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Tenofovir Disoproxil Fumarate Tablets 300mg

I. NAME OF THE MEDICINAL PRODUCT
Tenofovir disoproxil fumarate tablets 300 mg
2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each film-coated tablet contains:

Tenofovir Disoproxil Fumarate 300 mg (equivalent to tenofovir disoproxil 245 mg).
This medicinal product contains lactose monohydrate.

For the full list of excipients. see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet.

Blue colored. oval shaped. film-coated tablets, with “LA16™ debossed on one side and plain on
the other.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
HIV-1 infection

Tenofovir disoproxil fumarate tablets are indicated in combination with other antiretroviral
medicinal products for the treatment of HIV-1 infected adults.

In adults, the demonstration of the benefit of tenofovir disoproxil fumarate tablets in HIV-1
infection is based on results of one study in treatment-naive patients, including patients with a
high viral load (> 100,000 copies/ml) and studies in which tenofovir disoproxil fumarate tablets
was added to stable background therapy (mainly tritherapy) in antiretroviral pre-treated patients
experiencing early virological failure (< 10,000 copies/ml, with the majority of patients having
< 5.000 copies/ml).

Tenofovir disoproxil fumarate tablets are also indicated for the treatment of HIV-1 infected
adolescents, with NRTI resistance or toxicities precluding the use of first line agents, aged 12 to
< 18 years.

The choice of tenofovir disoproxil fumarate tablets to treat antiretroviral-experienced patients
with HIV-1 infection should be based on individual viral resistance testing and/or treatment
history of patients.

Hepatitis B infection

Tenofovir disoproxil fumarate tablets are indicated for the treatment of chronic hepatitis B in
adults with:
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* compensated liver disease, with evidence of active viral replication, persistently elevated
serum alanine aminotransferase (ALT) levels and histological evidence of active inflammation
and/or fibrosis (see section 5.1).

» evidence of lamivudine-resistant hepatitis B virus (see sections 4.8 and 5.1).

* decompensated liver disease (see sections 4.4, 4.8 and 5.1).

Tenofovir disoproxil fumarate tablets are indicated for the treatment of chronic hepatitis B in
adolescents 12 to < 18 years of age with:

* compensated liver disease and evidence of immune active disease, i.e. active viral replication,
persistently elevated serum ALT levels and histological evidence of active inflammation and/or
fibrosis (see sections 4.4, 4.8 and 5.1).

4.2 Posology and method of administration

Therapy should be initiated by a physician experienced in the management of HIV infection
and/or treatment of chronic hepatitis B.

Posology
Adults
The recommended dose of tenofovir disoproxil fumarate tablets for the treatment of HIV or for

the treatment of chronic hepatitis B is 300 mg tenofovir disoproxil fumarate (one tablet) once
daily taken orally with food.

Chronic hepatitis B

The optimal duration of treatment is unknown. Treatment discontinuation may be considered as
follows:

- In HBeAg positive patients without cirrhosis, treatment should be administered for at least 6-
12 months after HBe seroconversion (HBeAg loss and HBV DNA loss with anti-HBe
detection) is confirmed or until HBs seroconversion or there is loss of efficacy (see section 4.4).
Serum ALT and HBV DNA levels should be followed regularly after treatment discontinuation
to detect any late virological relapse.

- In HBeAg negative patients without cirrhosis, treatment should be administered at least until
HBs seroconversion or there is evidence of loss of efficacy. With prolonged treatment for more
than 2 years, regular reassessment is recommended to confirm that continuing the selected
therapy remains appropriate for the patient.

Paediatric population
HIV-1: In adolescents aged 12 to < 18 years and weighing > 35 kg, the recommended dose of

Tenofovir disoproxil fumarate is 300 mg (one tablet) once daily taken orally with food (see
sections 4.8 and 5.1).

The safety and efficacy of tenofovir disoproxil fumarate in HIV-1 infected children under 2
years of age have not been established. No data are available.

Chronic hepatitis B: In adolescents aged 12 to < 18 years and weighing > 35 kg, the
recommended dose of tenofovir disoproxil fumarate is 300 mg (one tablet) once daily, taken

orally with food (see sections 4.8 and 5.1). The optimal duration of treatment is currently
unknown.



The safety and efficacy of tenofovir disoproxil fumarate in children with chronic hepatitis B
aged 2 to < 12 years or weighing < 35 kg have not been established. No data are available.
Missed dose

If'a patient misses a dose of tenofovir disoproxil fumarate tablets within 12 hours of the time it
is usually taken, the patient should take tenofovir disoproxil fumarate tablets with food as soon
as possible and resume their normal dosing schedule. If a patient misses a dose of tenofovir
disoproxil fumarate tablets by more than 12 hours and it is almost time for their next dose. the
patient should not take the missed dose and simply resume the usual dosing schedule.

If' the patient vomits within 1 hour of taking tenofovir disoproxil fumarate tablets, another tablet
should be taken. If the patient vomits more than 1 hour after taking tenofovir disoproxil

fumarate tablets they do not need to take another dose.

Special populations

Older people

No data are available on which to make a dose recommendation for patients over the age of 65
years (see section 4.4),

Renal impairment

Tenofovir is eliminated by renal excretion and the exposure to tenofovir increases in patients
with renal dysfunction.

Adults

There are limited data on the safety and efficacy of tenofovir disoproxil fumarate in adult
patients with moderate and severe renal impairment (creatinine clearance < 50 ml/min) and
long-term safety data has not been evaluated for mild renal impairment (creatinine clearance
50-80 ml/min). Therefore, in adult patients with renal impairment tenofovir disoproxil fumarate
should only be used if the potential benefits of treatment are considered to outweigh the
potential risks.

Mild renal impairment (creatinine clearance 50-80 ml/min)

Limited data from clinical studies support once daily dosing of 300 mg tenofovir disoproxil
fumarate in patients with mild renal impairment.

Moderate renal impairment (creatinine clearance 30-49 ml/min)

FFor patients unable to take the granule formulation of tenofovir disoproxil fumarate, prolonged
dose intervals using the 300 mg film-coated tablets may be used. Administration of 300 mg
tenofovir disoproxil fumarate every 48 hours can be used based on modelling of single-dose
pharmacokinetic data in HIV negative and non-HBV infected subjects with varying degrees of
renal impairment, including end-stage renal discase requiring haemodialysis, but has not been
confirmed in clinical studies. Therefore. clinical response to treatment and renal function
should be closely monitored in these patients (see sections 4.4 and 5.2).

Severe renal impairment (creatinine clearance < 30) mi/min) and haemodialysis patients
For patients unable to take the granule formulation of tenofovir disoproxil fumarate and with no

alternative treatment available, prolonged dose intervals using the 300 mg film-coated tablets
may be used as follows:
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Severe renal impairment: 300 mg tenofovir disoproxil fumarate may be administered every 72-
96 hours (dosing twice a week).

Haemodialysis patients: 300 mg tenofovir disoproxil fumarate may be administered every 7
days following completion of a haemodialysis session*.

These dose interval adjustments have not been confirmed in clinical studies. Simulations
suggest that the prolonged dose interval using tenofovir disoproxil fumarate 300 mg tablets is
not optimal and could result in increased toxicity and possibly inadequate response. Therefore.
clinical response to treatment and renal function should be closely monitored (see sections 4.4
and 5.2).

* Generally. once weekly dosing assuming three haemodialysis sessions per week, each of
approximately 4 hours duration or after 12 hours cumulative haemodialysis.

No dosing recommendations can be given for non-haemodialysis patients with creatinine
clearance < 10 ml/min.

Paediatrics
The use of tenofovir disoproxil fumarate is not recommended in paediatric patients with renal
impairment (see section 4.4).

Hepatic impairment
No dose adjustment is required in patients with hepatic impairment (see sections 4.4 and 5.2).
If tenofovir disoproxil fumarate tablets is discontinued in patients with chronic hepatitis B with

or without HIV co-infection, these patients should be closely monitored for evidence of
exacerbation of hepatitis (see section 4.4).

Method of administration
Tenofovir disoproxil fumarate tablets should be taken once daily, orally with food.

In exceptional circumstances tenofovir disoproxil fumarate 300 mg tablets can be administered
following disintegration of the tablet in at least 100 ml of water. orange juice or grape juice.

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
4.4 Special warnings and special precautions for use

General

HIV antibody testing should be offered to all HBV infected patients before initiating tenofovir
disoproxil fumarate therapy (see below Co-infection with HIV-1 and hepatitis B).

HIV-1

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.

Chronic hepatitis B

Patients must be advised that tenofovir disoproxil fumarate has not been proven to prevent the
risk of transmission of HBV to others through sexual contact or contamination with blood.
Appropriate precautions must continue to be used.



Co-administration of other medicinal products

- Tenofovir disoproxil fumarate tablets should not be administered concomitantly with other
medicinal products containing tenofovir disoproxil fumarate.

- Tenofovir disoproxil fumarate tablets should not be administered concomitantly with adefovir
dipivoxil.

- Co-administration of tenofovir disoproxil fumarate and didanosine is not recommended. Co-
administration of tenofovir disoproxil fumarate and didanosine results in a 40-60% increase in
systemic exposure to didanosine that may increase the risk of didanosine-related adverse
reactions (see section 4.5). Rarely. pancreatitis and lactic acidosis, sometimes fatal. have been
reported. Co-administration of tenofovir disoproxil fumarate and didanosine at a dose of 400
mg daily has been associated with a significant decrease in CD4 cell count. possibly due to an
intracellular interaction increasing phosphorylated (i.e. active) didanosine. A decreased dosage
of 250 mg didanosine co-administered with tenofovir disoproxil fumarate therapy has been
associated with reports of high rates of virological failure within several tested combinations
for the treatment of HIV-1 infection.

Triple therapy with nucleosides/nucleotides

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

Renal and bone effects in adult population
Renal effects

Tenofovir is principally eliminated via the kidney. Renal failure, renal impairment, elevated
creatinine, hypophosphataemia and proximal tubulopathy (including Fanconi syndrome) have
been reported with the use of tenofovir disoproxil fumarate in clinical practice (see section 4.8).

Renal monitoring

[t is recommended that creatinine clearance is calculated in all patients prior to initiating
therapy with tenofovir disoproxil fumarate and renal function (creatinine clearance and serum
phosphate) is also monitored after two to four weeks of treatment, after three months of
treatment and every three to six months thereafter in patients without renal risk factors. In
patients at risk for renal impairment. a more frequent monitoring of renal function is required.

Renal management

If serum phosphate is < 1.5 mg/dl (0.48 mmol/l) or creatinine clearance is decreased to < 50
ml/min in any adult patient receiving tenofovir disoproxil fumarate, renal function should be re-
evaluated within one week. including measurements of blood glucose, blood potassium and
urine glucose concentrations (see section 4.8. proximal tubulopathy). Consideration should also
be given to interrupting treatment with tenofovir disoproxil fumarate in adult patients with
creatinine clearance decreased to < 50 ml/min or decreases in serum phosphate to < 1.0 mg/dl
(0.32 mmol/l). Interrupting treatment with tenofovir disoproxil fumarate should also be

considered in case of progressive decline of renal function when no other cause has been
identified.

Co-administration and risk of renal toxicity
Use of tenofovir disoproxil fumarate should be avoided with concurrent or recent use of a

nephrotoxic medicinal product (¢.g. aminoglycosides, amphotericin B, foscarnet. ganciclovir,
pentamidine, vancomycin, cidofovir or interleukin-2). If concomitant use of tenofovir



disoproxil fumarate and nephrotoxic agents is unavoidable. renal function should be monitored
weekly.

Cases of acute renal failure after initiation of high dose or multiple non-steroidal anti-
inflammatory drugs (NSAIDs) have been reported in patients treated with tenofovir disoproxil
fumarate and with risk factors for renal dysfunction. If tenofovir disoproxil fumarate is co-
administered with an NSAID, renal function should be monitored adequately.

A higher risk of renal impairment has been reported in patients receiving tenofovir disoproxil
fumarate in combination with a ritonavir or cobicistat boosted protease inhibitor. A close
monitoring of renal function is required in these patients (see section 4.5). In patients with renal
risk factors. the co-administration of tenofovir disoproxil fumarate with a boosted protease
inhibitor should be carefully evaluated.

Tenofovir disoproxil fumarate has not been clinically evaluated in patients receiving medicinal
products which are secreted by the same renal pathway. including the transport proteins human
organic anion transporter (hOAT) 1 and 3 or MRP 4 (e.g. cidofovir, a known nephrotoxic
medicinal product). These renal transport proteins may be responsible for tubular secretion and
in part, renal elimination of tenofovir and cidofovir. Consequently, the pharmacokinetics of
these medicinal products, which are secreted by the same renal pathway including transport
proteins hOAT 1 and 3 or MRP 4, might be modified if they are co-administered. Unless
clearly necessary, concomitant use of these medicinal products which are secreted by the same
renal pathway is not recommended, but if such use is unavoidable, renal function should be
monitored weekly (see section 4.5).

Renal impairment

Renal safety with tenofovir disoproxil fumarate has only been studied to a very limited degree
in adult patients with impaired renal function (creatinine clearance < 80 ml/min).

Adult patients with creatinine clearance < 50 ml/min, including haemodialysis patients:

There are limited data on the safety and efficacy of tenofovir disoproxil fumarate in patients
with impaired renal function. Therefore. tenofovir disoproxil fumarate should only be used if
the potential benefits of treatment are considered to outweigh the potential risks. In patients
with severe renal impairment (creatinine clearance < 30 ml/min) and in patients who require
haemodialysis use of tenofovir disoproxil fumarate is not recommended. If no alternative
treatment is available, the dosing interval must be adjusted and renal function should be closely
monitored (see sections 4.2 and 5.2).

Bone effects

In HIV infected patients, in a 144-week controlled clinical study that compared tenofovir
disoproxil fumarate with stavudine in combination with lamivudine and efavirenz in
antiretroviral-naive adult patients, small decreases in bone mineral density (BMD) of the hip
and spine were observed in both treatment groups. Decreases in BMD of spine and changes in
bone biomarkers from baseline were significantly greater in the tenofovir disoproxil fumarate
treatment group at 144 weeks. Decreases in BMD of hip were significantly greater in this group
until 96 weeks. However. there was no increased risk of fractures or evidence for clinically
relevant bone abnormalities over 144 weeks.

In other studies (prospective and cross-sectional ). the most pronounced decreases in BMD were
seen in patients treated with tenofovir disoproxil fumarate as part of a regimen containing a
boosted protease inhibitor. Alternative treatment regimens should be considered for patients
with osteoporosis that are at a high risk for fractures.



Bone abnormalities (infrequently contributing to fractures) may be associated with proximal
renal tubulopathy (see section 4.8).

I bone abnormalities are suspected or detected then appropriate consultation should be
obtained.

Renal and bone effects in paediatric population

There are uncertainties associated with the long term effects of bone and renal toxicity.
Moreover, the reversibility of renal toxicity cannot be fully ascertained. Therefore. a
multidisciplinary approach is recommended to adequately weigh on a case by case basis the
benefit/risk balance of treatment, decide the appropriate monitoring during treatment (including
decision for treatment withdrawal) and consider the need for supplementation.

Renal effects

Renal adverse reactions consistent with proximal renal tubulopathy have been reported in HIV-
I infected paediatric patients aged 2 to < 12 years in clinical study GS-US-104-0352 (see
sections 4.8 and 3.1).

Renal monitoring

Renal function (creatinine clearance and serum phosphate) should be evaluated prior to
treatment. and monitored during treatment as in adults (see above).

Renal management

[ serum phosphate is confirmed to be < 3.0 mg/dl (0.96 mmol/l) in any paediatric patient
receiving tenofovir disoproxil fumarate, renal function should be re-evaluated within one week,
including measurements of blood glucose. blood potassium and urine glucose concentrations
(see section 4.8, proximal tubulopathy). If renal abnormalities are suspected or detected then
consultation with a nephrologist should be obtained to consider interruption of tenofovir
disoproxil fumarate treatment. Interrupting treatment with tenofovir disoproxil fumarate should
also be considered in case of progressive decline of renal function when no other cause has
been identified.

Co-administration and risk of renal loxicity

The same recommendations apply as in adults (see above).

Renal impairment

The use of tenofovir disoproxil fumarate is not recommended in paediatric patients with renal
impairment (see section 4.2). Tenofovir disoproxil fumarate should not be initiated in paediatric
patients with renal impairment and should be discontinued in paediatric patients who develop
renal impairment during tenofovir disoproxil fumarate therapy.

Bone effects
Tenofovir disoproxil fumarate tablets may cause a reduction in BMD. The effects of tenofovir

disoproxil fumarate-associated changes in BMD on long-term bone health and future fracture
risk are currently unknown (see section 5.1 ).

If bone abnormalities are detected or suspected in paediatric patients. consultation with an
endocrinologist and/or nephrologist should be obtained.



Liver disease

Safety and efficacy data are very limited in liver transplant patients.

There are limited data on the safety and efficacy of tenofovir disoproxil fumarate in HBV
infected patients with decompensated liver disease and who have a Child-Pugh-Turcotte (CPT)
score > 9. These patients may be at higher risk of experiencing serious hepatic or renal adverse
reactions. Therefore, hepatobiliary and renal parameters should be closely monitored in this
patient population.

Exacerbations of hepatitis

Flares on treatment: Spontaneous exacerbations in chronic hepatitis B are relatively common
and are characterised by transient increases in serum ALT. After initiating antiviral therapy.
serum ALT may increase in some patients (see section 4.8). In patients with compensated liver
disease. these increases in serum ALT are generally not accompanied by an increase in serum
bilirubin concentrations or hepatic decompensation. Patients with cirrhosis may be at a higher
risk for hepatic decompensation following hepatitis exacerbation, and therefore should be
monitored closely during therapy.

Flares afier treatment discontinuation: Acute exacerbation of hepatitis has also been reported
in patients who have discontinued hepatitis B therapy. Post-treatment exacerbations are usually
associated with rising HBV DNA, and the majority appears to be self-limited. However, severe
exacerbations, including fatalities, have been reported. Hepatic function should be monitored at
repeated intervals with both clinical and laboratory follow-up for at least 6 months after
discontinuation of hepatitis B therapy. If appropriate, resumption of hepatitis B therapy may be
warranted. In patients with advanced liver disease or cirrhosis. treatment discontinuation is not
recommended since post-treatment exacerbation of hepatitis may lead to hepatic
decompensation.

Liver flares are especially serious, and sometimes fatal in patients with decompensated liver
disease.

Co-infection with hepatitis C or D: There are no data on the efficacy of tenofovir in patients co-
infected with hepatitis C or D virus.

Co-infection with HIV-1 and hepatitis B: Due to the risk of development of HIV resistance.
tenofovir disoproxil fumarate should only be used as part of an appropriate antiretroviral
combination regimen in HIV/HBV co-infected patients. Patients with pre-existing liver
dysfunction, including chronic active hepatitis, have an increased frequency of liver function
abnormalities during combination antiretroviral therapy (CART) 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. However, it should be noted
that increases of ALT can be part of HBV clearance during therapy with tenofovir, see
above Exacerbations of hepatitis.

Use with certain hepatitis C virus antiviral agents

Co-administration of tenofovir disoproxil fumarate with ledipasvir/sofosbuvir has been shown
to increase plasma concentrations of tenofovir, especially when used together with an HIV
regimen containing tenofovir disoproxil fumarate and a pharmacokinetic enhancer (ritonavir or
cobicistat). The safety of tenofovir disoproxil fumarate in the setting of ledipasvir/sofosbuvir
and a pharmacokinetic enhancer has not been established. The potential risks and benefits
associated with co-administration of ledipasvir/sofosbuvir with tenofovir disoproxil fumarate
given in conjunction with a boosted HIV protease inhibitor (e.g. atazanavir or darunavir) should




be considered. particularly in patients at increased risk of renal dysfunction. Patients receiving
ledipasvir/sofosbuvir concomitantly with tenofovir disoproxil fumarate and a boosted HIV
protease inhibitor should be monitored for adverse reactions related to tenofovir disoproxil
fumarate.

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.

Mitochondrial dysfunction following exposure in utero

Nucleos(t)ide 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 postnatally 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 nucleos(t)ide analogues. who present with severe clinical findings of unknown
ctiology, particularly neurologic findings. These findings do not affect current national
recommendations to use antiretroviral therapy in pregnant women to prevent vertical
transmission of HIV.

Immune reactivation syndrome

In HIV infected patients with severe immune deficiency at the time of institution of CART, an
inflammatory reaction to asymptomatic or residual opportunistic pathogens may arise and cause
serious clinical conditions, or aggravation of symptoms. Typically, such reactions have been
observed within the first few weeks or months of initiation of CART. Relevant examples are
cytomegalovirus retinitis. generalised and/or focal mycobacterial infections, and Preumocystis
Jirovecii pneumonia. Any inflammatory symptoms should be evaluated and treatment 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.

Osteonecrosis

Although the aetiology is considered to be multifactorial (including corticosteroid use, alcohol
consumption, severe immunosuppression. higher body mass index). cases of osteonecrosis have
been reported, particularly in patients with advanced HIV discase and/or long-term exposure to
CART. Patients should be advised to seek medical advice if they experience joint aches and
pain, joint stiffness or difficulty in movement.
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Elderly

Tenofovir disoproxil fumarate has not been studied in patients over the age of 65. Elderly
patients are more likely to have decreased renal function: therefore caution should be exercised
when treating elderly patients with tenofovir disoproxil fumarate.

Tenofovir disoproxil fumarate 300 mg tablets contain lactose monohydrate. Consequently,
patients with rare hereditary problems of galactose intolerance. the Lapp lactase deficiency, or
glucose-galactose malabsorption should not take this medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Interaction studies have only been performed in adults.

Based on the results of in vitro experiments and the known elimination pathway of tenofovir,
the potential for CYP450-mediated interactions involving tenofovir with other medicinal
products is low.

Concomitant use not recommended

Tenofovir disoproxil fumarate tablets should not be administered concomitantly with other
medicinal products containing tenofovir disoproxil fumarate.

Tenofovir disoproxil fumarate tablets should not be administered concomitantly with adefovir
dipivoxil.

Didanosine

Co-administration of tenofovir disoproxil fumarate and didanosine is not recommended (see
section 4.4 and Table 1).

Renally eliminated medicinal products
Since tenofovir is primarily eliminated by the kidneys. co-administration of tenofovir disoproxil
fumarate with medicinal products that reduce renal function or compete for active tubular

secretion via transport proteins hOAT 1, hOAT 3 or MRP 4 (e.g. cidofovir) may increase serum
concentrations of tenofovir and/or the co-administered medicinal products.

Use of tenofovir disoproxil fumarate should be avoided with concurrent or recent use of a
nephrotoxic medicinal product. Some examples include, but are not limited to.
aminoglycosides, amphotericin B, foscarnet, ganciclovir, pentamidine. vancomycin, cidofovir
or interleukin-2 (see section 4.4).

Given that tacrolimus can affect renal function. close monitoring is recommended when it is co-
administered with tenofovir disoproxil fumarate.

Other interactions

Interactions between tenofovir disoproxil fumarate and protease inhibitors and antiretroviral
agents other than protease inhibitors are listed in Table | below (increase is indicated as i
decrease as “| ™, no change as “—", twice daily as <b.i.d.”, and once daily as “q.d.”).
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Table 1: Interactions between tenofovir disoproxil fumarate and other medicinal products

Medicinal product by therapeutic
areas

Effects on drug levels
Mean percent change in

Recommendation concerning co-
administration with 300 mg

(dose in mg) AUC, Cusis Caisa tenofovir disoproxil fumarate

ANTI-INFECTIVES

Antiretrovirals

Protease inhibitors

Atazanavir/Ritonavir Atazanavir: No dose adjustment is recommended.

(300 q.d./100 q.d./300 q.d.) AUC: | 25% The increased exposure of tenofovir
Crant 28% could potentiate tenofovir-associated
it | 26% adverse events, including renal
Tenofovir: disorders. Renal function should be
AUC: 137% closely monitored (see section 4.4).
Ciax: T34%
Cmm: T 29%

Lopinavir/Ritonavir
(400 b.i.d./100 b.i.d./300 q.d.)

Lopinavir/ritonavir:
No significant effect on
lopinavir/ritonavir PK
parameters.

Tenofovir:

AUC: 132%

CI“EIN: =

Cmin: T 31%

No dose adjustment is recommended.
The increased exposure of tenofovir
could potentiate tenofovir-associated
adverse events, including renal
disorders. Renal function should be
closely monitored (see section 4.4).

Darunavir/Ritonavir
(300/100 b.i.d./300 q.d.)

Darunavir;

No significant effect on
darunavir/ritonavir PK
parameters.

Tenofovir:

AUC: 1 22%

Clmn: T 37%

No dose adjustment is recommended.
The increased exposure of tenofovir
could potentiate tenofovir-associated
adverse events, including renal
disorders. Renal function should be
closely monitored (see section 4.4),

NRTIS

Didanosine

Co-administration of tenofovir
disoproxil fumarate and
didanosine results in a 40-60%
increase in systemic exposure
to didanosine that may increase
the risk for didanosine-related
adverse reactions. Rarely,
pancreatitis and lactic acidosis,
sometimes fatal, have been
reported. Co-administration of
tenofovir disoproxil fumarate
and didanosine at a dose of 400
mg daily has been associated
with a significant decrease in
CD4 cell count, possibly due to
an intracellular interaction
increasing phosphorylated (i.e.
active) didanosine. A
decreased dosage of 250 mg
didanosine co-administered
with tenofovir disoproxil
fumarate therapy has been

Co-administration of tenofovir
disoproxil fumarate and didanosine is
not recommended (see section 4.4),




associated with reports of high
rates of virological failure
within several tested
combinations for the treatment
of HIV-1 infection.

Adefovir dipivoxil AUC: & Tenofovir disoproxil fumarate should
Chay. < not be administered concurrently
with adefovir dipivoxil (see section
4.4).
Entecavir AUC: & No clinically significant
Ciax: < pharmacokinetic interactions when
tenofovir disoproxil fumarate was co-
administered with entecavir.
Hepatitis C virus antiviral agents
Ledipasvir/Sofosbuvir Ledipasvir: Increased plasma
(90 mg/400 mg q.d.) + AUC: 196% concentrations of tenofovir
Atazanavir/Ritonavir Chax: 1 68% resulting from coadministration
(300 mg q.d./100 mg q.d.) + Cains T 118% of tenofovir
Emtricitabine/Tenofovir disoproxil disoproxil fumarate.
fumarate Sofosbuvir: ledipasvir/sofosbuvir and
(200 mg/300 mg q.d.)’ AUC: & atazanavir/ritonavir may
Cinax: < increase adverse reactions
related to tenofovir disoproxil
GS-331007* fumarate, including renal
AUC: & disorders. The safety of
Criais + tenofovir disoproxil fumarate
Chin: T 42% when used with
ledipasvir/sofosbuvir and a
Atazanavir: pharmacokinetic enhancer
AUC: & (e.g. ritonavir or cobicistat)
Crnax: +* has not been established.
Chin: T 63% The combination should be
used with caution with
Ritonavir: frequent renal monitoring, if
ALIC: other alternatives are not
Cinax: & available (see section 4.4),
C"“'“Z T 45%
Emtricitabine:
AUC: &
Chiix; >
Cm,'ni A
Tenofovir:
AUC: &
Cm;\x: T 47%
Cmm: T 47%
Ledipasvir/Sofosbuvir Ledipasvir; Increased plasma
(90 mg/400 mg q.d.) + AUC: & concentrations of tenofovir
Darunavir/Ritonavir Craxs < resulting from coadministration
(800 mg q.d./100 mg q.d.) + il & of tenofovir disoproxil fumarate

Emtricitabine/Tenofovir disoproxil
fumarate
(200 mg/300 mg q.d.)’

Sofosbuvir:
AUC: | 27%

ledipasvir/sofosbuvir and
darunavir/ritonavir may
increase adverse reactions
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related to tenofovir disoproxil
fumarate, including renal

GS-331007* disorders. The safety of
AUC: & tenofovir disoproxil fumarate
Cm;l,\: £=h when used with
Ciin: < ledipasvir/sofosbuvir and a
pharmacokinetic enhancer
Darunavir: (e.g. ritonavir or cobicistat)
AUC: « has not been established.
(-“Illél.\: =
Chnin: < The combination should be
used with caution with
Ritonavir: frequent renal monitoring, if
AUC: & other alternatives are not
Cinax: © available (see section 4.4).
Cmin: T 48%
Emtricitabine:
AUC: &
Ciax: &
Cinin: «>
Tenofovir:
AUC: 1 50%
Cnmx: T 64%
Chin: 159%
Ledipasvir/Sofosbuvir Ledipasvir; No dose adjustment is recommended.
(90 mg/400 mg q.d.) + AUC: | 34% The

Efavirenz/Emtricitabine/Tenofovir
disoproxil fumarate
(600 mg/200 mg/300 mg q.d.)

CI!IRK: l 34%
Cmm: l 34%

Sofosbuvir;
AUC: «

Cmux: ~—

GS-331007°
AUC: &
Ciiax: &

Cmm: T

Efavirenz:
AUC: «
CJII:‘!N: «

Cmin: -

Emtricitabine:

AUC: «
C”I'dx: ¥

CIH]II: i

Tenofovir:

AUC: 1 98%
Chax: T 79%
Crin: T:163%

increased exposure of
tenofovir could potentiate
adverse reactions
associated with tenofovir
disoproxil fumarate,
including renal disorders.
Renal function should be
closely monitored (see
section 4.4).

Ledipasvir/Sofosbuvir
(90 mg/400 mg q.d.) +

Ledipasvir:
AUC: &

No dose adjustment is
recommended. The




EznlricitébineﬁRilpi\-'irineiTenofmsir
disoproxil fumarate
(200 mg/25 mg/300 mg q.d.)

-
(-‘IHHK' =k

CI’H!I’II: =3

Sofosbuvir:
AUC:

(‘ max . &

GS-331007%
AUC: &
Cm:m: =

Cmm: =

Emtricitabine:
AUC: «
CI’"&'IX: ¥

C"!I'II'I'I: >

Rilpivirine:
AUC: <
CITHI‘: e

Cmm: e

Tenofovir;
AUC: 1t 40%
C1Ililx: e

Cmm: T 91%

increased exposure of
tenofovir could potentiate
adverse reactions
associated with tenofovir
disoproxil fumarate,
including renal disorders.
Renal function should be
closely monitored (see
section 4.4),

Sofosbuvir

(400 mg q.d.) +
Efavirenz/Emtricitabine/Tenofovir
disoproxil fumarate

(600 mg/200 mg/300 mg q.d.)

Sofosbuvir:
AUC:
Chax: | 19%
GS-331007%
AUC: &
Cmas: .L 23%

Efavirenz:
AUC: —
Cnmx: =¥

CI"II'I: e

Emtricitabine:
AUC: &
Cm;nx: >

Cmin: £k

Tenofovir;
AUC: &
Cmux: T 250/0

Cmm: —

No dose adjustment is
required.

" Data generated from  simultaneous dosing with
administration (12 hours apart) provided

similar results.

g g . f . . .
* The predominant circulating metabolite of sofosbuvir.

ledipasvir/sofosbuvir. ~ Staggered




Studies conducted with other medicinal products

There were no clinically significant pharmacokinetic interactions when tenofovir disoproxil
fumarate was co-administered with emtricitabine. lamivudine, indinavir, efavirenz, nelfinavir,
saquinavir (ritonavir boosted). methadone. ribavirin, rifampicin. tacrolimus, or the hormonal
contraceptive norgestimate/ethinyl oestradiol.

Tenofovir disoproxil fumarate must be taken with food, as food enhances the bioavailability of
tenofovir (see section 5.2).

4.6 Pregnancy and lactation

Pregnancy

A moderate amount of data on pregnant women (between 300-1,000 pregnancy outcomes)
indicate no malformations or foetal/neonatal toxicity associated with tenofovir disoproxil
fumarate. Animal studies do not indicate reproductive toxicity (see section 5.3). The use of
tenofovir disoproxil fumarate may be considered during pregnancy, if necessary.

Breast-feeding

Tenofovir has been shown to be excreted in human milk. There is insufficient information on
the effects of tenofovir in newborns/infants. Therefore tenofovir disoproxil fumarate tablets
should not be used during breast-feeding.

As a general rule, it is recommended that HIV and HBV infected women do not breast-feed
their infants in order to avoid transmission of HIV and HBV to the infant.

Fertility
There are limited clinical data with respect to the effect of tenofovir disoproxil fumarate on

fertility. Animal studies do not indicate harmful effects of tenofovir disoproxil fumarate on
fertility.

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.
However. patients should be informed that dizziness has been reported during treatment with
tenofovir disoproxil fumarate.

4.8 Undesirable effects

Summary of the safety profile

HIV-1 and hepatitis B: In patients receiving tenofovir disoproxil fumarate, rare events of renal
impairment, renal failure and proximal renal tubulopathy (including Fanconi syndrome)
sometimes leading to bone abnormalities (infrequently contributing to fractures) have been
reported. Monitoring of renal function is recommended for patients receiving tenofovir
disoproxil fumarate tablets (see section 4.4).

HIV-1: Approximately one third of patients can be expected to experience adverse reactions
following treatment with tenofovir disoproxil fumarate in combination with other antiretroviral
agents. These reactions are usually mild to moderate gastrointestinal events. Approximately 1%

of tenofovir disoproxil fumarate-treated adult patients discontinued treatment due to the
gastrointestinal events,
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Co-administration of tenofovir disoproxil fumarate tablets and didanosine is not recommended
as this may result in an increased risk of adverse reactions (see section 4.5). Rarely, pancreatitis
and lactic acidosis. sometimes fatal. have been reported (see section 4.4).

Hepatitis B: Approximately one quarter of patients can be expected to experience adverse
reactions following treatment with tenofovir disoproxil fumarate, most of which are mild. In
clinical trials of HBV infected patients. the most frequently occurring adverse reaction to
tenofovir disoproxil fumarate was nausea (5.4%).

Acute exacerbation of hepatitis has been reported in patients on treatment as well as in patients
who have discontinued hepatitis B therapy (see section 4.4).

Tabulated summary of adverse reactions

Assessment of adverse reactions for tenofovir disoproxil fumarate is based on safety data from
clinical studies and post-marketing experience. All adverse reactions are presented in Table 2.

HIV-1 clinical studies: Assessment of adverse reactions from HIV-1 clinical study data is based
on experience in two studies in 653 treatment-experienced patients receiving treatment with
tenofovir disoproxil fumarate (n = 443) or placebo (n = 210) in combination with other
antiretroviral medicinal products for 24 weeks and also in a double-blind comparative
controlled study in which 600 treatment-naive patients received treatment with tenofovir
Disoproxil fumarate 300 mg (n = 299) or stavudine (n = 301) in combination with lamivudine
and efavirenz for 144 weeks.

Hepatitis B clinical studies: Assessment of adverse reactions from HBV clinical study data is
primarily based on experience in two double-blind comparative controlled studies in which 641
adult patients with chronic hepatitis B and compensated liver disease received treatment with
tenofovir disoproxil fumarate 300 mg daily (n = 426) or adefovir dipivoxil 10 mg daily (n =
215) for 48 weeks. The adverse reactions observed with continued treatment for 384 weeks
were consistent with the safety profile of tenofovir disoproxil fumarate. After an initial decline
of approximately -4.9 ml/min (using Cockeroft-Gault equation) or -3.9 ml/min/1.73 m?’ (using
modification of diet in renal disease [MDRD] equation) after the first 4 weeks of treatment, the
rate of annual decline post baseline of renal function reported in tenofovir disoproxil fumarate
treated patients was -1.41 ml/min per year (using Cockcroft-Gault equation) and -0.74
ml/min/1.73 m* per year (using MDRD equation).

Patients with decompensated liver disease: The safety profile of tenofovir disoproxil fumarate
in patients with decompensated liver disease was assessed in a double-blind active controlled
study (GS-US-174-0108) in which adult patients received treatment with tenofovir disoproxil
fumarate (n = 45) or emtricitabine plus tenofovir disoproxil fumarate (n = 45) or entecavir (n =
22) for 48 weeks.

In the tenofovir disoproxil fumarate treatment arm. 7% of patients discontinued treatment due
to an adverse event; 9% of patients experienced a confirmed increase in serum creatinine of >
0.5 mg/dl or confirmed serum phosphate of < 2 mg/dl through week 48; there were no
statistically significant differences between the combined tenofovir-containing arms and the
entecavir arm. After 168 weeks. 16% (7/45) of the tenofovir disoproxil fumarate group, 4%
(2/45) of the emtricitabine plus tenofovir disoproxil fumarate group, and 14% (3/22) of the
entecavir group experienced tolerability failure. Thirteen percent (6/45) of the tenofovir
disoproxil fumarate group, 13% (6/45) of the emtricitabine plus tenofovir disoproxil fumarate



group. and 9% (2/22) of the entecavir group had a confirmed increase in serum creatinine > (.5
mg/dl or confirmed serum phosphate of < 2 mg/dl.

At week 168, in this population of patients with decompensated liver disease, the rate of death
was of 13% (6/45) in the tenofovir disoproxil fumarate group. 11% (5/45) in the emtricitabine
plus tenofovir disoproxil fumarate group and 14% (3/22) in the entecavir group. The rate of
hepatocellular carcinoma was 18% (8/45) in the tenofovir disoproxil fumarate group, 7% (3/45)
in the emtricitabine plus tenofovir disoproxil fumarate group and 9% (2/22) in the entecavir
group.

Subjects with a high baseline CPT score were at higher risk of developing serious adverse
events (see section 4.4).

Patients with lamivudine-resistant chronic hepatitis B: No new adverse reactions to tenofovir
disoproxil fumarate were identified from a randomised, double-blind study (GS-US-174-0121)
in which 280 lamivudine-resistant patients received treatment with tenofovir disoproxil
fumarate (n = 141) or emtricitabine/tenofovir disoproxil fumarate (n = 139) for 240 weeks.

The adverse reactions with suspected (at least possible) relationship to treatment are listed
below by body system organ class and frequency. Within each frequency grouping. undesirable
effects are presented in order of decreasing seriousness. Frequencies are defined as very
common (= 1/10). common (= 1/100 to < 1710), uncommon (> 1/1.000 to < 1/100) or rare (>
1/10,000 to < 1/1,000).

Table 2: Tabulated summary of adverse reactions associated with tenofovir disoproxil
fumarate based on clinical study and post-marketing experience
Frequency

‘Tenofovir disoproxil fumarate

Metabolism and nutrition disorders:

Very common: hypophosphataemia'

Uncommon: hypokalaemia'

Rare: lactic acidosis

Nervous system disorders:

Very common: dizziness

Common: headache

Gastrointestinal disorders:

Very common;

diarrhoea, vomiting, nausea

Common:

abdominal pain, abdominal distension, flatulence

Uncommon:

pancreatitis

Hepatobiliary disorder:

5

Common:

increased transaminases

Rare:

hepatic steatosis, hepatitis

Skin and subcuteneous

tissue disorders:

Very common:

rash

_Rarc :

angioedema

Musculoskeletal and connective tissue disorders:

Uncommon:

[ |
rhabdomyolysis'. muscular weakness'

Rare;

osteomalacia (manifested as bone pain and infrequently contributing to

fractures)' *, myopathy'
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Renal and wrinary disorders:

Uncommon: increased creatinine, proximal renal tubulopathy (including Fanconi
syndrome)
Rare: acute renal failure, renal failure, acute tubular necrosis, nephritis (including

acute interstitial nephritis)’, nephrogenic diabetes insipidus

General disorders and administration site conditions.

Very common: asthenia

Common; fatigue
"'This adverse reaction may occur as a consequence of proximal renal tubulopathy. It is not

considered to be causally associated with tenofovir disoproxil fumarate in the absence of this
condition.

* This adverse reaction was identified through post-marketing surveillance but not observed in
randomised controlled clinical trials or the tenofovir disoproxil fumarate expanded access
program. The frequency category was estimated from a statistical calculation based on the total
number of patients exposed to tenofovir disoproxil fumarate in randomised controlled clinical
trials and the expanded access program (n =7,319).

Description of selected adverse reactions
HIV-1 and hepatitis B:
Renal impairment

As tenofovir disoproxil fumarate tablets may cause renal damage monitoring of renal function
is recommended (see sections 4.4 and 4.8 Summary of the safety profile). Proximal renal
tubulopathy generally resolved or improved after tenofovir disoproxil fumarate discontinuation.
However, in some patients. declines in creatinine clearance did not completely resolve despite
tenofovir disoproxil fumarate discontinuation. Patients at risk of renal impairment (such as
patients with baseline renal risk factors, advanced HIV disease. or patients receiving
concomitant nephrotoxic medications) are at increased risk of experiencing incomplete

recovery of renal function despite tenofovir disoproxil fumarate discontinuation (see section
4.4).

HiV-1:
Interaction with didanosine

Co-administration of tenofovir disoproxil fumarate and didanosine is not recommended as it
results in a 40-60% increase in systemic exposure to didanosine that may increase the risk of
didanosine-related adverse reactions (see section 4.5). Rarely. pancreatitis and lactic acidosis,
sometimes fatal. have been reported.

Metabolic parameters

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

Immune reactivation syndrome

In HIV infected patients with severe immune deficiency at the time of initiation of CART. an
inflammatory reaction to asymptomatic or residual opportunistic infections may arise.
Autoimmune disorders (such as Graves' disease) have also been reported: however, the reported

time to onset is more variable and these events can occur many months after initiation of
treatment (see section 4.4).
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Osteonecrosis

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

Hepatitis B:

Exacerbations of hepatitis during treatment

In studies with nucleoside-naive patients, on-treatment ALT elevations > 10 times ULN (upper
limit of normal) and > 2 times baseline occurred in 2.6% of tenofovir disoproxil fumarate-
treated patients. ALT elevations had a median time to onset of 8 weeks, resolved with
continued treatment, and. in a majority of cases. were associated with a > 2 logjocopies/ml
reduction in viral load that preceded or coincided with the ALT clevation. Periodic monitoring
of hepatic function is recommended during treatment (see section 4.4).

Exacerbations of hepatitis after discontinuation of treatment
In HBV infected patients, clinical and laboratory evidence of exacerbations of hepatitis have
occurred after discontinuation of HBV therapy (see section 4.4).

Paediatric population

HIV-1

Assessment of adverse reactions is based on two randomised trials (studies GS-US-104-0321
and GS-US-104-0352) in 184 HIV-1 infected paediatric patients (aged 2 to < 18 years) who
received treatment with tenofovir disoproxil fumarate (n = 93) or placebo/active comparator (n
= 91) in combination with other antiretroviral agents for 48 weeks (see section 5.1). The
adverse reactions observed in paediatric patients who received treatment with tenofovir
disoproxil fumarate were consistent with those observed in clinical studies of tenofovir
disoproxil fumarate in adults (see section 4.8 Tabulated summary of adverse reactions and 5.1).

Reductions in BMD have been reported in paediatric patients. In HIV-1 infected adolescents.
the BMD Z-scores observed in subjects who received tenofovir disoproxil fumarate were lower
than those observed in subjects who received placebo. In HIV-1 infected children, the BMD Z-
scores observed in subjects who switched to tenofovir disoproxil fumarate were lower than
those observed in subjects who remained on their stavudine- or zidovudine-containing regimen
(see sections 4.4 and 5.1).

In study GS-US-104-0352, 4 out of 89 paediatric patients exposed to tenofovir disoproxil
fumarate (median tenofovir disoproxil fumarate exposure 312 weeks) discontinued due to
adverse reactions consistent with proximal renal tubulopathy. Seven patients had estimated
glomerular filtration rate (GFR) values between 70 and 90 mL/min/1.73 m’. Among them. two
patients experienced a clinically meaningful decline in estimated GFR which improved after
discontinuation of tenofovir disoproxil fumarate.

Chronic hepatitis B

Assessment of adverse reactions is based on one randomised study (study GS-US-174-0115) in
106 adolescent patients (12 to < 18 years of age) with chronic hepatitis B receiving treatment
with tenofovir disoproxil fumarate 300 mg (n = 52) or placebo (n = 54) for 72 weeks. The
adverse reactions observed in adolescent patients who received treatment with tenofovir
disoproxil fumarate were consistent with those observed in clinical studies of tenofovir
disoproxil fumarate in adults (see section 4.8 Tabulated summary of adverse reactions and 5.1 ).

R
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Reductions in BMD have been observed in HBV infected adolescents. The BMD Z-scores
observed in subjects who received tenofovir disoproxil fumarate were lower than those
observed in subjects who received placebo (see sections 4.4 and 5.1 )i

Other special population(s)

Elderly

Tenofovir disoproxil fumarate has not been studied in patients over the age of 65. Elderly
patients are more likely to have decreased renal function, therefore caution should be exercised
when treating elderly patients with tenofovir disoproxil fumarate (see section 4.4).

Patients with renal impairment

Since tenofovir disoproxil fumarate can cause renal toxicity, close monitoring of renal function
is recommended in adult patients with renal impairment treated with Viread (see sections 4.2.
4.4 and 5.2). The use of tenofovir disoproxil fumarate is not recommended in paediatric
patients with renal impairment (see sections 4.2 and 4.4).

