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Abacavir Sulfate 20 mg/ml oral solution

SUMMARY OF PRODUCT CHARACTERISTICS

1. NAME OF THE MEDICINAL PRODUCT

Abacavir Sulfate 20 mg/ml oral solution

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
20 mg abacavir (as sulfate)/ml oral solution

Excipients with known effect: sorbitol, methyl parahydroxybenzoate, propyl parahydroxybenzoate

For the full list of excipients, see section 0.1.
3.  PHARMACEUTICAL FORM

Oral solution.

The oral solution is a clear to opalescent, yellowish, strawberry-banana flavoured liquid.
4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Abacavir Sulfate 20 mg/ml oral solution is indicated in combination with other antiretroviral
agents for the treatment of Human Immunodeficiency Virus (HIV) infection in children (see also
section 4.4 concerning Abacavir sulphate oral solution 20 mg/ml use and HLA-B*5701
screening).

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

Therapy should be prescribed by a physician experienced in the management of HIV infection.

Children 6 weeks of age and above:

Amount of oral solution (ml) by weight band to be taken twice dail}’{ﬂ(@:ppggggimate]y 12 hours
apert) TSN




Amount of solution by weight band (twice daily)
3-59kg 6-9.9 kg 10-13.9 kg
3 ml 4 ml 6 ml

Children weighing 14 kg or more. adolescents and adults:
For these patient groups other formulations with higher amounts of the active substance are
available.

Abacavir Sulfate 20 mg/ml oral solution can be taken with or without food (see section 6.6 for
instructions for use).

Renal impairment: No dose adjustment is necessary in patients with renal impairment (see section
< iy B

Hepatic impairment: No data are available in patients with moderate hepatic impairment, therefore
the use of Abacavir Sulfate 20 mg/ml oral solution is not recommended unless judged necessary. In
patients with mild and moderate hepatic impairment close monitoring is required (see sections 4.4
and 5.2). Abacavir Sulfate 20 mg/ml oral solution is contraindicated in patients with severe hepatic
impairment (see section 4.3).

4.3 Contraindications

Abacavir Sulfate 20 mg/ml oral solution is contraindicated in patients

- with known hypersensitivity to abacavir or to any of the excipients (for abacavir
hypersensitivity, see section 4.4 and section 4.8)
- with severe hepatic impairment.

4.4 Special warnings and special precautions for use

Hypersensitivity reaction
In a clinical study, 3.4 % of subjects with a negative HLA-B*5701 status receiving abacavir
developed a hypersensitivity reaction.

Studies have shown that carriage of the HLA-B*5701 allele is associated with a significantly
increased risk of a hypersensitivity reaction to abacavir. In a prospective study, use of pre- therapy
screening for the HLA-B*5701 allele and subsequently avoiding abacavir in patients with this allele
significantly reduced the incidence of abacavir hypersensitivity reactions. In populations similar to
that enrolled in this study, it is estimated that 48% to 61% of patients with the HLA-B*5701 allele
will develop a hypersensitivity reaction during the course of abacavir treatment compared with 0%
to 4% of patients who do not have this allele.

These results are consistent with those of prior retrospective studies.

As a consequence, screening for carriage of the HLA-B*5701 allele is recommended in any HIV-
infected patient without prior exposure to abacavir.

Overall frequencies of hypersensitivity reactions have been reported to vary across different racial
groups (e.g. lower frequency in African Americans and black Africans). Nevertheless, screening for
HLA-B*5701 should be performed in any patient irrespective of rage...Screening is also
recommended prior to re-initiation of abacavir in patients of unknown ‘-—"HLAdB“*ﬁ)'? 1 status who
have previously tolerated abacavir (see “Management after an mter,ruﬁ o1 baCa ?\therapy”)
Abacavir should not be used in patients known to carry the HLA- B*57-O”L"a el f




Only in the rare case where no other therapeutic option is available based on the treatment history,
drug tolerability and resistance testing, the use of abacavir might be considered. However, such
patients must be very closely monitored for signs and symptoms of a hypersensitivity reaction.

In any patient treated with abacavir, the clinical diagnosis of suspected hypersensitivity reaction
must remain the basis of clinical decision-making. Therefore, even in the absence of the HLA-
B*5701 allele, it is important to permanently discontinue abacavir and not rechallenge with abacavir
if a hypersensitivity reaction cannot be ruled out on clinical grounds. This is due to the potential for
a severe or even fatal reaction.

Skin patch testing is not a tool for prospectively evaluating abacavir tolerability in abacavir-naive
patients. It has not been thoroughly evaluated for use in routine clinical management of patients, and
should not be used as a substitute for genotyping for HLA-B*5701.

Clinical Description

Hypersensitivity reactions are characterised by the appearance of symptoms indicating multi-organ
system involvement. Almost all hypersensitivity reactions will have fever and/or rash as part of the
syndrome.

Other signs and symptoms may include respiratory signs and symptoms such as dyspnoea, sore
throat, cough and abnormal chest x-ray findings (predominantly infiltrates, which can be localised),
gastrointestinal symptoms, such as nausea, vomiting, diarrhoea, or abdominal pain, and may lead to
misdiagnosis of hypersensitivity as respiratory disease (pneumonia, bronchitis, pharyngitis), or
gastroenteritis. Other frequently observed signs or symptoms of the hypersensitivity reaction may
include lethargy or malaise and musculoskeletal symptoms (myalgia, rarely myolysis, arthralgia).
The symptoms related to this hypersensitivity reaction worsen with continued therapy and can be
life-threatening. These symptoms usually resolve upon discontinuation of abacavir.

Clinical Management

Hypersensitivity reaction symptoms usually appear within the first six weeks of initiation of
treatment with abacavir, although these reactions may occur at any time during therapy. Patients
should be monitored closely, especially during the first two months of treatment with abacavir, with
consultation every two weeks.

Patients who are diagnosed with a hypersensitivity reaction whilst on therapy MUST discontinue
Abacavir Sulfate 20 mg/ml oral solution immediately.

Abacavir Sulfate 20 mg/ml oral solution or any other abacavir-containing product MUST NEVER
be restarted in patients who have stopped therapy due to a hypersensitivity reaction. Restarting
abacavir following a hypersensitivity reaction results in a prompt return of symptoms within hours.
This recurrence is usually more severe than on initial presentation, and may include life-threatening
hypotension and death.

To avoid a delay in diagnosis and minimise the risk of a life-threatening hypersensitivity reaction,
abacavir must be permanently discontinued if hypersensitivity cannot be ruled out, even when other
diagnoses are possible (respiratory diseases, flu-like illness, gastroenteritis or reactions to other
medications).




Special care is needed for those patients simultaneously starting treatment with abacavir and other
medicinal products known to induce skin toxicity (such as non-nucleoside reverse transcriptase
inhibitors - NNRTIs). This is because it is difficult to differentiate between rashes induced by these
products and abacavir related hypersensitivity reactions.

Management after an interruption of abacavir therapy

If therapy with abacavir has been discontinued for any reason and restarting therapy is under
consideration, the reason for discontinuation must be established to assess whether the patient had
any symptoms of a hypersensitivity reaction. If a hypersensitivity reaction cannot be ruled out,
abacavir must not be restarted.

Hypersensitivity reactions with rapid onset, including life-threatening reactions have occurred after
restarting abacavir in patients who had only one of the key symptoms of hypersensitivity (skin rash,
fever, gastrointestinal, respiratory or constitutional symptoms such as lethargy and malaise) prior to
stopping abacavir. The most common isolated symptom of a hypersensitivity reaction was a skin
rash.

Since on very rare occasions hypersensitivity reactions have been reported in patients who have
restarted therapy, and who had no preceding symptoms, the possibility of a hypersensitivity reaction
should be borne in mind and these patients should be closely monitored for its signs and symptoms.
Screening for carriage of the HLA B*5701 allele is recommended prior to re-initiation of abacavir in
patients of unknown HLA-B*5701 status who have previously tolerated abacavir. Re-initiation of
abacavir in such patients who test positive for the HLA B*5701 allele is not recommended and
should be considered only under exceptional circumstances where potential benefit outweighs the
risk and with close medical supervision.

Essential patient information

Prescribers must _ensure that patients’ caregivers are fully informed regarding the following
information on the hypersensitivity reaction:

- patients’ caregivers must be made aware of the possibility of a hypersensitivity reaction to
abacavir that may result in a life-threatening reaction or death

- caregivers of patients developing signs or symptoms possibly linked to a hypersensitivity
reaction MUST CONTACT the patient’s doctor IMMEDIATELY

- the caregivers of patients who are hypersensitive to abacavir should be reminded that the
patients must never take Abacavir Sulfate 20 mg/ml oral solution or any other medicinal product
containing abacavir.

- in order to avoid restarting abacavir, the caregivers of patients who have experienced a
hypersensitivity reaction should be asked to return the remaining abacavir-containing product to the
pharmacy.

- the caregivers of patients who have stopped abacavir for any reason, and particularly due to
possible adverse reactions or illness, must be advised to contact the patient’s doctor before
restarting.

- each patient’s caregiver should be reminded to read the Patient Information Leaflet included in
the Abacavir Sulfate 20 mg/ml oral solution pack. They should be reminded of the importance of
removing the Alert Card included in the pack, and keeping it with them at all times




Lactic acidosis Lactic acidosis is a rare but severe, potentially life-threatening complication
associated with the use of nucleoside reverse transcriptase inhibitors. Several other agents of this
class are known to cause lactic acidosis. Whereas this has not clearly been shown for abacavir, an
association cannot be excluded. Lactic acidosis may occur after a few to several months of
nucleoside reverse transcriptase inhibitor (NRTI) 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 co-infected with hepatitis C and treated with alpha interferon
and ribavirin may be at higher risk.

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. Lactic acid levels > 10

mmol/l usually are a medical emergency.

Mitochondrial dysfunction: NRTIs 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.

Lipodystrophy: combination antiretroviral therapy has been associated with the redistribution of
body fat (lipodystrophy) in HIV-infected patients. Whereas for some other antiretrovirals there is
considerable evidence for this adverse reaction, the evidence for abacavir as a causative agent is
weak; indeed switching from a thymidine analogue to abacavir has been shown to increase limb
fat in patients with lipoatrophy. A higher risk of lipodystrophy has been associated e.g. with older
age of the patient, longer duration of antiretroviral therapy and related metabolic disturbances.
Clinical examination should include ecvaluation 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).

Pancreatitis: pancreatitis has been reported, but a causal relationship to abacavir treatment is
uncertain. Treatment with Abacavir Sulfate 20 mg/ml oral solution should be stopped
immediately if clinical signs, symptoms or laboratory abnormalities suggestive of pancreatitis
occur (see section 4.8).

Myocardial infarction: published prospective, observational, epidemiological studies in adults
have shown an association between myocardial infarction and the use of abacavir. A pooled
analysis of 26 randomised controlled trials with over 5000 patients assigned to abacavir found no
assoc1at10n between abacav1r use and MI risk. There is no establlshed blologlcal mechamsm to




When prescribing Abacavir Sulfate 20 mg/ml oral solution, action should be taken to try to
minimize all modifiable risk factors (e.g. smoking, hypertension, and hyperlipidaemia).

Combination therapy with abacavir: abacavir should only be used in combination with
zidovudine and lamivudine in the treatment of antiretroviral naive patients in situations when a
regimen based on a protease inhibitor (PI) or NNRTI cannot be used. Abacavir should not be
used as part of a triple combination regimen including tenofovir.

Liver disease: the safety and efficacy of abacavir has not been established in patients with
significant underlying liver disorders. Clinical safety data available with abacavir in hepatically
impaired patients is very limited and pharmacokinetic data show substantial variability of drug
exposure in this population. Therefore, close safety monitoring is required.

No data are available in patients with moderate or severe hepatic impairment. Plasma
concentrations of abacavir are expected to substantially increase in these patients. Therefore, the
use of abacavir in patients with moderate hepatic impairment is not recommended unless judged
necessary and requires close monitoring of these patients. For patients with severe hepatic
impairment, abacavir is contraindicated (see section 4.3).

Patients with chronic hepatitis B or C and treated with combination antiretroviral therapy are at an
increased risk of severe and potentially fatal hepatic adverse events. In case of concomitant
antiviral therapy for hepatitis B or C, please refer also to the relevant product information for
these medicinal products.

Caution should be exercised when abacavir and ribavirin are co-administered (see section 4.5).
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 Reactivation 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.
Autoimmune disorders (such as Graves’ disease) have also been reported to occur in the setting of
immune reactivation; however, the reported time to onset is more variable and can occur many
months after initiation of treatment.

Osteonecrosis: although the etiology is considered to be multifactorial (including corticosteroid
use, alcohol consumption, severe immunosuppression, higher body mass index), cases of
osteonecrosis have been reported particularly in (adult) patients with advanced HIV-disease
and/or long-term exposure to combination antiretroviral therapy. Patients should be advised to
seek medical advice if they experience joint aches and pain, joint stiffness or difficulty in
movement.

Opportunistic infections: patients receiving abacavir or any other antiretroviral therapy may still
develop opportunistic infections and other complications of HIV infection. Therefore patients
should remain under close clinical observation by physicians experienced-=in-the treatment of
these associated HIV diseases. ZLD




Transmission: treatment with Abacavir Sulfate 20 mg/ml oral solution has not been shown to
eliminate the risk of transmission of HIV infection by sexual contact or by blood transfer. Patients
should continue to use appropriate precautions to prevent transmission of HIV.

Excipients:

Abacavir Sulfate 20 mg/ml oral solution contains methyl parahydorxybenzoate and propyl
parahydroxybenzoate, which may cause allergic reactions (possibly delayed).

Abacavir Sulfate 20 mg/ml oral solution contains sorbitol. Patients with rare hereditary problems of
fructose intolerance may experience symptoms of intolerance.

4.5 Interaction with other medicinal products and other forms of interaction

Based on the results of in vifro experiments and the known major metabolic pathways of abacavir,
the potential for P450 mediated interactions with other medicinal products involving abacavir is
low.

Potent enzymatic inducers such as rifampicin, phenobarbital and phenytoin may, via their effects
on UDP-glucuronyltransferases, decrease the plasma concentrations of abacavir. The magnitude of
any such effects, as well as their possible clinical consequences, are unknown.

Ethanol: the metabolism of abacavir is altered by concomitant intake of ethanol resulting in an
increase in AUC of abacavir of about 41%. These findings are not considered clinically
significant. Abacavir has no effect on the metabolism of ethanol.

Methadone: coadministration of abacavir increased the mean methadone systemic clearance by
22% possibly due to induction of drug metabolising enzymes. Patients being treated with
methadone and abacavir should be monitored for evidence of withdrawal symptoms and
methadone doses should be adjusted accordingly.

Retinoids: retinoid compounds are eliminated via alcohol dehydrogenase. Interaction with
abacavir is possible but has not been studied.

Lopinavir and ritonavir: in a pharmacokinetic study, coadministration of 600 mg abacavir once
daily with lopinavir/ritonavir 400/100 mg twice daily led to a 32% decrease in abacavir plasma
AUC. The clinical relevance of this is unknown.

Tipranavir and ritonavir: co-administration of abacavir and tipranavir + ritonavir decreased the
plasma AUC of abacavir by approximately 40%. The clinical relevance is unknown.

Ribavirin: though evidence is conflicting, co-administration of abacavir and ribavirin has been
associated with a lower response rate to ribavirin-containing hepatitis C treatment. If possible,
abacavir should be substituted by another NRTI (e.g. tenofovir) when co-treating with ribavirin.




4.6 Pregnancy and lactation

Pregnancy

No increased risk of birth defects has been reported for abacavir (www.apregistry.com). However,
risks to the fetus cannot be ruled out. Abacavir Sulfate 20 mg/ml oral solution should not be initiated
during pregnancy, due to the risk of a hypersensitivity reaction to abacavir. If a patient becomes
pregnant during treatment with Abacavir Sulfate 20 mg/ml oral solution, however, this abacavir-
containing therapy may be continued if the benefit is considered to outweigh the risk.

Breastfeeding

Abacavir is probably excreted into the breast milk of lactating mothers.

Current recommendations on HIV and breastfeeding (e.g. those from the WHO) should be
consulted before advising patients on this matter.

Preferred options may vary depending on the local circumstances.

4.7 Effects on ability to drive and use machines

No studies on the effects on ability to drive and use machines have been performed.

Nevertheless, the clinical status of the patient and the adverse reaction profile of Abacavir Sulfate
20 mg/ml oral solution should be borne in mind when considering the patient’s ability to drive or
operate machinery.

4.8 Undesirable effects

Abacavir hypersensitivity (see also section 4.4):
In clinical studies, approximately 3.4% of subjects with a negative HLA-B*5701 status receiving
abacavir developed a hypersensitivity reaction.

Some of these hypersensitivity reactions were life-threatening and resulted in fatal outcome
despite taking precautions (see also section 4.4). This reaction is characterised by the appearance of
symptoms indicating multi-organ/body-system involvement.

Almost all patients developing hypersensitivity reactions will have fever and/or rash (usually
maculopapular or urticarial) as part of the syndrome, however rcactions have occurred without

rash or fever.

The signs and symptoms of this hypersensitivity reaction are listed below. These have been
identified either from clinical studies or post marketing surveillance. Those reported in at least
10% of patients with a hypersensitivity reaction are in bold text.

Skin
Rash (usually maculopapular or urticarial)

Gastrointestinal tract
Nausea, vomiting, diarrhoea, abdominal pain, mouth ulceration

1%



Miscellaneous
Fever, lethargy, malaise, oedema, lymphadenopathy, hypotension, conjunctivitis, anaphylaxis

Neurological/Psychiatry
Headache, paraesthesia

Haematological
Lymphopenia

Liver/pancreas
Elevated liver function tests, hepatitis, hepatic failure

Musculoskeletal
Myalgia, rarely myolysis, arthralgia, elevated creatine phosphokinase

Urology
Elevated creatinine, renal failure

Rash (81% vs 67% respectively) and gastrointestinal manifestations (70% vs 54% respectively)
were more frequently reported in children compared to adults.

Some patients with hypersensitivity reactions were initially thought to have gastroenteritis,
respiratory disease (pneumonia, bronchitis, pharyngitis) or a flu-like illness. This delay in
diagnosis of hypersensitivity has resulted in abacavir being continued or re-introduced, leading to
more severe hypersensitivity reactions or death. Therefore, the diagnosis of hypersensitivity
reaction should always be considered for patients that have recently initiated abacavir treatment
and that present with symptoms of these diseases.

Symptoms usually appeared within the first six weeks (median time to onset 11 days) of initiation of
treatment with abacavir. Close medical supervision is necessary during the first two months, with
consultations every two weeks.

It has been suggested that intermittent therapy may increase the risk of developing clinically
significant hypersensitivity reactions. Consequently, patients should be advised of the importance of
taking abacavir regularly.

Restarting abacavir following a hypersensitivity reaction results in a prompt return of symptoms
within hours. This recurrence of the hypersensitivity reaction was usually more severe than on initial
presentation, and may include life-threatening hypotension and death. Regardless of their HLA-
B*5701 status, patients who develop this hypersensitivity reaction must discontinue Abacavir
Sulfate 20 mg/ml oral solution and must never be rechallenged with Abacavir Sulfate
20 mg/ml oral solution or any other medicinal product containing abacavir.

Hypersensitivity reactions have occurred after restarting abacavir in patients who had only
one of the key symptoms of hypersensitivity prior to stopping abacavir. The most common
isolated symptom of a hypersensitivity reaction was a skin rash.

On very rare occasions hypersensitivity reactions have been reported in patients who have
restarted therapy and who had no preceding symptoms of a hypersensxthty ;gactlon

In both cases, if a decision is made to restart abacavir this mu,;,t" e done’ifr_ setting where
medical assistance is readily available. /. 3N
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For many of the other adverse reactions reported, it is unclear whether they are related to abacavir,
to other medicinal products used in the management of HIV infection, or are a result of the disease
process.

Many of those listed below occur commonly (nausea, vomiting, diarrhoea, fever, lethargy, rash) in
patients with abacavir hypersensitivity. Therefore, patients with any of these symptoms should be
carefully evaluated for the presence of a hypersensitivity reaction. If abacavir has been discontinued
in patients due to experiencing any one of these symptoms and a decision is made to restart therapy
with an abacavir-containing product, the possibility of a hypersensitivity reaction should be borne in
mind and these patients should be closely monitored for signs and symptoms (see section 4.4.). Very
rarely cases of erythema multiforme, Stevens-Johnson syndrome or toxic epidermal necrolysis have
been reported where abacavir hypersensitivity could not be ruled out. In such cases medicinal
products containing abacavir should be permanently discontinued.

The following convention has been used for the classification of adverse reactions: very common
(>1/10), common (>1/100, <1/10), uncommon (>1/1,000, <1/100), rare (=1/10,000, <1/1,000) very
rare (<1/10,000), not known (frequency cannot be estimated from the available data).

Metabolism and nutrition disorders

Common: anorexia

Not known: lipodystrophy, hypertriglyceridaemia, hypercholesterolaemia, insulin resistance,
hyperglycaemia and hyperlactataemia, lactic acidosis, usually associated with severe
hepatomegaly and hepatic steatosis.

Musculoskeletal and connective tissue disorders:
Not known: osteonecrosis.

Nervous system disorders
Common: headache.

Gastrointestinal disorders
Common: nausea, vomiting, diarrhoea
Rare: pancreatitis.

Skin and subcutaneous tissue disorders
Common: rash
Very rare: erythema multiforme, Stevens-Johnson syndrome and toxic epidermal necrolysis.

General disorders and administration site conditions
Common: fever, lethargy, fatigue

Not known: immune reconstitution syndrome.

Laboratory abnormalities
In controlled clinical studies laboratory abnormalities related to abacavir treatment were

uncommon, with no differences in incidence observed between abacavig-tréated patients and the
control arms. i

See also section 4.4.
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4.9 Overdose

Single doses up to 1200 mg and daily doses up to 1800 mg of abacavir (i.e. two to three times the
normal adult dose) have been administered to adult patients in clinical studies. No unexpected
adverse reactions were reported. The effects of higher doses are not known. If overdose occurs
the patient should be monitored for evidence of toxicity (see section 4.8), and standard supportive
treatment applied as necessary. The rate of removal of abacavir by haemodialysis is low.

5.  PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: nucleoside reverse transcriptase inhibitors, ATC Code: JOSAF06

Mechanism of action: Abacavir is a NRTL It is a selective inhibitor of HIV-1 and HIV-2. Abacavir
is metabolised intracellularly to the active moiety, carbovir 5°- triphosphate (TP). /n vitro studies
have demonstrated that its mechanism of action in relation to HIV is inhibition of the HIV reverse
transcriptase enzyme, resulting in chain termination and interruption of the viral replication cycle.

Clinical efficacy:

Adults:

In antiretroviral therapy-naive adult patients treated with abacavir 300 mg twice daily, together
with lamivudine and efavirenz, the proportion of patients with plasma HIV-1 RNA <50 copies/ml
by Week 48 was 70%, by intention-to-treat analysis. The 600 mg once daily abacavir regimen has
been shown to be non-inferior to the 300 mg twice daily regimen in treatment-naive as well as
moderately treatment-experienced patients. Though the clinical benefit of abacavir has otherwise
mainly been demonstrated in combination with lamivudine and zidovudine, this triple nucleoside
regimen is not longer recommended as a preferred treatment option, due to inferior efficacy
compared to NNRTI- or PI-containing regimens (see section 4.4).

