTHBOCTI

Abcopbyin

3unoByauH JOOpEe BCMOKTYETHCS 3 IUTYHKOBO-KHINKOBOIO TPaKTy, 3 610mocTymHicTIO 60-70 %.
®dapmakoKiHETHYHI JaHi He AOCTYIHI Ui 3UNOBYJHHY, PO3YUH OpatbHuii, 50 Mr/5 M.

3uI0BYAMH, PO3UYMH OpalbHU, 50 MI/5 ML, Mae Take caMe Ao3yBaHHs (100 mr/10 mn) i cknax, mo cyTi,
aHaJoriYHui pedepeHTHOMY JiKapcbkoMy 3aco0y, PerpoBip® (GlaxoSmithKline). Kpim Toro, mokasu
Oynu HagaHi, MO JOMOMDKHI PEYOBHHH HE MAIOTh XOIHOTO BIUIMBY Ha abcopOuilo 3MAOBYAHHY.
Binmosigno, 3umoBynuH (pO3YMH  OpajibHMI) BBaXaeThcs OioekBiBalieHTHHM  PerpoBipy®
100 Mr/10 Mn, po3yuH opanbHui. Y niTel criiikuit piBeHb Cpax 3mloaymm¥ (iHHOBAaTOp NMPOXYKTY)
oyB 4,45 mxM (1,19 Mkr/mit) micns mo3u 3WIOBYAHHY (B {)OS‘II/IHi) 120 mMr/M™ anoiiti-noBepxHi Tina i
7,7 MxM (2,06 mxr/mn) micns 180 mr/m’. Jlozu 180 Mr/M™ goTHpu pasu Ha ACHB y JiTell CIpaBHIH
noi6Humit cucremunii Brmus (24 rog AUC 40,0 ronsmMxM a6o 10,7 rogsmxr/mn) npu nosysassi 200 Mr

MICTH pa3iB Ha 100y y mopocnux (40,7 rogsmMkM a6o 10,9 rogemxr/min). / %(
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Posnodin

Cepenniit 00'eM pos3nomily 3WJIOBYJHHY CTaHOBUTH 1,6 /kr. 3B's3yBaHHs 3 OlIKkamMu IUIa3Mu
craHoBUTH, 34-38 %. ’

Memabonizm

5'-IMIOKYpPOHiIJ 3HAOBYAUHY € OCHOBHHM META0OJITOM fIK y IUIa3Mi KpOBI, Tak i B cedyi, II0 CKJIAJac
npubnusHo 50-80 % Bix BBeAeHOI A03H BUBENCHOI 4epe3 HUPKH. 3'-aMiHO-3'-AeOKCUTUMITUH OyB
ineHTHIKOBaHUH SIK METAOOIIT 3UI0BYAMHY MICNS BHYTPIIIHEOBEHHOTO BBEICHHS.

Bueeoenns

Y mocnmKkeHHSX 3 BHYTPIMIHHOBCHHHMM 3HIOBYAHHOM CCPEHHIM MEPIOJ HAMIBBUBEICHHS B IUIA3MI
cknaB 1,1 ronuHHM, a cepenHiii cHCTeMHHI KiipeHC nopiBHIOBaB 1,6 w/rop/kr. Ilepion mHamiBpo3mamy
BHYTPIIIHBOKJIITHHHOTO 3MAOBYIUH-Tpudocdarty, 3a oniHkaMu 61u3bko 7 rogus. HupkoBuit KiipeHc
3UOBYAMHY OIiHIOETECs B 0,34 n/ro/kr, 1O CBLIYHTH OpO KIyOOYKOBY (UIBTpAlil0 Ta AKTHBHY
KaHaJIBIEBY cekpelilo HHUpkamMu. KonnenTtpaiii 3uI0ByAHHY 30UIBIIYIOTECA Yy XBOPHX 3 HHPKOBOIO
HEIOCTATHICTIO.

llediampuyna nonynayis:

Abcopbyis

VY niteit BikoM crapiie 5-6 MicsALiB, papMaKOKIHETHYHUH MpodiNe 3UAOBYAMHY aHAJIOTIYHHH TaKOMY ¥
JIOPOCITHX.

Posznooin

[Ipu BHYTPIIIHEOBEHHOMY BBEJICHHI CE€pe/IHiH Mepiol] HalliBBUBEACHHS B IUIa3Mi 1 CepeiHill CHCTeMHUM
Kiipesc oymu 1,5 roa i 30,9 Mu1/XB/Kr BUIITOBIIHO.

Y niteid cepenHe BIAHOMIEHHS KOHLIEHTpalliii 3HIOBYIMHY LepeOpOCIUHANBHA piIHHA/TUIa3Ma
konuBanacs Big 0.52-0.85, sk BH3HAYeHO MHiA Yyac nepopaisHoi Tepamii Big 0,5 mo 4 romuH micns
npuiioMy npenapary i ckiana 0,87, sk BU3Ha4€HO Mif Yyac BHYTPIIIHHOBEHHOI Teparii 1-5 roaus micis
l-romurnOi iHQY3ii. [lix uwac OesmepepBHOI BHYTPIIMHbOBeHHOI iH(QY3ii cepenne cramioHapHe
CIiBBIIHONIICHHS KOHI[EHTpAIliii CIMHHOMO3KOBA piauHa/mia3ma oyno 0,24.

Memabonizm -

OcHoBHUM MeTabomiToM € 5'-rmokypoHin. Ilicis BHyTpimHBOBeHHOTO BBeneHHs 29 % nmo3u Oyio
BIJTHOBJEHO O€3 3MiH B ceui i 45 % BHBOJIUTHCS 3 OPraHi3My B SIKOCTI [JTIOKYPOHILY.

Busedenns

HupxoBuii KimipeHC 3UNOBYAMHY 3HAYHO IIEPEBUINYE KIIPEHC KPEaTHHIHY, MOKa3yloTh 1 Il €
CBIJYEHHSM TOTO, IO ICTOTHHM MEXaHI3MOM BHBEIICHHS € TyOYJsipHa CeKpellis.

HasBHi naHi (apMakOKIHETHKH y HOBOHApOKCHHX 1 HiTel paHHBOrO BIKY BKa3ylOTh Ha Te, IO
TJIIOKYPOHYBaHHS 3UJAOBYIUHY 3HHXKYETHCS 3 NONAIBIIMM MiJBUIIEHHAM Oi0JIOCTYIHOCTI, 3HIDKEHHS
KJIIpeHCy i OUIBIN TPUBAJIMHA MEpioJ HAaNiBBHUBEICHHS y AiT€H paHHBOro BiKy MEHIIMX 14 mHiB, aie
nmicns uboro GpapMakoKiHETHKA CTAE aHAIOTIYHOIO, AK OpeCTaBIeHa ¥ JOPOCIHX.