4.9 Overdose

Symptoms
If overdose occurs the patient must be monitored for evidence of toxicity (see sections 4.8 and
5.3). and standard supportive treatment applied as necessary.

Management
Tenofovir can be removed by haemodialysis; the median haemodialysis clearance of tenofovir
is 134 ml/min. It is not known whether tenofovir can be removed by peritoneal dialysis.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antiviral for systemic use: nucleoside and nucleotide reverse
transcriptase inhibitors, ATC code: JOSAF07

Mechanism of action and pharmacodynamic effects

Tenofovir disoproxil fumarate is the fumarate salt of the prodrug tenofovir disoproxil.
Tenofovir disoproxil is absorbed and converted to the active substance tenofovir, which is a
nucleoside monophosphate (nucleotide) analogue. Tenofovir is then converted to the active
metabolite, tenofovir diphosphate, an obligate chain terminator, by constitutively expressed
cellular enzymes. Tenofovir diphosphate has an intracellular half-life of 10 hours in activated
and 50 hours in resting peripheral blood mononuclear cells (PBMCs). Tenofovir diphosphate
inhibits HIV-1 reverse transcriptase and the HBV polymerase by direct binding competition
with the natural deoxyribonucleotide substrate and. after incorporation into DNA, by DNA
chain termination. Tenofovir diphosphate is a weak inhibitor of cellular polymerases «, B, and
Y- At concentrations of up to 300 umol/l, tenofovir has also shown no effect on the synthesis of
mitochondrial DNA or the production of lactic acid in in Vilro assays.

Data pertaining to HIV

HIV antiviral activity in vitro: The concentration of tenofovir required for 50% inhibition
(ECs) of the wild-type laboratory strain HIV-1,,3 is 1-6 umol/l' in lymphoid cell lines and 1.1
nmol/l against primary HIV-1 subtype B isolates in PBMCs. Tenofovir is also active against
HIV-1 subtypes A, C. D, E. F, G. and O and against HIVg, in primary monocyte/macrophage
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cells. Tenofovir shows activity in vitro against HIV-2, with an ECso of 4.9 pmol/l in MT-4
cells.

Resistance: Strains of HIV-1 with reduced susceptibility to tenofovir and a K65R mutation in
reverse transcriptase have been selected in vitro and in some patients (see Clinical efficacy and
safety). Tenofovir disoproxil fumarate should be avoided in antiretroviral-experienced patients
with strains harbouring the K65R mutation (see section 4.4). In addition, a K70E substitution in
HIV-1 reverse transcriptase has been selected by tenofovir and results in low-level reduced
susceptibility to tenofovir.

Clinical studies in treatment-experienced patients have assessed the anti-HIV activity of
tenofovir disoproxil fumarate 300 mg against strains of HIV-1 with resistance to nucleoside
inhibitors. The results indicate that patients whose HIV expressed 3 or more thymidine-
analogue associated mutations (TAMs) that included either the M41L or L210W reverse
transcriptase mutation showed reduced response to tenofovir disoproxil fumarate 300 mg
therapy.

Clinical efficacy and safetv

The effects of tenofovir disoproxil fumarate in treatment-experienced and treatment-naive HI'V-
I infected adults have been demonstrated in trials of 48 weeks and 144 weeks duration.
respectively.

In study GS-99-907. 550 treatment-experienced adult patients were treated with placebo or
tenofovir disoproxil fumarate 300 mg for 24 weeks. The mean baseline CD4 cell count was 427
cells/mm”’, the mean baseline plasma HIV-1 RNA was 3.4 log,, copies/ml (78% of patients had
a viral load of < 5,000 copies/ml) and the mean duration of prior HIV treatment was 5.4 years.
Baseline genotypic analysis of HIV isolates from 253 patients revealed that 94% of patients had
HIV-1 resistance mutations associated with nucleoside reverse transcriptase inhibitors, 58%
had mutations associated with protease inhibitors and 48% had mutations associated with non-
nucleoside reverse transcriptase inhibitors.

At week 24 the time-weighted average change from baseline in log;o plasma HIV-1 RNA levels
(DAVGyy) was -0.03 loggcopies/ml and -0.61 logio copies/ml for the placebo and tenofovir
disoproxil fumarate 300 mg recipients (p < 0.0001). A statistically significant difference in
favour of tenofovir disoproxil fumarate 300 mg was seen in the time-weighted average change
from baseline at week 24 {DAVGy]ﬂ for CD4 count (+13 cells/mm” for tenofovir disoproxil
fumarate 300 mg versus -11 cells/mm? for placebo. p-value = 0.0008). The antiviral response to
tenofovir disoproxil fumarate was durable through 48 weeks (DAVGygwas -0.57
logiy copies/ml. proportion of patients with HIV-1 RNA below 400 or 50 copies/ml was 41%
and 18% respectively). Eight (2%) tenofovir disoproxil fumarate 300 mg treated patients
developed the K65R mutation within the first 48 weeks.

The 144-week, double-blind, active controlled phase of study GS-99-903 evaluated the efficacy
and safety of tenofovir disoproxil fumarate 300 mg versus stavudine when used in combination
with lamivudine and efavirenz in HIV-1 infected adult patients naive to antiretroviral therapy.
The mean baseline CD4 cell count was 279 cells/mm’, the mean baseline plasma HIV-1 RNA
was 4.91 logjo copies/ml, 19% of patients had symptomatic HIV-1 infection and 18% had
AIDS. Patients were stratified by baseline HIV-1 RNA and CD4 count. Forty-three percent of

patients had baseline viral loads > 100.000 copies/ml and 39% had CD4 cell counts < 200
cells/ml.
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By intent to treat analysis (missing data and switch in antiretroviral therapy (ART) considered
as failure). the proportion of patients with HIV-1 RNA below 400 copies/ml and 50 copies/ml
at 48 weeks of treatment was 80% and 76% respectively in the tenofovir disoproxil fumarate
300 mg arm. compared to 84% and 80% in the stavudine arm. At 144 weeks. the proportion of
patients with HIV-1 RNA below 400 copies/ml and 50 copies/ml was 71% and 68%
respectively in the tenofovir disoproxil fumarate 300 mg arm, compared 10 64% and 63% in the
stavudine arm.

The average change from baseline for HIV-1 RNA and CD4 count at 48 weeks of treatment
was similar in both treatment groups (-3.09 and -3.09 log, copies/ml: +169 and 167
cells/mm? in the tenofovir disoproxil fumarate 300 mg and stavudine groups, respectively). At
144 weceks of treatment, the average change from baseline remained similar in both treatment
groups (-3.07 and -3.03 logo copies/ml: +263 and +283 cells/mm® in the tenofovir disoproxil
fumarate 300 mg and stavudine groups, respectively). A consistent response to treatment with
tenofovir disoproxil fumarate 300 mg was seen regardless of baseline HIV-1 RNA and CD4
count.

The K65R mutation occurred in a slightly higher percentage of patients in the tenofovir
disoproxil fumarate group than the active control group (2.7% versus 0.7%). Efavirenz or
lamivudine resistance either preceded or was coincident with the development of K65R in all
cases. Eight patients had HIV that expressed K65R in the tenofovir disoproxil fumarate 300 mg
arm, 7 of these occurred during the first 48 weeks of treatment and the last one at week 96. No
further K65R development was observed up to week 144. One patient in the tenofovir
disoproxil (as fumarate) arm developed the K70E substitution in the virus. From both the
genotypic and phenotypic analyses there was no evidence for other pathways of resistance to
tenofovir,

Data pertaining to HBV
HBYV antiviral activity in vitro: The in vitro antiviral activity of tenofovir against HBV was
assessed in the HepG2 2.2.15 cell line. The ECs, values for tenofovir were in the range of 0.14
to 1.5 pmol/l, with CCsq (50% cytotoxicity concentration) values > 100 umol/l

Resistance: No HBV mutations associated with tenofovir disoproxil fumarate resistance have
been identified (see Clinical efficacy and safety). In cell based assays. HBV strains expressing
the rtV173L, rtL180M, and rtM2041/V mutations associated with resistance to lamivudine and
telbivudine showed a susceptibility to tenofovir ranging from 0.7- to 3.4-fold that of wild-type
virus. HBV strains expressing the rtL180M, rtT184G. rtS202G/I. rtM204V and rtM250V
mutations associated with resistance to entecavir showed a susceptibility to tenofovir ranging
from 0.6- to 6.9-fold that of wild-type virus. HBV strains expressing the adefovir-associated
resistance mutations rtA181V and rtN236T showed a susceptibility to tenofovir ranging from
2.9- 10 10-fold that of wild-type virus. Viruses containing the rtA181T mutation remained
susceptible to tenofovir with ECs; values 1.5-fold that of wild-type virus.

Clinical efficacy and safety

The demonstration of benefit of tenofovir disoproxil fumarate in compensated and
decompensated disease is based on virological, biochemical and serological responses in adults
with HBeAg positive and HBeAg negative chronic hepatitis B. Treated patients included those
who were treatment-naive, lamivudine-experienced, adefovir dipivoxil-experienced and
patients with lamivudine and/or adefovir dipivoxil resistance mutations at baseline. Benefit has
also been demonstrated based on histological responses in compensated patients.
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Experience in patients with compensated liver disease at 48 weeks (studies GS-US-] 74-0102
and GS-US-174-0103)

Results through 48 weeks from two randomised. phase 3 double-blind studies comparing
tenofovir disoproxil fumarate to adefovir dipivoxil in adult patients with compensated liver
disease are presented in Table 3 below. Study GS-US-174-0103 was conducted in 266
(randomised and treated) HBeAg positive patients while study GS-US-174-0102 was conducted
in 375 (randomised and treated) patients negative for HBeAg and positive for HBeAb.

In both of these studies tenofovir disoproxil fumarate was significantly superior to adefovir
dipivoxil for the primary efficacy endpoint of complete response (defined as HBV DNA levels
<400 copies/ml and Knodell necroinflammatory score improvement of at least 2 points without
worsening in Knodell fibrosis). Treatment with tenofovir disoproxil fumarate 300 mg was also
associated with significantly greater proportions of patients with HBV DNA < 400 copies/ml.
when compared to adefovir dipivoxil 10 mg treatment. Both treatments produced similar results
with regard to histological response (defined as Knodell necroinflammatory score improvement
of at least 2 points without worsening in Knodell fibrosis) at week 48 (see Table 3 below).

In study GS-US-174-0103 a significantly greater proportion of patients in the tenofovir
disoproxil fumarate group than in the adefovir dipivoxil group had normalised ALT and
achieved HBsAg loss at week 48 (see Table 3 below).

Table 3: Efficacy parameters in compensated HBeAg negative and HBeAg positive

~ patients at week 48

S ]
(5]
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- Study 174-0102 (HBeAg negative) Study 174-0103 (HBeAg positive)
Parameter Tenofovir disoproxil  |Adefovir dipivoxil 10 |Tenofovir disoproxil  [Adefovir dipivoxil 10
fumarate 300 mg mg fumarate 300 mg mg
I n=250 n=125 n=176 n=290
Complete T1* 49 67* 12
response(%)"
Histology
Histological response |72 69 74 68
(%-}h
Median HBV DNA  |-4.7% -4.0 -6.4% -3.7
reduction from
baseline
('_Ia)lizﬁtwpiesnnl}
HBV DNA (%) o
<400 copies/ml (< 69 |93* 63 76%* 13
[U/ml)
ALT (%)
Normalised ALT 76 77 68* 54
Serology (%)
HBeAg n/a n/a 22/21 18/18
loss/seroconversion
HBsAg 0/0 0/0 3%/1 0/0 o
loss/seroconversion

* p-value versus adefovir dipivoxil < 0.05.

" Complete response defined as HBV DNA
necroinflammatory

fibrosis.

levels < 400 copies/ml and Knodell
score improvement of at least 2 points without worsening in Knodell
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" Knodell necroinflammatory score improvement of at least 2 points without worsening in
Knodell fibrosis.

“Median change from baseline HBV DNA merely reflects the difference between baseline
HBV DNA and the limit of detection (LOD) of the assay.

" The population used for analysis of ALT normalisation included only patients with ALT
above ULN at baseline.

n/a = not applicable.

Tenofovir disoproxil fumarate was associated with significantly greater proportions of patients
with undetectable HBV DNA (< 169 copies/ml [< 29 TU/ml]; the limit of quantification of the
Roche Cobas Tagman HBV assay). when compared to adefovir dipivoxil (study GS-US-174-
0102; 91%., 56% and study GS-US-174-0103; 69%. 9%), respectively.

Response to treatment with tenofovir disoproxil fumarate was comparable in nucleoside-
experienced (n = 51) and nucleoside-naive (n = 375) patients and in patients with normal ALT
(n = 21) and abnormal ALT (n = 405) at baseline when studies GS-US-174-0102 and GS-US-
174-0103 were combined. Forty-nine of the 51 nucleoside-experienced patients were
previously treated with lamivudine. Seventy-three percent of nucleoside-experienced and 69%
of nucleoside-naive patients achieved complete response to treatment; 90% of nucleoside-
experienced and 88% of nucleoside-naive patients achieved HBV DNA suppression < 400
copies/ml. All patients with normal ALT at baseline and 88% of patients with abnormal ALT at
baseline achieved HBV DNA suppression < 400 copies/ml.

Experience beyond 48 weeks in studies GS-US-174-0102 and GS-US-] 74 -0103

In studies GS-US-174-0102 and GS-US-174-0103. after receiving double-blind treatment for
48 weeks (either tenofovir disoproxil fumarate 300 mg or adefovir dipivoxil 10 mg), patients
rolled over with no interruption in treatment to open-label tenofovir disoproxil fumarate. In
studies GS-US-174-0102 and GS-US-174-0103. 77% and 61% of patients continued in the
study through to 384 weeks, respectively. At weeks 96. 144, 192, 240, 288 and 384, viral
suppression, biochemical and serological responses were maintained with continued tenofovir
disoproxil fumarate treatment (see Tables 4 and 5 below).

Table 4: Efficacy parameters in compensated HBeAg negative patients at week 96, 144,
192, 240, 288 and 384 open-label treatment

Study 174-0102 (HBeAg negative)

Parameter’ Tenofovir disoproxil fumarate 300 mg Adefovir dipivoxil 10 mg roll over to

n =250 tenofovir disoproxil fumarate 300 mg
n=125
‘Week 96" |144° 1192¢ 240 [288' [384° [96° [144" [192" [240 |osg™ [3sa’

HBV DNA (%) [90 |87 84 83 80 74 89 88 87 84 84 76
<400 copies/ml (<
69 [U/ml)

ALT (%) 72 |73 67 70 68 |64 68 70 77 |76 74 69
Normalised ALT?

Serology (%)

HBeAg loss/ n/a [n/a na |n/a |n/a |n/a |n/a n‘a |nfa |n/a n/a n/a
seroconversion

HBsAg loss/ 0/0 |0/0 0/010/0 j0o/0 111" Jo/0  [o/0 oo oo~ |11 171"

seroconversion
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“ Based upon Long Term Evaluation algorithm (LTE Analysis) - Patients who discontinued the
study at any time prior to week 384 due to a protocol defined endpoint, as well as those
completing week 384, are included in the denominator.

" 48 weeks of double-blind tenofovir disoproxil fumarate followed by 48 weeks open-label.

48 weeks of double-blind adefovir dipivoxil followed by 48 weeks open-label tenofovir
disoproxil fumarate.

" The population used for analysis of ALT normalisation included only patients with ALT
above ULN at baseline.

© 48 weeks of double-blind tenofovir disoproxil fumarate followed by 96 weeks open-label.

'48 weeks of double-blind adefovir dipivoxil followed by 96 weeks open-label tenofovir
disoproxil fumarate.

® 48 weeks of double-blind tenofovir disoproxil fumarate followed by 144 weeks open-label.
"48 weeks of double-blind adefovir dipivoxil followed by 144 weeks open-label tenofovir
disoproxil fumarate.

' 48 weeks of double-blind tenofovir disoproxil fumarate followed by 192 weeks open-label.
'48 wecks of double-blind adefovir dipivoxil followed by 192 weeks open-label tenofovir
disoproxil fumarate.

¥ One patient in this group became HBsAg negative for the first time at the 240 week visit and
was ongoing in the study at the time of the data cut-off. However. the subject's HBsAg loss was
ultimately confirmed at the subsequent visit.

' 48 weeks of double-blind tenofovir disoproxil fumarate followed by 240 weeks open-label.
"48 weeks of double-blind adefovir dipivoxil followed by 240 weeks open-label tenofovir
disoproxil fumarate.

" Figures presented are cumulative percentages based upon a Kaplan Meier analysis excluding
data collected after the addition of emtricitabine to open-label tenofovir disoproxil fumarate
(KM-TDF).

" 48 weeks of double-blind tenofovir disoproxil fumarate followed by 336 weeks open-label.

" 48 weeks of double-blind adefovir dipivoxil followed by 336 weeks open-label tenofovir
disoproxil fumarate.

n/a = not applicable.

Table 5: Efficacy parameters in compensated HBeAg positive patients at week 96, 144,
192, 240, 288 and 384 open-label treatment

Study 174-0103 (HBeAg positive)

Parameter” Tenofovir disoproxil fumarate 300 mg Adefovir dipivoxil 10 mg roll over to tenofovii
n=176 disoproxil fumarate 300 mg

b n =90

‘Week 96" [144° 192" [240' 288" [384° 96" 144’ [192' 40" |osg' |3sa

HBV DNA (%) |76 72 168 64 |61 56 74 71 T2 66 65 61

<400 copies/ml (<

69 1U/ml)

ALT (%) 60 55 |56 46 |47 |47 65 61 59 56 57 56

Normalised ALT*

Serology (%)

HBeAg loss/ 26/23 129123 34/25 |38/30 (37/25(30/20  |24/20 (33126 [36/30 [38/31 |40/31 |35/24
seroconversion
HBsAg loss/ /4 18/6 (1178 11/8" 12/8' [15/12" le/5 |8/ [8/7¢ |10710' 117100 1311

seroconversion
“ Based upon Long Term Evaluation algorithm (LTE Analysis) - Patients who discontinued the

study at any time prior to week 384 due to a protocol defined endpoint, as well as those
completing week 384, are included in the denominator.




® 48 weeks of double-blind tenofovir disoproxil fumarate followed by 48 weeks open-label.

“48 weeks of double-blind adefovir dipivoxil followed by 48 weeks open-label tenofovir
disoproxil fumarate.

I The population used for analysis of ALT normalisation included only patients with ALT
above ULN at baseline.

© 48 weeks of double-blind tenofovir disoproxil fumarate followed by 96 weeks open-label.

'48 weeks of double-blind adefovir dipivoxil followed by 96 weeks open-label tenofovir
disoproxil fumarate.

® Figures presented are cumulative percentages based upon a Kaplan Meier analysis including
data collected after the addition of emtricitabine to open-label tenofovir disoproxil fumarate
(KM-ITT).

" 48 weeks of double-blind tenofovir disoproxil fumarate followed by 144 weeks open-label.
48 weeks of double-blind adefovir dipivoxil followed by 144 weeks open-label tenofovir
disoproxil fumarate.

' 48 weeks of double-blind tenofovir disoproxil fumarate followed by 192 weeks open-label.
*48 weeks of double-blind adefovir dipivoxil followed by 192 weeks open-label tenofovir
disoproxil fumarate.

' Figures presented are cumulative percentages based upon a Kaplan Meier analysis excluding
data collected after the addition of emtricitabine to open-label tenofovir disoproxil fumarate
(KM-TDF).

" 48 weeks of double-blind tenofovir disoproxil fumarate followed by 240 weeks open-label.
"48 weeks of double-blind adefovir dipivoxil followed by 240 weeks open-label tenofovir
disoproxil fumarate.

" 48 weeks of double-blind tenofovir disoproxil fumarate followed by 336 weeks open-label.

" 48 weeks of double-blind adefovir dipivoxil followed by 336 weeks open-label tenofovir
disoproxil fumarate.

Paired baseline and week 240 liver biopsy data were available for 331/489 patients who
remained in studies GS-US-174-0102 and GS-US-174-0103 at week 240 (see Table 6 below).
Ninety-five percent (225/237) of patients without cirrhosis at baseline and 99% (93/94) of
patients with cirrhosis at baseline had either no change or an improvement in fibrosis (Ishak
fibrosis score). Of the 94 patients with cirrhosis at baseline (Ishak fibrosis score: 5 - 6), 26%
(24) experienced no change in Ishak fibrosis score and 72% (68) experienced regression of
cirrhosis by week 240 with a reduction in Ishak fibrosis score of at least 2 points.

Table 6: Histological response (“0) in compensated HBeAg negative and HBeAg positive
subjects at week 240 compared to baseline

I~

Study 174-0102 Study 174-0103
(HBeAg negative) _ (HBeAg positive)
Tenofovir Adefovir dipivoxil 10 |Tenofovir disoproxil| Adefovir dipivoxil 10
disoproxil mg roll over to fumarate 300 mg  |mg roll over to
fumarate 300 mg |tenofovir disoproxil n=176° tenofovir disoproxil
n=250° fumarate 300 mg fumarate 300 mg

- n=125¢ n=90°

Histological 88 85 90 92

response™” (%) [130/148] [63/74] [63/70] [36/39]

* The population used for analysis of histology included only patients with available liver
biopsy data (Missing = Excluded) by week 240. Response after addition of emtricitabine is
excluded (total of 17 subjects across both studies).

Knodell necroinflammatory score improvement of at least 2 points without worsening in
Knodell fibrosis score.




© 48 weeks double-blind tenofovir disoproxil fumarate followed by up to 192 weeks open-label.
448 weeks double-blind adefovir dipivoxil followed by up to 192 weeks open-label tenofovir
disoproxil fumarate.

Experience in patients with HIV co-infection and prior lamivudine experience

In a randomised. 48-week double-blind. controlled study of tenofovir disoproxil fumarate 300
mg in adult patients co-infected with HIV-1 and chronic hepatitis B with prior lamivudine
experience (study ACTG 5127). the mean serum HBV DNA levels at baseline in patients
randomised to the tenofovir arm were 9.45 logo copies/ml (n = 27). Treatment with tenofovir
disoproxil fumarate 300 mg was associated with a mean change in serum HBV DNA from
baseline, in the patients for whom there was 48-week data. of -5.74 log copies/ml (n = 18). In
addition, 61% of patients had normal ALT at week 48.

Experience in patients with persistent viral replication (study GS-US-174-0106)

The efficacy and safety of tenofovir disoproxil fumarate 300 mg or tenofovir disoproxil
fumarate 300 mg plus 200 mg emtricitabine has been evaluated in a randomised, double-blind
study (study GS-US-174-0106), in HBeAg positive and HBeAg negative adult patients who
had persistent viraemia (HBV DNA > 1.000 copies/ml) while receiving adefovir dipivoxil 10
mg for more than 24 weeks. At baseline, 57% of patients randomised to tenofovir disoproxil
fumarate versus 60% of patients randomised to emtricitabine plus tenofovir disoproxil fumarate
treatment group had previously been treated with lamivudine. Overall at week 24, treatment
with tenofovir disoproxil fumarate resulted in 66% (35/53) of patients with HBV DNA < 400
copies/ml (< 69 IU/ml) versus 69% (36/52) of patients treated with emtricitabine plus tenofovir
disoproxil fumarate (p = 0.672). In addition 55% (29/53) of patients treated with tenofovir
disoproxil fumarate had undetectable HBV DNA (< 169 copies/ml [< 29 IU/ml]; the limit of
quantification of the Roche Cobas TaqgMan HBV assay) versus 60% (31/52) of patients treated
with emtricitabine plus tenofovir disoproxil fumarate (p = 0.504). Comparisons between
treatment groups beyond week 24 are difficult to interpret since investigators had the option to
intensify treatment to open-label emtricitabine plus tenofovir disoproxil. Long-term studies to
evaluate the benefit/risk of bitherapy with emtricitabine plus tenofovir disoproxil fumarate in
HBV monoinfected patients are ongoing.

Experience in patients with decompensated liver disease at 48 weeks (study GS-US-174-0108)
Study GS-US-174-0108 is a randomised, double-blind, active controlled study evaluating the
safety and efficacy of tenofovir disoproxil fumarate (n = 45), emtricitabine plus tenofovir
disoproxil fumarate (n = 45), and entecavir (n = 22), in patients with decompensated liver
disease. In the tenofovir disoproxil fumarate treatment arm. patients had a mean CPT score of
7.2, mean HBV DNA of 5.8 log), copies/ml and mean serum ALT of 61 U/l at baseline. Forty-
two percent (19/45) of patients had at least 6 months of prior lamivudine experience, 20%
(9/45) of patients had prior adefovir dipivoxil experience and 9 of 45 patients (20%) had
lamivudine and/or adefovir dipivoxil resistance mutations at baseline. The co-primary safety
endpoints were discontinuation due to an adverse event and confirmed increase in serum
creatinine > 0.5 mg/dl or confirmed serum phosphate of <2 mg/dl.

In patients with CPT scores <9, 74% (29/39) of tenofovir disoproxil fumarate, and 94% (33/3 5)
of emtricitabine plus tenofovir disoproxil fumarate treatment groups achieved HBV DNA < 400
copies/ml after 48 weeks of treatment.

Overall, the data derived from this study are too limited to draw any definitive conclusions on
the comparison of emtricitabine plus tenofovir disoproxil fumarate versus tenofovir disoproxil
fumarate. (see Table 7 below).
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Table 7: Safety and efficacy parameters in decompensated patients at week 48
Study 174-0108

Parameter Tenofovir disoproxil ~ |Emtricitabine 200 mg/ |Entecavir
fumarate 300 mg tenofovir disoproxil (0.5 mgor 1 mg)
(n=45) fumarate 300 mg n=22
(n=45)
Tolerability failure 3 (7%) 2 (4%) 2 (9%)
(permanent

discontinuation of study
drug due to a treatment
emergent AE)

n ({Vo_)iI

Confirmed increase in 4 (9%) 3(7%) 1 (5%)
serum creatinine > 0.5
mg/dl from baseline or
confirmed serum
phosphate of <2 mg/dl
n (O/o)b

HBY DNA n (%) 31/44 (70%) 36/41 (88%) 16/22 (73%)
< 400 copies/ml
n (%)

ALT n (%) 25/44 (57%) 31/41 (76%) 12/22 (55%)
Normal ALT
22 point decrease in CPT [7/27 (26%) 12/25 (48%) 5/12 (42%)
from baseline
n (%)

Mean change from -0.8 -0.9 -1.3
baseline in CPT score

Mean change from -1.8 -23 -2.6
baseline in MELD score
" p-value comparing the combined tenofovir-containing arms versus the entecavir arm — 0.622,

® p-value comparing the combined tenofovir-containing arms versus the entecavir arm = 1.000.

Experience beyond 48 weeks in study GS-US-174-0108
Using a noncompleter/switch = failure analysis, 50% (21/42) of subjects receiving tenofovir
disoproxil fumarate, 76% (28/37) of subjects receiving emtricitabine plus tenofovir disoproxil

fumarate and 52% (11/21) of subjects receiving entecavir achieved HBV DNA < 400 copies/ml
at week 168.

Experience in patients with lamivudine-resistant HBV at 96 weeks (study GS-US-174-0121)

The efficacy and safety of 300 mg tenofovir disoproxil fumarate was evaluated in a
randomised, double-blind study (GS-US-174-0121) in HBeAg positive and HBeAg negative
patients (n = 280) with compensated liver disease, viraemia (HBV DNA > 1,000 [U/ml), and
genotypic evidence of lamivudine resistance (rtM2041/V +/- rtL180M). Only five had adefovir-
associated resistance mutations at baseline. One hundred forty-one and 139 adult subjects were
randomised to a tenofovir disoproxil fumarate and emtricitabine plus tenofovir disoproxil
fumarate treatment arm., respectively. Baseline demographics were similar between the two
treatment arms: At baseline, 52.5% of subjects were HBeAg negative. 47.5% were HBeAg

positive, mean HBV DNA level was 6.5 logjo copies/ml. and mean ALT was 79 U/
respectively.



After 240 weeks of treatment, 117 of 141 subjects (83%) randomised to tenofovir disoproxil
fumarate had HBV DNA < 400 copies/ml, and 51 of 79 subjects (65%) had ALT normalisation.
After 240 weeks of treatment with emtricitabine plus tenofovir disoproxil fumarate, 115 of 139
subjects (83%) had HBV DNA < 400 copies/ml, and 59 of 83 subjects (71%) had ALT
normalisation. Among the HBeAg positive subjects randomised to tenofovir disoproxil
fumarate, 16 of 65 subjects (25%) experienced HBeAg loss. and 8 of 65 subjects (12%)
experienced anti-HBe seroconversion through week 240. In the HBeAg positive subjects
randomised to emtricitabine plus tenofovir disoproxil fumarate, 13 of 68 subjects (19%)
experienced HBeAg loss, and 7 of 68 subjects (10%) experienced anti-HBe seroconversion
through week 240. Two subjects randomised to tenofovir disoproxil fumarate experienced
HBsAg loss by Week 240. but not seroconversion to anti-HBs. Five subjects randomised to
emtricitabine plus tenofovir disoproxil fumarate experienced HBsAg loss. with 2 of these 5
subjects experiencing seroconversion to anti-HBs.

Clinical resistance

Four hundred and twenty-six HBeAg negative (GS-US-174-0102, n = 250) and HBeAg
positive (GS-US-174-0103. n = 176) patients initially randomised to double-blind tenofovir
disoproxil fumarate treatment and then switched to open-label tenofovir disoproxil fumarate
treatment were evaluated for genotypic changes in HBV polymerase from baseline. Genotypic
evaluations performed on all patients with HBV DNA > 400 copies/ml at week 48 (n = 39), 96
(n = 24), 144 (n = 6), 192 (n = 5). 240 (n = 4), 288 (n = 6) and 384 (n = 2) of tenofovir
disoproxil fumarate monotherapy showed that no mutations associated with tenofovir
disoproxil fumarate resistance have developed.

Two hundred and fifteen HBeAg negative (GS-US-174-0102. n = 125) and HBeAg positive
(GS-US-174-0103, n = 90) patients initially randomised to double-blind adefovir dipivoxil
treatment and then switched to open-label tenofovir disoproxil fumarate treatment were
evaluated for genotypic changes in HBV polymerase from baseline. Genotypic evaluations
performed on all patients with HBV DNA > 400 copies/ml at week 48 (n = 16), 96 (n = 5), 144
(n=1),192 (n=2),240 (n = 1), 288 (n=1) and 384 (n = 2) of tenofovir disoproxil fumarate
monotherapy showed that no mutations associated with tenofovir disoproxil fumarate resistance
have developed.

In study GS-US-174-0108, 45 patients (including 9 patients with lamivudine and/or adefovir
dipivoxil resistance mutations at baseline) received tenofovir disoproxil fumarate for up to 168
weeks. Genotypic data from paired baseline and on treatment HBV isolates were available for
6/8 patients with HBY DNA > 400 copies/ml at week 48. No amino acid substitutions
associated with resistance to tenofovir disoproxil fumarate were identified in these isolates.
Genotypic analysis was conducted for 5 subjects in the tenofovir disoproxil fumarate arm post
week 48. No amino acid substitutions associated with tenofovir disoproxil fumarate resistance
were detected in any subject.

In study GS-US-174-0121, 141 patients with lamivudine resistance substitutions at baseline
received tenofovir disoproxil fumarate for up to 96 weeks. Genotypic data from paired baseline
and on treatment HBV isolates were available for 6 of 9 patients with HBV DNA > 400
copies/ml at their last time point on tenofovir disoproxil fumarate. No amino acid substitutions
associated with resistance to tenofovir disoproxil fumarate were identified in these isolates.

In a paediatric study (GS-US-174-0115), 52 patients (including 6 patients with lamivudine
resistance mutations at baseline) received tenofovir disoproxil fumarate for up to 72 weeks.
Genotypic evaluations were performed on all patients with HBV DNA > 400 copies/ml at week



48 (n = 6) and week 72 (n = 5). No amino acid substitutions associated with resistance to
tenofovir disoproxil fumarate were identified in these isolates.

Paediatric population

HIV-1:Tn study GS-US-104-0321, 87 HIV-1 infected treatment-experienced patients 12 to < 18
years of age were treated with tenofovir disoproxil fumarate (n = 45) or placebo (n = 42) in
combination with an optimised background regimen (OBR) for 48 weeks. Due to limitations of
the study. a benefit of tenofovir disoproxil fumarate over placebo was not demonstrated based
on plasma HIV-1 RNA levels at week 24. However. a benefit is expected for the adolescent

population based on extrapolation of adult data and comparative pharmacokinetic data (see
section 5.2).

In patients who received treatment with tenofovir disoproxil fumarate or placebo, mean lumbar
spine BMD Z-score was -1.004 and -0.809, and mean total body BMD Z-score was -0.866 and
-0.584. respectively, at baseline. Mean changes at week 48 (end of double-blind phase) were -
0.215 and -0.165 in lumbar spine BMD Z-score, and -0.254 and -0.179 in total body BMD Z-
score for the tenofovir disoproxil fumarate and placebo groups, respectively. The mean rate of
BMD gain was less in the tenofovir disoproxil fumarate group compared to the placebo group.
At week 48, six adolescents in the tenofovir disoproxil fumarate group and one adolescent in
the placebo group had significant lumbar spine BMD loss (defined as > 4% loss). Among 28
patients receiving 96 weeks of treatment with tenofovir disoproxil fumarate, BMD Z-scores
declined by -0.341 for lumbar spine and -0.458 for total body.

In study GS-US-104-0352. 97 treatment-experienced patients 2 to < 12 years of age with stable.
virologic suppression on stavudine- or zidovudine-containing regimens were randomised to
either replace stavudine or zidovudine with tenofovir disoproxil fumarate (n = 48) or continue
on their original regimen (n = 49) for 48 weeks. At week 48. 83% of patients in the tenofovir
disoproxil fumarate treatment group and 92% of patients in the stavudine or zidovudine
treatment group had HIV-1 RNA concentrations < 400 copies/ml. The difference in the
proportion of patients who maintained < 400 copies/ml at week 48 was mainly influenced by
the higher number of discontinuations in the tenofovir disoproxil fumarate treatment group.
When missing data were excluded. 91% of patients in the tenofovir disoproxil fumarate
treatment group and 94% of patients in the stavudine or zidovudine treatment group had HIV-1
RNA concentrations < 400 copies/ml at week 48.

Reductions in BMD have been reported in paediatric patients. In patients who received
treatment with tenofovir disoproxil fumarate. or stavudine or zidovudine. mean lumbar spine
BMD Z-score was -1.034 and -0.498, and mean total body BMD Z-score was -0.471 and -
0.386. respectively, at baseline. Mean changes at week 48 (end of randomised phase) were
0.032 and 0.087 in lumbar spine BMD Z-score. and -0.184 and -0.027 in total body BMD Z-
score for the tenofovir disoproxil fumarate and stavudine or zidovudine groups. respectively.
The mean rate of lumbar spine bone gain at week 48 was similar between the tenofovir
disoproxil fumarate treatment group and the stavudine or zidovudine treatment group. Total
body bone gain was less in the tenofovir disoproxil fumarate treatment group compared to the
stavudine or zidovudine treatment group. One tenofovir disoproxil fumarate treated subject and
no stavudine or zidovudine treated subjects experienced significant (> 4%) lumbar spine BMD
loss at week 48. BMD Z-scores declined by -0.012 for lumbar spine and by -0.338 for total
body in the 64 subjects who were treated with tenofovir disoproxil fumarate for 96 weeks.
BMD Z-scores were not adjusted for height and weight.
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In study GS-US-104-0352. 4 out of 89 paediatric patients exposed to tenofovir disoproxil
fumarate discontinued due to adverse reactions consistent with proximal renal tubulopathy
(median tenofovir disoproxil fumarate exposure 104 weeks).

Chronic hepatitis B: In study GS-US-174-0115. 106 HBeAg negative and HBeAg positive
patients aged 12 to < 18 years with chronic HBV infection [HBV DNA > 107 copies/ml.
clevated serum ALT (> 2 x ULN) or a history of clevated serum ALT levels in the past 24
months] were treated with tenofovir disoproxil fumarate 300 mg (n = 52) or placebo (n = 54)
for 72 weeks. Subjects must have been naive to tenofovir disoproxil fumarate. but could have
received interferon based regimens (> 6 months prior to screening) or any other non-tenofovir
disoproxil fumarate containing oral anti-HBV nucleoside/nucleotide therapy (> 16 weeks prior
to screening). At week 72. overall 88% (46/52) of patients in the tenofovir disoproxil fumarate
treatment group and 0% (0/54) of patients in the placebo group had HBV DNA < 400
copies/ml. Seventy-four percent (26/35) of patients in the tenofovir disoproxil fumarate group
had normalised ALT at week 72 compared to 31% (13/42) in the placebo group. Response to
treatment with tenofovir disoproxil fumarate was comparable in nucleos(t)ide-naive (n = 20)
and nucleos(t)ide-experienced (n = 32) patients. including lamivudine-resistant patients (n = 6).
Ninety-five percent of nucleos(t)ide-naive patients, 84% of nucleos(t)ide-experienced patients.
and 83% of lamivudine-resistant patients achieved HBV DNA < 400 copies/ml at week 72.
Thirty-one of the 32 nucleos(t)ide-experienced patients had prior lamivudine experience. At
week 72, 96% (27/28) of immune-active patients (HBV DNA > 10° copies/ml, serum ALT >
1.5 x ULN) in the tenofovir disoproxil fumarate treatment group and 0% (0/32) of patients in
the placebo group had HBV DNA < 400 copies/ml. Seventy-five percent (21/28) of immune-
active patients in the tenofovir disoproxil fumarate group had normal ALT at week 72
compared to 34% (11/32) in the placebo group.

No subjects met the primary safety endpoint of a 6% decrease in lumbar spine BMD. In
subjects receiving tenofovir disoproxil fumarate or placebo, mean (SD) lumbar spine BMD Z-
score was -0.43 (0.764) and -0.28 (0.813). and mean total body BMD Z-score was -0.20 (1.126)
and -0.26 (0.878), respectively, at baseline. The mean (SD) change in lumbar spine BMD Z-
score from baseline to week 72 in subjects receiving tenofovir disoproxil fumarate was -0.05
(0.310) and 0.07 (0.377) in those receiving placebo. The mean change in whole body BMD Z-
score in subjects receiving tenofovir disoproxil fumarate was -0.15 (0.379) and 0.06 (0.361) in
those receiving placebo. BMD Z-scores were not adjusted for height and weight. The mean
percentage increase in whole body and lumbar spine BMD from baseline to week 72 was
2.84% and 4.95%. respectively, in subjects receiving tenofovir disoproxil fumarate. These
mean percentage increases in whole body and lumbar spine BMD were 2.53% and 3.19% less,
respectively. when compared to subjects receiving placebo. Three subjects in the tenofovir
disoproxil fumarate group and 2 subjects in the placebo group had a decrease of > 4% in spine
BMD.

The European Medicines Agency has deferred the obligation to submit the results of studies
with tenofovir disoproxil fumarate tablets in one or more subsets of the paediatric population in
HIV and chronic hepatitis B (see section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Tenofovir disoproxil fumarate is a water soluble ester prodrug which is rapidly converted in
vivo to tenofovir and formaldehyde.

Tenofovir is converted intracellularly to tenofovir monophosphate and to the active component,
tenofovir diphosphate.
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Following oral administration of tenofovir disoproxil fumarate to HIV infected patients,
tenofovir disoproxil fumarate is rapidly absorbed and converted to tenofovir. Administration of
multiple doses of tenofovir disoproxil fumarate with a meal to HIV infected patients resulted in
mean (%CV) tenofovir Cpa. AUC, and C,,, values of 326 (36.6%) ng/ml, 3,324 (41.2%)
ng-h/ml and 64.4 (39.4%) ng/ml, respectively. Maximum tenofovir concentrations are observed
in serum within one hour of dosing in the fasted state and within two hours when taken with
food. The oral bioavailability of tenofovir from tenofovir disoproxil fumarate in fasted patients
was approximately 25%. Administration of tenofovir disoproxil fumarate with a high fat meal
enhanced the oral bioavailability. with an increase in tenofovir AUC by approximately 40% and
Cuax by approximately 14%. Following the first dose of tenofovir disoproxil fumarate in fed
patients, the median Cp,y in serum ranged from 213 to 375 ng/ml. However, administration of
tenofovir disoproxil fumarate with a light meal did not have a significant effect on the
pharmacokinetics of tenofovir.

Distribution

Following intravenous administration the steady-state volume of distribution of tenofovir was
estimated to be approximately 800 ml/kg. After oral administration of tenofovir disoproxil
fumarate. tenofovir is distributed to most tissues with the highest concentrations occurring in
the kidney. liver and the intestinal contents (preclinical studies). /n vitro protein binding of
tenofovir to plasma or serum protein was less than 0.7 and 7.2%. respectively, over the
tenofovir concentration range 0.01 to 25 pg/ml.

Biotransformation

In vitro studies have determined that neither tenofovir disoproxil fumarate nor tenofovir are
substrates for the CYP450 enzymes. Moreover, at concentrations substantially higher
(approximately 300-fold) than those observed in vivo. tenofovir did not inhibit in vitro drug
metabolism mediated by any of the major human CYP450 isoforms involved in drug
biotransformation (CYP3A4, CYP2D6. CYP2C9, CYP2El, or CYPIA1/2). Tenofovir
disoproxil fumarate at a concentration of 100 umol/l had no effect on any of the CYP450
isoforms, except CYPIA1/2. where a small (6%) but statistically significant reduction in
metabolism of CYPIA1/2 substrate was observed. Based on these data. it is unlikely that
clinically significant interactions involving tenofovir disoproxil fumarate and medicinal
products metabolised by CYP450 would occur.

Elimination

Tenofovir is primarily excreted by the kidney by both filtration and an active tubular transport
system with approximately 70-80% of the dose excreted unchanged in urine following
intravenous administration. Total clearance has been estimated to be approximately 230
ml/h/kg (approximately 300 ml/min). Renal clearance has been estimated to be approximately
160 ml/h/kg (approximately 210 ml/min), which is in excess of the glomerular filtration rate.
This indicates that active tubular secretion is an important part of the elimination of tenofovir.
Following oral administration the terminal half-life of tenofovir is approximately 12 to 18
hours.

Studies have established the pathway of active tubular secretion of tenofovir to be influx into
proximal tubule cell by the human organic anion transporters (hOAT) 1 and 3 and efflux into
the urine by the multidrug resistant protein 4 (MRP 4).



Linearity/non-linearity
The pharmacokinetics of tenofovir were independent of tenofovir disoproxil fumarate dose over
the dose range 75 to 600 mg and were not affected by repeated dosing at any dose level.

Age

Pharmacokinetic studies have not been performed in the elderly (over 65 years of age).

Gender

Limited data on the pharmacokinetics of tenofovir in women indicate no major gender effect.
Ethnicity

Pharmacokinetics have not been specifically studied in different ethnic groups.

Paediatric population

HIV-1: Steady-state pharmacokinetics of tenofovir were evaluated in 8 HIV-1 infected
adolescent patients (aged 12 to < 18 years) with body weight > 35 kg. Mean (£ SD) C,a and
AUCy, are 0.38 + 0.13 pg/ml and 3.39 + 1.22 ug-h/ml, respectively. Tenofovir exposure
achieved in adolescent patients receiving oral daily doses of tenofovir disoproxil fumarate 300

mg was similar to exposures achieved in adults receiving once-daily doses of tenofovir
disoproxil fumarate 300 mg.

Chronic hepatitis B: Steady-state tenofovir exposure in HBV infected adolescent patients (12 to
< 18 years of age) receiving an oral daily dose of tenofovir disoproxil fumarate 300 mg was
similar to exposures achieved in adults receiving once-daily doses of tenofovir disoproxil
fumarate 300 mg.

Pharmacokinetic studies have not been performed with tenofovir disoproxil fumarate 300 mg
tablets in children under 12 years or with renal impairment.

Renal impairment

Pharmacokinetic parameters of tenofovir were determined following administration of a single
dose of tenofovir disoproxil fumarate 300 mg to 40 non-HIV, non-HBV infected adult patients
with varying degrees of renal impairment defined according to baseline creatinine clearance
(CrCl) (normal renal function when CrCl > 80 ml/min; mild with CrCl = 50-79 ml/min;
moderate with CrCl = 30-49 ml/min and severe with CrCl = 10-29 ml/min). Compared with
patients with normal renal function, the mean (%CV) tenofovir exposure increased from 2,185
(12%) ng-h/ml in subjects with CrCl > 80 ml/min to respectively 3,064 (30%) ng-h/ml, 6,009
(42%) ng-h/ml and 15,985 (45%) ng-h/ml in patients with mild, moderate and severe renal
impairment. The dosing recommendations in patients with renal impairment. with increased
dosing interval, are expected to result in higher peak plasma concentrations and lower
Cinin levels in patients with renal impairment compared with patients with normal renal
function. The clinical implications of this are unknown.

