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Pharmacode position may change as per Supplier's m/c requirement &
additional small pharma code may appear on the front / back panel

SUMMARY OF PRODUCT CHARACTERISTICS.
Ertecae Taiets USP 0.5 mg and 1 mg
1 MAME OF THE MEDICINAL PRODUCT
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SUMMARY OF PRODUCT CHARACTERISTICS
Entecavir Tablets USP 0.5 mg and 1 mg

1. NAME OF THE MEDICINAL PRODUCT
Entecavir Tablets USP 0.5 mg and 1 mg
2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains: Entecavir USP 0.5 mg and 1 mg.
For the full list of excipients, see section 6.1.
3. PHARMACEUTICAL FORM
Film-coated tablet.
0.5 mg: White, triangular shaped, biconvex, film-coated tablets, debossed with ‘K’ on one
side and ‘40’ on the other side.
1 mg: White, round shaped, biconvex, film-coated tablets, debossed with ‘K’ on one side and
‘41’ on the other side.
4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Entecavir tablets are indicated for the treatment of chronic hepatitis B virus infection in adults
and pediatric patients 2 years of age and older with evidence of active viral replication and
cither evidence of persistent elevations in serum aminotransferases (ALT or AST) or
histologically active disease.
4.2 Posology and method of administration
Posology
Timing of Administration
Entecavir tablets should be administered on an empty stomach (at least 2 hours after a meal
and 2 hours before the next meal).
Recommended Dosage in Adults

Compensated Liver Disease

The recommended dose of entecavir tablets for chronic hepatitis B virus infection in
nucleoside-inhibitor-treatment-naive adults and adolescents 16 years of age and older is 0.5
mg once daily.

The recommended dose of entecavir tablets in adults and adolescents (at least 16 years of

age) with a history of hepatitis B viremia while receiving lamivudine or known lamivudine or

rtV173L is 1 mg once daily.




Decompensated Liver Disease

The recommended dose of entecavir tablets for chronic hepatitis B virus infection in adults

with decompensated liver disease is 1 mg once daily.

Recommended Dosage in Pediatric Patients

Table 1 describes the recommended dose of entecavir tablets for pediatric patients 2 years of

age or older and weighing at least 10 kg. The oral solution should be used for patients with

body weight up to 30 kg.

Table 1:

Dosing Schedule for Pediatric Patients

Recommended Once-Daily Dose of Oral Solution (mL)

Body Weight (kg)

Treatment-Naive

Lamivudine-Experienced

Patients” Patients”

10to 11 3 6
greater than 11 to 14 4 8
greater than 14 to 17 5 10
greater than 17 to 20 6 12
greater than 20 to 23 7 14
greater than 23 to 26 8 16
greater than 26 to 30 9 18
greater than 30 10 20

* Children with body weight greater than 30 kg should receive 10 mL (0.5 mg) of oral

solution or one 0.5 mg tablet once daily.

® Children with body weight greater than 30 kg should receive 20 mL (1 mg) of oral solution

or one 1 mg tablet once daily.

In adult subjects with renal impairment, the apparent oral clearance of entecavir decreased as
creatinine clearance decreased [see Clinical Pharmacology (12.3)]. Dosage’ adjustment is
recommended for patients with creatinine clearance less than 50 mL/min, including patients

on hemodialysis or continuous ambulatory peritoneal dialysis (CAPD), as shown in Table 2.

The once-daily dosing regimens are preferred.

Impairment

Table 2: Recommended Dosage of Entecavir Tablets in Adult Patients with Renal

Creatinine
Clearance (mL/min)

Usual Dose (0.5 mg)

Lamivudine-Refractory or
Decompensated Liver Disease (1 mg)

50 or greater

0.5 mg once daily

1 mg once daily

30 to less than 50

0.5 mg every 48 hours

0.5 mg once daily
OR
1 mg every 48 hours

10 to less than 30 0.5 mg every 72 hours 1 mg every 72 hours
Less than 10
Hemodialysis® or 0.5 mg every 7 days 1 mg every 7 days
CAPD

KAPABAHOB 0.8,
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® If administered on a hemodialysis day, administer entecavir tablets after the hemodialysis
session.

Although there are insufficient data to recommend a specific dose adjustment of entecavir
tablets in pediatric patients with renal impairment, a reduction in the dose or an increase in
the dosing interval similar to adjustments for adults should be considered.

Hepatic Impairment

No dosage adjustment is necessary for patients with hepatic impairment.

Duration of Therapy

The optimal duration of treatment with entecavir tablets for patients with chronic hepatitis B
virus infection and the relationship between treatment and long-term outcomes such as
cirrhosis and hepatocellular carcinoma are unknown.

Method of administration

Entecavir Tablets should be taken orally.

4.3 Contraindications

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

4.4 Special warnings and precautions for use

Severe Acute Exacerbations of Hepatitis B

Severe acute exacerbations of hepatitis B have been reported in patients who have
discontinued anti-hepatitis B therapy, including entecavir. Hepatic function should be
monitored closely with both clinical and laboratory follow-up for at least several months in
patients who discontinue anti-hepatitis B therapy. If appropriate, initiation of anti-hepatitis B

therapy may be warranted.

Patients Co-infected with HIV and HBV

Entecavir has not been evaluated in HIV/HBV co-infected patients who were not
simultaneously receiving effective HIV treatment. Limited clinical experience suggests there
is a potential for the development of resistance to HIV nucleoside reverse transcriptase
inhibitors if entecavir is used to treat chronic hepatitis B virus infection in patients with HIV
infection that is not being treated. Therefore, therapy with entecavir is not recommended for
HIV/HBV co-infected patients who are not also receiving HAART. Before initiating
entecavir therapy, HIV antibody testing should be offered to all patients. Entecavir has not

been studied as a treatment for HIV infection and is not recommended for this use.

Lactic Acidosis and Severe Hepatomegaly with Steatosis

Lactic acidosis and severe hepatomegaly with steatosis, 1ncludmgf f:,;;gses‘K have been‘

reported with the use of nucleoside analogue inhibitors, mc;g fng entecav.lr algne 0 ’ri
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combination with antiretrovirals. A majority of these cases have been in women. Obesity and
prolonged nucleoside inhibitor exposure may be risk factors. Particular caution should be
exercised when administering nucleoside analogue inhibitors to any patient with known risk

factors for liver disease; however, cases have also been reported in patients with no known

risk factors.

Lactic acidosis with entecavir use has been reported, often in association with hepatic
decompensation, other serious medical conditions, or drug exposures. Patients with
decompensated liver disease may be at higher risk for lactic acidosis. Treatment with
entecavir should be suspended in any patient who develops clinical or laboratory findings
suggestive of lactic acidosis or pronounced hepatotoxicity (which may include hepatomegaly
and steatosis even in the absence of marked transaminase elevations).

Pediatric Use

Entecavir was evaluated in two clinical trials of pediatric subjects 2 years of age and older
with HBeAg-positive chronic HBV infection and compensated liver disease. The exposure of
entecavir in nucleoside-inhibitor-treatment-naive and lamivudine-experienced pediatric
subjects 2 years of age and older with HBeAg-positive chronic HBV infection and
compensated liver disease receiving 0.015 mg/kg (up to 0.5 mg once daily) or 0.03 mg/kg (up
to 1 mg once daily), respectively, was evaluated in Study AI463028. Safety and efficacy of
the selected dose in treatment-naive pediatric subjects were confirmed in Study AI463189, a
randomized, placebo-controlled treatment trial.

There are limited data available on the use of entecavir in lamivudine-experienced pediatric
patients; entecavir should be used in these patients only if the potential benefit justifies the
potential risk to the child. Since some pediatric patients may require long-term or even
lifetime management of chronic active hepatitis B, consideration should be given to the
impact of entecavir on future treatment options.

The efficacy and safety of entecavir have not been established in patients less than 2 years of
age. Use of entecavir in this age group has not been evaluated because treatment of HBV in
this age group is rarely required.

Geriatric Use

Clinical studies of entecavir did not include sufficient numbers of subjects aged 65 years and
over to determine whether they respond differently from younger subjects. Entecavir is

substantially excreted by the kidney, and the risk of toxic reactions to this drug may be

B 0.B.
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have decreased renal function, care should be taken in dose selection, and it may be useful to

monitor renal function.
Racial/Ethnic Groups

There are no significant racial differences in entecavir pharmacokinetics. The safety and
efficacy of entecavir 0.5 mg once daily were assessed in a single-arm, open-label trial of
HBeAg-positive or -negative, nucleoside-inhibitor-naive, Black/African American (n=40)
and Hispanic (n=6) subjects with chronic HBV infection. In this trial, 76% of subjects were
male, the mean age was 42 years, 57% were HBeAg-positive, the mean baseline HBV DNA
was 7 log10 IU/mL, and the mean baseline ALT was 162 U/L. At Weck 48 of treatment, 32
of 46 (70%) subjects had HBV DNA <50 IU/mL (approximately 300 copies/mL), 31 of 46
(67%) subjects had ALT normalization (<1 x ULN), and 12 of 26 (46%) HBeAg-positive
subjects had HBe seroconversion. Safety data were similar to those observed in the larger

controlled clinical trials.

Because of low enrollment, safety and efficacy have not been established in the US Hispanic
population.

Renal Impairment

Dosage adjustment of entecavir is recommended for patients with creatinine clearance less
than 50 mL/min, including patients on hemodialysis or CAPD.

Liver Transplant Recipients

The safety and efficacy of entecavir were assessed in a single-arm, open-label trial in 65
subjects who received a liver transplant for complications of chronic HBV infection. Eligible
subjects who had HBV DNA less than 172 TU/mL (approximately 1000 copies/mL) at the
time of transplant were treated with entecavir 1 mg once daily in addition to usual post-
transplantation management, including hepatitis B immune globulin. The trial population was
82% male, 39% Caucasian, and 37% Asian, with a mean age of 49 years; 89% of subjects

had HBeAg-negative disease at the time of transplant.

Four of the 65 subjects received 4 weeks or less of entecavir (2 deaths, 1 re-transplantation,
and 1 protocol violation) and were not considered evaluable. Of the 61 subjects who received
more than 4 weeks of entecavir, 60 received hepatitis B immune globulin post-transplant.
Fifty-three subjects (82% of all 65 subjects treated) completed the trial and had HBV DNA
measurements at or after 72 weeks treatment post-transplant. All 53 subjects had HBV DNA

daj
37 4

<50 IU/mL (approximately 300 copies/mL). Eight evaluable subjects did not have ﬂ%}{r.,ﬁ
DNA data available at 72 weeks, including 3 subjects who died prior to study compl lqﬁa&Nc‘f BRP
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immune globulin). All 61 evaluable subjects lost HBsAg post-transplant; 2 of these subjects
experienced recurrence of measurable HBsAg without recurrence of HBV viremia. This trial
was not designed to determine whether addition of entecavir to hepatitis B immune globulin
decreased the proportion of subjects with measurable HBV DNA post-transplant compared to

hepatitis B immune globulin alone.

If entecavir treatment is determined to be necessary for a liver transplant recipient who has
received or is receiving an immunosuppressant that may affect renal function, such as
cyclosporine or tacrolimus, renal function must be carefully monitored both before and
during treatment with entecavir.

4.5 Interaction with other medicinal products and other forms of interaction

Since entecavir is primarily eliminated by the kidneys/, coadministration of entecavir with
drugs that reduce renal function or compete for active tubular secretion may increase serum
concentrations of either entecavir or the coadministered drug. Coadministration of entecavir
with lamivudine, adefovir dipivoxil, or tenofovir disoproxil fumarate did not result in
significant drug interactions. The effects of coadministration of entecavir with other drugs
that are renally eliminated or are known to affect renal function have not been evaluated, and
patients should be monitored closely for adverse events when entecavir is coadministered
with such drugs.

4.6 Fertility, pregnancy and lactation

Pregnancy

Pregnancy Exposure Registry

There is a pregnancy exposure registry that monitors pregnancy outcomes in women exposed
to entecavir during pregnancy. Healthcare providers are encouraged to register patients by
calling the Antiretroviral Pregnancy Registry (APR) at 1-800-258-4263.

Prospective pregnancy data from the APR are not sufficient to adequately assess the risk of
birth defects, miscarriage or adverse maternal or fetal outcomes. Entecavir use during
pregnancy has been evaluated in a limited number of individuals reported to the APR and the
number of exposures to entecavir is insufficient to make a risk assessment compared to a
reference population. The estimated background rate for major birth defects is 2.7% in the
U.S. reference population of the Metropolitan Atlanta Congenital Defects Program
(MACDP). The rate of miscarriage is not reported in the APR. All pregnancies have a
background risk of birth defect, loss, or other adverse outcomes. In the U.S. %gnggé%
population, the estimated background risk of miscarriage in clinically recognized %ﬁg?aﬁclesﬂ*i‘

is 15 to 20%.

KAPABAHOB 0.B.



72

In animal reproduction studies, no adverse developmental effects were observed with
entecavir at clinically relevant exposures. No developmental toxicities were observed at
systemic exposures (AUC) approximately 25 (rats) and 200 (rabbits) times the exposure at
the maximum recommended human dose (MRHD) of 1 mg/day (see section 5.3).

Lactation

It is not known whether entecavir is present in human breast milk, affects human milk
production, or has effects on the breastfed infant. When administered to lactating rats,
entecavir was present in milk (see section 5.3). The developmental and health benefits of
breastfeeding should be considered along with the mother’s clinical need for entecavir and
any potential adverse effects on the breastfed infant from entecavir or from the underlying
maternal condition.

Fertility

Toxicology studies in animals administered entecavir have shown no evidence of impaired
fertility (see section 5.3).

4.7 Effects on ability to drive and use machines

No studies on the effects on the ability to drive and use machines have been performed.
Dizziness, fatigue and somnolence are common side effects which may impair the ability to
drive and use machines.

4.8 Undesirable effects

The following adverse reactions are discussed in other sections of the labeling:

* Exacerbations of hepatitis after discontinuation of treatment [see Warnings and Precautions

4.4)].

* Lactic acidosis and severe hepatomegaly with steatosis [see Warnings and Precautions
(4.4)].

Clinical Trial Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates
observed in the clinical trials of a drug cannot be directly compared to rates in the clinical

trials of another drug and may not reflect the rates observed in practice.