Children:

Among 45 antiretroviral therapy-naive children aged 3 months to 16 years receiving
abacavir/lamivudine in combination with nelfinavir (except 6 patients who received only the dual
NRTI combination) 56% had viral load <50 copies after 48 weeks of trcatment. Among 43
patients receiving abacavir/zidovudine in combination with nelfinavir (except 12 patients who
received only the dual NRTI combination), 44% had viral load < 50 copies/mL at 48 weeks.

Resistance:
In the pivotal clinical trials, the most common mutation emerging in patients failing on abacavir
containing regimens (also including lamivudine) was M184V/I. Other key mutations appearing,
though more rarely, include L74V and K65R. When occurring together with M184V/L, either of
these mutations substantially reduce the activity of abacavir. The presence of M184V with K65R
gives rise to cross-resistance between abacavir, tenofovir, didanosine and lamivudine, and M184V
with L74V gives rise to cross-resistance between abacavir, didanosine and lamivudine. A further
mutation selected for and reducing the activity of abacavir is Y115F. Though TAMs (M41L,
D67N/G, K70R, L210W, T215F/Y, K219E/Q/N/R) are generally not selected for when failing on
abacavir-containing regimens in the absence of thymidine analogues, the-pre ~of two or more
together with M184V will substantially reduce the activity of abaca\g;fi:{ﬁ/);add‘f 7\th§\69 insertion
complex or the Q151M mutation cause a high level of resistance to @%apa‘v; ¥\
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5.2 Pharmacokinetic properties

Absorption

Abacavir is rapidly absorbed following oral administration. The absolute bioavailability of oral
abacavir in adults is about 83%.

No pharmacokinetic data are available for Abacavir Sulfate 20 mg/ml oral solution, as it is regarded
as qualitatively and quantitatively essentially the same as Ziagen oral solution, 20 mg/ml
(GlaxoSmithKline).

Food delayed absorption and decreased Cpa but did not affect overall plasma concentrations
(AUC). Therefore Abacavir Sulfate 20 mg/ml oral solution can be taken with or without food.

Distribution

Following intravenous administration, the apparent volume of distribution was about 0.8 I’kg.
Plasma protein binding to human plasma proteins at therapeutic concentrations is ~49%. Studies in
HIV-infected patients have shown good penetration of abacavir into the cerebrospinal fluid (CSF),
with a CSF to plasma AUC ratio of between 30 to 44%.

Metabolism

Abacavir is primarily metabolised by the liver with approximately 2% of the administered dose
being renally excreted, as unchanged compound. The primary pathways of metabolism in man are
by alcohol dehydrogenase and by glucuronidation to produce the 5’-carboxylic acid and 5’-
glucuronide, which account for about 66% of the administered dose.

Elimination

The mean plasma half-life of abacavir is about 1.5 hours. Following multiple oral doses of abacavir
300 mg twice a day there is no significant accumulation of abacavir. Elimination of abacavir is via
hepatic metabolism with subsequent excretion of metabolites primarily in the urine. The metabolites
and unchanged abacavir account for about 83% of the administered abacavir dose in the urine. The
remainder is eliminated in the faeces.

Intracellular pharmacokinetics

In a study of 20 HIV-infected adult patients receiving abacavir 300 mg twice daily, with only one
300 mg dose taken prior to the 24 hour sampling period, the geometric mean terminal carbovir- TP
intracellular half-life at steady-state was 20.6 hours, compared to the geometric mean abacavir
plasma half-life in this study of 2.6 hours. In a crossover study in 27 HIV-infected patients,
intracellular carbovir-TP exposures were higher for the abacavir 600 mg once daily regimen
(AUCu45 + 32 %, Craxzass + 99 % and Ciougn + 18 %) compared to the 300 mg twice daily regimen.
Overall, these data support the use of abacavir 600 mg once daily for the treatment of HIV infected
adult patients.

Special populations

Hepatic impairment.: abacavir is metabolised primarily by the liver. The pharmacokinetics of
abacavir have been studied in patients with mild hepatic impairment (Child-Pugh score 5-6)
receiving a single 600 mg dose. The results showed that there was a mean increase of 1.89-fold in
the abacavir AUC, and 1.58-fold in the elimination half-life. No recommendation on dosage
adjustments can be given for this patient population due to the substantial variability of abacavir
exposure. Jae——

No pharmacokinetic data are available for patients with moderate to seve;ﬁ‘hg)ﬁilémpnment (see
section 4.2 and 4.4). Vo \ \/\\;’\‘;‘%
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Renal impairment: the pharmacokinetics of abacavir in patients with end-stage renal discase is
similar to patients with normal renal function. Therefore no dosage reduction is required in patients
with renal impairment.

Children: Abacavir is rapidly and well absorbed from an oral solution administered to children. The
overall pharmacokinetic parameters in children are comparable to adults, with greater variability in
plasma concentrations. The recommended dose for children less than 16 years (weighing less than
37.5kg) is 8 mg/kg twice daily. This will provide slightly higher mean plasma concentrations in
children, ensuring that the majority will achieve therapeutic concentrations equivalent to 300 mg
twice daily in adults.

Dosing according to weight bands is recommended for abacavir based primarily on pharmacokinetic
modelling. Higher exposures of abacavir can occur in some paediatric patients since accurate dosing
cannot be achieved with this approach. Therefore, children should be closely monitored for abacavir

toxicities (see section 4.2).
There are insufficient data to recommend the use of abacavir in infants less than six weeks old.

Elderly: the pharmacokinetics of abacavir have not been studied in patients over 65 years of age.

5.3 Preclinical safety data

Abacavir was not mutagenic in bacterial tests but showed activity in vitro in the human lymphocyte
chromosome aberration assay, the mouse lymphoma assay, and the in vivo micronucleus test. These
results indicate that abacavir has a weak potential to cause chromosomal damage, both in vitro and
in vivo, at high concentrations.

Carcinogenicity studies with orally administered abacavir in mice and rats showed an increase in the
incidence of malignant and non-malignant tumours. Malignant tumours occurred in the preputial
gland of males and the clitoral gland of females of both species, and in rats in the thyroid gland of
males and the liver, urinary bladder, lymph nodes and the subcutis of females.

The systemic exposure at the no effect level in mice and rats was equivalent to 3 and 7 times the
human systemic exposure during therapy. While the carcinogenic potential in humans is unknown,
these data suggest that a carcinogenic risk to humans is outweighed by the potential clinical benefit.
In pre-clinical toxicology studies, abacavir treatment was shown to increase liver weights in rats and
monkeys. The clinical relevance of this is unknown. There is no evidence from clinical studies that
abacavir is hepatotoxic.

Mild myocardial degeneration in the heart of mice and rats was observed following administration
of abacavir for two years. The systemic exposures were equivalent to 7 to 24 times the expected
systemic exposure in humans. The clinical relevance of this finding has not been determined.

In reproductive toxicity studies decreased foetal body weight, foetal oedema, and an increase in
skeletal variations/malformations, early intra-uterine deaths and stillbirths have been observed in
rats but not in rabbits. No conclusion can be drawn with regard to the teratogenic potential of
abacavir because of this embryo-foetal toxicity.

A fertility study in the rat has shown that abacavir had no effect on male or female fertility.
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6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients
Banana flavour

Citric acid

Methyl parahydroxybenzoate
Propyl parahydroxybenzoate
Propylene glycol

Purified water

Saccharin sodium

Sodium citrate

Sorbitol liquid (non-crytalising)
Strawberry flavour.

6.2 Incompatibilities
Not applicable.

6.3 Shelf life
36 months

Discard the oral solution 28 days after first opening of the bottle.

6.4 Special precautions for storage
Do not store above 30°C.

6.5 Nature and contents of container

HDPE bottle (250 ml) closed with a 28 mm child-resistant PP cap with either an induction sealing
FSE wad or an expanded PE wad. The bottle contains 240 ml (20 mg abacavir/ml) of solution.
A 10 ml oral dosing syringe and a plastic adapter for the bottle are included in the pack.

6.6 Instructions for use, handling and disposal

Instructions f or use

The oral dosing syringe supplied with the pack should be used to measure the dose accurately. When
full, the syringe contains 10 ml of solution.

1. The bottle cap should be removed and safely kept.
2. The plastic adaptor should be pushed into the neck of the bottle.

3. The cap of syringe should be removed and the syringe should be inserted firmly into the
adaptor.

The bottle should be turned upside down.

The syringe plunger should be pulled out until the syringe contains the full dose.

The bottle should be turned right way up and the syringe removed from the adaptor.

The syringe should be put into the child’s mouth, placing the tip of the syringe against the
inside of the child’s cheek. The plunger should be pushed in slowly, allowing time to swallow.
It should not be pushed too hard and the liquid not squirted into the back of the child’s throat
to avoid that he/she may choke. e

8. The syringe and adaptor should be washed thoroughly in cleap,‘/"‘aterand\let drled completely
before using them again. /
9. The bottle should be tightly closed with the cap.

= 9Ny =
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No special requirements for handling.
Any unused product or waste material should be disposed of in accordance with local requirements.
7.  SUPPLIER

Hetero Labs Limited,

7-2-A2, Hetero Corporate

Industrial Estates, Sanath

Nagar Hyderabad-500 018

Andhra Pradesh

India

Tel: 91-40-23704923/24/25

Fax: 91-40-23704926, 23714250
Email: Sangeetha.G@heterodrugs.com

8.  WHO REFERENCE NUMBER (PREQUALIFICATION PROGRAMME)

HA493

9. DATE OF FIRST PREQUALIFICATION/RENEWAL OF PREQUALIFICATION
1 November 2012

10. DATE OF REVISION OF THE TEXT

November 2013. Section 6 updated in February 2016.
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PATIENT INFORMATION LEAFLET: INFORMATION FOR THE USER

Abacavir Sulfate 20 mg/ml oral solution
abacavir (as sulfate)

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, ask the prescribing doctor, health care provider or
pharmacist.

This medicine has been prescribed for your child only. Do not pass it on to others. It may harm
them, even if their signs of illness are the same as those of your child.

If your child gets any side effects, talk to your doctor, health care provider or pharmacist. This
includes any possible side effects not listed in this leaflet. See section 4.

HYPERSENSITIVITY REACTION

Patients taking Abacavir Sulfate 20 mg/ml oral solution may develop a hypersensitivity reaction
(serious allergic reaction) to abacavir, which can be life-threatening if treatment with Abacavir
Sulfate 20 mg/ml oral solution is continued. It is essential you read the information on this reaction
under “Warnings and precautions” in section 2 of this leaflet. There is also an Alert Card included
in the Abacavir Sulfate 20 mg/ml oral solution pack, to remind you and medical staff about
abacavir hypersensitivity. This card should be removed and kept with you at all times.

CONTACT YOUR CHILD’S DOCTOR OR HEALTH CARE PROVIDER IMMEDIATELY
for advice on whether vour child should stop taking Abacavir Sulfate 20 mg/ml oral solution
if:
1) He/she gets a skin rash OR
2) He/she gets one or more symptoms from at least TWO of the following groups

- fever

- shortness of breath, sore throat or cough

- nausea or vomiting or diarrhoea or abdominal pain

- severe tiredness or achiness or generally feeling ill
If your child has discontinued Abacavir Sulfate 20 mg/ml oral solution due to a hypersensitivity
reaction, HE/SHE MUST NEVER TAKE Abacavir Sulfate 20 mg/ml oral solution or any other
medicine containing abacavir (e.g. Ziagen, Kivexa, Trizivir) again, as within hours your child
may experience a life-threatening lowering of blood pressure or death.

What is in this leaflet:

N

What Abacavir Sulfate 20 mg/ml oral solution is and what it is used for

What you need to know before your child takes Abacavir Sulfate 20 mg/ml oral solution
How to take Abacavir Sulfate 20 mg/ml oral solution
Possible side effects

How to store Abacavir Sulfate 20 mg/ml oral solution
Contents of the pack and other information
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1.  WHAT ABACAVIR SULFATE 20 MG/ML ORAL SOLUTION IS AND WHAT IT IS
USED FOR

Abacavir belongs to a group of antiviral medicines, also known as antiretrovirals, called nucleoside
analogue reverse transcriptase inhibitors (NRTIs). These are used to treat Human Immunodeficiency
Virus (HIV) infection.

Abacavir is used in combination with other antiretroviral medicines for the treatment of HIV
infection. It reduces the amount of HIV in your body, and keeps it at a low level. It also increases
CD4 cell counts. CD4 cells are a type of white blood cell that plays an important role in maintaining
a healthy immune system to help fight infection. Response to treatment with abacavir varies
between patients. Your child’s doctor or health care provider will be monitoring the effectiveness of
the treatment.

Abacavir Sulfate 20 mg/ml oral solution may improve your child’s condition, but it is not a cure for
the HIV infection. HIV infection is a disease spread by contact with blood or sexual contact with an
infected individual. Treatment with Abacavir Sulfate 20 mg/ml oral solution has not been shown to
eliminate the risk of passing HIV infection on to others by sexual contact or by blood transfer.
Therefore, appropriate precautions must continue to be taken to avoid giving the virus to others.

This product is intended for use in children. Safety information on use in adults is also provided.

2. WHAT YOU NEED TO KNOW BEFORE YOUR CHILD TAKES ABACAVIR
SULFATE 20 MG/ML ORAL SOLUTION

Your child should not be given Abacavir Sulfate 20 mg/ml oral solution if:

- he/she is allergic (hypersensitive) to the active substance abacavir, which is also included in
other medicines, called e.g. Ziagen, Kivexa and Trizivir.

- he/she is allergic to any of the other ingredients in Abacavir Sulfate 20 mg/ml oral solution
(see section 6, “What Abacavir Sulfate 20 mg/ml oral solution contains™)

- he/she has severe liver disease.

Warnings and precautions

It is important that your child’s doctor or health care provider knows about all symptoms even when
you think they are not related to HIV infection.

Hypersensitivity reaction (serious allergic reaction)
About 3 to 4 in every 100 patients treated with abacavir in a clinical trial who did not have a gene
called HLA-B*5701 developed a hypersensitivity reaction (a serious allergic reaction).

People with a genetic variant called HLA-B*5701 are more likely to have a hypersensitivity reaction
to abacavir. However, even if your child does not have this gene variant it is still possible to get this
reaction. If you know your child has this gene variant, be sure to tell the doctor or health care
provider. :
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The most common symptoms of the abacavir hypersensitivity reaction are fever and a skin rash.
Other frequently observed signs or symptoms include nausea, vomiting, diarrhoea, abdominal pain
and severe tiredness. Other symptoms may include joint or muscle pain, swelling of the neck,
shortness of breath, sore throat, cough and headache. Occasionally, inflammation of the eye
(conjunctivitis), mouth ulcers or low blood pressure may occur.

The symptoms of this allergic reaction can occur at any time during treatment with Abacavir Sulfate
20 mg/ml oral solution. However, if they occur, this usually happens within the first six weeks of
treatment. The symptoms worsen with continued treatment and may be life-threatening if treatment
is continued.

CONTACT YOUR CHILD’S DOCTOR OR HEALTH CARE PROVIDER IMMEDIATELY
for advice on whether he/she should stop Abacavir Sulfate 20 mg/ml oral solution if:
1)  your child gets a skin rash OR
2)  your child gets one or more symptoms from at least TWO of the following groups
- fever
- shortness of breath, sore throat or cough
- nausea or vomiting or diarrhoea or abdominal pain
- severe tiredness or achiness or generally feeling ill.

If your child has discontinued Abacavir Sulfate 20 mg/ml oral solution due to a hypersensitivity
reaction, HE/SHE MUST NEVER TAKE Abacavir Sulfate 20 mg/ml oral solution or any other
medicine containing abacavir (e.g. Ziagen, Kivexa, Trizivir) again, as within hours there may be a
life-threatening lowering of blood pressure or death.

If your child has stopped taking Abacavir Sulfate 20 mg/ml oral solution for any reason, particularly
because of side effects or other illness, it is important that you contact the doctor or health care
provider before restarting. The doctor or health care provider will check whether any symptoms may
be related to this hypersensitivity reaction. If the doctor or health care provider thinks there is a
possibility that they were related, you will be instructed never to give Abacavir Sulfate 20 mg/ml
oral solution or any other medicine containing abacavir (e.g. Ziagen, Kivexa, Trizivir) to the
child again. It is important that you follow this advice.

Occasionally life-threatening hypersensitivity reactions have occurred when abacavir was restarted
in patients who reported only one of the symptoms on the Alert Card before stopping.

On very rare occasions hypersensitivity has been reported when abacavir was restarted in patients
who had no symptoms of hypersensitivity before stopping.

If your child is hypersensitive to abacavir you should return all the unused Abacavir Sulfate
20 mg/ml oral solution for disposal. Ask the doctor, health care provider or pharmacist for advice.

Liver disease

Before your child uses Abacavir Sulfate 20 mg/ml oral solution, you should have told the doctor or
health care provider if the child has or ever had a liver disease (such as hepatitis).

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.to monitor liver

function. A0 I XK o,
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Lactic acidosis
Females, particularly if very overweight, and patients with liver disease may be more at risk of

getting a rare, but serious side effect called lactic acidosis, a build up of lactic acid in the body. If
lactic acidosis occurs, it usually develops after a few months of treatment. Deep rapid breathing,
drowsiness and non- specific symptoms such as nausea, vomiting and stomach pain, might indicate
the development of this condition (see section 3). While the child is being treated with Abacavir
Sulfate 20 mg/ml oral solution the doctor or health care provider will monitor for any signs of lactic
acidosis.

Fat distribution

Redistribution, accumulation or loss of body fat may occur in patients receiving combination
antiretroviral therapy. Contact the doctor or health care provider if you notice changes in your
child’s body shape.

Immune Reactivation Syndrome

In some patients with advanced HIV infection (AIDS) and a history of opportunistic infections,
signs and symptoms of inflammation from previous infections may occur soon after anti-HIV
treatment is started. It is believed that these symptoms are due to an improvement in the body’s
immune response, enabling the body to fight infections that may have been present previously with
no obvious symptoms. If you notice any symptoms of infection, inform the doctor or health care
provider immediately. In addition to the opportunistic infections, autoimmune disorders (a condition
that occurs when the immune system attacks healthy body tissue) may also occur after you start
taking medicines for the treatment of your HIV infection. Autoimmune disorders may occur many
months after the start of treatment. If you notice any symptoms of infection or other symptoms such
as muscle weakness, weakness beginning in the hands and feet and moving up towards the trunk of
the body, palpitations, tremor or hyperactivity, please inform your doctor immediately to seek
necessary treatment.

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, e.g. when
the immune system is severely compromised or when drinking alcohol regularly.

So far, this disease has been reported mainly in adults. However, if your child notices joint stiffness,
aches and pains (especially of the hip, knee and shoulder) and difficulty in movement, inform the
doctor or health care provider.

Heart attack

Based on data in adults, it cannot be excluded that abacavir might be associated with an increased
risk of heart attack. If one has heart problems, smokes or suffers from diseases that increase the risk
of heart disease such as high blood pressure and diabetes, the doctor should be informed.

General

The child will need to take Abacavir Sulfate 20 mg/ml oral solution every day. This medicine helps
to control the condition, but it is not a cure for HIV infection. Your child may continue to develop
other infections and other illnesses associated with HIV disease (e.g. opportunistic infections).
These will require specific and sometimes preventive treatment. You should keep in regular contact
with your child’s doctor or health care provider. Do not stop the medlcme Wlthout first talking to the
doctor or health care provider. =
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Other medicines and Abacavir Sulfate 20 mg/ml oral solution

Please tell your child’s doctor, health care provider or pharmacist if the child is taking or has
recently taken any other medicines, including medicines obtained without a prescription.

Co-administration of abacavir and ribavirin is not recommended due to a possible lower response
rate to ribavirin-containing hepatitis treatment.

The amount of abacavir in your blood may be altered by the concomitant use with:
- alcohol

- oral vitamin A related medicines, e.g. isotretinoin (for acne therapy)

- rifampicin (medicine for treatment of tuberculosis)

- phenobarbital and phenytoin (medicines for treatment of seizures)

- lopinavir with ritonavir, tipranavir with ritonavir (other antiretroviral medicines)

As abacavir increases the rate at which methadone is removed from the body, patients taking
methadone will be checked for any withdrawal symptoms, and may have their methadone dose
changed.

Abacavir Sulfate 20 mg/ml oral solution with food and drink

Abacavir Sulfate 20 mg/ml oral solution can be taken with or without food.

Pregnancy and breast-feeding

Pregnant or breast-feeding women should not take Abacavir Sulfate 20 mg/ml oral solution unless
specifically directed by the doctor. Abacavir therapy should not be started during pregnancy.

If a patient on abacavir becomes pregnant, she should immediately tell her doctor or health care
provider.

Abacavir, the active agent in this medicine, is likely to be found in human breast milk.
If a mother is interested in breastfeeding her baby, she should discuss the risks and benefits with her
doctor or healthcare provider.

Driving and using machines

No studies on the effects of abacavir on the ability to drive and use machines have been performed.
However, the state of health and the possible side effects of abacavir should be taken into account
before considering driving or using machines.

Abacavir Sulfate 20 mg/ml oral solution contains sorbitol, methyl parahydroxybenzoate and
propyl parahydroxybenzoate.

This medicine contains the sweetener sorbitol. If you have been told by your doctor that you have an
intolerance to some sugars, contact your doctor or health care provider before taking this medicinal
product. Jp—

Abacavir Sulfate 20 mg/ml oral solution also contains methyl par%ﬁya;'bxypenz@g
parahydroxybenzoate which may cause allergic reactions (possibly delaygd) : '
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3. HOW TO TAKE ABACAVIR SULFATE 20 MG/ML ORAL SOLUTION

Always take Abacavir Sulfate 20 mg/ml oral solution exactly as your doctor, health care provider or
pharmacist has told you. Check with your doctor, health care provider or pharmacist if you are not
sure.

Children 6 weeks of age and above:
Amount of solution by weight band to be taken twice daily (approximately 12 hours apart).

Body weight Recommended amount
morning evening

3-59kg 3 ml 3 ml

6-9.9kg 4 ml 4 ml

10-13.9kg 6 ml 6 ml

Children weighing 14 kg or more, adolescents and adults:
For these patient groups other formulations with higher amounts of the active substance are

available.

Abacavir Sulfate 20 mg/ml oral solution can be taken with or without food.

How to measure the dose and take the medicine

Use the oral dosing syringe supplied with the pack to measure your dose accurately. When full, the
syringe contains 10 ml of solution.

Remove the bottle cap. Keep it safely.

Hold the bottle firmly. Push the plastic adapter into the neck of the bottle.

Remove cap of syringe. Keep it safely and insert the syringe firmly into the adapter.

Turn bottle upside down.

Pull out the syringe plunger until the syringe contains the full dose.

Turn the bottle the right way up. Remove the syringe from the adapter.

Put the syringe into your child’s mouth, placing the tip of the syringe against the inside of

your child’s cheek. Slowly push the plunger in, allowing time to swallow. Don’t push too

hard and squirt the liquid into the back of your child’s throat, or he/she may choke.

