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1. NAME OF THE MEDICINAL PRODUCT

Lamivudine 150 mg Tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each tablet contains 150 mg lamivudine.

For a full list of excipients see 6.1

3. PHARMACEUTICAL FORM
Film coated tablet

White, round shaped, biconvex, film coated tablet with bevelled edge, scored on one side and
debossed with ‘108’ on the other side.

The score-line is only to facilitate breaking for ease of swallowing and not to divide into equal dose.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Lamivudine 150 mg Tablets is indicated in combination with other antiretroviral agents for the
treatment of Human Immunodeficiency Virus (HIV) infected adults, adolescents and children
weighing at least 25 kg.

Consideration should be given to official treatment guidelines for HIV-1 infection, e.g. those of the
WHO: http://www.who.int/hiv/pub/arv/arv-2016/en/).

4.2 Posology and method of administration

The therapy should be initiated by a health care provider experienced in the management of HIV
infection.

Adults, adolescents and children (weighing at least 25 kg):
The recommended dose of Lamivudine 150 mg Tablets is 300 mg daily. This may be administered as
either one 150 mg twice daily or 300 mg (2 x 150 mg tablets)once daily (see section 4.4).

Children weighing less than 25 kg

This product should not be used in children weighing <25 kg since appropriate dose adjustments
cannot be made. For these patients another formulation should be used, e.g. a tablet which can be used
to give a smaller dose of lamivudine or an oral solution.

Lamivudine 150 mg Tablets may be taken with food or between meals. To ensure administration of
the entire dose, the tablet should be swallowed whole. For patients who are unable to swallow tablets,
lamivudine is available as an oral solutior. Alternatively, the tablets may be crushed and added to 2
small amount of semi-solid food or liquid, all of which should be consumed immediately.

Special populations

Older people:

No specific data are available; however, special care is advised in this age group due to age-associated
changes such as the decrease in renal function and alteration of haematological parameters.

" Trade names are not prequalified by WHO. This is the national medicines regulatory authority’s (NMRA)
responsibility. Throughout this WHOPAR the proprietary name is given as an example only.
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Liver Impairment

No dose adjustment is necessary.

Renal Impairment

WHOPAR part 4

November 2017

Lamivudine concentrations are increased in patients with moderate - severe renal impairment due to
decreased clearance. The dose should therefore be adjusted, using oral solution presentation of
lamivudine for patients whose creatinine clearance falls below 30 ml/min (see tables).

Dosing recommendations — Adults, adolescents and children (weighing at least 25 kg):

Creatinine clearance (ml/min) | First dose Maintenance dose
>50 300 mg or 300 mg once daily
150 mg 150 mg twice daily
30-49 150 mg 150 mg once daily
15 - 29* 150 mg 100 mg once daily
5-14* 150 mg 50 mg once daily
< 5* 50 mg 25 mg once daily
*Another formulation such as an oral solution is required for patients with creatinine clearance of
less than 30 ml/minute

43 Contraindications
Hypersensitivity to the active substance or to any excipients listed in section 6.1.

4.4 Special warnings and special precautions for use

Transmission of HIV

While effective viral suppression with antiretroviral therapy has been proven to substantially reduce
the risk of sexual transmission, a residual risk cannot be excluded. Precautions to prevent transmission
should be taken in accordance with national guidelines.

Renal impairment
In patients with moderate to severe renal impairment, the terminal plasma half-life of lamivudine is
increased due to decreased clearance, therefore the dose should be adjusted (see section 4.2).

Triple nucleoside therapy

There have been reports of a high rate of virological failure and of emergence of resistance at an early
stage when lamivudine was combined with tenofovir disoproxil and abacavir as well as with tenofovir
disoproxil and didanosine as a once daily regimen.

Mitochondrial dysfunction following exposure in utero
~ Nucleoside and nucleotide analogues may impact mitochondrial function to a variable degree, which is
most pronounced with stavudine, didanosine and zidovudine. There have been reports of
mitochondrial dysfunction in HIV-negative infants exposed in utero and/or post-natally to nucleoside
analogues; these have predominantly concerned treatment with regimens containing zidovudine. The
main adverse reactions reported are haematological disorders (anaemia, neutropenia) and metabolic
disorders (hyperlactatemia, hyperlipasemia). These events have often been transitory. Late-onset
neurological disorders have been reported rarely (hypertonia, convulsion, abnormal behaviour).
Whether such neurological disorders are transient or permanent is currently unknown. These findings
should be considered for any child exposed in utero to nucleoside and nucleotide analogues, who
presents with severe clinical findings of unknown etiology, particularly neurologic findings. These
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findings do not affect current national recommendations to use antiretroviral therapy in pregnant
women to prevent vertical transmission of HIV.

Weight and metabolic parameters

An increase in weight and in levels of blood lipids and glucose may occur during antiretroviral
therapy. Such changes may in part be linked to disease control and life style. For lipids, there is in
some cases evidence for a treatment effect, while for weight gain there is no strong evidence relating
this to any particular treatment. For monitoring of blood lipids and glucose reference is made to
established HIV treatment guidelines. Lipid disorders should be managed as clinically appropriate.

Pancreatitis

Cases of pancreatitis have occurred rarely. However it is not clear whether these cases were due to the
antiretroviral treatment or to the underlying HIV disease. Treatment with Lamivudine 150 mg Tablets
should be stopped immediately if clinical signs, symptoms or laboratory abnormalities suggestive of
pancreatitis occur.

Immune Reactivation Syndrome ‘

In HIV-infected patients with 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 these
events can occur many months after initiation of treatment.

Opportunistic infections

Patients receiving Lamivudine 150 mg Tablets 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 heath care providers experienced in the treatment of these
associated HIV diseases.

Liver disease

Caution should be exercised when administering lamivudine to any patient with hepatitis B
coinfection. Lamivudine is an inhibitor of hepatitis B virus (HBV) replication. Discontinuation of
lamivudine or virologic failure after development of resistance to lamivudine by HBV may cause
hepatic deterioration and a hepatitis flare. Periodic monitoring of liver function tests and markers of
HBYV replication is recommended for at least four months if lamivudine is discontinued in HBV-
coinfected patients.

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.

If Lamivudine 150 mg Tablets is discontinued in patients co-infected with hepatitis B virus, periodic
monitoring of liver function tests and markers of HBV replication is recommended, as withdrawal of
lamivudine may result in an acute exacerbation of hepatitis.

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 (see section 4.8).
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Osteonecrosis

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

Drug Interactions
Lamivudine 150 mg Tablets should not be taken with any other medicinal product containing
lamivudine.

Because of overlapping resistance and lack of additive antiretroviral effects, Lamivudine 150 mg
Tablets should not be taken with emtricitabine (see section 4.5).

The combination of lamivudine with cladribine is not-recommended (see section 4.5).

4.5 Interaction with other medicinal products and other forms of interaction
Interaction studies have only been performed in adults.

The likelihood of metabolic interactions is low due to limited metabolism and plasma protein binding
and almost complete renal clearance.

Lamivudine metabolism does not involve CYP3A, making interactions with medicinal products
metabolised by this system (e.g. PIs) unlikely.

Sulfamethoxazole/trimethoprim increases plasma concentrations of lamivudine but a clinically
significant effect is not expected; the patient should be monitored for lamivudine toxicity in case of
marked renal impairment or if high doses of sulfamethoxazole/trimethoprim are used (e.g. for
Pneumocystis jirovecii pneumonitis treatment).

Medicinal products, whose main route of elimination is active renal secretion via the organic cationic
transport system, e.g. trimethoprim, may interact with lamivudine. Medicinal products (e.g. ranitidine,
cimetidine), which are eliminated only in part by this mechanism, were shown not to interact with
lamivudine.

Due to similarities, Lamivudine 150 mg Tablets should not be administered concomitantly with other
cytidine analogues, such as emtricitabine. Moreover, Lamivudine 150 mg Tablets should not be taken
with any other medicinal products containing lamivudine (see section 4.4).

In vitro lamivudine inhibits the intracellular phosphorylation of cladribine leading to a potential risk of
cladribine loss of efficacy in case of combination in the clinical setting. Some clinical findings also
support a possible interaction between lamivudine and cladribine. Therefore, the concomitant use of
lamivudine with cladribine is not recommended (see section 4.4).

4.6 Fertility, pregnancy and lactation

Pregnancy

WHO HIV Treatment guidelines recommend lamivudine-containing therapy for pregnant women and
women of childbearing potential.

No increased risk of birth defects has been reported for lamivudine (www.apregistry.com).

Breastfeeding

Lamivudine is excreted into the breast milk of lactating mothers.

Current recommendations on HIV and breastfeeding (e.g. those from the WHO) should be consulted
before advising patients on this matter.
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Preferred options may vary depending on the local circumstances.

Fertility
Studies in animals showed that lamivudine had no effect on fertility (see section 5.3).