Clinical Trial Experience in Adults

Compensated Liver Disease
Assessment of adverse reactions is based on four studies (AI463014, AI463022, AI463026,
and AI463027) in which 1720 subjects with chronic hepatitis B virus infectiops

A S
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duration of therapy was 69 weeks for entecavir-treated subjects and 63 weeks for lamivudine-
treated subjects in Studies AI463022 and AI463027 and 73 weeks for entecavir-treated
subjects and 51 weeks for lamivudine-treated subjects in Studies AI463026 and Al463014.

The safety profiles of entecavir and lamivudine were comparable in these studies.

The most common adverse reactions of any severity (=3%) with at least a possible relation to
study drug for entecavir-treated subjects were headache, fatigue, dizziness, and nausea. The
most common adverse reactions among lamivudine-treated subjects were headache, fatigue,
and dizziness. One percent of entecavir-treated subjects in these four studies compared with
4% of lamivudine-treated subjects discontinued for adverse events or abnormal laboratory

test results.
Clinical adverse reactions of moderate-severe intensity and considered at least possibly

related to treatment occurring during therapy in four clinical studies in which entecavir was

compared with lamivudine are presented in Table 3.

Table 3: Clinical Adverse Reactions® of Moderate-Severe Intensity (Grades 2 to 4)
Reported in Four Entecavir Clinical Trials Through 2 Years

Nucleoside-Inhibitor- Lamivudine-Refractory®
Naive”
Body System/ Entecavir  Lamivudine Entecavir Lamivudine
Adverse Reaction 0.5 mg 100 mg 1 mg 100 mg
n=679 n=668 n=183 n=190
Any Grade 2 to 4 adverse 15% 18% 22% 23%
reaction®
Gastrointestinal
Diarrhea <1% 0 1% 0
Dyspepsia <1% <1% 1% 0
Nausea <1% <1% <1% 2%
Vomiting <1% <1% <1% 0
General
Fatigue 1% 1% 3% 3%
Nervous System
Headache 2% 2% 4% 1%
Dizziness <1% <1% 0 1%
Somnolence <1% <1% 0 0
Psychiatric
Insomnia <1% <1% 0 <1%

“Includes events of possible, probable, certain, or unknown relationship to treatment regimen.

®Studies AI463022 and AI463027.

PRATHA o SO

¢ Includes Study AI463026 and the entecavir 1 mg and lamivudine treatment arms of ﬁfﬁhx ; ,_,;'.;?""; ‘

ol

Al463014, a Phase 2 multinational, randomized, double-blind study of three df;é‘és of
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entecavir (0.1, 0.5, and 1 mg) once daily versus continued lamivudine 100 mg once daily for
up to 52 weeks in subjects who experienced recurrent viremia on lamivudine therapy.

Laboratory Abnormalities

Frequencies of selected treatment-emergent laboratory abnormalities reported during therapy

in four clinical trials of entecavir compared with lamivudine are listed in Table 4.

Table 4: Selected Treatment-Emergent® Laboratory Abnormalities Reported in Four
Entecavir Clinical Trials Through 2 Years

Nucleoside-Inhibitor- Lamivudine-Refractory®
Naive”
Test Entecavir Lamivudine  Entecavir Lamivudine
0.5 mg 100 mg 1 mg 100 mg
n=679 n=668 n=183 n=190
Any Grade 3 to 4 laboratory 35% 36% 37% 45%
::1bn01’malityd
ALT >10 x ULN and >2 x 2% 4% 2% 11%
baseline
ALT >5x ULN 11% 16% 12% 24%
Albumin <2.5 g/dL <1% <1% 0 2%
Total bilirubin >2.5 x ULN 2% 2% 3% 2%
Lipase >2.1 x ULN 7% 6% 7% 7%
Creatinine >3 x ULN 0 0 0 0
Confirmed creatinine increase 1% 1% 2% 1%
>0.5 mg/dL
Hyperglycemia, fasting >250 2% 1% 3% 1%
mg/dL
Glycosuria® 4% 3% 4% 6%
Hematuria' 9% 10% 9% 6%
Platelets <50,000/mm’ <1% <1% <1% <1%

* On-treatment value worsened from baseline to Grade 3 or Grade 4 for all parameters except
albumin (any on-treatment value <2.5 g/dL), confirmed creatinine increase >0.5 mg/dL, and
ALT >10 x ULN and >2 x baseline.

® Studies A1463022 and AI463027.

¢ Includes Study AI463026 and the entecavir 1 mg and lamivudine treatment arms of Study
AJ463014, a Phase 2 multinational, randomized, double-blind study of three doses of
entecavir (0.1, 0.5, and 1 mg) once daily versus continued lamivudine 100 mg once daily for
up to 52 weeks in subjects who experienced recurrent viremia on lamivudine therapy.

4 Includes hematology, routine chemistries, renal and liver function tests, pancreatic enzymes,
and urinalysis.

¢ Grade 3 = 3+, large, >500 mg/dL; Grade 4 = 4+, marked, severe.
fGrade 3 = 3+, large; Grade 4 = >4+, marked, severe, many.

ULN=upper limit of normal.
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Among entecavir-treated subjects in these studies, on-treatment ALT elevations greater than
10 times the upper limit of normal (ULN) and greater than 2 times baseline generally
resolved with continued treatment. A majority of these exacerbations were associated with a
>2 logio/mL reduction in viral load that preceded or coincided with the ALT elevation.
Periodic monitoring of hepatic function is recommended during treatment.

Exacerbations of Hepatitis Afier Discontinuation of Treatment

An exacerbation of hepatitis or ALT flare was defined as ALT greater than 10 times ULN
and greater than 2 times the subject’s reference level (minimum of the baseline or last
measurement at end of dosing). For all subjects who discontinued treatment (regardless of
reason), Table 5 presents the proportion of subjects in each study who experienced post-
treatment ALT flares. In these studies, a subset of subjects was allowed to discontinue
treatment at or after 52 weeks if they achieved a protocol-defined response to therapy. If
entecavir is discontinued without regard to treatment response, the rate of post-treatment

flares could be higher. [See Warnings and Precautions (4.4).]

Table 5: Exacerbations of Hepatitis During Off-Treatment Follow-up, Subjects in
Studies AI463022, A1463027, and AI463026

Subjects with ALT Elevations >10 x ULN and >2 x

Reference”
Entecavir Lamivudine
Nucleoside-inhibitor-naive
HBeAg-positive 4/174 (2%) 13/147 (9%)
HBeAg-negative 24/302 (8%) 30/270 (11%)
Lamivudine-refractory 6/52 (12%) 0/16

* Reference is the minimum of the baseline or last measurement at end of dosing. Median
time to off-treatment exacerbation was 23 weeks for entecavir-treated subjects and 10 weeks
for lamivudine-treated subjects.

Decompensated Liver Disease

Study AI463048 was a randomized, open-label study of entecavir 1 mg once daily versus
adefovir dipivoxil 10 mg once daily given for up to 48 weeks in adult subjects with chronic
HBV infection and evidence of hepatic decompensation, defined as a Child-Turcotte-Pugh
(CTP) score of 7 or higher. Among the 102 subjects receiving entecavir, the most common
treatment-emergent adverse events of any severity, regardless of causality, occurring through
Wecek 48 were peripheral edema (16%), ascites (15%), pyrexia ( 14%), hepatic
encephalopathy (10%), and upper respiratory infection (10%). Clinical adverse reactions not
listed in Table 3 that were observed through Week 48 include blood bicarbonate decreased
(2%) and renal failure (<1%).

(5%



Eighteen of 102 (18%) subjects treated with entecavir and 18/89 (20%) subjects treated with
adefovir dipivoxil died during the first 48 weeks of therapy. The majority of deaths (11 in the
entecavir group and 16 in the adefovir dipivoxil group) were due to liver-related causes such
as hepatic failure, hepatic encephalopathy, hepatorenal syndrome, and upper gastrointestinal
hemorrhage. The rate of hepatocellular carcinoma (HCC) through Week 48 was 6% (6/102)
for subjects treated with entecavir and 8% (7/89) for subjects treated with adefovir dipivoxil.
Five percent of subjects in either treatment arm discontinued therapy due to an adverse event
through Week 48.

No subject in either treatment arm experienced an on-treatment hepatic flare (ALT >2 x
baseline and >10 x ULN) through Week 48. Eleven of 102 (11%) subjects treated with
entecavir and 11/89 (13%) subjects treated with adefovir dipivoxil had a confirmed increase
in serum creatinine of 0.5 mg/dL through Week 48.

HIV/HBV Co-infected

The safety profile of entecavir 1 mg (n=51) in HIV/HBV co-infected subjects enrolled in
Study AI463038 was similar to that of placebo (n=17) through 24 weeks of blinded treatment
and similar to that seen in non-HIV infected subjects [see Warnings and Precautions (4.4)].
Liver Transplant Recipients

Among 65 subjects receiving entecavir in an open-label, post-liver transplant trial, the
frequency and nature of adverse events were consistent with those expected in patients who

have received a liver transplant and the known safety profile of entecavir.

Clinical Trial Experience in Pediatric Subjects

The safety of entecavir in pediatric subjects 2 to less than 18 years of age is based on two
clinical trials in subjects with chronic HBV infection (one Phase 2 pharmacokinetic trial
[AI463028] and one Phase 3 trial [AI463189]). These trials provided experience in 168
HBeAg-positive subjects treated with entecavir for a median duration of 72 weeks. The
adverse reactions observed in pediatric subjects who received treatment with entecavir were
consistent with those observed in clinical trials of entecavir in adults. Adverse drug reactions
reported in greater than 1% of pediatric subjects included abdominal pain, rash events, poor
palatability (“product taste abnormal”), nausea, diarrhea, and vomiting.

Postmarketing Experience

Data from Long-Term Observational Study

other standard-of-care HBV nucleos(t)ide analogues in subjects with chronic HB
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A total of 12,378 patients were treated with entecavir (n=6,216) or other HBV nucleos(t)ide
treatment [non-entecavir (ETV)] (n=6,162). Patients were evaluated at baseline and
subsequently every 6 months for up to 10 years. The principal clinical outcome events
assessed during the study were overall malignant neoplasms, liver-related HBV disease
progression, HCC, non-HCC malignant neoplasms, and death. The study showed that
entecavir was not significantly associated with an increased risk of malignant neoplasms
compared to other standard-of-care HBV nucleos(t)ides, as assessed by either the composite
endpoint of overall malignant neoplasms or the individual endpoint of non-HCC malignant
neoplasms. The most commonly reported malignancy in both the entecavir and non-ETV
groups was HCC followed by gastrointestinal malignancies. The data also showed that long-
term entecavir use was not associated with a lower occurrence of HBV disease progression or
a lower rate of death overall compared to other HBV nucleos(t)ides. The principal clinical

outcome event assessments are shown in Table 6.

Table 6: Principal Analyses of Time to Adjudicated Events - Randomized Treated

Subjects
Number of Subjects with
Events
. C .
e Entecavir | Non-ETV [3322;31?;;1
N=6,216 N=6,162 ETV] (CI")

Primary Endpoints
Overall malignant neoplasm 331 337 0.93 (0.800, 1.084)
leer—rellated HBV disease 350 375 0.89 (0.769, 1.030)
progression
Death 238 264 0.85(0.713, 1.012)
Secondary Endpoints
Non-HCC malignant neoplasm 95 81 1.10 (0.817, 1.478)
HCC 240" 263 0.87 (0.727, 1.032)

Analyses were stratified by geographic region and prior HBV nucleos(t)ide experience.

? 95.03% CI for overall malignant neoplasm, death, and liver-related HBV discase
progression; 95% CI for non-HCC malignant neoplasm and HCC.

® One subject had a pre-treatment HCC event and was excluded from the analysis.

° Overall malignant neoplasm is a composite event of HCC or non-HCC malignant
neoplasm. Liver-related HBV disease progression is a composite event of liver-related
death, HCC, or non-HCC HBYV disease progression.

CI = confidence interval; N = total number of subjects.

Limitations of the study included population changes over the long-term follow-up period
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the study was underpowered to demonstrate a difference in the non-HCC malignancy rate
because of the lower than expected background rate.

Adverse Reactions from Postmarketing Spontaneous Reports

The following adverse reactions have been reported during postmarketing use of entecavir.
Because these reactions were reported voluntarily from a population of unknown size, it is
not possible to reliably estimate their frequency or establish a causal relationship to entecavir
exposure.

Immune system disorders: Anaphylactoid reaction.

Metabolism and nutrition disorders: Lactic acidosis.

Hepatobiliary disorders: Increased transaminases.

Skin and subcutaneous tissue disorders: Alopecia, rash.

4.9 Overdose

There is limited experience of entecavir overdosage reported in patients. Healthy subjects
who received single entecavir doses up to 40 mg or multiple doses up to 20 mg/day for up to
14 days had no increase in or unexpected adverse events. If overdose occurs, the patient must
be monitored for evidence of toxicity, and standard supportive treatment applied as

necessary.

Following a single 1 mg dose of entecavir, a 4-hour hemodialysis session removed
approximately 13% of the entecavir dose.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: antivirals for systemic use, nucleoside and nucleotide reverse
transcriptase inhibitors

ATC code: JOSAF10

Entecavir is an antiviral drug against hepatitis B virus.

Mechanism of Action

Entecavir, a deoxyguanosine nucleoside analogue with activity against HBV reverse
transcriptase (rt), is efficiently phosphorylated to the active triphosphate form, which has an
intracellular half-life of 15 hours. By competing with the natural substrate deoxyguanosine
triphosphate, entecavir triphosphate functionally inhibits all three activities of the HBV

reverse transcriptase: (1) base priming, (2) reverse transcription of the negative strand from

Entecavir triphosphate is a weak inhibitor of cellular DNA polymerases
mitochondrial DNA polymerase y with K; values ranging from 18 to >16
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Antiviral Activity

Entecavir inhibited HBV DNA synthesis (50% reduction, ECsg) at a concentration of 0.004
uM in human HepG2 cells transfected with wild-type HBV. The median ECs, value for
entecavir against lamivudine-resistant HBV (rtL180M, rtM204V) was 0.026 uM (range 0.01
to 0.059 uM).