8.  Take the syringe and adaptor off and wash them thoroughly in clean water. Let them dry
completely before you use them again.

9.  Close the bottle tightly with the cap.

S OWIE o= 00 B (=

If one takes more Abacavir Sulfate 20 mg/ml oral solution than one should

s5'doctor, health care
t fbr\ﬁgj‘\ther advice.

If your child accidentally takes too much medicine you should tell yeﬁr/ohll"
provider or pharmacist, or contact your nearest hospital emergency depart
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If you forget to give Abacavir Sulfate 20 mg/ml oral solution

It is important not to miss doses of Abacavir Sulfate 20 mg/ml oral solution. If you forget to give a
dose of your child’s medicine, and notice this within 6 hours, give the missed dose as soon as
possible. Give the next regular dose as scheduled. If you notice later, give the normal dose to the
child when the next one is due. Do not give a double dose to make up for forgotten doses. It is
important to give Abacavir Sulfate 20 mg/ml oral solution regularly, because irregular dosing may
increase the risk of hypersensitivity reactions.

If one stops taking Abacavir Sulfate 20 mg/ml oral solution

Because this medicine controls and does not cure your child’s condition, the child will normally
need to take it continuously. You should not stop treatment unless the doctor or health care provider
tells you to.

If you have any further questions on the use of this product, ask the prescribing doctor, health care
provider or pharmacist.

4. POSSIBLE SIDE EFFECTS

Like all medicines, Abacavir Sulfate 20 mg/ml oral solution can cause side effects, although not
everybody gets them. When treating HIV infection, it is not always possible to tell whether some
of the undesirable effects that occur are caused by Abacavir Sulfate 20 mg/ml oral solution, by
other medicines being taken at the same time, or by the HIV disease. For this reason it is very
important that you inform the doctor or health care provider about any changes in your child’s
health.

About 3 to 4 in every 100 patients treated with abacavir in a clinical trial who did not have a
gene called HLA-B*5701 developed a hypersensitivity reaction (a serious allergic reaction).

This is described under “Warnings and precautions” in section 2 of this leaflet. It is important that
you read and understand the information about this serious reaction.

The following list of side effects in mainly based on data from adult patients.

Common side effects (greater than 1 in every 100 patients treated):
- skin rash (without any other illness)

- nausea, vomiting, diarrhoea

- headache

- fever

- lethargy, fatigue, loss of appetite.

Rare side effects (between 1 in 1000 and 1 in 10,000 patients treated):
- inflammation of the pancreas (pancreatitis).

Very rare side effects (less than 1 in 10,000 patients treated)
serious skin reactions w1th rash and blisters,




Frequency not known:
The following side effects have been reported in patients treated with medicines of the group of
NRTIs, to which also abacavir belongs. However, frequency estimates for these effects are not

available:

- lactic acidosis (a build up of lactic acid in the body, that 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.

- 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.

- raised lactic acid and sugar in the blood, increased fats in the blood

- osteonecrosis (death of bone tissue)

- immune reactivation syndrome (see ”Warnings and precautions” in 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.

5.  HOW TO STORE ABACAVIR SULFATE 20 MG/ML ORAL SOLUTION
Keep this medicine out of the sight and reach of children.

Do not store above 30°C. Do not freeze.

Discard oral solution 28 days after first opening.

Do not use Abacavir Sulfate 20 mg/ml oral solution after the expiry date which is stated on the
package. The expiry date refers to the last day of that month.

Do not throw away any medicines via wastewater or houschold waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. CONTENTS OF THE PACK AND OTHER INFORMATION What Abacavir Sulfate
20 mg/ml oral solution contains

The active ingredient is 20 mg of abacavir (as sulfate) in each ml of the solution.
The other ingredients are banana flavour, citric acid, methyl parahydroxybenzoate, propyl

parahydroxybenzoate, propylene glycol, purified water, saccharin sodium, sodium citrate, sorbitol
liquid (non-crystalising), strawberry flavour.
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What Abacavir Sulfate 20 mg/ml oral solution looks like and contents of the pack

Abacavir Sulfate 20 mg/ml oral solution is a clear to opalescent, yellowish, strawberry-banana

flavoured liquid.

Abacavir Sulfate 20 mg/ml oral solution is supplied in a HDPE bottle (250 ml) closed with a
28 mm child-resistant PP cap with either an induction sealing FSE wad or an expanded PE
wad. The bottle contains 240 ml (20 mg abacavir/ml) of solution. A 10 ml oral dosing syringe and a

plastic adapter for the bottle are included in the pack.

Supplier and Manufacturer

Supplier

Manufacturer

Hetero Labs Limited

7-2-A2, Hetero Corporate

Industrial Estates, Sanath Nagar
Hyderabad-500 018

Andhra Pradesh

India

Tel: 91-40-23704923/24/25

Fax: 91-40-23704926, 23714250
Email: Sangeetha.G(@heterodrugs.com

Hetero Labs Limited

Unit-111, # 22-110

I.D.A., Jeedimetla

Hyderabad 500 055

Andhra Pradesh

India

Tel: 91-40-23140377 /78

Fax: 91-40-23140376

Email: Sangeetha.G@heterodrugs.com

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

This leaflet was last approved in November 2013

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

site: http://www.who.int/prequal/ .
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<ALERT CARD TEXT>

SIDE 1 IMPORTANT - ALERT CARD
Abacavir Sulfate 20 mg/ml oral solution
Carry this card with you/your child at all
Patients taking Abacavir Sulfate 20 mg/ml oral solution may develop a hypersensitivity reaction
(serious allergic reaction) which can be life-threatening if treatment with Abacavir Sulfate
20 mg/ml oral solution is continued.
CONTACT YOUR DOCTOR OR HEALTH CARE PROVIDER IMMEDIATELY for
advice on whether your child should stop taking Abacavir Sulfate 20 mg/ml oral solution if:
1) he/she gets a skin rash OR
2) he/she gets one or more symptoms from at least TWO of the following groups

- fever

- shortness of breath, sore throat or cough

- nausea or vomiting or diarrhoea or abdominal pain

- severe tiredness or achiness or generally feeling ill
If your child has discontinued Abacavir Sulfate 20 mg/ml oral solution due to this reaction, he/she
MUST NEVER TAKE Abacavir Sulfate 20 mg/ml oral solution or any other abacavir-containing
medicine (e.g. Ziagen, Kivexa, Trizivir) again, as within hours one may experience a life-
threatening lowering of ones blood pressure or death.

(see reverse of card)

SIDE 2

You should immediately contact your child’s doctor or health care provider if you think your child
is having a hypersensitivity reaction to Abacavir Sulfate 20 mg/ml oral solution.

Write your child’s doctor/health care provider’s details below:

Dovtor ealtl; Care Promvier; o i s sassmiss o o

If the doctor or health care provider is not available, you must urgently seek alternative
medical advice (e.g. the emergency unit of the nearest hospital).

For general information enquiries on Abacavir Sulfate 20 mg/ml oral solution, contact
Hetero Labs Limited.

Tel: 91-40-23704923/24/25
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Ilepekiaj yKpaiHCHKOI0 MOBOI0, ABTEHTHYHICTH Jlo PeecTpauiiiHOro nocBi4eHHs
SIKOrO MiATBEP/IKEHA YIOBHOBAKEHOI0 oioﬁow N (A /// 52 jb ¢/ kn Py 06 Lor/s
3assuunka (Cemenonoro 1.B.), indpopmauii npo 7 T

3a2CTOCYBaHHS JIiIKapchbKOro 3acody

AbakaBipy cyabdat, 20 MI/mi, po3unH OpajibHHi

KOPOTKA XAPAKTEPUCTHUKA JIIKAPCBKOI'O 3ACOBY

1. HA3BA JIKAPCBKOI'O 3ACOBY

Abakasipy cynbdar, 20 Mr/mi1, po3uuH OpalbHUH

2.  SIKICHUMN I KITbKICHUI CKJIAJL

20 mr abakagipy (y ¢opmi cyabdhaty)/Mil po3urHy 0pajibHOro

JIonoMi>KHi peUOBHMHH 3 BiloMUM edeKToM: copOiT, METUINapari ApoKCHOEeH30ar,
npornijanapariJpokcuoen3oar

TToBHMIA MepeniK JONOMIKHIX PEYOBUH — AUB. po3.in 6.1.
3. JIIKAPCBKA ®OPMA

Po3uuH opanbHuii.

PosunH opanbHHMil — npo3opa abo 37erka Omnajecliloya KOBTYBAaTa PiAMHA 3 IONYHHYHO-OaHAHOBUM
3arnaxom.

4. KJIITHIYHA THOOPMAILIS

4.1 TepaneBTHYHI NOKA3AHHSA

AGakaBipy cyabdar, 20 MI/MI, pO3u4MH OpalbHWH, MOKaszaHuii B KoMOiHauii 3 IHIUMMH
AHTHPETPOBIPYCHUMH TIpenapaTamu JUisl JiKyBaHHsi Bipycy imyHonediunty momunu (BUI) indexuii y
jiTeii (IMB. TaKoXK po3ain 4.4 o0 BUKOpUcTaHHs AGakaBipy cy ibdaty, 20 Mr/MII, pO3UHHY OpalbHOTO, i
HLA-B*5701 ckpuHiHry)

Leti npodykm npusnadenuti Ons sacmocyeanns y Oimeti. Illpome, ingpopmayis w000 6esnexu Ha0acmves
cmMocoeHo 00 npobiem dopociux 3i 300p08'siM, MAKUX AK X60POOU NeHiHKU, 6azimuicmy i 1akmayis, ons
3abe3neyens NO6HO20 DOCMYNY 00 6Ci€i HeobXiOHOT inpopmayii.

4.2 Jlo3u Ta cnoci0 3acTOCyBaHHS

Tepanito Mae IPOBOMTH JiiKap, KKl Ma€e JocBia iKyBaHHs BlJI-indexuii.

JIiTU 6-TUKHEBOI'O BIKY 1 cTapuie:

KinbKicTh po34yuHy OpajbHOro (MJ) B 3al€KHOCTI BiJl Macu Tina, o6~ -
(npubnu3HO yepe3 12 roauH)




KinbKicTh PO3YMHY B 3aJ1€KHOCTI Bil MACH Tijla (1Bii B /IeHb)
3-5.9 kr 6-9.9 Kkr 10-13.9 kr
3 ma 4 mn 6 M

JliT 3 Macoto Tina 14 kr abo Ginbliie, MiUITKY i JOPOCIi:
Jlisi WEX TpyN MALieHTiB AOCTYNHI iHUI JiKapcbKi (GOpPMH, WO MICTATH OlblIy KITBKICTh aKTUBHOIL
PEYOBHHH.

Abakagipy cynbdar, 20 MIr/MI, PO34HH OpalbHUii, MOKHA NpuiiMaTu 3 ixketo abo Ge3 (auB. po3ain 6.6
iHCTpyKIIiT 7151 3aCTOCYBaHHA).

Hupkoea Hedocmamuicmp: PEryNoBaHHs 031 He NMOTPIOHO Y MALi€HTIB 3 NOPYUICHHIM GyHKLIT HUPOK
(muB pozain 5.2).

Ieuinkosa nedocmammicmo. JIaHi He NOCTYNHI y MAlEHTIB 3 MOMIPHUM NOpPYIIEHHAM QYHKIIT NEYiHKH,
TOMY BMKOpPHMCTaHHs Abakasipy cynboary, 20 Mr/mi, po3yuHy OpaibHOro, He PEKOMEHIYEThCS, SKIIO HE
BU3HAHO 3a HeoOXimHe. Y XBOPHX 3 JIETKOK Ta MOMIPHOIO MEUYiHKOBOI HEIOCTATHICTIO NOTpiGeH
perenbHuit KOHTponb (muB. posgind 4.4 i 5.2). AGakasipy cyibgar, 20 mr/mi, posuuH opajbHUM,
NPOTHIOKa3aHUH NaLli€HTaM 3 TAKKOIO NEYIHKOBOKO HeJOoCTaTHICTIO (B po3ain 4.3).

4.3 Ilporunoka3saHus

Ab6akagipy cynbdar, 20 Mr/mi1, pO3urH OpabHUi, NPOTUIIOKA3aHUH NallieHTaM

- 3 BigOMOIO rimepuyTnupicTio 10 abakaBipy abo 10 Oyab-KOi 3 JOMOMDKHHMX pPEYOBHMH
(1po rinepuyTiMBiCT abakaBipy AMB. po3ain 4.4 Ta posain 4.8)
- 3 TSHKKOIO MEYiHKOBOIO HEJOCTaTHICTIO.

4.4 Ocob6auBi 3acTepesKeHHst Ta 3aM00iKHi 32X0/IH NPU 3aCTOCY BaHHI

Peaxyii zinepyymaueocmi
V kninidHOMy gociimkenni y 3.4% nauientis 3 verarusinm no HLA-B*5701 cratycom, siki npuiiMan
abakaBip, pO3BUHYJIMCh peakilii rinepyyTinBoCTi.

JocaimkenHs nokaszanu, mo Hocinug HLA-B*5701 aneni nop'a3aHe 3i 3Ha4YHO TiJBUINICHMM PH3HKOM
PO3BUTKY peakilii rinepuyTauBocTi Ha abakaBip. Y MpOCHEKTHBHOMY NOCJI/DKEHHI BAKOPUCTAHHA Nepe
[10YaTKOM JTiKyBaHHsA ckpuninry na HLA-B*5701 aneib, a MoTiM yHHKHEHHs 3aCTOCYBaHHs abakaBipy y
MALi€HTIB 3 LI€I0 aJe/UT0, 3HaYHO 3HWKYE YacTOTY BUHUKHEHHS peaklii rinep4yyTIMBOCTI Ha abakaBip. Y
MOMYNALIfAX, NOAIGHUX [0 THX, 110 3apaxOBYBalKCh B JaHOMY JOC/i/KEHHI, 3a OlliHKamu, y Bix 48% 1o
61% nauiedtis 3 HLA-B*5701 anenmo OyayTh po3BUBaTHCS peakuii rinepyyTaMBOCTI MiJ 4ac Kypcey
nikyBaHHs abakasipom B nopiBHsiHHI 3 Bi 0% 10 4% XBOPHX, SIKi HEe MaKOTh L€l anei.

Li pe3yabTaTH Y3roIxKYIOTbCS 3 pe3y/IbTaTaMH MONEePeHIX PETPOCHIEKTUBHHUX 10CTIiKEHb.

SIk HacmigoK, cKpuHiHr Ha Hocinust HLA-B*5701 aneni pekomennyerses Oyab-saxkomy BlJI-indikoBanomy
nauieHTy 0e3 nonepeaHboi eKCro3uLii adakaBipoM.

[ToBizoMIsIOCS, 10 3arajibHi 4acTOTH peakiliil rinepuyTIMBOCTI PO3PI3HAIOTHCA A8 PI3HHX PACOBMX
rpyn (HanpUKIa HUKYE YacToTH B apo-aMepHKaHLiB i yopHowKipux appukanuis). [lpore, ckpuHiHr Ha
HLA-B*5701 noTpi6HO BMKOHaTH Oy/b-SIKOMY Malli€eHTy, He3alekHO Bif pacd. CKPHHIHI TakKoX
PEKOMEH1yEThCSl Mepe/] OHOBJIEHHsM JiKyBaHHs abakaBipoM y XBOpHUX 3 HeBizomum no HLA-B*5701
cTaTycoM, sKi paHime nepeHocuiu abakasip (muB. po3nin «KepyBaHHs Mics NPUIMHEHHsS Tepanii
abakaBipom»). AGakaBip He NMOBHHHI BHKOPHCTOBYBAaTH MallieHTH 3 BifoMum HocimuaM HLA-B*5701
aneni.




Jluire B OKpeMHMX BMMAJKaxX, KOJM HEMae iHIIOro JOCTYIHOIO TEpaneBTHHOro BaplaHTy, Ha OCHOBI
nepeBipku icTopii JIKyBaHHS, TNEPEHOCHMOCTI JIlKapCLKI/IX 3aco6iB | PE3HCTEHTHOCTI, BMKOPHUCTaHHs
abakaBipy Moxe GyTH posrasHyTo. IIpoTe, TaKMX NauieHTIB noTpibHO Jy’ke peTebHO KOHTPOIIOBAaTH Ha
O3HAKM i CUMIITOMM peakxiiii rinepuyTauBoCTi.

Jlns Gyab-SKOro mMallieHTa, AKOro JiKyIOTh abakaBipom, KIiHiYHWH AiarHos npu nigo3pi Ha peaxuil
rmepqunnBocm [OBMHEH 3ajJMIIATUCS OCHOBOIO MNPMIHATTS KIiHI4HWX pimeHb. ToMmy, HaBiTh 3a
BizcytHocTi HLA-B*5701 aneni, BaxiuBo, 100 OCTATOYHO MNPUIIMHUTH BXKMBAHHS abakaBipy 1 He
HOHOBIIOBATH HOTO, AKLIO PEaKilis rinepuyTIMBOCTI He MOKe OYTH BMKIIOYEHA HA INIICTABI KJIIHIYHOT
kapTuHy. Lle Bi0yBa€eThCs Yepes MOKIUBICTh TSIKKOT a00 HaBiThb cmepTeanm peaxiii.

Hamkipue TecTyBaHHs He € IHCTPYMEHTOM JUIf MEPCNEKTUBHOI OLIHKM repeHOCHMOCTi abakaBipy B
abakaBip-HaiBHMX naiieHTiB. BoHo He OyJ0 TOBHICTIO OLIHEHO A BMKOPHCTaHHS y 3BUYAHHOMY
KJIiHIYHOMY KepyBaHHi TNalli€eHTaMW, 1 He TOBHHHO BHMKOPHCTOBYBATHCS B SKOCTI 3aMiHM I
renotunyBanHs Ha HLA-B*5701.

KniniyHuid onuc

Peakiii rinepuyTJIMBOCTI XapakTepU3YIOThCS MMOSBOIO CHUMITOMIB, W10 CBIYaTh IO MOJIiOpraHHi
ypaxeHHs. Maiike Bci peakuii rinepuyTaMBOCTI MAaTMMYyTh JIMXOMAHKY Ta/ab0 BHCHIL, AK 4acTHHY
CUHIIPOMY.

[HII1 O3HAKM 1 CUMIITOMM MOJKYTb BKIIOYATH B cebe IMXanbHi 03HAKHM i CUMITTOMH, TaKi AK 3aJ1LIKa, Oib
B TOpJI, Kauieb i aHOpMasibHi PEHTTeHIBCHKI BUCHOBKH IPYAHOI KITKH (MEpeBaXHO lH(l)lJ'IpraTI/I SIKi
MOXYTb OYTH J0KaJi30BaHi), ITYHKOBO-KMIIKOBI CHMIITOMH, TaKi K HyJ0Ta, O/IOBAHHS, niapest abo O11b
y JKHBOTI, i MOJeE TIPHUBECTH JO HENMpaBWIBHOTO JiarHo3y TinepyyT/IMBOCTI AK pecnipaTopHOro
3aXBOPIOBaHHS (MHEBMOHisl, OpOHXIT, (apuHriT), abo racTpOCHTEPUTY. [Hmi o3Haku abo CUMIITOMM
peaxuii rinep4yTiIuBOCTI, AKi 4acTO CHOCTCp]Fa}OTLCH MOJKYTh BKJIFOYATH JIETaprito abo HesjyXKaHHs i
CHMIITOMH OMOPHO-PYXOBOTro anapary (6ib y M'si3ax, piZko MioJii3, apTpairito).

CHMITOMH, NOB'A3aHI 3 MMM PeaKlisMU TiNepuyTIMBOCTI, MOTIPIIYIOTECA MPU MPOJOBKEHHI Teparil i
MOKYTb OYTH 3arpo3IMBUMH s KUTTs. LI cCHMITOMM 3a3BMyaii 3HUKAOTH MiCHIs IPUITMHECHHS BKMBAHHA
abakaBipy.

KniniyHe KepyBaHHA

CHUMIITOMM peakliiiii rinepuyTIMBOCTI, IK MPABKIIO, 3'ABSIOTHCS MPOTATOM MEPIIMX [IECTH THXKHIB MICIs
MoyaTky JiKyBaHHsA a0akaBipoM, XodYa Wi peakiii MOKyTb 3'iBIATHCS B OyIb-fKMH 4ac NpOTAroM
nikyBaHHs. 3a MalieHTaMM CIijl PeTebHO CIOCTepiraTH, O0COOIMBO MPOTATOM MEPIIMX JBOX MiCSIIiB
NiKyBaHHs a0aKaBipOM, 3 KOHCYJIBTALIsIMH KOXKHI J1Ba THKHI.

[MamienTn, y SKMX JiarHOCTOBAHO peakuii rinepyyrnuBocTi mia uac Ttepanii, [TOBWUHHI Heraiino
NPUITMHUTH 3acTocyBaHHs AbakaBipy cynbdary, 20 Mr/mi1, po3uylHy OpaabHOTO.

AbGakagipy cynbdar, 20 MIr/Mi1, po34dH OpanbHuUii, ab0o Oyab-AKkuii iHIMI NikapchbKuii 3aci0, 1o MICTHTH
abakagip, HE TTOBMHHI HIKOJIX GyTH MOHOBJEHI y NalLli€HTIiB, AKi NPUIMHUIA JKyBaHHA 4epe3
peakiii rimepuyTaAMBOCTI. Pe3ynbTaToM IIOHOBIGHHs JiKyBaHHA —abakaBipom micis — peakuil
rinepyyTIMBOCTI € MIBMKE MOBEPHEHHS CHMIITOMIB NPOTAroM rofuH. Lle nosepHeHHs 3a3Buuaii € OibLl
TSKKUM, Hi’K NMEpBMHHA PeaKllisi, i MOXKe BKIIOYATH apTepialbHy TiMOTEH3110, WO 3arpoXkKye KHUTTIO, Ta
CMEpTh.

Jins Toro, mo0 YHHMKHYTM 3aTpPMMKM B [IarHOCTHII i 3BECTH J0 MiHIMyMY PHM3MK BMHHKHEHHS
HeOe3MeyHnX /s XKUTTA peaklii rinepyyTIMBOCTI, 3aCTOCYBaHHA abakaBipy NMOBMHHO OyTH OCTaTOYHO
NPUIMHEHO, SKIIO TiNepYyTIMBICTE HE MOXKHA BUKIIOYATH, HABiTh KOJIM iHIII JIiarHO3M € MOXKJIMBHMH
(3aXBOPIOBAHHS OpPraHiB JMXaHHs, IPUNONOAIOHI 3aXBOPIOBAHHSA, racTpOEHTEpUT abo peakuii Ha iHII
JIKK).




HeoOxiaHo JIOTPUMYBATHCA 0co6MBOi  00EpEKHOCTI THM NallieHTaM, fAKI OJHOYAaCHO TOYMHAKThH
JniKkyBaHHS abakaBipoM Ta iHIIMMHM JiKapChbKMMM 3aco0amu, BiIOMHMMH, 100 BHKIHMKATH TOKCUYHICTh
WKipy (HanmpuKIa, HEHYKJICO3UAHi iHriGiTopu 3BOPOTHOT TPAHCKPHINTA3H — HHI3T). Le BlII6yBa€TI>CH
TOMY, 1110 BaKKO PO3Di3HMTH BUCHIIAHHS, BUKIMKAHI MMM JIiKaMH, i peakuii rinep4yTIMBOCTI, TOB'A3aHi 3

abakaBipoMm.