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed.
Nevertheless, the clinical status of the patient and the adverse reaction profile of Lamivudine 150 mg
Tablets should be borne in mind when considering the patient’s ability to drive or operate machinery.

4.8 Undesirable effects
The following adverse reactions have been reported during therapy for HIV disease with lamivudine.

The adverse reactions considered at least possibly related to the treatment are listed below by body
system, organ class and absolute frequency. Frequencies are defined as very common (>1/10),
common (=1/100 to <1/10), uncommon (>1/1,000 to <1/100), rare (>1/10,000 to <1/1,000), very rare

(<1/10,000).
System Organ | Common | Uncommon Rare Very Rare
Class
Blood and Neutropenia and Pure red cell
lymphatic anaemia (both aplasia
system orders occasionally
severe),
thrombocytopenia
Metabolism and Lactic
nutrition acidosis
disorders
Nervous system | Headache, Peripheral
disorders insomnia neuropathy
(or
paraesthesia)
Respiratory, Cough,
thor?clc. and Nisal
nfedlastmal symptoms
disorders
Gastrointestinal | Nausea, Pancreatitis,
disorders vomiting, elevations in
abdominal serum amylase
pain or
cramps,
diarrhoea
Hepatobiliary Transient Hepatitis
disorders elevations in liver
enzymes (AST,
ALT)
Skin and Rash, Angiooedema
subcutaneous alopecia
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tissue disorders

Musculoskeletal | Arthralgia, Rhabdomyolysis
and connective | muscle
tissue disorders | disorders

General Fatigue,
disorders and malaise,
administration | fever

site conditions

Weight and levels of blood lipids and glucose may increase during antiretroviral therapy (see section
4.4)

In HIV-infected patients with severe immune deficiency at the time of initiation of combination
antiretroviral therapy, an inflammatory reaction to asymptomatic or residual opportunistic infections
may arise. 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 these events
can occur many months after initiation of treatment (see section 4.4).

Cases of osteonecrosis have been reported, particularly in patients with generally acknowledged risk
factors, advanced HIV disease or long-term combined antiretroviral exposure. The frequency of which
is unknown (see section 4.4).

4.9 Overdose

No specific symptoms or signs have been identified following acute overdose with lamivudine, apart
from those listed as undesirable effects.

If overdose occurs the patient should be monitored for evidence of toxicity (see section 4.8), and
standard supportive treatment applied as necessary. Since lamivudine is dialyzable, continuous
haemodialysis could be used in the treatment of overdose, although this has not been studied.

S. PHARMACOLOGICAL PROPERTIES

S.1 Pharmacodynamic properties

Pharmacotherapeutic group: nucleoside and nucleotide reverse transciptase inhibitor, ATC Code:
JOSAFOS.

Mechanism of action

Lamivudine is a nucleoside analogue which has activity against human immunodeficiency virus (HIV)
and hepatitis B virus (HBV). It is metabolised intracellularly to the active moiety, lamivudine 5’-
triphosphate. Its main mode of action is as a chain terminator of viral reverse transcription. The
triphosphate has selective inhibitory activity against HIV-1 and HIV-2 replication in vitro, it is also
active against zidovudine-resistant clinical isolates of HIV. No antagonistic effects in vitro were seen
with lamivudine and other antiretrovirals (tested agents: abacavir, didanosine, nevirapine and
zidovudine).

Clinical efficacy and safety

Lamivudine has been investigated in several randomised, prospective clinical trials in combination
with other antiretroviral drugs. These studies demonstrate significant decrease in plasma HIV RNA
and increase in CD4 cell counts when lamivudine is used in combination with another nucleos(t)ide
analogue and third agent of a different therapeutic class, e.g. a non-nucleoside reverse transcriptase
inhibitor (NNRTI) ,protease inhibitor (PI) or integrase strand transfer inhibitor (INSTI). In recent
studies by intention-to-treat analysis 88% of subjects achieved plasma HIV RNA < 50 copies/ml after
48 weeks of combination antiretroviral treatment.
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Resistance

HIV-1 resistance to lamivudine involves the development of a M184V amino acid change close to the
active site of the viral reverse transcriptase (RT). This variant arises both in vitro and in HIV-1
infected patients treated with lamivudine-containing antiretroviral therapy. M184V mutants display
greatly reduced susceptibility to lamivudine and show diminished viral replicative capacity in vitro. In
vitro studies indicate that zidovudine-resistant virus isolates can become zidovudine sensitive when
they simultaneously acquire resistance to lamivudine. The clinical relevance of such findings remains,
however, not well defined.

In vitro data tend to suggest that the continuation of lamivudine in anti-retroviral regimen despite the
development of M184V might provide residual anti-retroviral activity (likely through impaired viral
fitness). The clinical relevance of these findings is not established. Indeed, the available clinical data
are very limited and preclude any reliable conclusion in the field. In any case, initiation of susceptible
NRTT’s should always be preferred to maintenance of lamivudine therapy. Therefore, maintaining
lamivudine therapy despite emergence of M184V mutation should only be considered in cases where
no other active NRTI’s are available.

Cross-resistance conferred by the M184V RT is limited within the nucleoside inhibitor class of
antiretroviral agents. Zidovudine and stavudine maintain their antiretroviral activities against
lamivudine-resistant HIV-1. Abacavir maintains its antiretroviral activities against lamivudine-
resistant HIV-1 harbouring only the M184V mutation. The M184V RT mutant shows a <4-fold
decrease in susceptibility to didanosine; the clinical significance of these findings is unknown. In vitro
susceptibility testing has not been standardised and results may vary according to methodological
factors.

Lamivudine demonstrates low cytotoxicity to peripheral blood lymphocytes, to established
lymphocyte and monocyte-macrophage cell lines, and to a variety of bone marrow progenitor cells in
vitro.
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5:2 Pharmacokinetic properties

Absorption and bioavailability

Lamivudine is rapidly absorbed following oral administration. Bioavailability is between 80 and
85%and is not altered by food intake.

No pharmacokinetic data are available for Lamivudine 150 mg Tablets. A bioequivalence study was
conducted with Lamivudine 300 mg Tablets, which are proportionally similar to Lamivudine 150 mg
Tablets in composition. Following a single dose of Lamivudine 300 mg Tablets in healthy volunteers,
mean (SD) lamivudine Cmax was 2657 ng/ml (915 ng/ml) and the mean (SD) AUCO-inf was 11280
ngh/ml (3161 ng'h/ml). The mean (+ SD) lamivudine tmax values was 110 (+ 0.71) hours.

Distribution

Intravenous studies with lamivudine showed that the mean apparent volume of distribution is 1.3 I/kg.
Lamivudine displays limited binding to the major plasma protein albumin (< 36% serum albumin in
vitro).

Biotransformation
Metabolism of lamivudine is a minor route of elimination.

Elimination

The observed lamivudine half-life of elimination is 5 to 7 hours. The half-life of intracellular
lamivudine triphosphate has been estimated to approximately 22 hours. The mean systemic clearance
of lamivudine is approximately 0.32 I/h/kg, with predominantly renal clearance (> 70%), including
tubular secretion through the organic cationic transport system.

Special populations

Hepatic impairment: data obtained in patients with moderate to severe hepatic impairment show that
lamivudine pharmacokinetics are not significantly affected by hepatic dysfunction.

Renal impairment: studies in patients with renal impairment show that lamivudine elimination
decreases with increasing degrees of renal dysfunction. Therefore, dose adjustment may be necessary
(see sections 4.2 and 4.4). If so, separate formulations of lamivudine must be used.

Children: In general, lamivudine pharmacokinetics in paediatric patients are similar to adults.
However, absolute bioavailability (approximately 55-65%) was reduced in paediatric patients below
12 years of age. In addition, systemic clearance values were greater in younger paediatric patients and
decreased with age, approaching adult values around 12 years of age.

53 Preclinical safety data

Administration of lamivudine in animal toxicity studies at high doses was not associated with any
major organ toxicity. At the highest dosage levels, minor effects on indicators of liver and kidney
function were seen together with occasional reductions in liver weight. The clinically relevant effects
noted were a reduction in red blood cell count and neutropenia.

Mutagenecity and carcinogenecity

Lamivudine was not mutagenic in bacterial tests but, like many nucleoside analogues, showed activity
in an in vitro cytogenetic assay and the mouse lymphoma assay. Based on the totality of the available
data it is concluded that lamivudine should not represent a genotoxic hazard to patients undergoing
treatment.

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

Reproductive toxicology
In reproductive toxicity studies in animals, lamivudine was shown to cross the placenta. Lamivudine
was not teratogenic in animal studies and data on early embryonic deaths were not consistent between
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species. Data from monkey studies demonstrated that foetuses exposed in utero to the combination of
zidovudine and lamivudine sustained a higher level of nucleoside analogue-DNA incorporation into
multiple foetal organs, and showed evidence of more telomere shortening than in those exposed to
zidovudine alone. The clinical significance of these findings is unknown.