5.3 MokninivuHi 7aHi 3 6e3mekn

IIpuiioM 3uI0BYAMHY B JOCHIKEHHSX TOKCHYHOCTI Ha TBAPHHAX Y BHCOKHX 103aX He OYB IOB's3aHHii
3 OYAb-SKOIO BEIUKOIO TOKCHYHICTIO OpPraHiB.

Pesynbratn OaraTopi4yHHX JOCHIIDKEHb KaHIIEPOTEHHOCTI y INypiB 1 MHUINEH He IIOKa3ailH
KaHIEPOreHHOT0 MOTEHLialy, 0 MA€ 3HAYEHHS UL JIIOAUHH.

6. ®APMAIEBTHYHA THOOPMAIIIA

6.1 JlomomixHi pedoBHHH

Kucnora numonna 6e3BoqHa
['miuepus

Boaa ouniiena

Harpiro 6eH3oat
Apomatu3aTop nonyHU4HUH

Hyxposa




6.2 OcHoBHI BUNIAKH HECYMiCHOCTI
He Bigomo. ;

6.3 Tepmin npuaaTHocTi
18 MicsuiB.

6.4 OcobnuBi 3an06ikui 3ax0aH NpH 30epiranui
He 36epiratu Buie 25 °C

6.5 Twnn Ta BMiCT NepBHHHOI YIIAKOBKH

250 M ¢uiakoH 3 momietwieny Bucokoi muteHocTi (HDPE), 3 miacTHKoBOIO KPHIIKOIO 3 (QyHKIIED
3axucTy Bij mitei (abo 3 immykuiiiHo 3axymopeHoro Biiagkorw (FSE), abo Bxmaakoro 3i CIIHEHOTO
nojieTuieny), skHii Mictute 240 Mn  3umoByamHy, po3dMH opambHuWi, 50 wmr/Swi  Ie
CYIPOBOIDKYETHCS JBOMA Immpuiamu: 10 MJI DOMINPONIEHOBHM [UIS HEPOPATBLHOrO JO3YBaHHS 1
1,5 M1 a1 BUMipIOBaHHS IO3H.

6.6 CoewiajabHi 3ax0an O€3MeKH NPH MOBOKEHHI 3 HEBHKOPHCTAHUM JiKapchKHM 3acobom abo
BiIX0aaMH JIiKapCHLKOro 3acody

HInpuir quist nepopaibHOro JO3yBaHHS Pa3oM 3 KaHIONEIO HaJaloThCS.
Po3unn mictuts 10 Mr 3unoByauny na 1 mi.

1. KoBnayok (j1akoHa MoBHHEH OYTH BHIAJICHUH 1 30epiraTics y HaAiHHOMY MICIIi.

2. KaHrog BCTaBNSIE€THCS Y (PIIAaKOH TAKUM YHHOM, IO HOro KpHUINKA MOMIIIAETECS B TOPIIO TUISIIKH.

3. IlnactukoBHii KOpMyc KaTiOpOBaHOTO MINMPHIA BUAATSIETHCS 1 LINPHII BCTABISETHCS B KAHIOJIO.

4. HInpuir BUKOPUCTOBYETHCS JUIS BUTACYBaHHA HeoOXimHOro ob'eMy cycmeHsii (SK Iie MPU3HAYEHO
nikapeM abo MEJIUYHHM IPALIBHUKOM), 3a0e31edyodu IpH LHEOMY, U100 He 3'SBISUTACH Y IINPHII HisKi
BEJIUK1 OyJIbOAIIKH.

5. Jlo3a moTIM BBOOMTBCA Y POT JUTHHM 3 KiHYMKA KaHIOM MPOTH IMOKMA MWTHHH, MOBLUILHO
HATHCKAIO4YHM Ha MOPIICHb, IAI0YH YaC NPOKOBTHYTH. He THCHITH 3aHAITO CHIBHO Ta HE BIIOPCKYHTE B
3a[IHIO YaCTHHY ropJia, o0 YHHKHYTH yAYyLICHHS.

6. IInpun i KaHIOMIO CIJT peTeNbHO BUMHTH YHUCTOK BOJOIO i JATH BUCOXHYTH. BiH MOBHHEH OyTH
MOBHICTIO CYXUM Iepe] IOBTOPHUM BUKOPHCTAHHSM.

7. 3akpuiTe IUIAMKY IUIBHO KPHILKOFO.

7. INMOCTAYAJIbHHUK
I'eTepo Jla63 JItn

7-2-A2 I'erepo Kopniopeiit
Iamactpian Ecreiitc

Canar Harap

Xaiinepaban 500 018
Amnnpa Ilpangem

IHAIA

Ten. +91 4023704923
dakc +91 40 23704926
Email: contact@heterodrugs.com

8. B0O03 HOMEP IOCHJIAHHJI (ITPOT'PAMA IIPEKBAJII®IKAILIL)
HA486

9. JTATA NEPHIOI NPEKBAJII®IKAIIII Ea e
3 JIucromapma 2011 o LT e

10. JTATA NEPELJISIAY TEKCTA . % y
Y/
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JIMCTOK-BKJIAJIMII 3 IHOOPMANIECIO JJISI TAINIEHTA:
IHOOPMAIUA IS KOPUCTYBAYA

3uxoByaHH, pO34HH opaabHui, S0 MI/5 Ma

IIpoumraiiTe Bech el IHCTOK-BIJIATHII PeTeIbHO, MepIl HDK BaIa JUTHHA NMOYHe NPUHAMATH Wi JIKH

- 30epiraiite el JIUCTOK-BKJIAIUIN; MOXUTHBO, BaM JIOBEACTHCA MMPOYUTATH HOTO mie pas.

- Skmo y Bac € fAKi-HeOYIb AOAATKOBI MUTAaHHS, 3BEPHITHCA A0 CBOIO JiKaps, MCAUIHOTO IpalliBHUKA
abo ¢apmarieBTa.

- Ui mixu 6yno mpomucaHo TUIBKH i Bamioi mUTHHH. He mepenaBaiite ix immmm. Ile moxe
3aIIKOJUTH IM, HaBITh AKIIO IX CUMIITOMH TaKl X, sIK BalIOl JUTHHH.

- Sxmro sxuii-HeOynp 3 MOOIYHHX edeKTiB cTac cepiAo3HuM, a00 AKIIO BA MOMITHIH Oyab-aKi mOOiYHi
eQeKTH, He NepepaxoBaHi B JIaHOMY iHpoOpMaIlifHOMY JNHCTKY, OYAOb Nacka, MOBIAOMTE JKaps,
MEIUYHOTrO MpaniBHuKa abo ¢apManesTa.