KepyBanHs micjid npunvHeHHs Tepanii abakaBipom

Slkio Teparnis abakaBipom Gysa NpUnMHEHa 3 OyAb-AKOI PHYMHU, 1 PO3TIIANAETHCS OHOBJEHHS Tepartii,
NOBMHHA OYTH BCTAHOBJIGHA MPUYMHA MPUITMHEHHS, 00 OLIHUTH, UM € Y nauienTa Oyab-sKi CUMITTOMHU
peakiiii rinepuyTIMBOCTI. SIKIIO PeaKIlito rinepyyTIMBOCTI He MOKHA BUKITIOUNTH, JTiKyBaHHs abakaBipom
He MO’KHa IOHOBIIFOBATH.

Peakiiii rinepuyTIMBOCTI 3i IBUIKUM I0YATKOM, B TOMY YMCII HeOE3MeUHi ISl JKUTTs peaKllii, BUHUKAIN
mic/si MOHOBJIEHHs JliKyBaHHS abakaBipoM Y NALi€HTIB, AKi Majyi TilBKM OJMH 3 KJIFOUOBMX CHMIITOMIB
rinepuyTnMBocTi  (WIKipHMH  BMCMI,  JIMXOMaHKa, — racTPOEHTEPOJIOTiuHi,  pecrmiparopHi — abo
KOHCTUTYIiOHANBHI CHMITOMM, Taki sK MIISBICTb 1 MOraHe CaMmOMNOYyTTsA) N0 3YNUHKHM JIiKyBaHHS
aGakapipoM. Ha#6inpm nommpeHnM i301b0BaHAM CHMIITOMOM peaKlii rinepyyTiMBocTi OyB BHUCHIT Ha
HIKipl.

Tak sk B JAyXKe PiKICHUX BMNaJKax peakiii rinepuyTiMBOCTI OyJ0 3apeecTpOBaHO y MAL€HTIB, sKi
BI[HOBHMIIM Tepamito, i fAKi He Maj¥ HiAKMX TONEPeJHIX CHMITOMIB, CJiJl MaTH Ha yBa3i MOXIMBICTH
peakiii TinepuyTIMBOCTI, 1 33 IMMM TallieHTaMK MOTPIOHO YBaXHO CTEXKHUTH IIOJO LIMX O3HAK Ta
CHUMIITOMIB.

CxpuHinr Ha Hocinng HLA B*5701 azneni pexoMeHIyeThCst Iepe/l IOHOBJIEHHAM JIiKyBaHHs abaKaBipoM y
xopux 3 HeBizomumu HLA-B*5701 crarycom, siki pawmime Oymu TojepaHTHUMHM JO0 abakaBipy.
[ToHoBNeHHs Teparii a6akaBipoM y XBOPUX 3 MO3UTHBHMM pesynbraTom Tecty Ha HLA B*5701 ne
PEKOMEH/YEThCS, i TOBUHHO PO3TIIAAATHCH TiNBKH Y BUHATKOBMX BMIIAJKaX, KOJIM MOTEHLiHA KOPUCTh
MepeBaXKye pU3MK, 1 MiJ MUILHUM MEAUYHUM HarJIsi10M.

Heo0OxinHa iHdopmaltis mauieHra

Jlikapi nosunni _enesHumuco y momy, w0 ONiKyHU Nayienmie y Noewitt mipi noiHgopmosani cmocogHo
maxoi inghopmayii npo peaxyii 2inepyymiueocmi.

- OMiKYHHM MNalli€HTiB MOBMHHI OyTH MOiHOPMOBaHI MPO MOKIMBOCTI peaklliii rinepyyTIMBOCTI Ha
abakaBip, 1110 MO’Ke IPUBECTH JI0 3arPO3JIMBUX /Il JKUTTS peakuiil abo cMepTi;

- ONIKYHM NMali€HTIB. ¥ AKMX PO3BUBAIOTLCs O3HAKKM ad0 CUMIITOMM, MOJKJIMBO, MOB’SI3aHi 3 peaKuisMu
rinepuytiusocti, TOBUHHI 3BEPHYTHUCS nikaps nanienta HETAWHO;

- ONIKyHM TNalji€HTiB, IO MAalOTh MiABUIIEHY YYTJIMBICTH [0 abakaBipy, NOBWHHI HarajaT, IO
Mali€eHTH HIKOJNM HE MOBMHHI mpuiitMaTh AbakaBipy cyibdar, 20 Mr/mi, po3uuH opanbHui, abo Oyab-
AKWI1 IHIOWI JTiKapcbKuid 3aci0, 1110 MiCTUTh abakaBip;

- 3 METOI0 NOMNEPEeKEHHs MOBTOPHOTO MpHiioMy abakaBipy OIMIKYHM MALi€HTIB, fAKi 3a3Halu peakuii
rinepuyyTIMBOCTI, MOBMHHI MOMPOCHTH MOBEPHYTH PELITY JiKapchKOro 3aco0y, 10 MicTHThL abakasip, B
anTexy;

- ONiKYHM NALi€HTIB, AKi NPUITMHUINA JiKyBaHHs abakaBipoM 3 Oy/b-AKOI NPUYMHHU, 30KpeMa, 1 uepes
MOXJ/IMBI MOOIYHMX peakuiii abo XBOpoOM, NMOBHMHHI pajJUTH 3B'A3aTHCSA 3 JliKapeM IMallieHTa Mepej
MOHOBJICHHSIM JIIKyBaHHsI;

- KOXHMI ONIKyH TNalji€eHTa TMOBMHEH HarajaTé MpoyuTaTH JIMCTOK-BKIAAMII 1S MalieHTa, SKUM
MICTHTBCS B ymakoBui mpernapaty AbaxaBipy cyibpar, 20 Mr/miu, po3uuH 0_pa.HI>Hl/lPl Bonu noBuHHI
HaraJaTd MNpo BaKIMBICTb BHJAJEHHA 3 yNakoBkM npenapaty «I1 ‘epemxgyaaghym KapTH», 1
HEOOXiHICTh TPUMATH OCTaHHIO BECh Yac MpHU cooi. /




Jlakmoayuoos. JlakToauuao3 € PpiAKICHMM, ale THKKUM, [OTEHILIAHO HEeOEe3MeYHUM I JKUTTS
YCKJIA/[HEHHsIM, TIOB'S3aHMM 3 BMKOPMCTAHHAM HYKJIEO3MJHMX IHriGiTOpiB 3BOPOTHOI TPaHCKPHIITA3H.
Kinbka iHIIMX NpeJICTABHUKIB 1OTO Kacy, K BiJIOMO, BUKJIMKAIOTh JIAKTOALKMA03. Y TOM Yac, K L€ SCHO
He GyJ0 MokasaHo 15 abakaBipy, acollialiisi He Moske OyTH BUKIHOYeHA. JIaKTOALM103 MOKE CTAaTHCS miciist
KiZbKOX 260 Oifblie MicsIiB JNiKyBaHHS HYKNEO3UIHUMHU iHriGitopamu 380poTHOT TpanckpunTasn (HI3T).
TMauieHTy 3 rinepiaKTareMiclo MoXyTh OyTH 0e3CHMITOMHMMH, B KDUTHMHOMY CTaHi, ab0 MOXYTb MaT
HecnenudiuHi CUMITOMH, TaKl AK 3aJuIIKa, BTOMA, HYJ0Ta, OmoBaHHs, Aiapest i 6o B xkuBoTi. Pakropu
pusuky s HI3T-nos'szanoro nakroaumaosy BKITIOYAIOTH JKiHOYY CTarh | oxupinns. [latienTu,
koindikoBani renatutom C Ta sKi JiKyloTbCs aibha-iHTepdepoHomM Ta prbaBIPHHOM, MOXYTh CTAHOBHTH
01BN PU3HK.

[MaieHTiB 3 MiABUIIEHUM PU3UKOM CJIiJl PETENLHO KOHTPOJIIOBATH KJIiHiYHO. CKPHHIHT Ha rinepriakTaTeMito
y OescumnToMHuX mauieHTi, siki orpumysamu HI3T, onnak, He pEKOMEHIYEThHCH. CyMNTOMaTUYHI
MALiEHTH 3a3BAYAil MAIOTh PiBHI > 5 MMOJIB/J1 i BUMararoTh ckacyBanHs Beix HI3T. PiBHi MOJIOYHOT KMCIOTH
> 10 MMOJIB/N, K PABMJIO, BUMAraloTh HEBiIKIaIHOT MEIHYHOI IOTIOMOT Y.

Mimoxondpianena ducgynxyis. Byno npoieMOHCTPOBaHO in vitro Ta in vivo, o HI3T Bukmnkanu pi3HOrO
CTYMeHs MITOXOHApiadbHi TOpylleHHs. byiu TOBiIOMIEHHS TNpO BMNAAKH MITOXOHIpialbHUX
aucdynkuiii y BIJI-HeraTMBHUX HEMOBJIAT, AKi MiAJAJIMCh BIUIMBY HYKJICO3HMIHHX iHriGITOpIB N utero
Ta/a60 mocTHaTaILHOMY repiozi. [onoBHi MoGiuHi peakilii, npo sKi MOBiIOMIANOCS — 1€ reMaToNoriyHi
nmopyuleHHs (aHeMis, HEHTpOINeHis), MeTaboJiuHi NOpYLIeHHS (rinepsiakrareMisi, rinepiinasemis). Lli
ABMINA YACTO € CKOPOMUHYIIMMH. By [esKi NMOBiIOMJICHHs PO HEBPOJIOTiYHI MOPYIIeHHs (apTepiaibHa
rilepToHiA, CYJOMHM, INOPYIUEHHS MOBEMiHKH), W0 BHUHHMKAIM MICHsA 3aCTOCYBaHHA Mpenapaty
BigcTpoueHo. UM € HeBPOIOrivHi MOPYLICHHS TMMYacoBMMM ab0 MOCTIHHHMH Ha CBOTOJIHI HEBIZOMO.
Bymb-siKa JIUTHHA, HAa SKY Mald BIUIMB HYKJICO3HIHI Ta HYKJICOTHIHI aHajoru in utero, HaBiTe BlJI-
HeraTMBHa, NMOBMHHA 3HAXOJMTHCH MiJ MOJAAIBLUIMM KIIHIYHMM Ta J1aDOpaTopHUM CIOCTEPEKEHHAM Ta
MoBMHHA OYTH 00CTE)eHa 100 MOXKIMBOI MITOXOHApiankHOT AMCYHKLIT y pasi mosBu BiJIMOBIAHUX
03HaK Ta cumnTomiB. Lli JaHi He BIJIMBAIOTH Ha Cy4acHi HalliOHANBbHI pEKOMEHAALIT 11010 3aCTOCYBaHHS
AHTUPETPOBIPYCHHX TPENapaTiB BariTHUM Ui [ONEpeKEHHs BepTUKanbHoi Tpancmicii BLL

Jlinoducmpogpis. KomGiHOBaHa aHTHPETPOBIPYCHA Teparisi acOLIIOETbCS 3 MEPEPO3NOALIOM KMPOBUX
Bikazens Ha Tini (minoamctpodis) y nauientis 3 BIJI-xBopoGoro. V Toif yac AK sl A€SKHX IHIIMX
AHTHPETPOBIPYCHUX 3ac00iB ICHYIOTH 3Ha4Hi J0Ka3H Ii€i HEraTMBHOI peakuii, JoKasu s abakaBipy B
sKOCTI 30y/HIKa € cnaBKuMu; AiCHO, MPK Mepexoi BiJl aHaloriB TUMiauHy Ha abakasip 6yio NMoKasaHo
36iMBIIEHHS JKUPY KIHIIBOK y XBOPHX 3 Jlinoatpodiero.

Bibl BUCOKHMIT pU3MK inoaucTpodii GyB MOB'I3aHMI, HAPUKIA, 3 MOXUIMM BiKOM MALEHTa, BEIUKOLO
TPUBANICTIO AHTUPETPOBIPYCHOI Tepartii Ta MOB'A3aHUX 3 HUMM MOpPYUIEHb OOMiHY PEYOBHH. Kuiniyne
06CTEKEHHs TOBUHHO BKJIIOUATH OLLHKY (i3MUHMX O3HAK repepo3noainy xkupy. CliJ BUMIpIOBAaTH HaTIIe
piBeHb CHPOBATKOBMX JIiMi/liB Ta IIIOKO3M KPOBi, @ TAKOK HaEKHO KOPETYBaTH JIiMiAHI NOPYIICHHs (JHB.
posznin 4.8).

Ianxkpeamum. Bynv NOBiIOMJIEHHs PO BHIAAKM IMAHKPEATHTy, ane NPUYMHHMIA B32EMO3BSI30K i3
nikyBaHHSM abakaBipom He BusHauyeHmii. JlikyBanHs AbakaBipy cynbdarom, 20 Mr/mi, po34nHOM
OpaJIbHIM, CJ1iJl IPUITMHATH HEralHo, SIKILO BiAOYBAIOThCA KIIiHIUHI O3HAKH, cUMNTOMH a0 naboparopHi
aHOMaJii, IKi CTOCYIOTHCS MaHKpeaTUTy (AuB. po3ain 4.8).

Ingpapxm miokapda. Omy6iKoBaHi NEPCNEKTHBHI, CNOCTEPEXKHi, €MineMioNoriyHi JIOCIIKEHHS Y
JOpOCIMX MOKa3ald 3B'A30K MK iH(pApKTOM MioKapJa Ta BUKOPMCTaHHSM abakaBipy. VY3araibHeHMii
aHani3 26 paHAOMi30BaHMX KOHTPOJBOBAHMX A0cHikeHb 3 Oimbm Hix 5000 nauientis, sikum Oys0
NMpU3HauYeHo abakaBip, He BHSBIEHO JKOAHOTO 3B'A3KY MK BHKOPMCTaHHAM abakaBipy Ta pH3HKOM




¥ pa31 3aCTOCYBaHHS Abakasipy cynbdary, 20 Mr/mi, po3unHy OpajbHOro, CJliZl BKMBATH 3aXOJIB Ul
MiHiMizalii BCix MOXKIMBHX (aKTOpiB PH3MKY (TaKMX K KypiHHs, aprepiajibHa rinepreHsis Ta
rinepiniiemis).

Kombinosana mepanis 3 abaxagipom: abakagip CJiJl BHKOPHCTOBYBATH TiILKM B KOMOiHawii i3
SUIOBY/AMHOM 1 JNaMiByJMHOM B INiKyBaHHI aHTHPETPOBIpYCHO-HAiBHMX NALCHTIB B CHUTYaIlisIX, KOJH
pesxuM, 3acHOBaHMi Ha inribitopax npoteasu (I11) abo HHI3T ne moxe OyTH BUKOpHCTaHUH. ADakaBip He
CJ1i/l BUKOPUCTOBYBATH SIK YACTHHY MOTPIHHOI0 KOMOIHOBAHOTO PEKNMY, BKIIIOUAKOUH TEHOJOBIP.

3axeoprosanms newinku. besnexa Ta epekTHBHICTH abakaBipy Mis JiKyBaHHS MaLi€HTIB 13 CYTTEBUMMU
3aXBOPIOBAHHAMM TEYiHKH He BCTAHOBICHi. JIocTymHi Kiiniumi JaHi 3 Gesneku abakapipy y XBOpMX 3
MOpYIICHHAMU B TEYiHLi € Lyke 0OMEeKECHUMH, i hapMakoKiHETHUHI JaHi MOKa3yloTh iCTOTHY MIHIMUBICTb
BIUTMBY Npenapary B 1il nomyssuii. ToMy HeoOXiHUI peTebHUNA KOHTPOIIb Oe3neKy.

Hemae JOCTYMHHUX JaHUX Y TIALliEHTIB 3 TOMIPHOIO @00 TSIKKOKO MEUiHKOBOKO HeI0CTATHICTIO. OuikyeTbes,
0 Y TAKMX NALi€HTiB KOHUEHTpaLlisi abakaBipy B MIasMi KpOBi CYTTEBO 3011bIIYEThCS. TakuM 4YUHOM,
BHKOPHCTaHHs abakapipy y MaUieHTIB 3 TOMIPHHM TOPYIIEHHAM (yHKUIT MEeYiHKK He PEKOMEHJIYEThCA,
SKIIO He BM3HAHO 3a HEOOXiJHe, i BUMArae peTelbHOr0 MOHITOPHHIY LMX MamieHTiB. Jlns naiieHTis 3
TAKKOIO TIEYIHKOBOIO HEIOCTATHICTIO abaKaBip € MpOTHIOKa3aHuM (IUB. po3aii 4.3).

[MauieHty 3 xponiuaum renaturom B ta C, siki 1iKyloThes KOMOiHalli€rO AHTUPETPOBIPYCHUX Ipernaparis,
MAIOTh TIiJBHILEHHI PU3HK TAKKMX Ta NMOTEHLINHHO JETajibHUX MeYiHKOBMX MOOIYHMX peakuii. ¥ pasi
CYMICHOTO 3aCTOCYBaHHS 3 aHTUBIPYCHMUMHM TNperapatamu Juis JikyBaHus renatutie B i C ciix
3BEPHYTHCh JI0 Bi/INOBiHOT iHpopMaLii PO 3aCTOCYBAaHHS LUMX JIKapChKHX 3aC001B.

IIpu cymicHoMy 3acTocyBaHHi abakaBipy Ta puOaBipuHy CIliJ JOTPUMYBAaTHCh 00epeKHOCTI (IUB. PO3iN
4.5).

V nauienTis, SKi Manu mopylieHHs (YHKUil Me4iHKd 10 JIKyBaHHS, BKIKOYAKOYM XPOHIYHI, AKTUBHI
renarutd, 301IBIIYETHCS YAacTOTa BMHMKHEHHs MopyuleHb (yHKuii medinku mia uac KOMOIHOBaHOT
AHTHPETPOBIpyCHOi Tepamii, i BOHM IOBMHHI 3HAXOJUTHCH TMiJ HArJAIOM 3riJIH0 3 ICHYIOUUMH
CTaHJAPTHUMH peKoMeHJalisMu. Y pasi MOSBM O3HaK TNpOrpecyBaHHs XBOPoOOH MEYiHKK Y TaKuX
MaIfie€HTiB CJ1i/1 BUPILIMTH UTAHHsI PO epepBy B JTiKyBaHHI a00 HOro NpUITMHEHHS.

Cunopom  imynnozo eionoenenna. Y BLI- in)iKOBaan MaIji€eHTIiB 3 paHime ICHYIOUUM  TSKKHUM
iMyHOZe(hilMTOM, K MpaBWIO, MPOTATOM MEPIIMX KiNBKOX THXKHIB abo MICALIB MiC/s TMOYaTKy
komGinoBanoi APT, Moke BHHHKHYTM 3amajbHa peakilis Ha acMMITOMAaTHuHi abo 3a/MIIKOBI
omopTyHicTHUHMX nartorenu (Hanpukiax, LIMB perusit, MikoGakrepianbHi iHpeKLli, MHEBMOLMCTHA
NMHEBMOHIs) i BUKJIMKATH Cepio3Hi KIiHiYHI cTaHM abo 3arocTpeHHsi cumnToMiB. JIiKyBaHHs MOTPiOHO
posmoyatd y pasi morpeGu. Y CTaHOBIEHHI iMYHHONO BIJHOBJIEHHS TAKOXK IOBIJIOMJANOCH TPO
BMHMKHEHHS| ayTOIMYHHMX TNOpylleHb (Takux sk XBopoOa I'peiiBca), Xxoua iX mouatok € Oinbiu
Bapiabe/lbHUM Ta MOXKJIMBHI1 yepe3 6arato MicsILB Mic/Is MOYaTKy JIiKYBaHHS.

Ocmeonexpos.  Xoua  €TIiOJNOTiss  BBaKAEThCs ~ 0araToakTOpHOIO  (BK/IIOYAKOYM  3aCTOCYBAHHSA
KOPTHKOCTEPOI/IiB, BKHBAHHS alIKOTOMIO, TSKKY IMyHOCYHpecito, 36iblienuil ingexe macu Tina), Oymu
[OBiZIOMIICHHS TIPO BUIIaJKM OCTEOHEKPO3y Y MALi€HTiB 3 mporpecyrouoro BlJI-xBopoboro Ta TpuBainm
3aCTOCYBaHHAM KOMOIHOBaHOI aHTHUPETPOBIpycHOT Tepamii. Ilauientam ciij peKOMeHIyBaTH 3BEpHYTHCH
710 JiKaps y pasi MoABHM y HUX GO0 B Cyri106ax, puriHoCTi cyrno6is abo TpyAHOILIB NpH pyci.

Onopmymicmuuni  ingpexyii: 'y TNalieHTiB, sKi JiKyroThcs abakaBipom abo Oyab-sKMMH iHIIMMH
AHTUPETPOBIPYCHUMHM Tpenaparami, MOXYTb PO3BHBATHCA OMOPTYHiCTMYHi iH(eKkuii Ta iHII
ycknaauenns BlJI-indekuii. ToMy NamieHTH MOBMHHI 3alMIIATHCA MiAl NMMJILHAM KIHIYHUM HarjsioM
niKapiB, AKi MalOTh J0CBIi/ JIIKyBaHHs 3aXBOPIOBaHb, NOB'A3aHKX 3 BIJL




Iepedaua ingpexyii. He BcTaHOBIEHO, WO JiKyBaHHA AbakaBipy cynbdarom, 20 MI/mMi, PO3YMHOM
OpaNbHNM, BHKITIOYae pusuk mnepenadi BIJI-indexuii crateBnm wmusixom abo MUIAXOM nepenayi Kpoai.
TlalicHTH TOBWHHI MPOJOBXKYBATH BUKOPMCTOBYBATH BiIMNOBiHI 3amoGikHI 3aX0au s 3arnobiraHHs

nepenadi BIJT-indexuii.

JlonomidicHi pewosunu.

AbakaBipy cynbdar, 20 Mr/mMJI,  pO3UMH  OpajibHWH,  MICTHUTH MeTuinapariapokcubensoar 1
TpOMiNapari ApoKcHOEH30aT, SIKi MOXKYTh CHIPUUMHUTH alepridHy PeaKiiito (MOKIMBO, BIJICTPOYEHY).

A6akagipy cynbdar, 20 Mr/MI, pO34MH OpaibHUM, MicTHTL copGit. IlauieHTn 3 pPiIKICHUMH CHAKOBUMH
npo6ieMaMi HENEPEHOCUMOCTI PPYKTO3M MOKYTh BiA4yBaTH CUMIITOMH HEMepeHOCUMOCTI.

4.5 B3aemopisi 3 IHIIHAMH JiKapCHLKHMH 3ac00aMH Ta iHIII BUIN B32a€MOiH

3riHO 3 eKCIEPUMEHTATLHMMH JaHMMH i1 Vilro Ta 3arajbHOBIIOMHMHM MeXaHi3MaMu MeTaboi3My
abakaBipy, moTeHuian mogo ornocepeakopanux P450 B3zaemoziil 3 IHIIMMM JiKapChKUMM  3aco0aMu Yy
abakaBipy HU3BKUH.