The coadministration of HIV nucleoside/nucleotide reverse transcriptase inhibitors (NRTIs)
with entecavir is unlikely to reduce the antiviral efficacy of entecavir against HBV or of any
of these agents against HIV. In HBV combination assays in cell culture, abacavir, didanosine,
lamivudine, stavudine, tenofovir, or zidovudine were not antagonistic to the anti-HBV
activity of entecavir over a wide range of concentrations. In HIV antiviral assays, entecavir
was not antagonistic to the cell culture anti-HIV activity of these six NRTIs or emtricitabine
at concentrations greater than 100 times the Cp,x of entecavir using the 1 mg dose.

Antiviral Activity Against HIV

A comprehensive analysis of the inhibitory activity of entecavir against a panel of laboratory
and clinical HIV type 1 (HIV-1) isolates using a variety of cells and assay conditions yielded
ECso values ranging from 0.026 to >10 pM; the lower ECsy values were observed when
decreased levels of virus were used in the assay. In cell culture, entecavir selected for an
M1841 substitution in HIV reverse transcriptase at micromolar concentrations, confirming
inhibitory pressure at high entecavir concentrations. HIV variants containing the M184V
substitution showed loss of susceptibility to entecavir.

Resistance

In Cell Culture

In cell-based assays, 8- to 30-fold reductions in entecavir phenotypic susceptibility were
observed for lamivudine-resistant strains. Further reductions (>70-fold) in entecavir
phenotypic susceptibility required the presence of amino acid substitutions rtM2041/V with or
without rtL.180M along with additional substitutions at residues rtT184, 1tS202, or rtM250, or
a combination of these substitutions with or without an rtI169 substitution in the HBV reverse
transcriptase. Lamivudine-resistant strains harboring rtL.180M plus rtM204V in combination
with the amino acid substitution rtA181C conferred 16- to 122-fold reductions in entecavir
phenotypic susceptibility.

Clinical Studies

Nucleoside-inhibitor-naive subjects: Genotypic evaluations were performed on evaluable

entecavir for up to 96 weeks in nucleoside-inhibitor-naive studies (7(946,
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rollover study AI463901). By Week 96, evidence of emerging amino acid substitution
1t5202G with rtL180M and rtM204V substitutions was detected in the HBV of 2 subjects
(2/562=<1%), and 1 of them experienced virologic rebound (=1 logy, increase above nadir).
In addition, emerging amino acid substitutions at 1tM2041/V and rtL80I, rtV173L, or
rtL180M, which conferred decreased phenotypic susceptibility to entecavir in the absence of
rtT184, rtS202, or rtM250 changes, were detected in the HBV of 3 subjects (3/562=<1%)
who experienced virologic rebound. For subjects who continued treatment beyond 48 weeks,
75% (202/269) had HBV DNA <300 copies/mL at end of dosing (up to 96 weeks).
HBeAg-positive (n=243) and -negative (n=39) treatment-naive subjects who failed to achieve
the study-defined complete response by 96 weeks were offered continued entecavir treatment
in a rollover study. Complete response for HBeAg-positive was <0.7 MEg/mL
(approximately 7 x 10° copies/mL) serum HBV DNA and HBeAg loss and, for HBeAg-
negative was <0.7 MEq/mL HBV DNA and ALT normalization. Subjects received 1 mg
entecavir once daily for up to an additional 144 weeks. Of these 282 subjects, 141 HBeAg-
positive and 8§ HBeAg-negative subjects entered the long-term follow-up rollover study and
were evaluated for entecavir resistance. Of the 149 subjects entering the rollover study, 88%
(131/149), 92% (137/149), and 92% (137/149) attained serum HBV DNA <300 copies/mL
by Weeks 144, 192, and 240 (including end of dosing), respectively. No novel entecavir
resistance-associated substitutions were identified in a comparison of the genotypes of
evaluable isolates with their respective baseline isolates. The cumulative probability of
developing rtT184, rtS202, or rtM250 entecavir resistance-associated substitutions (in the
presence of rtL180M and rtM204V substitutions) at Weeks 48, 96, 144, 192, and 240 was
0.2%, 0.5%, 1.2%, 1.2%, and 1.2%, respectively.

Lamivudine-refractory subjects: Genotypic evaluations were performed on evaluable samples

from 190 subjects treated with entecavir for up to 96 weeks in studies of lamivudine-
refractory HBV (AI463026, AI463014, Al463015, and rollover study Al463901). By Week
96, resistance-associated amino acid substitutions at rtT184, rtS202, or rtM250, with or
without rtl169 changes, in the presence of amino acid substitutions rtM204I/V with or
without rtL80V, rtV173L/M, or rtL180M emerged in the HBV from 22 subjects
(22/190=12%), 16 of whom experienced virologic rebound (>1 log;o increase above nadir)
and 4 of whom were never suppressed <300 copies/mL. The HBV from 4 of these subjects

had entecavir resistance substitutions at baseline and acquired further changes on entecavir

treatment. In addition to the 22 subjects, 3 subjects experienced V1r010g1c rebound w' fhothes.,
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(n=19), the median fold-change in entecavir ECsy values from reference was 19-fold at
baseline and 106-fold at the time of virologic rebound. For subjects who continued treatment
beyond 48 weeks, 40% (31/77) had HBV DNA <300 copies/mL at end of dosing (up to 96
weeks).

Lamivudine-refractory subjects (n=157) who failed to achieve the study-defined complete
response by Week 96 were offered continued entecavir treatment. Subjects received 1 mg
entecavir once daily for up to an additional 144 weeks. Of these subjects, 80 subjects entered
the long-term follow-up study and were evaluated for entecavir resistance. By Weeks 144,
192, and 240 (including end of dosing), 34% (27/80), 35% (28/80), and 36% (29/80),
respectively, attained HBV DNA <300 copies/mL. The cumulative probability of developing
rtT184, rtS202, or rtM250 entecavir resistance-associated substitutions (in the presence of
rtM2041/V with or without rtL.180M substitutions) at Weeks 48, 96, 144, 192, and 240 was
6.2%, 15%, 36.3%, 46.6%, and 51.5%, respectively. The HBV of 6 subjects developed
rtA181C/G/S/T amino acid substitutions while receiving entecavir, and of these, 4 developed
entecavir resistance-associated substitutions at rtT184, rtS202, or rtM250 and 1 had an
rtT184S substitution at baseline. Of 7 subjects whose HBV had an rtA181 substitution at
baseline, 2 also had substitutions at rtT184, rtS202, or rtM250 at baseline and another 2
developed them while on treatment with entecavir.

In a post-approval integrated analysis of entecavir resistance data from 17 Phase 2 and 3
clinical trials, an emergent entecavir resistance-associated substitution rtA181C was detected
in 5 out of 1461 (0.3%) subjects during treatment with entecavir. This substitution was
detected only in the presence of lamivudine resistance-associated substitutions rtL180M plus
tM204V.

Cross-resistance

Cross-resistance has been observed among HBV nucleoside analogue inhibitors. In cell-based
assays, entecavir had 8- to 30-fold less inhibition of HBV DNA synthesis for HBV
containing lamivudine and telbivudine resistance-associated substitutions rtM2041/V with or
without rtL.180M than for wild-type HBV. Substitutions rtM2041/V with or without rtL80I/V,
rtV173L, or rtL180M, which are associated with lamivudine and telbivudine resistance, also
confer decreased phenotypic susceptibility to entecavir. The efficacy of entecavir against
HBV harboring adefovir resistance-associated substitutions has not been established in

clinical trials. HBV isolates from lamivudine-refractory subjects failing entecavir therapy

were susceptible in cell culture to adefovir but remained resistant to lamivudine.

# Ykpgp N
4 at veither -,

Recombinant HBV genomes encoding adefovir resistance-associated S}rbstitut'
/

*
4

*

pHIiCT
25 wal| o

2 ne

KAPABAHOB 0.B.

Wi >

&

7 A%



rtA181V or rtN236T had 1.1- or 0.3-fold shifts in susceptibility to entecavir in cell culture,

respectively.

Outcomes in Adults

At 48 Weeks

The safety and efficacy of entecavir in adults were evaluated in three Phase 3 active-
controlled trials. These studies included 1633 subjects 16 years of age or older with chronic
hepatitis B virus infection (serum HBsAg-positive for at least 6 months) accompanied by
evidence of viral replication (detectable serum HBV DNA, as measured by the bDNA
hybridization or PCR assay). Subjects had persistently elevated ALT levels at least 1.3 times
ULN and chronic inflammation on liver biopsy compatible with a diagnosis of chronic viral
hepatitis. The safety and efficacy of entecavir were also evaluated in a study of 191 HBV-
infected subjects with decompensated liver disease and in a study of 68 subjects co-infected
with HBV and HIV.

Nucleoside-inhibitor-naive Subjects with Compensated Liver Disease

HBeAg-positive: Study Al463022 was a multinational, randomized, double-blind study of

entecavir 0.5 mg once daily versus lamivudine 100 mg once daily for a minimum of 52
weeks in 709 (of 715 randomized) nucleoside-inhibitor-naive subjects with chronic hepatitis
B virus infection, compensated liver disease, and detectable HBeAg. The mean age of
subjects was 35 years, 75% were male, 57% were Asian, 40% were Caucasian, and 13% had
previously received interferon-o. At baseline, subjects had a mean Knodell
Necroinflammatory Score of 7.8, mean serum HBV DNA as measured by Roche COBAS
Amplicor® PCR assay was 9.66 logo copies/mL, and mean serum ALT level was 143 U/L.
Paired, adequate liver biopsy samples were available for 89% of subjects.

HBeAg-negative  (anti-HBe-positive/HBY _DNA-positive): Study Al463027 was a

multinational, randomized, double-blind study of entecavir 0.5 mg once daily versus
lamivudine 100 mg once daily for a minimum of 52 weeks in 638 (of 648 randomized)
nucleoside-inhibitor-naive subjects with HBeAg-negative (HBeAb-positive) chronic hepatitis
B virus infection and compensated liver disease. The mean age of subjects was 44 years, 76%
were male, 39% were Asian, 58% were Caucasian, and 13% had previously received

interferon-a. At baseline, subjects had a mean Knodell Necroinflammatory Score o
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copies/mL, and mean serum ALT level was 142 U/L. Paired, adequate liver biopsy samples
were available for 88% of subjects.

In Studies AI463022 and AI463027, entecavir was superior to lamivudine on the primary
efficacy endpoint of Histologic Improvement, defined as a 2-point or greater reduction in
Knodell Necroinflammatory Score with no worsening in Knodell Fibrosis Score at Week 48,
and on the secondary efficacy measures of reduction in viral load and ALT normalization.
Histologic Improvement and change in Ishak Fibrosis Score are shown in Table 9. Selected

virologic, biochemical, and serologic outcome measures are shown in Table 10

Table 9: Histologic Improvement and Change in Ishak Fibrosis Score at Week 48,
Nucleoside-Inhibitor-Naive Subjects in Studies A1463022 and AI463027

Study AI463022 (HBeAg- Study AI463027 (HBeAg-
Positive) Negative)
Entecavir Lamivudine Entecavir Lamivudine
0.5 mg 100 mg 0.5 mg 100 mg
n=314" n=314" n=296" n=287"
Histologic Improvement (Knodell Scores)
Improvement” 72% 62% 70% 61%
No improvement 21% 24% 19% 26%
Ishak Fibrosis Score
Improvement* 39% 35% 36% 38%
No change 46% 40% 41% 34%
Worsening” 8% 10% 12% 15%
Missing Week 48 7% 14% 10% 13%
biopsy

“ Subjects with evaluable baseline histology (baseline Knodell Necroinflammatory Score >2).
bZZ—point decrease in Knodell Necroinflammatory Score from baseline with no worsening of
the Knodell Fibrosis Score.

® For Ishak Fibrosis Score, improvement = >1-point decrease from baseline and worsening =

>1-point increase from baseline.

Table 10: Selected Virologic, Biochemical, and Serologic Endpoints at Week 48,
Nucleoside-Inhibitor-Naive Subjects in Studies AI463022 and AI463027

Study AI463022 Study AI463027
(HBeAg-Positive) (HBeAg-Negative)
Entecavir Lamivudin Entecavir Lamivudine
0.5 mg e 0.5 mg 100 mg
n=354 100 mg n=325 n=313
n=355
HBV DNA*®
Proportion undetectable (<300 67% 36% 90% 72%
copies/mL)
Mean change from baseline —6.86 =530
(logjo copies/mL)
ALT normalization (<1 x ULN) 68% 60%
HBeAg seroconversion 21% 18%
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" Roche COBAS Amplicor PCR assay [lower limit of quantification (LLOQ) = 300
copies/mL].

Histologic Improvement was independent of bascline levels of HBV DNA or ALT.

Lamivudine-refractory Subjects with Compensated Liver Disease

Study Al463026 was a multinational, randomized, double-blind study of entecavir in 286 (of
293 randomized) subjects with lamivudine-refractory chronic hepatitis B virus infection and
compensated liver disease. Subjects receiving lamivudine at study entry either switched to
entecavir 1 mg once daily (with neither a washout nor an overlap period) or continued on
lamivudine 100 mg for a minimum of 52 weeks. The mean age of subjects was 39 years, 76%
were male, 37% were Asian, 62% were Caucasian, and 52% had previously received
interferon-o.. The mean duration of prior lamivudine therapy was 2.7 years, and 85% had
lamivudine resistance substitutions at baseline by an investigational line probe assay. At
baseline, subjects had a mean Knodell Necroinflammatory Score of 6.5, mean serum HBV
DNA as measured by Roche COBAS Amplicor PCR assay was 9.36 logjo copies/mL, and
mean serum ALT level was 128 U/L. Paired, adequate liver biopsy samples were available
for 87% of subjects.

Entecavir was superior to lamivudine on a primary endpoint of Histologic Improvement
(using the Knodell Score at Week 48). These results and change in Ishak Fibrosis Score are

shown in Table 11. Table 12 shows selected virologic, biochemical, and serologic endpoints.

Table 11: Histologic Improvement and Change in Ishak Fibrosis Score at Week 48,
Lamivudine-Refractory Subjects in Study AI463026

Entecavir Lamivudine
1 mg 100 mg

n=124" n=116"
Histologic Impmvement (Knodell Scores)
Improvement” 55% 28%
No improvement 34% 57%
Ishak Fibrosis Score
Improvement® 34% 16%
No change 44% 42%
Worsening® 11% 26%
Missing Week 48 biopsy 11% 16%

* Subjects with evaluable baseline histology (baseline Knodell Necroinflammatory Score >2).
®>2-point decrease in Knodell Necroinflammatory Score from baseline with no worsening of

the Knodell Fibrosis Score.