In patients with end-stage renal disease (ESRD) (CrCl < 10 ml/min) requiring haemodialysis,
between dialysis tenofovir concentrations substantially increased over 48 hours achieving a
mean Cpay 0f 1,032 ng/ml and a mean AUCy.4gn 0f 42,857 ng-h/ml.

It is recommended that the dosing interval for tenofovir disoproxil fumarate 300 mg is modified

in adult patients with creatinine clearance < 50 ml/min or in patients who already have ESRD
and require dialysis (see section 4.2).
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The pharmacokinetics of tenofovir in non-haemodialysis patients with creatinine clearance < 10
ml/min and in patients with ESRD managed by peritoneal or other forms of dialysis have not
been studied.

The pharmacokinetics of tenofovir in paediatric patients with renal impairment have not been
studied. No data are available to make dose recommendations (see sections 4.2 and 4.4).

Hepatic impairment

A single 300 mg dose of tenofovir disoproxil fumarate was administered to non-HIV, non-HBV
infected adult patients with varying degrees of hepatic impairment defined according to Child-
Pugh-Turcotte (CPT) classification. Tenofovir pharmacokinetics were not substantially altered
in subjects with hepatic impairment suggesting that no dose adjustment is required in these
subjects. The mean (%CV) tenofovir Cmax and AUC,.., values were 223 (34.8%) ng/ml and
2,050 (50.8%) ng-h/ml, respectively. in normal subjects compared with 289 (46.0%) ng/ml and
2.310 (43.5%) ng-h/ml in subjects with moderate hepatic impairment. and 305 (24.8%) ng/ml
and 2,740 (44.0%) ng-h/ml in subjects with severe hepatic impairment.

[ntracellular pharmacokinetics

In non-proliferating human peripheral blood mononuclear cells (PBMCs) the half-life of
tenofovir diphosphate was found to be approximately 50 hours, whereas the half-life in
phytohaemagglutinin-stimulated PBMCs was found to be approximately 10 hours.

5.3 Preclinical safety data

Non-clinical safety pharmacology studies reveal no special hazard for humans. Findings in
repeated dose toxicity studies in rats, dogs and monkeys at exposure levels greater than or equal
to clinical exposure levels and with possible relevance to clinical use include renal and bone
toxicity and a decrease in serum phosphate concentration. Bone toxicity was diagnosed as
osteomalacia (monkeys) and reduced bone mineral density (BMD) (rats and dogs). The bone
toxicity in young adult rats and dogs occurred at exposures > 5-fold the exposure in paediatric
or adult patients: bone toxicity occurred in juvenile infected monkeys at very high exposures
following subcutaneous dosing (> 40-fold the exposure in patients). Findings in the rat and
monkey studies indicated that there was a substance-related decrease in intestinal absorption of
phosphate with potential secondary reduction in BMD.

Genotoxicity studies revealed positive results in the in virro mouse lymphoma assay, equivocal
results in one of the strains used in the Ames test, and weakly positive results in an UDS test in

primary rat hepatocytes. However, it was negative in anin vivo mouse bone marrow
micronucleus assay.

Oral carcinogenicity studies in rats and mice only revealed a low incidence of duodenal
tumours at an extremely high dose in mice. These tumours are unlikely to be of relevance to
humans.

Reproductive studies in rats and rabbits showed no effects on mating, fertility, pregnancy or
foetal parameters. However, tenofovir disoproxil fumarate reduced the viability index and
weight of pups in peri-postnatal toxicity studies at maternally toxic doses.

The active substance tenofovir disoproxil fumarate and its main transformation products are
persistent in the environment.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tablet core
Lactose monohydrate, microcrystalline cellulose. pregelatinized starch, croscarmellose sodium
and magnesium stearate

Film-coating
Hypromellose, lactose monohydrate, titanium dioxide, triacetin. FD&C Blue #2/Indigo
Carmine AL and FD&C Blue #2/Indigo Carmine Aluminum Lake

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

24 months

6.4 Special precautions for storage

Do not store above 30°C. Store in the original container.

6.5 Nature and contents of container

30’s Count: White opaque 60 cc HDPE bottles filled with lgm silica gel canister, polyester
coil closed with 33 mm child resistant closures.

6.6 Special precautions for disposal and other handling

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

7. SUPPLIER
LLaurus Labs Limited
2nd Floor, Serene Chambers. Road No.-7

Banjara Hills, Hyderabad — 500034.
India

8. DATE OF REVISION OF THE TEXT

June 2017



Package leafet: Information for the patient

Tenofovir Disoproxil Fumarate Tablets 300 mg
Read all of this leaflet carefully before you start taking this medicine because it contains
important information for you.
Keep this leaflet. You may need to read it again.
It you have any further questions, ask your doctor or pharmacist,
This medicine has been prescribed for you only. Do not pass it on to others. It may harm them.
cven if their signs of illness are the same as yours.
[t you get any side effects, talk to your doctor or pharmacist. This includes any possible side
effects not listed in this leaflet. See section 4.
What is in this leaflet
. What tenofovir disoproxil fumarate tablets is and what it is used for
. What you need to know before you take tenofovir disoproxil fumarate tablets
. How to take tenofovir disoproxil fumarate tablets
. Possible side effects
5. How to store tenofovir disoproxil fumarate tablets
6. Contents of the pack and other information
[f tenofovir disoproxil fumarate tablets have been prescribed for your child, please note that all
the information in this leaflet is addressed to your child (in this case please read “your child”
instead of “you™).
1. What tenofovir disoproxil fumarate tablets is and what it is used for
Tenofovir disoproxil fumarate tablets contain the active substance tenofovir disoproxil. This
active substance is an antiretroviral or antiviral medicine which is used to treat HIV or HBV
infection or both. tenofovir is a nucleotide reverse transcriptase
inhibitor, generally known as an NRTI and works by interfering with the normal working of
enzymes (in HIV reverse transcriptase; in hepatitis B DNA polymerase) that are essential for the
viruses to reproduce themselves. In HIV tenofovir disoproxil
fumarate tablets should always be used combined with other medicines to treat HIV infection.
Tenofovir disoproxil fumarate tablets are a treatment for HIV (Human Immunode(ciency Virus)
infection. The tablets are suitable for:
e adults
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N

* adolescents aged 12 to less than 18 years who have already been treated with other HIV
medicines which are no longer fully effective due to development of resistance, or have
caused side effects.

* Tenofovir disoproxil fumarate tablets are also a treatment for chronic hepatitis B. an
infection with HBV

* (hepatitis B virus). The tablets are suitable for-

e adults

* adolescents aged 12 to less than 18 years.

You do not have to have HIV to be treated with tenofovir disoproxil fumarate tablets for HBV.

This medicine is not a cure for HIV infection. While taking tenofovir disoproxil fumarate tablets

you may still develop infections or other illnesses associated with HIV infection. You can also

pass on HIV or HBV to others, so it is important to take

precautions to avoid infecting other people.
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2. What you need to know before you take tenofovir disoproxil fumarate tablets

Do not take tenofovir disoproxil fumarate tablets

If you are allergic to tenofovir, tenofovir disoproxil fumarate or any of the other ingredients of
this medicine listed in section 6.

It this applies to you, tell your doctor immediately and don’t take tenofovir disoproxil fumarate
tablets.

Warnings and precautions

Talk to your doctor or pharmacist before taking tenofovir disoproxil fumarate tablets.

Take care not to infect other people. You can still pass on HIV when taking this medicine,
although the risk is lowered by effective antiretroviral therapy. Discuss with your doctor the
precautions needed to avoid infecting other people. Tenofovir

disoproxil fumarate tablets do not reduce the risk of passing on HBV to others through sexual
contact or blood contamination. You must continue to take precautions to avoid this.

Talk to your doctor or pharmacist if you have had kidney disease or if tests have shown problems
with your kidneys. Tenofovir disoproxil fumarate tablets should not be given to adolescents with
existing kidney problems. Before starting

treatment. your doctor may order blood tests to assess your kidney function. Tenofovir disoproxil
fumarate tablets may affect your kidneys during treatment. Your doctor may order blood tests
during treatment to monitor how your kidneys work. If

you are an adult, your doctor may advise you to take the tablets less often. Do not reduce the
prescribed dose, unless your doctor has told you to do so.

Tenofovir disoproxil fumarate tablets is not usually taken with other medicines that can damage
your kidneys (see Other medicines and tenofovir disoproxil fumarate tablets). If this is
unavoidable, your doctor will monitor your kidney function

once a week.

Bone problems. Some adult patients with HIV taking combination antiretroviral therapy may
develop a bone disease called osteonecrosis (death of bone tissue caused by loss of blood supply
to the bone). The length of combination antiretroviral

therapy, corticosteroid use, alcohol consumption, severe immunosuppression, higher body mass
index. among others, may be some of the many risk factors for developing this disease. Signs of
osteonecrosis are joint stiffness, aches and pains

(especially of the hip, knee and shoulder) and dif Jculty in movement. If you notice any of these
symptoms tell your doctor.

Bone problems (sometimes resulting in fractures) may also occur due to damage to kidney tubule
cells (see section 4, Possible side effects).

Talk to your doctor if you have a history of liver disease. including hepatitis. Patients with liver
disease including chronic hepatitis B or C. who are treated with antiretrovirals, have a higher risk
of severe and potentially fatal liver complications. If

you have hepatitis B infection. your doctor will carefully consider the best treatment for you. If
vou have a history of liver disease or chronic hepatitis B infection your doctor may conduct
blood tests to monitor your liver function.

Look out for infections. If you have advanced HIV infection (AIDS) and have an infection, you
may develop symptoms of infection and in/ammation or worsening of the symptoms of an
existing infection once treatment with tenofovir disoproxil
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fumarate tablets is started. These symptoms may indicate that your body’s improved immune
system is fighting infection. Look out for signs of inflammation or infection soon after you start
taking tenofovir disoproxil fumarate tablets. If you notice

signs of inflammation or infection, tell your doctor at once.

[n 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.

Talk to your doctor or pharmacist if you are over 65. Tenofovir disoproxil fumarate tablets has
not been studied in patients over 635 years of age. If you are older than this and are prescribed
tenofovir disoproxil fumarate tablets, your doctor will

monitor you carefully.

Children and adolescents

Tenofovir disoproxil fumarate tablets are suitable for:

HIV-1 infected adolescents aged 12 to less than 18 years who weigh at least 35 kg and who have
already been treated with other HIV medicines which are no longer fully effective due to
development of resistance, or have caused side effects

HBV infected adolescents aged 12 to less than 18 years who weigh at least 35 kg.

Tenofovir disoproxil fumarate tablets are not suitable for the following groups:

Not for HIV-1 infected children under 12 years of age

Not for HBV infected children under 12 years of age.

IFor dosage see section 3, How to take tenofovir disoproxil fumarate tablets.

Other medicines and tenofovir disoproxil fumarate tablets

Tell your doctor or pharmacist if you are taking, have recently taken or might take any other
medicines.

Don’t stop any anti-HIV medicines prescribed by your doctor when you start tenofovir
disoproxil fumarate tablets if you have both HBV and HIV.

Do not take tenofovir disoproxil fumarate tablets if you are already taking other medicines
containing tenofovir disoproxil fumarate. Do not take tenofovir disoproxil fumarate tablets
together with medicines containing adefovir dipivoxil (a medicine

used to treat chronic hepatitis B).

[tis very important to tell your doctor if you are taking other medicines that may damage your
kidneys.

These include:

aminoglycosides, pentamidine or vancomycin (for bacterial infection),

amphotericin B (for fungal infection).

foscarnet, ganciclovir, or cidofovir (for viral infection),

interleukin-2 (to treat cancer),

adefovir dipivoxil (for HBV),

tacrolimus (for suppression of the immune system).

non-steroidal anti-infammatory drugs (NSAIDs. to relieve bone or muscle pains).
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Other medicines containing didanosine (for HIV infection): Taking tenofovir disoproxil fumarate
tablets with other antiviral medicines that contain didanosine can raise the levels of didanosine in
vour blood and may reduce CD4 cell counts.

Rarely, inflammation of the pancreas and lactic acidosis (excess lactic acid in the blood). which
sometimes caused death, have been reported when medicines containing tenofovir disoproxil
fumarate and didanosine were taken together. Your

doctor will carefully consider whether to treat you with combinations of tenofovir and
didanosine.

Itis also important to tell your doctor if you are taking ledipasvir/sofosbuvir to treat hepatitis C
infection.

Tenofovir disoproxil fumarate tablets with food and drink

Take tenofovir disoproxil fumarate tablets with food (for example, a meal or a snack).
Pregnancy and breast-feeding

[f you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby,
ask your doctor or pharmacist for advice before taking this medicine.

You must not take tenofovir disoproxil fumarate tablets during pregnancy unless specifically
discussed with your doctor. Although there are limited clinical data on the use of tenofovir
disoproxil fumarate tablets in pregnant women. it is not

usually used unless absolutely necessary.

Try to avoid getting pregnant during treatment with tenofovir disoproxil fumarate tablets. You
must use an effective method of contraception to avoid becoming pregnant.

[f you become pregnant, or plan to become pregnant, ask your doctor about the potential beneJts
and risks of your antiretroviral therapy to you and your child.

If you have taken tenofovir disoproxil fumarate tablets during your pregnancy, your doctor may
request regular blood tests and other diagnostic tests to monitor the development of your child.
In children whose mothers took medicines like

tenofovir disoproxil fumarate tablets (NRTIs) during pregnancy. the benefit from the protection
against the virus outweighed the risk of side effects.

Do not breast-feed during treatment with tenofovir disoproxil fumarate tablets. This is because
the active substance in this medicine passes into human breast milk.

[f you are a woman with HIV or HBV do not breast-feed. to avoid passing the virus to the baby
in breast milk.

Driving and using machines

Tenofovir disoproxil fumarate tablets can cause dizziness. If you feel dizzy while taking
tenofovir disoproxil fumarate tablets, do not drive or ride a bicycle and do not use any tools or
machines.

Tenofovir disoproxil fumarate tablets contains lactose

Tell your doctor before taking tenofovir disoproxil fumarate tablets if you cannot tolerate lactose
or if you have an intolerance to any other sugars,

3. How to take tenofovir disoproxil fumarate tablets

Always take this medicine exactly as vour doctor or pharmacist has told vou. Check with your
doctor or pharmacist if you are not sure.

The recommended dose is:

Adults: 1 tablet each day with food (for example. a meal or a snack).

Adolescents aged 12 to less than 18 years who wei gh at least 35 kg: 1 tablet each day with food
(for example, a meal or a snack).
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If you have particular difficulty swallowing, you can use the tip of a spoon to crush the tablet.
Then mix the powder with about 100 ml (half a glass) of water, orange juice or grape juice and
drink immediately.

Always take the dose recommended by your doctor. This is to make sure that your medicine is
fully effective. and to reduce the risk of developing resistance to the treatment. Do not change
the dose unless your doctor tells you to.

If you are an adult and have problems with your kidneys, your doctor may advise you to take
tenofovir disoproxil fumarate tablets less frequently.

[t you have HBV your doctor may offer you an HIV test to see if you have both HBV and HIV.
Refer to the patient information leaflets of the other antiretrovirals for guidance on how to take
those medicines.

[f you take more tenofovir disoproxil fumarate tablets than you should

[f you accidentally take too many tenofovir disoproxil fumarate tablets, you may be at increased
risk of experiencing possible side effects with this medicine (see section 4. Possible side effects).
Contact your doctor or nearest emergency

department for advice. Keep the tablet bottle with you so that you can easily describe what you
have taken.

If you forget to take tenofovir disoproxil fumarate tablets

[tis important not to miss a dose of tenofovir disoproxil fumarate tablets. [f you miss a dose,
work out how long since you should have taken it.

[fit is less than 12 hours after it is usually taken, take it as soon as you can. and then take your
next dose at its regular time.

[f'it is more than 12 hours since you should have taken it, forget about the missed dose. Wait and
take the next dose at the regular time. Do not take a double dose to make up for a forgotten
tablet.

[f you throw up less than 1 hour after taking tenofovir disoproxil fumarate tablets. take another
tablet. You do not need to take another tablet if you were sick more than 1 hour after taking
tenofovir disoproxil fumarate tablets.

[f'you stop taking tenofovir disoproxil fumarate tablets

Don’t stop taking tenofovir disoproxil fumarate tablets without your doctor’s advice. Stopping
treatment with tenofovir disoproxil fumarate tablets may reduce the effectiveness of the
treatment recommended by your doctor.

[f you have hepatitis B or HIV and hepatitis B together (co-infection), it is very important not to
stop your tenofovir disoproxil fumarate tablets treatment without talking to your doctor first.
Some patients have had blood tests or symptoms

indicating that their hepatitis has got worse after stopping tenofovir disoproxil fumarate tablets.
You may require blood tests for several months after stopping treatment. In some patients with
advanced liver disease or cirrhosis. stopping treatment is

not recommended as this may lead to worsening of your hepatitis.

Talk to your doctor before you stop taking tenofovir disoproxil fumarate tablets for any reason,
particularly if you are experiencing any side effects or you have another illness.

Tell your doctor immediately about new or unusual symptoms after you stop treatment,
particularly symptoms you associate with hepatitis B infection.

Contact your doctor before you restart taking tenofovir disoproxil fumarate tablets.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.



4. Possible side effects

During HIV therapy there may be an increase in weight and in levels of blood lipids and glucose.
This is partly linked to restored health and life style, and in the case of blood lipids sometimes to
the HIV medicines themselves. Your doctor will test for

these changes.

Like all medicines, this medicine can cause side effects, although not everybody gets them.
Possible serious side effects: tell your doctor immediately

Lactic acidosis (excess lactic acid in the blood) is a rare (can affect up to I in every 1.000
patients) but serious side effect that can be fatal. The following side effects may be signs of
lactic acidosis:

deep. rapid breathing

drowsiness

feeling sick (nausea), being sick (vomiting) and stomach pain

If' you think that you may have lactic acidosis, contact your doctor immediately:.

Other possible serious side effects

The following side effects are uncommon (this can affect up to I in every 100 patients):

pain in the tummy (abdomen) caused by in/Jammation of the pancreas

damage to kidney tubule cells

The following side effects are rare (these can affect up to 1 in every 1,000 patients)
inflammation of the kidney. passing a lot of urine and feeling thirsty

changes to your urine and back pain caused by kidney problems. including kidney failure
softening of the bones (with bone pain and sometimes resulting in fractures), which may occur
due to damage to kidney tubule cells

fatty liver

If you think that you may have any of these serious side effects. talk to your doctor.

Most frequent side effects

The following side effects are very common (these can affect at least 10 in every 100 patients):
diarrhoea, being sick (vomiting). feeling sick (nausea). dizziness. rash. feeling weak

Tests may also show:

decreases in phosphate in the blood

Other possible side effects

The following side effects are common (these can affect up to 10 in every 100 patients):
headache, stomach pain, feeling tired, feeling bloated. flatulence

Tests may also show:

liver problems

The following side effects are uncommon (these can affect up to 1 in every 100 patients):
breakdown of muscle. muscle pain or weakness

Tests may also show:

decreases in potassium in the blood

increased creatinine in your blood

pancreas problems

The breakdown of muscle. softening of the bones (with bone pain and sometimes resulting in
[ractures), muscle pain. muscle weakness and decreases in potassium or phosphate in the blood
may occur due to damage to kidney tubule cells.

The following side effects are rare (these can affect up to 1 in every 1,000 patients):

pain in the tummy (abdomen) caused by inflammation of the liver



swelling of the face, lips, tongue or throat

Reporting of side effects

[f you get any side effects, talk to your doctor or pharmacist. This includes any possible side
effects not listed in this leaflet.

5. How to store tenofovir disoproxil fumarate tablets

Do not store above 30°C. Store in the original container.

Do not use this medicine after the expiry date which is stated on the bottle and carton after
tExp.}. The expiry date refers to the last day of that month.

Keep out the reach and sight of children.

Do not throw away any medicines via wastewater or household 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 tenofovir disoproxil fumarate tablets contains

The active substance is tenofovir, Each film-coated tablet contains tenofovir disoproxil fumarate
300 mg (equivalent to tenofovir disoproxil 245 mg).

The other ingredients are lactose monohydrate. microcrystalline cellulose. pregelatinized starch.
croscarmellose sodium and magnesium stearate which make up the tablet core, and
Hypromellose, lactose monohydrate. titanium dioxide.

triacetin, FD&C Blue #2/Indigo Carmine AL and FD&C Blue #2/Indigo Carmine Aluminum
[ake which make up the tablet coating. Refer to section 2 “tenofovir disoproxil fumarate tablets
contains lactose™.

What tenofovir disoproxil fumarate tablets looks like and contents of the pack

Tenofovir disoproxil fumarate tablets are blue colored, oval shaped. film-coated tablets, with
"LAT6™ debossed on one side and plain on the other. Tenofovir disoproxil fumarate tablets are
supplied in bottles containing 30 tablets.

30°s Count: White opaque 60 cc HDPE bottles filled with lgm silica gel canister, polyester coil
closed with 33 mm child resistant closures.

Marketing Authorisation Holder and Manufacturer

Marketing Authorisation Holder:

lLaurus Labs Limited,

2nd Floor. Serene Chambers, Road No.-7,

Banjara Hills, Hyderabad, Telangana — 500034.

India.

Manufacturer:

Laurus Labs Limited, (Unit-2),

Plot No:19, 20 & 21, Western Sector. APSEZ.

Atchutapuram Mandal.

Visakhapatnam-District-531011,

Andhra Pradesh, India.

This leaflet was last revised in 06/2017.
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ITepexian 3 MoBH Ha
TIJILKH 3A PELLEIITOM

TEHO®OBIPY JU30ITPOKCUITY ®YMAPAT
TABJETKH! 110 300 MTI'

1. HA3BA JIIKAPCBKOI'O 3ACOBY
Tenodosipy auzonpokcuny gpymapar
tadbnetkn no 300 mr

2. SIKICHUM I KINIBKICHUM CKJIAL:

Koxna taGneTka, BKpUTa IIJIIBKOBOIO 000JIOHKOIO, MICTHTB!

TeHodoipy auzonpokcuny ¢pymapar 300 mr (exBiBaneHTHO 245 Mr TeHODOBIPY AM30MPOKCHITY).
[leit nikapcbKuit npenapar MiCTUTh JIAKTO3W MOHOTLAPAT.

IToBHMIi CIMCOK JIOTIOMIKHUX PEYOBHH AMB. Y po3aimi 6.1.

3. JIKAPCBKA ®OPMA

TabneTku, BKPUTI IUTIBKOBOK 060JI0HKOFO.

CHMHBOTO KOJILOPY OBallbHI TabNeTKH, BKPUTI TITIBKOBOIO 0G0JIOHKOIO, 3 rpaBipyBaHusm « LA16»
3 OJIHIE] CTOPOHH 1 I'TaJKi 3 IHIIOT CTOPOHH.

4. KJIIHIYHI JIAHI

4.1 TepameBTHYHI MOKA3aHHSA

BIJI-1 inghexyis

Tabnerkn Ttenodosipy ausonpokcuiny ¢Gymapar NpusHavarOTbes B KOMOIHALIL 3 IHIIMMH
AHTUPETPOBIPYCHUMH JIIKapPCHKUMHU TpernapaTaMu s JnikysanHs BIJI-1-in¢ikoBanux namieHTin
JIOpOCIIOTO BIKY,

[lepeBarn ikyBaHHs cepejl JOPOCIMX MAIi€HTIB TeHODOBIPY AM3ONpPOKCHITY (BymMapaToM Mpu
BIJI-1-indexnii 3acHoBaHi Ha pe3ynbTaTax OMHOIO MIOCII/DKEHHS cepell MaIlieHTiB, sKi He
OTPUMYBAJIM TIONEPEAHBOrO JIKYBaHHS, BKIIOYAIOYH TIAIIIEHTIB 3 BHCOKAM BipyCHUM
HapaHTaxeHHsAM (> 100 000 xomiit / M) i ZOCHIUKEHHS, B SKHX TEHO(MOBIpY IM30MPOKCHITY
(ymapar nonaacs mo crTabiabHOI (OHOBOI Tepamii (FOJOBHMUM YHHOM, 1O TpUTepamii) y
HAMICHTIB, AKI OTPHMYBaJIli aHTMPCTPOBIPYCHI IpenapaTu, Kl IEPEHECIN PAHHIO BIPYyCOJIOTI4YHY
HenocTatHicTh (<10000 komiit / M1, mpH 1BOMY OlibLIICTh NaienTiB Mamm <5000 kormiit / mi).

Tabnetkn TenopoBipy mu30mpokcHIy (ymapar TakoX NMpHM3HAYeH] JUIs JIKYBAaHHS IATITKIB,
inikopaunx BIJI-1, 3 pesucrenthicTio 10 NRTI a60 TOKCHUHICTIO. IO BHKIIOYAE
BUKOPMCTAHHS areHTiB NepIoi iHii BikoM Bix 12 1o <18 poxkis.

Bubip rabnerox Tenoposipy amsonpokcuiy dymapary s nikysanHs XBopux Ha BIJI-1, ski
NPOHILLIM aHTHPETPOBIPYCHY TEparliio, NOBMHEH IPYHTYBATHCS Ha IHAMBIAyaTLHOMY TeCTYBaHHI
Ha BIPYCHY CTiliKicTb Ta / ab0 aHaMHe3y JiKYBaHHS Nalli€HTIB.

Ingpexyin zenamumy B

Tabnerku Ttenodopipy muzonpokcuny dymapar npusHadeni s NIKYBaHHS XPOHIYHOTO
renaTuTy B y namieHTiB 10poCcioro Biky 3:

* KOMIICHCOBAaHMM 3aXBOPIOBaHHSIM IICYiHKM, 3 O3HaKaMH aKTHBHOI perulikauii Bipycy,
MOCTIHHO IMIJABHINEHUX PIBHIB CUPOBATKOBOI ananinaminoTrpancdepasu (ALT) ta
FICTOJIONTIHIMH O3HAKAMM AKTHBHOTO 3anajneHns ta / abo ¢pidposy (aus. posmin 5.1).
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e JIOBEJICHOIO HASABHICTIO iH(EKUil PEe3UCTEHTHMM [0 JIaMiByJMHY BipycoM renartuty B
(mB. pozaiim 4.815.1).
e JIEKOMIIEHCOBAHMM 3aXBOPIOBAHHAM Te4iHKH (auB. po3ainn 4.4,4.815.1).

Tabnetkn TeHOGOBIpY AM3ONPOKCHIY (ymapar [pu3HA4YeHl U JiKYBaHHS XPOHIYHOrO
renartuty B y nianiTkiB Bix 12 10 <18 pokiB 3:

e KOMIICHCOBAHMM 3aXBOPIOBAHHSAM [CYIHKM Ta O3HAKAMH aKTHBHOIO 3aXBOPIOBAHHS
IMYHHOI cHCTeMH, TOOTO aKTHUBHOIO peIUIKaliero Bipycy, TOCTIHHO MiIBUIIEHUMH
piBasMu ALT y cuposarii Ta ricToj0rYHAMHA O3HaKaMH aKTMBHOTO 3anajeHHs Ta / abo
¢$16po3y (us. po3ninu 4.4, 4.8 Ta 5.1).

4.2 Cnocid mpu3zHaveHHs Ta 1031
Teparnis nosunHa OyTH IpU3HadeHa JikapeM, gocBigdennm y nikyBauui BlJI-indexuii ta / abo
JIKYBaHHI XpOHIYHOIO renaturty B.

Lo3u

Hopocni

PexomeHnioBaHa 103a npuitomy tabieTok TeHO(DOBIpY AM3ONPOKCHIY GyMapaTy JUls JIIKyBaHHS
BIJI abo muisa nikyBanHs XpoHigHoro renatuty B cranoButh 300 Mr TeHOGOBIPY JAH30MPOKCHITY
dbymaparty (ogHa TabieTka) OAMH pa3 Ha 100y NPUHMAEThCS EPOPAIBHO 3 TKEIO.

Xponiunuu zenamum B

OnTuManbHa TPUBAJIICTH JIKyBaHHSA HeBigoMa. [IpunuHEHHS JIKYyBaHHS MOXKE pPO3IISjaTHCH
HACTYITHUM YHHOM:

e V HBeAg-no3uTHBHUX MauieHTIB 6e3 1Hpo3y, JIKYBaHHS CIIA MPH3HAYaTH MPOTATOM
moHakMenue 6-12 micsuiB micis cepokonsepeli HBe (Brpatn HBeAg Ta Brpatn JITHK
HBYV 3 BusiBnennsm antu-HBe) abo 10 cepokonrepcii HBs abo 10 BTpaTti edekTuBHOCTI
(auB. Posnin 4.4). 3a pieasmu ALT ta HBV JIHK y cupoBatii KpoBi CIiJ peryJIspHO
CHOCTEpIraTH Ticls NPUIMHEHHS JIKyBaHHsA, 100 BUABUTH OYyIb-SKMi Ti3HIHA
BIPYCOJIOTIYHHN PELIMIUB.

e VY HBeAg-HeraTuBHUX Malli€eHTIB 0e3 HHUpo3y CIiJl MpPU3HAYaTH JIIKYBaHHA, PUHANMHI,
no cepoxkonsepcli HBs abo no nosieu o3nax BTpatH edextuBHOCTI. [Ipu TpuBamomy
JiKyBaHHI OlibIe 2 POKIB PEKOMEHJYETHCS PEryJIsipHO HPOBOJMTH IIOBTOPHY OLIHKY,
o6 MiATBEPAUTH, WO NMPOIOBKEHHS 00paHOol Tepamii 3ajMIlaeThbesl BIATOBIIHUM JUIS
namieHra.

Himu

BII-1: Y nignmitkiB y Biml Bix 12 no <18 pokiB i Baroio > 35 Kr peKOMeHIOBaHa J03a
TeHohoBIpy Ausonpokcuny dymapary cranoButh 300 mr (oana Tabnerka) oJMH pa3 Ha JIEHb,
IPUAMAETLCS NEPOpaIbHO 3 1Kero (auB. Posainm)

4.8135.1).

besneka Ta edexTuBHICTE TeHODOBIpY An3onpokcHiy bymapaty y aiteil, xsopux Ha BIJI-1, sxi
HE JIOCATIM 2-pIYHOro BIKY He BCTaHOBJIeH]. Hemae anux.

Xponiynuit zenamum B:'Y nmiquniTkiB y Binti Bija 12 10 <18 pokiB i Baroo > 35 Kr peKoMeH10BaHa
n03a TeHo(oBipy ausonpokcuny ¢ymapaty craHoBuTh 300 Mmr (oaHa Tabnerka) OJMH pa3 Ha
JIeHb, TPUAMAETLCA nepopaibHo 3 Dkero (amB. Posninm 4.8 1 5.1). OntumanbHa TpUBaIicTh
JIKYBAHHY B JaHUi yac HeBigoma.

besneka Ta edexTuBHiCTH TeHOGOBIpY AM30MPOKCHIY (ymapary v JiTed 3 XpOHIUHHUM
renatuToM B y Bl Bia 2 10 <12 pokiB abo Baroto <35 kr He BcTtaHoBlneHo. Hemae nanux.
[Iponywena dosza

/K10 maulenT npomnycTUB 103y TeHO(MOBIPY AM30MPOKCHITY (bquna:py_" mpogstros 127 ronun 3
MOMEHTY #10ro NpUHHATTS, NAUICHT OBUHEH NPUIHATH TeHODOBIPY IH3QH]
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DKEI0 SIKOMOTa IIBMAIIE | BiTHOBHTH CBIM 3BHYQMHMI pekuM JI03yBaHHA. SIKIo mnauienT
Hponyckae 103y TeHO(OBIpY AM30MpPOKCHITY dymapaty Ginbin Hix Ha 12 roamu. i Bxe Maibie
HACTAB Hac JuIs pUHOMY HACTYIHOI 1103M, NAliEHT He MOBHHEH NPUAMATH NpPOIYINEHy 103y,
OBHHEH ITPOCTO BIAHOBUTH 3BHYAiiHUIl peskum JI03yBaHH4.

Slkmo y nauiedTta GmosanHs npoTsrom | rogunu micis npuitomy TEHO(OBIPY ITU30MpPOKCHITY
dymapary, cnin B3sTH iHUTY TaGnetKy. SIKIO y naunienTa BUHUKae GmoBoTa Ginbiu Hixk yepes 1
TOJIMHY THCIIsS TpUiioMy TEHO(OBIPY AM30MPOKCHITY bymaparty. ifomy He 10TpiGHO npUitMaTH
IHI1Y 103y,

Ocobnuei epynu nacenenns
Jhoou noxunozo iy
Hemae nannx, 3a sxumu moxkna cxiactu peKOMeH ALl 00 103U A1 NALEHTIB Yy Billi crapie
65 pokiB (auB. Po3nin 4.4).
Hupxosa nedocmamuicmp
Tenodosip BuBoMTECS HUPKaMH, a BIUTMB TCHO(OBIpY 301IbIIYETBCS v MALiCHTIR 3 HUPKOBOIO
TUCYHKITIErO.
HHopocni
Hani mono 6Gesnmexu Ta edexTHBHOCTI TEHODOBIPY JM30MpPOKCHITY ¢ymapary y nopociux
NAUIEHTIB 3 NOPYITEHHSIM (DYHKUIT HHPOK MOMIPHOTO Ta TSHKKOrO CTyNeHs (KIpeHe KpeaTHHiHy
<50 M1/ xB) € 0bMeskeHUMH, a AIOBTOCTPOKOBI JIaHi 11po Ge3MeKy He OMiHIoBaIHCs JUIS JIETKOTO
nopymenns gpyHkuii Hupok (kiipenc kpeaTntiny 50-80 mu / xB). Takum YUHOM, Y JIOPOCIIHX
MaUEHTIB 3 MOPYIICHHSIM GyHKLIT HupoK, TEHO(OBIPY IM30NMPOKCHITY Gymapar moxHa
34CTOCOBYBATH TUILKH B TOMY BHIIAJIKY, SKIIIO BBAXKAETHCA, 1O NOTEHUIHHA KOPUCTE JiKYBaHHS
TIEpeBakae MOTCHIIHHI PH3UKH.
Jlezke nopywenns pymryii nupox (knipenc kpeamuniny 50-80 ma / xe)
OOmexeni  jlami  kiimignmy AOCHIIUKEHb  MIATPUMYIOTh npuiioM 300 wmr TeHO(DOBIpY
AM3OIPOKCHITY (ymapaTy MOAEHHO Y ACHTIB 3 Terkum MOPYIIEHHM (yHKIIT HUPOK.
Tomipne nopywenns PYHRYIT HupoK (knipenc kpeamuniny 30-49 mn / xe)
Hnsa nauienTis, sxi ne MOXYTb TPUHMATH TeHO(OBipy AU30NPOKCHITY pymapar B popmi rpanyi,
MOXHa BUKOPHCTOBYBATH NpPOIOHTOBAHI IHTepBAIN 103yBaHHS 3 BUKOPUCTaHHIM TablleTok 3
TJIBKOBUM TOKPUTTSIM 300 M. 3acrocyBanus 300 mr TCHO(OBIpY aU30MpOKCHITY bymapary
KOXKHI 48 romu Moxe GyTu BHKOPHCTAHO Ha OCHOBI MOJEMIOBaHHS (hapMaKOKiHETHUHUX NAHHX
00 oAHOPa30BOT 1034 y BlJI-HeraTUBHUX Ta He-BI'B-indikoBanux oci6 3 PI3HUM CTyNeHeM
HHPKOBOI HEJOCTATHOCTI, BKIIOYAIOYH KIHIEBY CTaiilo 3aXBOPIOBAHHS HUPOK, MO roTpebye
reMojianisy, ajge He TITBEP/UKEHO B KITIHIYHHX JOCTIIDKEHHSIX. Tomy cnin peTenpHOo
KOHTPOMIOBATH KIIIHIYHY BIiANOBiNL Ha JIKYBaHHs Ta (YHKIIiI0 HHPOK y IMX NalieHTIB (IuB.
Posnimi 4.4 15.2).
Baoiexi nopywenns pyuxyii nupox (knipenc kpeamuminy <30 ma / xX6) ma nayiewmu 3
2emodianizom
[amienTn, sxi me B 3M03i NpuiiMatu TeHO(OBipy AU3ONPOKCHITY hymapaT y dopmi rpanyn i 6e3
AILTEPHATHBHOTO  JIIKYBAHHS, MOXYTh BUKOPHCTATH TpuBani iHTepBasm O03yBaHHS 3
BUKOPHUCTaHHAM TabJIETOK 3 MJIIBKOBHM MOKpUTTM 300 Mr, HACTYITHUM YHHOM:

* Taxxi nopymenns dyukuii HUpok: 300 Mr TeHodoBipy AM30MpOKCHITY BymapaTy MokHa

BBOJIMTH KOXKHI 72-96 roaun (n03yBanus 1sii Ha THXKJICHB ).
* [lauientn 3 remomiamizom: 300 wmr TeHO(]OBIpy AM3ONIPOKCHITY  (hyMapaTy MoskHa
BBOLMTH KOKHI 7 IHIB ITicis 3aBeplienus ceaHcy remoiamisy*,

[li xopekuii iHTepBany AO3H HE MIATBEPIUKEHI B KIiHIYHMX JOCITIIKEHHSIX. Cumynanii
HOKa3ylOTh, 10 TpHBamMii iHTepBa AO3YBaHHA 3 BHKOPUCTAHHAM TableTOK TeHO(OBIpy
AU30NpoKeuTy ¢dymapary 300 mr ne e ONTHMANBHUM | MOJKE TPHU3BECTH 10 I1JIBULIIEHHS

MEPEK AL

G{DK' nrt "mf‘“’-a




260

TOKCHUHOCTI i, MOKIMBO, HeajekBaTHoi peaxitii. Tomy KiiHIuHa BIANIOBIIb HA NiKyBaHHS Ta
DYHKIIO HUPOK CIIiJI PETEABLHO KOHTPO/IOBATH (JIMB. Posninn 4.4135.2).

* Sk TIPABMIO, OJIMH Pa3 B THXKICHD, 33 YMOBH TPbOX CCAHCIB remojiiajiizy B THXKICHb, KOXKCH
TpUBANiCTIO IPUOIH3HO 4 roauHy ao micas 12 roxuny KyMyJISTHBHOTO reMo/uanisy.
HeMOo®kIMRO TATH PEKOMEH/IAlll oA 103yBaHHS I TallieHTiB Oes reMostianisy 3 KJIlpeHCoM
kpeatuniny <10 mi / XB.

Himu

3acTocyBaHHs TeHO(DOBIpY IH30NPOKCHIY QyMapary HE PEKOMCHAYETRCA Y nited 3
nopymenHaM GyHKIIT HEpoK (uB. Po3nin 4.4).

Ileuinko6a HeOOCMAMHICb

V nauieHTiB 3 mopymeHHaM (yHKLIT Ie4iHKH He NOTPIOHO KOPUTYBaTH 103y (mB. Posninu 4.4 1
5.2).

Slkmo npuitoM TabneTok TeHO(OBIpY AM30NPOKCcHIy dyMapaTy MPUIMHSETBCA Y namieHTiB 3
xpoHiumuM renmatutoM B 3 abo Ges ko-imdexuii BII mmx MaIlieHTIB  CHiJl peTelbHO
KOHTPOIOBATH Ha MPEeIMET HASBHOCTI 3arOCTPEHHS renaTuTy (JIWB. Po3znin 4.4).

Cnoci6 npusnavenna

Tabnerkn TeHOMOBIpY AM30IPOKCHITY (ymMapaTy ciliji TpUiiMaTH OIMH pa3 Ha JeHb, MepopalbHO
3 IKel0.

V BHHATKOBMX BHIajkax TaGierku TeHodopipy mmsompokcmny dymapaty 300 mr moxHa
npuitMaTH mics posuMHeHHs TabneTky moHaiMennte B 100 M BOJIM, anielbecHHOBOTO COKY abo
BUHOTPAJIHOIO COKY.

4.3 IIporunokasanus

[TigBHLEHA YyTIMBICTH 0 AaKTMBHOI PeYOBMHM ab0 10 OyIb-fKOi 3 NOMOMIKHHX PEUOBHH,
nepeiveHux y pozaum 6.1.

4.4 CrneniajiLHi monepe/keHHs Ta cneniaabHi 3aXo0/1n Ge3nexkn

3azanvui

Bceim rmamienTam, iHdikoBaHMM Bipycom rematuty B, cmix sanpononysatu TecTysanHs Ha BlJI,
Tepi HiX NOUMHATH TEpamito TeHOPOBIPY AM30NPOKCHITY (yMapaToM (IMB. HUKYE KO-iHpeKyis
3 BIJI-1 i 2enamumom B).

BIJI-1

Xoua JoBejieHO. 110 e(eKTUBHe iHriOyBaHHS Bipycy aHTHPETPOBIPYCHOIO Tepamiero 3HAYHO

SHUKYE PU3MK CTATEBOI Mepejiadl, 3aIMIIKOBHI PU3UK He MOXKe OyTH BUKIIOYEHMH. 3amoOKHI

3aX0/M JUIA 3anobiranHs nepeaadi ¢/ npuitMaTy BiIOBIIHO 10 HAllIOHATBHUX PEKOMEH AN,

Xponiynuit 2zenamum B

[TamieHTiB CJil MONEpeaMTH, W0 He JAOBeJeHO, IO TeHO(OBipy AM30MpPOKCHIY (ymapar

anobirae pusuky nepenadi BI'B iHmMM JIOASM TIpH CTaTeBOMY KOHTakTI abo 3apakeHHI

KpoB'to. Bianosiani 3amobiHi 3aX011 MOBUHHI MK 1 paHillle BUKOPUCTOBYBATUCS.

ChinbHe NPU3HAYeHHA THUWUX NiKapcoKux 3acobie

Tenoosipy ausonpokcuiay dyMapar He ClIif NMpU3HAYATH OJHOYACHO 3 IHIIWMU JIIKaApChKUMMU

3aco0aMu, 10 MICTATh TeHO(OBIPY AMZONPOKCHITY pyMapart.

Tenodorupy ausonpoxkcuiay ¢ymapar He CIi NpH3HA4YaTH OJHO4YAcHO 3  anedoBipoM

JTUTTIBOKCHIIOM.

He pexkomeHyeTbCS OJHOYACHE 3acTOCYBaHHS TeHO(OBIpY AW3OMpoKcuiy ¢ymapary Ta

aunano3uny. OIHOYacHe 3acTOCYBAHHS TEHO(OBipY AH30IpPOKCHIY dymapary Ta AHIAHO3ZHHY

[IPU3BOAMTE J10 30UIBIICHHS CHCTEMHOTO BIUIMBY AuAaHO3HHY Ha 40-60%, 1110 MOke 301IbIIUTH

pPU3MK MOOIYHUX peakilii, MoB'sI3aHuX 3 AuaaHo3uHoM (MB. Poznin 4.5). Pinko cnocrtepiranucs

BUIIAJIKH TIAHKPEATHTY 1 JaKTaluua03y, 1HOAI cMeprenbHl. CrijibHe 3aCTocyBaHHﬂ TeHoOBIpY
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JM30MpoKcKy gymapaty Ta ampanosuny B 1031 400 Mr na no6y Oyno nos's3aHo 31 3HAYHHAM
IHWKEHHSIM KinbkocTi kmiTuH CD4, MOXIHBO, Yepe3 BHYTPIIIHBOKITITHHHY B3aeMOZII0, 10
30utbye  dochopunboBanuii  (TOOTO aKTUBHMI) JMIAHO3WH. 3HMWKEHHS 103W 250 Mr
JIMJIAaHO3HHY, TIPH3HAYEHOTO OJHOYAcCHO 3 TeHO(OBIpY AW3OMpoOKcHTy (yMmMapaToM, Oyio
IOB'A3aHO 3 MOBIOMJIEHHSIMH TTPO BUCOKi MOKA3HWKH BIPYCOJOTIYHOT HEJOCTATHOCTI B paMKax
JIeKIJIbKOX TECTOBAHMX KOMOIHAIM /ts mikyBanus indexuii BIJI-1.

ITompitina mepanis 3 nykneosudamu / Hykieomudamu

[loinomaanocs mpo BHCOKY HacTOTy BIpyCOJOriYHOI HENOCTATHOCTI Ta BHUHMKHEHHS
PE3UCTEHTHOCTI Ha panHii craii y nmanientis 3 BIJI, koiu TeHodoBipy au3onpokcuny dpymapar
MOECAHYBABCS 3 JaMiBYJMHOM 1 abakaBipoM, a TAKOXK 3 JIaMIBYJMHOM i JIMJAHO3MHOM Yy PEXHUMI
0IHOPAa30BOI'o 3aCTOCYBAHHA.

Bnnué na nupku i kicmxu y oopocnux

Brnaue na nupku

Tenodosip 3a3puuail BHBOAMTBLCS 4epe3 HHUPKH. 3 TIPHBOAY 3acTOCYBaHHA TeHO(OBIpY
AU30MpOKCHIly (dymapary y KIiHIUHIH NpakTHII TOBIZOMISAIOCS MPO MOpYIIEHHS (yHKIIT
HUPOK, HUPKOBOI HEIOCTATHOCTI, MiIBHIEHOT0 KpeaTHHiHy, TinmodocdareMii Ta NpoKCUMAaTbHOI
TyOysonarii (Bkmovaroun cunapom Paunxoni) (s, Possin 4.8).