[MoTeHuiiini iHaykTopu depmenTiB, Taki sk pudammiimy, GeHodapsiran Ta GeHiToiH, MOKYTh uepes ix Tito
Ha ypuanHIudochaT-rIoKypoHinTpaHcdepasy 3HM3UTH KOHUEHTpauilo abakaBipy B maasMi  KpoBi.
Bennuuna 6yab-SKHX TaKnX eeKTiB, a TAKOK iX MOKINBI KJIiHIUHi HAC/i/IKM, HEBIIOMI.

Emanon. MeTtaboniaM abakaBipy 3MiHIOETECSI [IPH OJHOYACHOMY NPMIOMI €TaHOITy, IO MPU3BOAMTE 110
36inpmenns AUC aGakapipy npubmusno nHa 41%. Lli mokasHukM He BBaKAOTh KIIHIYHO 3HAYYyLIMMH.
AbaxaBip He BIUIMBAE HA METa00J1i3M €TaHOJY.

Memadon. QOnHouacHe 3acTocyBaHHS abakaBipy 301MblIYBAIO Cepe/Hiil CHCTeMHMI KITipEHC MeTaloHy Ha
22%, MOXKIMBO, Yepe3 IHAYKLi0 (epMeHTiB, 1o MerabomisyloTh Jjikapebki 3acobu. Ilauientn, sKi
OTPUMYIOTh JIIKYBaHHA i3 3aCTOCYBAHHSIM METaJOHY Ta abakaBip MOBMHHI OyTH nepeBipeHi Ha HasBHICTh
CHMIITOMIB BiAMIHHM i 031 METaJ0Hy MOBUHHI OyTH BIAMOBIIHUM YHHOM CKOPUIOBaHi.

Pemunoiou. PeTMHOIAHI CTOTYKH eliMiHYIOTBCS 3a J0MOMOrOI0 ajkoronbjeriaporenasu. Bzaemonis 3
abakaBipOM MOJKJIMBA, aJle BOHA HE BUBYAJaCh.

Jloninasip i pumonaeip. Y GpapMakoKiHETHIHOMY JIOCIIiIKeHHI criibHe 3acTocyBanHs 600 mr abakaBipy
OMH pa3 B JeHb 3 JomiHasip/putonasip 400/100 Mr 1Ba pasu Ha JeHb Npu3BOAMIO 10 3HmKeHHs AUC
abakaBipy B niasmi na 32%. KiiHiusa 3Ha4MMiCTh LIOTO HEBIJIOMA.

Tunpanaeip i pumonasip. OJHOYACHE 3aCTOCYBaHHs abakaBipy i TWnpaHasipy + PUTOHABIpY 3MEHUIYE
AUC abakagipy B niasmi npu6ansHo Ha 40%. Kiiniuna 3HauMMicTh 11bOTO HEeBlOMA.

Pubagipun. Xouya CBiIOUTBA CyNepewIMBi, OJHOYACHE 3acTOCYBaHHA abakasipy i pubaBipuHy Oyno
MOB'A3aHO i3 3HIKEHOI BIAMOBiAm0 Ha JikyBaHHA renmatuty C rnperapataMu, 10 MICTATh puOaBipH.
SIKmo e MOKIMBO, abakaBip moTpioHo 3aminmti iHwmM HHI3T (sanpuknan, TeHogoBipom) mpu
CIILILHOMY JIiIKYBaHHi 3 puOaBipuHOM.




4.6 3acrocyBaHHS MijJ Yyac BAriTHOCTI Ta roJyBaHHs IPy1II0

Baeimnicmo

JIng abakapipy He TMOBIAOMJISIOCS NMPO MiJABMLIEHWHM PU3MK BPOJKEHMX Baj (www.apregistry.com).
[Ipote, pusuku ais mniojga He MoxHa Bukmouatu. JlikyBanHs AlakaBipy cyabdarom, 20 mr/mi,
PO3UMHOM OpAlbHMM, He CJliji MOYMHATH ] 4ac BariTHOCTI uepe3 PU3MK peaKilii rinepuyTIMBOCTI Ha
abakagip. [TpoTe, AKIO TAIli€HTKa cTae BariTHOO Iij yac JiKyBaHHs AlakaBipy cynbharoM, 20 mr/ma,
PO3UMHOM OpaNbHUM, Lif Tepallis, sika MicTHTb abakaBip, MoKe OyTH NPOJOBKEHA, AKIIO BBAYKACTLCA, 110
KOPUCTh NEPEBAKAE PUBHK.

T'ooysanns epyooio

AGakasip, IMOBIpHO, BUILISIETHCS y TPYHE MOJIOKO FOJLYIOUMX MaTepiB.

Ilotouni pekomenpmauii 3 BIJl i rpyase BuroaoByBaHHa (Hampuiian 3 BOO3): cuia npoBoauTH
KOHCYJIbTallii, MepIll Hi’k KOHCYJILTYBaTH Nali€HTIB 3 JaHOTO MUTAHHS.

Kpatui BapiaHTH MOXKYTb BiPI3HATHCS B 3a/I€KHOCTI BiJl MICLIEBUX YMOB.

47 BruMB HAa 3JaTHICTH KepyBaTH TPAHCIOPTHHMH 3acobaMu 260 NpamloBaTH 3 IHUWHMH
aBTOMAaTH30BAHHUMHU CHCTEMaMH

Hiskux JoCTiqKeHb W00 BIUIMBY HA 3]aTHICTh YNPABISTH | BHKOPMCTOBYBaTH MAIIMHK He OyIno

BHUKOHAHO.

IIpote, KiiHiuHMii cTaH nauienta i npodink HebGakaHWX peakuiii AbakaBipy cynedary, 20 mr/mi,
PO3YMHY OpaNnbHOTO, CJiJl MaTH Ha yBasi NMPH PO3IIsMi TMUTAaHHs MO 3/ATHICTH MAll€HTa KepyBaTH
aBTOMOOiIEM ab0 MpaLoBaTH 3 MEXaHI3MaMHu.

4.8 TIlo6Giuni peakuii

IinepuyTiuBicTsb 10 abakaBipy (1MB. TaKox po3jin 4.4):
V KIiHIYHAX focaimkenHsx y 3,4% nauientis 3 nerarnsaum no HLA-B*5701 cratycom, siki npuitmain

abakaBip, pO3BHHYJIMCh peakilii rirnepuyTinBoCTi.

Jesiki 3 mux peakuiii rinepuyrampocti OynM HeGe3NEYHMMH JUISl JKMTTS | NPU3BEIM N0 JIETANbHOIO
pe3yJIbTaTy, He3BakalouW Ha NPUHHATTA 3amoODKHMX 3axodiB (auB. Takox posgin 4.4). Lli peaxuil
XapaKTePU3YIOTHCA MOSBOK CUMIITOMIB, 1110 CBIYaTh MPO MOJiOPraHHi ypaKeHHs.

Maiixke BCi Malli€HTH, Y SKHX PO3BUBAIOTLCS peakiii rinepyyTJIMBOCTI, MAaTMMYTh JIMXOMaHKy i/abo
BUCMIIAHHA (3a3BMYaii Makyjonanyibo3He abo y BHUIVISIAI KPONMB'AHKH), K 4acTHHY CHHIAPOMY, OJIHAK
peaxiii BiaOyBaroThecs 1 63 BUCHITly ab0 TMXOMAHKH.

O3HaKu Ta CUMITOMM peakilii rinepuyTInMBocTi mepepaxoBaHi Hikde. Boun Gymu inentudikosani abo
MPOTATOM KJIIHIYHMX J0CIIiKeHb abo micaspeecTpaliitHoro 3actocyBanns. Ti, 110 BAHHKAIM 3 4ACTOTOIO
nouaj 10 %, BujisieHi y TeKCTI AKUPHUM LIPUPTOM.

3 60Ky wxipu
Bucunanus (3a3Buyaii MaKkyJonaiyJibo3He ado y BUTIAI KPOIMB’ SHKH)

3 boxy mpaenozo mpaxmy
Hypora, 6,10BanHs1, giapesi, 601 B sKUBOTI, BUPa3Ky B POTI

3 boky ouxanvnoi cucmemu {
i » ” 1% |
3aauIIKa, Kamelb, 01k Y ropili, JUCTPEC-CUHIPOM Y JIOPOCIMX; AUXalbHa HET0CTE



Pizne
IponacHuus, 3arajJbMOBaHICTb, He3XyKaHHs, HaOPIK, nimdanenonaris, aprepiaibHa TiNoOTeH3is,
KOH’FOHKTHBIT, aHadinakcis.

3 boky Hepeosoi cucmemu
TonoBHMit ik, napectesii

Lemamonoziuni peakyil
JlimdoneHnis

3 boky neuinku/niouyHKo6oi 3a103u
[ligBuiiennii piBeHb NOKA3HHKIB (YHKUIOHAJILHUX IeYiHKOBHX TeCTiB, TICIATHT, NeyiHKoBa

HE0CTATHICTD

3 6oky KicmKko60-M 530601 cucmemu
Miautrist, OO MHOKI BUITAJKK MioJli3y, apTpairis, MiABUIIEHHA piBHs KpeaTuHpochokiHazn

3 boxy cevwoudinbHoi cucmemu
[TinBuIEHHS PiBHS KpeaTHHIHY, HUPKOBA HEI0CTATHICTh

Mpo Bucunanus (81% nporu 67% BiANOBIAHO) i ILTYHKOBO-KMIUKOBI NPOSIBH (70% npotu 54%
Bi/IMIOBI/IHO) YacTille MOBiIOMJISUIH Y AiTell y MOPiBHAHHI 3 JOPOCIUMH.

Y JesKMX NalieHTiB 3 PeaKuisMU riNepyyTIMBOCTI CIIOYATKY MMiJ03PIOBATM FACTPOEHTEPUTH, PECTIiPATOPHI
3aXBOpIOBaHHSA (ITHEBMOHisl, OpOHXIT, ¢apuHriT) abo rpunonoaiOHi 3axsoproBaHHi. Llg 3aTpumka B
JarHOCTHUII rifnepuyTIMBOCTI NpU3BeNa 10 MPOAOBKEHHs Teparnii abakasipom abo MOHOBICHHS JiKyBaHH,
1O TIPU3BOUTH JI0 GiIBII TAHKKUX Peakuiil rinepdayTauBocTi abo cmepti. TakuM uMHOM, JiarHo3 peaxuii
rinepyyTIMBOCTI 3aBA/IM CIiJl PO3IIAATH /I TIALIEHTIB, SKi HEIABHO MOYaM JiKyBaHHs abakaBipoM i sKi
BUSIBJISIOTH CUMIITOMM LIMX 3aXBOPIOBAHb.

CHMITOMH 3a3BHYaii 3°SIBJISIIOTHCS IPOTATOM MEPIIMX LIECTH THXKHIB (cepeiHiii uac nouarky — 11 1i0) Bin
MoyaTKy JiKyBaHHs abakaBipom. PeTenbHe MeaMYHE CIOCTEPEKEHHS HEOOXiAHE MPOTATOM NEPLINX JBOX
MiCALLB 3 KOHCYJIbTALIISIMUA KOYKHI J1Ba THIKHI.

By/l0 BUCJIOBJICHO MPHITYIIEHHS, O TIepepUBYACTA Teparis MOKe 301bIIMTH PUSUK PO3BUTKY KIIHIYHO
3HAuyILMX peakiliii rinepuyrausocti. OTKe, NALIEHTH TMOBUHHI OYTH TONEpPEUKEHI MPO BakKIUBICTH
PeryJsipHOro BKUBaHHs abakaBipy.

Pe3ynbTaToM MOHOBJIEHHS JiKyBaHHs abakaBipoM Tic/s peakuii rinepuyyTIMBOCTI € HIBHIKE MTOBEPHEHHS
CHMIITOMIB NPOTAroM rojuH. Lle noBepHeHHs 3a3BHyail € O1IBII TSKKUM, HiK NIEPBMHHA peakilis, 1 Moxke
BKJIIOYATH apTepiajibHy NiMOTeH3il0, 10 3arpoKye KHUTTI0, Ta cMepTh. Hesanexkno Bin ix HLA-B*5701
cTaTycy, NallicHTH, Y SIKHX PO3BHBAIOTbCA Ii peakuil rinmepyyTJuBOCTI, MOBHHHI NPHIHHHTH
3actocyBaHHst AGakapipy cyabdarty, 20 Mr/mi, po3uHMHY OpAJLHOIO, i HIKOJM He NOBHHHI
MOHOBJIIOBATH JiKyBaHHs AbakaBipy cyasdaTom, 20 Mr/Mi, po34ynHOM OpaJbHUM, 200 Oy/1b-SIKUM
iHIIUM JIiKapCLKUM 32c000M, 0 MiCTHTL abaKaBip.

Peakuii rinep4yyTJMBOCTi BiaOyJHCs MicJsl MOHOB/IEHHS JIIKYyBaHHSI a0aKaBipoM y NauieHTis, sKi
MaJIH TIALKH OJMH 3 KJIYOBHX CHMIITOMIB HiABHLIEHOI YYTJHUBOCTI 0 NPUIHHEHHS B/KHBAaHHS
abakapipy. Haii6iibm momupeHHM i301b0BAHHM CHMNITOMOM peakuii rinmepuyrauBocti 0yno
BHCUINIAHHS HA LIKIpI.

Y ayKe pizucicnnx BHIIA/IKaX peaKui'i rinepqunnBOCTi 6yJ10 32peecTpPoBaHO y nagieHTiB, sKi




Jlnst 6araTthoX iHmIMX TMOOIYHMX peakiliil 3anMIacThCs He3’sICOBAHUM, NoB’s13aH1 BOHU 3 NPUINOMOM
abakaBipy uM 3 IHIIMMM TIpenapaTamu, SKi 3acTOCOBYIOThCS JUi nikyBanHs BlJl-indexuii, abo €
pe3ybTaTOM 3aXBOPIOBAHHS.

Barato 3 HaBeJeHMX HWKYE CHMIITOMIB (Hyn0Ta, OJIOBaHHs, Jiapes, NPOMACHMLSA, 3arajbMOBaHICTh,
BHUCHMAHHS) BUHMKAIOTh 4acTo fAK CKJaJ0Ba YacTHHA peakuil rinepuyTiamBocTi Ha abakasip. Takum
YMHOM, MALH€HTIB 3 OYAL-AKMM 3 IIMX CHMITOMIB CJil PETEJBHO OOCTEKMTH HA HAsBHICTH peaKilii
rimepuyTauBocti. Ko JiKyBaHHs abakaBipom OyJI0 MPUITHHEHO y MALIEHTIB Yepes BIAYyTTs Oy ab-1KOro
OJIHOTO 3 LUX CHUMITOMIB, i MPUIHATO pillleHHsI MPO MOHOBJEHHS Tepanii mpenaparamu, siKi MICTATH
abakaBip, C;lijl MaT¥ Ha yBa3i MOXIMBICTb peaklliii TinepuyTIMBOCTI, i MOTPIOHO YBaKHO CTEKMTH 3a
O3HaKaMH 1 CHMITOMH LMX MNalieHTiB (auB. posain 4.4.). TloBigoMysiock NMpo MOOJMHOKI BUIAIKH
nonimopdHoi eputemu, cunapomy CriBeHca-/DKOHCOHA | TOKCHYHOTO €MiJIepMajbHOrO HEKPOJIi3Yy, SKIIO0
He MOXHa OyJO BHUKIIOYMTM HasBHICTH peakilii rimepuyyTiMBOCTI 10 abakapipy. Y Takux BHIaaKax
3aCTOCYBaHHs Mpernapary, 1o MiCTUTb abakasip, CJIiL OCTATOYHO NPUITMHHUTH.

Hactynui HopMu GyaM BUKOpMCTaHi Juis Kiacudikaiii mobGidHuX peakuiit: ayxe uyacto (=1/10), yacto
(>1/100, <1/10), mewacto (>1/1000, <1/100), piako (=1/10000, <1/1000) ayxe piako (<1/10000),
HEBIJIOMO (4aCTOTY HE MOYKHA OLIHMTH 33 HAssBHUMH JJaHUMHU).

3 6oky MeTaboi3MYy 1 TpaBJICHHA

Yacmo: aHOpeKcis

Hegioomo: ninomuctpodis, TinepTpuriinepuaeMis, rinepxoiecTepuHeMisi, pe3UCTEHTHICTh JI0 iHCYIIiHY,
rinepriikeMis Ta rinepiakTateMis, JIaKTOalM03, AK MNPaBUIO, MOB'A3aHI 3 BAXKKOKO
rernaroMerasi€lo i )KUpOBOIO AUCTPOdicro NeUiHKH.

3 00Ky KICTKOBO-M'130BO1 Ta CIIOJIYYHOI TKAHUHH:
Hegioomo: 0CTEOHEKPO3.

3 O0KY HEpPBOBO1 CUCTEMHU
Yacmo: TOJOBHUN O11b.

3 O0KY TPaBHOI'O TPakTy
Yacmo: nynora, O1toBaHHS, Jiapes
Pioko: maHKpeaTur.

3 OOKy IKIpHY Ta MiIKIPHOT TKAHUHU
Yacmo: BUCUTNIAaHHSA
Jlyaice pioxo: nonimopdra epurema, curapom CrieHca-/[XKOHCOHA i TOKCHUHM elliiepMalibHUH HEKPOJIi3.

3arajbHi po3Jaiu
Yacmo: IPONAaCHULS, 3arajlbMOBaHICTh, BIAYYTTS BTOMU

Hegioomo: cMHIpOM IMYHHOTO Bi/THOBJICHHS.

3MiHM J1ab0paTOPHHUX MOKA3HUKIB
V KOHTPOJILOBAHMX KJIIHIYHMX JOCIIUKCHHAX 3MiHH y 1a00paTOPHMX NOKA3HUKAX, NOB'A3aH1 3 JIIKYBaHHIM
abakaBipoM, BMHHMKAIW HeyacTo, 0e3 Oyab-sIKMX BiJIMIHHOCTEH y 4YacTOTi IX BMHMKHEHHS MK IpYIOIO
Mali€eHTIB, sKi JIKyBaJIUCh a0aKkaBipoM, i KOHTPOJIBHOKO IPYIIOH0. :

JIuB. Takox po3fin 4.4.
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4.9 IlepenosyBanus

TTin yac KJiHIYHKMX DOCIIKEHb 3aCTOCOBYBajach OfHOpa3oBa Jo3a abakasipy a0 1200 mr i goboBa 103a
no 1800 Mr (To6TO MABI-TpM HOPMaibHi 103W Ul JOPOCIMX) JOPOCINM namienTaM. KoIHUX
HeCIoAiBaHUX MOOIYHUX e(eKTiB NpU LLOMY HE cnonepiranocs VY pasi nepe/103y BaHHs NalieHT Mae
nepeGyBaTH MiJi peTebHUM HArJISAOM Ul BHSBIIGHHS CHMITOMIB TOKCHYHOCTI (JIMB. poznin 4.8), npu
HeOOXiZHOCTI CJ1iJl 3aCTOCOBYBATH CTAaHAAPTHY MiATpUMYtouy Teparnito. LIBuakicTs Bunaienns abakasipy
3a JIOTIOMOT' 010 I'eMo/1ialli3y HU3bKa.

5. ®APMAKOJIOT'TYHI BJIACTUBOCTI
5.1 ®apmakoaHHAMi4Hi BJIACTHBOCTI
dapMakoTepaneBTHYHa IPyINa: HyKJIe03uAHI iHriGiToph 3B0pOTHOT TpaHCKpuUnTasu, kog ATX: JOSAFO6

Mexanism 0ii: AGakasip — ue HI3T. Bin e cenekruaum inriGitopom BUI-1 i BUI-2. Abakasip
MeTaboi3yeThesi BHYTPIlIHBOKIITHHHO 10 aKTHBHOI cKiagoBoi — kapGosipy S'-tpudocdar (TD).
JloCTiUKeH s in Vitro TOKa3aiu, 10 MexaHisM joro il nmo BigHomenHio 10 BIJI e iHriGyBaHHIM
dbepmenTy 3BopoTHOT TpaHckpunTasid BIJL, mo npu3BoAMTL 10 0OpHMBY JaHLOra i MepepyBaHHs LUKIY
BipyCHOI perJikauii.

Kniniuna egpexmuenicms:

Hopocni:

Y 0pOC/MX MAL€HTIB, NOMepe/IHBO HETIKOBAHMX aHTMPETPOBIPYCHOIO Tepartieto, ki otpumysanu 300 Mr
abGakasipy /Biui Ha 100y pasoM 3 namiByauHOM i edaBipeniem, yacTka xBopux 3 miasmu PHK BLJI-1 <50
Komiit/my Ha 48 TwxHi ckiana 70%, 3a 3a1yMOM [0 3a/I0BOJIEHHs aHai3y. byjo mokasaHo, 10 peKuM
n03yBaHHs abakapipy 600 MI O/IMH pa3 Ha [IeHb He NMocTynaeThes pexumy no 300 Mr 1Ba pasu Ha 1eHb y
HEJIIKOBAHMX, a TAKOK Y MAIi€HTIB 3 TOMIPHUM JOCBIZIOM JiKyBaHHS.

Xoua KIiHi4Hy TlepeBary abakasipy, TOJIOBHMM YHHOM, OYJI0 MPOJIEMOHCTPOBAHO B MOEIHAHHI 3 JIaMiBY IMHOM Ta
3MI0BYJIMHOM, Liei TOTPIHHNN HYKJICO3HIHHE PEKHUM OiNblIe HE PEKOMEHILYEThCA B SIKOCTI Kpaloro BapiaHTa
JKYBaHHS, yepe3 HU3bKY eQeKTUBHICTb y TOpIBHSHHI 3 PeXMMAMH, SKi MICTATH HEHYKICO3M/HI IHIIOITOpH
3popoTHoi Tparckpurrasu (HHI3T) abo inriditopu npoteasu (1) (ms. posain 4.4).

Jitu:

Cepen 45 niTeif, nomnepesHbO HENIKOBAHMX AHTHPETPOBIPYCHOIO Tepariero, y Biui Big 3 micsuis 10 16
POKiB, siKi OTPMMYIOTh abaKapip/1amiByiuH B KOMOiHaLil 3 HendiHaBipoM (3a BUHATKOM 6 MAL€HTIB, SKI
OTPUMYBaJIM TiIbKK NOABIHHY KomOiHauito HI3T), 56% manu piBeHb BipycHOrO HaBaHTaKeHHs <50 Komiii

micns 48 TwkuHiB JikyBaHHs. Cepen 43 maluieHTiB, sKi OTpUMYIOTh abakaBip/3uJOBYAMH B KomOiHauiil 3
HendinaBipoM (3a BUHATKOM 12 NawuieHTiB, sKi OTpUMyBanM TilbKM mojgiliHy komGinauiro HI3T), 44%

Mali piBeHb BipyCHOIro HaBaHTaxxeHHs <50 komiit/mi yepes 48 THKHIB.