V;h. -.“r‘-r

° For Ishak Fibrosis Score, improvement = >1-point decrease from baseline and worsepi

>1-point increase from baseline. ,;?_

Table 12: Selected Virologic, Biochemical, and Serologic Endpoints At
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Lamivudine-Refractory Subjects in Study AI463026

Entecavir Lamivudine
1 mg 100 mg
n=141 n=145
HBV DNA®
Proportion undetectable (<300 copies/mL) 19% 1%
Mean change from baseline (log;o copies/mL) -5.11 —0.48
ALT normalization (<1 x ULN) 61% 15%
HBeAg seroconversion 8% 3%

“Roche COBAS Amplicor PCR assay (LLOQ = 300 copies/mL).

Histologic Improvement was independent of baseline levels of HBV DNA or ALT.

Subjects with Decompensated Liver Disease

Study Al463048 was a randomized, open-label study of entecavir 1 mg once daily versus
adefovir dipivoxil 10 mg once daily in 191 (of 195 randomized) adult subjects with HBeAg-
positive or -negative chronic HBV infection and evidence of hepatic decompensation, defined
as a Child-Turcotte-Pugh (CTP) score of 7 or higher. Subjects were either HBV-treatment-
naive or previously treated, predominantly with lamivudine or interferon-a.

In Study AI463048, 100 subjects were randomized to treatment with entecavir and 91
subjects to treatment with adefovir dipivoxil. Two subjects randomized to treatment with
adefovir dipivoxil actually received treatment with entecavir for the duration of the study.
The mean age of subjects was 52 years, 74% were male, 54% were Asian, 33% were
Caucasian, and 5% were Black/African American. At baseline, subjects had a mean serum
HBV DNA by PCR of 7.83 logio copies/mL and mean ALT level of 100 U/L; 54% of
subjects were HBeAg-positive; 35% had genotypic evidence of lamivudine resistance. The
baseline mean CTP score was 8.6. Results for selected study endpoints at Week 48 are shown
in Table 13.

Table 13: Selected Endpoints at Week 48, Subjects with Decompensated Liver

Disease, Study AI463048
Entecavir Adefovir Dipivoxil
1 mg 10 mg
n=100" n=91"
HBV DNA"
Proportion undetectable (<300 57% 20%
copies/mL)
Stable or improved CTP score® 61% 67%
HBsAg loss 5% 0
Normalization of ALT (<1 x ULN)? 49/78 (63%) 33/71 (46%)

* Endpoints were analyzed using intention-to-treat (ITT) method, treated subjects as
randomized.
® Roche COBAS Amplicor PCR assay (LLOQ = 300 copies/mL).

‘Defined as decrease or no change from baseline in CTP score.
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 Denominator is subjects with abnormal values at baseline.

ULN=upper limit of normal.

Subjects Co-infected with HIV and HBV

Study AI463038 was a randomized, double-blind, placebo-controlled study of entecavir
versus placebo in 68 subjects co-infected with HIV and HBV who experienced recurrence of
HBV viremia while receiving a lamivudine-containing highly active antiretroviral (HAART)
regimen. Subjects continued their lamivudine-containing HAART regimen (lamivudine dose
300 mg/day) and were assigned to add either entecavir 1 mg once daily (51 subjects) or
placebo (17 subjects) for 24 weeks followed by an open-label phase for an additional 24
weeks where all subjects received entecavir. At baseline, subjects had a mean serum HBV
DNA level by PCR of 9.13 log;o copies/mL. Ninety-nine percent of subjects were HBeAg-
positive at baseline, with a mean baseline ALT level of 71.5 U/L. Median HIV RNA level
remained stable at approximately 2 logjo copies/mL through 24 weeks of blinded therapy.
Virologic and biochemical endpoints at Week 24 are shown in Table 14. There are no data in
patients with HIV/HBV co-infection who have not received prior lamivudine therapy.
Entecavir has not been evaluated in HIV/HBV co-infected patients who were not
simultaneously receiving effective HIV treatment.

Table 14: Virologic and Biochemical Endpoints at Week 24, Study AI463038

Entecavir 1 mg® Placebo®
n=51 n=17
HBV DNA"
Proportion undetectable (<300 6% 0
copies/mL)
Mean change from baseline (logo —3.65 +0.11
copies/mL)
ALT normalization (<1 x ULN) 34%° 8%°

* All subjects also received a lamivudine-containing HAART regimen.

®Roche COBAS Amplicor PCR assay (LLOQ = 300 copies/mL).

° Percentage of subjects with abnormal ALT (>1 x ULN) at baseline who achieved ALT
normalization (n=35 for entecavir and n=12 for placebo).

For subjects originally assigned to entecavir, at the end of the open-label phase (Week 48),
8% of subjects had HBV DNA <300 copies/mL by PCR, the mean change from baseline
HBV DNA by PCR was —4.2 log)o copies/mL, and 37% of subjects with abnormal ALT at
baseline had ALT normalization (<1 x ULN).

Beyond 48 Weeks




(<0.7 MEq/mL by bDNA assay) and loss of HBeAg (in HBeAg-positive subjects) or ALT
<1.25 x ULN (in HBeAg-negative subjects) at Week 48. Subjects who achieved virologic
suppression but did not have serologic response (HBeAg-positive) or did not achieve ALT
<1.25 x ULN (HBeAg-negative) continued blinded dosing through 96 weeks or until the
response criteria were met. These protocol-specified subject management guidelines are not

intended as guidance for clinical practice.

Nucleoside-inhibitor-naive Subjects

Among nucleoside-inhibitor-naive, HBeAg-positive subjects (Study AI463022), 243 (69%)
entecavir-treated subjects and 164 (46%) lamivudine-treated subjects continued blinded
treatment for up to 96 weeks. Of those continuing blinded treatment in Year 2, 180 (74%)
entecavir subjects and 60 (37%) lamivudine subjects achieved HBV DNA <300 copies/mL
by PCR at the end of dosing (up to 96 weeks). 193 (79%) entecavir subjects achieved ALT
=1 x ULN compared to 112 (68%) lamivudine subjects, and HBeAg seroconversion occurred
in 26 (11%) entecavir subjects and 20 (12%) lamivudine subjects.

Among nucleoside-inhibitor-naive, HBeAg-positive subjects, 74 (21%) entecavir subjects
and 67 (19%) lamivudine subjects met the definition of response at Week 48, discontinued
study drugs, and were followed off treatment for 24 weeks. Among entecavir responders, 26
(35%) subjects had HBV DNA <300 copies/mL, 55 (74%) subjects had ALT <1 x ULN, and
56 (76%) subjects sustained HBeAg seroconversion at the end of follow-up. Among
lamivudine responders, 20 (30%) subjects had HBV DNA <300 copies/mL, 41 (61%)
subjects had ALT <1 x ULN, and 47 (70%) subjects sustained HBeAg seroconversion at the
end of follow-up.

Among nucleoside-inhibitor-naive, HBeAg-negative subjects (Study AI463027), 26 (8%)
entecavir-treated subjects and 28 (9%) lamivudine-treated subjects continued blinded
treatment for up to 96 weeks. In this small cohort continuing treatment in Year 2, 22
entecavir and 16 lamivudine subjects had HBV DNA <300 copies/mL by PCR, and 7 and 6
subjects, respectively, had ALT <1 x ULN at the end of dosing (up to 96 weeks).

Among nucleoside-inhibitor-naive, HBeAg-negative subjects, 275 (85%) entecavir subjects

and 245 (78%) lamivudine subjects met the definition of response at Week 48, discontinued

study drugs, and were followed off treatment for 24 weeks. In this cohort, very few subjects
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Lamivudine-refractory Subjects

Among lamivudine-refractory subjects (Study AI463026), 77 (55%) entecavir-treated
subjects and 3 (2%) lamivudine subjects continued blinded treatment for up to 96 weeks. In
this cohort of entecavir subjects, 31 (40%) subjects achieved HBV DNA <300 copies/mL, 62
(81%) subjects had ALT <1 x ULN, and 8 (10%) subjects demonstrated HBeAg
seroconversion at the end of dosing.

Outcomes in Pediatric Subjects

The pharmacokinetics, safety and antiviral activity of entecavir in pediatric subjects were
initially assessed in Study AI463028. Twenty-four treatment-naive and 19 lamivudine-
experienced HBeAg-positive pediatric subjects 2 to less than 18 years of age with
compensated chronic hepatitis B virus infection and elevated ALT were treated with
entecavir 0.015 mg/kg (up to 0.5 mg) or 0.03 mg/kg (up to 1 mg) once daily. Fifty-eight
percent (14/24) of treatment-naive subjects and 47% (9/19) of lamivudine-experienced
subjects achieved HBV DNA <50 IU/mL at Week 48 and ALT normalized in 83% (20/24) of
treatment-naive and 95% (18/19) of lamivudine-experienced subjects.

Safety and antiviral efficacy were confirmed in Study A1463189, a study of entecavir among
180 nucleoside-inhibitor-treatment-naive pediatric subjects 2 to less than 18 years of age with
HBeAg-positive chronic hepatitis B infection, compensated liver disease, and elevated ALT.
Subjects were randomized 2:1 to receive blinded treatment with entecavir 0.015 mg/kg up to
0.5 mg/day (N=120) or placebo (N=60). The randomization was stratified by age group (2 to
6 years; >6 to 12 years; and >12 to <18 years). Baseline demographics and HBV disease
characteristics were comparable between the 2 treatment arms and across age cohorts. At
study entry, the mean HBV DNA was 8.1 logjo IU/mL and mean ALT was 103 U/L. The
primary efficacy endpoint was a composite of HBeAg seroconversion and serum HBV DNA
<50 TU/mL at Week 48 assessed in the first 123 subjects reaching 48 weeks of blinded
treatment. Twenty-four percent (20/82) of subjects in the entecavir-treated group and 2%
(1/41) of subjects in the placebo-treated group met the primary endpoint. Forty-six percent
(38/82) of entecavir-treated subjects and 2% (1/41) of placebo-treated subjects achieved HBV
DNA <50 IU/mL at Week 48. ALT normalization occurred in 67% (55/82) of entecavir-
treated subjects and 22% (9/41) of placebo-treated subjects; 24% (20/82) of entecavir-treated
subjects and 12% (5/41) of placebo-treated subjects had HBeAg seroconversion.

5.2 Pharmacokinetic properties

The single- and multiple-dose pharmacokinetics of entecavir were evaluated /m‘ﬁ{eal}ﬁh\%

subjects and subjects with chronic hepatitis B virus infection.

Absorption

KAPABAHOB 0.B. /

-
(



Following oral administration in healthy subjects, entecavir peak plasma concentrations
occurred between 0.5 and 1.5 hours. Following multiple daily doses ranging from 0.1 to 1
mg, Cpax and area under the concentration-time curve (AUC) at steady state increased in
proportion to dose. Steady state was achieved after 6 to 10 days of once-daily administration
with approximately 2-fold accumulation. For a 0.5 mg oral dose, Cpay at steady state was
4.2 ng/mL and trough plasma concentration (Ctrougn) Was 0.3 ng/mL. For a 1 mg oral dose,
Cimax Was 8.2 ng/mL and Cirough was 0.5 ng/mL.

Effects of food on oral absorption: Oral administration of 0.5 mg of entecavir with a standard
high-fat meal (945 keal, 54.6 g fat) or a light meal (379 keal, 8.2 g fat) resulted in a delay in
absorption (1 to 1.5 hours fed vs. 0.75 hours fasted), a decrease in Cpnay of 44% to 46%, and a
decrease in AUC of 18% to 20%.

Distribution

Based on the pharmacokinetic profile of entecavir after oral dosing, the estimated apparent
volume of distribution is in excess of total body water, suggesting that entecavir is
extensively distributed into tissues.

Binding of entecavir to human serum proteins in vitro was approximately 13%.

Metabolism and Elimination

Following administration of '*C-entecavir in humans and rats, no oxidative or acetylated
metabolites were observed. Minor amounts of phase II metabolites (glucuronide and sulfate
conjugates) were observed. Entecavir is not a substrate, inhibitor, or inducer of the
cytochrome P450 (CYP450) enzyme system.

After reaching peak concentration, entecavir plasma concentrations decreased in a bi-
exponential manner with a terminal elimination half-life of approximately 128 to 149 hours.
The observed drug accumulation index is approximately 2-fold with once-daily dosing,
suggesting an effective accumulation half-life of approximately 24 hours.

Entecavir is predominantly eliminated by the kidney with urinary recovery of unchanged
drug at steady state ranging from 62% to 73% of the administered dose. Renal clearance is
independent of dose and ranges from 360 to 471 mL/min suggesting that entecavir undergoes
both glomerular filtration and net tubular secretion.

Special Populations

Gender: There are no significant gender differences in entecavir pharmacokinetics.

Race: There are no significant racial differences in entecavir pharmacokinetics.

Elderly: The effect of age on the pharmacokinetics of entecavir was evaluated following
administration of a single 1 mg oral dose in healthy young and elderly volunteers. E 1€

AUC was 29.3% greater in elderly subjects compared to young subjects. '/'!
/
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exposure between elderly and young subjects was most likely attributable to differences in
renal function. Dosage adjustment of entecavir should be based on the renal function of the
patient, rather than age.

Pediatrics: The

steady-state pharmacokinetics of entecavir were evaluated in
nucleosideinhibitor-naive and lamivudine-experienced HBeAg-positive pediatric subjects 2
to less than 18 years of age with compensated liver disease. Results are shown in Table 7.
Entecavir exposure among nucleoside-inhibitor-naive subjects was similar to the exposure
achieved in adults receiving once-daily doses of 0.5 mg. Entecavir exposure among
lamivudine-experienced subjects was similar to the exposure achieved in adults receiving

once-daily doses of 1 mg.