Koumponw 3a pynxyicio nupox

PexomeHIyeThes po3paxoByBaTH KIIpeHC KpeaTHHIHY y BCIX IAUi€HTIB 10 MOYATKy Teparii
TeHO(DOBIpY ausonmpokcuiny ¢ymapatoMm i QyHKLIO HUPOK (KIipeHc KpeaTHHimy i docdar
CHPOBATKH) TAaKOX KOHTPOMIOBATH TMCIs JBOX-YOTMPLOX THXKHIB JIKYBAaHHS, INCIS TPHOX
MICAIIB JIIKYBaHHS i Hepe3 KOXHI TPU-IUICTh Yepe3 KilbKa MICAIiB y mamicHTiB Ge3 (akTopin
HUPKOBOTO PHU3MKY. Y TMALIEHTIB 3 PU3UKOM PO3BHTKY HHPKOBOI HEIOCTATHOCTI HEOOXiIHO
OUIBII 4ACTO CIIOCTEPIraTH 3a HYHKITI€FO HUPOK.

Haenso sa ¢ynxyiero nupox

Jxmo piseHs pocdary y cuporarii kposi <1,5mr/mn (0.48MMoib/11) a6o KIIPEHC KpeaTHHiHY
3HM3UBCA 10 <50MIV/XB, y OyAb-AKOro TauieHTa, KM OTpUMye TeHO(OBipy JM30IIPOKCHITY
(hymapart, cnii mpoBeCTH MOBTOPHY OUIHKY (YHKIi HHPOK npoTAroM | THXKHS, BKIHOYAIOYH
BU3HAYEHHS PIBHSA TIIOKO3H B KPOBI, Kallilo B KPOBi Ta KOHLEHTpAIlii TIIOKO3H B ceui (mB.po3ain

4.8, npokcumanbHa TyOymonatis). ITOTpIOHO TAKOX POITMTHYTH HEOOGXIAHICTE RiTMiHMN
NiKyBaHHA TEHO(DOBIPY AMZONPOKCHITY (ymapatoM s mamieHTiB 3 KIipeHCOM KpeaTHHIHY

<30mn/xB abo piBHem Qocdary B cupomatii kposi <1,0mr/mw (0,32mmomnb/n1). 1lepepusanns
JIKYBAaHHs TEHO(OBIPOM AM30MPOKCHIOM (yMapaToM TakoX CIij PO3IJIANAaTH y BUTMAAKY
TIPOTPECYOUOro 3HMWKEHHs QyHKUIT HUPOK, KoM He 6YJ10 BUSBICHO YKOIHOI HIIOT TIPUYHHHA.
Odnouacne 3acmocyeanus ma pusux HUPKOBOT MOKCUYHOCMI

Heobximno yHukatu 3actocyBaHHs TeHO(OBIPY AM30NPOKCHIY (ymapaTy OIAHOYACHO abo 3
HEIABHO  BHKOPHCTAHMM  He(POTOKCHYHMM  JHKapCbKHM  IpenapaToM (Hanpuknan,
amiHormkosuau, amporepuiH B, (ockapHeT, raHUMKIOBIp, TNEHTAMMIHH, BaHKOMMIINH,
muaoQosup abo iHTepnelikin-2). SIKIMO 01HOYACHOTO 3aCTOCYBaHHs TeHO(DOBIPY IU30MPOKCUITY
dymapary 1 HedpoTokcHUHHMX NpenapariB. He MOXKHA YHHKHYTH, (YHKIO HHPOK  CJIIJI
KOHTPOJIIOBATH ILOTHKHSI.

BusiBneni BHIazKm roctpoi HHPKOBOI HENOCTATHOCTI mMicis NOYaTKy JIKYBaHHS BHCOKHMH
7103aMK 200 ACKiTLKOMa HECTEPOIIHUMMU TIPOTH3AMATLHUMH npenaparamu (HIT3IT) y nauientis,
SIKI OTPUMYBaJH TeHODOBIpY AU30NPOKCHITY ymapar i 3 GakTopoM pUsHKy 11OPYILEHHS bynkuii
HUPOK. SIKIIO OMHOYACHO NpH3HAYATH TeHo(oBipy auzonpokcuny ¢ymapar 3 HII3IL, cnix
PETENLHO KOHTPOIIOBATH (DYHKIIIO HUPOK.




262

Y nauieHTiB, SKi OTPUMYBAJIH TeHO(OBIPY AH30NPOKCHIY GymapaT y MOEAHAHHI 3 IHIIOITOPOM
MpoTeasyu 3 NPUCKOPEHUM PUTOHABIPOM ab0 KOOINMMCTATOM, MOBIAOMIISLIOCS NPO GiTbII BHCOKMH
PU3UK TOpyWICHHS QYHKIIT HUPOK. Y LHMX MNAUI€HTIB HEOOXIAHO IPOBOAMTH peTesIbHUIL
MOHITOPUHT (yHKIIT HUPOK (AMB. po3ain 4.5). V mnauieHTIB 3 (HaKTOpaMu HUPKOBOIO PU3HMKY
HCOOXIJIHO OJHOYAacHO NpPU3HAa4YaTH TeHO(OBIPY AW3ONpPOKCHIY (ymapar 3 IHriGITOpom
TMIJBUINEHOT IPOTEasy.

He Oyno npoBesieHO KJIHIYHMX OLIHOK TEHO(GOBIPY AM3OIPOKCHUIY (ymapary y NauieHTiB, SKi
OTPUMYIOTh JIKAPChKI 3aCO0M, 110 BUBOJSTHLCA THM CaMUM LUISXOM — HUPKaMH, BKIIOUAIOYH
TPAHCIIOPTHI OUIKM TpaHcnoptepiB opraHiyHuX ioHiB momuHu (hOAT) 1 Ta 3 a6o MRP4
(Hanpuknan umaodomip — BidoMHit HeppOTOKCHYHMI JNikapchkuil 3aci6). Lli HupkoBi
TPAHCTIOPTHI OIIKM MOXYTh OyTH NpPHYMHOIO TyOyJSpHOI CeKpelii Ta YacTKOBO HUPKOBOIO
BUBEJICHHS TeHodoBipy 1 mmapodosipy. Tomy dapmakokiHeTHKa IiKapchbkHX 3acobiB, sKi
BUBOJSATHCS THM CAMMM HUPKOBUM IJISIXOM, BKIIIOYAarO4M TpaHcropTHi Oinku hOAT] Ta 3 abo
MRP4, Moxe 3MiHIOBaTHCS Yy pa3i OJIHOYACHOTO BBEIEHHS. SIKIO TiIBKM HEMae HarajbHOI
HeOOXITHOCTI, OJIHOYacHe 3aCTOCYBAHHS JIKAPCHKUX 3aco6iB, IO BUBOMATHECH TaK CaMO
HHUPKOBHM IIIJIAXOM, HE PEKOMEHJIYEThCS. SIKINO TAaKOTO 3aCTOCYBAHHS YHUKHYTH HEMOKIIHMBO,
CJILL LIOTHIKHERO MEpeBIipATH QYHKILIO HUPOK (IMB. po3min 4.5).

Hupkosa neoocmamnicmn

Jociyukennst 3 Gesllekd Ul HHPOK IMONO HpHifoMy TeHO(OBIpY AM3ONpPOKCHIY (ymapary
BHBYAJIACH JIMLIC B YKE OOMEKEHIH MIpi y I0POCIHX 3 MOpyIIeHHsM (GYHKIIT HUpoK (KitipeHc
KkpeaTuHiHy <80 mi1 / XB).

Iayicnmu 3 Kaipencom kpeamuniny <50mu/xé, y momy wucni nayicnmu, axi nompe6yiome
2emodianis.

Jani npo Gesneky Ta eekTHBHICTE 1ii TeHO(OBIPY MM30NPOKCHIY (yMapary UIS TAIi€EHTIB 3
MOPYIIEHOI0 DYHKIIED HUPOK oOMeskeHi. 3 1€l npuuuHu TeHo(ORipy AM30MpoKCHITy (BymapaT
CITJL 33CTOCOBYBATH, TiNBKM SKIIO ITOTEHIIHHA KOPHCTH JKYBAHHS BBaXA€THCS TAKOI, IO
MepeBakae Hal PU3MKOM. 3aCTOCYBaHHS TEHO(OBIpPY AM30NPOKCHIY (ymapaTy TallieHTaMH 3
TSDKKOKO  HUPKOBOK HEJIOCTATHICTIO (KimipeHC KpeaTuHiHy <30Mj/XB) Ta Tall€HTaMH, ki
noTpebyloTh TeMomiati3, He peKOMEHIYEThCSA. SIKIIO SKOIHe aJbTEPHATUBHE JIIKYBaHHS
HEIOCTYIIHE, CIII KOPETyBaTH IHTepBal J03yBaHHA Ta YBAXHO criocTepirati 3a (GyHKINEO
HHUPOK (1uB. po3aim 4.2 ta 5.2).

Bnaug na xicmiu

Y BlUl-iugikoBaunx mnauieHTiB mix wac 144-THxkHeBoro KOHTPOJILOBAHOTO  KJIHIYHOTO
JOCIIDKEHHSI, B SKOMY TOPIBHIOBAIM Ai10 TeHO(DOBIpy AU30TIPOKCHITY hymapaty i3 craBy IuHOM
y KoMmOiHamii 3 naMiByIMHOM Ta e(aBipeHLOM Y MaUi€HTIB, sKi paHile He NpuiMaIn
AHTHPETPOBIPYCHI NpenapaTu, B 000X eKCHepUMEeHTATILHUX rpyrnax cCIocTepirajii HeBeJIUKe
3MCHIICHHS MiHEpaIbHOI WIIBHOCTI KiCTKM cTerHa Ta xpeGrTa. 3a 144 TIOKHI 3MEHIICHHS
MiHepanbHOi mrieHOCTI KieTkn (MIIK) xpe6ra Ta 3minu OloMapkepiB KicTKH OyIHM 3HAYHO
OILIBIMMHE B TIpymi, ska OTpUMYyBaia TeHO(QOBIPY AM30NMPOKCHIY (yMapaT. 3MeHIIeHHs
MIHEPAILHOT IITBHOCTI KICTOK cTerHa 6yITH 3HaYHO GUIBIIMMHU B Ll rpyni g0 96 Twxkuis. Ipote
micns 144 THOKHIB He CHOCTEpirand MiABMINEHOTO PHU3HKY mepedoMiB abo CBiYeHb KIIHIYHO
ICTOTHHUX BIJIXMJICHD BiJI HOPMHU CTaHy KiCTOK.

B iHmmx nociimkeHHsx (epcreKTHBHUX i TOTIepeYHUX) HalGinbIn Bupakene 3unkenns MIIK
CHOCTEPIIANOCs Y Mali€HTIB, AKi OTPUMYBAIH TeHO(DOBIpY IM30MpPOKCHITY (ymMapaT B SKOCTI
HACTHHM CXEMH, IO MICTHTB 1 IBHIIEHUH IHTIGITOp MpoTeasn. AIBTepPHATHBHI CXEMH JKYBaHHs

NOBMHHI OyTH pO3MISAHYTI Ul TAIi€HTIB 3 OCTEOTIOPO30M, SKI MalOTh BHCOKHIl pH3HK
MIEPEOMIB.
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Kictkosi aomaii (0 HeyacTo Gy OMHIEI0 3 NPUYMH HEPETOMiB) MOXKYTh OyTH OB si3ani 3
NPOKCHMAJTLHOK HUPKOBOIO TyOyonatieio (s, po3iin 4.8)

SIKI0 BMHUKAE T1103pa Ha KiCTKOBI aHOMAIT, CITi/L OTPMMATH BiTOBIAHI KOHCYJIbTaLl.

Bnaug na nupkosy i Kicmkogey mxanuny y oimeu

€  HEeBM3HAYEHOCTI, MOBS3aHi 3 JOBrOCTPOKOBMMH edeKTamM KIiCTKOBOI Ta HHpPKOBOI
TOKCHUHOCTI. Bifibll TOro, oBOPOTHICTH HUPKOBOT TOKCHYHOCTI He MOkKe OyTH NOBHICTIO
BeTaHoBiieHa. TOMY, PEKOMEHAYETHCS MPOBOAMTH MIKIMCIMIUIIHAPHMH MIIXIA Ta aleKBaTHO
3BAKYBATH KOXHMH OKPeMHH BHNALOK, OalaHC KOPHMCTI / PH3MKY JiKyBaHHs, oOMpaTH
Bi/NIOBIIHUI MOHITOPMHI TMiA 4Yac IKyBaHHS (BK/IIOYAIOYM pPILICHHS TPO HPHIMHEHHS
JNIKYBaHHS) i PO3MJISHYTH HEOOXiIHICTh 3aCTOCYBaHHs 100aBOK.

Bnnue na Hupku

[ToBizoMIsHcst IO MOGIYHI peakIlii Ha HUPKHM, BIANOBIAHI MPOKCHMANBHIN TyOynonarii HUPOK
y BII-1 indixoBanux mamienTis, Aiteit BikoM Bia 2 10 12 pokis y kininiunux pociuipkennsx GS-
US-104-0352 (nuB. Po3nimu 4.815.1).

Konmpone 3a ¢pynryicio Hupox

®ynk1io HUpok (KIipeHc KpeaTHHiny i Gocdar y cupoBaTili KpOBI) CIIiL OLIHIOBATH JI0 TIOYATKY
JNiKyBaHHS | KOHTPOJIFOBATH i1 Yac JIIKYBaHHS, SK Y JI0POCIMX (IUB. BHILE).

Haensno 3a hynxyiero HUpox

SIKINO THATBEPUKEHO, O cHpoBaTKoBHil Gocdar cranoBuTh <3,0 Mr / a1 (0,96 Mmons / 1) y
OyIb-SKOTO MAIli€HTa AMTAYOro BiKy, SKMii OTpuMye TeHO(OBipy AM30NMpPOKCHIY (ymapar,
HUpKOBa (YHKIiS TOBHHHA OYTH TOBTOPHO OIIHEHA MPOTATOM OJHOIO THXKHS, BKIHOYAIOUM
BUMIPIOBAHHS KOHLEHTpAIil III0KO3H B KPOBI, Kallifo B KPOBI i IIIOKO3M B ceyl. (JIMB. po3ain 4.8,
TpoKCUMalbHa TyOyionartis). SIKIO HUPKOBI MOPYIIEHHs MiA03pIOIOTHCS ab0 BHSABIAIOTHCS,
CTiJ1 TPOKOHCYIBTYBAaTHCS 3 HedposnoroM, o6 PpO3rISHYTH MOXKIMBICTE [1€PEPUBAHHS
nikypaHHs TeHodoBipy mu3omnpokcuiy GymapaToM. [lepepuBaHHs JliKyBaHHA TeHO(OBIPY
JM30TIPOKCHITY (hyMapaToM TaKOX CIIiJl pO3TISIaTH B pasi MPOrpecyrouoro 3HMMKEeHHs (GyHKil
HUPOK, KOJIH He OYJI0 BUSBJICHO OJIHOT 1HINOT IPUYHHH.

Oonovacue 3acmocysants ma pusux HUPKO6oi MoKCUYHOCmI

Taxi % pexoMeH1alii 3aCTOCOBYIOThCS K Y JOPOCIUX (JAMB. BHIIE).

Huproea neoocmammuicmo

3acTtocyBaHHs TeHO(OBIPY AM3OMPOKCHIY pyMapaTy He PEKOMEHIY€EThCA HITAM 3 MOPYIIEHHAM
dbynkuii Hupox (muB. posain 4.2). Tenodosipy ausornpoxcuiry ¢ymapar He cllijl NpU3HaYaTH
JUTAM 3 IOPYMIEHHAM (YHKLIT HUPOK 1 HOTO CIiJI MPUITHHUTH Y MAIEHTIB AUTSYOTO BIKY, Y SKHX
PO3BHBAETHLCS HUPKOBA HEJIOCTATHICTH T1iJ1 Yac Teparii TeHO(OBIpY N30T POKCUITY (ymMapaToMm.
Bnnue na xicmxu

Tabnerkn tenodoBipy auzonpoxkcuwity ¢Gymapary MoxyTh BUkiukati 3umwikerns MIIK. Brus
TeHo(oBipy mu3onpokenity Gymapary nos's3anuii 31 MIIIK Ha 10BrocTpokoBe 310pOB's KiCTOK i
MaiOyTHIN pH3KK HepeoMiB B JaHMii Yac HeBigomui (quB. Po3min 5.1).

Axmo BusBNAIOTBCS ab0 MIJO3PIOIOTHCS aHOMaMii KIiCTKM y JiTedl, HeoOXiHO OTpHMAaTH
KOHCYJIBTAIIIO 3 €HJAOKPHHOJIOTOM Ta / a60 HeGpoIoroM.

Xeopobu nevinku.

Jani crocoBHo Ge3nexn Ta e)EKTHBHOCTI JUIs MAI€HTIB 3 TepecauKeHOI0 MEYiHKOK IyXkKe
oOMexKeHI.

Jani 3 6e3nexu Ta eheKTHBHOCTI NpUitoMy TeHODOBIPY AH3OMPOKCHITY GyMapaTy s MaIli€HTIB,
inbikoBaHHX remaTuToM B, 3 HexoMIencoBaHuM 3ax30p}OBqugM nequn Ta CTyneHem >9 3a
knacudikaniero Yarnpa—IT to—Typkorra (UIIT), oomexeni.
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Taxi namieHTH MaloTh Gi/bII BUCOKHIT PH3MK Cepio3HUX MOGIYHNX peakiliii 3 DOKy NeqlHKA Ta
uupok. ToMy B Iiif monynsuii nauientis remaroGiniapHi Ta HHPKOBI MapameTpH HoTpiOHO
KOHTPOIIOBATH OB YBAKHO.

3azocmpenns zenamumy

3azocmpenns npu nikyganni: CIOHTAHHI 3aroCTPEHHS NPU XPOHIYHOMY rematuti B BIAHOCHO
4acTo 3yCTPIYAIOTHCS | XapaKTEPH3YIOThes KopoTkoyacHuMmy 36inemennamu ALT y cuposarii
kposi. ITicns noyarky npoTuBipycHoi Tepanii y xeskux nauientis ALT y cupoBatili KpoBi MOjKe
36inpmTics (uB. Posmin 4.8). YV maumieHTiB 3 KOMIEHCOBaHOIO XBOPOOOIO TIEUIHKH 1le
36inpmenns AJIT y cupoBarii KpoBi 3a3BMuaii HE CYNPOBOMKYETHCS IMiIBHINEHHIM
KOHIIeHTpalii Gifipy6iHy B cuposatui abo AexommeHcaliero nedinku. [laiienTd 3 1rpo3om
MOXKYTh 3HAXOIMTHCS B TIABMIIEHOMY DPHM3MKY JeKOMIIEHCAllil MEYiHKM Micls 3aroCTpeHHs
renaTuTy, TOMY iX CIlijl peTeJbHO KOHTPOJIOBATH MiJl 4ac Teparlil.

3azocmpenna nicis npununenns nikyeanus: Takox Oys10 MOBLIOMIEHO PO FOCTPE 3aroCTPEHHS
relaTHTY y TAIi€HTIB, SKi MPUIMHWINA Tepariio renatutoM B. 3arocTperHs micist JIKyBaHHs, K
npasuiio, nos's3ani 3 mizsumenssM JTHK HBV, i GinbuiicTe BUABISIOTHCS CaMOOOMEKEHUMHU.
[IpoTe, MOBiTOMIANOCS PO CEPHO3HI 3aroCTPEHHS, BKIIOUAI0YH CMEPTEIbHI BUIIAZKH.
ITeuinkoBa (yHKIIS TOBMHHA KOHTPOJIOBATHCS TP TOBTOPHUX IHTEpBAIaX KIIHIYHOTO Ta
1aGOPaTOPHOTO CHOCTEPEKEHHS MPOTATOM MIOHAMMeH e 6 MICSLIB Micis IPUIHHEHHS Tepartii
renatutoMm B. SIKIo 11e qopeuHo, BiHOBIEHHS Tepalii renarutom B Mozxe OyTH BUNpaBIaHUM.
V mamieHTIB 3 PO3BMHEHOIO XBOPOOOIO MEUiHKM abo WMPO30M, TPHIMHEHHS JIKYBAHHS He
PEKOMEHIYEThCH, OCKIJIBKM 3aroCTPeHHsl TermaTUTy ICIas IIKYBaHHS MOKE IPHU3BECTH JIO
JIeKOMTIIEH Callil TIeYiHKH.

V XBOpHX 3 JIEKOMIIEHCOBAHOK XBOPOOOIO MEUiHKH CITAIaXH TIEUiHKH 0COOIMBO CepHO3HI, IHOI
CMEPTEITBHI.

Ko-inghexyin_sipvcamu_zenamumy C _abo D: Hemae nauux npo eeKTHBHICTH TeHO(OBIpY Y
namieHTiB, KoiHbikoBaHuX Bipycom renatuty C abo D.

Ko-ingpexyia BIJI-1 ma sipycom 2enamumy B: V 3B'S3Ky 3 pU3UKOM PO3BHUTKY PE3HCTEHTHOCTI
no BUI, Tenodoripy mm3onpokcuny ¢ymapar MoXkHaA 3aCTOCOBYBATH JHMUIE AK YaCTHHY
BIAMIOBIIHOT aHTHPETPOBIpYCHOT KOMOIHaMT y nauieHTiB 3 KoiHekuiero BIJI / HBV.

[TanieHTH 3 HasABHOK AMCOYHKIUICIO MNEYIHKH, BKIKOYAIOYM XPOHIYHWN AKTUBHUII IeNaTHT,
MaloTh TMiJIBHIIEHY YacTOTy TOpyleHb (YHKIIT TeYiHKH T 4Yac KoMOIHOBaHOI
antuperposipycnoi tepanii (KAPT) i noBuHHI KOHTPOMIOBATHCA BIANOBIAHO A0 CTaHAapTHOI
NpPakTHKH. SIKIMO y TakWX MALIE€HTIB € O3HAaKW INOTIpUIIEHHS 3aXBOPIOBAHHS TMEYiHKH, CIII
PO3IIISHYTH MOJXIIMBICTh TIepepuBaHHs abo NpUMHHEHHs JNiKyBaHHA. OHAK CTiJ1 3a3HAYUTH, IO
migsumeHHs ALT moxe Oyt uyactuHoro kiipency HBV mix wac tepamii TeHOOBIpOM, IHB.
BUILE 3aeocmperHs 2enamumy.

Buxopucmanns 3 negHuMu aHmugipveHumu 3acobamu npomu gipyey cenamumy C

[Toxa3zano, mo ojiHOUYacHe 3acTocyBaHHs TeHO(DOBIpY AU30NIPOKCHITY Gymapary 3 JeAUnacBipoM
/ codocOyBipom HiABUILYE I71a3MOBI KOHUIEHTpauii TeHO(OBipY, 0COOIHMBO MPH 3aCTOCYBAHHI
pazoM 31 cxemoro JikyBaHHs BIJI, mo wmictute TenodoBipy amsompokcuny dymapar i
(papmakokineTuunuii  enxancep (putoHaBip abo koOimucrar). bBesneka TeHOodOBipy
AM30TpoKcHiy  (ymapaTy  TpH  BCTAHOBIEHHI  JjeximacBipy /  codocOyBipy Ta
(apmakokiHeTHUHOIrO €HXaHcepa He BCTAHOBICHA.

[TorpibHO BpaxoByBaTH IIOTEHUIHHI pPH3MKM Ta TMEpeBarw, TOB'A3aHi 3 OJHOYACHUM
sacTocypamaM ncainaceipy / copocOyBipy 3 TeHOQOBipY uusoupoxcdiy (hymaparoMm y
MO€eIHaHHI 3 1Hri0iTopoM mpoteasu BIJI (manpuknan, arasaHaBip abo japyHaBip) 0COGIHBO Y
NalielTiB 3 MJABUIIEHUM PU3HKOM MOPYLIEHHS GYHKIIT HUPOK.

—7% I
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[TamieHTaM. sKi OTpUMYIOTH Jiejinacsip / cogocOyBip oaHOYACHO 3 TeHODOBIPY AW3ONPOKCUITY
¢ymaparom i inriditopom nporeazn BIJI, HeoOXi1HO KOHTpoIOBaTH MOOIUHI peakllii, noB's3aHi
3 TeHO(OBIPY AM30NPOKCUITY GymapaTom.

Baea i memaboniuni napamempu

[Tin gac anTUpeTpoBIpycHOI Teparnii MoXke CrocTepiraTucs 30iJbIICHHS Bard Ta 3011bIICHHS
PIBHS MMIAIB | TIFOKO3H B KpoBl. Taxi 3MiHM 4acTKOBO MOXKyTh OyTH nos'szani 3 60pors6010 3
XBOpO0OIO Ta CIIOCOOOM KUTTH.

[1{o crocyeTbest JIMIAIB, TO B JA€AKHX BUIIAAKAX € JaHi Mpo JIKYBaJlbHUM eeKT, B TOH Yac Sk Juls
30IbIICHHS Bard HeMae IEePeKOHJIMBHX [0Ka3iB, L0 BIAHOCSTBCS IO LBLOr0 KOHKPETHOIO
nikyBaHHs. JI1s MOHITOPMHTY BMICTY JINIAIB 1 [JIIOKO3H B KPOBI pOOMTBCS IMOCHJIAHHS Ha
BCTAHOBJICH] KepiBHI npuHUMIK JikyBanHs BIJL. Jlimigui posnaam ciij JIKyBaTu SK KIIHIYHO
JIOULIIBHI.

Mimoxonopianbna oucynxyis nicas 6naugy 6HympiuiHb0ympooHo

Hykneosnani abo HYKJICOTHIHI aHAJIOTH MOXYTh BIUIMBATH HA MITOXOHJpIanbHY (VHKIIIO B
pi3HIi Mipi, mo Hai6iIbII BHpaXeHO NMpPH CTABYAWHI, JUIAHO3MHI Ta 3MIOBYJMHI. ICHYIOTH
MOBIJIOMJIEHHSI TIPO  TOpyweHHs (yHKWl MitoXoHapiit y BlJI-meratuBaux jgitei, ski
MIAaBAINCS BHYTPIIIHBOYTPOOHO Ta / ab0 MOCTHATANBHO aHaloraM HYKJIEO3MIIB; BOHU
MEPEBAXKHO CTOCYIOTLCS JIKYBAHHS PEKUMaMH, 1110 MICTATh 3HIOBYIHH.

OcHOBHMMH TNOOIYHHMH peakuisMH € IeMaTtoJIOriuHi MopyleHHs (aHeMis, HeifTponeHis) Ta
MOpyuIeHHst OOMIHY pe4doBMH (TimepsakraTeMis, rinepiimacemis). Ili momiil wacto Oyam
THMYacOBUMHU. HeBelKi HEBPOIOTIUHI MOPYIICHHS Mi3HBOTO MOYATKy CIOCTEPITaIuCs pijiKo
(TimepToHisA, CYIOMH, DATONOTIYHA NOBeAiHKa). UM € Taki HEBPONOTiUHI MOPYIICHHS
THMYaCOBUMM ab0 NMOCTIHHUMHE, Hapa3i HeBIIOMO.

Ii naui cmin BpaxoByBatH juist Gyab-sikoi AMTHHH, sKa 3a3Haja BIUIMBY HYKICO3HIHHX abo
HYKJICOTHAHMX aHAJIOTIB BHYTPIIIHBOYTPOOHO, SKi MaroTh BaXKKi KIIHIYHI JaHi 3 HEBiZOMOIO
€TIONOTIEI0, 30KpeMa, HeBpOJIoTiyHI fani. L[i pe3yibTaT He BITMBAIOTH HA MTOTOYHI HALIOHAIBHI
PEKOMEHAAIIi 100 BHKOPHUCTAHHS AHTHPETPOBIPYCHOT Tepamii y BaTiTHHX JKIHOK uis
3ano0iranHs BepTHKaabHOT nepenaui BIJI.

Cunopom imynnoi peakmusayii

Y BlI-indikoBaHuX MamieHTIB 3 BaKKOK IMYHHOIO HEIOCTATHICTIO Mia uyac BBegenHs KAPT
MOXKE BHHMKHYTH 3anajbHa peakuis Ha Oe3cMMNTOMHI abo 3aJMINKOBI ONOPTYHiCTHUHI
MATOreHM 1 BUKJIMKATH cepio3Hi KIiHIYHI cTaHu ab0 3arOCTPEHHS CUMITOMIB. SIK IIpaBHIIO, TaKi
peaxuii crocTepiragucs MpoTAroM MEPUINX KiIBKOX THKHIB a60 MiCSIIIB micis nouatky KAPT.
Binnosiznumu npukiagamMu € ATOMEranoBipycHUIl PeTHHIT, reHepati3oBani i / a60 BOMHHIIEEI
MikoOaKkTepianbHi iHQeKUil Ta mNHeBMOHis Pheumocystis Jirovecii. Bynb-AKi cHUMOTOMH
3amajieHHs CIIijl OLIHIOBATH i, TIPH HeOOXIAHOCTI, TPU3HAYUTH TiKyBaHHS.

Takox nosinomssioes, 1o ayToiMyHHI opyIeHHs (Taki sk xBopoba I'peiiBca) BiaOyBaloThCs B
YMOBaxX IMYHHOI peaKTHBAIlii: OJHaK, 3a3HaYeHMil Yac 10 NOSBH € GLTHIN 3MIHHHUM i i nomii
MOXYTB BiIOyBaTHCA Yepe3 Garato MicsuiB Mmicjis MOYaTKy TiKyBaHHS.

Ocmeonexpos

Xoua eTiosioris BBaKacThCA 6araTohakTOPHOK (BKIIOYAIOYH 3aCTOCYBaHHSI KOPTHKOCTEPOIJIiB,
CHOKHBAHHSA QIKOTOJIO, BAXKY IMYHOCYNpECitO, Gibll BHCOKMHA iHAekc Macu Tina), Oy
3apeecTpOBaHi BUNAIKH OCTEOHEKPO3y, OCOOGIMBO Y MAIIEHTIB 3 PO3BUHEHHUM 3aXBOPIOBAHHAM
BUJI ta / abo tpuBanum Brmsom Ha KAPT. [Maunientam crin 3BEPHYTHCA J10 JIiKaps., KO0 BOHH
BII'TYBAIOTL Gl y cyrio6ax Ta 6iftb, TyropyxJIMBicTs cyrnobis abo TpyaHOLL B pyCi.

layienmu noxunozo gixy

VYONODUNARE Wiliz;
'iidb_'i‘._---,.‘:f‘._;v‘;y; “
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Tenodoipy ausonpokcusy dymapar He JOCHKYBaBcsl y Nali€HTIB BIKOM cTapuie 65 pokis,
TOMY TeHO(OBIPY JM3ONPOKCHIY dyMapar ciliji mpH3Ha4daTH 3 O0EpekHICTIO NpPH JKyBaHHI
NALIEHTIB [TIOXKIIOTO BiKY.

TaGnerku tenodosipy ansonpokeuny ¢ymapary 300 Mr MmicTaTh MoHoOTipaT NakTo3n. OTKe,
MAliCHTH 3 PUIKICHHMH CHAJAKOBMMM 1po0lieMaMi HelepeHoCUMOCT] TalaKTo3H, JIaKTa3HOT
HEJIOCTATHOCTI @00 IIIOKO30ranakTo3nol MaisadbecopOuil He NOBHHHI UpHHMATH LeH JliKapebKui
npenapar.

i 4.5 B3aemodia 3 inuumu 1iKApCoKUMU 3ac00aMU ma iHUii 610U 63AEMOOITL

: HocninxenHs B3aeMO1ii POBEICHO TINbLKH Y JOPOCIIHX.

bepyun 10 yBaru pesysbraTi eKCIIEPUMEHTIB M Vilro Ta BIIOMHUI LUISIX BUBEAEHHS TeHO(DOBIpY,
MO’KHa 3pOOMTH BUCHOBOK, 110 HMOBIPHICTH B3a€MOJiH, 1m0 omnocepeakoByioTecs CYP450, 3a
Y4acTIO TeHO(OBIPY Ta IHIIKUX JIKAPCHKUX 3aC00iB HU3bKA.

He pexomenoyemucst o0nouacue 3acmocyganns

[Ipenapat He cmig 3acTOocOBYBAaTH 3 IHIUMMH JIIKapCHKHMH 3aco0aMH, IO MICTATH TEHO(OBIpY
JIM30MIPOKCUITY (pymapar.

[IpenapaT He cij1 3aCTOCOBYBATH 0JJHOYACHO 3 aie(GOBIPY AUITIBOKCHIIOM.

Jluoanosun. OnHoyacHe 3acTOCYBaHHS TEHODOBIPY AHU3ONPOKCHITY (hymapary Ta JUAAHO3HHY He
peKOMEHIY€Thes (IUB. po3ait 4.4 ta Tabmuio 1).

Jlixapcoki npenapamu, wjo 6U800AMbCA HUPKAMU

! OckibkH  TeHO(OBIP TONOBHHM YHHOM BUBOJMTBCS HHUPKAMM, OJIHOYACHE 3aCTOCYBaHHS
i TeHO(OBIPY AM30MPOKCHITYy (hymapary 3 TiKapChbKUMH MpenapaTaMi, 10 3MEHUIYIOTh HHPKOBY
(hinbTpaniro abo KOHKYPYIOTh 3a aKTHBHY KaHAIBLUEBY CEKPEIIIO IUISIXOM TPAHCTIOPTHHX GilIKiB
] hOATI, hOAT3 abo MRP4 (manpuknazn 3 mnaopoBipom), MoXke MiABHILYBATH KOHLEHTPALiIO
}! TeHOQOBIpY B cHpoBaTHi KpoBi Ta (a00) JKapCHKUX IMpenapatis, IO 3aCTOCOBYIOTHCS
0JIHOYACHO.

3actocyBaHHs TeHO(OBIPY AM30MPOKCHIY (ymapaTy CIil YHHUKATH Yy pasi 0JHOYAacHOTO a6o
HEIABHBOIO  3aCTOCYBAHHS  HE(POTOKCHYHMX JlKapchbkux 3acobis. Ile, Hampukian,
amMIHOrMIKO3UAM, amboTepuiue B, QockapHeT, raHnukiIoBip, NeHTAMIIWH, BaHKOMIIMH,
unaoQoBip Ta iHTepieikin-2 (nus. Posjin 4.4).

BpaxoBytoun, 110 TakposliM MOXKe BIIHBATH Ha (YHKIIO HUPOK, PEKOMEHIYETHCS OCOBIHBHIA
HarJIs1, AKIO HOro 3aCTOCOBYIOTh 3 TEHO(OBIPY IH30MPOKCHIY hyMapaToM.

T 63aemooir

Bsaemonii  Mix  TeHodoBipy auzonpokcmay  dymaparom, iHribiTopamMu  1poreasu Ta
aHTUPETPOBIPYCHUMH 3ac00aMu, 110 He € iHriGiTopamMM TpoTeasy, MOAAHO HWKYEe B Tabmumi |
(30UIbLUEHHS TTO3HAYEHO «T», 3MEHIIEHHS — «|», BIICYTHICTB 3MiH — ««>», IBiui Ha 00y —
«b.i.d.», oquH paz Ha 106y — «q.d.»).

Tabmmus  1: Bsaemonii mik  Tenodosipy amsompokcmay ¢ymapatom Ta  iHmmMm
JIKAPCHKUMH 32¢00aMH

1

!

{

: Jlikapcbkuii 3acio Bnums na piBHi npenapary, Pexomenanis
i

1

| cepeaHs BIICOTKOBA 3MiHA CTOCOBHO
{ AUC, Cmax, Cmin OHOYACHOT 0
! BBe/ICHHSA 3
: TeHodoBipy
3 JAM30NPOKCHITY

pymapaTom 300mr

ITPOTUIH@®EKIIHHI
AHTHpETPORIpY CHI
IuridiTopu nporeasu
ATazaHaBip/puTOHABIp [ ATasaHasip: | KopuryBanus nosu
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(300q.d./100q.d./300q.d.)

AUC: |25 %
Cmax: |28 %
Cmin: |26 %
Tenodosip:
AUC: 137 %
Cmax: 134 %
Cmin:T 29 %

HE
PEKOMEHIYEThCS.
30uIbLIEHA
EKCIO3M LIS
TeHODOBIpY MOKe
MOCHITIOBATH

OB’ s13aH1 3
TeHO(hOBIpOM
HECTIPUATIUBI
SBHUINA,
BKJIFOYAIOUH
HUPKOBI
nopymennst.  Ciijg
YBaKHO
criocTepiratu 3a
gyHKIiCIO  HHPOK
(auB.po3aii 4.4).

Jlonminasip/puToHaBip
(400b.1.d./100b.1.d./300q.d.)

Jloniuagip/puToHasip.
Hemae 1CTOTHOrO BIUTMBY Ha

Kopurysanus 103u
He

(bapMaKoKIHETHYHI PEKOMEHTYEThCA.

rapaMeTpH JomiHaBipy/puTonasi | 36inbneHa

py. EKCITO3UIIS

Tenodosip: TeHO(OBIpY MOXKE

AUC:132 % NOCUITIOBATH

Cmax: «+» NIOB’s3aHi 3

Cmin: 151 % TeHO(OBIpOM
HECTIPUSATINBI
SIBUIIIA,
BKJTIOYAIOYH
HHPKOBI
nopymenns. Ciijg
YBaKHO
CIIOCTepiraTH 3a
(byHKIII €10 HUPOK
(uB.po3xin 4.4).

JlapyHasip/puToHasip Hapynagip. Kopurysanus nosu

(300 /100b.1.d./300q.d.)

Hemae icTtoTHOro BHIMBY Ha
(papmakokiHeTHUHI  TlapaMeTpH
JlapyHaBipy/pUTOHABIpY.
Tenogogip:

AUC: 122 %

Cmin: 137 %

ﬂﬂtf”‘“

He
PEKOMEHTY€ThCA.
30inbluena
EKCIIO3UILIS
TeHO(DOBIPY MOXKE
IOCHITIOBATH

OB’ s13aHi 3
TeHO(OBIpOM
HECTIPUATINBI
SIBHIIIA,
BKJTFOYAK0YN
HUPKORI
nopymenHns. Cij
YBaXKHO
CIIOCTEpIraTH 3a
(pynKuUi€r0 HUpOK

T




l

\ (nmuB.po3ain 4.4).

Hyxku1eo3uani iHTIOITOPH 3BOPOTHOT TPAHCKPHIITA3H

Jlunanosun

OnnovacHe BBEJICHHS
TeHO(OBIPY AU30IPOKCHITY
dbymapary Ta 1unano3uny Ha 40—
60% niaBUILYE CHCTEMHY
€KCITO3MIII0 JAUIaHO3UHY, 10
3017IBITYE PU3MK TTOB’ A3aHUX 3
JUIaHO3MHOM HECHPHATIUBUX
ssui. [Toitomsnocs npo
HEYacTi, 1HOJII JIeTalbH1, BUIIaJIKU
NaHKpeaTHTy Ta JTaKTOALKI03Y.
OpaHovyacHe BBEIACHHS
TeHO(DOBIPY JUZOTIPOKCHITY
dbymapary Ta AMIaHO3WHY B 1031
400mr Ha 100y Oys0 oB’s3aHe 31
3HAYHUM 3MCHIICHHAM KIJIBKOCTI
KiituH CD4, MOXKIIMBO y 3B’ 13Ky
3 MIKKJTITHHHOIO B3a€EMOJIEI0, 110
niaBHIYye GochopuIbOBaHUM
(TOOTO aKTUBHUI) JIMIaHO3HH.
3MeHuIeHa j103a 250Mr
IUIaHO3HHY, KU BBOIUIH
pazoM 3 TEHO(OBIPY
au3onpokcuny dbymaparom, 6yna
NOB’s3aHa 3 BUCOKOIO YaCTOTOIO
BIPYCOJIOTIYHO HEBAAIOTO
JIIKYBaHHS IIPU 3aCTOCYBaHHI
KIJIBKOX JIOCIIJDKEHUX
KoMmOiHamiit amst nikyBauus BIJI-

Onnodgache
BBCICHHS
TeHO(OBIpY
JIM30TIPOKCHITY
dymapary Ta
JUIaHO3HHY He
PEKOMEHTY EThCS
(muB.po3nin 4.4).

1-1Hdexii.
AnedoBipy AUITIBOKCHII AUC: & Tenodosipy
Cmax: < JIA30TIPOKCHITY
tbymapar wHe cmix
BBOJIUTH
OJIHOYACHO 5
aneoBipy
JUITIBOKCHIIOM
(mB.po3in 4.4).
Enrtexasip AUC: & He 6y10 kiiHiuHO
Cmax: < 3HAYYIIAX

NEPEKNAR  BUKOHAB

(apMaKOKiHETHYHH
X B3aEMOJIIH, AKIIO
TeHoOoBIpY
JU30TIPOKCHITY
dbymapat BBOAMIH
OMHOYACHO 3
CHTEKABIPOM.

AHTHBIpYCHI arenTH Bipyey renatuty C

Jleninacsip/Codocbysip
(90 mr/400 mr q.d.) +
Atazanasip/Putonasip

Jleninacgip:
AUC: T 96%
Cmax: T 68%

301bILICHHS
KOHIIEHTpallil
TeHO(hOBIpY B




(300 mr q.d./100 mr q.d.) + C:1118% maasMi - KpoBl B
EmMTpuimradin / Tenodoripy pe3yJbTaTi
amsonpokenny  ¢ymapar 1 (200 | Puronasip: CIIIEHOTO
mr/300 mr q.d.)1 AUC: & MpU3HAYEHHA
Cmax: < TeHODOBIPY
C:145% JIM30TTPOKCHITY
dymapary,
Codocdysip: neinacBipy /
AUC: & cotdocOyBipy 1
£ aTaszaHaBipy /
PHTOHABIPY MOXKeE
EmTpununTabin: MOCUITIOBATH
AUC: & noOivHi peaxuii,
Cmax: < TOB'A3aH1 3
C: e TeHO(OBIPY
JTA30TIPOKCHITY
GS-3310072: bymapaTom,
AUC: & BKITIOHYAIOYH
Cmax: < MOPYIIEHHS
C:142% (bYHKIIT HUPOK.
besneka
ATtazaHasip: TeHO(OBIpY
AUC: « JIM30TIPOKCHITY
Cmax: < dbymapaty npu
C:163% 3aCTOCYBaHHI 3
JIeAIMacBIpOM /
Tenodosip: cogocOyBipom i
AUC: & (hapMakoKIHETHYHH
Cmax: T47% M E€HXaHCEPOM
C:147% (Hanp.
puTOHaBipoM  abo
KOOIMCTAaTOM) HE
BCTaHOBJIEHA.
KomGinartis
npenaparis
MMOBUHHA
BUKOPHCTOBYBATHC
4 3 olepexHicTIO
NEPEKAAL AT 10 1 1 pH 4acToMy
VA HUPKOBOMY
et CIIOCTEPEKEHH],
NPEBCTASHYH RS i
‘ QIBTEPHATHBH  HE
JOCTYTIHI (JiuB.
Poznin 4.4).
JIeninacBip/Codocbysip Jleninacsip: 301IbLICHHS
(90 Mr/400 mr q.d.) + AUC: « KOHIICHTpaIii
Jlapynagip/Putonagip Cmax: < TeH0hORIpy B
(800 wmr q.d/100 mMr qd) +|[C:e mIa3Mi  KpoBl B
EmTpunuTabin / Tenodosipy pe3ynbTari
musonpokcuity  ¢ymapar 1 (200 | PutoHasip: CHIJIBHOIO
mr/300 mr q.d.)1 AUC: & [pHU3HAYEHHS
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Cmax: <«

TeHo(oBIpy ]

Cmin: 7 48% JN30TPOKCHITY
(hymapary,
CogocOysip: JneinacBipy /
AUC: | 27% coocOyBipy i
E:l 3% aTaszaHaBipy /
pPUTOHABIPY  MOXe
EmMTpunmtabin: MIOCUIIIOBATH
AUC: & nobGiyni  peaxuii,
Cmax: < noB's3aHi 3
C: e TeHO(OBIpY
JIM30TIPOKCHITY
GS-3310072: bymaparom,
AUC: & BKJTIOHAIOYH
Cmax: <« HOPYIIEHHS
C:e (hYHKIIT HUPOK.
besnexa
Tenodosip: TeHO(OBIPY
AUC: 1 50% JTM30TTPOKCHITY
Cmax: 1 64% bymapary npu
C:159% 3aCTOCYBaHHI 3
JIeIiTIacBipoOM /
JlapyHagip: cothocOyBipom 1
AUC: « (hapMaKOKIHETUYHH
Cmax: < M eHXaHCcepoM
C: o (Hamp.
puToHaBipoM  abo
koOlmeTaToM) He
BCTAHOBJICHA.
Kombinaris
npernapariB
MIOBUHHA
BUKOPHUCTOBYBATHC
1 3 00epexHICTIO
IIpU JyacToMy
HUPKOBOMY
CIIOCTEPEKEHHI,
SKIIO 1HII
AIGTEPHATUBH ~ HE
JOCTYIIHI (JuB.
Poznin 4.4).
Jleninacgip/CodocOyBip Jleninaceip: 301TbIICHAS
(90 Mr/400 mr q.d.) + Edasipenu / | AUC: | 34% KOHIIEHTpaIlil
Emtpuuutabin / Tenodosipy Cmax: | 34%[IEPEH NA L , | TeHohOBIpY B
wm3onpokcuny gymapar C: | 34% : '. e I'mnasmi  kpoBi B
(600 mr /200 mr / 300 mr q.d.) WYL ] pesynbTarTi
Edasipenut: PE ﬂw LJILHOTO
AUC: « U npusnavenus
Cmax: < TeHodoBipy
C:e JTA30TIPOKCHITY
bymapary,
CodocOysip: jeinacBipy /
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AUC: «
C:es

EMTpunuTabin:
AUC: «
Cmax: <
Cies

GS-3310072:
AUC: &
Cmax: <

C: e

Tenodosip:
AUC: 1 98%
Cmax: T 79%
C:1163%

codocOysipy i
aTazaHaBipy /
PHUTOHABIPY  MOXKeE
HOCHJIIOBATH
noGiuHi  peakuii,
NoB's3aHi 3
TeHo(hORIpy
JIM30MPOKCHITY
bymaparom,
BKJIIOYAIOYH
MOpPYyIIEeHHS
(YHKUIT HUPOK.
be3sneka
TeHOGOBIPY
JU30TPOKCHITY
dbymapary pU
3aCTOCYBaHHI 3
JIeAINacBIpoM /
coocOyBipom i
(apMaKkOKIHETHYHHU
M EHXaHCEPOM
(nanp.
pHTOHaBIpoM  abo
kobinMcraToM) He
BCTaHOBJICHA.
Kombinartis
npenaparis
TOBHHHA
BUKOPHCTOBYBATHC
1 3 obepexHicTIo
pu 4acTOMY
HUPKOBOMY
CIIOCTEPEIKEHHI,
AKIIO 1HTITI
aJlbTePHATHBH  He
JIOCTYIIHI (mmB.
Poznin 4.4).