Y nbomy JIMCTKY-BKJIaAMIII:

1. llo Take 3un0BYIMH, PO3YMH OpanbHHMA, SO MI/5 MiI, 1 AN YOrO BiH BUKOPHUCTOBYETHCS
2. Ilepin HiX Balna JUTHHA NpHAMaTHME 3UAOBYIHH, PO3YHH OpIbHHM, 50 MI/5 M1

3. Sk paBatu 3UNOBYAMH, PO34YMH OpayibHuU#, 50 MI/5 Mi1

4. MoxuBi noOivHI peakiii

5. 36epiraHds 3UAOBYAHHY, PO3UHHY OpaTbHOro, 50 Mr/5 mMin

6. Monatkoma iHdopMaris

1

[0 TAKE 3UIOBYJIUH, PO3YHH OPAJILHHIA, 50 mr/5 ma, I JIJISI YOI'O BIH
BUKOPUCTOBYETBCS
3UI0BYIHH, PO3YUH OpalnbHUM, 50 Mr/5 ML, IKMid MICTUTH 3HJIOBYZIMH B SIKOCTI aKTHBHOTO 1HIPEIIEHTA,
HAJIEXUATh JO [PYNHd AHTUBIPYCHHX HpeENapariB M Ha3BOIO HYKIEO3UOHI IHzZIbimopu 360pomHbol
mpanckpunmazu (HI3T). BoHH BHKOpHUCTOBYIOTBCS UL JIIKYBaHHS BIpyCY IMyHONEQIIHUTY IJIOJUHHU
(BUI).
3uI0BYIHH, PO3UHH OpalibHHIA, S0 MI/5 M1, BHKOPUCTOBYETHCS:
e B aHTHPETPOBIpYCHOI KoMOiIHOBaHOI Tepamii Jurs nikyBaHHsa BlUI-indexuii y mitek
e Y HOBOHAPOJDKEHHX 1 AITEHd PaHHBOI'O BIKY, /uisi npoduraktuku nepenadi BUJI Bin marepi o nutuHy.
[Ipun nikyBaHHI 3WOOBYIWH 3MEHIIY€E KUIBKICTh BIPYCY B OpraHi3Mi JMTHHH 1 YTPUMYy€ HOro Ha
HH3BKOMY piBHI. BiH Takox 30utbmrye kinbkicte CD4 xaimun. CD4-KNTHHH € pi3HOBHI OLTMX
KPOB'AHHX KJIITHH, SIKI BIXICPAIOTh BaXJIABY POJIb, HI0O MOomoMortd 6opotucs 3 iHdekiiew. Jlikap abo
MEIUYHHH NpaliBHUK OyIyTh KOHTPOJIOBATH eEKTHUBHICTD JIiKyBaHHs Bammoi quruxy.
3un0BYIHH, pO34HH OpaNbHHM, 50 MI/5 MJI, MOXe TMONIMUIMTH CTaH BAalIOi JUTHHH, aJie 1€ He 3aci® Big
BlT-iadekuii. BIJI-indexmis srase co60i0 3aXBOPIOBAHHA, IKE MEPENACTHCA Yepe3 KOHTAKT 3 KPOB'IO
(HampuKIan, CruUIbHEe BUKOPUCTAHHS 1H'€KIIHHUX roJIoK) abo mpH CTaTeBOMY KOHTAKTI 3 IH(pIKOBAHOIO
JOAUHOIO.
[Tpn nixyBaHHI 3UIOBYAMHOM, PO3YMHOM OpanbHHM, 50 Mr/5 mi, He OyI0 MOKa3aHO BUKIIOYCHHSA
pu3uky nepeaadi BUJI-indexuii iHmmM ocobaMm crateBUM DUIIXOM ab0 NUIIXOM nepenadi Kposi. Takum
YYHOM, BU TIOBHHHI MPOJOBXYBAaTH MPUAMATH BiAIIOBLAHI 3amo0DKHI 3aX0/H, 100 He mepefaTH Bipyc
1HIIUM JIFOISIM.

2. NEPII HDK BU JACTE BAIIIA JUTHHI 3UJIOBYAUH, PO3YHH OPAJIbHUM,
50 mr/S ma

He BuxopucToByiiTe 3HA0BYHH, PO34MH OpajibHHH, SO MI/5 MJ, AKIIO Bama JHTHHA:

. € AIEPrivyHOIO (2inepyymaueoro) no 3uNOBYAUHY ab0 10 6yAb-IKOro IHIIOrO iHrpeaicHTa
(muB. po3ain 6, llo 3unoByauH, po3urH opanbHU# 50 Mr/50 M MiCTHTS;

) Ma€e AyXe HU3bKY KUIBKICTh YEPBOHUX KPOB'THUX TUICL (BaXKKa anemisn) abo NyKe HU3bKHiA
BMICT OLIHX KPOB'SHUX TUIeUb (Hedmponenis).

He BukopucroByiite 3U0BY1HH, PO34YHH OpajbHHU, S0 MI/5 MJ1, AKIIO HOBOHAPOKEHA TUTHHA

Mae neBHi NpodJieMH 3 NeYiHKO0I0:

. JiesiKi BUMAAKH MIABHINEHOI KUIBKOCTI OLTipyOiHy B KPOBI (emepéwlpy6memm) yMOBa, AKa MOXe
3pOOUTH LIKiIpYy JUTHHHM XOBTOIO Ha BHIJIS,

. HaJMipHA KUIBKICTh IEBHUX ()EPMEHTIB MEYiHKY B KPOBI.

’ ZZ%‘/



JoTpumyiitecs ocodmBoi obepexHocTi i3 3UAOBYTHHOM, PO3YHHOM OpaJIbHUM, SO Mr/5 Mn
Ilepen BuKOpHCTaHHSM IHX JIKIB, BH ITIOBHHHI OyJH CKa3aTH JikapeBi a00 MEIHYHOMY MPalLliBHUKY,
AKINO Balla QUTHHA CTPKAAE BiX 3aXBOPIOBAHHA MEYiHKH (HAIPHKIAN renaTtuT) abo THKKOI HEPKOBOI
XBOpOOH.

Po3znadu 3 boxy kposi

Amnemis (HU3bpKA KUIBKICTh YEPBOHHUX KPOB'IHHUX KIITHH) 1 HEUTpONeEHis / ielKoneHis (HH3bKa KUIbKICTD
JICHKOIMTIB) MOXE BiIOYTHCA MPOTATOM 4 — O THXKHIB IICSA IMOYATKy JIKYBaHHSA 3HIOBYIHHOM,
pPO34YMHOM opambHHM, 50 MI/5 Mi. Y BaKKOMYy BHNAAKy HiKap ab0 MEIHYHHH NpaUiBHHK MOXYTh
NPHUIIHHUTH JIKYBaHHA 3HIOBYJHHOM, po34rHOM opanbHuM, S0 mr/5 mi. lle BimOyBaeThes dactime y
Naii€eHTiB 3 mi3HiMH ctagismMd BlJI-iHgekuii Ta 3 OUTBII BHCOKHMH J03aMH 3UAOBYIHHY. PerymsapHi
aHali3u KpoBi OyAyTh opraHizoBaHi, mo0 mnepeBipuTH, 4H € mpooOsema. I{s mobiyna peakuis €
HEYacCTOI0 y MAlli€HTIB 3 PaHHBOIO CTAMICI0 3aXBOPIOBAHHS, i aHANMI3d KPOBI MOXYTh MPOBOIUTHCS
pimme.