Table 7: Pharmacokinetic Parameters in Pediatric Subjects
NHCIBOSlde-II:‘hlbltOI‘- Lamivudine-Experienced”
Naive n=19
n=24

Cmax (ng/mL) 6.31 14.48
(CV%) (30) (31)
AUC(0_24) (ng-h/mL) 18.33 38.58
(CV%) 27) (26)
Chin (ng/mL) 0.28 0.47
(CV%) (22) (23)

* Subjects received once-daily doses of 0.015 mg/kg up to a maximum of 0.5 mg.

b Subjects received once-daily doses of 0.030 mg/kg up to a maximum of 1 mg.
Renal impairment: The pharmacokinetics of entecavir following a single 1 mg dose were
studied in subjects (without chronic hepatitis B virus infection) with selected degrees of renal
impairment, including subjects whose renal impairment was managed by hemodialysis or

continuous ambulatory peritoneal dialysis (CAPD). Results are shown in Table 8.

Table 8: Pharmacokinetic Parameters in Subjects with Selected Degrees of Renal
Function

Renal Function Group
Baseline Creatinine Clearance

(mL/min)
Unimpair Mild Modera Severe Severe Severe
ed>80 >50 to te <30 Managed Managed
n=6 <80 30to50 n=6 with with CAPD
n=6 n=6 Hemodialysi n=4
sa
n=6

Cinax (ng/mL) 8.1 10.4 10.5 153 15.4
(CV%) (30.7) (37.2y (227 (33.8) (56.4)
AUC o 27.9 51.5 69.5 145.7 233.9
(ngeh/mL) (25.6) (22.8) (22.7) (31.5) (28.4) ~ 4
V) AL )
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CLR (mL/min) 3832 1979 1356 403 NA NA

(SD) (101.8)  (78.1) (31.6) (10.1)

CLT/F 588.1 3092 2263 1006 50.6 357

(mL/min) (153.7)  (62.6)  (60.1)  (29.1) (16.5) (19.6)
(SD)

* Dosed immediately following hemodialysis.

CLR = renal clearance; CLT/F = apparent oral clearance.

Following a single 1 mg dose of entecavir administered 2 hours before the hemodialysis
session, hemodialysis removed approximately 13% of the entecavir dose over 4 hours. CAPD
removed approximately 0.3% of the dose over 7 days.

Hepatic impairment: The pharmacokinetics of entecavir following a single 1 mg dose were
studied in adult subjects (without chronic hepatitis B virus infection) with moderate or severe
hepatic impairment (Child-Turcotte-Pugh Class B or C). The pharmacokinetics of entecavir
were similar between hepatically impaired and healthy control subjects; therefore, no dosage
adjustment of entecavir is recommended for patients with hepatic impairment. The
pharmacokinetics of entecavir have not been studied in pediatric subjects with hepatic
impairment.

Post-liver transplant: Limited data are available on the safety and efficacy of entecavir in
liver transplant recipients. In a small pilot study of entecavir use in HBV-infected liver
transplant recipients on a stable dose of cyclosporine A (n=5) or tacrolimus (n=4), entecavir
exposure was approximately 2-fold the exposure in healthy subjects with normal renal
function. Altered renal function contributed to the increase in entecavir exposure in these
subjects. The potential for pharmacokinetic interactions between entecavir and cyclosporine
A or tacrolimus was not formally evaluated.

5.3 Preclinical safety data

Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Long-term oral carcinogenicity studies of entecavir in mice and rats were carried out at
exposures up to approximately 42 times (mice) and 35 times (rats) those observed in humans
at the highest recommended dose of 1 mg/day. In mouse and rat studies, entecavir was

positive for carcinogenic findings. It is not known how predictive the results of rodent

carcinogenicity studies may be for humans.
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40 times those in humans. Combined lung adenomas and carcinomas were increased in male
mice at exposures 3 times and in female mice at exposures 40 times those in humans. Tumor
development was preceded by pneumocyte proliferation in the lung, which was not observed
in rats, dogs, or monkeys administered entecavir, supporting the conclusion that lung tumors
in mice may be a species-specific event. Hepatocellular carcinomas were increased in males
and combined liver adenomas and carcinomas were also increased at exposures 42 times
those in humans. Vascular tumors in female mice (hemangiomas of ovaries and uterus and
hemangiosarcomas of spleen) were increased at exposures 40 times those in humans. In rats,
hepatocellular adenomas were increased in females at exposures 24 times those in humans;
combined adenomas and carcinomas were also increased in females at exposures 24 times
those in humans. Brain gliomas were induced in both males and females at exposures 35 and
24 times those in humans. Skin fibromas were induced in females at exposures 4 times those
in humans.

Mutagenesis

Entecavir was clastogenic to human lymphocyte cultures. Entecavir was not mutagenic in the
Ames bacterial reverse mutation assay using S. fyphimurium and E. coli strains in the
presence or absence of metabolic activation, a mammalian-cell gene mutation assay, and a
transformation assay with Syrian hamster embryo cells. Entecavir was also negative in an
oral micronucleus study and an oral DNA repair study in rats.

Impairment of Fertility

In reproductive toxicology studies, in which animals were administered entecavir at up to 30
mg/kg for up to 4 weeks, no evidence of impaired fertility was seen in male or female rats at
systemic exposures greater than 90 times those achieved in humans at the highest
recommended dose of 1 mg/day. In rodent and dog toxicology studies, seminiferous tubular
degeneration was observed at exposures 35 times or greater than those achieved in humans.
No testicular changes were evident in monkeys.

Entecavir was administered orally to pregnant rats (at 2, 20, and 200 mg per kg per day) and
rabbits (at 1, 4, and 16 mg per kg per day) during organogenesis (on gestation Days 6 through
15 [rat] and 6 through 18 [rabbit]). In rats, embryofetal toxicity including post-implantation
loss, resorptions, tail and vertebral malformations, skeletal variations including reduced
ossification (vertebrate, sternebrae, and phalanges) and extra lumbar vertebrae and ribs, and
lower fetal body weights were observed at systemic exposures (AUC) 3,100 times those in
humans at the MRHD. Maternal toxicity was also observed at this dose level. In .
embryofetal toxicity including post-implantation loss, resorptions and/_slgelet

including reduced ossification (hyoid) and increased incidence of 1/39}1
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systemic exposures (AUC) 883 times those in humans at the MRHD. There were no signs of
embryofetal toxicity when pregnant animals received oral entecavir at 28 (rat) and 212
(rabbit) times the human exposure (AUC) at the MRHD. In a pre/postnatal development
study, entecavir was administered orally to pregnant rats at 0.3, 3, and 30 mg per kg per day
from gestation day 6 to lactation/post-partum day 20. No adverse effects on the offspring
occurred at up to the highest dose evaluated, resulting in exposures (AUC) greater than 94
times those in humans at the MRHD.

Entecavir was excreted into the milk of lactating rats following a single oral dose of 10 mg
per kg on lactation day 7. Entecavir in milk was approximately 25% that in maternal plasma
(based on AUC).

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet Core:

Lactose monohydrate, Microcrystalline cellulose, Crospovidone, Magnesium stearate.
Film-coating:

Hypromellose, Titanium dioxide and Polyethylene Glycol.

6.2 Incompatibilities

Not applicable

6.3 Shelf life

Please refer outer package for expiry date.

6.4 Special precautions for storage

Store below 25°C.

6.5 Nature and contents of container

HDPE container of 30’s

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. MANUFACTURER

Aurobindo Pharma Limited,

Unit —VII, SEZ, TSIIC, Plot No. S1,

Survey No’s: 411/P, 425/P, 434/P, 435/P & 458/P,

Green Industrial Park, Polepalle Village,

Jadcherla Mandal, Mahabubnagar District,

Telangana State, INDIA.

8. DATE OF PREPARATION OF THE TEXT: September 2025
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PATIENT INFORMATION LEAFLET
Entecavir Tablets USP 0.5 mg and 1 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.
- If 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, even if their signs of illness are the same as yours.
- If 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
1. What Entecavir Tablets is and what it is used for
2. What you need to know before you take Entecavir Tablets
3. How to take Entecavir Tablets
4. Possible side effects
5. How to store Entecavir Tablets
6. Contents of the pack and other information
1. What Entecavir Tablets is and what it is used for
Entecavir tablets are a prescription medicine used to treat chronic hepatitis B virus (HBV) in

adults and children 2 years of age and older who have active liver disease.

Entecavir tablets will not cure HBV.

Entecavir tablets may lower the amount of HBV in the body.

Entecavir tablets may lower the ability of HBV to multiply and infect new liver cells.
Entecavir tablets may improve the condition of your liver.

It is not known whether entecavir tablets will reduce your chances of getting liver
cancer or liver damage (cirrhosis), which may be caused by chronic HBV infection.

e It is not known if entecavir tablets are safe and effective for use in children less than 2
years of age.

What should I tell my healthcare provider before taking Entecavir Tablets?

Before you take entecavir tablets, tell your healthcare provider if you:

e have kidney problems. Your entecavir tablets dose or schedule may need to be
changed »
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Your healthcare provider will test the level of the hepatitis B virus in your blood
regularly.

have any other medical conditions.

are pregnant or plan to become pregnant. It is not known if entecavir tablets will harm
your unborn baby. Talk to your healthcare provider if you are pregnant or plan to
become pregnant.

Antiretroviral Pregnancy Registry. If you take entecavir tablets while you are
pregnant, talk to your healthcare provider about how you can take part in the entecavir
tablets Antiretroviral Pregnancy Registry. The purpose of the pregnancy registry is to
collect information about the health of you and your baby.

are breastfeeding or plan to breastfeed. It is not known if entecavir can pass into your
breast milk. You and your healthcare provider should decide if you will take entecavir
tablets or breastfeed.

Tell your healthcare provider about all the medicines you take, including prescription and
over-the-counter medicines, vitamins, and herbal supplements. Especially tell your healthcare
provider if you have taken a medicine to treat HBV in the past.

Know the medicines you take. Keep a list of your medicines with you to show your healthcare
provider and pharmacist when you get a new medicine.

2. What you need to know before you take Entecavir Tablets

i. Your hepatitis B virus (HBV) infection may get worse if you stop taking entecavir
tablets. This usually happens within 6 months after stopping entecavir tablets.

Take entecavir tablets exactly as prescribed.
Do not run out of entecavir tablets.
Do not stop entecavir tablets without talking to your healthcare provider.

Your healthcare provider should monitor your health and do regular blood tests to
check your liver if you stop taking entecavir tablets.

ii. If you have or get HIV that is not being treated with medicines while taking entecavir
tablets, the HIV virus may develop resistance to certain HIV medicines and become
harder to treat. You should get an HIV test before you start taking entecavir tablets and
anytime after that when there is a chance you were exposed to HIV.

Entecavir tablets can cause serious side effects including:

iii. Lactic acidosis (buildup of acid in the blood). Some people who have taken entecavir
tablets or medicines like entecavir tablets (a nucleoside analogue) have developed a
serious condition called lactic acidosis. Lactic acidosis is a serious medical emergency
that can cause death. Lactic acidosis must be treated in the hospital. Reports of lactic

acidosis with entecavir tablets generally involved patients who were seriously ill;
their liver disease or other medical condition.

Call your healthcare provider right away if you get any
symptoms of lactic acidosis:
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*  You feel very weak or tired.

* You have unusual (not normal) muscle pain.

* You have trouble breathing.

* You have stomach pain with nausea and vomiting.
* You feel cold, especially in your arms and legs.

* You feel dizzy or light-headed.

* You have a fast or irregular heartbeat.

iv. Serious liver problems. Some people who have taken medicines like entecavir tablets
have developed serious liver problems called hepatotoxicity, with liver enlargement
(hepatomegaly) and fat in the liver (steatosis). Hepatomegaly with steatosis is a
serious medical emergency that can cause death.

Call your healthcare provider right away if you get any of the following signs or
symptoms of liver problems:

* Your skin or the white part of your eyes turns yellow (jaundice).
Your urine turns dark.

Your bowel movements (stools) turn light in color.

You don’t feel like eating food for several days or longer.

You feel sick to your stomach (nausea).

You have lower stomach pain.

You may be more likely to get lactic acidosis or serious liver problems if you are female,
very overweight, or have been taking nucleoside analogue medicines, like entecavir
tablets, for a long time.

General information about the safe and effective use of Entecavir Tablets

Entecavir tablets do not stop you from spreading the hepatitis B virus (HBV) to others by sex,
sharing needles, or being exposed to your blood. Talk with your healthcare provider about safe
sexual practices that protect your partner. Never share needles. Do not share personal items
that can have blood or body fluids on them, like toothbrushes or razor blades. A shot (vaccine)
is available to protect people at risk from becoming infected with HBV.

Medicines are sometimes prescribed for purposes other than those listed in a Patient
Information leaflet. Do not use entecavir tablets for a condition for which it was not
prescribed. Do not give entecavir tablets to other people, even if they have the same symptoms
you have. They may harm them.

This Patient Information leaflet summarizes the most important information about entecavir
tablets. If you would like more information, talk with your healthcare provider. You can ask
your healthcare provider or pharmacist for information about entecavir tablets that is written
for health professionals.
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3. How to take Entecavir Tablets

» Take entecavir tablets exactly as your healthcare provider tells you to.

* Your healthcare provider will tell you how much entecavir to take.

* Your healthcare provider will tell you when and how often to take entecavir tablets.

* Take entecavir tablets on an empty stomach, at least 2 hours after a meal and at least 2
hours before the next meal.

* Do not change your dose or stop taking entecavir tablets without talking to your
healthcare provider.

e Ifyou miss a dose of entecavir tablets, take it as soon as you remember and then take
your next dose at its regular time. If it is almost time for your next dose, skip the
missed dose. Do not take two doses at the same time. Call your healthcare provider or
pharmacist if you are not sure what to do.

* When your supply of entecavir tablets start to run low, call your healthcare provider or
pharmacy for a refill. Do not run out of entecavir tablets.

e If you take too much entecavir, call your healthcare provider or go to the nearest
emergency room right away.

4. Possible side effects

Entecavir tablets may cause serious side effects. See “What is the most important
information I should know about entecavir tablets?”

The most common side effects of entecavir tablets include:

headache
tiredness
dizziness
nausea

Tell your healthcare provider if you have any side effect that bothers you or that does not go

away.

5. How to store Entecavir Tablets

e Store Entecavir Tablets below 25°C in the original bottle. Keep the bottle tightly closed
container.

Keep Entecavir Tablets, and all medicines out of the reach 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 are the ingredients in Entecavir Tablets

i&f

Active ingredients: Entecavir
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Inactive ingredients: Lactose monohydrate, Microcrystalline cellulose,
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Magnesium stearate.

KAPABAHOB 0.B.