Jleninacrip/CodocGysip

(90 Mr/400 mr q.d.) +
Emtpunutabin/Puimnisipun/Tenoposi
Py AU30TPOKCHIy hymapar

(200 mr/25 mr/300 mr q.d.)

Jleninacsip:
AUC: «
Cmax: <«
C: e

EmTpunmrabin:
AUC: &
Cmax: «
C:e

CodocOysip:
AUC: &

Kopurysanus no3u
He
PEKOMEHIYEThCA.
30UIBIIEHHST  J103U
TeHO(DOBIpY MOKE
TOCHJIUTH  T10019Hi
peaxuii, mos's3ani 3
TeHO(DOBIpY
JM30ITPOKCHITY
bymaparom,
BKJTFOHAK0YM
YPaXKEHHSA  HUPOK.
DyHKIIIO  HHPOK
cijt PETENBLHO

| 'KOHTpOJIIOBATH




(M. po3nin 4.4).
Punmisipun:
AUC: &
Cmax: <
C: e

GS-3310072:
AU C:e
Cmax: <
C:e

Tenodosip:
AUC: 1 40%
Cmax: <
C:191%

Codocbysip CodocOysip: KopuryBanus mgo3u
(400 mr q.d.) + AUC: & He
Edasipent/Emtpunurabin/Tenogposi | C: | 19% PEKOMEH1y €ThCA.
py amsonpokcuiy ¢ymapar (600
mr/200 mr/300 mr q.d.) EmTpunutabin:
AUC: &
Cmax: «
Cmin: <

GS-3310072:
AUC: <
C:|23%

Tenodogip:
AUC: &

C: 1 25% max
C:e

Edagipenu:
AUC: «
Cmax: «
C: e

I lani, oTpumani npu oHOYacHOMY 103yBaHHi neninacsipy / codocbysipy. Hanano no3yBanms
BiZcTpoueHe y vaci (12 rogun).

2 Amnanoriuni pesynbrati. [lepeBakaroumii TUPKYITIOOUHIT MeTaBOTIT codocOyBIpy.
Jocaimkenust npoBoanancst 3 IHIIAMK JIKaApChKHMH 3aco6amu

He Oyno wHiskux KIiHIYHO 3HaYymmX (apMaKOKIHETHUHMX B3aEMOiil NpH  OJIHOYACHOMY
3acTOCyBaHHI  TeHO(OBipY au3onpoKcHIy (ymapary 3 EeMTPULIMTAOIHOM, JIAMIBYIMHOM,
IHJIHABIpOM, edaBipeHuoM, HendinaBipoM, CaKBIHABIPOM  (IIPMCKOPEHHM PHTOHABipOM),
MCTA/I0HOM,  pHOABIpUHOM,  pudaMIiLMHOM,  TakpoliMycoM  abo rOpMOHAIILHUMH
KOHTpPALENTHBAMH HOPreCTUMATY / eTHHINeCTpaIiony.

Tenodosipy musonpokcuny ¢ymapar ciin MpUAMaTH 3 TKE, OCKUIbKM iXa MijBHIIye
GionocTynHicTs TeHoGOBipy (1HB. po3in 5.2).

f} DCu NA
4.6 3acrocyBanus y nepioa Baritnoeti ado rOYBAHHS TPY/ULI0 HEPE NAA
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Bazimnicme

Jlesiki nani npo 3actocysanns npenapary saritiumu (300-1000 Bunaaxis BariTHOCTI) BKa3ye Ha
BiCyTHiCTh Mamb(opmallii a6o TOKCHYHOCTI isi eMOpiOHa/HOBOHAPOIKEHOrO, TOB’SI3aHOI 3
TeHo(oBipy am3onpokcuiy dymaparom. Iix yac gocmikenb Ha TBapuHAX He Oy7T0O BUSBICHO
TOKCHYHOTO BIUIMBY Ha penpoiyKTusHy (yHkuiio (aus.posmin 5.3). Ilix dac BariTHOCTI
MOYIIHBE 3aCTOCYBAHHS TeHOMOBIPY AM30MPOKCHILy (ymapary, KOIu KOPHCTh BiJl 3aCTOCYBaHHS
TIEPEBUILY € PU3HK JUIS TUIOJIA.

Lodveanns epyooo

byno BHsABIEHO, 1O TeHO(OBIp MPOHMKAE B MOJOKO KIHOK. ICHYe HEJIOCTATHS KiNBKICTH
indopmanii 1010 BIJIMBY TeHO(QOBIPY Ha HOBOHAPOUKEHWX/HeMOBJIAT. ToMy Ipenapar He cIlijt
3aCTOCOBYBATH I1J 4ac royBaHHs TPYIUIIO.

3aranoM, sk mnpasuio, BIJI- ta HBV-indikoBaHMM XKiHKaM HE PEKOMEHIYETHCS TIOAYBaTH
IPYJULIO 3 METOIO YHUKHeHHs nepeadi BIJI- abo HBV-indexuiil autumi.

DepmunvHicmo

KifpkicTh KIIHIYHMX JaHMX 1I0J0 BIUIMBY TeHO(OBipy aM3ompokcuily ¢ymapary Ha
deprunsHicTs oOMmexena. Ilix wac mociaikeHb HA TBapWHAX HECNPHATIMBOTO BIUIHMBY
3aCTOCYBaHHS TeHO(OBIPY JM30MPOKCHITY hymapaTy Ha GepTHIbLHICTh BUABIICHO He OyIlo.

4.7 3paTHiCTH BINIMBATH HA MIBWIKICTHL peakuii Npy KepyBaHHI aBToTpaHcmoprom abo
IHIMTHMHA MexaHi3MaMH.

He 6yno mpoBejeHO JOCHi/UKEHb CTOCOBHO BIUIMBY Ha 31aTHICTh KepyBaTH aBTOMOOileM Ta
BUKOPHCTOBYBATH MexaHizmu. [TamienTH MaiooTh OyTH MOiH(GOPMOBaHi, MO MiJ Yac JIKyBaHHA
TeHO(OBIPY AUZONPOKCHITY PyMapaToM MOXKIHMBE 3aTaMOPOYEHHS.

4.8 TToOiuni peakuil

Peziome npoghinio 6es3nexu ,

BIVI-1 ma zenamum B. PiIko TOBIIOMJISIOCS TPO BHMAJKH HUPKOBHUX IOPYIIEHB, HUPKOBOI
HEIOCTATHOCTI T4 MPOKCHMAJILHOT HUPKOBOT TyOynonatii (B ToMy 4ncii cunapom PaHKoHI), 1110
iHOI TPU3BOIMIIM JIO KICTKOBMX aHOMaMii (piAKO — 10 TIEpeIoMiB) Y MAaLi€eHTIB, SKi mpuitManu
tenodoBipy amszonpokcuiy  ¢ymapar. Jlns namieHTiB, AKi  NpuiiMaroThk  Ipernapar,
PEKOMEHIYETHCS CIIOCTEPEIKEHHS HUPKOBOT DYHKIT (AUB. po3ain 4.4).

BLJI-1. TTo6iuni peakuii JTiKyBaHHS TeHO(OBipy Au30mpokcuiay ¢ymapaTtoM Yy MO€IHaHHI 3
IHIIMMH  aHTUPETPOBIPYCHUMHU IIpenapataMM MOXYTh BHMHHUKATH HPUOIM3HO Yy TPETUHH
namientis. lle 3asBuyail sABUIA Y UUTYHKOBO-KHIIKOBOMY TpPakTl JIETKOro abo cepeaHboro
crynens. Ilpubmmsno 1% mnauieHTIB, SKI OTPUMYBAJIM JIKYyBaHHS TEHOGMOBIPY AM30IPOKCHILY
GymMapaTom, NIpUITHHUIK JIIKYBaHHS Yepe3 SIBUINA y HUTYHKOBO-KHIIKOBOMY TPAKTI.

He pexomeHJlyeTbCS OJHOYAcHE BBEIEHHsS TeHO(OBIpY IM30Npokcuiy d¢ymapaty Ta
JUIAQHO3WHY, OCKUIBKHM Il€ MiJIBHILIYE PH3MK MOOIYHMX peakuiit (muB. posmin 4.5). Piako
MOBIIOMJISIIOCS  TIPO  BUIAAKHM 3aXBOPIOBAHHS I1aHKPEATHTOM Ta JIAKTOAIMIO030M, IHOMI 3
JIeTaIbHUM HACHIJIKOM (JIUB.po3uia 4.4).

I'enamum B. 1106iuni peakuil nikyBaHHS TeHo(dOBipy auszonpokcuny Gymaparom (3aebi1bmoro
HE3HAuH1) MOXYTh BHHMKATH Yy YBEPTI TNMalIE€HTIB, OUTbLICTE 3 skux € nmerkumu. Ilig wgac
KJIHIYHUX JIOCIIJDKEHb 3a y4acTIO NALi€HTIB, IH(IKOBaHHX BipycoM renatuty B, Haituactimoro
1100I4HOIO peak1liero Ha TeHo(OBIpY au3onpokcuiy pymapar 6yia nyaora (5,4%).
[ToBitoMn410¢s PO BUNAIKKA CHIILHOTO 3aroCTPEHHs FENaTHTY Y MAali€HTIB, SKi OTPHMYBAIH
TEpaIilo, a TAKOK MAIli€HTIB, SKi MPUITMHWIM JIiKyBaHHS renatuty B (auB. posain 4.4).

ani npo nobiuni peaxyir

Ouinka nobGiyHuX peakuiii Ha TeHOOBIpY MU30MPOKCHIY (ymapar 3acHOBaHA Ha JaHMX
Oesneku. 1o OyaM OTpUMaHi B XOIi KIIiHIYHHX J0CHIZKEHb Ta MOCTMApKETHHIOBOIO aHANi3y.
Bel no6ivni peakuii Bkazani B Tabauii 2.
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Kniniuni - docniovcenns  BIJI-1:  Ouinka T10GIYHMX peakiid 3a JaHUMM  KIIHIYHHX
nocnizpkens  BIJI-1 rpyHTYeTbCs Ha pesylnbTaTaX [ABOX [OCHIIKEHb, y Mexax sKuX 653
NAIIEHTH, SKi OTPUMYBAJIM JIIKYBaHHS, IPUIMaTi TeHO(OBIpY AU30MpokcuIy gymapar (n=443)
abo mane6o (n=210) y nocAHaHH] 3 IHITAMY AHTHPETPOBIPYCHAMH TIperiapaTaMy poTsaroM 24
TUKHIB, @ TAKOX IPYHTYIOYHUCH HA TaHUX TIO/BIMHOrO CIINOro MOPIBHAIBHOTO KOHTPOILOBAHOTO
JOCHipKeH s, B Meskax skoro 600 mamieHTiB, SKi He OTPHMYBAJIM JiKyBanHs, npuiiMann 300 mr
TenodoBipy ausonpokcuiny (sk ¢ymapar) (n=299) a6o craBymun (n=301) y mnoeaHaHHI 3
1aMIBYIMHOM Ta edaBipeHI1IoM NpoTsrom 144 THXHIB.

Kniniuni  Oocnioocenns 2enamumy B. Ouinka noOiuHMX peakuiif 3a JaHUMM KIIHIYHUX
JIOCIIJUKEHb TenaTUTy B roJIOBHAM YMHOM ITPYHTYETBCS Ha pe3yJbTarax JBOX MOJBIHHUX CIIIHX
MOPIBHAJIBHUX KOHTPOJLOBAHUX JIOCIIJDKEHb, Y MeXax SKuX 641 namieHT 13 XpOoHIuHHM
renariToM B Ta KOMIIEHCOBaHHMM 3aXBOpIOBaHHAM Iedinku oTpumyBaB 300 mr Tenodosipy
JM301poKcuily pymapaty mojeHHo (n=426) abo amedosipy aumiBokcumiry 10 Mr moaeHHo
(n=215) npotsirom 48 THKHIB.

[To6iuni peakiii, 10 crocTepiraaucss MpH TPUBAJOMY JIKyBaHHI IporsroMm 384 THKHIB,
BianoBinami npodimo Gesmexn TeHooBipy ausonpokcuiny dymapary. Ilicis mouatkosoro
3HWKEHHS Npubiu3Ho Ha -4,92 Mi1 / XB (3a ponomoroio piBHAHHA KokpodTa-I'onra) abo -3,9 ma
/ x8 /1,73 M (3 BUKOpHCTaHHSM MOAMGIKAIITl MIE€TH MPH PIBHIHHI HUPKOBOTO 3aXBOPHOBAHHS
[MDRD]) micnst nepuux 4 THXKHIB JIIKYBaHHS, LWIOPIYHUH piBeHb 3HMIKEHHS Iicis 2-X POKIB
MoOYaTKOBOI (YHKIIT HUPOK, MOBIAOMIISIIOCS Y XBOPHX, SIKI OTPHMYBAIH JIIKYBaHHS TeHO(OBIPY
au3onpokcuny dymaparom, craHoBuB -1,41 M / XB Ha piK (3 BHKOPHCTAHHAM pIBHAHHA
Koxpodra-I'onra) 1 -0,74 ma/ xB / 1,73 M Ha pik (3 BuUKopHcTaHHsAM piBHsHHES MDRD) .
Iayienmu 3 0eKOMNEHCOBAHUM 3AXEOPIOGAHHAM NEHIHKU

[Tpodins Gesmexku TeHODOBIpY AUIOMPOKCHIY (GyMapary s MAII€HTIB 3 JEKOMITIEHCOBAHUM
3aXBOPIOBAHHAM TEYIHKH OIIIHIOBABCS I11J1 Yac IMOABIHHOTO CIIMOT0 aKTHBHO KOHTPOJILOBAHOTO
nocnikenns (GS-US-174-0108), B Mexax SKOro MalicHTH OTPUMYBAJIH JIIKYBaHHS TeHO(DOBIpY
amsonpokcuily  gymapatoMm (n=45) abo xombinamiero emMTpunMTabin 1moc TeHODOBipY
nu3onpokcuiy dymapart (n=45), abo eHrekaBipoM (n=22) ripotsarom 48 THXHIB.

Y rpyni nikyBaHHs TeHO(OBIpy au3omnpokcury ¢ymapatoM 7% TMAli€HTIB NPUITHHUIN
JIKYBaHHS depe3 mnobiyHi moxil; 9% mamieHTiB BiauyBamM IiATBEp/UKEHE 30iMbIIEHHS
CHPOBATKOBOTO KpeaTuHiny > 0,5 mr / aim abo miaTBepIkeHOro cupoBaTKoBoro ¢ocdary <2 mr /
it mpotaroM 48 TkHIB; He Oyl0o CTATHCTHYHO 3HAYYIIMX BIAMIHHOCTEH MK TI'pynoio
KOMOIHOBAHOT0 IIPHIOMY 0JIHOUACHO TeHO(OBIpY i eHTEKABIPY.

Hepes 168 tuxnis, 16% (7/45) rpynu tenodoBipy amzonpokcuiy gpymapary, 4% (2/45) rpynu
eMTpulMTadiny runoc teHodoBipy ausonpokcmty dymapary i 14% (3/22) rpynu eHTekaBipy
BIZIMYBaJlM HEJOCTATHICTh NepeHocuMocTi. TpuHAnusaTe BifCOTKIB (6/45) rpymu Tenogpopipy
juzonpokenity dymaparty, 13% (6/45) rpynu eMTpuimTabiny ruroc TeHOQOBIpY AM30TPOKCHITY
dymapary i 9% (2/22) rpymu eHTekaBipy Maid TiATBEpIKEHE 30iIbIIEHHS CHPOBATKH
kpeatuHiny > 0,5 mMr / 1 abo nmiaTBepIrKeHOT0 CHpOBATKOBOrO (hocdaTty <2 Mr / .

Ha 168-My TvokHi y 1iit rpyni natieHTiB 3 1eKOMIICHCOBAHOIO XBOPOGOIO MEYiHKH, PiBeHb CMEpTI
cranoBuB 13% (6/45) y rpyni Tenodopipy musonpokcmiay ¢ymapary, 11% (5/45) y rpymi
eMTpUIHMTalIHy 1oc TeHohoBipy nusonpokceuny dymapary i 14% (3/22) y rpymi eHTekasipy.
Hacrora remaronemntonspHoi KapunHomu ckiana 18% (8/45) y rpymi tenodosipy musonpokcuty
bymapary, 7% (3/45) y rpyni eMTpunmTadiny roc TeHo(oBipy AM30MpoKeHIy hyMmapary i 9%
(2/22) y rpymi entexasipy.

[Tosinomsmoest npo Te, mo cy6’ekth 3 Bucoknm nokasaukom CPT (3a knacubikauicro Yaitnz-
[T'ro-Typkora) Ha nouyaTkoBOMY piBHi Maid OGiflbIl BUCOKHH PH3HK pPO3BHTKY cepio3HUX
NOOIYHUX peakiil (IuB. posin 4.4).

TN R vy

NPEACTABHUHK




Iayieumu 3 XpoHiYHUM 2enamumom B, pesucmenmui 00 1amicyouny:

He Gyno BuSBIEHO HOBMX MOGIYHMX peakuiii Ha TeHo(OBipy AM30mMpoKcHiIy dymapar 3
panjoMi3oBaHoro mojsiiiHoro cmimoro aociimkenns (GS-US-174-0121), B axomy 280
PE3UCTEHTHHX J10 JIAMIBYAWHY TAUIEHTIB OTPUMYBAIU JiKYBaHHA TEHO(OBIPY IH3ONPOKCHIY
dymaparom (n = 141) a6o sMTpuuMTabiHOM / TeHODOBIpY AM3onpoxenny dpymaparom (n = 139)
npotsirom 240 THXKHIB.

[ToGiuni peakttii, cipHuMHeni (MpUHANMHI MOXKIIMBO) JiKYBaHHSM, 3a3Ha4€H] HUKYE 3a KIIacaMH
CHCTEM OpraiB Ta 4acToToI0. B Mexkax KOXKHOI IpyIH 3a 4acTOTO HeGakaHi sIBUIIA HaBeJeHI B
MOPSIKY 3MeHIIeHHs cepiiozHocTi. [1o6iuHi peakuii 3a 4acTOTOIO BU3HAYAIOTHCS SK: JIy)Ke 4acTo
(>1/10), wacto (Big >1/100 g0 <1/10), Hewacto (Biz >1/1000 no <1/100) Ta piako (six =>1/10 000
a0 <1/1000).

Tabauus 2: Ilo6iumi peakuii, mos’si3ani 3 mnpuiiomoM TeHo)OBIpY AM3ONPOKCHITY
dymapaTty, 32 JaHUMHU KIIHIYHOT0 A0CTIUKEHHs TA Mic/sipeccTPALiiHOIo aHaxi3y

Yacrtora | Tenodosipy aAnzonporcuiy gymapar
[opywienna 06miny peuosun i Xxap4yeaHHs

Jlyxe yacTo Tinodocdaremis’'

Heuacto Tinoxasiemis'

Piako JIaKTOAIMI03"

Ilopywenna 3 60Ky Hep606oi cucmemu

Jlyxe yacto 3arnaMopoyeHHs

Yacto ["onosHuit 6i1b

Topywenns 3 6oxy mpagnoi cucmemu

Jlyxe yacto Jliapest, 6:10BaHHA, HyJ10Ta

Yacto Bisb y &KHMBOTI, 30yTTs KUBOTA, METEOPU3M
Hewacro [TanKpeatnt

Topyutenns 3 OoKy eenamodiniapnol cucmemu

Yacto [TigBumeHuit piBeHb TpaHcaMiHA3H
Pijiko YKnposa jiereHepartis nedinku®, renaTHT
Hopywienns 3 60Ky wKipu ma niOUKIPHUX MKAHUH

Jlyxe yacto Bucunanus

Pijiko AHTIOHEBPOTHYHHUIA HAOPSK

Topyuienns 3 00Ky M '83060-ckenemHol cucmeMu ma CnOAYYHOT MKAHUHU

Hevacto PaGomiosi3', M’ s130Ba c1aGKicTh'

Pinxo Octeomansuigd (NMposBAsSETbCS SK  Oib Y

KiCTKaX Ta HeYyacTo € OJHIEI0 3 TIPHYHH
o ]2 . .
nepesoMiB) 7, Mionatis |

[Topywenns 3 60Ky cevo8ULIbHOT cucmemu

Hewacto [TinBuIe M piBEHE KpeaTHHIHY,
IpoKCHMallbHa HUpKOBa TyOyJonaris (y ToMy
uncii cuaapoM DaHkoHi)

Pinko ['ocTpa HHMpKOBa HeEIOCTATHICTB, HHUPKOBA
HEJ0CTaTHICTD, TOCTPHH TYOYNApHUH HEKPO3,
Heppur  (y  TOMY  uHcm roCTpHi

: : o 2 iz
IHTEPCTHINATTLHUN  HeQpUT)”, HedporeHHUH
HEUYKPORHI nmiaber

Cucmemni nopyuwieHna ma nopyuerHs, noe 'a3ami i3 cnoco6om npuiiomy

Jlyxe qacto AcTeHid

Yacto Broma

o2~
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| TloGiuna peakilis MoXe BHHHKHYTH SIK HAaciIiJIOK IPOKCUMAIILHOI HUPKOBOI TyOyonarii.
HeBBajkaeTbesl, 10 BOHA MPUYMHHO TIOB’s3aHa 3 TeHO(OBIpY M30NPOKCHIY dyMapaToM 3a
BiJICYTHOCTI 1IbOT0 3aXBOPIOBAHHS.

2 Tlo6iuna peaxuis Gyna BCTAHOBIEHA IMiJ Yac MOCTMAPKETHHTOBOTO JOCIDKEHHs, ale He
criocTepiranacs Tij Yac paH0Mi30BaHMX KOHTPOILOBAHUX nociKens abo 1ij1 4ac MpOBEIEHHS
IporpaMy po3LIMPEHOro J0CTyIry 10 TenodOBIPY AM30NPOKCHITY hymapary.

Uactota Oyja BCTaHOBJIEHA 31 CTaTHCTHUHMX PO3paxyHKiB Ha OCHOBI 3arajbHOl KiJIKOCTI
amieHTiB, SKi NpuiiMand TeHO(OBIPY AW3ONMPOKCHIY dymapar y MekaX PaHIOMi30BaHMX
KOHTPOJIOBAHMX JIOCIIKEHb, Ta [IPOrpaMu PO3MIMPEHOTo A0CTYITY (n=7319).

Onuc 06paHuX NOGIYHHX pearuiit

BIJI-1 ma zenamum B:

Hupkosa nedocmamuicmop

Ockinbku TeHODOBIpY AM3ONPOKCHAY (ymapar MoXke BHKIHMKATH yPAKCHHA HHUPOK,
PEKOMEH/IYEThCS TIPOBOANTH MOHITOpHHI (YHKILT HUPOK (XMB. Po3mimu 4.4 1 4.8. pesrome
npodino Ge3nexH).

[IpokciMaibHas HUpKoOBa TyOynomaris 3a3BHYal MPOXOIUTH ab0 TOMIMIIYETECS ITICIA
CKacyBaHHs TEHO(OBIPY JM30NMPOKCHIY (ymapary. [Mpote, y AEAKMX MNALIEHTIB 3HIKCHHS
KITipeHCY KpeaTHHiHYy He yCYBAaeThes TOBHICTIO, HE3BAKAIOMM HA MPHITHHCHHA 3aCTOCYBaHHS
teHodoBipy auzonpokcniry dymapary. IlamieHTs 3 pusHKOM HUPKOBOI HEJOCTATHOCTI (TaKl sK
MAIIEHTH 3 BUXIJAHAMH HHPKOBUMH (DaKTOpaMH PH3UKY, MPOTPECYIOYHM 3aXBOPIOBAHHIM BIJI
a60 NAIIEHTH, SKi OTPUMYIOTh CYIyTHI He)pPOTOKCHYHI mpenapari) MaroTh MABUIIEHHH pU3HK
HEIIOBHOTO BiMHOBJIEHHS QYHKUIi HHPOK, HE3BaXalo4d Ha TPUIWHCHHS 3aCTOCYBAHHS
TeHO(OBIPY AM30TPOKCHITY GymapaTy (IMB. po3iin 4.4).

BUI-1:

B3acmodin 3 OuOaHO3UHOM

He peKOMEHIYETbCS OJHOYACHE 3aCTOCYBAHHS tenodoBipy amsompokcuny dymapary Ta
JMJIaHO3HMHY, OCKIJIGKH 1€ TIPU3BOIUTE [0 301IbIICHHS CHCTEMHOrO BIUIMBY IHIAHO3HHY Ha 40-
60%, 10 MOKe 30UIBIIMTH PH3UK PO3BHTKY MOOIYHMX peaKii, [IOB'I3aHUX 3 JUIAaHO3WHOM
(muB. Po3zin 4.5). Pinko criocTepiraeThes MaHKPEaTHT 1 JIaKTalHI03, iHO/II CMepTENIbHHM.
Memaboniuni napamempu

Bara i piBHI NiMigiB i IIOKO3X B KPOBI MOKYTb 30LIBIIYBaTHCA i yac aHTUPETPOBIPYCHOI
tepanii (auB. Po3uin 4.4).

Cunopom imyHHOT peakmueayil

V BUI-indikoBaHuX Nali€HTIB 3 THKKOIO IMYHHOK HEJOCTATHICTIO Ha 4ac BBEICHHA
KOoMOIHOBaHOI aHTHPETPOBipycHOT Tepamnii (combination antiretroviral therapy — CART) moxe
BUHMKHYTH 3alialbHa peakilis Ha aCHMITOMATHYHi a00 3a/IMIIKOBI ONOPTYHICTUYHI TATOTEHH.
Takok MOBIZOMISIOCS PO ayTOIMyHHI mopyieHHs (Taki sk xBopoOa I'pefiBca); oaHaKk,
3a3HAYEHWH Yac 70 TIOYATKY 3aXBOPIOBAHHS € OLNbLI 3MIHHMM i i MOl MOXYTb BiAGyBaTHCS
yepes Kilbka MiCAIIB MICIIs NI0YATKY JIKYBaHHSA (IMB. PO3/LI 4.4).

Ocmeonexkpos

BUIaKH OCTEOHEKPO3y YacTille CocTepirammes y NalieHTiB 3 3araTbHOBU3HAHUMH (QaKTopaMu
pu3NKy, 3 posBuHeHHM BIJI-3axBoproBaHHAM Ta ab0 TPUBATHM BILIHBOM KOMOIHOBaHOI
antupetpoBipycHoi Teparnii (CART). YacTota BAHMKHEHHS HeBiIoMa (1UB. po3in 4.4).
I'enamum B

3(1206‘-’??}?6‘””51 2enamunmy nponsicom .-’Ifk'yé'aHH}I

B Mekax J0CTiUKEHD 3a y4acTIO MAallieHTiB, AKi paHile He NpUitMany HYKI€03UIH, HIBUIICHHS
piBas ALT mpoTtsarom JiKyBaHHS 3 MEPEBHUICHHSAM BEPXHBOI Mmexi Hopmu B 10 pasiB Ta
MepeBUILEHHSIM TTOYaTKOBOro piBHA B 2 pasu CI’IOCTepiFEUIOCﬁ P’l%_é}\@ Haﬂ,lCﬁT?Bl;ﬂlK}_‘ OTPHMYBAIIH
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NIKYBaHHs TeHODOBipY m3onpokeniy dymaparom. [Tiasuienns pisus ALT mano cepeniii yac
MposiBY 8 THIXKHIB, KOpEryBalocs TPHBAIMM JIiKyBaHHSM. Y OUIbIIOCTI BUNAAKIB Take
nmizsuinenns ALT nop’s3yBanu 3i sMeHIIEHHAM BipycHOro HaBaHTaxeHHs >2log 1 Okomiii/m1, mo
nepeaysano abo s6iramocst 3 miasumenHsM ALT. TTpoTsroM JKyBaHHS pPEKOMEHIYETBCS
CIOCTEPIraTH 3a (YHKIICIO HeUinKu (B, po3ain 4.4).

3acocmpenna zenamumy nicis RPUNUNENHA NTKYEAHHS

[Ticns mpunuuenns Tepanii rematuty B y nauienTis, inpikoBammx BIpyCOM TremnaTtuty B,
BHHHMKAJIM KJIiHIYHI Ta 7aGopaTopHi 03HaKK 3arocTpenHs renatuty (aus. Posin 4.4).

Himu

BlUI-1:

Ouinka nobiyHnx peakuiii 6a3yeTbes Ha ABOX PaHIOMI30BAHHX JIOCIIIKEHHSX (1ocniKeHHs
GS-US-104-0321 i GS-US-104-0352) y 184 BIJI-1 indikoBaHHX NAI[€HTIB JUTIIOrO BIKY
(Bikom Bix 2 10 <18 pokiB), sKi OTPUMYBAJIH JIIKYBaHHS TeHO(DOBIPY AU30NMPOKCHIY (hymapaToMm
(n = 93) abo nnaune6o / axtuBHMil Kommapatop (n = 91) y komGimauii 3 iHIHMH
aHTUPETPOBIPYCHUMHM MpeliapaTaMu NpOTSroM 48 THxHIB (THB. posmin 5.1).

[ToGiuni peakuii, mo crocrepiraloTees y miteil, ski OTPUMYBAJIM JIIKYBaHHS TeHO(OBIpy
AM3OMPOKCHIY  (yMapaToM, BIAMOBIZAaNH TaKWM, SKi CIOCTEPIralOThCS B  KIHIYHHX
JIOCTUDKEHHAX TeHO(OBIPY AM30MPOKCHITY hyMapaToM y nopociux (mue. Hosuin 4.8. Tabnuys
nobiunux peaxyiti i 5.1).

Byno Busnaueno sumkenns MUK y niteir. V BUI-1-in¢ikoBanux mimmniTkis Z-6amm MIIK, sxi
CIIOCTEPIraloThes y cyG'eKTiB, SIKI OTPUMYBAIH TeHo(oBipy ausonpokcuity ¢ymapar, 6yam
HHUJKYE, Hik y cy0'eKTiB, ki oTpuMyBami miane6o. Y BIJI-1-indikoBanux aiteit Z-6amn MIIIK,
SIKI CIOCTEPIraloThest y cy6'eKTiB, AKi mepeifium Ha TeHO(OBIpY au3ompokcuity dymapar, 6yam
HIDKYE, HUK y Cy0'eKTiB, SIKi 3QIMIIAIHCA B PeXKHMi MPUHOMY CTaBYMHY ab0 3MIOBYIHHY (IMB.
pozaumn 4.415.1).

Y nocmimkenni GS-US-104-0352 4 3 89 niteit, sxi NPOXOJMIIM JiIKyBaHHA TeHO(OBipy
JM30NPOKCHIlYy (pymapaToM (cepeiHs eKCIO3HIlis TeHO(GOBipy mu3onmpokcuity ¢(ymapary 312
THXKHI), TPUITMHUIINCS Yepe3 NMOGIYHI peakwii, M0 BiAMOBIAAIOTH NpOKCUMaITbHOI TyOyonarii
HUPOK. Y CeMM MNalicHTIB WIBHAKICTH KIYGOYKOBOL ecrpauii (GFR) ouinmmu mixx 70 i 90
Mi1/xB/1,73 M2. Cepent HMX Y IBOX MAlli€HTIB crocTepiranocs KIiHIYHO 3Hauye 3umkenns GFR,
IO MOJIIMIIKHIOCA TMiC/Is MPUITHHEHHS 3aCTOCY BAHHSA TeHO(OBIPY AM30MPOKCHITY (hymapary.

T epynu nacenenns

Jlioou noxunoeo gixy

Tenogosipy mmsonpokeuny pymapar me JOCTIUKYBABCs Y NAIIEHTIB BIKOM cTapuie 65 pokis.
[lauienTn moxwmioro Biky wacTimie MaroTh 3HIKEHY (YHKIIIO HHPOK, TOMY CIiJl 06epekHo
JIKYBAaTH MALI€HTIB JTITHBOTO BiKY 3 TeHO(OBIPY AM3ONPOKCHITY hymMapaToM (uB. po3ain 4.4).
Ilayicumu 3 nopywennsmu ynyii nupox

OcKinbkH TEHO(OBIPY AM3ONPOKCHITY (bymapat Moxe BHKIMKATH HMPKOBY TOKCHYHICTB, TO
PEKOMEHIYETLCA  PETENILHO  KOHTPOJIOBATH  (DYHKINIO HHUPOK Y JIOPOCIIUX TMAIIEHTIB 3
[OpYWEHHAM (DYHKIIT HUPOK, SKi OTPUMYBAIH TpenapaTy Bipean (muB. posnimu 4.2, 4.4 i 5.2).
3actocyBaHHs  TeHO(DOBIpY AM30TIPOKCHIY  (ymMapaTy He peKOMEHIYeThes Y  aiTeit 3
MOpYUIEHHAM (YHKILT HUPOK (AB. posiinu 4.2 Ta 4.4).

4.9 IlepenozyBanns

Cumnmomu

Y pasi mepenosysanmg, mamieHTa ciin TMCPCBIPUTH HA HASBHICTH O3HAK TOKCHUHOCT (yus.

po3aiim 4.8 1 5.3), a npu HeoOXiTHOCTI 3aCTOCOBYBATH CTAaHAAPTHY MiATPUMYIOYY Teparilo.
Hazns0
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TenodoBip Moxe OyTH BUBeIeHHMIl reMojianizom; cepe/Hili KilipeHc reHomiamsy TeHodOBIpY
ctanoBuTh 134 mn/xB. Hesizomo, yn Moxke TeHOo(oBip OyTH BHMBEJIEHHMH MMEPUTOHEATHHUM
JUANI30M.

5. DAPMAKOJIOI'TYHI BJJACTHBOCTI
5.1 ®apmakoauHaMivdHI BJACTHBOCTI
dapMakoTepaneBTHYHA TPyNa: NPOTHBIPYCHI JUIS CHCTEMHOIO 3aCTOCYBaHHs; HYKJICO3UIHI Ta
HYKJICOTHIHI IHTOITOPH 3BOPOTHOT TPAHCKPHUIITA3H,

ko1 ATX (ATC): JOSAF07

Mexanizm aii Ta hapMakoauHaMiuHi eQeKxTH

Tenodopipy mu3onpokcuiy ¢ymapar — ue ¢QymapaTHa cinb mponpenapaty TeHO(OBipy
qmsonpokcuiny. TeHodoBipy H30NPOKCHII BCMOKTYETBCA Ta IMEPETBOPIOETHCS HA aKTHBHY
peyoBHHY TeHO(OBIp, 110 € AaHATIOrOM HyKIeo3u1 MoHodocdary (Hykneotnn). [Totim Tenodosip
I1epeTBOPIOETbCS. HA aKTUBHMIT MeTabomit, TeHodoBipy mudocdar, mo € 000B’A3KOBUM
3aKiHYCHHAM JTaHIOKKa, 32 I0TOMOT0I0 KOHCTPYKTHBHO CKCIIPECOBAHUX KIIITHHHUX ()epMEHTIB.
Tenodosipy mudpochar Mae BHYTPIIHBOKIITHHHME Tepion HamiBBuBedeHHs 10 romun B
aKTHBOBaHOMY cTaHi Ta 50 roMH B CTaHi CIIOKOI0 B MOHOHYKJIEAPHMX KJITHHAX mepudepiinoi
kposi (MKIIK). Tenodosipy mudocoar iuribye BlJI-1 3BoporHy Ttpanckpunrtazy ta HBV
nojiMepasy HUISXOM  KOHKYPEHIIT MpsMOro 3B’S3yBaHHA 3 TPUPOAHMM CyOCTpaTom
neokcupubonykIeoTHaAy Ta o6pusoM JIHK-nanmosxkka nicns npueananns o JJHK. Tenodosipy
mupocdhar €  cnabkum  IHrIOITOpOM  KIITHHHMX — moiaimepas o, [ Ta y. B
aHasizax in vitro tenodosip 3a konueHtpauiit 10 300 MKMOJIB/TT TaKOXK HE BIUIMBAB Ha CHHTE3
mitoxonapianbHol JIHK abo yTBopeHHS MOIOYHOT KMCIOTH.

Hani, wo cmocyromwuca sipycy BIJL

ITpomusipycna akmusnicme gionocno BIJI in vitro. KonuenTpauis TeHodoBipy, HeoOXiaHa 11
50 % inridysanna (ECsg) naGopatoproro mramy aukoro tuny BIJI-1ys cranoButre 1-6
MKMOJIB/TT B JIiHIAX MiMpOIaHUX KiIiTHH Ta 1,1 MxMons/n mpotu ocHoBHoro BIJI-1 miatumy B
izonsTie B PBMCs. Tenodosip Takoxk € aktupaum npotd BUJI-1 nigtunis A, C, D, E, F, Gta O
ta npotd BlJlga B ocHOBHHX MoHOuMTax/Makpodarax. TeHodOBIp NposSBlse aKTHBHICTE iR
vitro npotu BIJI-2 3 ECsg 4,9 mxmons/n B kimitunax MT-4.

Pesucmenmuicmo. tamu BIJI-1 31 3MeHIIEHOIO CPUIHATIMBICTIO 10 TeHO(DOBIpY Ta MyTallis
K65R B 380poTHIN TpanckpunTasi Oynu Binidpa#i in virro ta 'y aeskux nauientis (auB. Kniniyna
eextuBHicTh | Gesnexa). Ciiag YHHKATH 3aCTOCYBaHHs TEHO(MOBIpY AM30MPOKCHIY (yMapaTy
nauieHTaMm, SKUX B)Ke JIKYBaJd aHTHPETPOBIPYCHMMHM MpeliapaTaMi, 3i IITaMaMH, 110 MaioTh
myTanito K65R (nuB. posznin 4.4). Kpim toro, xis teHodosipy Ha 3amimenus K70E y BIJI-1
3BOPOTHIN TPAHCKPUNTA31 MPU3BOAUTE 10 HU3BKOTO PiBHS 3HMXKEHOT Yy TIMBOCTI 0 TEHO(OBIpPY.
B KIHIMHEX T0CITIDKEHHX y MANIEHTIB, SKI BXKe JTKyBanucs, oninoBanu anTu-BlJI aktuBHicTH
TeHooBipy ansonpokcuy (dhymapary) B mo3i 300 mMr nipotu mtamis BIJI-1 3 pe3ucTenTHiCTIO
J10 HYKJIEO3UAHUX 1HT10iTOpIB. OTpUMaHi pe3yJpTaTH BKa3yHOTh Ha Te, IO NaIlieHTH, y akux BIJI
npoimos 3 abo Oinmblne MyTamiif, moB’s3aHMX 3 TUMimuH-aHasorom (thymidine-analogue
associated mutations — TAMs), mo Bxmouamn a6o M41L, abo L210W wmyramito 380poTHOT
TPAHCKPHUIITA3M, MOKa3yBajM 3MEHIIEHY PpeakIlilo Ha JIKyBaHHS 3a JONOMOror TeHohoBipy
Jmsonpokcrity (y Burisai dymapaty) B 103i 300 mr.

Kuiiniuna edekTHBHICTE i1 Oe3neka

Brums tcHOdoBipy musonpokcuny dyMapaly Hda JMOPOCIUX, AKi OTpUMYBanM JKyBaHHS i Ha
THX, AKi He oTpuMyBamu jikyBanus BIJI-1, 6yB nmoxazannii 8 BunpoGysanusx Tpupanictio 48 i
144 THKHIB, BIIOBIIHO.

HNPEACTABHUK
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Y pocnimxenni GS-99-907, 550 nauieHTiB J0pocIoro BiKy, sSKi paHille OTPUMYBAJIM JIKYBaHHS
niane6o a6o Tenodosipy musonpokcuay dpymaparom 300 MI IpoOTArOM 24 TwxHiB. CepelHe
BuxiHe Kinbkicrs CD4 kit cknano 427 kniTue / MM 3, cepelHe 6a30Be 3HAUCHHS PHK BIJI-
1 B masmi cxnano 3.4 logl0 xomiit / i (78% namienTis Maan BipyCHE HABAHTAXKCHHS <5000
KOMi# / MiI) i cepeiinsi TPUBANICTE TONEPEHBOr0 JIKYBAHHS BUI 6yno 5, 4 poku. Buxiguuit
reHoTHIIHUecKui anamis izoastie BIJI Bix 253 maiieHtiB 1okasas, 110 Y 94% mnaniedTis OymH
MyTauii pesucrentHocti po BUI-1, [MOB'S3aHi 3 HYKJICO3WIHHMM IHrIGITOpaMM 3BOPOTHOI
TpaHcKpunTasn, y 58% Oymu MmyTauii, mos'ssaHi 3 inri6itopamu mpoteasu, i y 48% Oymm
MyTallii, MOB's3aHi 3 HEHYK/ICO3MIHUMHU IHT1GITOpaMy 3BOPOTHOI TPAHCKPUIITA3H.

Ha 24-My THXHI cepeHbO3BaKeHa 3a 4acoM 3MiHA B nopiBHAHHI 3 BUXiAHMM piBHeM B log 10
PHK BIJI-1 B mnasmi (DAVG24) cknana -0,03 logl0 komiit / M i -0,61 log 10 xomiii / M1 s
peLnieHTiB mianedo i TeHOGOBIPY AM3OMPOKCHITY pymapaTy 300 mr (p <0,0001). CraTucTHIHO
3HAYYINA BiAMIHHICTb HA KOPUCTH TEHO(OBIPY AU3ONPOKCHITY dymapaty 300 Mr Oyia nomiueHa
B CepeHBO3BAXKEHUH 3a 4acoM 3MiHi BIX 3 BuXigHMX 3HadeHs Ha 24 TwkHi (DAVG24) ws
kinmpkoeti CD4 (+13 knitus / MM3 juist TeHOQOBIPY AN30TIPOKCUITY dymapaty 300 mr mporu -11
KTiTHE / MM s roiaue6o, p -3uavenns = 0,0008). ITpoTusipycna BiANOBiIbL Ha TeHO(hOBIpY
JM30MPOKCHITY (ymapar Oylia CTIHKOKO MPOTAroM 48 tuxnis (DAVG24 cranosus -0,57 logl0
Komiit / M. yacTka nauientis 3 PHK BIJI-1 mukue 400 aGo SO xomiil / MIT cTaHOBUIA 41% 1 18%
BiarnoBizHo). Y BockMu (2%) mMami€eHTIB, 110 MpUHMaIA TeHO(hOBipy AM3ONPOKCHIY dymapar B
103i 300 Mr, po3suBaiacs MyTalis K65R mpoTsarom nepumx 48 THXKHIB.

|44-THkHeBa. TOABIHA Cclina, aKTMBHO-KOHTponboBaHa (asa nocnimkenns  GS-99-903
ouwiHioBana edeKTUBHICTH i Oe3meKy TeHO(OBIpY AM3OTNPOKCHITY dymapary 300 Mr nporu
CTABYAMHY TpH BUKOPHCTAaHHI B KoMOiHauii 3 JaMiByJIMHOM Ta edaBipeHIIoM Yy Tali€HTIB
nopocioro Biky, inpikoBaunx BIJI-1, axi paniure He MPOXOAUIH NiKyBaHHsl aHTHPETPOBIPYCHOIO
tepamieto. Cepenst BUXinHa Kijbkicte CD4 kiitun cknana 279 KITHH / MM3, CepeiHE BUX1IHE
spavenns PHK BUI-1 B mmaswmi ckmano 4,91 logl0 xomiit / mu, 19% namientis manu
cumnroMatnuny indekuito BUI-1, a 18% wmam CHIJI. Tlauientn Oy crpatudikoBani Mo
suxizmiil kimpkoeri PHK BUI-1 i kimbkoeri CD4. Copok TpH BiACOTKH MAIIECHTIB MaTH BHXIH]
BipycHi HaBanTakenns> 100 000 xomiit / M1, a 39% Manu KiIbKicTh CD4-xitun <200 kiiTHH /
ML

BimoBifmo 0 [OYAaTKOBO NPU3HAYEHOTo JIKYBaHHs (BiICYTHICTH JaHHUX i nepexiz Ha
aHTHpeTpoBipycHy Tepanito (APT), siknii BBaKa€TbeA HEBATHM), ACTKA nanienTis 3 PHK BIJI-
I miwkue 400 xomiit / mu i 50 komiit / M1 uepes 48 TwxkHIB iikyBanHsa ckiana 80% 1 76%
BijoBiAHO B rpymi 3 TeHohOBipy AM30MPOKCHIY (ymMapaToM, B MopiBHSHHI 3 84% i 80% B
rpyIi 31 CTaBYAMHOM.