Jlakmoayuoos

Kiac nikiB, 10 SKOT0 HANEXKUTh SHAOBYIUH, PO3duH opanbHuii, 50 mr/S mut, (HI3T), Moxe BHKIMKATH
CTaH, SIKAA Ha3WBACTHCA JIAKTOAIUA03, pa3oM 31 30UIbMICHHAM MediHKH. JlakToanumos, AKIO I
BIIOYBa€ThCS, K MPABHIO, PO3BHBAETHCA MICHA JEKUIBKOX MICSIIB JIiKyBaHHS. JlakToamumos — e
HAaKONMMYEHHS. MOJIOYHOI KHCJIOTH B OpraHi3mi, IO MOXX€ BHKJIMKATH 3HEBOJHEHHA i Komy. ['Tuboke,
IIBHJIKE JMXAHHS, COHJIMBICTh, Heceu(idHl CUMIITOMH, TaKi K HYIOTa, OJIOBaHHA i 60 B KHBOTI,
MOXYTh BKa3yBaTH Ha PO3BHTOK MOJIOYHOKHCIIOrO anuao3y. KpiM Toro, nakroanuo3 Moxe OpPHBECTH
JI0 PIIKICHUX BHMAOKIB TMEYiHKOBOI HENOCTATHOCTI, HHPKOBOI HENOCTATHOCTI ab0 CMEpTENbHOro
renatuty. g piakicHa, ane cepiio3Ha moOiyHa peakiiss YacTilie 3YCTPIYA€THCH Y XKIHOK, OCOOIHMBO
SKIIO Jy)XXe HaaMipHA Bara. SIKIIO y NUTHHHU € 3aXBOPIOBaHHS MEYiHKH, BiH a00 BOHA MOXYTh OyTH
TAKOX OUIbII CXHJIBHHMH [0 PH3HKY OTpHMaHHs wnporo crany. Ilim 4ac npuiiomy 3HOOBYIHHY,
pO34MHy OpanbHOro, 50 Mr/5 mii, jikap ab0 MeIWYHHMH MpAIiBHUK OyIe YBaXKHO CTEXHUTH 3a BalIOIO
JHUTHHOIO CTOCOBHO OYIb-IKHX O3HAK, IO Y HHOro ab0 HEl MOXE PO3BMBATHCS JIAKTOALMIO3.

3axeopiosanus nevinku

[MamienTn 3 xponiuHuM rematutoM B abo C, sKi JMIKYIOTBCS aHTHPETPOBIPYCHHMHM IpenapaTaMu,
MaloTh MiABHINEHHH PH3HK BaXKKHX 1 MOTEHIINHO (aTtanbHUX MOOIYHHX edekTiB 3 OOKY MEYiHKH, 1
MOJXYTh 3HaJIOOMTHCS aHATI3H KPOBI IS KOHTPOJIO (YHKLUIT NEeYiHKH.

VY paifieHTiB 3 XpOHIYHMM renatuToM B JiKyBaHHS He MOBHHHO OyTH 3yNHHEHO 0€3 BKa3iBOK JiKaps
abo MeIUYHOro MpaliBHUKA, OCKLILKH BiH a00 BOHA MOXYTh MaTH penuauB renatuty. Lleit peunaus
MOXe OyTH OUTBII CepilO3HUMH, SKINO MALIEHT MA€ CEPHO3HE 3aXBOPIOBAHHS IEYIHKH.

Peaxmueayis imynuoi cucmemu

JIromu 3 Tsxkoro BUT-ingekuiero (CHIJI) maroth cnabky iMyHHY CHCTeMY i OUIBIN 34aTHI MiZXOMATH
cepitosHi iHdekuil (onopmynicmuuni inghexyii). Ha novyarky niKyBaHHS aHTHBIPYCHHMH IpeliapaTaMy
npotu BUI crapi, npuxoBaHi iHdekiii cnanaxyioTs, BUKIUKAIOYA O3HAKH | CHMIITOMH 3allajiCHHS.
3anajneHHs MOXe€ O3Ha4aTH IOBEPHEHHS 3JaTHOCTI OpraHizMy 60poTHcs 3 iHQEKI€lo i Ha3uBaEThCS
CUHOPOM IMYHHO20 8i0HO6NeHHA. SIKIO BH NOMITHIH OYAb-sKi CUMITOMHM iH(GEKUii y BalIol JUTHHH,
Oynp acka, MOBIAOMTE MPO e Jiikaps abo MeIHYHOro MpailiBHUKA HEraiHO.

Posnooin srcupy

Brpara »xMpoBHX BiMIUIaJieHb HA TN MOXXE BHHMKHYTH Y MANI€HTIB, SIKi OTPHMYIOTH 3HIOBYIMH.
3BepHiTECA JO mikaps a60 MeJUYHOro MpaliBHMKA, SKIO BH HNOMITHJIH 3MIHA Y J>XHPOBHX
BIJIKJIAICHHAX HA TUII BAIOl TUTHHH.

IIpobnemu 3 kicmxamu
V nmeskux mnaumieHTIB MOig Yac KOMOIHOBAHOI AHTHPETPOBIPYCHOI Tepamii MOXE PpPO3BHHYTHCH
3aXBOPIOBaHHA KiCTOK, SIKE Ha3HBACTHCA OCTEOHEKPO3 (CMEPTh KICTKOBOI TKaHMHM). PH3HK PO3BHTKY
OBOr0 3aXBOPIOBaHHA MOXe OyTH BHUINe, SKIIO IMyHHa CHCTeMa CHIIbHO' ocnabnena, abo mnpu
peryspHOMY BXHBaHHI ankoroimo. J{o cux mip me 32XBOPIOBAHHS 6yJO 3apEECTPOBAHO B OCHOBHOMY Y
nopociux. [IpoTe, AKImo Baiia AUTHHA CTPAXAAE BiJ HEPYXOMOCTI cyriobis, 6ommo (ocobauBo crerna,
KoJiHa i Iwieya) i TpyAHoI B pyci, iHdopMyiiTe ikaps a60 MEANIHOrO NpaliBHAKA.
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Inwe

Bama nutuna noBuHHa Oyae nmpuitmati 3MIOBYIAMH, PO3UMH opaibHuid, SO Mr/5 mi, koxeH aeHsb. Lli
JiKA JOIOMAraroTh KOHTPOJIOBATH CTAaH BAIOi AMUTHHH, ane me He 3aci6 Bix BUJI-indexnii. ¥V Bamroi
JUTHHH MOXYTh IMPOJOBXYBATH PO3BUBATUCH iHINI iHeKUii (onopmymicmuuni ingpexyii) Ta iHUI
3axBopioBaHHs, moB's3aHi 3 BUI-indekuicto. Bu moBuHHI OyTH B NOCTIHHOMY KOHTAKTI 3 JiKapem
Ballol AMTUHH a00 MeQUYHUM npauniBHUKOM. He npunuHsiiTe naBatd Jike Bammii mutuHi O3
ToMepeTHBO1 PO3MOBH 3 JIiKapeM 200 MeTUYHUM MPAIliBHUKOM.