A fertility study in rats has shown that lamivudine had no effect on male or female fertility.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients
Core tablet: Microcrystalline cellulose, sodium starch glycolate, magnesium stearate

Film coat: Hypromellose, polyethylene glycol, polysorbate, titanium dioxide
6.2 Incompatibilities
Not applicable.

6.3 Shelf life
48 months

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

Store tablets in blisters in the provided carton.

6.5 Nature and contents of container

Blister packs
Blister strips of PVDC coated PVC film and plain aluminium foil containing 10 tablets. The blisters
strips are placed in one outer carton box (6 strips per box).

HDPE bottle packs
Round opaque white coloured open mouth HDPE bottle with polypropylene child resistant caps
containing 60 tablets.

6.6 Instructions for use and handling and disposal
No special requirements.

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

7. SUPPLIER

Micro Labs Limited

# 27, Race Course Road

Bangalore — 560001

Karnataka

India

Tel: +91-80-2237 0451 to 2237 0457
Fax: +91-80-2237 046

8. WHO REFERENCE NUMBER (PREQUALIFICATION PROGRAMME)
HA644 :

9. DATE OF FIRST PREQUALIFICATION
26 October 2016
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10. DATE OF REVISION OF THE TEXT
November 2017

Detailed information on this medicinal product is available on the website of the WHO
Prequalification Programme https://extranet.who.int/prequal
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JlamiByius 150 Mr Tabnerku
(Mixpo Jla6e JItn), HA644 WHOPAR yactuna 4 JIuctoman 2017

1.  HA3BA JIKAPCBKOI'O 3ACOBY
JlamiByuH, 150 mr tabnetku
2. SIKICHUH I KUIBKICHHH CKJIAJL

Kosxxna tabnerka micturs 150 Mr NaMiByHHY.
[loBHM# CIMCOK AOMOMIKHHX PEHOBHH HaBENEHO B po3aini 6.1.

2. JIKAPCBKA ®OPMA

TabneTkwu, BKpUTI IUTIBKOBOIO 060IOHKOIO

Bina, xpyriioi ¢popmu, nsoonykia tabnerka 3 miiBkoBuM TIOKPHUTTAM 3i CKOLICHUM KPA€EM 3 OIJHOTO
6oy i 3 TucHeHHsM ‘108” 3 iHmmoro Goky.

Posnozinbya pucka HaHeceHa /1A PO3OMY 3 METOIO MOJIETrIEHHS KOBTaHHS, a HE U1 PO3MOALICHHS
JO3H.

3. KJIHIYHI XAPAKTEPUCTHUKHA
4.1 TepaneBTu4Hi nokazaHus

JlamiByun, 150 Mr TabneTku y kom6iHauii 3 iHIIMME aHTHPETPOBIPYCHUMH TpenapaTaMu
NpU3HaYeHHH 11s nikyBanHsa BUI-indekuii y nopocmux, mimtitkis i giteii Baroio He merme 25 KT.
Cnin BpaxoByBaTH odiuiiiHi pexoMeHmauii moxo nikyBauHs BLUJI-1, nanpuxnani,

BO3: http://www.who.int/hiv/pub/arv/arv-2016/en/).

4.2 Cmoci6 3acTocyBanus Ta 103H

JlikyBaHHA MpH3HaYae cnewianicT, Skuii Mae AOCBIN nikyBanHs BUT-indexuii.

Hopocni, nionimxu ma oimu (3 macoio mina ne menwe 25 xe):

Pekomennosana no3a tabnerok JlamiBymus — 300 mr Ha no0y.

Moxumnii crioci6 3actocyBanns a6o mo 150 mr 2 pasu Ha 100y a6o 300 mr (2 Tabaerku x 150 mr)
OZIMH pa3 Ha 100y (auB. po3ain 4.4).

Himu (3 macorw mina menwe 25 x2):

Hanuii npenapar He ciix 3acTocoByBatH y AiTeH 3 Macoro Tina MeHme 25 Kr, OCKiJbKH BiAMOBi/IHI
KOPHI'YBaHHS /I03H HEMOMUTHBO 3pOGHTH.

Jist uux nmanieHTiB ci1ig BUKOPUCTOBYBATH iHUIY J1ikapcbKy (OpMy/n03y, Hanp. TaGIeTKH, K MOXKHA
34CTOCOBYBAaTH Ul OTPHMAHHS MEHIUIOi J03W JaMiByIHHY a6o mpemapar y dopmi pozuuny nns
MEPOPaJILHOTO 3aCTOCYBAHHA.

JlamiBynun 150 Mr TabneTkn MoskHa npHitMaTH i yac iy a6o Mix npuHoMaMH xi.

3 MeToI0 rapaHTyBaHHs NPHIHOMY IOBHOI 103M npenapaty GaxaHo TableTKy NPOKOBTYBAaTH LiJIOK,
6e3 nonpiGuerns. [ia nixysauHs nauienTin, . gxi ue MOXYTh. IPOKOBTHYTH. LTy TableTky, Mo)xHa
3aCTOCYBATH npenapar y Gpopmi po3uuHy s BHYTpilIHBOrO 3acTocyBaHHA. AGO Xk TabieTky MokHa
NOAPIOGHHTH Ta OJATH 110 HEBEJIMKOI KiUTBKOCTI Ki a60 pimvHu i BHTH Oftpasy.

Iayienmu nimnvozo eixy

Crenia/lbHUX 1aHMX HEMae, ONHAK PEKOMEHIYEThCs MPULIATA OCOGMMBY yBary Wil rpymi XBOpHX y
3B’A3KY 3 BIKOBHMM 3MiHAMM, HANPHKIAA 3i 3HMKSHHAM ¢ynkuii HEpok i mNoOpymeHHIM
reMaTo/IOriYHHX MMOKa3HHKIB.

Ilayienmu 3 neuinkoeoio nedocmammuicmio

HeobxinHocTi y kopekwuii 1034 B pomy BUIAJKy HEMae.

Onea
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Ilayienmu 3 nupxosoro nedocmamuicmio

YV XBOpHX i3 MOMIpHHM i TSKKMM CTyTeHeM HHDKOBOI HeZOCTATHOCT KOHLEHTpallis JIaMiByUHY
MiABHILYETHCA BHACTINOK 3HIDKEHHS KIipeHCY, TOMY JO3H LIS JIIKyBaHHS TALIEHTIB 3 KJIIPEHCOM
KpeaTuHiny MeHme 30 MJ/XB CJliji 3MEHLIHTH.

Pexomenoayii wooo 0osyeanns - dopocni, nionimxu ma dimu (8azoio ne menwe 25 k2):

Knipenc KpeaTuHiHy, | [TouaTtkoBa n03a [MinTpumyroua noza
MII/XB
= 50 300 mr abo 300 mr 1 pa3 Ha neHp
150 mr 150 mr 2 pa3u Ha neHb
30-49 150 mr 150 mr 1 pa3 Ha nenn
15 -29* 150 mr 100 mr 1 pa3 Ha nenn
5-14* 150 mr 50 mr 1 pa3 Ha neHs
<5 50 mr 25 mr 1 pa3 Ha eHs
*PeKOMEHAYETHCS BUKOPHCTOBYBATH PO34MH VISl IEPOPATBHOTO 3aCTOCYBAHHS JUTSl NTAICHTIB
3 KJIipeHCOM KpeaTHHiHy MeHiue 30 Mi/xB

4.3 IlporHnokazaHus

[Iporunokasanuii nauieHTam 3 TiMepuyTIMBICTIO 40 JaMiByauHY a6o 10 Gymb-AKMX JOMOMDKHHX
PEYOBHH, HaBECHUX B po3aiii 6.1.

4.4 CrhenianbHi 3acTepeskeHHs Ta cNeNiabHi 3an06iKHi 3aX0XH 115 BHKOPHCTAHHA

Ilepedaua BI/I. TlauienTaM CITix ycBiOMIIIOBATH, IO JIiKyBaHHS AHTHPETPOBIPYCHUMH IpernapaTaMH,
He 3meHuIye pusuk nepenadi BII-inpexuii cTaTeBuM mUIIXOM, TOMy BOHHM MYyCATB 3aCTOCOBYBATH
BiJITIOBI/IHI 3aCTepeXHi 3aX0/IH.

Hupxosa nedocmammuicmy. Y nauieHTiB i3 MOMIPHMM i TSOKKHM CTyIIeHeM HUPKOBOI HEAOCTATHOCTI
30UIBIIYEThCS KOHIEHTPALlis JIaMiBYIMHY Y TU1a3Mi KPOBi BHACIIIZIOK 3HIKEHHS xiipeHcy. Tomy nosu
AUA HUX CITiJ KOPHTyBaTH (HaBEAEHO B po3zini 4.2).