Ha 144 Twxni, uactka namientis 3 PHK BIJI-1 nwkue 400 xomiit / M i 50 xomi#t / Mit ckiana
71% i 68% BimosiaHo B rpymi 3 Tenodosipy auszonpokcuity pymaparom 300 Mr, B IOPIBHAHHI 3
64% i 63% B rpyIi 31 CTaBy AMHOM.

Cepejist 3MiHa B TOpiBHAHHI 3 BUXizuuM piBHem st kimebkoeti PHK BUI-1 i CD4 uepes 48
TOKHIB JlIKYBaHHS GyJI0 OJHAKOBMM B 060X rpynax jikysanns (-3,09 i -3,09 logl0 xomiit / M
+169 i 167 xuitun / MM3 B rpymax 3 TeHooBipy amsorpokcuiny dymapatom 300 wmr i
CcTaByIMHOM Bijnosinuo). Ha 144 TwkHi JiKyBaHHS CepelHs 3MiHA Bi BHXIIHOTO piBHSA
saMmanacs cXoxkor B 060X rpynax nikysanus (-3.07 Ta -3,03 log10 xomi#t / mir; +263 1 +283
kniTHHE / MM3 y rpynax 3 TeHo(oBipy an3onpokcuiay ¢ymapatom 300 MI 1 CTaBYIMHOM
BizoBiano). ITocmiToBHA BiINOBIAbL Ha JMikysanHs teHoosipy ausonpokenity Gymaparom 300
MT criocTepiranacs HeszanexHo Bia Buxianoro nokasunka PHK BIJI-1 Ta kinmbkocti CD4.
Myrauis K65R cranacs y Tpoxu Gijibll BHCOKOTO BIICOTKA TAII€HTIB B rpymi TeHO(OBIpY
JM30MPOKCHITY (yMapary, HiXk B Ipyli akTHBHOTO KOHTpomo (2,7% npotu 0,7%). CrilikicTs 10
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edasipeniry abo namiByamHy aGo mepeiysana, aGo 30iramacs 3 possutkom KO5R 'y BCIX
BUITIAIKAX.

Bicim manientis manu BIJI, sikuit npossus MyTauito K65R B rpyni TeHodoBipy AM30IPOKCHITY
dbymapaty 300 Mr, 7 3 HUX MalIH MyTallio MPOTArOM MepuX 48 THIKHIB JIKYBaHH, a OCTaHHIM -
Ha 96 mwkui. [logansmoro possutky KG65R me cmocTepiranocs g0 144 TwkHsS. Y 0IHOrO
maiienTa 3 rpynu TeHo(oBipy AH30NpoKCHITy (Y BUTIAAl Gymapary) po3suHyacs 3aMiHa BIpycy
Ha K70E. $IK 3 reHOTUII4HOTO, TaK i 3 QEHOTUIIIUHOrO aHali3y He OyJI0 BUSBICHO IHLIMX LLLAXIB
CTIHKOCTI /10 TeHO(DOBIpY.

Jani, wo cmocyromwca gipycy cenamumy B (HBV).

[Tpomusipycua — axmuenicmv  6ionocno HBV in  vitro. AHTUBIpyCHa aKTMBHICTb in
vitro TenodoBipy mporn HBV ouintosanace B kmitnnHil nimii HepG2 2.2.15. Tlokasnuku
ECso 11s TenodoBipy 6ymm y mexax Bix 0,14 mo 1,5 mxmons/n, a nokasauku CCso (50 %
KOHLEHTpalis uuroTokcuynocti) > 100 MKkMoIb/II.

Pesucmenmuicmy. He  Gyno  igentudikoBano Hiskux wmyrtanin HBV, mnom’ssanux 3
pesucTenTHICTIO 70 TeHodoBipy ausonpokcuay dymapary (muB. Kiiniuna edexTHBHICTH I
Gesmeka). Y kITHHHUX aHamizax mrtamud HBV, ski symoBmorote MyTanii rtV173L, rtL180M 1
rtM2041/V i noB’s3aHi 3 pe3UCTEHTHICTIO JI0 JIaMiBYJIMHY Ta TeNOiByHHY, TOKa3a/lM Yy TIUBICTh
J10 TeHooBipY, sika 3MiHIOBanach KpaTtHO 0,7-3,4 V MOPIBHSIHHI 3 UYTIMBICTIO «IUKOIO» BipycCy.
[HItamu HBV, ski 3ymopmoroTs myTtanii rtL180M, rtT184G, rtS202G/1, rtM204V i rtM250V,
OB’SI3aHI 3 PE3UCTEHTHICTIO 10 EHTEeKaBipy, MOKasalM YyTJMBICTH JI0 TeHO(OBIpY, sKa
aMiHIOBanack kpatHo 0,6—6,9 y MopiBHAHHI 3 4yTIMBicTIO «auKkoro» Bipycy. HItamun HBV, ski
3YMOBJIIOIOTH OB’ A3aHi 3 pe3UCTeHTHICTIO 10 anedoBipy myrauii rtA181V i1 riN236T, nokasanu
YyTAMBICTH 10 TeHo(OBipy, sika 3MiHroBanach KpaTHO 2,9—10 y NOpIBHAHHI 3 YyTJIHMBICTIO
«amkoro» Bipycy. Bipycn, mo wmarote Mmytauio rtAl81T, sanummanuck 4YyTIMBEMH 10
tenoosipy 3 nokasuukamMu ECsg, kpaTHUME 1,5, y TTOPIBHSHHI 3 Yy TIUBICTIO «JIMKOTO» BipycCy.

Kniniyna edexkTuBHicTh Ta Ge3nexa

EdextuBHicTs TeHO(OBIpY IH30IPOKCHIY [pH KOMIIEHCAUIT 1 JeKOMITeHcalil 3aXBOPIOBAHHS
POJEMOHCTPOBAHO HA BIpPYCOJNOTIYHMX, OIOXIMIYHMX i CEPONOTIYHHX peaklisX y HAOPOCIUX
nauienTis 3 HBeAg-nosutusauM Ta HBeAg-neratuBHuM xponiunuM rematutom B. Jlo
MAli€HTIB, SAKI OTPUMYBaIH TEHO(OBIpY MAH3ONPOKCHI, YBIHIUIM Ti, XTO HE TPOXOIWB
MOTIEPeIHBOTO JIIKYBAHHSA, MAIEHTH, dKI OTPUMAJM TEpamniio JIaMiByJIHHOM, anedoBipoMm,
AUMIBOKCHIIOM, @ TaKO MAaWICHTH 3 BHXIAHMMHM MYTaUIsAMH PE3HCTEHTHOCTI JI0 JaMIBYJHHY
i/abo anedosipy aumiBokcuny. EdeKkTHBHICTE Takox OyI0 IPOJEMOHCTPOBAHO HAa OCHOBI
FICTOJNIOTIMHUX PEAKIliH Y KOMIICHCOBAHUX MMAIIEHTIB.

Hoceio y nayicumie 3 komMneHco8anolo x6opobolo nevinku Ha 48 muowcni (0ocnioxcenns GS-US-
174-0102 ma GS-US-174-0103)

Pesynbrat, orpumani mnpoTtaroM 48 THXHIB 3 JBOX paHAOMI30BaHMX IOABIHHUX CIINUX
nocnijukeHb (asm 3, SKi IOpiBHIOOTHL TeHo(hOoBipy auzonpokcuiay dymapar 3 augedosipy
JMITIBOKCHIIOM Yy TAIIE€HTIB J0pOCIOro BIKY 3 KOMIICHCOBAHMM 3aXBOPIOBAHHIM IIEYIHKH,
npejcrasieni B tabmuni 3 Hmwkue. Jocmimkenus GS-US-174-0103 6yno mpoBeneHo y 266
(panoMizoBaHuX 1 nposnikoBaHux) HBeAg-nmo3uTUBHUX MallieHTIB, B TOW Yac sK JOCIIUKEHHS
GS-US-174-0102 6yno mposeneno y 375 (paHAOMI30BaHMX i TPOIIKOBAHWX) MAIEHTIB,
HeraTUBHMX BijiHOcHO HBeAg i mo3uTusHux Bignocno HBeAb.

B 00ox umx jociipkenusx TeHo(OBipy AM30NPOKCHIY (yMapar 3HAYHO IIepeBepINyBAB
azieoBipy JMMIBOKCHII 11010 MCPBUHHOT KIHIEBOT TOUYKH eDeKTHBHOCTI MOBHOI BiulOBiAl (sKa
Bu3HavaeThes gk piBHi JIHK HBV <400 xomiit / MJ1 | moiniueHHs HEKPO3amaabHOro MOKa3HUKa
3a 1wkanoro Knojens wonaiiMenine Ha 2 6anu 6e3 noripuienns ¢pidposy Knojaens).
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JlikyBanHs TeHO(OBIPY AM30NPOKCHIY (ymMapaToM 300 Mr Takoxk OyJjlo TMOB'A3aHO 31 3HAUHO
6inbioio yacTkoto namientis 3 JHK HBV <400 xomift / M1y MOpIBHAHHI 3 Tepanicio anehoBipy
aunisokcuaom 10 mr. OGuaBa NiKyBaHHS JaBajin nmoAiOHi pe3ysbTaTH 3 IPUBOIY TiCTOJIOTHHOT
BijnoBinl (BM3HAYEHO SK MOJIIINEHHS HEKPO3analbHOro mMokasHuka 3a mxanoro Krouens
npUHANMHI Ha 2 IyHKTH 0e3 TOripLIeHHs }bibposy 3a mkanoro Knonens) na 48-My THXKHI (JIMB.
TabIUIO 3 HUXKYE).

V nocnimkenni GS-US-174-0103 y 3Hayno Oi1bINOI 4aCTKH nauieHTiB y rpymi TeHodoBipy
Jm30npoKcHTy hymapatry, HiX y rpyni ageosipy mumisokeuny, Hopmanizysanocs ALT i Oyno

pocsrayTo BTpath HBsAg Ha 48-My THXHI (MB. TAOIUIIO 3 HUKYE).

Tabmuus 3: Iokasuukn epextusnocti HBeAg-nerarnBHux i HBeAg-mo3suTuBHUX
[AIEHTIB 3 KOMIIEHCOBAHUM YPAKEHHAM NediHKH Ha 48-my THKHI

Jlocaimxenns 174-0102 (HBeAg | Hocaipwenns 174-0103 (HBeAg
HeraTUBHMII) MO3UTHBHMII)

[TapameTpH Tenodosipy Anedosipy Tenodosipy Anedosipy
JM30MpPOKCHITY | aumiBokcua 10 | AM30TPOKCHITY auniBokeun 10
dymapar 300 | Mr n=125 dymapar 300 | mr n=90
mr n =250 mrn=176

ITosua Bimmosias (%) | 71% 49 67* 12

a

IicTo.ioris

Iicrosorivyna 72 69 74 68

sianosias (%) b

Cepenne  3Huxenns | -4.7% -4.0 -6.4% -3.7

JIHK HBV Bil

BUXIIHOIO PpPIBHA ¢

(log10 xomiii/mi)

JIHK HBYV (%) < 400 | 93* 63 76* 13

Komiit/mJ1 (< 69

MO/mur)

ALT (%) | 76 7 68* 54

Hopmadgizosane ALT

d

Ciposoris (%) BTpara | n/a n/a 22/21 18/18

HBeAg

BTparTa/CepoKOHBEpCis

HBsAg 0/0 0/0 3*/1 0/0

BTpaTa/CepOKOHBeEpCis

* p-3nauenns nopiensno 3 adegosipy ounisoxcurom <0,05.

a ToBHAa BiANOBixL po3pobrena sk pisens JHK HBV <400 xomiit / mi i MOJTITIIeHHS
HEKPO3aNaIbHOro TTOKa3HAKA 32 1Kaoo KHozess, moHaiiMene, Ha 2 IyHKTH 63 NOoripeHHs
B (hiOpo3y 3a mkanoro Knojens.

b HOMNIIEH s HEKPO3ANATBLHOTO MOKA3HUKA MPHHaiMHI Ha 2 Oamu Ge3 moripuIeHHs ¢ibpo3y 3a
wkanoro Knoneia.

¢ cepejtHs 3MiHa B nopiHsHHI 3 6azosoto JIHK HBV npocto BinoGpakae pi3HHAIIO MK 0a30BOIO
JIHK HBV i mexeto susgsnenns (LOD) ananisy.

d monyssiLis, BAKOpPUCTaHa A aHanisy Hopmaiizauii ALT, skmodana Tijbka mauie
puile ULN Ha nmoyarky J0CHIUKEHHS. n/a = He 3aCTOCOBYEThLCS NEPEHNA

/L

B3 ALT

24 -_fl N4 g 13

=
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Jluzornpokcuiny TeHodosipy (ymapar acoIiOBABCS 31 3HAYHO OUIBIIOIO YACTKOIO NamieHTiB 3
nesusnauysanum JJHK HBV (<169 komiii / M [<29 MO / mu]; Mexka KilbKiCHOrO BU3HAUCHHA
tecty Roche Cobas Taqman s ananizy HBV) B TOpiBHSHHI 3 aneoBipy AHIIBOKCHIOM
(J1OCIHiIKEHHS GS-US-174-0102; 91%, 56% 1 ROCIILKEHHS GS-US-174-0103; 69%. 9%)
BiJIIIOBIHO.

Peakilito Ha JIiKyBaHHA TEHO(QOBIPY AM30NPOKCHITY dbymaparomM MoxHa Oyr0 MOPIBHATH 3
peakIliero MalieHTaMiB, SKI OTPHMYBAJIH panime JiKyBaHHs HyKJeo3uamu (n = 51) 1 3 THMH,
XTO paHilie He OTPUMYBAB HyKJI€O3uaH (n = 375) Ta 3 nauieHTamM# 3 HOpMajlbHOIO ALT (n=21)
i anomanpaoro ALT (n = 405) Ha noyarky J0CTIIDKEHHS, KOTH nocmimkenns GS-US-174-0102 i
GS-US-174-0103 Gynu 06'eanai.

Copok aeB'aTh 3 51 maiienTa, sKi OTpAMYBAIH TiKYBaHHS. HYK/IEO3HAaMH, paHime JiKyBanucs
namipyuaoM. CiMIecST TpH BIACOTKH MAli€HTIB, SKI OTPUMYBAJIM JIIKYBaHHS HYKI€O3UIaMH i
69% TIallieHTIB, AKi He OTPUMYBATH HYKICO3MIHU, TOCATIIN TOBHOI sianosiai va nikysauus; 90%
[alienTiB, AKi OTPUMYBAIHM IiKyBaHHS HYKICO3MAAMH i 88% malieHTIB, sIKI HE OTPUMYBAJIHA
HYKJICO3UAHN, JOCATIIM TIPUIYIIECHHS JIHK HBV <400 xomiit / Mn. Bei naumienTn 3 HOpMalbHUM
pisaem ALT na BuxizHomy pisHi Ta 88% namientis 3 anomaneHuM piBaem ALT Ha BUX1IHOMY
pisui jocarmu npuaymenns JJTHK HBV <400 KOTIH / MIL

Jloceio nicas 48 mucnie y docniooicennax GS-US-174-0102 i GS-US-1 74-0103

V nocnimkennsx GS-US-174-0102 i GS-US-174-0103, micns MOABIITHOrO CINOTo JTIKYBaHHS
npotarom 48 THKHIB (TEHODOBIPY JH30TPOKCHIY dymapat 300 mr abo aneoBipy AMMIBOKCHT
10 Mr), mamieHTH TpPOJAOBKYBaIM JiKyBaHHs 0e3 TepepBH Ta NEpeXOIMin A0 BIJIKPHTOIO
KIIHI9HOTO JOCTi/DKeHHs 3 TeHO(GOBipY AM30mpoKcHIy dymapaToM. ¥ nociipkennsax GS-US-
174-0102 i GS-US-174-0103 77% i 61% nanieHTis MpoAoBXKyBaIi I0CITiKeHHs 10 384 THXKHIB
Biznosimao. Ha 96, 144, 192, 240, 288 i 384 TKHI NPHIYIICHHS Bipycy, GioxiMiyHi Ta
cepoJIOTiYHi peakii miaTpuMyBaIics 1pu TPOJIOBKEHH] JIKYBaHHS TeHO(OBIPY AM3OMPOKCHITY
dbymapatoM (auB. TabiuIi 4 i 5 HUKYE).

Tabauus 4: Mokasuukn edpexrusnocti y HBeAg HeraTHBHUX MalliEATIB 3 KOMIIEHCOBAHUM
ypazenusim neuinku Ha 96, 144, 192, 240, 288 ra 384 TwKHAX B BiAKpHUTOMY JIKYBAHHI

TNocaipxenns 174-0103 (HBeAg no3suTHBHMIT)
[apametpu 3 | Tenodosipy amsonpoxcuiny dymapar Aznedosipy jwmmiBokcun 10 wmr
300 Mmrn=176 NPOJOBKYBaIM 3 TeHODOBIpY
amzonpokeuiy gymaparom 300 Mrn
=90
TwxaeHs 96 | 144 | 192 [240 [288 [384 |96 | 144 | 192 | 240 | 288 |384
b |e g i | 0 C f h ] m p
JJHK  HBV |90 |87 |84 83 | 80 74 89 |88 |87 |84 84 76
(%) < 400
koniin/mi (< 69
MO/mn)
ALT (%) 72 |73 |6&7 70 | 68 64 |68 |70 |77 |76 |74 |69
Hopmanizoan
e ALTd
Cepoutorist n/a |n/a | n/ na |n/a |[n/a |n/ |n/a |n/a|n/a |n/a |n/a
(%) BTpaTa a a
[IBeAg /
CepOKOHBEpCIs
Brpata 0/0 | 0/0 | 0/0 |0/0 |0/0 1/1 [0/0(0/0 [0/0 [0/0 [1/1 |1/1
HBsAg/ n ;
CEepPOKOHBEpCIs

YNOBHOZANHMA
MPEACTABHHK
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a Ha ocHOBI JIOBFOCTPOKOBOIO alrOPHTMY OLIHKH (LTE-ananis) - nauienTH, siKi NpUIHHAIM
JOCTIKeHHs B Oyjb-siKuii yac 10 384-ro THKHA 3aBIAKHA MIeBHIH KiHIEBi# TOUL, @ TAKOXK Ti, K
3aBeplIM/IN Ha 384 TIXHI, BKJIIOUEHI B 3HAMEHHHUK.

b 48 THKHIB MOIBIMHOrO CIHINOrO AOCIIKEHHS TEHO(OBIPY IU3OMPOKCHIY dymapaty 3
NOJANBIINM BiIKPMTHM KJIHIYHUM JOCIIUKCHHAM NPOTSTOM 48 THKHIB.

¢ 48 THXKHIB TOJBIMHONO CJINOro JIOCHIDKCHHS anedoBipy JMITIBOKCHITY 3 TOJalbIINM
BIZIKPUTHM KJIHIYHAM JOCIIDKCHHAM [IPOTArOM 48 THXHIB 3 TeHO(OBIpY IU30NMPOKCUITY
pymaparom.

d monynsuis, sKka BHKOPHCTOBYBAlacs A ananizy Hopmamizanii ALT, Bximouano nume
narienTis 3 ALT Bume ULN Ha 1o4aTKOBOMY piBHI.

e 48 THXKHIB MOIBIIHOrO CJINOro JOCTIKEHHS TeHO(OBIpY AM3ONPOKCHIY bymapary 3
[1OJI/BIINAM BiIKPUTHM KJTIHIYHHM JOC/IDKEHHSM IIPOTATOM 96 THIKHIB.

f 48 THXKHIB TOJBIHHONO CHIMOr0 JOCHiKeHHS aaedoBipy AMINBOKCHIY 3 MHOAANBIIAM
BIJIKPUTHM KJIHIYHAM JIOCJI/UKEHHSM TPOTATOM 906 TIXKHIB 3 TEHO(OBIPY IU30TPOKCHITY
bymapaTom.

g 48 TWKHIB MOJBIHHOrO CIINOTO JOCIIDKEHHA TeHodOBIpY AM3ONpPOKCHIY (ymapary 3
[TOJIAMBIITHM BiIKDHTHM KJIHIYHAM JOCJI/KEHHAM MPOTATOM 144 THKHIB.

h 48 TWKHIB TOABIHHOTO CJIMOro OCTi/KeHHs axeoBipy AMITIBOKCHIY 3 TONAJIBIIHM
BIJIKPUTHM KITIHIYHMM JOCIIJUKEHHSM IPOTATOM 144 TwxHIB 3 TEeHOQOBIPY AH3OTIPOKCUITY
Gymaparom.

i 48 THXHIB MOIBIHHOrO CJINOro JOCTIUKEHHS TEHO(OBIPY AM30IPOKCHITY bymapary 3
[TOAIBITAM BiIKDUTHM KIIHIYHAM JOCIIUKEHHAM IIPOTATOM 192 THXHIB.

j 48 THXHIB TOJABIHHOrO CJIMOrO JOCTIUKEHHS anedoBipy MTHIIBOKCHIIY 3 HOAAJBLIAM
BIJIKDUTHM KJIIHIYHMM JIOCTI/UKCHHSIM IIPOTATOM 192 THkHIB 3 TeHO(OBIPY IH30IPOKCHITY
bymapaTom.

k omuMH mamieHT B Wil Tpymi Brepiie CTaB HETAaTHBHUM IIO HBsAg npu 240-THXHEBOMY
Bi/IBiZLyBaHHI | POJIOBXKYBAB JIOCTIKCHHS B MOMCHT 3aKiHYCHHS 360py ganux. OnHak BTpata
HBsAg y naiienTa B KiHlli TiATBEPAUIIOCS IPH HACTYTTHOMY BiZIBilyBaHHI.

| 48 THKHIB MOIBIHHOrO CHiNOro mocTikeHHs TeHoGOBIpY AM30MpOKCHIy Gymapary 3
MOAATBIIAM BLAKPHTHM KIHIYHHM J0CIIUKeHEAM TIpoTsroM 240 THXKHIB.

m 48 TWKHIB TOIBIHHOroO CJIMOro HOCHuKeHHs aaedoBipy MMIIBOKCHIY 3 TMOMANBIINM
BLAKPHTHM KJIIHIMHUM Z0CTiKeHHAM npoTsaroM 240 THIKHIB.

n TlpexcrasieHi mHGpPH € KYMyJISTHBHHMH BiICOTKAMH, sKi 0a3yioThes Ha aHanizi Kannana
Meiicpa, 3a BHHATKOM JaHHX, 3i0paHMX micis JOJaBaHHA eMTpUIMTabiHy 0 BIAKPHTOTO
KITIHIYHOTO J0CTiKeH s 3 TeHoGoBipy musonpokeny dpymapary (KM-TDF).

o 48 THXKHIB TOJBIAHOTO Cciimoro mociipkeHHs TeHodoBipy mu3ompokcuiy dymapary 3
MOMAIBITAM BiIKPHTHM KJTiHIUHUM JIOCIIUKEHHSM TIPOTATOM 336 THKHIB.

p 48 TWKHIB TNOABIHHOrO CIINOTO JOCHIUKEHHS anedoBipy JIMITIBOKCHITY 3 #T101aJIbIITHM
BIIKPUTHM KITiHIYHMM JOCIIUKEHHSM NpoTAroM 336 THAKHIB 3 TeHO(DOBIPY TU3OIPOKCHITY
tymaparToM. MEPE K e A1 O]

n/a = He3aCTOCOBYETHC b
Ta6auus 5: Mokasuuku epexrusrocti y HBeAg no3suTuBHAX manicurip 1[ Qg\;l_llilﬁt‘:i_iconalmm
ypaskenusim neuinku Ha 96, 144, 192, 240, 288 Ta 384 TikHAX B Bi] 'piu%m li‘l'ii\"'i;%amli

Jocaixenns 174-0103 (HBeAg nmosuTnuBHuMI)

Tapamerpu 3 | Tenodonipy am3ompokcnry ¢ymapar | Axcgosipy mumisokeun 10 wr

300 Mrn =176 NIPOJIOBXKY BaJIH 3 TeHOOBIpY
muzonpokeuny Gymaparom 300 Mr n
=90

Twxaens 06 | 144 | 192 [240 | 288m | 384 |96 [144 [192 [240 [288 |384
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[ b e h i 0 c |f i k |[n p
JTHK HBV |76 |72 |68 64 |6l 56 |74 |71 |72 |66 |65 61
(%) < 400
komiit/mn (<
69 MO/mi)
ALT (%) 60 |55 56 46 | 47 47 |65 |6l 59 |56 |57 56
HopmanizoBaH
e ALTd
Cepoutoris 26/ |29/ |34/ |38/ |37/ 30/ |24/ |33/ |36/ |38/ |40/ |35/
(%) Brpara |23 |23 |25 30 |25 20 |20 |26 (30 |31 31 24
HBeAg /
CepOKOHBeEpCis

i Brpata 5/4 | 8/6g | 11/8 |11/ [12/8 |15/ |6/5 | 8/7 8/7 |10/ |11/ |13/
HBsAg/ g 8 L 12L g g 1I0L|10L [11L
cepoKOHBEpCis L [

a Ha OCHOBI JIOBFOCTPOKOBOTO aJirOPUTMY OLIHKH (LTE-anarnis) - MauicHTH, AKi OPUIMHAIA
J0CTiDKeHHs B Oyb-sKHil yac 710 384-ro THXHA 3aBSIKA [1eBHiii KiHIIeBii TOYIl, a TAKOX Ti, IKi
saBepivy Ha 384 THKHI, BKJTIOYEHI B 3HAMEHHHK.

b 48 THXHIB TMOABIHHOrNO CIIMOro I0CITIUKEHHS TeHO(OBIPY JAU3OTPOKCHILY dbymapary 3
MOJATBIINM BiAKPUTHM KIIIHIYHEM JOCIIUKCHHAM TIPOTATOM 48 THXKHIB.

¢ 48 THKHIB MOBIHHOrO CIHMOro IOCTiKeHHS anedoBipy AMITIBOKCHIY 3 TOJAIBIIMM
BIZIKDMTHM KJIHIUHHM JOCIIDKEHHAM POTATOM 48 TwKHIB 3 TeHO(OBIPY AU3ONIPOKCHITY
bymapaToM.

d Tlomynsiuis, fKa BUKOPHCTOBYBalacs I aHaji3y nopmanizauii ALT. Bkiodano jumie
nanientis 3 ALT Bume ULN Ha mo4aTKOBOMY PiBHI.

e 48 THKHIB MOABIHOrO CIINOTO JOCTiKeHHS TeHO(GOBIPY IM30IPOKCHIY bymapary 3
[101AJBIIAM BiIKPUTUM KJIIHIYHAM JOCIIIDKEHHAM MPOTATOM 96 THXKHIB.

f 48 THOKHIB NOXBIHOTO CIIMOTO XOCTIIKEHHS aaedoBipy AMMIBOKCHIY 3 IOJANBIIAM
BUIKDHTHM KIHIYHAM IOCIUKCHHSAM IPOTATOM 96 THXkHIB 3 TeHO(OBIPY IU3ONPOKCHITY
i bymapaTom.

g 48 TWKHIB TOABIHHOrO CIINOTO JOCIIDKEHHS tenodoBipy au3onpokcuiy Gymapary 3
[OAJBIIMM BIAKPHTHM KJIHIYHAM 10CIIUKCHHAM npoTsarom 144 THKHIB.

h 48 TUXKHIB MOIBIHHOrO CJIMOro AOCTi/KeHHs ajaedOBipy AUMIBOKCHIY 3 TIOAAIBIINM
| BIIKDUTHM KJIIHIYHEM JOCHI/UKEHHSAM IPOTATOM 144 TwkHIB 3 TeHO(OBIpY IU3OMPOKCHITY
i' dymapatom.

i 48 TWKHIB TIOXBIMHOTO CJIMOr0 AOCITiKeHHS TeHO(QOBIpY JM30TMpPOKCHIY (ymapaTy 3
[10a/BIINM BIIKPHTHM KJTiHIYHAM JOCITIUKEHHSM npoTsrom 192 THIKHIB.

j 48 TWKHIB TOABIHHOTO CIINOTO JOCHIUKEHHS anedoBipy IUMIBOKCHIA 3 TOAAIBLIAM
BIIKPUTHM KJIHIYHMM JIOCTIDKEHHSM mnpoTsarom 192 THXKHIB 3 TEHO(DOBIPY AU3ONPOKCHITY
Gymaparom.

k OJMH malieHT B Wil rpymi Bhepmie craB HeratuBHuM 1o HBsAg mpu 240-TH>KHEBOMY
BiJBIAYBaHHI i NPOJOBKYBAB JOCIIUKEHHS B MOMEHT 3aKiHYEHHs 300py JaHuX. OjHak BTpaTa
HBsAg y nmaiienTta B KiHIlI ITiATBEPAUIOCS TIPH HACTYTTHOMY BiJIBI{y BaHHI.

| 48 TUXHIB TOIBIHHOTO CIIMOro JOCHKEHHs TeHOMOBIpY AM30MpOKCcHIy dymapary 3
[OATBIINM BIIKPHTHM KITiHIYHIM JTOCIIKEHHM MpoTsarom 240 THKHIB.

m 48 TWKHIB MOABIHHOrO ciimoro jgociijpkeHHs anedoBipy MMINBOKCHIY 3 MOJANBIIMM
BIIKPHUTHM KJIHIYHMM J0CIIIDKEHHAM IpoTaroM 240 THIKHIB.
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n npejcTapieHi WMQpH € KyMYJIATHBHUMA BincoTkamu, siki GasyioTbcs Ha aHanisi KamaHa
Meiiepa, 3a BHHATKOM JaHMX, 3i6panux Ticnasd 0/aBaHHs eMTpULMTA0IHy J10 BIIKPHTOIO
KTIHIYHOTO T0CILDKeHHS 3 TeHO(OBIPY AH30NPOKCHITY hymMapaToM (KM-TDF).

o 48 TuxHiB TOABIHOrO CHINOro JOCHIIKEHHS TeHodoBipy AM30MPOKCUITY bymapary 3
HOMAIBIIMM BIAKPMTHM KJHIYHUM JOCIKEHHSIM NPOTSITOM 336 THKHIB.

p 48 THXKHIB TMOABIHHOIO crinoro  mociijkeHHs anedoBipy AMIIBOKCHIY 3 IOMajbIIMM
BIZIKPUTUM KJIIHIYHMM JOCTIDKEHHAM TPOTATOM 336 THXHIB 3 TeHO(OBIPY HAH30MPOKCHIY
dymapaToM.

[Tapni BUXiAHI JaHi Ta AaHi MO0 Giomcii 240 THxkHs Oymu pocTynHi s 331/489 NalienTiB, SKi
samummies B gocnipkenaax GS-US-174-0102 ta GS-US-174-0103 na 240-My TwxkHi (JHB.
rabmumo 6 mwkue). JIeB'SSHOCTO I'STh BiJICOTKIB (225/237) nauiedTiB 06e3 LUpo3y HA
nouarkoBoMy piBHi Ta 99% (93/94) naui€eHTiB 3 MMPO3OM HA TOHATKY NOCTIIDKEHHS HEe MallH
JKOIHUX 3MiH a6o nonimmenHs ¢pi6posy (Gidpo3 3a MKaIO0O [cxaka). 3 94 mauieHtis 3 HHPO30OM
Ha TouaTKy xociimkentst (pibpos 3a wkanoro lexaka: 5 - 6), 26% (24) He 3a3HANM 3MIH Y
bibposi 3a mkanoio Iexaka, a 72% (68) BijmuyH perpeciio UHpo3y 10 THKHI 240 31 3HUKEHHIM
}hibpo3y 3a mkanoro Icxaka moHaHMeHIIE Ha 2 Oanu.

Tabauust 6: Ticrosoriuma sianosias (%)y HBeAg neraTmBHHX namientis i HBeAg
1O3MTHBHUX NAIGCHTIB 3 KOMIIEHCOBAHMM YPAKEHHSIM NEYiHKH HA 240 TrKHI TTOPIBHAHO 3
BUXITHUMH TaHHMH

| Jlocaimaxennsn 174-0102 (HBeAg Tocaimkenns 174-0103 (HBeAg
HeraTHBHUH) 03U THBHHI)
Tenodosipy Anedosipy Tenodoripy Anedogipy
JIM30ITPOKCHITY mumnisokewn 10 | AM30MPOKCHITY mumnisokcua 10
dymapat 300 Mr | Mr bymapar 300 Mr | Mr
n=250c¢c npojoBKyBain 3 | n=176¢ IIPOJIOBKYBAJIH 3
TeHo(oBIpY TeHODOBIpPY
JIM30TIPOKCHITY J30NPOKCHITY
1 dymaparom 300 dymaparom 300
MI MT
n=125d n=90d
[cTosoriyHa
Bigmosige  ab 88 [130/148] 85 [63/74] 90 [63/70] 92 [36/39]
(%)

e o s i o

a Tlomynsmist, ika BUKOPUCTOBYBallacs ISl aHAJl3y ricTosiorii, BKIIOYana TiTbKU TALIEHTIB 3
HASBHAMA JTaHMMM Oioricii mewinku (BizcyTni = BHKmOYeHi) Ha 240 THxHi. Peakuis micns
JNONaBaHHs eMTpULMTabiny BUKTIOueHa (Beboro 17 cyQ'ekTiB y 060X HOCIIDKEHHSX).

b TToxparieHHs Hekpo3anajibHoro nokastuka Knozaens npuHaiMHi Ha 2 MyHKTH 6€3 NOripuIeHHs
nokaszHuKiB (ibpo3y 3a mxanoro Kuojes.

¢ 48 TWKHI TOBIHHOTO CHIMOro AOCHiKeHHS 3 TeHO(hOBIpY IM30MPOKCHIY (ymMapaToMm
MpOJIOBKYBaTH 10 192 THXKHIB BiIKPHTOTO KIIHIYHOIO JOCI1KEHHS.

d 48 TYOKHIB TIOJBIHHOrO CIIMOr0 JOCIIDKEHHs 3 aaedoBipy AMIIBOKCAIOM NPONOBKYBAIH 10
192 THKHIB BIAKPUTOrO KIIHIYHOTO JOCIIUKEHHS 3 TEHO(OBIPY IM30TPOKCUITY dbymaparom.
Jloceio y nayienmie na xo-ingexyiro BIJI ma nonepeoniti 00¢6i0 62CU6aHHA NaMIBYOUHY

V panzoMizoBaHoMy 48-TIDKHEBOMY MOIBIHHOMY CIIIOMY KOHTPOIILOBAHOMY JIOCITIIDKEHH1
tenodosipy amsonpoxenmity dymapaty 300 mry HALIEHTIB HOPOCIOro BiKY, KO-1IHPIKOBAHHX
BUJI-1 i Xponiuaum rematuToM B, sKki paHiumie TNpoxoJuin NiKyBaHHS JIaMiByIHHOM
(nocnimkennst ACTG 5127), cepeani pisai HBV JIHK B cuposarii KPOBI TPy BUXiJIHOMY piBHI
MAIi€HTIB, PAHIOMI30BaHUX Ha Ipyny TeHO(OBIpY, CTaHOBHHﬁ[_SF‘} 1(33 0 r_xi;‘/id/l J%i(l'l = 2T):
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JlikyBants TeHO(MOBIPY M30MPOKCUITY dymaparom 300 mr Oyno [IOB'S3aHO 13 CEPEIHBOIO
sminoro B cuposarui JHK HBV B MOPiBHSAHHI 3 BUXIIHUM piBHEM, Y NaniexTiB, Wis SAKuX Oymu
nani 3a 48 THXHIB, -5.74 log10 komiit / Ma1 (n = 18). Kpim Toro, 61% namicHTis Maiu HopMaibHe
ALT na 48 ThxHi.

Jloceid y nayienmie 3i cmiiikoio peniikayiero ipycy (docnioocenns GS-US-174-0106)
EdextuBHicTh 1 0G€3IIeKy 3acTOCYBaHHS TeHo(DOBIpY M3ONPOKCHIY (QymapaTy 300 mr ado
tenoogipy ausonpokcuny ¢ymapary 300 mr mioc 200 Mr emTpuuMTabiHy OUIHIOBaIM B
PAHJIOMi30BaHOMY TOABifHOMY CIITIOMY nocmimkerni  (mocaimkenns GS-US-174-0106), y
HBeAg-nosutuBauX i HBeAg-nerarupaux NalieHTIB Z0POCIOro BIKY, SKi Majy CTIHKY BipeMito
(JIHK HBV >1000 xomii / MIT), OTPHMYIOHH agedosipy aumiBokcua 10 MT IpOTATOM Oinpiie 24
mwkuie. Ha mouarky pocmikenns 57% Talli€HTIB, paHIOMi30BaHHX 10 TeHODOBIPY
ju3onpokcuiy (ymapary, MOpPIBHSHO 3 60% mnalieHTiB, SKi OyJIM paHIOMI30BaHl 1O TIpynH
NiKyBaHHS eMTPULMTAOIHOM TLIIOC TEHO(OBIPY AU30NPOKCHITY dymaparom, paHilie OTpPUMYBaIH
JTamiBY JIMH.

3aranoM Ha 24-My TIHXKHI TiKyBaHHS TEHO(QOBIpY AH30MPOKCHITY GymapaTom TIpU3BEJIO 110 MOSIBU
y 66% (35/53) nmauientie 3 JIHK HBV <400 xomiit / i1 (<69 MO / mn) npota 69% (36/52)
[AIIEHTIB, SKI OTPUMYBAJIH eMTPHUMTAOIH IITIOC TeHO(OBIpY AU30MPOKCHITY pymapaToM (p =
0,672). Kpim Toro, 55% (29/53) nauieHTiB, SKHX NKYBIM TeHO(DOBIPY IU3ONPOKCHITY
dpymaparom, mamu Hensuadysarne JIHK HBV (<169 xomiit / mn [<29 MO / wmi]; mexa
KiTBKICHOrO BH3HaueHHs B aHamizi Roche Cobas TagMan HBV) B nopisHsHHI 3 60% (31/52)
NMAlieHTIB, SKi OTPMMYBaJI¥ EMTPULMTAOIH TUIFOC TEHO(QOBIPY IM30TPOKCHITY dbymapar (p =
0,504). TTopiBHAHHS MiX TpynaMu JiKyBaHHS Tic/s 24 THXHSI BaXKO iHTEepIpPeTyBaTH, OCKIIHKHA
y JOCITiIHUKIB Gyl1a MOXKIMBICTB TIOCHIIUTH JIIKYBaHH, 1106 OTPUMATH BiIKPUTE JOCIIIKCHHS 3
eMTPUIATAOIHOM TLTIOC TEHO(OBIPY AM30TPOKCHITY (hyMapaToM. JIOBroCcTPOKOBI HOCIIKEHHS 3
OIIHKM KOpUCTi / PH3MKY 3aCTOCYBaHHS GioTeparii 3 BMKOPHCTAHHAM EMTPUIMTAOIHY |
TeHO(OBIPY AM30MPOKCHITY (ymMapary y Mali€eHTiB 3 moHoindexuieirt HBV TpuBaioTs.
Jlocnioocenns ceped nayicHmié 3 0€KOMNEHCOBAHUM 3AX60PIO6ANHAM newinku Ha 48 muoicHi
(0ocnioocenns GS-US-174-0108)

[Ipodine Gesmexkn Ta edekTHBHOCTI TEHOQOBIPY AM30NPOKCHITY dymapary Ui TIALIEHTIB 3
JIeKOMITEHCOBAHHM 3aXBOPIOBAHHAM TediHK{ OIIHIOBABCS MMijl Yac paHJI0130BaHOTO, HOABIHHOTO
CIIOr0, aKTMBHO KOHTpolboBanoro jpoctimkerHs (GS-US-174-0108), B Mexax sKoro nauieHTH
OTpUMYyBaIK JiKyBaHHA TeHohOBipy AmsonpoxcuIy dymaparom (n = 45) abo eMTpUIIHTAOIHOM
Ta TeHO(OBIpY AM30MpoOKcHITy Gymapatom (n = 45) abo entexaBipoM (n = 22) npotsrom 48
THXKHIB.

V rpyni nikyBaHHs TeHODOBIPY AM3OMPOKCHIY QyMapaToM y namieHTiB Oyja cepeiHs OIIHKa
CPT y 7.2, cepennst HBV JIHK 5.8 log 10 xomiii / Mt Ta cepennst ALT y cupoBaTIi Ha piBHI 61
O/n wa mouartky pociimxenns. Copok aBa Bincotkn (19/45) mamieHTiB Manu npHHaiMHI 6
MiCAIIiB TIOMEpeIHbOro JTiKyBaHHs namiBymuHoM, 20% (9/45) nauieHTiB Mangu MONepeHe
nikyBanus aneosipy aumiBokenmiom, y 9 3 45 mauientis (20%) naMiByauHOM Ta / abo
anedosipom. Kinnesi Touku crinbHoi nepsunHOT Ge3nekn Oym NpUIKHHEH] Yepe3 mobiuni il i
MiATBEPIUKEH 361IbIIEH M KpeaTHHiHy B cuposatiti > 0,5 mr/ ut abo riaTBep/LKeHi GpochaTom
cupoBatki <2 Mr / mi. V nauientiB 3 omimkamum CPT < 9, 74% (29/39) Tenodosipy
jmusonpokcity dymapaty i 94% (33/35) B rpymax 3 eMTpHIMTa0iHOM ILTIOC TeHoOBIpY
swsonpokeny dymaparom noesram JIHK HBV <400 xomiit / ma miciis 48 THKHIB JTIKYBaHHSI.
3arasoM, Jali, OTpUMAaHi B LBOMY JOCIIUKEHHI, 3aHAATO oOmeskeni, wobd 3poburu OyIb-aKi
Al€3aTHi BUCHOBKM IIOAO HOPIBHAHHS eMTPULIHMTAOIHY TIUIFOC TEHO(OBIpY IH30MPOKCHIY
dymapar nmpotH TeHodoBipy AM30MpoKcHIy hymapary (IMB. TaOAMIIO 7 HUKYE).