Ipuitom inmux Jikis

Poskaxite mikapio, MEUYHOMY MpaliBHUKY abo ¢apMaueBTy, SKIIO Balia AUTHHA [puiiMaere aGo
HEIOAaBHO NpHiMany Oyab-AKi IHIII JIIKH, BTIOYAI0YH POCIHHHI JTIKapChKi 3ac0o0H 1 Jiiku 6e3 perenTa.
BoHu MOXYTh BIUIMHYTH Ha [iI0 3HXOBYAHHY, a00 3UWAOBYAHMH MOXe BIUIMHYTH Ha iX [IilO.

3uI0BYIMH, PO34YHH OpanbHUH, 50 MI/S M1, He CIIiX IpUIMATH Hi 3i CTABYIHHOM, Hi 3 pHOaBipHHOM.
3UO0BYIUH, PO3YMH OpanbHHH, 50 MI/S M, MOXE TaKOX B3aEMOJISTH 3 BaIBIPOEBOIO KHCIOTOIO,
¢TyKoHa30710M, METaJIOHOM 1 NPOOCHENHAOM, MOTipIIyIOYd MOOIYHI edekTH; IX BHKOPHCTAHHA
HOBHHHO OYTH PETENHLHO MPOAYMAaHO.

IIpuitom 3umoByamHy, po34MHY oOpasibHOro, 50 Mr/5 mum, B TOM e 9Yac, SK 1 IHIONX JIKIB, SIKI €
NOTEHUIHHO TOKCHYHHMMH JUIi HHPOK ab0 KICTKOBOTO MO3KY MOXe€ 30iNBIIUTH pPU3HK PO3BHTKY
noOiYHUX peakuifi Ha 3UIOBYIUH, PO34MH opaitbHui, 50 Mr/5 mu. Taki nikapceki 3acO00M BKIIIOYAIOTH B
cebe, HaNpHKIAN, MCHTAMIMHH, JAliCOH, MIPUMETaMiH, CyJIb(aMeToKCa3on + TPHUMETOIPHM,
amdoTepuuH, GIYIUTO3HH, FAHIUKIOBIP, BATaHIUKIOBIP, iHTEpdEpOH, BIHKPHCTHH, BIHOIACTHH i
NOKcopyOiuMH. Slkuio Bama auTvHAa NOTpedye Oyap-AKOro 3 [MX MpenapartiB i3 3UIOBYAHHOM,
PO34YMHOM OpajibHUM, 50 MI/5 ML, JTiKapio MOXXe 3HAIOOHTHCS OUIBII YBa)XKHO CTEXHTH 3a ioro abo il
GYHKLIAME KpOBi 1 mapaMeTpaMH HHPOK i, IPH HEOOX1THOCTI, 103y OAHOro abo NEeKiIbKOX MmpenapaTis
MOX€ OYTH 3HUKEHO.

IIpniiom 3uaoByauny, po34uHHy opajiabHOro, SO Mr/S mu, 3 ixkero i HanoAMuU
3UA0BYMH, PO3YHH OpalbHMM, 50 MI/5 MJ1, MOXHA NpHMaTH 3 DKeto abo Oe3.

Baritnicts

Sximo >KiHKa CTa€ BariTHOIO, ab0 IUIaHye 3aBariTHITH, BOHA MOBHHHA 3BEPHYTUCS A0 Jikaps abo
MEJUYHOro IMpaliBHUKA, W00 06rosopnm MOMUIMBI HECHPUSTIHBI €(eKTH, NMepeBard 1 pU3HKU
AaHTHUPETPOBIPYCHOI Teparlii I BariTHOI MIHKH 1 il JUTHHH.

I'oxyBaHHs rpymizo

3UA0OBYIUH, AKTUBHHH IHTPEMIE€HT [UX JTiKiB, BUABISETHCS B IPYJHOMY MOJIOLII.

HKiuka 3 BIJI, sxa xoue ronyBaTH rpyAs-MH CBOIO JHTHHY, IOBHHHA OOTOBOPHTH PH3HKH 1 BUTOAH 3
CBOIM JTikapeM ab0 MEAMYHHM IPAI[iBHUKOM.

KepyBanus TpaHCIIOPTHHMM 32c00aMH i BHKOPHCTAHHSA ABTOMATH30BAHHX CHCTEM

Xomnux OOCTI/DKEHs MPO BIUIMB 3HIOBYAMHY Ha 3JaTHICTh KEpyBaTH TPAHCHOPTHHMH 3acob6aMH i
BHKOPHCTOBYBATH aBTOMAaTH30BaHI CHCTEMHM He INpoBomwiock. [Ipore, cnim Opatu 1m0 yBaru cTaH
3I0pOB' MOAHHH 1 MOMUIUBI MOOIYHI edeKTH 3UAOBYAHHY, MEpUI HDX PpO3IJISLAATH BOMIHHA abo
BHKOPHUCTAHHS aBTOMaTH30BaHHX CHCTEM.

3. MK DIPUAMATH 3UJIOBYJIUH, PO3UHAH OPAJILHUI, 50 mr/5 mu
JUnst mepopaibHOro 3aCTOCYBaHHSI.

Tepanis noBuHHa OyTH NMpHIKCaHa ikapeM ab0 MeIMYHAM NPAliBHUKOM, AKHHA Ma€ JOCBIA MKyBaHHS
BUI-1 indexmii.

PexoMeHna0BaHe J03yBaAHHA B 3aJIEXKHOCTI Bil MACH Tiia 1Jig JiTeil cTapme 6 THXKHIB
Hianazon macu (kr) Jo3a . e
3—-59«kr 6 M1 ABiyi Ha,;zfénjr, L
6 -9.9«kr 9 MJI fBiYi HA JIEHE -
10—-13.9 kr 12 M7 ABIYi HA IEHb
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Jo3a ans npodinaxruxu rpancmicii BUI Bia marepi xo qurunn (MIAT)*
[Tounnats npotarom 12 roauH micisd HApOKCHHS 1 MPOJOBXKYBaTH [0 O-THXKHEBOTO BIKY, B
3aJIE)KHOCTI BiJl HAIOHATBHUX PEKOMEHJALIiM.