Ilopywenns mimoxonopianenoi ¢ynxyii. Hykneosunsi ta HYKJICOTH/IHi aHATIOTH MOXYTb CIIPHYHHATH
nopyieHHs (QyHKLiH MITOXOHIAPIH PI3HOro CTymeHs, sKi OCOBIMBO BHPaXXEHI MNPH CyMiCHOMY
3aCTOCYBaHHI 31 CTaBYJMHOM, [JMJAHO3MHOM Ta 3MIOBYIMHOM. HajXOmMnM mMOBiZOMJICHHS npo
MiTOXOHApianbHy muchyrkuiio y BIJI-HeraTuBHMX iTeif paHHBOTO BiKy, fKi 3a3HaJIH BILUIMBY
HYKJICO3H/IHHX aHAIoriB B yTpoGi Ta/abo y mocTHatanehuit nepion. Cepen mo6iumux peaxuiit
TOJIOBHUM ~ YHHOM IMOBIOMJISUIOCS TNpPO TeMaro/loOriyHi MOpyIIeHHs (aHeMmis, HEHTpOIeHis),
meTalotiyHi nopymeHHs (rineprakraremis, rinepiirminemis).

Ili sBMma YacTO MaaM TpaH3WUTOPHMH XapakTep. YacTo MOBizOMIATOCS Npo Mi3HI HEeBPOJIOTiuHi
NopymIeHHs (TiMepToHid, CyJOMM, aHOMajibHa moBediHKa). Yu € HEBPOJIOTiYHI MOPYLIEHHS
TPaH3UTOPHHMH, YH MOCTIHHUMH, Hapasi HeBiOMO.

Byne-sxa putuna, Haite 3 BIJI-HeraTBHHM cTaTycoM, ska 3a3Hana BIUTHBY HYKJIEO3UAHUX abo
HYKJICOTHJHHX aHAIOriB  BHYTPIlIHBOYTPOOHO, TIOBHMHHA 3HAXOAMTMCH TMiA KTIHIYHAM Ta
naGoparopuum HaragoM. Lli gaHi He BIUIMBAKOTE Ha YMHHI peKOMeHZAL|i MO0 3aCTOCYBaHHA
| aHTPUMPETPOBiPyCHOT Tepaliil BariTHUM KinKan 1S 3an06iraiHa epTHKAIbHOY TpaHcmicii BUL

Baza ma memaboniuni noxasnuxu. 3GUIbLIEHHS Barv i piBHIB JIIZIE TA TTOKO3M KpOBi MoOXe
CIIOCTepiraTMCA Il Yac AaHTHPETpOBipycHOI Tepamii. Taki 3MiHM MOXyTb OYTH T1I0B’s3aHi
GesnocepenHbO i3 XBOpo6GoK a60 crmocoboM >KUTTS. CTOCOBHO 3HIKEHHS PiBHA JIMIOiB, B JeAKMX
BHIA/IKaX MOJJIMBO IOB SI3aTH i3 JIIKyBaHHSAM, B TOM K€ 4Yac, BiJHOCHO 3GiIbIIEHHS BArM — HEMAE
HISIKMX MEPEeKOHIMBHX HO0Ka3iB, WO MiATBEPIKYIOTH 3B'S30K i3 Oynb-AKMM KOHKPETHHM JIiKyBaHHSM.
Jiisi Toro wo6 KOHTPOMOBATH piBeHb JIMIAIB B KPOBi Ta piBeHb IIOKO3H, HEOBXiTHO MPOBOAMTH
BIAMOBIAHI Jii, 3TiHO i3 BCTAHOBJICHMMH MpPaBHIAMM JTiKyBaHHS BUI-indexuii. Jlinigni nopymenus
CJ1i/l KOpEeryBaTH BiANOBIAHUMH KJIIHIYHUMH 3aX01aMH.

Iankpeamum. OnucaHo MOOAMHOKI BMMAAKH mNaHKpeaTHTy. OfHak He 1O KiHIS BCTaHOBJIEHO,
TOB’SI3aHI BOHH i3 3aCTOCYBaHHAM IIperapaTy aHTHPETPOBIiPyCHOT Tepamnii 4u € Haciaigkom BLJI-
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indekuii. Ilpu nosBi mepmmMx KIiHIYHMX O3HaK a6o 1abopaTOpHUX CHMIITOMIB, IO BKa3ylOTh Ha
PO3BHTOK MaHKpeaTHTy, jliKyBaHHs JlamiByiun 150 Mr TaGieTki noTpi6HO NPHITMHATY.

Cunopom imynnozo eionoenenns. Y BUI-indikoBaHMX XBOPHX 3 TSHKKHM iMyHOZIEbiLIMTOM Ha NOYaTKy
MKYBAHHA ~aHTHUPETPOBIDYCHHMH IpeliapaTaMM MoOK€ BHHMKHYTH 3anaibHa peakuis Ha
aCHMITOMATHYHY ab0 pe3uayalbHy OMOPTYHICTHYHY iH(EKLiIO Ta CTPHYMHATH TSHKKHMH KTiHIYHMIA
CTaH a00 3aroCTPEHHs! CHMITTOMIB. 3a3BHMYaii Taki peaKilii BUHHKAIOTH i yac NEpIIUX THXHIB abo
MICAUIB JIIKYBaHHA AHTHPETPOBIDYCHUMM MNpemapaTamy. BianoeimHumu NPHUKJIAlaMH € PETHHIT,
CIPUMMHEHWH — LMTOMEraloBipycOoM, reHepamizoBaHi aGo okambhi  iHdexuii, CIIpHYHHEH]
Mikobaktepiamu a6o Pneumocystis jiroveci (P. Carinii) pneumonia. Byne-siki 3ananeHi gBMIa
MOTPiGHO HeralHO NOCNIAMTH Ta y pasi HeoOXimHOCTI posmouyaTu ix nikysanHs. [1in gac iMyHHOrO
BIIHOBJICHHSl TaKOX MOBIOMIISIOCS TIPO BUHMKHEHHS ayTOIMyHHHX NopyIeHb (TakHX K XBopoba
I'peiiBca, nomiomiosut Ta cunnpom liitena — Bappe), Xou4a ix MoYaToK € GiTbL BapiabenbHUM 1 MOke
BMHHUKATH Yepe3 6arato MiCALIB Micis NOYaTKy JIiKyBaHHS Ta iHKOJIH MATH HETHIIOBY KapTHHY.
Onopmynicmuuni inghexyii. Y BUJI-indikoBaHHX NAL[€HTIB i3 THKKAM iMyHOZIeDilIUTOM Ha 1oYaTKy
KOMOIHOBAHOT aHTMPETPOBIPYCHOI Tepanii MOXKyTh BHHHKATH 3aNajbHi peakiii Ha 6e3cHMITTOMHI Ta
3aJIMIUKOBI OMOPTYHICTHYHI iHdekuii. ToMy mauieHTH NOBHHHI 3aMHIATHCS TIi PETENBHUM KITIHIYHUM
CHoCTepexeHHSM 3 6OKy JliKapiB, AKi MalOTh JOCBIA JIKyBaHHS LMX 3aXBOPIOBaHb MoB's3anux 3 BLJL
Xeopobu nevinxu. Cnin noTpuMyBaTHCS OGEPEKHOCTI TpPH BBEJEHHI NaMiByqUHy OyIb-IKMM
nauieHTam Ko-iHdikoanum renatutom B. JlamiByauH € iHriGitopom perutikauii BipycCy remnarury B.
Ianientn 3 Xponiunmm rematutoM B a6o C, ki JiKylOThcs KOMGIHOBAHOMO aHTHPETPOBIPYCHOIO
TEPAIli€lo, MAIOTh MiBHIIEHHH PH3HK PO3BUTKY THKKHX Ta MOTEHIIMHO JIETaTbHUX OGIUHMX edexTiB
3 Goky mewiHkH. V pasi CyMiCHOro 3acTOCYBaHHSA 3 iHIIMMH NPOTUBIPYCHUMH TIpenapaTaMi JUIs
nikyBanHs rematuty B i C crin 3BepHyTHCA [0 BiamoBigHoi [HCTpyKIii 3 MEAHMYHOrO 3acTOCYBaHHS
[[HX IIperaparis.

Ilpununenns aii samiByauHy a6o BipycosIoriyHa HEZOCTATHICTH MicA PO3BHUTKY PE3HCTEHTHOCTI 10
namiBYMHy MO BHKJIHKAaTH MoripuieHHs QyHKIiH MeqiHKy i criamax rernarury.