Pezucmenmuicmo:
V KJII0YOBMX KJIiHIYHUX BUNPOOYBAHHAX HAHOIIBII NOMIMPEHO MyTalli€lo, Ki BUHMKAIOTh y TNALEHTIB 3
HEBJAYEIO JIiKyBaHHs PEKUMOM, 110 MICTUTH abakasip (B Tomy 4mcii i namiByaun) O6ys M184V/I. Iuwi
KJIIOYOBI MyTalii, 10 3'ABJAIOTLCA, Xouya 1 3HAa4HO pixue, BKmMouaoTh B cebe L74V i K65R. Koawu
BinGyBaeThes pazom 3 MI84V/I, Gynp-sika 3 LMX MyTaliil iCTOTHO 3HMIKye aKTMBHICTh abakasipy.
Ipucytnicts M184V 3 K65R npu3BoauTh [0 TMepexpecHoi pPe3sMCTEHTHOCTI MK abakaBipoMm,
TeHO(OBIpOM, AMAaHO3MHOM | JamiByauHy, i MI84V 3 L74V npusBoauTh [0 MEpEXpecHOl
PE3UCTEHTHOCTI MiX abakaBipoM, AWAAHO3HHOM Ta JjamiByauHoM. Ille oiama BuiijgeHa Myrails, sKa
3HIKYE aKTHBHicTh abakasipy, € Y115F. Xoua TAM (M41L, D67N / G, K70R, L210W, T215F /'Y,
K219E / Q / N / R), sk npaBuio, He Oynu BiniOpaHi npu HeBJadi JiKyBaHHA PEKHUMOM, IO MiCTHTh
abakaBip, 3a BiJICYTHOCTI aHaJOriB TUMiJuUHY, HasBHICTH JBOX abo Oinbwie pasom 3 M184V no3poiuth
iCTOTHO 3HM3WTH aKTUBHICTH abakasipy. Kpim Toro, 69 npukpinieH “KOMIIIEKC abo myrauis Q151M
BUKJIMKA€ BUCOKHI piBEHb CTIHKOCTI 10 abakaBipy. S
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5.2 ®apMakoKiHeTHYHI BJACTHBOCTI

Abcopbyin

AGakaBip WIBMAKO BCMOKTYETBCs TiC/Is TEpOPanbHOro BBEIEHHS. ADCOMOTHA 61010CTYTTHICTh
TepopasbHOro abakaBipy y JOPOCIUX CTAHOBUTH 0J1M3bKO 83%.

dapMakoKiHeTHuHi JaHi He JOCTYNHI Jis Abakagipy cyibdary 20 Mr/mi, po3vnHY OpalbHOro, OJHAaK
BiH PO3IJISANACTHCA AK AKICHO, TAK 1 KiIBKICHO, 1O CYTi, TaKuii e, sIK 3iareH, po3unH OpalibHUM, 20 mMr/mn
(GlaxoSmithKline).

[a 3aTpuMyBana BCMOKTYBaHHS i 3HMKYBana Cpay, a1 HE BIUIMBANA Ha 3arajibHi KOHLEHTpauil B riasmi
(AUC). Tomy AGakaBipy cyibdary 20 Mr/mi1, po34rH OpaibHHiL, MOKHA NpuiiMaTi 3 Tixero abo Oes.

Posnooin

Ilicns BHYTPiLIHLOBEHHOIO BBEIEHHs, BUpaeHHil o0'em posnoginy OyB npubausno 0,8 i/kr. Ilpu
3aCTOCYBaHHI Y TepaneBTHUYHMX 103aX PiBeHb 3B’sI3yBaHHS 3 OilkaMu cTaHOBUTH ~ 49%. JloCHiKeHHS y
BlJl-in¢ikoBaHMX MALi€HTIB MOKA3alu rapHe NMPOHUKHEHHs abakaBipy B CIMHHOMO3KOBY piauny (CSF),
i3 cnigBigHomennsiM CSF o mnasmu AUC mik 30 10 44%.

Memabonism

AGakaBip Mij1acThesl IEPBUHHOMY MeTab0i3My y MeuiHli, MeHI HiXK 2 % TpUAHSTOT 1031 BUBOAMTHCS
y  He3MiHeHOMYy cTaHi HMpkamMd. OCHOBHMMM  LIIAXamMM  MeTabosi3My Yy  JIOJAMHH €
aJIKOTOJIBIET IPOreHi3allisl i MIIOKYpOHi3allis 3 OTPUMaHHAM 5'-KapOOHOBOT KMCIOTH Ta S'-TIIIOKYPOHIY,
Ha YacTKy AKHX Npurnaaae 6Ju3bko 66% BiJ BBEJEHOT 03H.

Buseoenns

Cepenniii uyac HamiBBuBeleHHs abakaBipy craHoBUTH 1,5 roamuu. CyTTeBOT aKymysnsiii mMicis
Gararopa3oBoro npuiiomy abakasipy y mosi 300 mr 2 pasu Ha 100y He BinOyBaeTbcsi. BupeaeHHs
abakaBipy Bi0OyBacTLCA yepe3 MeTa00Ji3M MEeYiHKH 3 0JANBLIO eKCKpPelLicto MeTabosIiTiB B OCHOBHOMY
i3 ceyero. MetabouiTi Ta abakaBip y HE3MiHEHOMY CTaHi y KUIBKOCTI NpUOIN3HO 83 Y NMpUIAHATOI 1031
BMBOJSTLCS HUpKamMu. Perra BUBOAATHCA 3 eKanisaMHu.

BHYTpilIHbOKIITHHHA (hapMaKOKIHETHUKA

V nocnimxenni 20 BIJI-indikoBaHUX J0OPOCIUX MALi€HTIB, sKi 0TpuMytoTh abakapip 300 Mr 1Ba pasu Ha
JIeHb, THCs NPUAHATTS TiAbKK ofHiel no3u 300 Mr 3a 24 roaMHM 10 nepiody B3ATTA Npod, cepeaHe
reoMeTpuuHe KiHLIEBOrO Mepiojay BHYTPILIHBOKIITHHHOrO HariBBHUBEAEHHS KapOosipy-Tpudocdary B
cranionaphiii  ¢asi cranosuts 20,6 TOAMH, B TOpPIBHAHHI 3 CEpeJHIM TI'EOMETPUYHMUM MEpioay
HaniBBUBeJCHHs al0akaBipy 3 IUIa3MM, $KE€ CTAHOBWJIO B JIaHOMY JOC/iuKeHHi 2,6 roamHu. Y
nepexpecHomy gocnijpkenni y 27 BUI-iHpikoBaHMX mNali€HTiB BHYTPILIHBOKIITHMHHI  €KCIO3HMILIT
kapboBipy-Tpudocdary Oynu Buiie ans pexumy abakapip 600 mr oaun pas Ha aeHb (AUCaqs + 32 %,
Cmax24ss T 99 % 1 Cirough + 18 %) B mopiBHAHHI 3 pexkumoM 300 Mr jiBa pasu Ha JeHb. Y ijlomMy, i AaHi
MiATPUMYIOTh BHKOpUCTaHHs abakaBipy 600 Mr omuH pa3 Ha jaeHb 11 JikyBaHHs BlJI-indixkosanux
JIOPOCJIMX MAlli€HTIB.

Ocobnuei epynu

Ilevinkosa  nedocmammuicme.  AGakaBip MiANA€TbCs  MEPBUHHOMY — MerabonisMy y — HeEdiHI.
dapmakokiHeTHKa abakaBipy Oyya BUBYEHA Yy MALi€HTIB 3 JIETKUMH ME4iHKOBUMM NOPYIIEHHAMHU (5-6 3a
wkanor Yaiing — I1'0), sxi npuitmMani pa3oBy o3y 600 mr. PesynbraT JOCHiIKEHHS TMOKa3aju, IO
Oyno cepenne 30inpieHns B 1,89 pasu AUC abakasipy i 1,58 pa3u nepioay HaniBBuBeneHHs. JKoaHux
peKomeHnaum 010 KOPUT'YBAHHS JO3yBaHHS He MOJKHAa HaJaTH AJs JaHOi IpyNu MauieHTiB uyepes
ICTOTHY MIHJIMBICTh €KcTo3ullii abakaBipy. o
BincyTHi q)apmakomnemqm JaHi JUisl Mali€HTiB 3 MOMIPHUMH 1 Tﬂm{qﬁm nequﬁo;,m M MOpPYIIEHHAMHU
(nuB. po3ainu 4.2 Ta 4.4). %
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Huprosa nedocmammuicmy. ®apMakokiHeTika abakasipy y NalieHTiB 3 TEPMiHAIBHOIO CTalIEI0 HUPKOBOT
HEJIOCTATHOCTI AHANONiuHA NALi€HTaM 3 HOPMajbHOIO (YHKUier0 HUPOK. ToMy He NOTpiOHO HisKOro
3HMIKEHHS /103U Y MALIEHTIB 3 TOPYIIEHHAM QYHKIIT HUPOK.

Jimu. AGakaBip WBUAKO i 100pe BCMOKTYETHCS 3 MEPOpaTbHOrO PO3YHHY MpH 3aCTOCYBaHHI JAITAM.
BaranbHi (papMaKOKiHEeTHUHI NapamMeTpy y AiTeif MOXKHA MOPIBHATH 3 JOPOCIIMMH, 3 O1JIBIIOIO MiHJIMBICTIO
KOHLIEHTpaLii B I1a3mi KpoBi. PekoMeHI0BaHa 103a Ui JiTeH y Billi 710 16 pokiB (3 Macoro Tijia MEHIIE
37,5 Kr) CTAHOBMTH 8 MI/KT [Ba pa3u Ha JeHb. lle 3a0e3neunTs TPOXHM BUILY CEPEHIO KOHUEHTPALIIO B
riasMmi y JiTeil, rapaHTyIOuH, 1o GibUIicTh JOCATHE TepaneBTHUHOI KOHLeHTpallii, exBiBaneHTHOT 300 Mr
JIBa pa3 Ha JI€Hb Y JI0POCIIUX.

Jlo3yBaHHsA B 3al€KHOCTI BiJl Macu Tija PEKOMEHIyeThCs Ul abakaBipy Hacammepe/i Ha OCHOBI
dapMaKkoKiHETMYHOrO MOJEMIOBaHHs. Binbll BUCOKI ekcrosuuii abakaBipy MOKYTh BUHHKATH Y NEAKMX
neiaTPUUHKUX XBOPHUX, TAaK AK TOUHOTO JI03YBaHHs He MOXKHA JOCATHYTH 3 LM MiAX0A0M. Takum 4HHOM,
3a JITHMH NOTPIOHO YyBaXKHO CTEXKUTH 00 TOKCHYHOCTI abakaBipy (1uB. po3ain 4.2).

IcHy€e HEIOCTaTHBO JAHHUX, 100 PEeKOMEHYBaTH BHUKOPHUCTAHHS abakaBipy y AiTell MOJOJIIMX INECTH
THIKHIB.

Iayienmu nimuvozo 6ixy: GapMakoKiHeTHKa abakaBipy He BMUBYANach y MAli€HTIB JITHHOTO BIKY (TTOHAZ
65 poKiB).

5.3 JokaiHiuHi AaHi 3 0e3neKkH

AbaxaBip He BUABJISAB MYTareHHOCTI B OakTepialbHUX TecTax, aje MoKa3aB aKTHUBHICTb B in Vilro TeCTax
XPOMOCOMHMX abepaiit y niMdouutax moauHu, TiMOOMM MHLIL, a TaKOXK in vivo y MIKpOsAepHOMY
tecti. Lli pe3ynsTaT cBimuaTh mpo Te, 1o abakapip Mae cnabKy 31aTHICTh CIPUYMHSATH TMOIIKOJUKEHHS
XPOMOCOM, 5K in Vitro, TaK i in vivo TIpH BUCOKHMX KOHLIEHTpALIisX.

3a JaHKMH JOCIiPKEeHHS KaHLepOreHe3y Ha MULIAX i LiLypax, PH [epopaibHOMY 3aCTOCYBaHHi abakaBipy
criocTepiranocs 36iblIEHHs BUNA/KIB TOSBH 3JI0SKICHUX i J0OPOAKICHUX MyXJMH. 3MOSKICHI MyXJIHHH
BHHHMKAIM y PEMyLifHUX 3a7103aX CaMIIiB i 3a103aX KJIiTopa caMoK 000X BUJIB, i y ILYpiB B IIMTOBU/HIM
3aJ103i caMLliB i NeyiHLi, ce40BOMY MiXypi, TiM(paTHYHUX By3J1ax i MiJl WKIPOIO y CaMOK.

CHCTeMHa eKCIO3MLLisl Ha piBHI BiACYTHOCTI eekTy y Muiueii i uypis Oyia exBiBaleHTHOIO Bij 3 10 7
pa3iB CHCTEMHOI €KCMO3MLii Ha OpraHisM JIIOAMHM Tij Yac Tepamii. Y TOH 4ac sK KaHLEPOreHHHH
MOTEHIia]l B OpPraHi3Mi JIFOJMHU HEBIZIOMHIA, 11i JaHi CBiJ¥aTh Npo Te, 110 MOTEHIIHa KIiHIYHa KOPUCTh
BiJl 3aCTOCYBaHHS Mpenapary nepeBaxae KaHUEPOreHHUH PU3HK Y JIHOJIMHM.

V JOKNiHIYHMX TOKCHKOJONIYHMX JOCHIUKEHHSX Oylno TMoKa3aHo, 11O INpH JiKyBaHHI abakaBipoM
36iabyeThcs Maca MeyiHKd y uiypiB i maBn. KiiHiuHa 3HauumicTh 1boro Hesizoma. Hemae Hiskux
JIOKa3iB 3 KJIiHIYHKX J0CIIiDKEHb, 1110 a0aKaBip € renatoTOKCUYHUM.

ITomipHa AereHepaliis Miokapaa B ceplli MHILeii i LIypiB crocTepiranach Iicis BBEJEHHs abakaBipy
MPOTATOM JBOX pokiB. CucTeMHi eKcro3uuii Oynu ekBiBaaeHTHi Big 7 10 24 pasis Oinblii 3a OUiKyBaHy
CHUCTEMHY €KCHO3MIIiI0 B OpraHi3Mi Ji0AMHK. He BCTaHOBJIGHO KJIIHIUHOT 3HaYyHIOCTI LIMX JaHHX.

YV IociiukeHHAX penpoyKTUBHOI TOKCHYHOCTI 3MEHIIEHa Maca Tija Mjioja, HaOpsK mjioja, a TaKox
30iNblIEHHs]  CKEJeTHUX  Bapialliii/lopoKiB  pO3BMTKY, PpaHHI  BHYTPIIIHBOMATKOBi ~ cMepTi i
MEpTBOHAPOJIKEHHS CIIOCTEPIraines y LLypiB, ajle He y KpoJuKiB. JKoHOro BUCHOBKY HE MOXKHA 3pOOUTH
11010 TEPATOreHHOr0 NOTEHIIaly a6aKaBipy yepes 110 eMOpiOH-3apOJAKOBY TOKCHYHICTb.

JlocnimkenHs GepTHILHOCTI y IypiB MoKa3aso, o adakaBip He Ma€ Hi MIMBY Ha (HEepTUIIBHICTD
4OJIOBIKIB 200 HKIHOK. <
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6. DPAPMALEBTHYHA IHOOPMALILA

6.1 JlonmomizkHi pe4OBHHH
Apomaruzatop 6aHaHOBUH
Kucnora imMoHHa
MertunnaparizpokcubeHszoar
[TponinnapariapokcudeH3oar
[Iponinenrnikonas

Bopa ounuiena

CaxapuH HaTpilo

Harpiro umtpat

Cop0iTy po34MH, 1110 He KPUCTAI3yEThCS
ApomartuzaTop MnoJyHUYHUH.

6.2 OcHOBHI BUIIAIKN HECYMICHOCTI
He 3actocoByeThes.

6.3 Tepmin npuaaTHOCTI
36 MmicsuiB

He BUKOPHCTOBY#iTe pO34YMH OpaiibHUii uepe3 28 IHIB Micis Nepuoro BiAKPUTTS (diakoHa.

6.4 Oco06uuBi 3an100izkHi 3aX011 npu 30epiraHxi
He 36epiratu Buie 30°C.

6.5 Tun Ta BMIiCT NEPBHHHOT YIIAKOBKH

®nakoH 3 nojietuneny Bucokoi minsHocTi (HDPE) (250 M), 3akpuTHii 28 MM MJIaCTUKOBOKO  KPUIIKOIO
3 (yHKUi€o 3aXuCcTy Bia AiTed, abo 3 iHaykuiiiHo 3akynopenoto Bkaagkoio (FSE), abo Bknaaxoro 3i
criigedoro nonietwieny. ®nakoH mictuth 240 mi (20 mr abakaBipy/mi) posuuHy. 10 Ma mmnpun s
[IepopasbHOTO JO3YBaHHS 1 MIACTUKOBUIH ajantep A1 GJaKoHa BXOAATH 10 YIIAKOBKH.

6.6 CneniaabHi 3ax0au 0e3leKH NPH MOBOKEHHI 3 HEBHKOPHCTAHUM JiKapChKHM 3acobom abo
BiIX01aMH JIIKApCbKOIo 3ac00y

[HCTpYKIisl Ui 3aCTOCYBaHHS
Inpui Ui nepopaibHOro J03yBaHHs, 110 MOCTABISETHCA 3 YNAKOBKOIO, Ma€ BUKOPHUCTOBYBATUCH sl

TOYHOIO BUMIpIOBaHHs J1031. [Ipu noBHOMY 3arnoBHEHHI WNpULL MicTUTb 10 M1 po3yuHy.

Kpumiky drakoHa notpiOHo 3HATH i HaaiiiHO 30epiraTu.

[TnacTukoBUH ajanTep NOTpiOHO BTUCHYTHU B ropJjo (jakoHa.

KoBnayok mmpuia notpioHo 3HATH, a MIMPUIL L1ITHO BCTABUTH B aaITep.

®dnakoH HEOOXITHO MEPEBEPHYTH JIOTOPU THOM.

[Topuens mnpuia ciij BUTAraTi, MoK WNPUL MICTUTUME NOBHY J103Y.

@diakoH NOTPIOHO MOBEPHYTH Y NPaBUIILHE MOJIOKEHHS, a IUINPUL BUMHATH 3 ajanrepa.

IInpui HEOOXiJHO TOMICTUTH B pOT IUTHHM, pO3TAlIyBAaBIIM KIHYMK IINPHULA HANpPOTH

BHYTPIIIHBOT CTOPOHH 10KM. [TopiieHb NOTpiOHO HATHUCKATH NOBLIBHO, JAKOYM Yac NPOKOBTHYTH.

He THCHITB 3aHaITO CHJIBHO Ta HE BIOPCKYWHTE B 3aIHIO YACTHUHY IropJia, 100 YHUKHYTH YAyILEHHs.

8. Ilnpuu Ta ajantep cliJl peTeJbHO BUMUTH YMCTOKO BOJOK M JQTH-HOBHICTIO BUCOXHYTH TeEpej
HACTYIIHUM BHKOPHCTAHHSIM. Y

9. LliabHO 3aKkpuiiTe (QIaKOH KPULIKOIO.

S OV (B T (b S
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Oco6aMBI BUMOTH 111010 €KCIUIyaTalii BiACyTHI.

Byab-siKi HeBMKOpHMCTaHHil Npenapar abo BUKOpHMCTaHi MaTepialu MOTpiGHO yTHI3YBaTH BIANOBIAHO 10
MICLIEBUX BUMOT.

7.  TTOCTAYAJIbHHUK

I'etepo Jla63 Jlimiren,

7-2-A2, I'erepo Koprnopeit
Inpacrpian Ecreiire, Canar Harap
Xaitnepa6an-500 018

Annpa Ipanem

IHpis

Ten: 91-40-23704923/24/25

daxc: 91-40-23704926, 23714250
Email: Sangeetha.G@heterodrugs.com

8.  BOO3 HOMEP ITIOCUJIAHHSI (ITPOT'PAMA ITPEKBAJII®IKAIIIT)

HA493

9. JIATA HEPIIOI NPEKBAJI®IKAIL / OHOBJEHHS IMTPEKBAJII®IKAILIT
1 nucronana 2012

10. JIATA NEPEIJISIAY TEKCTY

JIucronan 2013. Poszin 6 oHoBeHui y moTomy 2016.
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JUCTOK-BKJIAJIMII 3 IH@OPMANIEIO JIJIsI MAIIEHTA:
IHOOPMAIIIS /LIS KOPUCTYBAYA

Abakagipy cyabdat, 20 Mr/mil, po3unH OpajibHUN
abakagip (y hopmi cyabdary)

IpounTaiite Bech ueil JHCTOK-BK/IAHII PETEIBLHO, MEPII HiZK BAIIA THTHHA MOYHE NPHAMATH 1 JiKH.

- 36epiraiite 1€ TMCTOK-BKIAAMII. MOKINBO, BaM JIOBE/IETHCs IIPOYUTATH HOTO 11IE pas.

- SIKio y Bac € siKi-HeOyIb 10IaTKOBI MUTAHHS, 3BEPHITHCS 10 CBOTO JIiKaps, MEJMYHOrO MpaliBHUKA
abo dapmauenra.

- i nikm Gyno mpomucaHo TinbkW ans Bamwoi auTuHu. He mnepenasaiite ix inmmm. lle Moxe
3alIKOUTH 1M, HaBITh AKIIO X CUMITOMM TaKl K, K BalIOIl IUTHHMU.

- SIKIno Bama AUTHHA OTpUMYE Oyab-sKi M0OIuHi eEeKTH, NOroBOPITH 3 BAIIMM JliKapeM, MeJNYHIM
npaiisankoM abo ¢apmanestom. Lle Bkmodae B cebe Oymb-siki MOkiMBI moGiuni epekTH, He
nepepaxoBaHi B jaHomy iHdopmauiiiHomy mucTKy. JIuBiThes posin 4.

PEAKIII I'MTEPYYTJUBOCTI

V mnauieHTiB, sKki npuiiMaoTe AbakaBipy cyibgar, 20 Mr/Mi, po34rdH OpajbHUH, MOXKYTh PO3BUHYTHCS
peaxuii rinep4yyTaMBOCTI (cepio3Hi anepriyni peakiii) Ha abakasip, siKi MOKYTh OyTH 3arpo3/IMBHMH
IS SKATTA, AKIO JiKyBaHHs AbaxaBipy cyiabdarom, 20 mMr/mi, poO3uYHMHOM OpaibHHUM, TPHBAE.
Hazx3BryaiiHo BaXITMBO NPOYMTATH iHOpMAILLiK0 npo wi peakiii B po3zini «Ilonepemkenns i 3an00ixHi
3axX0lU» B po3Aini 2 UBOro JUCTKY-BKIaaumuy. Ichye Takox IlomepemikyBajibHa KapTka, sKa
MIiCTHTBbCA B ynakoBLi AGakapipy cyibdary, 20 MI/MI, pO3uMHY OpajbHOro, MO0 Haragatd Bam, i
MEIMYHOMY TIepCOHANyY Tpo TiMepuyTIMBicTh Ha adakasip. 1o kapTky motpibHo 3abparu i 30epiratu
BeCh yac 1npu coOi.