5

Tablet film-coating contains: Hypromellose, Titanium dioxide and Polyethylene Glycol.

What Entecavir Tablets looks like and contents of the pack

0.5 mg:

Entecavir Tablets are White, triangular shaped, biconvex, film-coated tablets, debossed with
‘K’ on one side and ‘40’ on the other side.

1 mg:

Entecavir Tablets are White, round shaped, biconvex, film-coated tablets, debossed with ‘K’
on one side and ‘41’ on the other side.

A bottle containing 30 Entecavir tablets

Reporting of side effects

For any information about this medicinal product, please contact the local representative of the
Marketing Authorisation Holder.

“If you notice any side effect (s) with the use of this drug, please report it immediately via

internet to the following e-mail address: pharmacovigilance@aurobindo.com”.

Marketing Authorization Holder
Aurobindo Pharma Limited,

Hyderabad, Telangana State, India.

Manufactured By

Aurobindo Pharma Limited,

Unit —VII, SEZ, TSIIC, Plot No. S1,

Survey No’s: 411/P, 425/P, 434/P, 435/P & 458/P,
Green Industrial Park, Polepalle Village,
Jadcherla Mandal, Mahabubnagar District,
Telangana State, INDIA.
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JATBEPIKEHO
Haka3s Minicrepcrsa oxoponn
310poB’ss YKpainu
PeecTpauiitne nocBinuenns
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Ilepexnaau TexcriB iHcTpyKuii npo 3acrocyBamms i KOpPOTKOIL
XapakTePUCTHKH  JIKAapPCLKOI0  3aco0y /ep:KaBHOI0  MOBOIO,
3acBilveHi mignucom 3SasiBHHKAa a0o0 VIIOBHOBAKEHOI0 HUM
npeacTaBHUKA

3 - Aypobingo ®apma Jlimiten, Inais
RIS, Mpaina: Aurobindo Pharma Limited, India

G Aypobinao @apma Jlimiren, Inais
BupoGHBK, kpaina: Aurobindo Pharma Limited, India

EHTEKABIP TABJIETKH ®.CIIIA 0,5 MI" (ENTECAVIR TABLETS USP 0,5 MG)

EHTEKABIP TABJIETKH ®.CIIIA 1 MI' (ENTECAVIR TABLETS USP 1 MG)
TabJIeTKH, BKPHTI 000/10HK010, 0,5 Mr; 1 mr

o 30 rabaerox y miacrukosomy Konteiinepi. ITo 1 miiacTukosoMy KoHTeiiHepy y
KApPTOHHIH Kopooi.
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KOPOTKA XAPAKTEPUCTHKA JIKAPCHKOI'O 3ACOBY
Enrexagip Ta6uaerkn ®.CHIA 0,5 mr ta 1 mr
1. HA3BA JIIKAPCBKOTI'O 3ACOBY
Enrekasip Ta6merkn ®.CIIA 0,5 Mrta 1 Mr
2. AKICHUM TA KUIBKICHUI CKJIAJT

Koxna Tabnerka, BKpHTa IUIBKOBOIO OGONOHKOK, MiCTHTE: enrexaip ©.CILIA 0,5 mr ta 1 mr.
Hosnuii nepenik 10mOMDKHHX pevoBHH MUB. y po3aini 6.1.

3. PAPMAIIEBTUYHA ®OPMA
TabneTka, BKpuTa MIiBKOBOIO 060JI0HKOIO.

0,5 mr: bini, TpukyTHOT opmu, ABOOMYKI, TAGIETKH, BKPHTI MIIIBKOBOIO 000JIOHKOIO, 3 THCHEHHAM
«K» 3 ojtHOTO O0OKY Ta «40» 3 iHIIOrO.

1 mr: Bii, kpyroti, [BoOIyKIIi, TabNeTKH, BKPUTI IIiBKOBOIO 000JIOHKOK), 3 THCHEHHAM «K» 3 0IHOTO
60Ky Ta «41» 3 iHmoro.

4. KJIIHIYHI JAHI
4.1 TepaneBTHYHI OKa3aHHSA

Tabnerkn entexapipy nmokasasi Juist TiKyBaHHs XpOHiuHOI indexiii Bipycy renaruty B y mopocmux
Ta JiTell Bikom 2 POKH Ta CTaplie 3 03HaKaMH akTHBHOI peILTiKarii Bipycy Ta a60 03HaKaM¥ CTifKoro
IiJBHIICHHS DiBHS amiHoTpancdepas y cuposarni kposi (AJIT a6o ACT), a6o rictomnoriuno
aKTHBHOI'O 3aXBOPIOBAHHS.

4.2 JlozyBaHHS Ta CHOCI0 3acTOCYBAHHHA

Ho3zyBanus

Yac 3acTocyBaHHs

EnTekagip TabneTku cinix npuitMaty HaTimecepie (MpUHAMMHI Yepe3 2 TOAMHH Tics ki Ta 3a 2
TOJTMHM JIO HACTYIIHOTO IPHHOMY 1Xi).

Pexomeniopane 103yBaHHS 1151 IOPOCIHX

KomneHcoBana XxBopoOa nedinku

Pexomenyiopana n103a TabneTok eHTeKaBipy UL MiKyBaHHs XpoHiuHOI iHbeKii Bipycy rematuty B y
JIOPOCHHX Ta MiVITKIB Bikom Bix 16 pokiB, siki paHiule He OTpUMYBAIH JIKYBAHHS iHTiGiTOpaMu
HYKJI€03HiB, CTaHOBUTH 0,5 MI 0/1uH pa3 Ha J100y.

PexomennoBana 03a TableTOK eHTEKaBipy [Uisi ZOPOCIHX Ta WiUTKIB (BikoMm Bim 16 pokie) 3
aHaMHe30M BipeMii rematuty B mij gac mpuitomy namiByuHy a60 BiIoMHX 3aMiH Pe3HCTEHTHOCTI 10
naMiByuHy uM Ten6iByauHy rtM2041/V 3 rtL180M, rtL80I/V abo rtV173L abo 6e3 HUX CTAHOBHTS 1
MT OIHH paz Ha J100y.

JlekoMIieHcoBaHa XBOpO0Oa MEeYiHKH

PexoMeniopana 1103a TabeTOK eHTeKaBipy ML MKYBaHHs XpoHiuHOi iHeKwii Bipycy renatuty By
JIOPOCIIHX 3 IEKOMIIEHCOBAHOIO XBOPODOK NEUIHKH CTAHOBHTE | M OJIHH pa3 Ha 100y.
PexomenaoBane g103yBaHHsA 1 Jireii

V rabmuui 1 onmcano pekoMeH1oBaHy 03y TabIeTOK eHTEKaBipy AN AiTel BikoM 2 poKH Ta CTapHJe
Ta Barolo moxa#merIne 10 kr. Po3uun Juist mepopanbHOTo 3aCTOCYBAaHHS CITi{ BAKOPHCES » 11,
IaIieHTiB 3 Macoro Tina g0 30 Kr. goort !
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Tabauug 1. Cxema x03yBaHHA y Jireii.
Pexomeniorana oanopasosa xo6oea go3a PO3YHHY AJIs
NePOPaIbHOI0 3aCTOCYBAHHA (M)

Maca Tina (kr) IMamientn, ski panime He ITauienTwH, sKi BiKe
OTPHUMYBAJIH JIIKYBaHHA" npuiiMany JTaMiByIHH °

10-11 3 6

Ouneie Hixk 11 no 14 4 8

Outbime Hix 14 no 17 5 10

Ouneme "ix 17 no 20 6 12

Oinbine Hix 20 mo 23 7 14

Oinmbine Hix 23 10 26 8 16

OinpIne Hik 26 1o 30 9 18

Oinpme Hix 30 10 20
* Jlitn 3 macoro Tina nonan 30 Kr noBMHHI otpumysatu 10 M (0,5 mr) nepopansHoro po3unHy abo oaHy
Tabnetky 0,5 Mr oauH pas Ha 100y.

® Ilitu 3 Macoro Tina nonan 30 Kr moBHHH] orpumyeat 20 ma (1 mr) nepopanbHoro posuuHy abo onHY
Tabnerky 1 Mr ofinH pas Ha 100y.

Y fopociux NalieHTiB 3 NOPYIIEHHSM (YHKIIT HUPOK BHAMMUIA IIepopaitbHuii KIIPEHC eHTEeKaBipy
3MCHINYBABCS 31 3HIKEHHAM KiipeHCy KpeatwHidy [mus. Knimiysa dapmakomoris (12.3}].
KopuryBanHs 103M peKOMEHIYCThCA Ul NALIEHTIB 3 KIipEHCOM KpeaTHHiHY MeHme 50 M/XE,
BKJIIOYAIOYH TALEHTIB Ha Temofiamizi abo GesmepepBHOMY aMGyTaTopHOMY HEPUTOHECATLHOMY
miamisi (BAIIJI), sk mokazano B Tabmumi 2. IlepeBara HamaeTbes peXHMaM 03yBaHHA OIMH pa3 Ha

no0y.

Tabmaus 2: Pexomennosane nozyeanns Entexapip Tabaerku mas Jopocamx nmamicHTis 3
HHPKOBOK HEI0CTATHICTIO
Kaipene kpeatuniny 3pnyaiina go3a (0,5 mr) JlamiByuH-pesncrenTaa abo
(Mmu1/xB) JAEKOMIIEHCOBAaHA XBOP00a
nevinku (1 mr)
50 abo Ginpire 0,5 Mr ozuH pa3s Ha 100y 1 Mr oauH pa3 Ha 100y
Bix 30 110 MeHIue Hix 50 0,5 mr xoxH1 48 roauH 0,5 Mr ozuH pa3 Ha JIeHb
abo
1 Mr xoxHi 48 roque
Bix 10 g0 menme wix 30 0,5 Mr xoxH1 72 ToaHHH 1 Mr KOkHi 72 TOIUHH
Menme 10 0,5 Mr KoxHi1 7 qHIB 1 Mr KoxHI 7 IHIB
I'emomianiz Ta BATIJ]

® Sximo npenapar NpHAMaroTk y ACHb reMoAiamisy, TabNeTKu eHTeKaBipy Clifi MpHiMaTH Micas ceaHcy
reMojianisy.

Xoua maHux JUis pekoMeHjauii mono crenudidHol Kopekuii 1034 eHTeKaBipy TabneTok y miTei 3
HOpYWeEHHAM (YHKIII HUPOK HEJOCTaTHBO, CIII PO3IJIAHYTH NHTaHHSA HPO 3MEHIICHHS A03H a6o
30iNbIIeHH s iHTepBaTy MK J03YBaHHAMHE, HOJIIOHO 10 KOPEKIil IS JOPOCITHX.
[opymenns (pyHKIiT HediHKHA

JUist nanieHTiB 3 HopymeHHAM (QYHKIT MeyiHKu KOPEeKIlis 1031 He NoTpiOHa.
TpuBanicTs Tepamii
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OnTuMalbHa TPUBANICTE JKYBAHHS CHTEKABIPOM TabNeTKaMH I8 [NAIEHTIB 3 XPOHIYHOIO
IH(ekuielo Bipycy rematuty B Ta 3B'SI30K Misk JIKYBAaHHAM Ta JOBFOCTPOKOBHMH De3YJILTATAMH,
TaKMMH JAK IHPO3 Ta IelaToleIOSIPHA KapiMHOMa, HeBiTOMI.

Crocid 3acTocyBanns

Entexagip TabneTku ciig npuitMaTi nepopaibHo.

4.3 IIporunokasanns

[inepuayTnuBicTs 10 aKTHBHOI peuoBUHH 260 10 GYIL-AKOT 3 JIOTIOMIKHHX PEYOBHH, NEPEITIYEHHX Y
po3mim 6.1.

4.4 CuenianbHi monepeaKeHHs Ta 3aM06EKHI 3aX01H MO0 3aCTOCYBAHHSA

Tasxki 3arocTpenns renarury B

Y nauieHTis, sKi NPHIMHHIM TEPAmiio IPOTH TeNaTHTy B, BKIOYaoun CHTEKaBIpP, MOBIIOMIAIOCS
IIPO TSDKKI 3arOCTpeHHs renatuty B. V manientis, sixi npunmHmmm tepaiiio OpOTH renatuty B, cmin
PETENBbHO KOHTPOMIOBATH (YHKIIO IEYIHKH, NPOBOASYH SK KIIHIYHI, Tak i nabopartopHi
CIIOCTCPEIKEHHS NPOTATOM INOHAAMEHINE KiNbKOX MicAliB. 3a morpebu Moxke GyTH BHIpaBIAHHM
II0YaTOK Tepamii NpoTH renaTury B.

INanienTH, koindixosani BLJI Ta BI'B

EnTexaip He OLiHIOBAaBCA y MalieHTIB, koindikoBanux BIJI/BI'B, sxi omHouacHo He oTpHMyBaim
eexrusroro mikysanns BIJI. OOmexeHuii KIHIYHMIA JTOCBIT CBIT4HTH PO MOYIIMBICTE PO3BUTKY
PE3UCTEHTHOCTI JI0 HYKJICO3HAHUX iHTiGiTOpiB 3BOpOTHOI TpaHckpumrasu BIJI, sximo enTekasip
BUKOPHCTOBYETECS /Ul JIKYBaHHA XPOHIYHOI iHdexuii Bipycy remaruty B y mamientis 3 BLJI-
1H(EKII€O, KA He JNiKyeThes. TaKuM 9MHOM, Tepallis eHTeKaBipOM He PEKOMEH/IYEThCS MAIIEHTAM 3
koinpekuieto BUVBI'B, ski takox me orpumytore BAAPT (BHCOKOAKTHBHA aHTHPETPOBIpyCHA
Teparisi). Tlepen moyatkom Teparii eHTEKaBipOM yciM MALliEHTaM CITiJ 3aNpONOHYBATH TECTYBAHHS
Ha amrurina po BIL EnTexapip we BuBuaBcs sk 3aci6 nikysamma BlI-impexuii Ta He
PEKOMEHAYETHCS JUIsl LILOT0 3aCTOCYBaHHS.