XBopi 3 yXe iCHyIOYHMH NEeYiHKOBUMH AMCHYHKIISAMH, BKIIOYAIOUH XPOHIYHHI aKTUBHHH I'eMaTwT,
MAIOTh MiABHILEHHH PHU3MK MOPYLIEHHS QYHKIT NMeYiHKH mig yac koMGiHOBAaHOL aHTHPETPOBIPYCHOL
Teparlii Ta MaloTh 3HAXOJMTHCA il MEAUYHUM HarAIoM. Y pasi MOSBH O3HAK TOTipIIEHHS XBOPOOH
NEYiHKH JUI TAaKMX MALI€HTIB CIIiI 3BAKHUTH MOMUIMBICTH nepeped abo NPHUITHHEHHS JIiKYBaHHA
(HaBeneHo B posaini 4.8)

Ocmeonexpos. Xoua eTionoris OCTEOHEKPO3y BBAKAETHCS GaraTodakTopHOWO  (BKIIIOHAIOYH
3aCTOCYBaHHS KOPTHKOCTEPOI/IiB, 3/I0BXKMBAHHA AIKOTOJIeM, TSDKKY iMYHOCYTIPECio, BUCOKHIl iHIeKC
MAcH Tija), PO BHITAJKH OCTEOHEKPO3Y IMOBIIOMIIIOCS TOJOBHHM YMHOM y TALIi€HTIB i3 3aMyIeHo0
XBOpO0OIO Ta/abo NpH HOBrOTPHBAIOMY 3aCTOCYBaHHI KOMGIHOBaHOI aHTHPETPOBIPYCHOI Teparrii.
[TauieHTiB cnig nonepeauTH NPo HEOOXiAHICTH 3BEPTATHCA 3a MEIWYHOIO JOTIOMOIOKO y pa3i nosBH
oo, purigHocTi y cyrno6ax abo pyXOBHX HOpYIIEHS.

Tnwe

JlamiByuH He MOXHA 3aCTOCOBYBATH 3 iHIIMMH MpeNapaTamH, IO MiCTATH namiByuH. Bracnmigok
PO3BHTKY PE3HCTEHTHOCTi a0 BilICYTHOCTi aJMTHBHHX aHTHPETPOBiPYCHHX edexrie. IIpemapar He
CJiJl 3aCTOCOBYBATH 3 eMIIPHLMTaGiHOM (HaBeleHo B po3iti 4.5).

3acTocyBaHHs J1aMiBYIMHY 3 KJIaAPHGIHOM He PEKOMEH/YIOTb (HaBeeHO B po3aini 4.5).

4.5 Bsaemonis 3 inmAMH NikapcbKHMH 3ac06aMH Ta iHIII BHAM B3a€MOi.

HocnimkeHns moo B3aeMoii NPOBOAMIH TUTBKH y JOPOC/IHX.

ImMoBipHicTs MeTaGoniunOi B3aeMOAii HM3bKa 3 OIIAAY Ha OBMEXeHHil MeTaGolIi3M npemnapary i
HHM3bKHH piBeHb HOro 3B’A3yBaHHs 3 GiJIKaMH, a TAKOX NPAKTHYHO MOBHE BUBEIEHHS HOTO HUPKaMH y
HE3MIHEHOMY BHIIA[].

CYP3A ne Gepe yuwacti B Merabonismi namiByamHy, o pPOOHTE MAaJOBIpOriAHOIO B3aEMOmiI0 3
JIIKapCHKUMH 3ac00aMH, L0 METaBOi3yIOThCS LIIEK0 CHCTEMOIO (Hampuiknan, iHribiropu nporeas).
IIpuitom TpumeTOnpUMYy/CybhamMeTOKCA30My MPH3BOAMTE 10 MiJBHIIEHHS piBHA NamiByquHy, ane
KJIiHIYHO 3Ha4YHOro eekTy He ouikyeTbcs. OIHAK HEOOXiTHOCTI B KOPeKIii 7103 JIaMiByIMHy HeMae,
AKIIO y MALi€HTa He CIOCTEPIiracThcs HUPKOBOI HEMOCTATHOCTI. [lalieHT moBHMHEH KOHTPOJTIOBATHCS
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Ha MPEeMET TOKCHYHOCTI JIaMiBYJIHHOM y pa3i BHPakeHOTo NopylieHHs QyHKLIT HUpOK abo AKIO
BHKOPHCTOBYIOTHCS BHCOKi 103M TPUMETONPHMY/CYIIb(haMeToKca30uy (HanpuKIan, IS JiKyBaHHS
MHEBMOHi1 Pneumocystis jirovecii).

Icnye MoxuimBicTs B3aemonii npenapary npu OIHOYaCHOMY 3aCTOCYBaHHi 3 IpernapaTaMH, FOJIOBHHM
LUIAXOM BHBC/ICHHS SKHX € aKTHBHA KaHAIbLIeBa CEKpCLis, IEPEBAKHO 3a JOTIOMOrOK CHCTEMH
TP2HCIOPTYBAHHA OPraHivHMX KaTiOHIiB (HaNpHKIaj, 3 TPUMETONpuUMOM). [Huli AKTHBHI PEYOBUHH
(PaHITHIMH, MMETHAMH) BUAUISIOTBCS TUTHKM YACTKOBO LM IUISXOM i TOMY HE€ B3aEMOIIIOTH 3
namiByuHOM. Yepes CXOXICTb 3 MNpemapaTtoM He cii Horo NpUAMATH ONHOYACHO 3 iHIIUMH
aHaJloraMH IMTHIMHY, TAKUMH SIK eMTpULMTaGiH. binbie Toro, Tabnetku JlamiByaun 150 Mr He crig
NpUIMaTH 3 HIIMMH iKapCHKHMH 3aC06aMH, 1O MIiCTATH NaMiByAuH (HaBEIEHO B po3aini 4.4).
JlamiBynun in vitro npurnidye BHyTpilIHBOKITITHHHE dochoprmoBanns kianpubiny, TpU3BOaIYH 10
MOTEHUIHHOTO PH3HKY BTpaTH e(eKTHBHOCTI KIaapubiHy y pasi MOEJHAHOro KJIHIYHOro
3acTOCyBaHHA. Jleski KIiHIYHI MOBIMOMJIEHHS TAKOX MiATBEPIKYIOTh MOXJIMBY B3aEMOJII0 MiX
namiByIMHOM Ta KiaapuGinom. ToMy moeaHane 3aCTOCYBaHHs JIaMiBy[MHy 3 KJIaJpuOiHOM He
PEKOMEHIYIOTh (HaBeCHO B po3aiti 4.4).

4.6 ®@epTHAbHICTH, BariTHICTH TA JAKTANIS

BaritHicTe

3rigHo Pexomennaniit BOO3 mozo nikyBanus BUI: PEKOMEHYIOTb TepaIlito, 10 MiCTHTb JIaMiBY/IHH,
JUISL BariTHUX JKIHOK Ta XiHOK AiTOPO/IHOTO BiKYy.

He 6y:10 3apeecTpoBaHO MiBHILEHOrO PH3HKY BPOIKEHHX Ball TNPH 3aCTOCYBaHHI JIaMiBy JHHY
(www.apregistry.com).

TonyBanus rpymio

JlamiBy1MH IpOHMKaE B IPy/IHe MOJIOKO XiHOK, IO TOXYIOTH TpYAIIO.

[ToTpi6HO mMpPOKOHCYNBTYyBaTHCA 3 MOTOYHHUMM pekoMeHpauisMu  mono BII Ta rpymsoro
BHIO/I0BYBaHHs (HanpHkiaz, 3 BOO3) nepen tum, sk KOHCYJIbTYBAaTH MAIli€HTIB 3 IIbOrO ITHTaHHS.
JlaHi BUMOrH MO>KyTb 3MiHIOBATHCA 3TiHO MiCLIEBHX YMOB.

JlocnimkeHHs Ha TBapHHaX MoKa3aiu, IO JNIaMiBy/IMH He BIUIMBac Ha (GepTHIBHICTH (HaBeeHO B
po3ainui 5.3)

DepTHILHICTD
HOCHiDKeHHS Ha TBapuMHAX MOKA3alM, WO JaMiBYHH He BIUIMBAE Ha GbepTHIBHICTE (HaBENEHO B
po3aini 5.3.)

4.7 3paTHicTh BIJIMBATH HA IWBHAKICTL peaknii npu KepyBaHHi aBTOTpaHCmOpTOM 260
iHMHMH Mexanizmamu.

He Gyno nposeneHo ODHMX HOCHiIKeHb WOAO BIUIMBY HAa 3NATHICTH IIBHIAKICTE peakuii npu
KepyBaHHi aBTOTPAHCIIOPTOM ab0 iHIINMH MeXaHi3MaMH. Ilpore mix 4ac ouiHKHM 31aTHOCTI manjieHTa

KEpyBaTH. aBTOMOOUIEM Ta IEWMMA. MEXAHI3MAME SN/l BRAXOBYBATH HOTO. KTiHIMHYIE CTaH | npodins
no6iynux edekris JlamiByauny 150 Mr TabreTky.