HEI'AMHO 3BEPHITHCS 10 JIKAPS BAIIIOI JIUTUHU ABO MEJIWYHOI'O NPAIIIBHUKA
32 [0PA/IOK0 PO Te, YH BAIIA JUTHHA NOBHHHA NPHIHHUTH NPHHOM AbGakagipy cyiabdary. 20 Mr/ma,

DO3YMHY OPAJLHOIO. SIKIIOQ:
1) y nporo/nei BUHMK BHcHN Ha mKkipi ABO

2) y HBbOro/Hel BUHHK OHH 260 Giibile cHMNTOMIB He Menwe sik i3 /IBOX HaBeaeHnX HIZKYe Ipyn

- rapsua

- 3amumika, 61k y ropii abo Kaienb

- Hygora abo 6oBaHHs, abo miapes, abo 611k y KMBOTI

- pi3ka cna0OkicTh a00 BTOMJIIOBAHICTh, a00 MoraHe 3arajibHe CaMONoOYyTTsl
Slkio Bama AMTHMHA NpUNMHMIA JliKyBaHHs AGakaBipy cyibdarom, 20 MI/MJ, pO3UMHOM OpallbHUM,
yepes peakuito rinepuyrimeocti, BIH/BOHA HE ITOBHUHHI HIKOJIA 3ACTOCOBYBATH
AbGakaBipy cynbdar, 20 Mr/mi, po3udH OpanbHWH, abo Oyab-SKWil iHIIMH Tpenapar, WO MiCTUTH
abaxasip (nanpuknan 3iaren, Kisekca, Tpu3uBip) NMOBTOPHO, OCKINBKH MPOTArOM KiILKOX TOJHH Y
BallOT AMTMHHM MOKE PO3BUHYTUCH HeOe3MeYHe A1 JKUTTS 3HIKEHHs apTepiabHOro THCKY ab0 CMepTh.

VY 1uboMYy JHCTKY-BKJIA/HLII:

1. Illo Take AGaxasipy cynbdar, 20 Mr/Mi1, po3unH OpaJibHHIA, i 1714 YOro BiH BUKOPUCTOBYETHCS

2. 1llo BM NoBMHHI 3HaTH, MepII HiK Balla JUTHHA NpuiiMaTnme Abakasipy cyabdar, 20 Mr/mi, po34uH
opabHHUIA e
Sk npuiimatu AbakaBipy cynabdat, 20 Mr/Mi1, po34uH opanbHUM
MoskinBi moGiuHi peakuil

SIk 36epiratu AbakaBipy cynbdar, 20 Mr/mi1, po3unH OpajibHuUi - =0/
BMmicT ynakoBky Ta iHIIa iHpopmallis A 14 /4;'4/ 7
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1. 1O TAKE ABAKABIPY CVJb®AT, 20 MI'/MJI, PO3UUH OPAJBHUM, 1 JIJISI HOT'O
BIH BUKOPUCTOBY€ETBCA

AOakaBip HaJeXWUTh IO IPyNH NPOTUBIPYCHHX IpenapariB, TaK0X BIJOMHUX SIK aHTUPETPOBIPYCHI, MiJ
Ha3BOKO HYKJIEO3WJHI iHribitopu 3BopoTHOi TpaHckpunrtazu (HI3T). BoHu BHKOpHUCTOBYIOTBCS [isi

JiKyBaHHs Bipycy iMyHoaediuuty jmoauau (BLJI).

AbGakaBip BUKOPUCTOBYEThCS B KOMOiHALT 3 IHIIMMHU aHTUPETPORIPYCHUMHU HpernapaTtaMu JUis JIiKyBaHHS
BlI-indexuii. Bin 3menmye kinbkicte BIJI B opranismi, i TpuMae #oro Ha HM3bKOMY piBHi. BiH Takox
30ibiye Kinbkicte CD4 kiituH. CD4-KJIITHHH € THIIOM O1IMX KPOB'SHUX KJIITHH, KU Ipae BaXJIMBY
poJib B MIATPUMLI 3710pPOBOi IMYHHOI CHCTeMH, 1100 AornoMortd GopotHcs 3 iHdekxuieo. Bianosias Ha
NiKyBaHHs a0akaBipoM 3MIiHIOETBhCS MiX mnanieHtamu. Jlikap Baimoi JUTHHH ab0 MeJAWYHMNA MpPaliBHUK
Oyzae KOHTPOIOBAaTH eeKTUBHICTE JIIKYBaHHS.

Aobakagipy cynbdar, 20 MI/MJ1, pO3YHH OpaJbHUI, MOXKE MOJIMIIUTH CTaH Ballol JUTHHH, ajie Le He 3acib
Bix BlJI-indexuii. BUJI-indexuis sBisie co60r0 3aXBOPIOBaHHS, sIKe NMEPEAacThesi Yepe3 KOHTAKT 3 KPOB'tO
a0o mpu cTaTeBOMY KOHTAKTI 3 iH(iKoBaHOW MoauHoro. [Ipu nikyBaHHi AbakaBipy cyibharom, 20 Mr/mi,
pPO3YMHOM OpalbHUM, HE OyJO NOKa3aHO BUK/INOYEHHs pu3ukKy nepenadi BlJI-indexuil iHmmuM ocobam
cTaTeBUM LUIAXOM abo muiaxom nepefayi kposi. Tomy BianoBiaHi 3amoOiKHI 3ax0au NOTPIOHO
NPOJOBKYBATH BXKMUBATH, 11100 HE MEpeJaTH Bipyc iHIINAM JIHOJISIM.

Leit npooyxm npusnavenui ons eukopucmanus y oimeil. Ingopmayin 3 6e3nexu w000 6UKOPUCMAHHS Y
00POCIIUX MAKOINC HAOAEMBCSL.

2. 10O BU NOBUHHI 3HATH, NEPII HIK BAIIIA JUTUHA TPUUMATHME
ABAKABIPY CYJb®AT, 20 MI'/MJI, PO3UUH OPAJIBHU

Bawiii 1uTHHI He moTpiGHO 1aBaTH AGakaBipy cyab¢at, 20 Mr/Mi1, po34nH opaibHHUIl, AKIIO:

- BIH/BOHA € alepriyHoo (rinepyyTIuBOI0) 10 aKTHBHOI PEYOBUHU abaKaBip, KM TAKOXK BXOIUTH JI0
IHIIMX JiKapchbKUX 3aco0iB, Hanpukian, 3iareH, Kisekca i Tpususip.

- BIH/BOHA € aJlepriyHolo 10 Oy/Ab-AKOro iHIIOro iHrpenieHTa AbakaBipy cynbdary, 20 mr/mi,
po3uuHy opainbHOro (auB. posain 6, “lllo AGakaBipy cynbdar, 20 Mr/my, po3uuH OpasibHUH,
MICTUTB )

- BiH / BOHa Ma€ cepifo3Hi 3aXBOPIOBAHHS MEYiHKK

Ilonepenxenns i 3ano0ixkHi 3axX01u

Baxupo, 106 nikap Bawoi AMTUHU a00 MEAWYHUI NPaLiBHUK 3HAIU NPO BCi CUMITOMM, HABITh SKILO BH
JyMaeTe, 1110 BOHU He noB'si3aHi 3 BlJI-indekuieto.

Peaxyii 2inepuymnusocmi (cepiiosni anepeiuni peaxyii)
Y KIiHiYHUX BUNPOOYBaHHAX y npubau3Ho 3-4 Ha koxHi 100 naiieHTiB, siki oTpuMyBaiy abakasip, Ki He
MaloTh reH, HasBanuii HLA-B*5701, posBunynuck peakuii rinepuyT/iuBocTi (Cepiio3Hi ajiepriyi
peakuii).

Jronn 3 reneryHuM BapiaHTOM, HazuBaeMuM HLA-B*5701, Ginem iMOB'
rinepuyTJMBOCTI Ha aGaKaBip HpOTe HaBITh SIKIIO Ballla JUTHHA HE ME}

0, MAaTUMYTh peaKuii'

l'lOBlLlOMTe Ipo ue J]lKapH ab0 MeIMYHOTO I'lan,IBHl/lKa

.
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Haii6i1bI1 NOIMPEHUMH CHMITOMAMH PeaKLii rinepyyTiIuBOCTi Ha abakapip € rapsuka i BUCHIl Ha LIKIpI.
[Hwi 03HaKKM a60 CHMIITOMMU, K 4aCTO CMOCTEPIraloThes, BKIIOYAIOTh HYAOTY, OJII0BaHHA, NpoHoc, 6o B
JKMBOTI i CHJIBHY BTOMY. IHILII CUMITOMH MOXKYTH BKJIFOUaTH CyrioOoBi abo M'a30Bi Goni, HabpsK wiui,
3aqMiuKa, Oilb B ropii, Kamens i rojoBHMH Oinb. [HOAI MOXYTH BMHMKATH 3amajeHHs Ovel
(KOH'IOHKTHUBIT), BUPa3KH B poTi a00 HU3LKUI KPOB'THUH TUCK.

CHMMITOMM LMX alepridHuX peakiiiii MOXyTh cTaTHcs B OyAb-fKUi yac mia yac JikyBanus Alaxasipy
cynbparom, 20 mr/mi, po3zurHOM opanbHuUM. [IpoTe, KO BOHM BHMHWKAIOTh, SK TPaBHIO, LE
Bi0YBACTHCS MPOTATOM MEPIIUX MECTH THKHIB JikyBaHHA. CUMITOMH TOTIPIIYIOTHCS PH TPOJI0BKEHHI
JIKYBaHHSI 1 MOKYTh OyTH HeOe3MeUHUM IS SKUTTSI, SKIIO JIIKYBaHHS TPUBAE.

HEI'AMHO 3BEPHITHCSI JIO JIIKAPSI BAIIIO] JUTUHU ABO MEJIMYHOT'O IIPAIIIBHUKA
33 [0OpPA/IOK0 PO Te. YW BiH/BOHA TMOBWUHHI NDUNMHHUTH npuiiom Abakapipy cyiabdary. 20 mr/mi.
DPO3YHHY 0PAJBLHOrQ. IKIIO:

1) y Bamoi AMTHHH BUHHUK BHcun HA mkipi ABO
2) y BalIOi AMTHHH BUHHUK OHH 200 Oiblue cHMNTOMIB He MeHIIe 5K i3 /IBOX naBejeHHX HUKYE Ipyn
- rapsidka
- 3ajJuliKa, 0inb y ropii abo kamens
- HyjoTa abo 0sroBaHHs, ab0 aiapest, ado Oilb y KUBOTI
- pi3ka cnabkicTh a00 BTOMIJTIOBaHICTh, 200 MOraHe 3arajbHe caMOrouyTTs.

SIKimo Bama JAMTHHA TPUIUHWIA JiKyBaHHS AOakaBipy cyibdarom, 20 Mr/mil, po3unHOM OpajibHUM,
yepe3 peakuio rinepuyrimBocti, BIH/BOHA HE ITOBHHHI HIKOJIM 3ACTOCOBYBATH
Abakagipy cyabdar, 20 Mr/mi1, po34nH opajibHUi, ab0 Oyab-AKUil iHIIMIT Ipenapat, 10 MiCTUTh abakasip
(nanpuknan 3iareH, Kisexca, Tpu3uBip) MNOBTOPHO, OCKIJIbKM MNPOTSArOM KiJIbKOX TOAMH MOXeE
PO3BUHYTHUCH HeOe3IeuHe Jisl )KUTTS 3HUKEHHsI apTepialbHOTO TUCKY abo CMEPTh.

SIkiio Bamia JAWTHHA TPUITMHUIA npuiiMatu AbakaBipy cynbdar, 20 Mr/mi, po3yuH opaibHMH, 3 SKOI-
HeOyIb MPUYMHM, 30KpeMa, uepe3 nobiuHi edexkTu abo iHImI XBOPOOM, BaKIMBO, 11O BU 3BEPHETECS JIO
mikapst abo MeJIMYHOrO MpalliBHUKA Nepes MOHOBICHHSAM JiKyBaHHs. Jlikap abo MeIuuHMid npaiiBHUK
Oyne nepeBipsATH, Y MOXKYTb OyTH TOB'si3aHi Oy/Ab-AKi CUMNOTOMM 3 L€ ajepriyHoi peaxuieto. Axio
Jgikap abo MeIMYHHI NpaliBHUK BBaXkae, 10 ICHYE MMOBIPHICTH TOro, 1O BOHM OyJiM TOB'i3aHI Mik
co0010, Bac MPOIHCTPYKTYIOTh HIKOJIH He JaBaTH AWTHHI 3HOBY Abakapipy cyabdar, 20 mMr/mi,
PO34MH opajbHHIl, 200 OyAb-sIKHil iHIHKI JikapcbkHii 3aci®, mo MicTuTh abakapip (HanpuK./Iaj
3iaren, KiBekca, Tpususip). Baxxnauso, 1o Bu OyaeTe 10TpUMyBaTUCS LIUX 11OPaAL.

[HoAl HeOesneyHi Ui KUTTA peakiil rinepyyTinBOCTI Malu MicLe, KOJM JliKyBaHHs abakasipom Oyiio
MOHOBJICHO Y MALlI€HTIB, Ki MOBIJOMUJIM TITLKH OJHH i3 CHMIITOMIB Ha MOMNEPe/LKYBaIbHINA KapTLi nepes
MPUMNHUHEHHAM JIIKYyBaHHS.

V nyxe piIKICHMX BHMaJKaX MOBIJIOMIISIIOCS MPO TiNEpYyTIMBICTb, KOJIM JIiKyBaHHs abakaBipoM Oylo
MOHOBJIGHO Yy TAIl€HTIB, fAKi He MajH OyAb-IKHX CHMNOTOMIB TiNepuyTIMBOCTI /10 NPUITUHEHHS
JIIKYBaHHS.

SIKIO Bala JMTHHA € TilepuyTJIMBOK 10 abakaBipy, BM INOBMHHI NOBEPHYTH BECh HEBMKOPUCTAHMNA
AbakaBipy cyiabdar, 20 Mr/mia, po3uuH OpaibHWM, 118 yTuaizawii. 3anuraidte nikaps, MeIU4YHOro
npauiBHuKa abo gapmaneBTa ajs Nopaiu.

3axeoproeants nevinku
[Tepen TMM sK Ballla AMTHHA BUKOpUCTOBYBaTHMe AbakaBipy cynbdat, 20 MI/Mi, po3uuH opanbHUi, BU
MOBMHHI Oy/1M cKazaTu JikapeBi abo MeJIMYHOMY NpaLiBHUKY, AKIIO Yy JUTHHH € abo KoJu-HeOyab OyI1o
3aXBOPIOBAHHS MEYiHKU (HANpUKIA] renaTur).
[TauienTH 3 XpoHiyHMM renatutom B ta C, sKi JIKYIOThCS aHTMpeTpompyCHMMM npenapaTaMu MatoTh
NIZIBUILEHUN PHU3UK TSOKKUX Ta MNOTEHLIMHO JeTaabHUX Me4YiHKO M ' i
3HaJ00UTHCA aHali3u KPOBI, 11100 KOHTPONOBATH QYHKIIIO MEUIHKH: fy
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Jlakmoayuoos

XKinku, 0coONMBO 3 Jy)e HaJMIPHOIO Barolo, a TaKoX MalieHTH 13 3aXBOPIOBAHHAMM MEYIHKM MOXYTh
OyTH OiNbII CXWIBHI IO PU3MKY OTPUMATH DIJIKICHUH, ane cepio3HUi noOidHuMi edeKT mia Ha3BOKO
NIaKTOALlMJ03 — HAKOMTMUYEHHSI MOJIOUHOT KMCJIOTH B opraHi3mi. IIpy BUHMKHEHHI 1aKTOUUI03, K NPABMIIO,
pO3BUBAETHCS TMiC/A JEKiNbKOX MicsiB JlikyBaHHs. [nMboke ILIBWJAKE JHMXaHHS, COHJMBICTH i
HecrieliuyHI CUMOTOMM, Taki K HYJ0Ta, OJIOBaHHS i 06011 B KHUBOTI, MOKE BKa3yBaTH Ha PO3BUTOK
1IbOTO CcTaHy (AMBUCK po3in 3). V Toif yac K AUTHHA MPOXOJUTE Kype NiKyBaHHs AGakaBipy cynabdaTom,
20 Mr/mi1, po3UMHOM OpaJIbHUM, JliKap abo MeJIMYHMI NpaliBHUK Oyjle CTEXUTH 3a OYIb-IKMMHU O3HAKaMU
NaKTOAUUI03Y.

Posnooin scupy

[Tepepo3nofin, HakonuueHHs abo BTpaTa KHUpPY MOXKE BHUHMKHYTH Yy TMalli€HTIB, sSKi OTPUMYIOTh
KOMOIHOBaHY aHTHPETPOBIPYCHY Teparlito. 3BEpHIThCA /10 Jikaps ado MeJWYHOro NpaliBHUKA, SKIIO BU
TIOMITHIIK 3MiHH y $opMi Tija Baloi JUTHHH.

Cunopom imyHHO20 8I0HOBNIEHHS

V pesxux nauieHtiB 3 misHiMu cramismu BlJI-indekuii (CHII) Ta onopTyHiCTHYHUMH iHQEKUisMH B
aHaMHe31 03HaKM Ta CHUMIITOMH 3allajJeHHs BiJl MonepeaHix iHpeKlii MoxKyTh BiIOyTHCA He3abapoM micis
nouatrky aHTu-BIJI nikyBaHHs. BBakaeTbcs, 1O Ui CUMNOTOMM OOYMOBJIEHI TMOJIMIIEHHAM IMYHHOT
BI/IMOBi/II OpraHi3my, IO J03BOJIAE€ OpraHizMy OopoTucs 3 iH(eKuisiMH, sKi, MOXKIHWBO, OyJIU NMPUCYTHI
paHiie 6e3 OYeBUIHUX CUMINTOMIB. SIKIIO BU MOMITHIN Oy1b-sKi CUMITOMHM iH(peKLil, HeraifHoO NoBiIOMTe
npo e Jikaps abo MeaudHoro mnpaiiBHuka. Ha pogaTok 10 onmopTyHICTMUHUX iHGEKUil, ayTOIMyHHI
3aXBOPIOBaHHs (CTaH, KU BUHMKAE, KOJIU IMyHHA CHCTEMa aTaKye 370pOBI TKAHWHHU Tila) TAKOXK MOXYTb
CTaTUCs MICJS TOro, SIK BW [MOYHETE MpUMMaTH Jiku s JikyBaHHs Bawoi BlJI-indekuii. AyroiMyHHi
3aXBOPIOBAHHS MOXYTb CTaTUCs yepe3 Oarato MicsiLiB Mmic/s noyarky JikyBaHHs. SKio Bu noMituiu Oynab-
AKI CUMNTOMHU iHGeKuUii abo iHII CUMINTOMM, Taki K M'A30Ba cJabKiCTh, cJa0KiCTh, 110 NMOYMHAETHCS B
pyKax i Horax i pyXaeTbcsi Bropy y HampsiMKy 10 cToBOypa Tijia, NMpUCKOpeHe cepueOuTTs, TpeMop abo
rinepaKTUBHICTb, OYAb JlacKa, OBLAOMTE IPO L€ JiKaps HeraiHo Juisg HeoOX1qHOro JiKyBaHHS:.

IIpobnemu 3 kicmxamu

V' esKuX nauieHTiB, siKi NPUMMarOTh KOMOIHOBaHY aHTUPETPOBIPYCHY Teparilo MOKE PO3BUHYTHCS
3aXBOPIOBAHHS KICTOK MiJl Ha3BOK OCTEOHEKPO3 (CMepThb KICTKOBOI TKaHMHHW). PU3MK pO3BUTKY LBLOIO
3aXBOPIOBAHHS MOXke OyTH BHILIE, HANPUKIIA/, KOJIM IMYHHA CHCTEMa CHJILHO CKOMIIpOMETOBaHa abo KO
perysisipHO BXKHBATH aJIKOTOJIb.

Jlo cux mip 1e 3aXBOpIOBaHHS 0YJIO 3apeecTpOBAHO B OCHOBHOMY Y Jopociux. [Ipore, Ao pama guruna
3ayBa)KWJla PUTIHICTB Ccyri00iB, 011k (0COOIUBO cTerHa, KoJiHa i nieyda) i TpyaHouli B pyci, inhopMmyiite
Jikapst ab0 MeJIMYHOTO MpalliBHUKA.

Cepyeeuii nanao

Ha mnigcraBi jmaHux y JOpOCIMX He MOXHa BHMKINOYATH, 10 adakaBip Moxe OyTH MOB'I3aHUN 3
MiZABUILICHUM PU3UKOM CEepIIEBOro Hamaay. Ko y Bac € npobiemMHu 3 cepiieM, Kypure abo cTpaxkaaeTe Bij
3aXBOPIOBAHb, sKi 3011bLIYIOTH PU3UK CEPLEBO-CYIMHHUX 3aXBOPIOBaHb, TAKHUX K BUCOKHH KPOB'SHMIA
THUCK i iabeT, nikap noBuHeH OyTH noiHdopmMoBaHuii.

3azanvne

JlutuHa noBuHHa Oyne mpuiiMati AOGakaBipy cyiabdar, 20 Mr/Mi, po3uuH opajibHUM, mwoaHsa. Lli niku
JIOTIOMaraxoTh KOHTPOJIIOBAaTH CTaH, ajne ue He 3acid Big BlJI-indekuii. ¥V Bamoi AUTHHM MOXKYTh
NpOJOBKYBAaTH pPO3BUBATUCH iHINI iH(eKuil Ta iHmi 3axBoproBaHHs, moB's3aHi 3 BlJI-indekuieto
(Hanpuxnau, onopTymcmqm iHeKuil). Lle norpeGyBaTuMe cneumbmﬂoro ' "m npoq)maKanHoro

HpaulBHI/IKOM He npununsiite naBatu niku 6e3 monepeaHbol p03M£$BW;

\1
l']paLIIBHI/IKOM f
19




Inuri nikapebki 3aco6n i AdakaBipy cyabgart, 20 Mr/mJji, po34uH OpaJbHHI

PoskaxiTh, Oyab nacka, JiKapio Baioi TMTHHH, MEIWYHOMY TNpaliBHUKY abo (apmauesTy, KO AUTHHA
npuitMae abo HeJlaBHO npuiiMana Oyib-sKi 1HIII JiKH, BKJIOYaOUHM JiKH, K1 poJaroTecs 0e3 peuenta.

Cymicue BBeieHHs abakaBipy i pubaBipiHy He PEKOMEHIYETHCS Yepe3 MOXKJIMBY 3HMKEHOIO BiIMOBIAIIO
Ha JIIKYBaHHs IeMaTUTy npenapaTaMi, 1o MICTSITh puOaBipHH.

KinekicTs abakaBipy y Bauliii KpoBi Moke OyTH 3MiHEHa HUIIXOM CYIyTHHOIO BUKOPUCTAHHS 3:

- aJKoroJjp

- JiKapchKi 3aco0u, NMOB'sI3aHi 3 MepopajbHUM BITaMiHOM A, HANPUKIIAJ, 130TPETUHOTH (JUlst Tepanii aKHe)
- pudamniunH (JTiKH Ui TiKyBaHHS TYOepKyJIb03Y)

- ¢enobapOiTan i GpeHiToiH (JiKapchbki 3acO0M 1151 T1IKYBaHHS CYA0M)

- JIOTiHABIp 3 PUTOHABIPOM, TUIIPAHaABIp 3 pUTOHABIPOM (iHIII AHTUPETPOBIPYCHI Npenapary)

Ockinbku abakaBip 30iMbIIye MBHAKICTh, MPU SAKil METaJOH BUIANAETHCA 3 OPraHi3My, MALI€HTH, LIO
MPUIMAIOTh METaIOH, OyIyTh MEPEBIPATUCSA HA HASABHICTb OY/b-IKUX CUMITOMIB BIIMiHH, 1, MOXKIIMBO, iX
J1032 METaJI0HY 3MIHUThHCS.