Pexomen0BaHe 103yBaHHSA B 32JIEKHOCTI Bil MAcH TiIa IS AiTe
BiJl HAPO/KEHHS 10 6-THXKHEBOI0 BiKy *

Maca tina npu HapokerHi 2000-2499 r 1 mn (10 Mr) nBivi Ha NeHb

Maca Tina npu HapomkeHH1 moHax 2500 r 1.5 mu (15 mr) aBivl Ha XeHB

* HoBOHApOKEH]I 3 MAJIOKO MACOIO TiJIa IOBHHHI OTPHMYBATH MI/KI' JJO3yBaHHSI.
BOO3 npomonye 4 mr/kr xoxHi 12 roaus.

Uepes HeBeNHKI 00’e€MH HEOOXIIHOTO PO3YHHY OPAJIBHOrO, CIiJ HOTPHMYBATHCH OOEPEKHOCTI MpH
PO3paxyHKy HEOHATAJIBHUX JO3.

3apxkaM NaBaiite Baulii JUTHHI 3HIOBYIMH, PO3YMH OpaibHHUi, 50 MI/5 MJI, TOYHO Tak, sK Jikap abo
MeIH9IHH TpaIliBHEK TponKcaB BaM. Bu MOBHHHI IepeBipUTH 3 NiKapeM, MEMYHHM IMpaliBHUKOM abo
¢dapmanieBTOM, SIKIIO BH HE BICBHEHI.

Jlns piteit 3 macoro Tina 14 xr abo Ginblie, MUTHTKIB 1 JOPOCINX NOCTYIHI iHII MIKapchKi 3ac00H 3
OLIBIIOI0 KUIBKICTIO 3HIOBYINHMHY. ByAb jacka, AMBITBCA JHCTKH-BKIAmuOi 3 iHpopMamiero Uit
HaIi€HTa IUX POIYKTIB.

3UN0BYAMH, PO3YHH OpaIbHUI, 50 MI/5 MII, MOXXHA IpHHMAaTH 3 DXxero abo bes3.

Incmpykyin ona 3acmocyeanta
HInpun nyis nepopanbHOro J03yBaHHS Pa3oM 3 KaHIONEK HalaloThCs.

Po3umn Mictuts 10 Mr 3uaoByauHy Ha 1 miL.

1.  Kpumky misimiks notpiGHo 3HATH i 36epiraTd y HaTifHOMY MiCIIi.

2.  KaHroo BCTaBUTH Y ILISIIKY, TAKAM YHHOM, 100 ii KpHIIKA MOMICTHIIACH Y TOPJIO TUISIIKH.

3.  IInacTHxoOBHMii KOPIYC KaniOpOBAHOrO IMIPHIIA BUIAISETHCS 1 IIIPHIl BCTABISETHCS Y
KaHIOJTIO.

4.  Illnpui BEKOPUCTOBYETHCS ISl BATATYBaHHS HEOOX1IHOro 00'eMy CycCHeHs3ii (K Mponucaso
nikapeM), 3a0€3MeYyI0Ud NPy IEOMY, 00 HisKi BEJHKI My3Upi HE 3'SBJLUIMCH Y IIIPHII.

5. Jlody mOTiM BBOAATH JO pOTa NUTHHHM 3 KiHYMKA KAHIOJNI NPOTH IIOKH IHTHHH, MOBIIBLHO
HATHCKAIOYM Ha MOpIIEHb, AAI0YH Yac MPOKOBTHYTH. He THCHITH 3aHAATO CHIBHO abo He
BIIOPCKYMTE B 3aJ{HIO YACTHHY T'OpJIa, 00 YHHKHYTH 3ayIICHHS.

6. Ilnpui i KAHIOMIO CIIiJ PETEIFHO BUMHUTH YHCTOIO BOJOIO i IaTH BUCOXHYTH. BoHH noBuHHI OyTH
MOBHICTIO CYXHMH Tepe/] IOBTOPHAM BUKOPHCTAHHSM.

7.  IinpHO 3aKpHiiTe MISANIKY KPHUIIKOIO.

Sxmo upuitaaiu 6insme 3UK0BYAHHY, PO3UHHY OpaibHOT0, SO MI/S MJ, HiK NOTPiOHO

SKimmo Bamia IATHHA TpHIAHSUIA 3aHAATO Oarato 3WIOBYNHHY, pPO34YHHY opaibHOro, 50 mr/5 mi, abo
SKIIO XTOCH BHIIAJKOBO IPOKOBTHYE Iie, HeMae Ge3mocepeHboi 3arpo3u. Ilpore, Bam citif 3BepHYTHCS
JI0 JIiKapsi, MEIAYHOrO IpauiBHuKa abo 10 HaiOMIKIOro BiUIUICHHS HEBLAK/IAIHOI JOIIOMOTH JIKapHi
JUIS HOJABIINX KOHCYJIbTAIIIH.

Sxmo 3a0y/1u npuiHATH 3HI0BYUH, PO34YHH opaibuuii, SO Mr/S M

Sximo Bama AWTHHA BHMAAKOBO IPOMYCTHJIA A03y 1 BH MOMITHJIH HpPOTArOM 6 TOAMH IIICIA
TpONYIIEHOI O34, NAI0Th MPOMYIIEeHy 03y skoMora mBuame. Jladte HacCTYynHy 103y, AK IPaBHILHO
3amIaHoBano. SIKIO BY MOMITHIIM Mi3HiINE, HiX Yepe3 6 roJH Miciis MPOMYNIEHOI TO3H, MOTIM TUIBKH
J@I0Th HOPMAJbHY 103y, KOJIH OYIKY€ThCs HacTymHa Jgo3a. He paBaiite nopapidHy 103y, mod
KOMIICHCYBATH NPONYyINEHY IHANBIAYyATbHY 03Y.