NEPERNAJ BAKOHAB

TIPEACTABHMH



287

Tabauus 7: [lapamerpm Oe3nexkn Ta edexTHBHOCTI ISl NANICHTIB 3 KOMIICHCOBAHMM

ypaskenHsiM nedinku na 48 He1i JiKyBaHHs

Nocaixenns 174-
0108

[lapametp

Tenodosipy
J30TIPOKCUITY
bymapar 300mMr
(n=45)

EmTpuirabin 200

mr/ TeHodOBIpY
JIM30TPOKCHILY
dymapat 300 mr
(n=45)

Enrekasip (0.5 mr
abo 1 mr)n=22

e e b s s s

Hepenocumicrb
(nocriiine
NpPUIHHEHHS
npuiomy
JAOCTIKYBAHOTO
npenapary 3a
PAaXyHOK
BHHHKHEHHS
nobiwaux i) n (%)
a

3(7%)

2 (4%)

2 (9%)

IlixTBepaKeHe
NiABUIIEHHS
KpeaTHHIHY
CHPOBATKH KPOBi HA
> 0.5 mr/an Bia
MOYATKOBOI'0 PiBHS,
200 miaTBepUKeHN
piBenn ¢ocdaris B
KpOBI SIKHH
CTAHOBUTH < 2
mr/na n (%) b

4 (9%)

3 (7%)

1 (5%)

JIHK HBV n (%)
<400 xomiit/mMn n (%)

31/44 (70%)

36/41 (88%)

16/22 (73%)

ALT (ananin
aminorpancdepasa)
n (%) HopMajibHe
ALT

25/44 (57%)

31/41 (76%)

12/22 (55%)

3HMKeHHS PIBHIO 32
CPT (kaacudikanis
Yaitasa-11"10-
Typkora) > 2 Bix
M0YATKOBOI'0 PIBHSI

n (0/{:)

7127 (26%)

12/25 (48%)

5/12 (42%)

3MiHa cepeIHbLOro
3HAYECHHSH
NOKA3HUKIB Bi/l
MOYAaTKOBOTO PiBHS
3a mkajuor CPT

-0.8

3MiHA  CCPCIHBOI0
3HAYEHHS
NOKA3ZHHUKIB Bij

NO4aTKOBOI0 PIBHS
3a mkajgow MELD




(moei
TepMiHaIbLHOT cTaail
3aXBOPIOBAHHS
nevinKH)

/e

@ p-BeIMUMHA TIPH TIOPIBHAHHI TPYIH, sKa npuiimMae TeHO(OBIp 3 TPYNO, KA npuitMae
entexnanip = 0.622,

b p-BeNMUMHA [PH TOPIBHAHHI NPH NOPiBHAHHI IPYIIH, AKa NpUHMAaE TeHo(oBip 3 IPYIOLO, AKaA
npuiimae entexnasip =1.000

Jlani y nepiod wo nepemunae 48 neoiuo docnioncenna GS-US-174-0108

BHKOPMCTOBYIOUH aHaJli3 MALlEHTIB 110 HE 3aKiHYMJIM/3MIHHO TIpuiiManu = aHasi3 BiamMoB, 50%
(21/42) cy6’extiB, SKi OTPHMYIOTh TEHODOBIPY AU3OMPOKCHITY bymapart, 76% (28/37) cy6’exriB
{10 OTPUMIOTH eMTPHIUTA0IH TeHo(OBipy AM30MPOKCHIY (pymapaT Ta 52% (11/21) cyG’exTiB,
SIKi OTPUMYIOTh €HTEKaBIp, A0CSTIIHN JIHK HBV < 400 xomiii/m1 Ha 168 neini.

Jlanni y nayienmie 3 1amigyouH-pe3ucmeHmuum HBYV na 96 neoini (0ocnioocenns GS-US-174-
0121)

TepaneBTH4Ha e(pEKTHBHICTb Ta Gesmeunicts 300 Mr TeHO(OBIpY AM30MpoOKCHIy (ymapary
Gyna OCIiUKeHa B PAaHIOMi30BAHOMY. TOIBIHHOMY cainomy pocmimkenni (Gs-US-174-0121)
HBeAg-nosutuBHuX Ta HBeAg-HeraTuBHUX namientis (n= 280) 3 KOMIIEHCOBAHOIO XBOp00010
neuinku, Bipemicio (JHK HBV = 1000 MO/M), Ta TEHOTHIIYHMM CBIIOLTBOM
HECTIPUHHSATINBOCTI JaMiBY JIMHY (rtM2041/V +/- rtl. 180M). Jlumme m’sTepo Maiu noB’A3aHi 3
azehOBIpOM MYTallil Ha 3arajbHOMY PiBHI. 141 ta 139 nopocnux cy6’exTiB Oymu paHIoMi30BaHI
B Tpymy JiKyBaHHsS TeHO(OBIpY IM30NPOKCHIY dymapaToM 1 Ha Tpymy JIKyBaHHS
eMTpUIMTaGiHOM Ta TeHODOBIPY JAU3OMPOKCHIY QyMapaToM RiAMOBiIHO. 3aranbHa AeMorpadis
namieHTip Gyia oHAKOBA y 060X rpynax: 52.5% cy6’extiB Oyim HBeAg-nosutuBEAMH, 47.5%
HBeAg-seratusaumu, cepeaniii JIHK HBV pisens 6yB 6.5 log10 xomiii/mi, Ta cepeHiii ALT
6ys 79 O/n, BIANOBIIHO.

TTicng 240 sexines mikyBanns 117 3 141 cy6’extis (83%) paHI0Mi30BaHKX Y TPyIly, sika NpuiMae
TeHo(OBIpY AW30MPOKCHITY (hyMapaT Maji MOKa3HHKH JIHK HBV < 400 xomiii/mi, Ta 513 79
cy6’ekTiB  (65%) ManM  HOpMAi3auiio ALT. Cepen HBeAg-mo3uTuBHHX Cy0’€KTIB
paH/IOMIZ0BAHNX Y TPYITY. SKa MPHIMAe TEHOPOBIPY AM30TIPOKCHITY dymapar, 16 3 65 cy6’exTiB
(25%) Brpauanu HBeAg, i 8 3 65 cyG’exriB (12%) oTpuMmyBaty antu-HBeAg cepoxkoHBpCitO
cranom Ha 240 memimo. Cepen HBeAg- mo3WTHBHHX CYO €KTIB Y rpymi, ska InpukmMaa
eMTpHIIMTA0IH pa3oM 3 TeHO(OBIpY AM3OMPOKCHIY dbymapatom, 13 3 68 cy6’extiB (19%)
prpada HBeAg, i 7 3 68 cy6’exris (10%) oTpumyBsaim anTH-HBeAg cepoKOHBEpCiIO, CTAHOM
Ha 240 Hemimo. J[Boe cy6’exTiB AKi MpHitManH TeHOQOBIPY AMU3ONPOKCHITY ¢dymapar BTpavaiu
HBeAg cranom Ha 240 Hemimo, aje He CEPOKOHBEPCIIO Ha antu-HBs. IT’a1e cy6’exTiB 10O
MpuiiMaTi eMTPULMTA0iH pa3oM 3 TeHO(OBIPY AM3OMPOKCHI dymapatom BTpayanu HBeAg
cranom Ha 240 Hexlo, TPy ToMy 2 3 5 1HX NAIi€HTIB MaIu CEPKOHBEPCIIO HA anTH-HBs.
Kniniuna peaucmenmuicmo

426 HBeAg-neratusnux (GS-US-174-0102, n = 250) ta HBeAg-no3uTHBHUX (GS-US-0103,n=
176) maumieHTiB MO CMOYaTKy Oyi¥ paHIOMi3oBaHi Uis MOIBIHHOTO CHINOTO  KIJIHIYHOIO
BUNpoOYBaHHs TeHO(MOBIpY AM30TpoKcwTy Qymapary, a MOTIM TepeBejieHl Ha BIAKPUTE
KiiHiuHe BUIpoGYBaHHs TeHo(OBIpY Au30NpOKCHTY hymapary Oy 0OCTEXEHT HA TEHOTUTIIUHI
imxuienns y HBV monimepasi Biz modaTkoBoro pisHio. OOGCTeXeHHsS IE€HOTHITY 11O Oymm
nposesieHi Ha Beix nauientax 3 JJHK HBV > 400 koniii/mn Ha 48 menini (n =16), 96 (n = 95), 144
(n=1), 192 (n = 2), 240 (n = 1), 288(n = 1) Ta 384 (n = 2), siKi NPOXONHIH MOHOTEPAIiIo
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TeHO(OBIPY AM30NPOKCHIY (ymMapaToM MokKasajio BiCYTHICTBL MyTallill fKi TOB’S3YIOTECA 31
CTIKICTIO /10 TEHO(MOBIPY AM301POKCHIY pymapaTy.
215 HBeAg-neratuaux (GS-US-174-0102, n = 125) ta HBeAg-no3uTHBHUX (GS-US-174-
" 0103, n = 90) narieHTiB, WO CHOYATKy Oy/IH paHJIOMi30BaHi JUIs MOJBIHOIO CITOro KIiHIYHOrO
punpoOyBanHs 3 aueoBipy AINIBOKCHIOM, a MOTiM IlepeBesieRi Ha BIIKpUTE KITiHIYHE
BUNIPOGYBaHHA 3 TEHO(MOBIPY AM3OTIPOKCHITY dymaparom, Oyiu oGCeTekeHl Ha TEHOTHINYHI
gizxmienis y HBV mnosiMepasi  Bij mo¥aTKOBOTO PIBHIO. OGCTeXeHHsT TeHOTHITY 1o Oyiu
nposeieHi Ha Beix nauienTax 3 JIHK HBV > 400 xomiit/m1 na 48 sexini (n =16), 96 (n = 5), 144
(n=1), 192 (n = 2), 240 (n = 1), 288(n = 1) Ta 384 (n = 2) NpoxXoag4MX MOHOTEpAIio
i TeHO(ORIPY AM30NPOKCHIY (pymaparom MOKa3alo BIZICYTHICTH  PO3BHTKY MyTaliif, sKi
| [OB’ I3yIOThCH 31 CTIHKICTIO 710 TEHO(DOBIPY AM30NPOKCHILY dymapary.
V xomi nociimkenas GS-US-174-0108, 45 manienTis (BKIOYAI0UHA O marfieHTIiB 110 MOYaTKOBO
MaId MYTalllo CTIHKOCTi JI0 JaMiBYIHHY ta/abo aznedoBipy MMIBOKCHIY) OTPUMYBAJIHA
tenodoBipy au3onpokcuiy hymapar ao 168 Hemimi. TeHOTHITHI JaHi 3 MApHUX BUXLAHHX JaHHX
i naEux 110 JiKyBaHHio izonstis HBV 6ynm poctymnHi uid 6/8 nauientis 3 JIHK HBV> 400 xomii
/ M1 Ha 48-My THKHI. Y 1MX 1307I4TiB He OYJIO BUABICHO AMIHOKHMCIIOTHUX 3aMiH, TOB'A3aHHMX 3i
cTiiiKicTIO 110 TenodoBipy musonpokcuiy Gymapary. ['eHOTHITHHHA anasi3z OyB IpoOBECHHH IS S
cyG'eKTiB B Iy, 110 OfepKyBana JU30MPOKCHITY teHO(QOBipYy (ymapar micns 48 THXHIB. i
KOIHOTO cyb'exTa He OyJO BHSIBJICHO aMIHOKHCIOTHHMX 3aMiH, MOB'S3aHMX 3i CTIHKICTIO IO
TeHO(OBIPY AM30MPOKCHITY pymapaTy.
_ [TpoTaroM AOCHI/UKEHHS Cepejl MALI€HTIB IMTAI0r0 Biky (GS-US-174-0115), 52 mauienta (6
[AIl€HTIB 3 6Ga30BAMM TOKA3HUKAMH PE3UCTEHTHOCTI 10 TaMiByIMHY) OTPUMYBaJIM TEHODOBIPY
JU30MPOKCHITY (hymMapaT MpOTAroM 72 THXKHIB. TeHOTHITHI OLIHKM NTPOBOIMIIM Y BCIX MAIliEHTIB 3
JIHK HBV> 400 xomiit / M Ha 48-my TrokHi (n = 6) i 72-my THXHI (n = 5). Y nux izonsrax He
BHSBICHO aMIHOKHUCIOTHMX 3aMiH, IOB'S3aHMX 3 CTIHKICTIO 10 TeHO(OBIpY HM30TMPOKCHITY
(pymapary.
: it
i BII-1: V mocmimxenni GS-US-104-0321, 87 nauieHTiB, iHpiKOBaHHX BIJI-1, mamieHTIB BIKOM
[ Biz 12 10 <18 pokiBs, nikyBamu TeHO(OBIPY AM30NMPOKCHITY HyMapaToM (n = 45) abo nnaneto (n
! ‘ = 42). y NOEAHAHHI 3 ONTHMi30BaHUM (DOHOBHM PEKHMOM (OBR) npotsirom 48 TixHiB. Y
383Ky 3 OOMEXKEHHAMM OCTiDKEHHS, TepeBara TeHOQOBIpY IM30TPOKCHILY dymapaTty Hax
wianeGo He OyJla 3a3Ha4¥eHa 3TIAHO TJIA3MaTHYHOTO pisna PHK BUJI-1 wa 24 TuxHI. Xoua,
KOPWCTB Bijl IIpenapary JUlst iUl TKiB MOKHA O4iKyBaTH TPYHTYIOYUCH Ha eKCTparonsuii JaHuX
JOPOCIIHX, TA HOPIBHSUTLHUX (apMaKOKIHETHIHUX JAaHUX (MBITHCS posain 5.2).
V nauienTis, sKi OTpEMYBATH JiKyBaHHs TeHODOBIpY AM30NPOKCHIY (ymMapaTtom abo manebo,
cepeaniit mokazuuk MIIK cranosus -1,004 i -0,809, a cepeaHiit Z-NMOKa3HUK 3aralbHOTO MIIIK
'; cranoBuB -0.866 i 0,584, BixnomimHo, Ha mouarkoBomy piBHi. Cepenni 3MiHM Ha 48 THXKHI
(kinews moaBiiHOT ciinoi pasu) cranosun -0,215 1 -0,165 3a Z-mkanoro MIIK nonepekosoro
Biutiny xpebra, i -0,254 i -0,179 3a Z-mkanoro 3aransroro Tina MIIK s rpym TeHooBIpy
nu3onpokenty Gymapary i mrane6o, pianosiaHo. Cepenns mBuaKicTs 30inbmenHs MIIK Oyia
MeHIue B rpyTli TeHo(OBIpY AM30NpPOKCHILy QymMapaTty B NOPIiBHSHHI 3 IPyTIOIO nare6o. Ha 48
THKHI TTCTE THUTITKIB B IpyIi TeHO(MOBIpY AM30MpPOKCHIy GymMapaTy i OJIMH MIATTOK Y rpymi
nmane6o, Mamu 3uadny BTpary MIIK B momepekoBomy Bimimi XpeGra (BH3HAYAETHCS SK
prpara> 4%). Cepen 28 mnauientis, ski orpumysamn 96 THKHIB JIKYyBaHHsA TEHO(OBIpY
msonpoxenny dymaparom, Z-noxazuuku MIIK suusuancs Ha -0.341 JuIs 1IOLIEPEKOBOTO
: Bijutiny xpe6Ta i -0,458 s Beboro Tila.
V nocnimkenni GS-US-104-0352, 97 nauienTis, 10 Npoiumn AiKyBaHHs, BikoM Bia 2 10 <12
i POKiB 3i CTaBiLHUM, BIpYCONOrYHMM NIPUIYIICHHAM MPH 3aCTOCYBAaHHI JIIKYBaHH, AKE MICTHII0
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craByMH abo 3MIOBYAMH, Oyiu paHIOMi30BaHi JUIA 3aMiHK CTaByIHHY a00 3MIOBYAMHY Ha
TenodoBipy au30NpoKeuny Gymapar (n = 48) a6o MpOAOBKYBaJH CBIH [104aTKOBHI pexum (n =
49) nporarom 48 mwiuis. Ha 48-my okl 83% nalienTis y Tpymi JiKyBaHHS TEHODOBIPY
jusonpokeuy dymaparom i 92% MAIiEHTIB Y Py, 110 0JIepXKyBaia CTaByIIHH ab0 3UIOBY IMH,
mamn konuentpanito PHK BUI-1 <400 comiii / wui PisHHUS B uacTUi MAlli€HTIB, SKI
nigrpumyBaiu <400 xomiit / mm Ha 48-My THKHI, Gya B OCHOBHOMY ClIpUYHHEHA 6imBI0I0
KiJIbKICTIO TIPUIIMHEHB Y TPyl JIKYBaHHA 3 TeHO(OBIPY IM30IPOKCHILY (yMapaToM. [Tpu
BUKTIOUEHH] BiACyTHiX Aanux, 91% nauieHTiB y rpyni nikyBaHHS TeHO(OBIPY JU3ONPOKCHITY
dymapatom i 94% mnauieHTiB y rpymi JiKyBaHHS CTaByJAMHOM abo 3UIOBYJAWHOM MaiH
kxonuentpanii PHK BIJI-1 <400 xoniit / M1 Ha 48-My THIKHI.
Juikenns MIIIK 6ylo 3apeecTpoBaHO Yy TAILiEHTIB JTUTAYOrO Biky. Y Tali€eHTiB, sKi
OTPUMYBANM Teparilo TEHO(QOBIPY AM3ONPOKCHIY dpymaparom abo  CTaBYJIMHOM abo
31JI0BY/IMHOM, CepellHil Z-TI0Ka3HUK MILIK monepekoBoro Bijliny XpedTa CTAHOBUB -1,034 1 -
0,498, a cepenHiil Z-MOKa3HHK 3arajJbHOTO MILK cranosus -0.471 i -0,386, BiANOBIHO, Ha
novarky gociimkenns. Cepenni 3MiHA Ha 48 TxkHi (kiHels panzoMizoBanoi dasu) craHOBHIN
0.032 i 0.087 3a Z-mkanoio MILK nonepexoBoro BiaiTy xpeobTa i -0,184 i -0,027 3a Z-mKajnowo
MIIK 3aransHOTO Tina s TeHO(DOBIPY AW3OMPOKCHITY dymapary 1 craBymHy ado
3UJI0BY/IMHY BiaNoBiaHO. Cepe/Hst WBUAKICT POCTY KiCTOK IOTepeKOBOro BimIiny xpebra Ha 48
THKHI Oyna noaibHOIO 10 TpynH, IO OACpXKyBaja tenodoBipy aM30mpokcUIy (ymapar, i
rpyriolo, fKa npHiiMana cTaByIuH abo 3MIOBY/IMH. 3aranbHe 301UIbLICHHS KICTKOBOI Macu 0yJIo
MEHIIE B TPy, IO 0JiepiKyBajia TeHOPOBIPY AM30MPOKCHITY dymapar, B MOPIBHAHHI 3 TPYIIOIO,
gka npuitmana craByain a6o suaoByauH. OnuH cyG'ekT, 10 OJEPKYBaB TEHO(OBIPY
au3onpokcuiy Qymapar, i Ti, XTO He OTPHMYBaB CTaBYIMH ab0 3UOBY/IMH, BIAYYBaIM 3HAYHY
(> 4%) srpary MIIIK Ha nonepexoBoMy Biamiii xpedTa Ha 48-my TuxHi. Z-nokazaukd MILK
amenmmmics Ha -0,012 s momepekoBoro Bitiny xpebra 1 Ha -0,338 ana Beworo Tina 'y 64
CcyG'ekTiB, SIKi OTPHMYBaIH JIKyBaHHA TEHO(OBIPY IH3OMPOKCHIY dbymapaTom mpotsrom 96
TrkHiB. Z-nokasarkd MIIK He KOpUTyBaIMCs MOJ0 BUCOTH | Bary.
V nocnimkenni GS-US-104-0352 4 3 89 nauieHTiB IMTAYOTO BiKYy, SIKi MPOXOXMIHA JTIKYBaHHS
TeHO(OBIPY AM30MPOKCHITY (yMapaToM, JTiKyBaHH:A OyJI0 NPUIIIHEHO Hepes no06iuni peakuil, AKi
BiAMOBIZAIOTE NPOKCHMANBHOI — TyOysomnarii  HHPOK (cepeiHss  EKCIO3MILIA TeHohoBIpy
jmsonpoxcuiy pymapary 104 TKHI).
Xponiunui cenamum B
V nocnimkenni GS-US-174-0115, 106 HBeAg-neratuBuux i HBeAg-TO3UTHBHUX NAIEHTIB Y
Bini iz 12 10 <18 pokiB 3 xponiuxoto inpexuiero HBV (HBV JTHK > 10 xoriit / My, miBHIIEH
ALT y cuposatui kposi (> 2 x ULN) abo B agaMmHesi mijBHieHHs pisais ALT y cuposatii
KpOBi NpOTAroM OCTaHHIX 24 wMicsuis) Oym nposikoBaHi TeHO(OBIPY AH3ONPOKCHITY
dymapatom 300 Mr (n = 52) abo nrauebo (n = 54) MpOTATOM 72 Tuxuis. Cy6'ekTH, SKi paHile
He TPOXOJMIM JiKyBaHHS TeHO(OBIPY JM30MPOKCHITY (ymapaToM, ajie MOIiH OTpHMyBaTH
CXeMH JIiKyBaHHs Ha OCHOBi iHTepdepoHy (> 6 MicAliB /10 CKPHHIHTY) abo Oyab-skuit iHIMHA
Tpenapar, KW He MICTHTh TeHO(OBIPY AM30TIPOKCHIY dbymapar, 10 MICTUTh TepOpabHy
anT-HBV HyKJIe03MIHO-HYKJIEOTHIHY Tepanito (> 16 THKHIB 10 ckpuHinry). Ha 72-my TrokHi
B aaranbHil KimekocTi 88% (46/52) maiicHTiB y rpymi JiKyBaHHS TeHO(OBIPY AM3OMPOKCHITY
dymapatom i 0% (0/54) nauientis y rpymi miane6o mam JIHK HBV <400 xomiii / mi. CimaecsT
qorupu  Bijgcorku (26/35) mauienTiB y Tpymi  TeHO(OBIpY IU3ONPOKCHIY dhymapary
nopmasisynamu ALT ma 72 TwkHi nopiBasno 3 31% (13/42) y rpyvii mianebo. Peakuis Ha
JiKyBaHHS TeHodoBipy AM3onpokcuay ¢dymapatom Oyia MoaiOHOW JI0 THX, XTO paniiie He
OTPUMYBAB JiKyBaHHsl Hykjeo3(T)uaamu (n = 20) i THX, XTO OTpUMYBaB (n = 32), BKIIIOYAIOYH

Pe3UCTEHTHHX JIO JIaMiByJMHY nHauientis (n = 6). 05 BiJCOTKIB TMAIlEHTIB, XTO paHilie He
NEPEKNALR AAKOHAB
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OTPUMYBAB JIIKyBaHHs HYKJIEO3(T)M1aMH, 4% THX. XTO paHillle [POXOJMB JIKYBaHHS
Hykeo3(T)uaamu i 83% pe3sHCTEHTHUX J10 NaMiByJMHY Mali€HTIB J0CATAIH JIHK HBV 5 <400
womiit / Ma Ha 72 Tvknui. 31 3 32 maiuienTiB mo npudMand HYKI€03(T)HH TAKOK N0 1BOro
npuitmanu namiByanH. Ha 72 TiokHl 96% (27/28) IMYHOAKTUBHHMX namienris (HBV JHK >10
xomiit / M, ALT y cuposartii kpoBi> 1,5 X ULN) y rpyni JIKyBaHHS TeHO(OBIpY AU30TIPOKCHITY
dbymaparom i 0% (0/32) nauientis rpyna nnaue6o mana JJHK HBV <400 xomiit / M. Cimzaecat i
o'sth BigicoTkiB (21/28) IMYHOAKTUBHHX malienTiB y rpymi 3 TEHO(OBIpY IU30TIPOKCHIY
dymapaTom mMaau HOpMalbHY ALT na 72 THKHi nopiBrsHo 3 34% (11/32) y rpymi 3 mwianedo.
JKoseH 3 BUIIPOGOBYBaHWX HE BiINOBIIaB TIepBHHHIN KiHIEBIH TOUIl Oe3TeKH: 3HIKCHHSA MIIK
MoTepekoBoro Bty xpedra Ha 6%. Y cy0'exTiB, AKI OTPHMYBaJIH TeHO(OBIPY JU3OIPOKCHITY
¢ymapar abo nnauedo, cepens (SD) Z-o1iHKa MONEPEKOBOTO Biauiny xpe6ra cranosuia -0,43
(0,764) i -0,28 (0,813), a cepeans 7-OLiHKA 3aradbHOl MacH Tijla CTAaHOBHIIA -0,20 ( 1,126) 1 -
0,26 (0,878), BiANMOBiJIHO, HA IOYATKOBOMY pipni. Cepenns (SD) 3Mmina Z-noxazuuka MIIK
HorepexoBoro Bimimy XpeGTa Bil BUXiIHOTO piBHA 10 72-r0 THXHA Y cyG'eKTiB, SKi
OTpUMYBaIH TeHODOBIP AN3ONPOKCHIT dymapar, ckinana -0,05 (0,310) 1 0,07 (0,377) y mauieHris,
ki orpumyBamu Tiaue6o. Cepems 3MiHa 7-nokasauka MIIK Bchoro Tina y cy6'ekTis, sKi
OTpUMYBAIH TeHOMOBIpY AM3OMPOKCHITY pymapar, cKiaia 0,15 (0,379) i 0,06 (0,361) y X,
XTO OTPMMYBaB 1U1a1eb0

7-nokasuuki MILK He KOPHryBajucs IIONO BUCOTH i Barm. Cepeuiil BiICOTOK 301TbIICHHS
MIIK Bcboro Tima Ta MOTEPEKOBOTO BiLIUTY xpe6Ta BiJl BUXIZHOTO PIBHS 0 72-T0 THXHS
cTanoBuB 2.84% i 4,95%, BimmoBiAHO, y CyO'eKTIB, SIKI OTPUMYBAIH TeHO(HOBIpPY JM3OMPOKCHITY
dymapat. L{i cepeaHi BiICOTKOBI 36inpienns MIIK y BcboMy Tili Ta MONEPEKOBOMY BiJLIUTE
xpebra cranoBumm 2,53% i 3,19% wmeHme, BiIMOBIZHO, Y TIOPIBHAHHI 3 CyO'€KTaMH, K1
oTpumyBamu mianeGo. Y Tphox CyO'eKTiB Y rpyri TeHodoBipy AM30MPOKCHIY QymMapaty Ta y 2
cy6'exTiB y rpymi miane6o crocTepiranocs sSHIKeHHs = 4% B MIIIK xpeOra.

€BponeiicbKe areHTCTBO 3 JIKapChKUX 3ac00iB BijIKJIano 3000B'A3aHHS NIPEACTABUTH PE3YJILTATH
JOCTiKeHs 3 TeHo(OBipy AM30MpoKcHily Gymapary B onHiit abo JEKiNBKOX MiArpynax
HacesieHHss auTsdoro Biky 3 BIJI Ta XpoHIdHOMY rematuti B (amB. iHbopMamig Ipo
BUKOPUCTAHHS B IMeiaTpil B po3aini 4.2).

5.2 ®apMaKoOKiHEeTHKA

Tenodopipy auszonpokcuiay (Gymapar — Le POIUMHHUH Y Boji edip Tporpenapary, SKHH
IIBHJIKO TIEPETBOPIOETBCS in vivo Ha TeHO(OBIp Ta (dopmanbaerii.

TenodoBip NepeTBOPIOCTHCS BHYTPIIHBOKITHHHO Ha tenodopipy MoHodocpar Ta Ha
aKTHBHMI KOMIIOHEHT — TeHodoipy audocdar.

Bemoxmyeanus

Ilicns mepopansHoro BeejenHs BlJI-iHdikoBaHuM narieHTaM, TEHOQOBIPY AU3ONPOKCHITY
(hymapar IBHIKO BCMOKTYEThCS Ta MEPETBOPIOETRCS Ha ternodosip. Ilicia BBeIleHHs YMCIEHHUX
103 TeHo(hOBIpY AM30MpOKCHIY (ymapary 3 IKerO BUJI-indikoBaHuM Talli€HTaM CepejHi
(xoedinient Bapiauii, % [CV,%]) 3HaueHHs Cmaxs AUCg.o Ta Cyin TeHODOBIPY CTaHOBHIN
326 (36,6 %) Hr/Mmi, 3324 (412 %) urror/mn Ta 64,4 (39,4 %) Hr/Mn BIJITOBIJTHO.
MakchMasbHi KOHIIeHTpalii TeHO(OBIpY CIOCTepIiralThes B cHpoBaTIi KpoBi B Mexax |
FOJMHM TiC/S BBEJEHHS HATIIE TAa B MEXax 2 TOMH, SKIIO HOTo NpuiiMard 3 DKerO. ITpu
[1epopaILHOMY BBEIEHHI TEHO(OBIPY AM30NPOKCHITY ¢ymapaTy malieHTaM Hatie rnepopaibHa
61010CTYTHICTE cTanoBHIIA TPHGIM3HO 25 %. BBeneHHs TeHO(OBIPY AU30MPOKCHITY hymapary 3
GaraTor Ha SKUPH [Kel0 MiJBUILYBATO MEPOpanbHy Oi0AOCTYIHICTb, HPU LLOMY 3HAYCHHA AUC
tenodosipy 36inbLryBanocs mpudausHo Ha 40 %, a Cmax — npubmuzso Ha 14 %. Ilicns nepiol
11031 TeHO(OBIPY IM30MPOKcHiy (ymapary, OTpUMaHoi nicis 6araTol Ha XUpH Kl, MeJlaHHe
snaucHHs Cpgx B CHpOBATIL Oy/10 B Jiana3oHi 3HaueHb Bil 21§%5‘78%9£mﬂ Tipoid: BeeaeHHs
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TeHO(hOBIpy AM30MPOKCHIY (ymapary 3 JIErKo {’kel0 HE Majo ICTOTHOTO BIUIMBY Ha
hapMaKoKIHETHKY TEHODOBIPY.

Posnodinenns

[Tics BHYTPIIHBOBEHHOIO BBEICHHA CTAllOHApHUH obesr po3noainy TeHodoBipy OIIIHIOBABCH
npubmusno B 800 M / kr. licis nepopajibHOro BBEACHHS TeHO(OBIpY AM3OMPOKCUIY QymapaTy
TeHoQoBip moTparuiie 0 OararboX TKaHWH, TIpH oMY  HaiOlabLi KOHIIEHTpaLl
crocTepiraloThcsl B HUpKax, MEUiHIl Ta y BMiCTI KMINEYHUKY (IOKIiHIYHI OCIiJUKEHHs).
38’ s3yBanHs TeHo(pOBipy 3 GinkoM miasmu abo cHpOBATKH KpoBi in vitro cranoBuno Meniue 0,7
ta 7.2 % BIANOBINHO, B Aiana3oHi KOHUEHTPALii tenodogipy Bix 0,01 10 25 MKT/MIL

Biompancgopmayia

Jloc i IKeHHS in Vitro OKa3am, Mo aHi TeHO(OBIPY AM30MPOKCHITY dymapar, ai TeHo(OBIp He
¢ cy6erpatamu dpepmentis CYP450. Jlo Toro x, npu KOHIIEHTPALIisSX 3HAYHO BUIIMX (IpHOIH3HO
y 300 pasiB), HiK Ti, IO CHOCTEPIralOTheA in vivo, TenodoBip He iHriOyas MeTabOIMI3M
Tpenapary in vitro, 10 OINOCEPEIKOBYBABCS OyIb-AKUMH OCHOBHMMH i30(opMamu CYP450
JOIMHY, 110 GepyTh ydacTh B GioTpaHcdopmauii mpernapary (CYP3A4, CYP2D6, CYP2C9,
CYP2El. a6o CYP1A1/2). Temodosipy amsompokcwiy dymapar MpH KOHIEHTpaIii B
100 MkMONIB/1 He BruEBaB Ha 6yab-ski isopopmu CYP450, 3a BHHATKOM CYP1A172, ne
crioctepiranocss HeszHaude (6 %), ane CTATUCTHHHO 3HAUYIIC 3MEHIIEHHS MeTadoi3My
cyGerpary CYP1A1/2. OTxke, ManomMOBIpHO, WO 3a y4acTio TeHo(OBIpY AM3OMPOKCHITY
(ymapaTy Ta TiKapChKAX MpenapaTis, sKi metaboisyrorbest CYP450, MaTHMYTh MicLe KIIHIYHO
3HAYYII B3aEMOJIII.

Buseodenns

TenodoBip rOJOBHUM YHHOM BHUBOAMTHCS HMPKaMH SK ILIAXOM dinpTpaiii, Tak 1 aKTHBHOIO
TyGyISpHOIO TPAHCIIOPTHOK CHCTEMOIO, NpPH UBOMY miciast BHYTPIIIHBOBEHHOIO BBEJICHHS
npu6mizno 70-80 % 1031 BMBOJMTHCS B HE3MIHEHOMY BUTILSI 13 cedero. 3arajpHuil KiipeHe
6yno ouineno mpubauzHo B 230 Mi/ron/Kr (mpu6ausno 300 mi/xs). Hupxopuid KnipeHe Oyio
omineno mupubmmzno B 160 Mu/rog/xr (6mmspko 210 MJI/XB), 11O IIEPEBHINYE IIBUIKICTH
raomepyJispHoi ¢inerpanii. Lle Bkasye Ha Te€, 11O TyOyJIsipHa CEeKpEllisl € BaXKJIUBOIO YAaCTHHOIO
puBeeHHs TeHoosipy. ITicis mepopaibHOro BBEIEHHS OCTATOYHWH repiojl HariBBUBEIECHHS
TeHOo(OBIpY cTaHOBUTSH Bix 12 10 18 roauH.

JTOCIHiJUKCHHIMY GYJI0 BCTAHOBICHO, LIO MIJIAXOM aKTHBHOL Ty6yspHOi cekpellii TeHO(hOBIPY €
BXUHMH MOTIK Z0 TMPOKCHMATbHOI KaHambIeBOl KIITHHH 3a JIOTIOMOrOIO TpaHCIIOpTEPIB
opraniusoro iony mommuu (hOAT) 1 Ta 3 1 BuXiAHWH [IOTIK JIO cedi 3a JOIIOMOroio
PEe3UCTEHTHOTO /10 GaraThox mpenapatis 6inka 4 (multidrug resistant protein 4 — MRP 4).
Jliniunicmb-HeainiuHicms

TMokasunky apMakoKiHeTHKH TeHO(DOBIpY He 3anexkand BiA A03H TeHOo(OBipY AM30IPOKCHILY
dbymapaty B aiamazosi Bix 75 1o 600 Mr Ta He 3a3HaBalM BIUIMBY MOBTOPHOIrO BBEACHHA MPH
Oy 1b-KOMY PIBHI JI03H.

Bix

dapMaKOKiHETHUHI JIOCII/DKEHHS 3a y4acTIO NAli€HTiB JITHBOTO BiKy (moHajx 65 pokiB) He
HIPOBOIMITHCS.

Cmamb

OBMEKeHT tani 3 PapMAKOKIHETHKHE TeHODOBIPY y KIHOK BKa3ylOTh Ha Te, 10 (akTop cTaTi HE
Ma€ 3HaYHOTO BILIUBY.

Emuiuna HanexcHicmb

dapMaKOKiHETHKA Y Pi3HUX €THIYHNX IpyNax cneuiaibHo He JOCITIIDKY Ba1acs.
Sacmocyeanus Qimsam ma nioaimkam
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Crauionapui $hapMaKOKiHeTHUHI MOKa3HUKM tenodoBipy ouinioBamich y 8 BIJI-indikoBaHux
nanienTiB-niuliTKiB Bikom Bia 12 10 18 pokiB 3 Macoro Tina > 35 kr. Cepenniit mokasHuk (= CB)
Cpnax cTaHoBuB 0,38 £ 0,13 Mxr/mi, AUC 1y —3,39 £ 1,22 MKr-roa/miL. Excrio3uiis TeHodoBipy
y NalieHTIB MiATITKOBOrO BiKY, IO OTPUMYBAIHA monento 300 Mr TeHoGOBIPY AU3OTIPOKCHITY (y
parAl Gymaparty), Oysia moniGHOO 10 eKCIIO3MINI, 1110 Jocsiranacs y JIOpOCIuX MalicHTiB, AKI
orpumysami mogenno 300 mr TenohoBipy AN3OMPOKCHITY (Y BULISI hymapaTy).

Xponiunuii zenamum B: CramioHapna 1OKa3HHKH TeHO(OBIPY Y XBOPHX Ha HBV-iHdikoBanmx
migmiTkis (Bix 12 mo <18 pokis), mo OTpUMYBAIH TEPOPATLHY 1060By 103y TeHODOBIPY
nusonpokcuny dpymapary 300 mr, 6yna [OIGHOIO 10 MOKA3HUKIB JOPOCIHX, SKI OTPUMYBAIH
71034 TeHO(OBIpY Au30npoKcHIy Qpymapary 300 mr.

V giteit BikoM mo 12 pokiB Ta y HiTe#H 3 NOPYMICHHAM byHkii HUPOK apMaKoJIOrivHI
JOCTiKeH s TeHODOBIPY AM30IPOKCHITY dymMapary 300 Mr HE TPOBOAMIIHACS.

Hupxogi nopyuienns

[TapameTpu (apMaKOKIHETHKH TeHO(OBipy BH3HAYATUCS MICIS BBEJICHHS OJIHOPA30BOl J103H
300 mr Terodoripy auzonpoxcuiy 40 neindikosanum BIJI ta HBV HamieHTaM 3 HUPKOBHMH
TTOPYIIEHHAM PI3HOTO CTYTIEHS, 110 BU3HAYaIHCs BIATIOBI/IHO 10 BUXiZHOTO 3HAYEHHS KIIPEHCY
kpeatuniny (CrCl) (HopmanbHa dyskuis mupok, sxmo CrCl > 80 mir/xs; HEeBENUKI NOpYIICHHS
— mpu CrCl 50-79 Mu/XB; noMipHI — TIpH CrCl 3049 mu/xs ta Tsxki — npu CrCl 10—
29 m/xB). TlopiBHSHO 3 Tali€HTaMH 3 HOPMAIBHOIO (yHKIIIEFO HUPOK CepelHs EKCITO3M IS
(% CV) no tenodosipy 30inpummiacs 3 2 185 (12 %) ur-roa/mi B ocid 3 CrCl > 80 mu/xB 110
izmoimo 3 064 (30 %) ur-rox/mn, 6 009 (42 %) ur-ron/mn Tta 15985 (45 %) Hr-TOm/MI Y
NalieyTiB 3 He3HAYHMMH, TOMIPHUMH Ta TSKKHUMHU MOPYIICHHAMH dyHkuii Hupok. OUiKyeTbes,
110 36UIBIIEHHS 1HTEPBATY MK BBEIEHHSM Ipenapaty MpusBeIc 10 GINBIT BUCOKHMX I1IKOBHX
KOHIIEHTpalii B TU1a3Mi KpoBl Ta MEHIINX piBHIB Cpin Y TALlIEHTIB 3 HUPKOBAMHU MOPYIICHHAMH
TOPIBHAHO 3 MAIliEHTaMH, 110 MaloTh HOPMAIbHY ¢ynxuiro mupok. KiiHiuHe 3HaUYEHHA 1BOTO
HEBIJIOME.

V nalieHTiB 3 TEPMiHAIBLHOIO CTAi€I0 HUPKOBOT aenoctatnocti (TCHH) (CrCl < 10 Mit/xB), sKi
notpebyBany reMofiamidy, KOHLEHTpauil TeHo(OBipy MiX CeaHcaMM Juaiisy 3HAYHO
36IIBITYBATMCS TIPOTATOM 48 rOAMH, NOCATAalOMH CEPEIHBOTO 3HAUCHHA Cmax 1 032 5r/™Mn1 Ta
cepennporo 3naueHHst AUCo.asy 42 857 HITOJI/MIL.

PekoMEeHI0BaHO0, 100 iHTepBal MiX BBEACHHSAMH TEHO(OBIPY JAM30IPOKCHITY Gymapary B 103i
300 mr Gys 3MiHEHHWIl y MalienTiB i3 KIIpeHCOM kpeaTuHiny < 50 MJI/XB i y TMAlli€HTIB, AK1 BXKE
matoth TCHH ta moTpe6yroTs mianisy (2uB. po3fin 4.2).

dapMaKOKiHeTHKa TeHO(OBIpY Y MAaUieHTIB, ki mepeOyBalOTh Ha reMojianisi, 3 KiipeHcoM
kpeaTuniny < 10 MJI/XB Ta y NALi€HTIB 3 TCHH, KOHTPOTIOBAHHS CTAHY SKHX 3HiHCHIOETHCA
LIISIXOM TIePUTOHEANBHOT0 abo iHmUMI hopMamy Jiani3y, He J0CIiKyBanacs.
dapMaKOKiHETHKA TeHO(OBIPY y MAUIEHTIB AUTIIOTO BiKY 3 MOpPYIICHHAM (YHKIIT HUPOK He
supuena. Hemae nanux, ki 6 1aBaii peKOMEHIalii o0 1031 (1HB. posninu 4.214.4).
levinkogi nopyuieHHs

OjnopazoBa j03a TeHodoipy ausonpokcuty 300 Mr BBoaMIACH neindikosanum BIJI Ta HBV
MarieHTaM 3 pisHUMH CTYNEHSMH TNEYiHKOBHX MOPYIIEHb, 10 BH3HAYAIHCA BIZATIOBIHO 10
xinacudixanii Yaitnga — [T'10 — Typkora (HIIT). IlapameTpn dbapMakoKiHETHKH TeHO(OBIPY
[CTOTHO He 3MIiHIOBANMCS Y TAIEHTIB 3 TOPYIICHHSAMM TEYiHKH, IO BKa3yBalo Ha Te, MIO
moTpeGu y Kopuiysanni dosu Hemae. Cepenni (o CV) 3navueHns Cmax Ta AUCq.. TeHODOBIPY
cranopumn 223 (34,8 %) nr/mi ta 2 050 (50,8 %) Hr ro/mn BiAMOBiAHO Y 0cib Ge3 meuiHKUBUX
nopymens, 289 (46,0 %) ur/mn ta 2 310 (43,5 %) HTTO/MII Y 0Ci0 3 MOMIpHUMM TTOPYIICHHAMH
dbyskuii medinky Ta 305 (24,8 %) ur/mn ta 2 740 (44,0 %) HE TOA/MJP Y, QCI0 43, TKKHMH
[e4iHKOBUMH MOPYIIEHHAMHU. NEPEXNAK BARVI A3

o nrTARHUN
NPEACTADRAR
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BHympiuibOKimMUuHHa apMaxkoKiHemuka

YV MOHOHYKJICApHHX KIiTHHaX TepudepiiHoi KpOBi JIOMHM, IO HE BUITBOPIOIOTHCS, repion
HanipBHBeIeHHS TeHoQoBipy mdocdary CTaHOBATH MPUOIM3HO 50 roauH, TOMI sK TeH
MOKA3HUK y CTUMYJIbOBAHUX diroremarmoriudinom PBMCs cranoBuB npuGiu3Ho 10 roguH.

5.3 Jloxainiuni gani moao He3nexn

Hexminiuni nocimiukeHHs (apmakonorii Oesnekn He TOKa3yloTh ocobimBol Hebe3neku s
OJMHK. Pe3ynbTaT A0CIiDKeHb TOKCHYHOCTI TpH TIOBTOPHUX Z03aX Ha urypax, cobakax 1
MaBIax IpH PiBHAX BIUIMBY, 1O MEPEBULLYIOTH a60 € PiBHUMM PIiBHSM KIIHIYHOTO BIUIMBY, 1,
MOJKIIMBO, BIAHOCATBCS 10 KIIHIYHOTO 3aCTOCYBaHHA, BKIIOHYAIOTH TOKCHYHICTH Il HHPOK 1
KiCTOK, 1 3HWKeHHsS KoHUeHTpauii docdary B cupoBaTili. TOKCHUHICTB KiCTOK Oyna
JiarHOCTOBaHa SK ocTeoMasIsiis (Y MaBIl) i 3HHKEHA MiHepaJibHa LIiTBHICTH KICTKH (MIIK) (y
1rypis i co6ak). TOKCHUHICTB KICTOK Y MOJTIOAMX JOpOC/IHX mypiB i cobak crocrepiranacs npu =
S-kpaTHOMY BIUIMBI Ha niteil abo A0pociMX MamicHTiB, TOKCUUHICTbH KICTOK BHHHMKala Y
JOBEHUTLHUX 1H(QIKOBAaHUX MaBIl MPH JIyKe BUCOKMX JI03aX ficist mimKipHOTO BBEUEHHS (= 40-
KpaTHa eKCIIO3MIlis y maiieHTis). PesynbTatd JOCTIiDKeHb, TPOBEICHUX Ha IIypax i MaBmax,
[OKa3aJq|, MO BiAGYIOCS 3MEHUICHHs IOB'S3aHOT0 3 PEIOBHHOIO BCMOKTYBAHHA dbocdaty B
KHUIIEYHAKY 3 MOYKIIBUM BTOPHHHNM 3HIKCHHSIM MILK.

JlocHiKeHHS. TEHOTOKCUYHOCTH BUABHIIHA [103UTHBHI pe3yJIbTaTH B aHalisi jiMpoMH MHUII 7
vitro, JABO3HA4YHi pe3ylbTaTH B OAHOMY 3 mTamiB, BAKOpHCTaHMX B TecTi Eimca, I cnabo
nosutuBHI pesynsrath B Tecti UDS B nepBHHHMX remaTolUTax IIypa. Onunaxk BiH OyB
HeraTMBHUM B aHATI3i MIKpOsAep KiCTKOBOrO MO3KY MHIIEH in vivo.

JlocmikeHHsT KaHLEPOTeHHOCTI NIPH [epopaibHOMY BBEJEHHI Ha UIypax i MHIIAX BHUSIBHIM
TiNBKH HH3BKY 9aCTOTY ITYXIHH JBAHAILSITUIIANON KHIIKA MPH HaJ[3BUYAWHO BHCOKHMX J03aX Y
vureit. Ll myxsmny HaBpsig M OyayTh MaTH BIIHOIICHHS 10 TIOHEH.