4.8 IloGiuni peaxnii

Hactynni no6iuni peakuii nosinomnsiucs mix yac nikysanns BIJT-indekuii namisynusOM.

IoGiuni peaxuii, siki BBaXarOThCA NpPHHAHMHI MOB'S3aHHUMH 3 TIKYBaHHSAM, 3a3Ha4YeHi HIDKYe 3a
K/IACOM CHCTEMH OpraHiB i 4acTOTOI. YaCTOTH BU3HAYAIOTBCS SK: [y)KE HacTo (= / 10), wacro (A /
100 no <1/10), newacro (= / 1000 o <1/100), pizko (= / 10,000 xo <1/1000), myxe piako (<1/10
000).
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Knac  cucremu | 3aranshi Yacto Pinko Hyxe pinko
Oprasis
3 Ooky cucremu Heiftponenis  Ta Epurpormrapna
KpOBi Ta aHeMis  (oOuusi aruiasis
nimbaruunoi yac  Big  uacy
CHCTEMH BayKKi),
TPOMOOLMTOTIEHIS
Merabonism Ta Monounwuii
po3naau aMao3
TpaBJICHHS
Hesponoriuni INonoBHuii 6ib, [lepudepuuna
CHMITTOMH Oe3coHHs HeWponaris (abo
napecresis)
3 6oky muxansHoi | Kamess,
CHCTEMH CHMITTOMH
3acTyH
3 6oky | Hynora, [MTankpearur,
LLTYHKOBO- OmoBaHHs, Oinb i NiJBUIIEHHA piBHA
KHIIKOBOTO CnasM y BepxHii aMijIa3u CHPOBATKH
TPaKTy TIOJIOBHHI
JKUBOTAa, Aiapes
3 60Ky Muny1e I'enarut
renarobutiapHoi i JBUILEHHS
CHCTEMH PiBHA NMEYiHKOBHX
¢depmentie (ACT,
AJIT)
3 Goky mKipu Bucun, anoneuis AHTIOHEBPOTHYHMIH
Habpsik
3 6oky omopHo- | Aprpanris, Pabnomionis
pyXOBOro M’30Bi po3nagu
amapary
Tami BromimoBaHicTs,
noraHe
CaMOIOYyTTH,
rapsuka

BMicT Ta piBeHb siminie i rmoKo3M B KpoBi MOXKYTH 361IbIIYBaTHCS MiJl YaC aHTHPETPOBipyCHOT
Tepanii (HaBe#eHO B po3aini 4.4)

Y BUI-iHikoBaHHX XBOPHX 3 TSOKKMM iMyHOIediLTOM Ha TOYaTKy JIIKyBaHHS aHTHPETPOBIPYCHHMH
lpenapaTaMi MOX€ BHHHKHYTH 3analbHa peaKlis HAa aCHMIOTOMATHYHY a6o pe3HIayaTbHy
OIOPTYHICTHYHY iHdeKIiO.

[lin yac iMyHHOTO BIHOBJIEHHS TAKOX HOBIROMISIOCS [P0 BMHUKHEHHS LYTOIMYHHHMX MOpYIIEHS
(Takux sk XBopoGa I'peiisca), xoua iX mo4aTok € Ginbu BapiabebHUM i MOXKe BUHMKATH Yepe3 Garato
MICSALIB MiC/IA MOYATKy JiKyBaHHS Ta iHKOJIM MaTH HETHIOBY KapTHHY (HaBeIeHO B po3aini 4.4).

[Ipo Brmankyu ocTeoHekpO3y NMOBIAOMIANOCS FOJOBHHM YHHOM Y MALHEHTIB i3 3aIyLIEHOI0 XBOPOOOKO
Ta/abo MpU NOBrOTPHBAIOMY 3aCTOCYBaHHI KOMGIHOBaHOT aHTHPETPOBIPYCHOI Tepamii. YacToTa sKux
HeBiZoMa (HaBeZeHO B po3Aini 4.4).

4.9 TIlepenosysanns

MlaHi 1po BUManKK rocTPOro nepeo3yBaHHs y MIOAeH oOMexeHi. JIeTanbHUX BUNAAKIiB He Oy0, Bei
NALEHTH ofyxami. CrieudiuHux SBHII ab0 CHMIITOMiB, XapaKkTepHUX Ul Mepel0o3yBaHHsA, HE
BHSBJICHO.

e
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Y pasi mepenosyBaHHs 3a HauieHTOM MOTPiGHO CIOCTEpiraTH i MpH HeoOXimHOCTI 3ailiCHIOBATH
KOMIUIEKC ~CTaHAApTHOI MiATpUMytouoi Tepamii. OCKiNBkM naMiBymuH Jianmi3yeTbes, MOXKHa
3aCTOCOBYBATH reMOAIai3, X04a e crocil JiKyBaHHA HEIOCTATHEO BHBYEHHIL.

5. ®APMAKOJIOI'TYHI BJIACTHBOCTI

5.1 ®apmaxoaunamiuni BJaCTHBOCTI
Hyxseosnuui ta HykneoTHaHi iHriGitopu 3BopoTHOi TpanckpunrTasn. Kog ATX JO5A FOS.
Mexani3m aii

JlamiByziiH € aHANOroM HyKJI€O3MJiB, AKTHBHHMX BiJHOCHO Bipycy iMyHonediuuty moaunu (BIJT) i
Bipycy rematuty B (HBV). [lis namisyauny nos’ssana 3 YTBOPEHHAM BHYTPIIIHBOKIITHHHOTO
MeTaboniTy — namiByauHy Tpuocdary, skuii iHribye 3BOPOTHY TpaHckpunTasy B muiixom
TepMiHauil aHuora BipycHoi JTHK.

JlamiBynHy Tpudocdar € cenexkrusnum iriGitopom pertikauii BUI-1 i BUI-2 in Vitro, aKTUBHHIA
BiIHOCHO CTilKMX /0 3U0ByAMHY mTamis BIJL
He 6yno BusBNeHO aHTarowicTHUHMX edekriB in  vitro 3 NMaMiByJMHOM Ta iHIIMMH
aHTHPETPOBIPYCHUMM TpenapaTaMy (HOC/iDKyBaHi NpenapaTy: abakaip, JinaHO3MH, HeBipamiH Ta
3HJIOBYIHH).

Kniniyna edektunicTs i 6e3meka
JlamiByiMH [OCTIKYBaNTH B AEKiBKOX PaHIOMI30BaHMX KITiHITHHX BUNpoOyBaHHAX y KOMOiHaLii 3
IHIIUMH aHTHPETPOBipYCHUMHM npenapatamu. LIi mocnmimkenns TMOKa3YIOTh 3HAa4YHE 3HIKCHHA PiBHA
PHK BUI B miasmi kpoi i 36inbuenns kinekocti CD4-KtiTHH, Ko NaMiBYIMH BHKOPHCTOBYETHCS B
TNO€HAHHI 3 {HIIMMH aHAJOTiYHUMM HYKJIEO3MIAMH i TPETiif areHT iHIoro TEPaNeBTHYHOrO KJacy,
Halnp. HEeHyK/ICO3MAHI iHIiGITOpH 3BOPOTHOI TpaHckpunTasu iHTiGitop (NNRTI), iHribiTop nporeas
(PI) abo iuribitop mepenecenns nutku inmterpasu (INSTI). OctammiM uacom JOCTIDKEHHS 3a
JIOTIOMOTO0 aHaJli3y mono JikyBaHHs 88% cy6'exris mocsarmu miasmosoi <50 komiit PHK BUT/mn
nicis 48 THXHIB KOMGiHOBaHOT aHTHPETPOBipYCHOT Teparii.

Pesucrentnicte

Pesucrentnicts BUI-1 0 namiByuHy BKTIOHAE pO3BHTOK 3MiH aMiHOKHCIOTH M184V, 6nuzekux 1o
aKTHBHOI JIUIAHKHM peBepTasH Bipycy. Lleil BapianT BMHMKae sk in vitro, Tak i y BUI-1 indikoBanmx
NAUi€HTIB, AKi OTPUMAIIH JIIKyBaHHSA JaMiByJIUHBMICHOKO aHTHPETPOBIPYCHOIO Tepamielo. MyTaHTH
MI184V nemMOHCTPYIOTE HOCHTH 3HMKEHY YYTIMBICTH 10 NaMiByIMHY 1 3HIDKEHY perUlikaTHBHY
3[aTHICTB Bipycy in vitro.

HlOCTiDKeHHS in Vifro NOKa3yloTs, IO PE3MCTEHTH 0 3WIOBYIHHY i301ATH BipyCy MOXYTb CTaBaTH
CTIPUAHATIMBHMH /10 Aii NpenapaTy NpH BUHUKHEHHI PE3UCTEHTHOCTI 40 Aii JIaMiByIHHY.