Slkuo y Bac € sAKi- He6ym, JIOIaTKOBi MUTAHHA IIOJI0 BUKOPHCTaHHA naHoro HpOII}’KTy, 3BEPHITHCA [0
mxapa, MEIHYHOI'O npaumﬂmca abo (bapMaueBTa ' - .
' 2
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4. MOXJIMBI IIOBIYHI E®EKTH

Sk 1 Bcl mikapceKi 3aco0d, 3MIOBYIOMH, PO3YMH OpanbHuid, 50 MI/5 Mil, MOXe BUKIMKATH MOOIYHI
edexrn, xo4a 1 He y Bcix. IIpm mikyBanni BlI-indexuii He 3apxam MoxumBo audepeHUiOBATH
HeOaxaHi edexTH, BUKITMKaHI 3UIOBYIMHOM, PO3YHHOM OpansHEAM, 50 Mr/5 M, abo Ti, SIKi BHKJIMKaHI
Oynb-IKMMM 1HIIAMH JIIKaMH, SKi Balia JUTHHA MOXE€ NpHMMaTd B TOM e uac, abo BIJI-
3aXBOPIOBAHHAM. 3 Ii€i NPUYHMHH BAXUIMBO, MO0 BH MOBINOMUIM JiKaps ab0 MeAUYHOrO MpaliBHHKA
po Oyap-sKi 3MIHM y 3M0POB'T BaIiOl AUTHHH.

Haii6inpm cepiio3Hi mobivyHi peaxiii BKIIIOYAIOTH aHEMil0 (HU3bKY KUIBKICTh YEPBOHUX KPOB'SHHX
KJIITHH), @ TAKOX HH3bKUH BMICT OLIHX KPOB'SHHX Tienb. BOHH 9acTiime 3yCTpi4aroThCs y MALlieHTIB 3
mi3HiME cTanismu BUT-indexuii.

A=HeMis He OyJya cepif03HOIO MiJ Yac BUKOPUCTAHHS 3UAOBYIUHY, PO3YHHY OPALHOr0, 50 Mr/5 mil mis
npodinakruku nepenayi BIJI Bin Matepi Ko IUTHHH.

KpiM TOrO, 3WIOBYAMH MOXE IPHUBECTH JI0 BTPATH XHPY B OpraHi3mi, ocoOJHBO B pyKax, HOrax i
obmuy4i.

Uyoxce wacmo moBinomnenumu (6inbme, HiX | 3 koxHHX 10 mamieHTIB) MOGIYHMMH edekTaMH €
TONOBHHH OUIB 1 HYyIOTA.

Yacmo mnosigomnenumu (6umbime, HiXK 1 3 koxHEX 100 DauieHTiB) NOOIYHMMH edeKkTaMH €
3aaMopoYeHHsI, OJoBoTa, MPOHOC, OO B KUBOTI, 60J1 B M'A3aX, 3HHIKEHHS YEPBOHHX KPOB'SHHX
KITHH (aHeMis), 3HIDKEHHS OUIMX KpOB'SHHUX KITHH (JNEHKONEHIsA, HEHTpOIEeHisA) 1 THMYacoBe
30UIBIIEHHS EYiHKOBUX ()epPMEHTIB i OLmipyDOiHy B KPOBI.

Hactynsi no6ivni epextu € Hevacmumu (Mix 1 Ha 1000 1 1 Ha 100 mamieHTIB): METEOPU3M, BIIUYTTS
3aMIIKY, IOKIPHAH BUCHII, 3arajibHUi OUIb, CIabKiCTh, TUXOMAaHKA, 3HM)KEHHS TPOMOOIIMTIB KPOBI
(TpombonuToneHis) abo BCIX KIITHH KPOBi (IaHIIMTONEHIS) 1 pO3JIagy M'I30BO1 TKAHUHHU (MIOMATIA).
Pioko nmosinomisinock (Bia 1 #Ha 10 000 mo 1 #a 1000 mamieHTiB) mpo TPHBOTH, Jenpecii, OE3COHHS,
HEMOXUIMBICTD 30CEPENUTHCS, MOYYTTS COHJIMBOCTI, HOKOJIOBAHHA IIKIPH, (IOMMJIBKH 1 TOJKHY),
Kallenb, BTpATy aleTUTy, MOPYIIEHHS CMaky, po3Jiajl NUTYHKa, 3aNaJIeHHs IMIIUIYHKOBOI 3aJ103H
(nankpeatHr), O6UTH y rpyAsiX, XBOpoOy cepueBoro M's3a, CyaoMu (KOHBYJLCII), MIrMEHTALIIO HIITIB i
HIKipY, 3MiHY KOJBOPY Ha BHYTPIUIHIH YacTHHI pOTAa, KPOMHMB'SHKA, 03HOO, MITIHBICTh, 301IBIIEHHS
IpyIdeH y YOJOBIKiB, HAKOMHUYECHHs XXUPY B MEUiHI, HE3JATHICTH BHPOOJSATH HOBI YEPBOHI KIITUHH
KpOBI (aHEMIIO EpUTPOLHTIB) i 30UTHIIEHHS YaCTOTH CEYOBHITYCKAHHS.

Kpim Toro, pioxo moBizoMisiiocs Ipo BUNIAJKU CTaHy, SKUH HA3HBACTHCS JIAKTOAUI03 (HAKOIMHYCHHS
MOJIOYHOI KHCJIOTH B OpraHi3Mi, IO MOX€E IPUBECTH IO OOE3BOJHEHHS 1 KOMH) y MAalIEHTIB, AKi
OpPHHMAKOTh 3UAOBYAHH. | TMOOKE, MBUAKE NTUXaHHS, COHIMBICTh, HeCHEU(IYHI CHMITOMH, TaKi SK
HYJ0Ta, 6JoBaHHA i 60JIi B )KHMBOTI, MOXYTh BKa3yBaTH Ha PO3BHTOK MOJIOYHOKHCJIOTO allHI03Y.

Hyaice pioko nosinommsiocs (Menine 1 Ha 10 000 mamienTiB) mpo nmopymieHHs BUPOOHHUIITBA BCiX BUIIIB
KJIITHH KPOBI (aIIaCTHYHA aHeMis).

Hacmynni nobiuni epexmu gunuxarome 3 yacmomoio, Axka Hegiooma:

3UAOBYAMH Ta iHINI AaHTHPETPOBIPYCHI NpeNapaTd MOXYTh BUKJIMKATH 3MiHH B (OPMi TUIa Yepe3 3MiHK
B po3mozim xupy. BoHn MoXxyTs BKIrOYaTH B ceGe BTpaTy JKHPY 3 HIir, pyK i 0OMHYYs, 30LIBIICHHS
XHpy B obyacTi yepeBa (PKHBOTa) i HAaBKOJO BHYTPIIIHIX OpraHiB, 30UIbIIEHHS TPyAEH i XHPOBHX
TpyNO4YOK Ha 3aiHi vacTuHi mmi («rop6 OyiiBonma»). IlpwuMHa Ta HOBrOCTPOKOBI HACHIIKH s
3IOPOB's X YMOB He BiZIOMi B Lie# 4ac.

Komb6iHoBaHa aHTHpETPOBipyCHA Teparis MOXe TaKOX BHKIMKATH TillepimiaeMito (301IbIIEHHS XKHUPiB
B KPOBI), II/IBUIEHHS PIBHA IYKPY B KPOBI i PE3UCTEHTHICTH JI0 iHCYITiHY.