PenpoayKTHBHI AOCIIDKEHHs Ha IMypax i KpoJMKaxX He BHSBMIM BILTHBY Ha CllapoBYBaHHA,
epTHIBHICTS, BariTHICTH abo mapamerpu mioaa. OnHak TeHo(hOBipy JM30TPOKCHITY (hymapar
3HIKYBAB IHJEKC JKUTTE3[ATHOCTI 1 Bary IUYHEHAT B rnepiHaTalbHUX Ta [MOCTHATAIbHHUX
OCTUDKEHHSIX TOKCHYHOCTI TIPH 033X, TOKCHYHUX JUTS MaTepi.

Jlitoua pedoBuHa TeHODOBIPY AM30MPOKCHIY hymapat i 1Or0 OCHOBHI MPOIYKTH MEPETBOPEHHS
¢ CTIiKMMM B HABKOJMIIHBEOMY CEPEIOBHMIILI.

6. DPAPMAIIEBTUYHI JAHI

6.1 Tepeik JIONOMIZKHUX PE1OBHH

Hopo mabnemxu

JIakTO3¥ MOHOTIApAT, MIKpOKpHCTaliuHa LENI0I03a, KpoXMailb TpeXkeaTHHI30BaHUi, HaTPIIO
KpOCKapMeso3a, MarHito creapar.

IInigkoee nokpumms

[inpomenosa, JAKTO3X MOHOTIApAT, THTaHy MIOKCHI, TPHALCTHH, FD&C Blue # 2 / Indigo
Carmine AL ta FD&C Blue # 2 / Carmine Aluminum Lake.
6.2 HecymicHicTh

He 3acTocoByeThes.

6.3 Tepmin npuaaTHOCTI

24 micsaui.

6.4 Crieniaabni 3am00i:kHi 3aX01M NpH 30epiranui
3Gepitaiu upu remieparypi ne sumte 30°C. 36epiratu B OpHTIHAIBHIN YIIAKOBIIL.

6.5. XapakTepHcTHKA Ta BMICT Tapu

[To 30 TabreTok y Giomy Henpozopomy (akoHi 3 HOMETHIIEHY BUCOKOT miibHOCTI 06’ emoM 60
cM3, 3aKPUTOMY IUIIBKOIO 3 MOJIECTPY Ta KPUIIKOIO 33 MM, 110 MA€ 3aXUCT Bij giteit. B KoxHUHA
(hnakoH pazom 3 TaGrieTKaMy BKIaAeHo | wuminap 3 1r chsikaresmo.
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6 Crenia/jibui 3amodizKHI 32X0/1H 110/10 yTizauii Ta inmoi 00podbxn

HeBHKOPUCTAHMH JTIKAPCHKUH saci6 200 BIAXOAM [OBHHHI YTUIII3YBaTHCS BI/IIOBIJIHO 1O
MiCLIEBAX BUMOT.

7. MMocTavuaabHUK

Jlaypyc Jlabc JlimiTen

2-it noepx, Cipen Yembepc, Poya No7, Banpxapa Xijic, Xaiinepabazn - 500034. Tr st/

Laurus Labs Limited 2nd Floor, Serene Chambers, Road No.-7, Banjara Hills, Hyderabad -
500034. India.

8. IATA OCTAHHbBOT'O NEPETJIALY

Yeprens 2017

boresana Peectp. Homep:

NAFDAC Peectp. Homep:

Tanzanis Peectp. Homep:

3ambis Peectp. Homep:

3im6a6se Peectp. Homep:

ORANHHA

PEACTABHWH
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Jncrok- Baaaum: Indopmanis 115 namienTa
Tenodosipy An3onpokcuay gpymapar

VBakHO NpPOYMTAiiTe BeCh BKIAMMII, Hepel THM SIK pO3MOTaTH BHKOPHCTAHHS
HBOI'0 MEIHTHOTO 3acoby, TOMY 10 BiH MICTHTEL BAKINBY /LTS Bac indgopmaniio

e 3@epiraiite 1eil Bxaaauir. Moxianso BaMm norpedyerses npounTaT HOTO 3HOBY;

e Skmo Bu Oyaere MaTH Oyib-siKi Mojaibini TMTamHs, 3amaiite iX Iikapio abo
apmaneBTy;

e Meuunuii 3aci6 Oys nporucanuii Tinbku Bam. He nepejasaiite #oro y BUKOPUCTAHHS
{HIIMM 0coGaM, HaBiTh KOJIM BOHH MalOTh NPH3HAKH 3aXBOPIOBAHHA imenTHuHI BammmmM;

e V pa3si BUHUKHEHHS NOOIYHMX edexTiB, 3BEPHITBCS 0 JKaps ab6o ¢apmanesra. Lle
TaKoXK BKIIoUac B cebe MoGiuHi eheKTH, sKi He BKa3aHHI y HBOMY pramuini. JuBiThCs
MyHKT 4.

3MiCT ULOr0 BKJIAJIHINY

1. IIlo Take TaGineTKy TeHO(OBIpY AM30MpPOKCHIly GymMapary, Ta JUif HOoro BOHHA
BHKOPHUCTOBYIOTBCS;

[1{o By MOBHHHI 3HATH NEPE TUM K TPUAMATH TabeTku TeHO(POBIPY JM3OIPOKCHITY
bymapary;

Sk mpuitmaTy Tab1eTkH TeHODOBIPY IM30TPOKCHITY dbymapary;

Mokl no6iuHi edekTH;

sl 3GepiraTu TabneTKH TeHO(OBIPY AM30IPOKCHITY bymapary;

3MicT ojHi€l YITaKOBKH Ta iHIIa iHpopmallis.

(o WU R SR UR

Slkmo TadaeTku TeHodoBipy AM3onpokcuIy Gymapary oymam nponucani Bamiii qurusi,
Oy/b J1acka 3BepHITH yBary, o Best ingopmanis y nboMy BKJIAJNIII CTOCYETHCH Bamoi
i (y boMy BHITAXKY Oyab Jacka ynTaiite «Bama anTuaa» 3amicTh «Bu»)
1. Ilo Take Ta6aeTkn TeHodoBipy AM30NMpoOKCHIY ymaparty, Ta Ajsi 40ro BoHH
BHKOPHCTOBYIOThCSI.
Tabnetku TenooBipy am3onpokcuiay Qymapary MicTATh JiFOUy PEYOBHHY MepHOPOGIPY
duzonpoxeun. 114 Aitoya pedoBHHA € AHTUPETPOBIPYCHUM ab0 aHTHUBIPYCHUM IpenapaTom AKUH
BUKOpHCTOBYeThes y JNikyBauai BIJI aGo BI'B a6o obox. Tenoopip - e HYKJICO3UIHUI
{HTI6ITOP 3BOPOTHOT TPAHCKPHUIITA3H, BIIOMHUH 5K HI3T. Bin BTpy4aeThesi B HOpMAIbHy poOOTy
ensuMiB (y Bunaaxy BlJI seopomuy mpanckpunmasy, y BUIIAAKY renaTHTy B JIHK-nonimepasy)
Korpa Heobxinna Bipycam s camoBiarsopenHs. Ilpu nixysanni BIJI, tabnetku Tenodosipy
au3onpokcuiy Gymapary HOTpiOHO BHKOPHCTOBYBATH Y KOMIUIEKCI 3 IHIMUMH MEIUYHUMH
3acobaMu.
Tabaerku Tenodosipy auzonporenay Gpymapary ue giku npori BLI (Bipyc ImyHOedinuTy
JTroamun) indexuii. TabneTkn MOXKYTh NpUAMAaTH:
¢ Jlopocai
e Ilimtitkn Bikom Biax 12 g0 18 pokiB, sKi Bke NPOXOIMIH JIKYBAHHS IHIIAMHU
3aco6amu 11poti BIJL, ki BTpaTHIIM CBOIO NOBHY €()EKTHBHICTD Y 3B’SI3KY 3 PO3BUHEHHAM
HEeCTIPUIHATIMBOCTI, a00 BU3UBAIM M0OIUHI edexTn.
Tadaerkn Tenodopipy auzonpokcwiay (ymMapary € TaKoXK JIKaMH npoTH XPOHIYHOI 0
renatuty B, BI'B indexuii.
(Bipyc I'enatuty B). TabneTku MOXKyTh NpHiAMaTH:
e Jlopocai
o IlinaiTkn Bikom Bix 12 10 18 pokis
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Bam ne norpiéno maru BUT mod nikyBaTHCs TabeTKaMu TeHOOBIPY AU30NPOKCHITY dymapary
Bia BI'B.
[leii 3aci6 ne Bumikosye Bl indexuito. puitmMaioun TabJIETKH TeHO(OBIPY JAM3OTIPOKCHITY
dhymapaTy Bce 1€ MOXKeTe OTpUMAaTH indexuii aGo iHmi xBOPOOH non’sizani 3 BUI indexieto.
Bu Takoxk 3natHi nepenatu BUT a6o BI'B inmmm ocobaM, TOX BaXKIMBO NPHUAMATH sanobiratoui
i, 100 yHHKHYTH 1H(IKyBaHHS IHITHX ocib.
2. [1lo Bu noBHHHI 3HATH Nepel THM 3K npHitMaTH Ta0JIeTKH TeHo(oBIpY AM30NMPOKCHIY
dymapary.
He npuitmaiite TaG1eTKy TEHOPOBIPY AM30MPOKCHITY dbymapary

e SKIO BM MaeTe anepriro Ha TeHO(OBIP, TenooBipy Au3onpokcury (ymapar abo Ha

Oy ib-5IKi 3 IHIIMX CKJIAJ0BUX LHOTO 3aco0y, BKa3aHWX y TYHKTI 6.

%
|
|
] e SKIMO 1le TAaK, TO HErafHO IOBIJIOMITH CBOTO nikaps, Ta He TpuiiMaiTe TabJIeTKH
{ TeHodOBipy AM30MPOKCHIY pymapary.
|
‘ [Toneperkenns Ta 3aM00iKHI 3aX0/1H
[ocminkyiiTecss 3 jikapem abo (papMaueBTOM HMEPEL THM, HK npuitMaTH TablNeTKH TEHODOBIPY
JM30TIpOKCHITy ymapary.
e Vuukaitre indikysanus iHmmx ocid. By Bee me sgarthi nepeaasatu BLJI, mpuiiMaroun
i 7KW, Xouya PHCK LBOTO 3HWKEHHH edeKTHBHOIO aHTHPETPOBIPYCHOIO TEPAIIIEXO.
OGroBopiTH 3i CBOIM JiKapeM 3arodiXkHI 3aX0MH HeoOXiaHi mo6 YHUKHYTH iH(IKYBaHHS
iHmmx ocio.
o I[locminkyiitecs 3i cBoimM Jikapem a6o ¢apmauesTom sikmo Bu  maere
3aXBOPIOBAHHS HHPOK, 200 SIKIIO TEeCTH IMOKA3aIH 1Mo Bu maere npoduemu 3
uupkamu. Tabierku TeHOQOBIPY IH3OTPOKCHILY bymapary He MOXHA JaBaTH
:. MiZUTiTKaM, AKIO B HEX € npobiemu 3 Hupkamu. Ilepes modaTkoM nikyBanHs, Bau nikap
: MO’e [IPOBECTH aHAJi3W KpOBi, MOG BICBHUTHCA Y HOPMATBHOMY $yHKIIOHYBaHHI
i Bammux Hupok. Tabnetkn TeHOGMOBIPY AM30NPOKCHITY ¢ymapaTy MOXYTh BIUIMBATH Ha
Baui HEPK# POTATOM JiKyBaHHs. Bamm jiikap MOXe IMpOBOJUTH aHAIII31 KPOBI MPOTATOM
NikyBaHH#, MO6 CIiAKyBaTH 3a pobororo Bammx HHPOK. Slkmo BM TOBHONITHI, Bau
nikap Moke pekomeHayBaTH Bam mpuiMmaTH tabnerkn pimme. He 3MeHurynTe
MpoTHcany 03y, AKulo Baun jikap He cKa3as Bam ne 3pooutu. TabneTku TeHO(OBIPY
; JM3ONPOKCHILY (yMapaTy 3a3BHdaii He MPUAMAIOTH pasoM 3 THIIMMM JIIKaMH, SKI MOXKYTh
nopywuT poborty Bammx HHPOK. (IMBITBCS  {Hwi  MeouxameHmu md mabnemrku
menogogipa Ouzonpoxcuna gymapamy). Sxmo ue € He3GixauM, Baw mikap Oyne
nepeBipaTH pobOTY BAIMX HUPOK pa3 Ha THKICHB.

e Ilpobaemu 3 KicTkamMH. ICHYIOTH nopHosiTHI namiedTr 3 BIJI ki MOXKYTh PO3BUTH
KicHY XBOpOOY OCTEOXOHIpPO3 (BIIMMpPaHHA KICHOT TKaHMHHM BUKJIMKaHE BTPATOIO
[IOTOKY KPOBi /10 KOCTi) TIPH NPOXOKEHHI KOMOGIHOBaHOT AHTHPETPOBIPYCHOT Teparlii.
Cpok KOMOIHOBAaHOT aHTHPETPOBIPYCHOT Teparii, BUKOPUCTAaHHA KOPTHKOCTEPOIIiB,
BKMBAHHS AIKOrONIO, TSKKA iIMYHOCYIpecis, BUCOKMil iHJEKC MacH Tina, cepell
{HIIMX, MOJKYTh BHCTYNATH Yy pOJIi JEKiIbKOX 3 Oararbox (hakTopiB pU3HKY
po3suHeHHs i€l XBopoOu. [IpusHakamMyu 0CTEOXOHAPO3Y € CKYTICTh Cyr/1001B, TIOMOTa
Ta 616 (0cOBIMBO B CTETHAX, KONHAX Ta nue4ax) Ta yTpyAHCHHS IpH x0J1601. SKI1o
BU TIOMITHIM GYIb SKi 3 IIUX CHMITOMIB — TIOBIZIOMITE CBOTO JiKaps.

[Tpo6emy KicTOK (IHOAL 110 MPU3BOAATE 10 TPILIMH) MOKYTh TaKOXK BUHUKATH Y 3B’ A3KY

3 [OIIKO/UKEHHSAM T[PUYMHEHUM KIITHHAM HHPKOBOIO KaHAILIL (muBiThCS TYHKT 4

i ModiCuGi no6ouni ehexmu) .

7BAKOHAB

| NEPEKMAL
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o Tlocminkyiitec, 3 aikapem, sikmo Bu wmaere momepeani nevinKoBi
3aXBOpIOBaNNsl, BKMovaoun renarur. [lamienn 3 XBOpOOaMH  MEYiHKH
BKITIOYAIOUM XpoHiunumii renatut B abo C, KOTpi JKYIOThCH AHTHPETPOBIPY CHUMH
rpernapatami, MaroTh IiJBMIIEHHH pPU3MK BHHUKHECHHS THKKAX Ta HOTEHLIHHO
CMepTe/bHUX MEYiHKOBUX YCKIaJHEHb. SIKIIO BM XBOpi Ha TETATHT B. Bam nikap
obepexHo mnigbepe Halikpame JjikyeanHs s Bac. Sximo Bu panxime Manu
3aXBOPIOBAHHs TIeuiHKW, abo XpoHiuHy indexuito remartuty B, Bain JKap MOXKe
[POBOJIMTH aHaIi31 KPOBi 1106 cliaKyBaTh 3a poboToro Bamoi HCYIHKH.

e Quikyiite indexuiit. Sxmo BH Maere nporpecyiouy BIJI indexuiro (CHIJ) Ta

oTpuMaiy iH(pekuilo, Bu MoXkeTe MPOSBIATH CHMITOMH iHdeKUil Ta 3anambHOro
npoliecy abo0 TOTIpIICHHS CHMITOMIB icHyIo4oi iHGeKIil, K TUIbKH JiKyBaHHS
TabneTkamu TeHo(OBipy mM3OMpoKcHIy (ymapary posnounerhes. Ll cmmmromu
MOXKYTh iHAeHTH(IKYBAaTH Te, IO TOCHJIEHa iMyHHa cucrTema Baimoro Oprasismy
Gopethest 3 iHpexuiero. OuikyifTe Ta Hamaraitecs 3HaAHTH NPU3HAKM 3allalbHOIO
mpouecy abo impexiii He3aaoBro micias Toro sk Bu mowamm npuiiMaTtd TabNeTKH
tenooBipy ausonpokcuty (ymapary. SKimo BH MOMITHTE NPU3HAKM 3allajlbHOTO
nporecy abo indexuil, Bixpasy nosizomre cBOro Jikaps.
B 101aTOK 10 ONMOPTYHICTHUHMX iH(QEKIIH, ayTOIMyHHI posiamu (CTaH Y sKOMY
iMyHHa cHCTeMa aTaKye 310pOBI TKaHWHM OPraHi3My) Takok MOKYTh BHHMKHYTH
micns Toro sk Bu mounere mpuitMatn nmiku mpotn BT indexuii. AyToimyHHI
pO3JIaH MOXKYTh BUHUKHYTH 6arato MicsiiB micist moyartky jikysauus. fkio Bu
moMiTHIM GYab-gKi cuMnTOMH iH(eKuil abo iHII CHMITOMH SK-TO CJIa0KICTH Yy
M’s13ax, c/1abKICTh SKa MOYMHAETLCS B pyKaX Ta HOrax Ta IEepecyBaETHCSA B CTOPOHY
TynyGa, masnemnanii, TpeMop abo rinepakTHBHICTB, Oy/Ib Jlacka HEralHO MOBiZIOMITH
CBOTO JliKaps 100 MyKaTH HeoOXI1IHE JIIKYBaHHS.

o Ilocniakyiitecss 3 Bammum mikapem a6o ¢papmanesrom sikmo Bu crapmi 3a 65
pokib. Ta6netku TeHo(oBipy amsonmpokcuiy ¢Gymapary He OyiM IOCIDKEHHI Ha
MarieHTaxX crapmmx 3a 65 pokis. SIkmio BH crapmi 1boro BiKy Ta Bam mpommcani
Tabnetkn TeHodoBipy ausonpoxcwiy (ymaparty, Bamr nikap Oyme ciiakysaTtd 3a
Bamu nyxe perensHoO.

JliTy 1a niuniTen
Tabnetkn TeHodoBipy an3onpokcuiay GymapaTy npuaaTHi Jis:
e BLJI-1 indikoBanux niuriTkis Bikom Bix 12 10 18 pokis, Barorw Bix 35 kijorpam,
SIKi BKe MPOXOAMJIM JiKyBaHHs iHmMMM jikamu npotu BIJI, xorpi Oinemr He
MOBHICTIO e()EKTUBHI Y 3B’ 3Ky 3 PO3BUTKOM HECIPUAHATIMBOCTI, a00 BUKIMKAHUMU
noOIYHUME edeKTaMU.
¢ BI'B indikosani niiiTkn Bikom Bijx 12 10 18 pokis, Baroro Bia 35 kinorpam.
Tabnerku TeHohOBIpY AU30MPOKCUITY GymMapaTy He MPUIATHI U HACTYITHUX IPYyII:
e  BLJI-1 indikosani aitu 10 12 pokis
e BI'B indikosani gitu 10 12 pokis
3 NUTaHHbL J03YBAHHS AMBITBCS MYHKT 3, K npuiimamu mabdiemxu menopogipy
Qu30nNPOKCUNY ghymapamy
Inmi meaugni 3acodm Ta TadaeTku TenodoBipy an3onpoxcuay pymapary
lloBitomiTe cBOro mikaps ab6o dapmaierta, sk Bu npuiimaere, HelaBHO
npuiiMany abo MoKeTe npuiiMaTi y MaitOyTHEOMY OYyIb K1 1HII MEAUYHL3ac00H.
NEPEKNAA FAKOHAB
yno ekt
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e He npunuusiite npuiiom Oy 1b-SKMX MEAUIHUX 3aco6iB npotu B, mponmcanux Barim
JlikapeM, KOJIM B PO3NOYHETE MpHiioM TabIeToK TeHO(OBIPY AU30NPOKCHITY bymapary,
aKIo B MaeTe oouasi indekuii BI'B i BIJL

e He npuitmaiite Tabnerku TeHOGOBIPY AW3ONPOKCHIY dymapary, SKIIO BH BXKe
npuiiMaeTe U MEIHTIHI 3acO0H SIKi MICTSTh tenogosipy musonpokeuny pymapar. He
npuitMaiite Tabnerku TeHO(OBIpY AM30NpOKCHIy (dymapary pasoMm i3 MeIUYHUMH
3acobamu ski MicTaTh  azedoBipy mumiBokcua ( 3aci® SKWH BMKOPMUCTOBYIOTBH 1A
JIIKyBaHHs XpOHIYHOTO renatuty B)

e Jlyxe BAAKJIMBO MOBIIOMHTH CBOT0 JiKapst, IKIIO BH NpHiiMacTe iHnIi JTikn SKi
MOKYThH MOMKOANTH Bami HupKu.

I1e Bxmrouae B cede:

e  aMiHOIIKO3MIM, IIEHTaMinH, a60 BaHKOMIIMH (IpoTH GakepiaibHUX indexiii)

e amdoTepinun B (mpotH rpubkoBux iHEKLIH)

e (ocKapHET, FaHIMKIIOBIp, OpLHI0(OBIp, (IPOTH BipyCHHX iHpexiit)

e iHTepieykiH-2 (JUist JIKyBaHHS paKy)

e anedosip ainiBokcun (nmpotu BI'B)

e TakpoJjimyc (I IPUTHIYEeHHs IMYHHOT CHCTEMH)

e Hecrepoinni nporusananssi npenapari (HCII3IL, ski 1036aBsioTh BiJl KICHOTO abo
M 30BOT0 D0IIH0).

Inmi Meqmuni 3acodu siki micrsaTs auaanosun (nporn BLJI indexuii): TTpuifom Tabnetok
TeHo(pOBIPY AM3ONPOKCHITY QyMapary pazoM 3 iHIIMMM aHTHUBIPYCHHMH MEIHYHHMHU 3acobamu
9Ki MICTSITh JMIAHO3MH, MOKe IMIIABHMIINTH piBeHb AMIAHO3IHYy y Bamiif Kposi, Ta 3MEHIIHTH
apcenbHicTs CD4 kmiTuH. Piako 3amaneHHs NiIUUIYHKOBOI 3aJ03M Ta JIAKTAlMI03 (TOCTYII
MOJIOYHOT KHCJIOTH Y KpOB), #Ki iHOAI MOKYTb BHUKIMKAaTH CMEpTh, OyIM TNOBiIOMIIEHI
TPAIUIATHCS KOJM MEIMuYHi 3aco0M 100 MICTSTh TeHO(GOBipY aAM30mMpokcHiy (ymapar Ta
JMIAHO3MH IpHMaiMcs pa3oM. Bam jikap peTelbHO 3BicHTH Ta BuOepe, uM JikyBatH Bac
kKoMmbiHani€eo TeHoGOBIpy Ta AHAAHO3UHY.

e Takoxk BaKJIMBO NOBIIOMHTH cBoOro Jiikaps, skmo Bm npuaiimaere
nexinacsip/codocdysip nis gikysanns renatuty C.

B3aemonist Tab/eTok TeHodoBipy AM30npoKcHIy dpymaparty 3 Ker0 Ta HanosiMu
IpuiimaiiTe Tabaerku Tenodosipy ausonpoxceuay pymaparty pazom 3 DKer (Halpukiaza
CTpaBoro abo CHEKOM).
BariTHicTh Ta rojtyBaHHsi rpy/ulio
Sxmo Bu Baritai abo rojayere rpyUli0, BBaXKacTe 10 MoxeTe OyTH BariTHUMHU abo IUIaHyeTe
3aBariTHITH, CIUTaliTe MOpaaM Y CBOTO JKaps Mepejl TUM K IpUHMAaTH Lel MeIndHui 3aci6.

e Bu wHe noBunHI upuiimatu Tadaerku TeHodoBipy amsonpokcuay ¢gymaparty
npoTsAroM BariTHocTi, skimo Bu He y3roamiaum ne 3i cBoiM JikapeM. Xoua ICHYE
oOMexeHa KIiHIYHA CTAaTHCTHKA BHKOPHUCTaHHS TaOJIETOK TeHO(MOBIPY JM3ONMPOKCHILY
dymapaTy BariTHUMH >KiHKaMH, I1X 3a3BHYail He BHUKOPHMCTOBYIOTH, TilIbKH y pa3i
abCcoMoTHOT HEOOXIIHOCTI.

e HamaraiiTecss YHUKHYTH BariTHOCTI IPOTAroM JIIKyBaHHS TableTKaMH TeHO(ORIpY
JIM30MIpOKCHITy  (ymapatoM. Bu TOBHHHI BHKOPUCTOBYBATH e€(QEKTHBHMH METOJ
KOHTpaUeIii 3a/1/1si yHUKHEeHHS BariTHOCTI.
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1 o Slkmo Bu 3aBaritHiim, ado IUIAHYETE 4aBAriTHITH, 3amUTaiTe CBOrO JiKaps O
| MOJKJIMBMX IlepeBarax Ta pHU3HKax AHTHPETPOBIPYCHOI Teparii Ui Bac Tta Bawoi

"Ii JUTHHU. _

| e Slxkmo Bu npuiinsuin Tadaerku TeHodoBIpY AM3ONPOKCHITY dymapary 1 Hac
pariTHOCTi, Bam Jikap MOKe BHMAraTH TUIAHOBI aHANi3H KpoBi Ta iHINI JiarHOCTHYHI
TEeCTH 3ajUIsS CIIOCTEpPEKEHHS 332 PO3BUTKOM Bamoi auTvHU. Jlis aiTel, uui Mmarepi
npuitMani MeiuHi 3aco0M sK TabneTKH TenodoBipy Au30NpOKCHITY dymapary (HI3T)
IPOTSTOM BATITHOCTI, NO3UTHBHI CTOPOHHM  3aXHCTY HPOTH BipyCy nepeBaxkanu pU3NK
noGiuHuX edeKTib.

o He rojyiiTe rpy/ulio poTsroM JiKyBaHHs TabaeTkamMu TenoGoBipy AM30NPOKCHITY
dymaparom. Tomy 110 AiroYa peuoBrHA Y LUX niKax MmoTparsie y rpyAaHe MOJIOKo.

e Skmo Bu xkinka xsopa Ha BIJI a6o BI'B — He roayite rpyamo, o0 YHUKHYTH
repeiady Bipycy AMTHHI Pa30M 13 IPYJAHUM MOJIOKOM.

KepyBanHsi aBTOTPAHCIIOPTOM 200 IHIIMMU MeXaHIi3MaMH.

Ta6eTkn TeHODOBIpY AM3ONMPOKCHIY BymMapaTy MOXKYTh BUKINUKATH 3aaMOPOHCHH. SAxmo

Bu BiguyBacTe 3amaMOpodeHHs TpHiiMaioun  TabJICTKH TeHO(OBIpY  IU3O0NPOKCHITY

I Gymapary, He cijaiTe 3a KepMO aBTOMOGIIS abo BelOcHIea Ta He BUKOPHCTOBYiiTe Oy/b

SIKI IHCTPYMEHTH ab0 MeXaHI3MH.

Ta6aeriku TeHodoBipy AM30NPOKCHTY GyMapaTy MICTATh JAKTO3Y.

:f [MoginomiTe Bamoro gikapsi nepex npuiioMom Tab1eTok TeHO(QOBIPY AM3ONPOKCHIY

1_ dgymapaTy AKIIO BH MacTe HENEPeHOCHMICTh JIAKTO3H ab0 HenepeHOCUMICTh OyJb SKHX

‘ HIIMX caxapis.

3. SIx npuiimaTy TabaeTKH TeHO(OBIPY AN30NPOKCHITY ¢pymapary
3apkau npuiimMaiiTe Jiku came Tak, sk Bam jikap abo ¢papMaunesT ckasas Bam ne
d po6nTu. KoncymbryliTecs 3i cBoIM jlikapem abo (apMaleBTOM SIKILO BH MAETE CYMHiBH.
PexkomenjioBana j103a:
e Jlopocni: 1 TabieTka KoxkeH JeHb 3 [Keto (HalphKIaa CTpaBoko abo CHEKOM)
e T[limmiTku BikoM Bix 12 10 18, Baroto Ginbiue 35 kinorpam: : 1 TabieTka KOXKeH JIE€HD 3
i’ero (HalpHMKIIaj CTpaBolo ado CHEKOM)
Skimo BaM 0coGiMBO TPYIHO KOBTaTH, BH MOXKeTe BHKOPUCTATH KIHYHK JIOXKKH mob
] pozgaBuTh Tabnerky. IloTiM 3mimaté Mopomok 3, npubinuzno, 100 mu (miB crakaHa) BOJH,
aneTbCMHOBOTO COKY ab0 BHIITHEBOTO COKY Ta HEraHO BHIICHTE.
! e 3apxam npuiimaiite 103y pekomenmoany Bammm mikapem. [le neoGximwo, 1106
: zabe3neynuTH, Mo Bamii Jikd MOBHICTIO e(eKTUBHI, Ta 3MEHIIMTH PH3HK PO3BHTKY
HeCNPUIHATINBOCTI 10 JiKyBaHHsA. He 3MiHIOWTE 103y 32 BUHATKOM BUIIAKIB KoM Bain
jiKap roBopuTh Bam e 3poduTH.
e SIkmio BU J0poOC]a JIOJMHA i MacTe MpodjaeMH 3 HHpKamMu, Baul jikap MoKe pajiuTi
Bawm npuitmati Tabnetkn TeHo(OBipY AM30MPOKCHTY hyMapaTy MEHII YacTie,
e Slkmo Bu xBopi ma BI'B Bam nikap moxe npononysatd Bam tect na BIJI, mo6
Ji3HaTHCA, 9K € BU pa3oM xBopumu Ha BI'B 1 BIJL
3BepraiiTecss 10 BKJIAIMIIB 3 iHOpPMAIIEO JUIS TAllieHTa K IHIIMM aHTHPETPOBIPYCHHUM
3ac06aM 3a IHCTPYKLI€KO NPUIHATTS IHIINX MEIMKaMEHTIB.

SIkmo Bu npuiiasam 6inbme Tadaerox Tenodosipy ansonpokcnay gpymapary nixk 0yso
noTpioHo

Sxmo Bu BUMankoBo npuitHsau 3abarato TabieTok TeHO(OBIpY JAM30NPOKCHITY (ymapary,
Bu MoveTe OYTH y CTaHi OiBIIOrO PU3MKY NepeHeCeHHs MOXKIIMBAX MOOIYHUX e(eKTIB Bl
WMX K (AMBITBCS HYHKT 4, MokIMBi 1moGiui mii). 3BepHiTbCA 10 CBOro jikapa abo

BAKOHAB

NEPERN
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HAHOIMKUOro BIUIIJIEHHS HEBIIKIAAHOI JIOIIOMOTH 3a TOopaiolo. Tpumaiite ynakoBKy
TaGIeTOK HOpsiL 3 0600, 106 MaTH MOXKIMBICTH JIETKO ONUCATH 11O CAME BU NPUHHAIIN.
Slkmo By 3a6ya0 NPUITHATH Ta01eTKH TeHo(OBIPY AM30MPOKCHTY bymaparty

Bax1uBo 3BEpHYTH yBary, sik Bu mpomycTuim 103y TabJeToK TeHO(hOBIPY AM3ONPOKCHILY

dymapary. SIKio BW NPONYCTHIM 103Y, BHTIYMTE K KW yac notomy Bawm ciix Oyio ii

npUiiMaTy.

e SIkmio me MeHme Hizk 12 roauH 1micJist TOro 5K il 3a3BUyan NpUHMaloTh, IPHHMITS 11
SKHAMIIBH/IIIE; HACTYIIHY 03y Npuiimaiite y 3BUYaiHIH Jac.

e SIkmio me Oinbme Hix 12 roxuH micas Toro, sk Bu mosunHI OymM il NPUAHATH, HE
GepiTh 10 ysaru mpomyiueny nosy. [Touekaiite, Ta NPUIAMITE HACTYIHY 103y Y
spuyaiinumii uac. He npuiimaiite mo/BiiiHYy 103y 100 KOMIIEHCYBATH 3a0yTy TableTKy.

Sxmo Bac 3uyamao Menm iz 3a 1 roaumy micast npuiiomy TabjeTkn TeHodoBipy

juzonpoKkcHay Gymapary, IpHiiMiTh 1€ OHY TaONeTKY. Bam He nmoTpiOHO NpuAMAaTH 1€ OAHY
TabNeTKy, AKIO Bac 3HyMII0 micis OiIbm HiX | rOAMHA Mmicis mpuHoMy TabueTk TeHO(dOBIPY
JIU30MPOKCHITY pymapary.

Sikmo Bu npunuHuan npuiiom tadaeTok Tenodosipy 1M30MpoKCHIy dymapary.

He npununsiite npuifom TablieTok TeHOQOBIPY AM3ONPOKCHITY dymapaTy Oe3 paau CBOTO
nikaps. IlpunuHeHHs JiKyBaHHA TaOleTKaMH teHo(OBIpy AM30MpPOKCHITY (ymapary Moxe
SHU3NTH e)EKTUBHICTD JIIKYBaHHS peKOMEHI0BaHOro Baumim mikapeM.

Slkmo Bu xBopi abo ma rematut B ado BLJI Ta rematut B pasom (ko-indexuin), 1yKe
BaJKJIMBO HE MPUIMHATH JIKyBaHHs TaGieTKaMM TeHO(OBIPY AM30TIPOKCHITY bymapary He
3aIMTaBIIM CBOTO JiKaps. JlesKi NalieHTH Manu aHajtizu abo CHMITOMH sIK MATBEP/LKYIOTH 1110
iXHilf FeNaTHT MOTipIIMBCS MiC/A MPUIHHEHHS MpHloMy TabNeToK TEHO(OBIPY TM3OMPOKCHITY
dbymapary. Bix Bac MoxyTh moTpeGyBaTH NPOXOKEHHS aHANI3IB KPOBi MPOTATOM JEKITBKOX
MicALIB THCIS MPUITMHEHHS JTiKyBaHHs. J(eSKMM Malli€HTIB 3 MPOrpecyroYnMH xBopoOamu, abo
IIMPO30M, TIPUIIMHEHHS JIiKyBaHHS HE PEKOMEHIOBaHE, TOMY IO MOXe MPH3BECTH JIO
TOTIpLICHHS TeNaTUTYy.

e IloroBopith 3i cBoiM IikapeM Imepejl THM SK B mnpunuHseTe NpHioM TabJIeTOK
TeHo(poBipy AM30MpoKcHIy (ymapary 3 Oyab SKOI NPHYHHH, 30KpEMa SKIIO BH MaeTe
Oy/b AKi MoO14HI JiT abo 1HIIe 3aXBOPIOBAHH.

e HeraiiHo MOBiIOMIiTh CBOTO JliKaps Mpo HOBI a00 He3BHYAMHI CHMIITOMH MICIsl TOTO SK
BH NpHIHHEIA JIiKYBaHHS, 30KpeMa CHMOTOMH sKi Bu mos’ssyere 3 indexuicro
renatuty B.

e 3BepHITbCS 10 JiKaps Mepel THM SK 3HOB PO3IOYATH NpHiioM TalIeTOK TeHO(OBIpY
M30IpOKcuiy hymapary.

Slkmo Bu maere Gymb SKi MOJaii MUTaHHS CTOCOBHO BHKOPHCTAHHs WHMX JIKIB, 3alMTaiTe

CBOTO jiKaps ado (apMmaleBTa.

4. Moxugi nodiuni peaxuii.

[Tix wac BIJT tepanii moxe BinOyBaTHcs IMiABHMIIECHHS BAard Ta NiJBHIICHHA PIBHIO JINIIB

KpoBi Ta rmokosd. lle 4YacTKOBO TIOB’S3aHE 3 BiJHOBJEHHSAM 3J0pPOB’S Ta pPHTMY

KUTTENSUTLHOCTI, 1 B BUTIAAKY JIMiAIB KpoBi — iHOAI 3 camumu Jikamu npotd BIJI Bamr

JliKap MpoBejie TeCTH 00 BCTAHOBUTH 11i 3MIiHH.

Sk 1 Bei MKW, Wi JIKM MOXKYTh CIPHYMHATH MOOIYHI eeKTH, Xo4ya HE KOXKEH MOKe IX

OTPUMATH.

MozkauBi cepito3Hi ModIYHI peakuii — NOBIAOMTE CBOr0 JIKapst HEraiHo

e JlakToummos (3aiiBa MollouHa KHMCJIOTa Yy KpoBi) Tpamiserbes piako (y 1 3 1000
NalicHTiB) ane cepiiosni nodouni edgekTH MOXYTH OyTH cMepTeabHuMHU. Janul nodiuni
ehekTH MOKYTh OYTH NpHU3HAKaMH JIaKTOLMA03Y:

BFAOEAKHHUE
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* rmboKe, NPUCKOpeHe TUXaHHs

®  COHJIMBICTB

* Hyjora, 61roBoTa Ta Gisb ¥ HITYHKY

* ko Bu xymaere, mo y Bac moxe OyTH JIAKTONHMI03, Heraiino 3BEPHITLCS 10 CBOTO
nikaps.

[Hmi mosxmsi cepito3ni nodiuni peaxkuiy

Hactynui no6ivni aii Henommpeni (y 1 i3 100 nauientin):

*  Oiab Yy HLIYHKY (KHIIKAX) BUK/IMKAHA 3a1a1e HHSIM MIUTUTYHKOBOT

® TIOIIKO/UKCHHA KJIITHH HUPKOBOTO KaHAIBILS

Hactymui mo6iuni aii piaxi (y 1 i3 1000 MauieHTIB):

* 3anajeHHs HUPOK, psicHe CCHOBMITY CKAHHS TA MOYYTTS CHpPAry.

* 3minn y Bamiii cewi ta 6oui Y CnHHI BUKIMKaHI NpoGieMamMu 3 HHpKamH, HUPKOBA
HEJIOCTATHICTH BKITIOYHO.

* PosM’akimeHHs KicTok (CynmpoBoKeHe KicTKOBHM 6ojtem Ta IHOZI 3 pe3yabTaToM
HEPEIOMY), sKe MOXe BUHHKHYTH Y 3B'S3KY 3 IIOIIKO/UKEHHSM KIITHH HHUPKOBOTO
KaHaJIbIIs.

* Kuposa inpinsTpanis neuinkn

Sxmo Bam 3pacthes, mo Bu mokere matn OYab-IKY 3 UMX cepiio3HMX MOGIYHMX i, TO
3BEPHITLCS 10 CBOTO JTiKapst

Haiibinem wacrinn no6iuni xii

Hacrymmi no6iuni i gysxe wacri (axnaiivenmn 10 3 100 namientis):

* Jliapes, 6moBora, HYZIOTa, 3alaMOpPOYEHHS, CHIT, TOYYTTS CIabKOCTI

Tectn Takox BinsHavaroTs:

* 3umxenns gpochary B kposi

Iami Mmokausi moGivmi peakiii:
Hacrynni no6ivmi aii wacri (70 10 3i 100 nauicuris)
* Tonosnwuii Gins, 6inp y IUTYHKY, IIOYYTTSl BTOMM, 30YTTS, KHIIKOB] Ta3u.
Tectn Takox BinsHavaroTs:
* NpobJIeMH 3 NeYiHKo
Hactymnni no6ouni edextn HewacTi (10 1 i3 100 NalicHTIB)
® PO3pHB M’s3iB, GiJb y M’ 132X, cabKicTs NEPE H' AR BUKO HAB
Tectn Takoxk Bin3HayaroTH: |

*  3HIKEHHS PIBHIO Kallilo B oprasi3mi

o [lixBuimenns KPEaTHHIHY Y KPOBI

* IlpoGremn 3 miamayHKoBOIO 327103010

PospuBy M’a3iB, posm’skirenus KICTOK (110 CYNPOBOIUKYETLCS O0JIEM y KicTKaX Ta iHOMI MOe
CTaTH IPUYHHOIO YTBOPEHHS TpilmuH) Gimp Y Ms13aX, cabKicTh MSI3iB Ta 3HMKeHHS piBHIO

Kallio abo docdary B KPOBI MOXe 3’SBUTHCS B 3B S3KY 3 TOIIKOKEHHAM HaHECEHUM KJIITHH
HHUPKOBOI'O KaHaJIbIIA.

Hactynni no6iuni peakuii piakicHi (10 1 i3 1000 TMaIi€HTIB)
*  bumb y mnynky (KMIIEUHNKY) BUKITMKAHMIT 3aTaIe HHsM [EYIHKH
* Habpsk obmuyus, ry6, ssuxa ado ropia

Hoginomuennst npo nodiumi peakuii

* Jlkuio Bu Maete Gyas ski noGiyui peakuii, 3BepHITLCS /10 CBOTO nikaps abo apmaresra,
Le Brmouae B ceGe Takox OYIb-sKi MOXITHBI MOGiYH] peakiii He BKasaHi B HBOMY
BKJIaIMIII],

S. Sl 36epiraTn Tadnerku Tenodosipy AM30NIPOKCHITY hymapaTy
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He 30epiraty y npu Temneparypi 6inbuie 3a 30°C. 30epiraTi B OpUriHABHIi YIAKOBIL.

He Bukopucromyiire ui niku mnicig MPOCTPOYEHHS TEPMIHY MPUAATHOCTI, KM BKa3aHuil Ha
ynaxkosui micis {Exp.}. Tepmin npuaatHocTi Bianosinae OCTaHHBOMY JIHIO MiCSIIS.

30epiraiite y HEOCTYIIHOMY JUIS ftiTeid Micli

He Bukupnaiite nixu y cucremy 3misy BOJIONIPOBOY, abo y moMamHe cMiTTs. ChuTaiiTe cBOro
(apmaveBTa, AK IPaBHILHO N03GABHTHC JIKIB K10 BOHH Bam Giibime He noTpi6Hi. Li 3axoau
JLOTIOMOXKYTE 3aXHCTHTH HaBKOJIMIITHE CEPEJIOBUIIIE.

6. Bmict ynaxosku, Ta inma indopmanis.

o micTaTh y cobi Tadaerkn TeHogoripy nm3onpokcuay Gpymaparty

* AKTHBHA pevoBHHA - TeHO(OBip. Koxna tabierka, BKpPHUTa IUIIBKOBOIO 000JI0HKOIO,
Mictuth  300Mr  TeHO(OBIpY AM3OMPOKCHITY dymapary (o exsiBaneHTHO 245 Mr
TeHadoBipy AM30IPOKCHITY).

e Iuwi inrpexienTu — naxrosu MOHOTI/IpaT, MIKPOKPHCTaliuHa WLeI0N03a, KPOXMallb
MPEKENAaTHHI30BAHMI, HATPiI0 KpOCKApMeslo3a, MarHilo creapar, Mo CKIaAaloTh A1PO
TabJIETKH, Ta TipoMeno3a, JaKTO3M MOHOTI/IpaT, THTaHY MiOKCHJ, TpHaueTHH, FD&C
Blue # 2 / Indigo Carmine AL ta FD&C Blue # 2 / Carmine Aluminum Lake, mo
BXOAATE 710 cKiaay obonoHkH. J[UB. po3jin 2 - «TableTku TEHO(DOBIPY AH30NPOKCHITY
(ymapary MicTaTh 1aKTO3YY.

SIk BUTISI1210TE TabmeTKn TeHodoBipy amsonpoxenay ¢ymaparty, Ta BMicT ynakosku
CHHBOTO KOJHOPY OBambHI TableTKH, BKPHUTI ITIBKOBOIO 0GOJIOHKOIO, 3 rpaBipyBaHHIM
«LA16» 3 oxHiel cTopoHy i ritamki 3 igmoi CTOPOHH.

Tabnetku Tenodosipy musonpokcuna ymapary BHIycKalOThCS y (ITakoHax, mo MictsTs 30
Tabierok.

Ilo 30 Tabnerok y Ginomy HENpo30poMy (IaKoHi 3 TMOMETHIEHY BHCOKO! MIIIbHOCTI
06’eMoM 60 cM3, 3aKpHTOMY TUIBKOIO 3 MOJIECTPY Ta KPHIUKOIO 33 MM, IO Ma€ 3aXHCT Bl
aireit. B koxuuii (riakon pazom 3 TaGieTkaMu BKIageHo | UUIIHAP 3 1T cHilikaremo.

Biacnuxk peecrpauiiinoro mocsinuenns ta BHPOOHHK
Biiacnuk peecrpauiitnoro nocsixuenns:

Jaypye Jla6e Jlimiren,

2-it norepx, Cipen YemGepc, Poyx Ne7

banmwkapa Xinne, Xaiinepa6an, Tenanrana — 500034,
[nis.

Bupoouuk:

Jlaypyc Jla6c Jlimiten, (FOHiT-2),

[Tnor Ne: 19, 20 & 21, 3axinnuii Cexrop, ATICE3,
AdyTamypam Manan,

Bicakxanaruam [lictpikt, 531011 .

Anjpa [lpagem, Inmgis.

[leii Braamm ocTanmiii pas neperasigascs 06/2017.
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