ITpore KiiHi4He 3HaYEHHS NOJIGHUX 3MiH JI0 TAHOTO Yacy HOCTEMEHHO HEe BCTAHOBJIEHO.

Hani in vitro cBim4ate mpo Te, WO NIPOJIOBXKEHHs JIIKyBaHHA JaMiBYyJHHOM B CKJIaji
aHTHPETPOBIPYCHOI Tepamii, He3BaKalodM Ha pO3BHTOK M184V, moke 3abesneydTH 3aJIMILKOBY
aHTHPETPOBIPYCHY aKTHBHICTH (BipOriHO, Yepe3 nopyLmeHHs BipyCHOI pyxJIMBOCTI).

KitiniyHa 3HaYMMICTh LIMX JAaHUX HE BCTAHOBJIEHA. Tomy mixTpuMyBabHe JiKyBaHHS JJaMiByIHHOM 3a
HasBHOCTI MyTauii M184V moxHa pO3IIAHYTH TLTBKH Y Ppasi BHCOKOTO PH3UKY Hee(eKTHBHOCTI
OCHOBHOI CXEMH JIIKYBaHHS HyKJI€O3HIHHMH iHTi6iTOPaMM 3BOPOTHOL TPaHCKPHIITA3H.

IlepexpecHa pesucTeHTHICTH, crpuuMHeHa Mytauicro MI184V, obMexeHa HYKJIEO3UTHUMH/
HYKJICOTHAHMMHU  iHTiGiTOpaMH KIacy aHTHPETpOBIpYCHHX areHTiB. M184V 3aGesneuye MOBHY
MEPEXPECHy  PE3HUCTEHTHICTb 10 eMTpuumTaGidy. Jlns 3MIOBYAMH i CTaByauHy 30epiraerscs
aHTHUPETPOBIPyCHA AaKTHUBHICTH NPOTH CTIHKOrO [0 namiBymuny BIJI-1. A6Gakasip 36epirae
AHTHPETPOBIPYCHY MiI0 NPOTH PE3UCTEHTHOTrO 0 namiBynuHy BIJI-1, mo Mae Tinbku MyTauiio
M184V. Mytauis M184V nemoHCTpye 3HIKEHHS YyTIHBOCTI 10 MUOAHO3UHY 10 4-X pasiB; KJIiHIYHE
3HAYEHHS [[bOTO SBHIIA HEBiZJOME.

JlamiByIMH JI€MOHCTpYE HH3bKY LIMTOTOKCHYHICTh 10 nimbounTis nepudepuuHoi  KpoBi, 10
BCTAaHOBJICHHX JIIMOLMTAPHUX i MOHOLMTaPHO-MAKPO(AraJbHUX KIITHHHUX MiHIH, a TakoX 10
PI3HHX KJIITHH-NIONEPEIHHUKIB KiCTKOBOTO MO3KY in vifro.
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5.2 DapMaKkoKiHETHYHI BJIaCTHBOCTI

Iloznunanusa ma Giooocmynnicme

JlamiByIMH IIBHAKO BCMOKTYETBCA Ticis MepopanbHOro BBEACHHA. biofnocTymHicTs cranoBUTH Big 80
710 85% 1 He 3MIHIOETBCS NPH NpHiTOMI iH.

He icuye dapmakokineTmunux ngaHmx mis TabrerTok JlamiBynuu 150 wmr. Byno mnpoeneno
HocnipKeHHA Gi0eKBIBAIGHTHOCTI 3 TabreTkamu JlamiBynun 300 mr, ski mpomopuiiiHo moni6i
JlamiBymus 150 mr tabnerku. ITicns 0aHOpa3oBoi 103K Tabnerok JlamiBymun 300 mr y 3I0pOBHX
nobposonbLiB, cepeans (SD) Cpax namiByauHy cxnana 2657 ur/ma (915 mr/mi), a cepenHe (SD)
AUCO-inf 6ymo 11280 ur.w/ma (3161 Hr.u4/m). Cepeni 3HaYEHHA tyay (£ SD) namiBynuny cranoBHmM
110 (= 0,71) roaun.

Poznooin

JloCHi/DKEHHA 3 BHKOPHCTAHHSM JIaMiByIHHY MOKA3aiH, IO cepeHiii 06’eM posmoximy nocsrae
1,3 n/kr. JlamiBynuu mae miniiiHui gapMakoKiHeTHYHuMIA npo(iIb y TepaneBTHYHHUX N03aX i HU3bKE
3B’s13yBaHHs 3 GiIkaMu W1a3MH KpoBi (< 36 %).

Biompangopmayin

Mera6onizm namiByauHy € He3HAYHMM LLISXOM eTiMiHALL].

Bugeoenns

OuikyBaHuii nepios HaniBBHBEICHHSA JIaMiBY/IHHY CTaHOBHTB Bifl 5 10 7 roamH.

Ilepion HamiBBHBeEHHS BHYTPillIHBOKITITHHHOTO namiByuHy TpHdochaTy - npubiuzHO 22 romUHH.
Cepenniii cucTeMHHMit KIipeHC NaMiByJiHy CTaHOBHTBH npubnusno 0,32 s/rog/kr 3 nepeBaxHO
HHUPKOBHM KiipeHcoM (Ginbiue 70 %), BKIIIOYAIOYH KaHAIbLIEBY CEKPELiIO 4epe3 OpraHidHy KaTioOHHY
TPaHCIIOPTHY CHCTEMY.

Ocob6nuBi nomyssanii

Ilayienmu 3 neyinxosoio nedocmamuicmio.

Mlani, oTpuMaHi Npu JiKyBaHHI NALiEHTIB 3 TOMIPHOI i TSKKOIO MEUiHKOBOIO HEJOCTaTHICTIO,
TOKa3yKOTh, L0 JIAMIBY/IMH HE Ma€ iCTOTHOTO BILTMBY Ha ()YHKIIIO MEYiHKH.

llayienmu 3 nupkosoro nedocmamuicmio.

Y XBOpHX i3 TOMIPHOIO i TSYKKOKO HUPKOBOIO HEOCTATHICTIO KOHLIEHTpaLis TaMiByIHHY Y IL1a3Mi
KPOBI MiABHITY€ThCA BHACIIAOK 3HHKEHHS KITipeHCy. Tomy Moxe 3HAIOOUTHCA KOPHTYBaHHS 03H
JUIs JIIKyBaHHS LMX NALIEHTIB (HaBEIEHO B po3aim 4.2 i 4.4). Sxwmo ue Tak, Heo6XigHO
3aCTOCOBYBATH OKpEMI MpenaparH JaMiByIuHY.

Himu

dapMakoKiHeTHKA JaMiBy[MHy y AiTell B uioMy noniGHa 20 Takoi y Jopociux. Asie aGcomoTHa
bionoctynuicTs y miteit 1o 12 pokis Hwkua (55-65 %), a cucTeMHHii KJIIPEHC - BHLIMHA.

5.3 loxuiniuni nani 3 6e3nexn

IIpn BHBUYEHHI rocTpoOi TOKCHYHOCTI y XOAi AOCHimKeHs Ha TBapHHAaX, 3aCTOCYBAHHA JIaMiByMHY Y
AyA€ BHCOKHX N03aX HE MAno TOKCHYHOTO BILIMBY Ha JXOHEH opraH. IIpu HalfBMIKMX piBHsX
AO3yBaHHsl, BiI3Ha4aBCA HE3HA4YHHIl BIUIMB Ha (GYHKL{i NEeYiHKM Ta HHUPOK. Bin3HaueHo 3HMKeHHS
KUIbKOCTi €PUTPOLIMTIB Ta HEHTpOmNeHii.

Mymazennicme ma xanyepozennicme

JlamiBynuH He BHSBHB MyTareHOCTi mpu GakTepianbHUX TecTax, ajge sK i 6araro HYKJICO3UTHHX
aHAJIOTiB BUSBHB aKTHBHICTh B LIATOr€HETHYHOMY aHATi3i in Vitro.

Moo 3po6UTH BHCHOBOK, 10 JIaMiBYHH He MOBHHEH TPE/ICTABIIATH IeHOTOKCHYHY He(esneky
JUTA TALIEHTIB, WO MPOXOMIATE JIIKyBaHHS JAHUM MPENapaToM.

PesynbTaTH HOBrocTpOKOBHX HOCIIKEHS KaHUEPOTeHHOCTI Ha WIypaX i MMIAX He MoKasamH Gy/b-
AKOr0 KaHLIEPOTreHHOr0 BIUIMBY Ha MOTEHIia JIIOAMHH.
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Penpooyxmusna moxcuxonozis

Y pocnimkeHHAX penpoayKTHBHOT TOKCHYHOCTI Ha TBAPMHAX BHUSBJIEHO, WIO JIaMiBYJIHH MPOHHKAE
Kpi3b IUIaleHTy.