AbGakagipy cyabdat, 20 Mr/mJi1, po3uHH OpaJibHUI, 3 IKel0 | HanosIMU
Abakagipy cynbdar, 20 Mr/miI, po34uH OpajibHUN, MOKHA NpuiiMaTy 3 DXxero abo 6e3 Txi.

BaritHicTb i rogyBaHHsi rpyaaio

Barithi a0 JKiHKM-TOAYBaJbHHUII HE MNOBWHHI npuiiMaTth AbakaBipy cynbdar, 20 Mr/mi, po3uuH
OpasbHM, SKIIO CreliaJbHO He MPU3HAUYCHO JIIKapeM.

SIKIo mamieHTKa, sKa npuiimae abakaBip, CTa€ BariTHOK, BOHA NMOBMHHA HEraiiHO MOBIJOMHUTU CBOIO
nikapsi a00 MeIMYHOTrO NMpalliBHUKA.

AbakaBip, akTHBHA PCUOBMHA B LIbOMY Npernaparti, iMOBIpHO, Oyzae 3HalAeHUH B MOACLKOMY TPYJAHOMY
MOJIOLL.

SIkio martu 3aljikaBlieHa B TOJyBaHHI IpyIAbMH CBO€i JUTHHH, BOHA INOBUHHA OOrOBOPUTH PMU3MKH i
BUTOJIM 3 CBOIM JliKapeM a00 MEIMYHUM MPaLliBHUKOM.

KepyBanusi TpancnopTHUMH 3ac00aMH | BUKOPHCTAHHSA MallIlUH

Hisikux nocnipkeHb npo BIAMB ab0akapipy Ha 30aTHICTH KepyBaTH TPAHCHNOPTHUMM 3acobaMu i
MalnMHamu He Oyno BHKoHaHo. [Ipore, ctaH 310poB's 1 MOXK/IMBI MOOIYHI eekTH abakaBipy ciil OpaTu
JI0 YBaru, nepiu Hi’K po3risiaTi BOJIHHsA ad0 3 BUKOPUCTaHHAM MAalIMH.

Abakagipy cyabdart, 20 Mr/mJi1, po34duH opajbHHi, MICTHTB cOpPOITOJ, MeTHINApariIpoKkcHOeH30ar i
nponijinapariapokcudeHsoar.

L{i niku MIiCTATH ninconomxyBaq copOiT. SIKI0 BaM cKa3aB Ball JOKTOp, L0 y BAac € HENepeHOCHMICTh
JEAKUX LyKpIB, 3BEpPHITHCA 10 CBOro Jikaps abo MeAMYHOro mnpaliBHHKA, nepu HIK npuiimatu Lei
JikapchKuii 3acio.

AbakaBipy cyabdar, 20 Mr/mi, po34MH OpaJlbHHH, TaKOX MICTUTh
MpoMianapari JpokcuOeH30ar, siKki MOXKYTh BUKJIMKATH ajlepriuHi peakiii (M
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3.  SIK IPUMMATH ABAKABIPY CYJIb®AT, 20 MI'/MJI, PO3UHUH OPAJILHUI

3aBkau npuiiMaiite AbakaBipy cyiabdat, 20 MIr/Mi, po3uMH OpasibHMiA, B TOUHOCTI, K CKa3aB BaM Balll
nikap, MeAMYHUIA npauiBHUK abo ¢apmanesTt. [lepeBipTe 3 BammM jikapeM, MEAMUYHUM NpaliBHUKOM abo
(dapmaneBTOM, SIKIO BU HE BIIEBHEHI.

JliTi 6-THIXKHEBOTIO BIKY 1 CTaplIe:
KinbKicTh po3urHy B 3aJ1€KHOCTI Bil MacH Tija, 100 NpuiMaTH aBidi B AeHb (Mpuban3Ho yepes 12 roaun).

Maca Tina PekoMengoBaHa KiIbKICTh
BpaHLII BBeuepi
3-5.9«kr 3 M 3 mn
6-9.9 kr 4 M 4 Mn
10 -13.9 kr 6 M 6 M

Jlitu 3 macoto Tina 14 xr abo Gijblue, miAAITKH i JOPOCIIi:
JUnis uux rpyn naiieHTiB JOCTYMHI iHIN JiKapchkKi GOpMH, IO MICTATh OUIBIIY KiJIbKICTh aKTUBHOI
PEYOBHHH.

AbakaBipy cynabdar, 20 Mr/mi1, po34MH OpallbHUI, MOKHA MpUAMaTH 3 Dkero abo 6e3 1Ki.

Sk BUMIPSITH 103y | NpHHMATH JiKH

BukopucroByiiTe minpuil 11 1epopaibHOro J03yBaHHs, IKUI MIOCTABISIETHCS 3 YIIAKOBKOIO, JJ1s1 TOUHOTO
BUMipIOBaHH: J1034. [IpyM NOBHOMY 3alIOBHEHHI IINPULL MiCTUTH 10 MJT pO3UuHY.

3HimMiTh KpuIKY ¢urakona. 36epiraiite 1 HaiiHO.

Tpumaiite uiakon wineHO. BeTapTe muiacTHKOBHI ajanTep B ropJoBHHY (JaKkoHa.

3HIMITE KOBMAYyoK wnpuua. 36epiraiire Horo HailiHO i BCTaBTe WNMPHII IIJILHO B ajarnTep.

[TepeBepHiTh p1akoH 1O0ropu JHOM.

Bursryiite nopmeHs mnpuna, MoKy MIIpULL MICTUTUME TIOBHY JI03Y.

[Topepuitt ¢pnakon y npaBuasne nonoskenns. BuiiMiTe mmpHu 3 azanrepa.

ITomicTiTh WINpHI B POT IMTHHH, PO3TAIIyBABLIM KIHYMK IINPHILA HATIPOTH BHYTPIIIHEOT CTOPOHH

1oku Bawoi AuTHHU. IToBIIbLHO HATHCKAlITe HA MOpPIIEHb, Jal04YM Yyac NpoKoBTHYTH. He THCHITH

3aHAJITO CHJILHO 1 HE BIOPCKYHTE piIUHY B 3aJJHIO YaCTHHY ropJia Ballol AMTHHH, iHAaKIIe BiH/BOHA

MOXe€ 38 IMXHYTHCS.

8.  BisbmiTh mmpun i agantep i peTeNbHO MPOMHMIATE 1X YUCTOK BOAOK. Hexall BOHM NOBHICTIO
BMCOXHYTb, N€PLI Hi’k BUKOPUCTOBYBATH iX 3HOBY.

9. 3akpwuiiTe (1aKOH IIJTBHO KPHIIKOIO.

Sxmo npuiinsam Oiible AdakaBipy cyiabdary, 20 Mr/mii, po34HHy 0pajbHOr0, HiXK MOTPIGHO

SKio Bama JUTHHA BMMAJKOBO MNpHiiHANAa HaaTo (araTo JiKiB, BH INMOBHHHI--€Ka3aTH JiKapio Balloi
. iy, e . .

JUTHHHU, MEIMYHOMY NpaliBHUKY abo dapmaneBty, abo 3BEpPHYTHCS JAUKYQro BiJIIICHHS

HEBIJIKJIaJHOT JOTTOMOTH JIiKapHi ISl O JaJbIINX KOHCY/IbTaLLii.
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Sxuwo Bu 3a0yau gaTn Abakasipy cyabdar, 20 Mr/MJ, po34HH OpajJbHUH

Basxnuso He mpomyckatu 103u Abakasipy cynbdaty, 20 MI/Mi, po3urHy opaibHOro. Skimo Bu 3a0ynu
JaTW 03y JiKiB Ballol JUTHHH, | 3BEPHYIH yBary Ha lie¢ NMpOTAroM 6 TroIMH, JalTe NMpONyIleHy 103y
sxoMora mBume. JlaiiTe HacTynmHy 4eproBy 03y BiANoBiaHO 10 rpadika. SIKio BU NOMITHIM Ti3Hille,
JaiiTe HOpMalbHY JI03y IWTHMHI, KOJM TOBHMHHA OyTM HacTynmHa. He paBaiite moasiliHy no03y, 100
KOMIMeHcyBaTH 3a0yri no3u. Bakimeo paBati Abakapipy cynbdar, 20 MI/mi, po3unH OpajbHUM,
pEryIsipHoO, TakK K HEpEryIsipHe JA03yBaHHs MOXe 301TBIINTH PU3HK peakliil rinepyyTIuBOCTi.

SIkmo npunuHUIKM npuiimaT AGakaBipy cyiabdat, 20 Mr/mJii, po3uHH OpaJbHHI

OCKINIbKY Wi JIIKK KOHTPOJIIOIOTE 1 HE BHJIIKOBYIOTh CTAQH BallOl AWTHMHHM, AMTHUHA, K NPABMUJIO, IOBUHHA
npuiiMaTi iX NOCTiMHO. BH He MOBMHHI NMPUIMUHATH JIKYBaHHS, SKIIO TUIBKK Jikap abo MeaWdHuii
NpaliBHUK HE CKaXKe BaM.

SIkmo y Bac € sKi-HeOyab JOAATKOBI MWTaHHS 1110/10 BUKOPUCTAHHs JTaHOTO MPOJAYKTY, 3BEPHITECS 10
niKapsi, MEIUYHOTO TNpalliBHKMKa abo (apmarieBra.

4. MOKJIUBI IOBIYHI PEAKIIIT

SIk i Bci nikapebki 3acobu, Abakasipy cynbdar, 20 Mr/mi, po3unH OpalibHUM, MOXKE BUKJIMKATH MOOIYHi
edextu, xoua i He y Bcix. Ilpu nikyBaHHi BIJI-iHdekuii He 3aBKIM MOXKHA CKa3aTH, YU € JesKi 3
HeOaxaHux edekTiB, sKi BimOyBaroThCs, BUKIMKaHMUMH AbakaBipy cynbdarom, 20 Mr/mi, po3uuHOM
OpaJIbHUM, YM iHIIMMHU JIIKApChKUMHK 3acobamu, siKi npuiiMaroThest B TOM ke yac, abo BlJI-indekuiero. 3
i€l MPUYMHU JyKe BaXKJIHBO, 00 BM iHGOpMyBaau Jikaps a0 MeIUYHOro MpauiBHUKa Mpo Oyab-sKi
3MiHU B CTaHi 3JJ0pOB'S BALIOT TUTHHHU.

VY kJiHiYHUX BUNIPOOYBaHHAX Y Npu6au3Ho 3-4 Ha koxHi 100 nanieHTiB, IKi OTpUMyBaJIHn abakasip,
siki He MawThb reH, Hazanuid HLA-B*5701, po3Buny.uch peakuii rimepuyrtauBocTi (cepiio3Hi
ajiepriyHi peakuii).

Ile onmcano B posuini «Ilonepe/keHHs i 3anoOikHI 3aX0au» B pO3JAiUTI 2 LBOro JMCTKA-BKIJIAAHMILA.
BaxuimBo, o6 BU npoyuTany i 3po3yMisin iHgopmalito npo i cepio3Hi peakiiii.

Huxue HaBeieHO nepesiik no0iyHMX edeKTiB, B OCHOBHOMY, Ha MiJACTaBi JaHUX JIOPOCIUX Malli€HTIB.

Yacri nodivHi edpextn (6inbiue, Hizk 1 3 koxkHux 100 nanieHTiB):
- BMCHI Ha LKipi (6e3 Oyap-sAKOT 1HII0T XBOPOOH)

- HyjoTa, OJI0BaHHS, Aiapes

- TOJIOBHMH 611k

- rapsiuka

- MJISIBICTB, BTOMA, BTpATa aneTuTy.

Pinki no6iuni edextn (Big 1 va 1000 i 1 na 10 000 nauieHTiB):
- 3anajeHHs MiJIUTYHKOBOI 3271034 (TaHKPeaTHT).

Z[yme pimci n06qui ed)eKTn (MeH1 Hi)K 1 1a 10 000 HauiCHTiB)




Yacrora HeBizoma:

Hactynni no6iyni edextn Gynu 3apeecTpoBaHi y MAalli€HTIB, sIKi OTPUMYBAIH JIKYBaHHS JiKapChKUMHU
npenaparamu rpynyd HI3T, no skoi Takox Hanexurts abakaip. [Ipote, ouinka yactotu nux edekxris
HeJJOCTYyIHa:

- JlakToaumao3 (HaKOMWYEHHS MOJIOYHOI KHCIOTH B OpraHi3Mi, IO MOe MPHUBECTH IO Jeriapartarii i
koMu). ['nuboke, 1IBKAKE AMXAaHHSA, COHIMBICTD, 1 HeclielMI9HI CUMITTOMH, TaKi K Hy10Ta, OJIOBaHH 1
6011 B )KUBOTI, MOXXYTh BKa3yBaTH Ha PO3BUTOK JIAKTOALIUI03Y.

- 3MiHM y $opMi Tisla yepes 3MiHM B pO3MOAini Kupy. BoHH MOXKYTE BKIIOYAaTH B cebe BTpATy JKUPY 3 HIT,
pyK 1 o0nuyus, 30iNbIIEHHS XUPY B 00JacTi YepeBHOI MOPOKHUHU (KMBIT) 1 HABKOJO BHYTPILIHIX
OprasiB, 301JIbIICHHS Ipy/AeH i )KUPOBUX I'PYIOYOK Ha 3aHil yacTHHI WK («ropO OyiiBonay). [lpuunna
Ta JIOBFOCTPOKOBI HACIIKU JJIsT 3/I0POB's IMX YMOB HE BiZIOMi B Lieit yac.

- 301BLIEHHS MOJOYHOI KUCIIOTH i IYKPY B KPOBI, 301JIbILIEHHS )KUPIB B KPOBI

- OCTEOHEKpO3 (CMepTh KICTKOBOI TKAHUHH)

- CHHIpPOM IMyHHOrO BifHOBNeHHs (nuB. «[lonepemkenHs i 3anobixHi 3aX0an» B po3aifi 2).

Skmo axkuit-HeOyab 3 nmoOiuHMX edeKTiB crae cepio3HHMM, abo SKIO BU MOMITHIM Oyab-siKi MoOiuHi

edexTH, He nepepaxoBaHi B JaHOMY iHpOpMaLiitHOMY JTUCTKY, OyIb acka, MOBIAOMTE JiKapsi, MEIUUHOTO
npauiBHuka abo dapmarenTa.

5.  SIK 3BEPITATU ABAKABIPY CYJIb®AT, 20 MI'/MJI, PO3UHH OPAJIbLHUI

30epiraiite 11i JIiKK 11032 30HOKO YBaru i JOCSKHOCTI JITEH.

He 36epiratu Bumie 30°C. He 3amoposxyBaTu.

He BukopucroByiite po3unH opaibHuil yepe3 28 AHIB Mic/d NEpLIOro BiAKPUTTS ¢uiakoHa.

.He BukopucroByiite AbakaBipy cynabdar, 20 Mr/mMa, po3yuH OpajbHUHN, MiciAs 3aKiHYEHHS TEepPMiHy
NPUIATHOCTI, 3a3HAUYEHOT0 Ha YNakoBUi. TepMiH MPUAATHOCTI BIAHOCHUTBCSA IO OCTAHHBOTO JIHS TOrO
MicCsAL.

He Bukunaiite Oyap-axi Jiku yepe3 cTiuHi Boau abo noOyToBi Biaxoau. 3anuTaiire Bamoro dapmanesra,

SIK BUKUHYTH J'lil(l/l, ki Bu Oinblie He BUKOPUCTOBYETE. U,l 3aX04H AONOMOXYTh 3aXHMCTUTHU HABKOJIMIIHE
CepeIOBUIIIE.

6. BMICT YIIAKOBKH TA THHIA IH®OOPMAILIS

IIlo micTuTL AGakaBipy cyiabdar, 20 Mr/Mi1, po3uHH opaabHHI

AxTuBHMIA iHrpenieHT — 20 mMr abakasipy (y ¢opMi cynbdary) B KOKHOMY MJI PO3UHHY.

[Hmi  iHrpemieHTH: apomaruzatop OaHaHOBHWM, KHCJIOTa JIMMOHHA, METHIINApari ipoKcHOeH30ar,

MpOMiJINaparipoKcuOeH30atT, NpoMNiNeHIIiKoIb, BOJA OUMIIEHa, CaXapuH HaTpi
PO3YMH, L0 HE KPUCTANI3YEThCS, a@pOMATHU3ATOP MOJTYHUIHHIA. ;
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Sxuii mae Burasig Adakasipy cyiabgat, 20 Mr/Mi1, po34iuH O0pajJbHHIA, | BMICT YIAKOBKH

Abakagipy cyabdat, 20 Mr/Ma, po3uMH OpajbHUll, — Mpo3opa abo 37erka omnajeclLiloroya KOBTyBaTa

pi)mua 3 HOHyHI/ILIHO-GaHaHOBI/IM 3a11axoM.

Abakasipy cynbdar, 20 Mr/mi, po3dMH OpajbHHM, MOCTABIAETLCS y (IAKOHI 3 MOJMIETHICHY BHUCOKOT
minsHocTi (HDPE) (250 M), 3akpuToMy 28 MM IITACTMKOBOIO KPUIIKOK 3 YHKIIEK 3aXUCTY BiJ AiTel,
abo 3 iHaykuiiHO 3akynopenoto Bkiaakow (FSE), abo Bkmamkoro 3i crnineHoro nosietuieny. ®akon
mictute 240 M (20 mr abakaBipy/mn) pozuumHy. 10 MJI mpuil Ui TepopasbHOrO JI03YBaHHS i
NIACTUKOBMIA azanTep A7s (aKoHa BXOAATH /10 YIAKOBKH.

IHocTrayanbuuk i Bupoouuk

ITocTayanbHUK

Bupoouunk

I'erepo Jla63 Jlimitenq

7-2-A2, I'erepo Kopnope#t
Inpactpian Ecreiire, Canar Harap
Xaitnepaban -500 018

Anppa lpanem

Inpis

Ten: 91-40-23704923/24/25

Daxc: 91-40-23704926, 23714250
Email: Sangeetha. G@heterodrugs.com

I'erepo JIa63 JlimiTen

Owmit -III, # 22-110

LL.J.A., JDxkuaimerna

Xaiinepaban 500 055

Awnppa [lpaznem

Inpis

Ten: 91-40-23140377 / 78

®daxkc: 91-40-23140376

Email: Sangeetha.G(@heterodrugs.com

s orpumanHs Oyne-skoi iHdopmauii mpo ueil jikapcbkuil 3aci®, Oyab Jacka, 3BEpHITbCA 10

rocravdyalJibHHKa.

Ieit mnerok-BKIIaAMI OYJI0 BOCTAHHE 3aTBEp/KeHO0 y aucronai 2013

HeranbHa iHdopmalis npo uei jnikapchkuii 3acié gocTynmHa Ha BeO-caiiti BceecBiTHBOT opraizauii

oxopon# 310poB's (BOO3): http://www.who.int/prequal/ .

24




<TEKCT IIOIIEPE/DKYBAJIPHOI KAPTKH>

CTOPOHA 1 BA’KJIMBO - IIONEPE/UKYBAJIbHA KAPTKA
AbakaBipy cyabgar, 20 Mr/mi1, po34dH OpaTbLHU
HociTh 1110 KapTKY 3 c060K0/BAII00 JHTHHOK BeCh Yac
Y nauientis, sKi npuiimarote Abakasipy cyabgdar, 20 Mr/mMi, po34uH OpaibHKM, MOXKYTh PO3BUHYTHCS
peakuii rinep4yTIMBOCTI (cepiio3Hi anepriuni peakuii), sKi MOKYThL OyTH 3arpo3JIMBHMH ISl KHTTS,
AKIO JiKyBaHHA AOakaBipy cyibdarom, 20 Mr/mi1, po3uHHOM OpalbHUM, TPUBAE.
HEIAMHO 3BEPHITHCSI 1O BAIIOI'O JIIKAPSI ABO MEJUYHOI'O TIPAIIIBHUKA
3a MOPAajoIo Npo Te, YU Balla AMTHHA NOBHHHA IPUIIHHUTH Npuiiom Abakagipy cyasdarty, 20 mr/mu,
PO3YHHY OPaJbHOr0, AKIIO:
1) y Hboro/nei BUHHK BHcHN HA mKkipi ABO
2) y HbOro/nei BUHHK OIHH 260 GijibIe CHMIITOMIB He MeHIle siK i3 IBOX HaBeaeHuX HHzKYe TPyl

- rapsua

- 3aauiuka, 6i1b y ropai abo Kaiesb

- Hypnora abo 6moBanHs1, abo niapesi, abo 6171k y KHUBOTI
pi3ka cnabkicTh a00 BTOMIIFOBAHICTh, a00 roraHe 3arajibHe caMONoYyTTsI
Slkimo Bamia JUTHHA TNPHMIIMHWIA JIKyBaHHA AOakaBipy cynbdarom, 20 MIr/mi, po3uHMHOM OpalbHHM,
yepes 1o peakuiro, Bin/Bona HE ITOBHHHI HIKOJIN 3ACTOCOBYBATHU Aobakasipy cynsdar,
20 mr/mn, po3umH opanbHMil, a00 Oyab-sKMi IHIIMI Ipenapar, 1o MicTUTh abakaBip (Hanpukiajn 3iareH,
Kisekca, TpusuBip) NOBTOPHO, OCKIJBKHM MPOTSATOM KiJILKOX FOJHH MOKE PO3BUHYTHCH HeOE3IeuHe 1
JKMUTTS 3HWKEHHSI apTepialbHOr0 TUCKY a0 CMEpTh.

(IMB. 3BOPOTHIO CTOPOHY KAPTKH)

CTOPOHA 2

By noBuHHI HeraifHO 3B’A3aTHCA JliKapeM Balloi AMTHHM a00 MEANYHMUM MMPalliBHUKOM, SKIIO BU JyMaETe,
0 Bamia JUTMHA BiA4yBa€ peakllilo rinepyyTiaMBocTi Ha AbakaBipy cynbdar, 20 Mr/miu, po3uuH
OpaJlbHUM.

Hanuumite Huk4de aertani Jikaps Baliol IMTHHH/MEIUYHOTO MpaLliBHUKA:

JIiKap/MeIMUHUI MPALIBHHK: ....eevveereeeeieriesensensenanennsns

L1 U DU —

SIkmo nikapsi a0 MeIHYHOro NpaniBHAKA HEMAE B HASIBHOCTI, BU IOBHHHI TEPMIHOBO 3BepPHYTHCSI
32 aJIbTEPHATHBHOI0 MEJIHYHOI0 KOHCYJbTALICI0 (HANIPUKIAA BiJIiJIEHHs HEBIAKJIAJHOT JONOMOIrH
HalOaHKY01 JiKapHi).

Ilono indopmanii i3 3aragbHUX nMTaHe npo AbakaBipy cyibgar, 20 Mr/MJ, pO3YMH OpalbHUH,
3BepHiThes 10 ['erepo JIab3 Jlimites.

Ten: 91-40-23704923/24/25
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