JlakTanmmao3 Ta TSJKKA remaToMeralis 3i creaTozom

IToBigommsAiocs Npo JAKTAaI[HA03 Ta TSHKKY TeaTOMEralilo 3i CTEaTo30M, BKIIOYAIOUM JIETANIBHI
BHIIQJIKH, TIPH 3aCTOCYBaHHi iHTi0iTOPiB HYKICO3HIHHX AHAJIOTIB, BKIIOYAIOYHM CHTEKaBip, OKPEMO
a00 B KOMOIHAWII 3 aHTHPETPOBIPYCHUMH NpenapaTaMi. BilbliicTs UX BUMAAKIB CHOCTEpiranucs y
JKIHOK. OXHPIHHS Ta TPHBAMH BILTMB HYKJICO3HIHHX IHTIOITOPIB MOKYTH OyTH (GaKTOpaMH PH3HKY.
OcobmiBy 00epexHICTh CIil HPOSABIATH IPH NPHU3HAYEHHI iHTIOITOPIB HYKICO3HIHHX AaHAIOTiB
Oynb-sKOMY Tali€eHTy 3 BiZOMUMH (aKTOpaMM PH3HKY 3aXBOPIOBAHb NEYiHKH; ONHAK, BHIIAIKH
TaKOK MOBIIOMIISIMCS y TAIIEHTIB 6e3 BigoMux (axTopiB pH3HKY.

[loBimoMislocss TPO  JIaKTalMJ03 IPH 3acTOCYBAHHI E€HTEKaBipy, dYacTo Y TOEHHAHHI 3
JIEKOMIIEHCAIIEIO NeYiHKH, IHIIUMH CepiO3HHME 3aXBOPIOBAHHAMM a00 BIIMBOM JiKiB. [lamienTy 3
JECKOMIICHCOBAHUM 3aXBOPIOBAHHSAM II€YiHKH MOXYTh MAaTH IiJIBHIICHHNA PH3HK PO3BHTKY
JIaKTATHOTO aiumo3y. JIikyBaHHs €HTeKaBIpOM CIil MPHU3YMHHATH Y OY/(b-AKOTO MAIi€HTa, Y SKOTO
PO3BHBAIOTECA KIiHIUHI abo saboparopHi O3HaKW, IO CBigYaTh OPO JAaKTATHHH armumo3 abo
BHP&KCHY TeIaTOTOKCHYHICTh (IO MOXE BKJIKOYATH TIeNaToMeragilo Ta cTeaTo3 HaBiTh 3a
BIJICYTHOCTI BUP@XXEHOT'O IiIBUIIEHHS PIBHS TpaHcaMiHa3).

3acrocyBaHH# y giTeii

EnTexapip ominoBamy y JBOX KIHIYHHX IOCITIDKEHHSX y IiTel Bikom Bim 2 pokis 3 HBeAg-
IO3UTHBHOIO XpoHi4HOI BI'B-iHekiicro Ta KoMIEHCOBAHMM 3aXBOPHOBAHHIM neyiHku. Broms
€HTeKaBipy Ha OiTelf BikoM Bi 2 pokie 3 HBeAg-mosutuBHOI XpoHiunowo BIT /@%ﬁﬂiﬁ&ra
KOMIICHCOBAaHHM 3aXBOPIOBAHHAM MEYIHKH, AKi paHille He OTPUMYBAIH. JIKyBal
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KOMIICHCOBaHUM 3aXBOPIOBAHHSIM TI€YIHKH, SKi orpumyBama 0,015 Mr/kr (mo 0,5 Mr oaun pa3z Ha
ienb) abo 0,03 mr/kr (10 1 Mr ogun pas Ha JIeHb) BUIIOBIZHO, OLIHIOBAIM Y HOCTbkenHi AT463028.
besnexa Ta edextnBHicTs 06panoi mosm y miteit, sxi paHille He OTPUMYBanH JiKyBaHHS, Oy
MATBEP/UKERI B mocmimkenni  Al463189, PaHIOMI30BaHOMY  ILTAlEeGO-KOHTPOIBOBAHOMY
JIOCIIJKeHH] JIIKyBaHHS.

Hani mono 3acTocyBanHs eHTeKaBipy y iTeif, sKi paHillle OTPUMYBAIlH JIAMiBYIHH, O6MEKeHi;
CHTCKaBIp CITiJl 3aCTOCOBYBATH ITMM NAIICHTAM JIHILE TOJIi, KOJIM TIOTeHIIiiHa KOPHCTh BUIIPAB/IOBY€E
NOTCHUIHRMHA PH3UK Ui (uTHHH. OCKLUIbKH IeSKHM JITSIM MOJKE 3HaJOOUTHCs TpuBaje abo HaBiThb
JIOBIUHE JIIKYBaHHS XPOHIYHOTO aKTHBHOIO TemaTuTy B, cnif BpaXoByBaTH BIUIMB €HTeKaBipy Ha
MaifOyTHI BapiaHTH TiKyBaHHS.

Edexrusnicts Ta Gesneka enTekaBipy He BCTAHOBJICHI Yy MALI€ATIB BiKOM 10 2 poKiB. 3acTOCYBaHHS
CHTCKaBIPy B I BIKOBIH Ipyni He OLIHIOBAIOCS, OCKiNBKH mikysanust BI'B y uiii Bikosiit rpymi
piJIKO mOTpiOHE,

I'epiaTpuune 3acrocyBanus

Kriniuni nocimkeHHs eHTeKaBipy He BKIIOYaNHM IOCTATHIO KiTBKICTh MALICHTIB BikoM 65 POKIB 1
CcTapie, o0 BU3HAYMTH, YH PearyroTh BOHH iHAaKIIe, HiX MOJOI MAIieHTH. EnTexaBip 3HauHOIO
MIPOIO BUBOJITLCS HUPKAMH, I PH3HK TOKCHYHEX peakiiii Ha meit npenapar Moxe OyTH OLTBIINM Y
TMALIEHTIB 3 HopymeHHsaM GyHKU Hupok. OCKiIBKH y MA€HTIB TTHHOTO BIKy Oi7IbIIa HMOBIPHICTE
3HHOKCHHS (QYHKUIi HUPOK, CTif 00epeskHO MifXOMMTH 10 BHOOPY 03H, i MOXe OyTH KOpHCHHM
KOHTPOJIOBATH (PYHKIIIO HUPOK.

Pacosi/eTHivuni rpynun

Hemae cyrreix pacoBux BiMinHOCTe# y apmakokimeTHii entekasipy. Besneka ta e(pEeKTUBHICTB
eHTekaBipy 0,5 Mr ofuH pa3s Ha JIcHb OLUHIOBAIHCS B OJTHOIPYIIOBOMY BIJAKPHUTOMY JOCIiKEHHI 3
HBeAg-nozutueHUMEH ab0 -HeraTHBHHMH, 4opHOKipuMH/appoamepukanuamu  (n=40) Ta
JIATHHOAMEPUKaHIAME  (1=0) 3 XponiyHoo BI'B-indexumiero, sxi pamime me oTpuMyBamH
HYKJICO3U/HI iHribiTopu. V npomy mocmimkxensi 76% ydacHHKiB GymH wonOBiKam, CepemHiil BIK
craHoBuB 42 poku, 57% Oymn HBeAg-mosuwrusuumu, cepenmiit Buximmmit pisens JIHK BI'B
cranoBuB 7 logl0 MO/mi, a cepenniii Buxinnuit pisens AJIT cranosus 162 On/n. Ha 48-my THOKHI
nikysauus y 32 3 46 (70%) yuacHukis criocrepirases pisens JJTHK BI'B <50 MO/mn (mpu6smmzHo 300
Komiii/Mi), y 31 3 46 (67%) yJacHukiB ciocTepiranacs HopMaizamis AJIT (<1 xBMH),ay 12326
(46%) HBeAg-nmo3uTuBHUX y4acHHKIB crocTepiranacs cepokonBepcis HBe. Jlani 3 Gesmeku Oynu
MOMIOHMMH 10 THX, IIIO CHOCTEPIirauucst y GibIIHX KOHTPOIbOBAHUX KIIHIYHHX HOCTiIKEHHAX.
YUepes HH3bKHMH piBeHb yuacTi Oesmexa Ta e(eKTMBHICTH He OyIH BCTAHOBJEHI y
naTHHOaMepuKaHchKiit momyianii CLITA.

Hopymenns Gpynkuii Hupox

Kopekuis 1031 eHTeKaBipy PeKOMEHIYEThCS IS MAICHTIB 3 KIPEHCOM KpeaTHHiHy MeHme S50
MII/XB, BKIIIOUAIOUH NALli€HTIB Ha remoxianisi aGo ITATI]I,

PenunienTn TpaHCcniIaHTATA MEeYiHKH

besneka Ta e)eKTHBHICT €HTEKaBipy OUIHIOBAIHCS Y BIAKPHTOMY JOCITIIKEHHi 3 OHIEI0 IPYIOO 32
yyacTio 65 y4YacHHKiB, sSIKUM OY/0 IpPOBENEHO TPAHCIUIAHTALIIO MEYiHKH 3 MPHBOLY YCKIAaIHEHb
xpouiunoi indekuii BI'B. Vuacuuku nocmimkenus, y sxux pisess JJHK BI'B 6yB menme 172
MO/mn (mpubmusno 1000 komiit/Mir) Ha MOMEHT TPaHCIUIAHTAL, OTPUMYBATH €HTEKABIp y 1031 1 Mr
OJMH pa3 Ha JICHb Ha JIOJATOK JI0 3BHYAHHOIO MiCIATPAHCIUIAHTAIIHHOIO JIKYBAaHHS, BKJIIOYAIOYH
IMyHOIIOOYJiH TIpoTH TematuTy B. Vuacuuku jpocmimkenms cxmamamucs 3 82% womosikis, 39%
eBporneoiiie Ta 37% asiaris, i3 cepenHim BikoM 49 pokis; 89% yuacHHKIB Maﬂg.g}“li:%gerarmaﬁe
3aXBOPIOBAHHS Ha MOMEHT TpaHCILIAHTAIli1, . »
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Yersepo 3 65 y4acHHKIB OTpHMYBamM eHTEKaBip npoTaromM 4 TwkHIB abo Menme (2 cMepri, |
NOBTOPHA TPAHCIIAHTALIS Ta | MOPYIICHHS IPOTOKOIY) i HE BBAXKAIKMCS TAKAMH, 110 IHIUISTAKOTE
ouminmi. 3 61 yyacHuKa, SAKMl OTpPEMYBaB eHTeKaBip Olibme 4 TIXHIB, 60 oTpHMYyBamH
iMyHOr70GYMiH npoTH renatuty B micis TpancuianTanii. [1'atecst Tpy ydacHukH (82% Bin ycix 65
YYacCHHMKIB, AKi OTPHUMYBAIIU IiKyBaHHS) 3aBEPINHIIM JOCII/UKEeHHS Ta Mau BuMiproBanas JJHK BI'B
Ha 72 TixHi abo micns 72 TMKHS TIKYBaHHS [icis TpaHCIUlanTanii. ¥ BeiX 53 y4acHMKIB piBeHb
JAHK BI'B 6yB <50 MO/Min (npu6masno 300 komiit/mi). V BockMmu YUaCHHKIB, 110 TiAIATaIH OIHII,
He Oyno jamux mozno JIHK BI'B wepes 72 TwxkHi, BKmouaroum 3 YYaCHHUKIB, sIKi HOMEPIH [0
3aBEPLICHHSA JOCII/DKEHHS. Y JKOIHOTO 3 yJacHUKIB He Gyno 3Hagens JJHK BI'B >50 MO/Mi mix gac
IpUHOMY eHTeKaBipy (mmoc iMyHornobyms mpotu rematuty B). V Beix 61 yuacHukis, mo
nmijuisrany ouinmi, 3uuk HBsAg micns tpancmtanTamii; y 2 3 nux YYaCHHKIB CIIOCTEPITaBCs PEIH/IMB
BuMipioBanoro HBsAg Ge3 peummusy sipemii BI'B. Ile nocnimkenns He Oyno po3pobieno mis
BU3HAYCHHS TOrO, M JOJABAHHS EHTEKaBipy 10 iMyHOTTOOyniHy rematuTy B 3Memmye wactky
cyb'exriB 3 Bumiproro JJHK BI'B micias Tpamcmmadranii IOPIBHSAHO 3 JIMIIE IMYHOIIIOOYIiHOM
renatuty B.

Sxmo nikyBaHHS CHTEKABIPOM BH3HAHO HEOOXIMHHM IS peliHIlieHTa TpaHCIUIaHTaTa NEeYiHKH, TKHii
OTPHMYBAaB a00 OTPHUMYE IMYHOCYNPECAHT, INO MOXeE BIUIMBATH Ha (YHKIIIO HHPOK, Takuil siK
LHMKJIOCTIOPHH ab0 TakponiMyc, QYHKIII0 HEPOK HEOOXiTHO peTeTbHO KOHTPOIIOBATH SIK J10, TAK i T
9ac JIIKyBaHHS €HTEKaBipOM.

4.5 Bzaemopis 3 inmuMHu JikapcsKUMH 3aco6amu Ta inmi dpopmu B3aemoii

OckinbKE CHTEKaBIp NEPEBAXHO BHBOJMTHCS HHPKaMH, OXHOYACHE 3aCTOCYBAHHSA CHTEKAaBipy 3
npenapaTaMH, 1O 3HHKYIOTh QYHKIIO HUPOK a00 KOHKYPYIOTh 33 aKTHBHY KaHATBIEBY CEKPEILiio,
MOXe MiJBUIIATH KOHIEHTpAIilo CHTEKaBipy abo Ipemapary, IO 3acTOCOBYETHCS OJHOYACHO, Y
CHpOBATIli KpoBi. OfHOYAacHE 3aCTOCYBAHHS €HTEKABIPY 3 JaMiByIMHOM, ameORipy JHITIBOKCHIOM
abo TeHO(OBipy JAU30NMPOKCHIY QyMapaToM He MPHU3BENIO [0 3HAYHOI JIKapchkoi B3aeMmojii. Brums
OHOYAaCHOTO 3aCTOCYBAHHS CHTEKABipy 3 IHIIMMH IpemapaTtaMH, IO BHBOISATBCS HUPKaMH abo
BIUTHBAIOTH Ha (YHKIIO HUPOK, HE OLIHIOBABCS, TOMY IAIICHTH MOBHMHHI MepeOYBaTH i [IAIBHAM
HaIJAI0M IHOA0 MOOIYHMX peakiliff IpH OJHOYACHOMY 3aCTOCYBAHHI EHTEKABIpY 3 TAKHMH
npenaparamu.