KpiM TOro, ocreoHekpo3d (CMepTh KIiCTKOBOI TKaHHHH) i CHHAPOM BiJHOBJIEHHs iIMyHiTeTy OyJO
3apeecTPOBaHO y MALi€HTIB, IO MPUHMAIOTh KOMOIHOBaHY aHTHPETPOBIPYCHY TEpPAIIiio (IMB. PO3ALI 2).
SAkmo sxuii-HeOyap 3 MoOIYHMX e(eKTIB CTac Cepio3HUM, abo AKINO BH MOMITHIH OyAb-saki MoGiuHi
edekTn, He IepepaxoBaHi B JaHOMY iHQOpMauifHOMY NMCTKY, OyIp Jacka, MOBiIOMTE JKaps,
MEAMYHOro MpaniBHUKa abo ¢apManeBTa IKOMOTra MIBUIILIE.

5. 3BEPICAHHSI 3HJOBY/IMHY, PO3UHHY OPAJILHOI'O, 50 mr/5 ma™

30epiraTe 1o3a 30HOIO YBary i JOCSHKHOCTI JiTei.
He 36epiratu Bume 25 °C. 36epirati B OpUriHUIEHOMY KOHTEHHEPI.
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He BuKOpHCTOBY#iTe 3HMIOBYIHH, PO3YMH OpaibHUM, 50 MI/5mi, micid 3akiHYCHHS TEpMIHY
npunatHocTi (ITpua.), 3a3Ha4eHoro Ha eTHKeTi. TepMiH NpUIATHOCTI BITHOCUTHCS 10 OCTAHHBOTO JHS
TOr'O MICSLIAL.

He BHKOpHCTOBYHTE 3HI0OBYMH, PO3YHH OpaibHU#, SO MI/5 MJI, IKIO BH HOMITHIIH, IO JIKH 3MIHWIA
KOJIip.

He Bukmpmaiite Oymb-ski Jiik depe3 cCTiyHi Bogu abo mnoOyroBi Bigxoau. 3amuraiite Baimoro
(dapmarieBTa, AK BHKHHYTH JiKd, ski Bu OGinpinme He BHKopHucToBYeTe. Lli 3axomm HOMOMOXYTH
3aXHCTHTH HABKOJMIIHE CEPENOBHIIE.

6. JHOJATKOBA IH®OPMALIA

o micTuTh 3UA0BYAHH, PO34HH OpadabHH,S0 Mr/5 Ma

AKTHBHUM IHIPENIEHTOM 3HIOBYIHHY, PO3YHHY OpajibHOro, 50 Mr/5 Mi1, € 3MAOBYIMH.

[HmKMMHA IHrpeNiEHTAMH € KHCIOTa JMMOHHA 0e3BOJHA, TNMLIEPUH, BOAA OYHMINCHA, HATpilo OeH30aT,
apoMaTH3aTop NOTYHHYHHH 1 yKpo3a.

Sxuii mae puraax 3UAOBYAHH, PO3UHH OPANBLHHI,S0 Mr/5 Mu, i BMicT ynaKkoBKH

3umoByMH, po3YMH opaitbHEHH, 50 Mr/5 Mn —ue mpo3opuii, Bix 6e30apBHOroO 10 CBITJIO-XOBTOTO
KOJIbOPY PO3YHH 3 TOJYHAYHHM 3arlaxoM, AKHH MIiCTHTB 50 MI' aKTHBHOTO IHIPEJI€HTY 3HAOBYAHHY B
KOXHEX 5 M. Bin nocrasnsersest y 250-Mit Gi1akoHi 3 MoJTieTHIIEHY BUCOKOI IIUIBHOCTI (SIKMH MICTHTD
240 M1 po3uMHYy) i CympoBOMKYETbcA 10-MJ HOMIMPONINEHOBHM KamiOpOBaHMM ILUIPHIOM A
OpaJILHOTO I03YBaHHS, @ TAKOX 1,5 MII I03YIOYMM LOIPULIOM.

IHocTravanbHUK Bupoonux
I'etepo JIa63 Jlimiten ’ I"etepo JIa63 Jlimiten
7-2-A2, I'erepo Kopnopeiit FOnit — III
‘IHJIaCTpiaJI Ecreiitc #22-11010A
Canar Harap JhxunimeTna
Xaitnepabanx 500 018 Xaipepaban 500 055
Anppa I[Ipanem Awnppa Ilpanewn
Inmis Iamis
Ten: +9140 23704923 Ten: +914023096171/72/73/74
®akc: + 91 40 23704926 ®akc: + 914023095105
e-mail: contact@heterodrugs.com e-mail: contact@heterodrugs.com

Jlna orpuManHs Oyap-aKoi iH(popMallii mpo LeH ikapchKuii 3aci0, Oyap lacka, 3BEpHITHCS 10
MICIIEBOT0 MpeACTABHUKA MOCTAYTHHUKA.

JlatuHCcBKa AMepHKa ITinenna A¢puka

Im’a: Mc. TcBana I'amxaaxap Im’st: KeBin Mynaneit, ['onoBa I[liBnenno-
Anpeca: A¢pukaHCHKOI IsUTBHOCTI,

Bepnon Texnonomkuc Jlimiten Anpeca:

7 Pamuoran Jlpaii Jlamapi Xin, Jlxun [Mapk Yambepce, 252 JxuH ABEHIO,
Canrpe I'pange. Tpuninaz i IlentypioH, bingiar 6, IOwHiT 19.

To6aro. Tex: 868 691 0173 Ten: +27 (0) 12 644 21 20

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

Email: tswana.gajadhar@yvtl- Email: kevin@heterodrugs.com
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HAA

Im's: Mp. M.CpiniBac Penni
Anpeca:

[erepo JIa63 Jlimiten
7-2-A2, I'erepo Kopnopeiit
Iapactpian Ecreiftc

Canar Harap
Xaiinepa6an500 018
Awnppa llpanem

Iunis

Ten: +91 40 23704923
daxc: + 91 40 23704926

[HAIA

Im'si: Mcc. I'.CanriTa,
Anpeca:

[etepo J1a63 Jlimiten
7-2-A2, I'erepo Kopnopeit
Iapactpian Ecreiite
Canar Harap
Xaiinepa6an500 018
Amnnpa I[pagem

Iunis

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

Ieii mucroxk-BKaaaum 0y/10 BOCTAHHE 3aTBEPIKEHO Y *KoBTHi 2012.

JeranpHa 1HQopMamis npo Hed Nikapchkui 3aci6 moctynmHa Ha Beb-caiiti BcecBiTHBOT
oprasi3auii oxoponu 310pos's (BOO3): http://who.int/prequal/ .
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