Xo4a NOCTIMKEHHS HAa TBAPHHAX HE € ILLTKOM MPOTHOCTHYHMMH [IUISl JIOJIWHH, JaHi, OTpUMaHi y
AOC/IiAaX Ha TBAPHHAX, CBIMYATD PO MOMNUTHBHIA PH3HK paHHBO1 3arubeTi eMOpioHiB.

Iosinomnsanocs mpo nerke MuHyde migBUIeHHS PiBHA JTaKTaTy B CHpPOBATLI KPOBI, IO MOXKE OyTtu
HACJIiIKOM MOpYIIEHHs QYHKL{T MITOXOH/IPi#i y HOBOHAPO/DKEHHX Ta HEMOBJIAT, HA AKUX MAJIH BILTHB
HYKJICO3H/IHI IHriGITOPH 3BOPOTHOT TPAHCKPHITTA3H ITif{ YaC BAriTHOCT] 260 MOJIONIB.

KniniuHe 3Ha4eHHA LBOrO IMiJBHMIEHHS PiBHA JIaKTaTy B CHPOBATIi KPOBi HEBiZOMe. IcHyrOTH TakoX
TIOOIHHOKI MOBIIOMJIEHHS TIPO 3aTPHMKY PO3BHTKY, CyJOMH Ta iHIIi HEBPOJIOTiYHi 3aXBOPIOBAHHS.
[IpoTe NpuUuMHHMI B3a€MO3B’S30K IMX TMpOABIB 3 BIUIMBOM HYKJICO3HIHHX IHTi0iTOpiB 3BOPOTHOT
TPaHCKPHIITA3H MiJ 4ac BariTHOCTI abo MOJIOriB He BCTAHOBJICHMIL. Lli naHi He MalOTH BiHOLIEHHS 10
PEKOMEHIALi}i OO0  3aCTOCYBAaHHS ~ AHTHPETPOBIPYCHHX npenapariB  [UIi  MONepeHKeHHs
BepTHKaNbHOI nepenayi BT y Baritaux.

6. ©®APMAINEBTUYHI XAPAKTEPUCTHUKH
6.1 CnHcok J0NOMIXHHX pedoBHH

Anpo TabneTku: nemoN03a MiKpOKpHCTATiUHa, HATPiXO KPOXMAJIBIITIKOMAT (THI A), Marxiro cTeapar
[IniBkoBa o6onoHKa: rinpomenosa, TIOJTIETUIIEHTJTIKOB, nojicopbar,THTaHy JiOKCHLI.

6.2 Hecymicricms.
He omucano

6.3 Tepmin npuoamnocmi.
48 Mmicsuis.

64  YMoBu 30epiranns.

36epirat npu Temnepatypi He Bume 30° C.
3axMIIaTH BiJ NPAMHX COHSYHHUX POMEHIB.
36epiraTu B OpHUriHaIbHIM yIIaKoBLL.

6.5 YnakoBka

Ynaxoexa 3 6nicmepamu

ITo 10 taGnerox y 6micrepi PVDC 3 mokpurrsam PVC i Gonbru amominieBoi 3BHuaitnoi. ITo 6 Onictepis B
KapTOHHIH KOpoOiIi.

Ioniemunenosuit pnaxon (HDPE)

1o 60 TabneTok y Henposopomy, Ginomy, nonietuneHoromy ¢uakouni (HDPE), 3 T0JTiNPONiJIEHOBOO KPUIIKOIO 3
(ynkuiero 3aXucTy Bix BIIKpUTTA AiThMH

6.6 OcoG.uBi BAMOTH MO0 yTHIIi3aNi
Hemae ocobmuBux BUMOT /10 VTHTi3aLii.

Bynb-sxuit HeBHKOpHCTaHMIA TiKAPCHKMIA 3aci6 a60 BiIXOXH MAOTH OyTH yTHIIi30BaHi BIAMOBIAHO 10
MiCIEBHX BHMOT.

A
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7.  Bupoouuk/IlocTayanbHAK
Mixkpo Jla6c¢ Jlimiten

Ne 27, Peiic Kopc Poyn

Banranop — 560001

Kapnaraka

[Hnis

Ten.: +91-80-2237 0451 no 2237 0457
®akc: +91-80-2237 046

8. Pedepentunii novep BO3 (nporpama nepexsanidixanii)
HA644

9.  JATA IEPHIOI MEPEKBAJII®IKAL[L

26 xoBTH: 2016.

10. IaTta neperasay TexcTy

Jlucronan 2017.

JIucromanx 2017

Heranbna indopmanis mpo rei Jikapebkuit 3aci6 nocTynHa Ha BeG-caiiti BOO3

IIporpama nonepexnHporo keamidikauii https://extranet.who.int/prequal
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Cuncok Jiteparypu

3azanvui oxcepena ingpopmayii dna yiei SmPC exmouaroms.:

OcHoBa TekcTy 6a3yeThes, rOJIOBHUM YMHOM, Ha eBpoIeichky SmPC EniBip, noctynHy 3a aapecoro:
hitp://www.ema.europa.ew/docs/en_GB/document_library/EPAR - Product Information/human/000107/WC500027572.pdf

Konconinosani pekomenpaLii 1010 BUKOpHCTAHHS aHTHPETPOBIPYCHUX TpernapariB i JTiKyBaHHs Ta
npodinaktuku BUI-indekuii: pekoMenaawii miaxin oxoponu 3110pOB'd - 2-¢ BUJaHHs, yepBeHb 2016
poky; ISBN 97892 4154968 4

Hoctyn http://www.who.int/hiv/pub/arv/arv-2016/en/

Hooamxoei nocunanns, wo cmocytomvcs posoinie SmPC, exnoyaioms.:
Poznin 4.2

IIpu BxuBaHHi 3 Hxero abo 6e3 i

J. Angel, E. K. Hussey, S. Hall, et al, Drug Invest 6, 70 (1993).
KopurysaHHs 1031 NpH 3aXBOPIOBAHHSX MEYiHKH

M. A. Johnson, J. Horak, P. Breuel, Eur. J. Clin. Pharmacol. 54, 363 (1998).
Kopurysanus 1031 npu 3aXBOproBaHHSX HUPOK

A. E. Heald et al., Antimicrob. Agents Chemother. 40, 1514 (1996).

M. A. Johnson et al., Br. J. Clin. Pharmacol. 46, 21 (1998).

Po3nin 4.4

Kom6iHoBaHa Teparis

R. van Leeuwen et al., AIDS 17, 987 (2003).

J.E. Gallant et al., J. Infect. Dis. 192, 1921 (2005).

A. Leon et al., AIDS 19, 1695 (2005).

R. M. Gulick et al., N. Engl. J. Med. 350, 1850 (2004).

Po3nin 4.5
Baaemonii iHummx nikapchKux 3aco6is 3 1aMiByIHHOM
K. H. Moore et al., Clin. Pharmacol. Ther. 59, 550 (1996).

Poznin 4.6

JlakTauis

R. L. Shapiro et al., J. Infect. Dis. 192, 720 (2005).

Guidelines on HIV and infant feeding 2010:
http://www.who.int/child_adolescent_health/documents/9789241599535/en/index.html

Poznin 4.8

J.M. Pluda et al., J. Infect. Dis. 171, 1438 (1995).
J. Fellay et al., Lancet 358, 1322 (2001).
L.R.vanetal., AIDS 6, 1471 (1992).

L.R.van et al., J. Infect. Dis. 171, 1166 (1995).
J.J. Eron et al., N. Engl. J. Med. 333;1662 {1995):
. W. Fong, Lancet 344, 1702 (1994).

Poznin 5.1

Hageneno B €sponeiicekiit SmPCs s Tpiymex. JlocTyn 3a MOCHTIAHHAM:
http://www.ema.europa.eu/docs/en_GB/document_library/EPAR_—
_Product_Information/human/002754/WC500175596.pdf

IIpo kniniyHy edekTHBHICTE B KOMOIHALIT 3 iHIWIHMH aHTHPETPOBIPYCHHUMH MperapaTaMu
S. Staszewski et al., N. Engl. J. Med. 341, 1865 (1999).

K. E. Squires et al., AIDS 14, 1591 (2000).

J.J. Eron, Jr. et al., AIDS 14, 1601 (2000).
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A.Carretal., AIDS 14, 1171 (2000).

D. Podzamczer et al., Antivir. Ther. 7, 81 (2002).

M. French et al., HIV. Clin. Trials 3, 177 (2002).

G. K. Robbins et al., N. Engl. J. Med. 349, 2293 (2003).

S. Walmsley et al., N. Engl. J. Med. 346, 2039 (2002).

J. Gathe, Jr. et al., J. Acquir. Immune. Defic. Syndr. 31, 399 (2002).
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