4.6 QepTHIABLHICTE, BATITHICTL TA JAKTALlIS

BaritnicTs

PeecTp BUIanKiB BINIMBY €HTEKABIPY MMiJl Yac BariTHOCTI

Icuye peectp BHNAKiB BIUIMBY €HTEKaBipy Iiji Yac BariTHOCTI, SKHil BiJICTEXYE pe3y/IbTaTH
BAriTHOCTI y JKIiHOK, fKi 3a3HaJlM BIUIMBY CHTEKaBipy IIijl 4ac BariTHOCTi. MeIMYHHM IIparliBHHKaM
PEeKOMEH/YETLCS  PEECTPYBAaTH  TallieHTiB, 3arenedonysaBmme 10 Peectpy BariTHocTi 3
aHTHPETPOBipycHHMH npenapatamu (APR) 3a nomepom 1-800-258-4263.

JIanux Tpo mepcHeKTHBHY BariTHicTe Bim APR HemocTaTHRO JUIsS a]eKBATHOI OLIHKH pHIUKY
BPOJUKEHUX BaJl, BUKMIHIB a00 HECIPHATIMBHX HACIIAKIB UL Marepi Y IUIOAA. 3acTOCYBAHHS
€HTEKaBipy IIiJl 9ac BariTHOCTI 0YJI0 OLiHEHO Y 0OMekeH01 KiIbKOCTi 0¢if, mpo sKi moBigoMIsIoCcs B
APR, 1 KiNBKICTh BHIQMIKIB BIUIMBY EHTEKAaBIDY HEJOCTATHsS I/ OLIHKH PH3HMKY IODiBHSIHO 3
pedepentroro nomyssiero. OpieHTOBHHN (OHOBUH piB€Hh OCHOBHHX BPODKEHHX BaJl CTAHOBHTH
2,7% y pedepentaiit momysmsii CIIA 3a ITporpamoro BposKeHHX BaJ PO3BUTKY CTONHYHOI ATIAHTH
(MACDP). PiBeHr BHKHAHIB HE HOBi;LOMMeTLCﬂ B APR. Vci Bal"iTHOCTi MaroTh (bOHogﬂﬁ_pHsnK
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Y JIOCTIIDKEHHAX PEIPOXyKTHBHOT (yHKILi] TBAPUH HE CIOCTEPIraiocs KOAHUX NOGIYHNX eeKTiB Ha
PO3BHTOK IIPH 3aCTOCYBAaHHI CHTEKaBipy NPy KIIHIYHO 3HAUyIux mo3ax. He CIIOCTEPIraIocs MKOIHOL
TOKCHYHOCTI JUIS PO3BHTKY IIPH CHCTEMHIlH eKCIO3HILi] (AUC), mo npubmmszno B 25 (uypu) ta 200

(KponuKM) paziB NepeBUINYE eKCIIO3MII0 NPH MaKCUMaNIbHIH PeKOMEHIOBaHIH [031 AJIs JIFOMMHH
(MRHD) 1 mr/n06y (aus. posmin 5.3).

Jlakranis

Hesiznomo, 9m npucytHili entekasip y TPYZHOMY MOJIONI JIOAMHH, YHM BIUIMBAE HA BHPOOJICHHS
MOJIOKa y JTIO/IMHK a0 4M BILIMBAE Ha HEMOBIs, K€ LOLYETHCS rpyamo. [lpu BBeneHHi 1rypam, 1o
TOXYIOTE TPYJUNIO, CHTEKABID BHABIABCA y Monoui (muB. posmin 5.3). Kopucres rpyanoro
BHTONIOBYBAHHA JUISL PO3BHTKY Ta 3/10pOB'S CIIil BpaXOBYBATH Pa3oM 3 KIIHIYHOKO IOTPe60I0 MaTepi B
CHTEKABIPI Ta OyJb-SKUMH NOTEHIIHHHMH MOGIYHIMH eexTamMu eHTekaBipy abo OCHOBHOIO
3aXBOPIOBaHHS MaTepi Ha HEMOBJIA, SIKE TOYEThCS TPY/TIO.

PeprHibHicTEL

Toxcukonoriyni mocni/pkeHHs Ha TBapHHAX, AKAM BBOIHIH EHTEeKaBIp, HE BHSBUJIM O3HAK
HopyIeHHs GpepTHIBHOCTI (IMB. po3ain 5.3).

4.7 BiuiaB Ha 3JaTHiCTH KePYBATH TPAHCIOPTHHMH 3ac06aMH Ta NpanoBaTH 3 MeXaHi3MaMu
JlociiKeHHs MOA0 BIUMBY HAa 3MATHICTh KepyBaTH TPAaHCIOPTHHMH 3ac0o6aMm Ta NpaloBaTi 3
MeXaHi3MaMH He IPOBOIMIACS. 3aaMOpOYeHHs, BTOMA T4 COHJIMBICTD € HOLIMPEHUMH 110019HUMH
peakuisiMy, sKi MOXKYTb TOTiPIIMTH 3JaTHICTb KePyBATH TPAaHCIOPTHHMH 3ac06aMH Ta [IPAIFOBATH 3
MEXaHi3MaMH.

4.8 Tlo6iuHi peaxuii

Hacryrii moGiuni peakiii 06roBOPIOIOTECS B IHIIMX PO3/iNax iHCTPYKILi:

* 3arOCTPCHHs IeNaTuTy MiCIs NPHIHHEHHS JiKyBanHs [nuB. ITomepe/pkeHHs Ta 3am06iXHI 3aX0/TH
(4.4)].

* JlakToamm/103 Ta TKKa remaromeranis 3i creatoszoM [muB. IlomepepkeHHs Ta 3an06iKHI 3aX0TH
(4.4)].

JlocBiz KIHIYHEX BUIPOOYBaHb

OckibKy KIIHIYHI BUTIPOGYBaHHS IPOBOATBCS B XK€ Pi3HHX yMOBAX, YaCTOTY MOGIIHHX peaxirii,
mo crmocTepiranacss B KIHIYHEX BHIOPOOYBAaHHAX mpenapaTy, HE MOXKHA OE3MOCEPEIHBO
MOPIBHIOBATH 3 YACTOTOW B KIIHIYHHX BHIPOOYBAHHSAX iHINOTO Npenapary Ta BOHA MOXeE He
BiIOOpaXKaTH YacTOTY, IO CIOCTEPIracThCS Ha MPAKTHIIL.

JlocBil KITiHIYHHX BUOPOOYBAHb Y JIOPOCIHX

Komnencosana xeopoba neuinku

Oninka noGiynmX peakmiit 6a3yeThest Ha YOTHPBOX JociimkenHsx (Al463014, Al463022, Al463026
ta Al463027), y sxux 1720 oci6 3 xpoHiuHOW0 iH(eKmieo Bipycy rematuty B Ta KOMIIeHCOBaHOMO
XBOPOOOIO MEYIHKH OTPMMYBaIM MOABifiHe ciine JikyBaHHs eHTekasipom 0,5 Mr/mems (n=679),
eHTeKaBipoM 1 mr/mens (n=183) aGo namiByanaoM (n=858) mpotsrom mepiomy mo 2 pokie. Mexniana
TPHBAIIOCTI Teparii craHoBMia 69 THXKHIB I 0ci0, sKi OTpUMYBaIH eHTeKaBip, Ta 63 THXHI s
0cif, AKi OTPHMYBAIU NaMiBYJHH, Y JociipkeHHsx Al463022 ta AI463027, ta 73 ThokHi 11s ocib,
SIKI OTPHMYBaJIM eHTeKaBip, Ta 51 THKAeHb It 0cil, SKi OTPUMYBAIM JAMiBYIWH, Y JOCILHKEHHSX
Al463026 Ta Al463014. ITpodini Gesnexn eHTekaBipy Ta NaMiByIMHY Gy MOPIBHSHHAMH B IHX
JOCTITKEHHSX.

~

b)

Haiinommupenimumy nobiYHAME peakuisMu Oyab-aKoi TsHKKOCTI (>3%), I _IIpUHaKMF %\Mpﬁc_"?ﬁﬁ'}ag@
% & i 4 Y % AN »
IIOB'A3aHe 3 JOCHIKYBAaHHM IPEraparoM, y NallicHTiB, sSKi OTpHMyBaJy! CHTEKaBIP 40 JIH TOJIO0 HUH <,
. i i i [
Oinb, BTOMA, 3allaMOpPOYEHHS Ta HYJOTA. Haiinommpenimmmu /o MU
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NAIEHTIB, AKi OTPUMYBAIM NaMiBYIHH, Oynu ronoBmuil Ginb, BTOMa Ta 3anamopodeHHs. Oun
BIJICOTOK TIALIEHTIB, SIKi OTPUMYBAIH eHTEKABIp, y IUX YOTHPHOX AOCIIIKEHHAX MOPIBHAHO 3 4%

TNalieHTIB, AKi OTPUMYBAIN JAMIBYIHH, NPHIHHUIN Y4acTh y HOCII/UKEHHI depe3 mobivni epexTn
ad0 BIIXWIIEHHS Bil HOPMH B pe3yJIbTaTax J1abopaTOPHUX aHai3is.

Kniniyni no6ivni peaKuu HOMIpHOl Ta THKKOT IHTCHCHBHOC’II SAKI BBaXKAJIUCS HpI/IHaHMHl MOXKJIHBO
[OB'I3aHHMH 3 HIKYBaHHHM IO BHHHUKaJIH Hl,[[ qac Tepanu Y YOTHPBOX KITIHIYHAX ,I[OCJ'[].H}KCHHHX B
AKHX eHTeKaBlp HOplBHIOBa.JIH 3 JIaMlBy,HHHOM HpBI[CTaBJIGHI B Ta0mHIi 3.

P 7

-

Tabanus 3: Kniniuni no6iuni peakuii® cepexnnoi Ta TskKol iHTEHCHBHOCTI (24 crynens), npo ski
HOBIIOMJISUIOCH Y YOTHPHOX KJIIHIYHHX JOCTi/IUKeHHAX eHTeKaBipy npotsirom 2 pokis

Cucrema opramizmy/ JlamiByaun-pezucruerni

eJliKOBaHI HYK/I€03HIHHMH
inriéitopamn”
[loGiuna peaxuis Enrtexagip JlamiByaun Entaksip Jamisyaun
0,5 mr 100 mr 1mr 100 mr
i=tag n=668 n=183 n=190

Bynp-siki nobiuni peakuii 2—4

ol 15% 18% 22% 23%
3 Goky TpaBHOro TpakTy

Hiapes <1% 0 1% 0
Hucnencis <1% <1% 1% 0
Hynora <1% <1% <1% 2%
bmoBanus <1% <1% <1% 0
3araanui posaagn

Broma 1% 1% 3% 3%
3 OoKy HepBOBOI cHCTEMH

Tonoeuuii 6isk 2% 2% 4% 1%
3amaMopoUeHHS <1% <1% 0 1%
Connueictb <1% <1% 0 0
Henxivuni po3nanu

bezconns <1% <1% 0 <1%

* Brimodae mojiii MosIIMBOro, IMOBIpHOTO, IEBHOTO ab0 HEBIIOMOTO 3B 'I3KY 3 PEKHMOM JIIKYBaHHS.
I[ocm,u}KeHHﬂ Al463022 Ta AI463027.

¢ Brmouae mocmimxenns Al463026 ta IpynH JIKyBaHHS €HTeKaBipoM | Mr Ta JamiBYJIHHOM Y
mocmimpkenni Al463014, nBox-hasHomy, GaraToHaliOHATEHOMY, pPaHIOMi30BaHOMY, HO/IBIHOMY
CIMOMY JIOCHi/KeHH] TppoX 103 eHrekasipy (0,1, 0,5 Ta 1 Mr) omun pa3z Ha 10 rl?c?‘“ lBHSIH%3
HpO,T_IOB)KeHHSIM NpUHOMY HaMIBYJIHHy 100 mr o,uHH pas Ha ﬂo6y npoerM cr<‘5‘2 meif[m‘»

o
B
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Habopamopni eioxunenns

Hacrora oxpemux 1aGopaTopHHX BIIXMIIEHb, 100 BHHHKIM TiJ 4ac JIKYBaHHA, TPO sKi

MOBIIOMJIATIOCS. T 9ac Tepamii Yy 4OTHPLOX KINHIYHEX HOCII/KEHHSX €HTEKaBIPY NOPIBHAHO 3
TaMiBYJJMHOM, HaBe/IeHa B Tabuuii 4.

Tabmuus 4: Oxpemi naGopaTopui Bigxuiaenns, mo BHHRKIN mi 9ac HeBLIK/IATHOIO JiKYBaHHs1, Npo
SIKi MIOBIIOMIISIOCS Y YOTHPLOX KIIHIYHHX A0C/iTKEHHIX enTexKapipy nporsrom 2 pokis
HenikoBaui nyxieosnanavun JlamiByauH- pe3ucrenTHi
inrigiropamu®
Tecr Enrexasip JlamiBy1un EnTaksip JlamiByausn 100

0,5 mr 100 mr 1 mr Mr
n=679 n=668 n=183 n=190

Bynb-ski nabopatopHi 36 % 37% 45%

: d 35%

BIOXWICHHSA 3—4 cTyneHs

AJIT >10 x BMH 1a >2 x 2% 4% 2% 11%

MOYAaTKOBUH piBEHb

AJIT >5 x BMH 11% 16% 12% 24%

Anebymin <2,5 r/nn <1% <1% 0 2%

3araneHuit 6inipydin >2,5 x 2% 2% 3% 2%

BMH

Jlinasza >2,1 x BMH 7 % 6% 7% 7%

Kpearusin >3 x BMH 0 0 0 0

[TinTeepmKene MiABHILEHHS 1% 1% 2% 1%

piBHA  kpeartuHiny  >0,5

M/

I'ineprmikemis  HaTmecepue 2% 1% 3% 1%

>250 mMr/pmn

I'nmroko3ypist 4% 3% 4% 6%

['emarypis 9% 10% 9% 6%

Tpom6ormru <50 000/MM° <1% <1% <1% <1%

* BHaueHHs 1iJ| Yac JiKyBaHHA TOTIPIIAIOCS BiJl MOYATKOBOIO piBHA 70 3-T0 abo 4-ro cTyneHs 3a
BCiMa mapamerpamu, KpiM amsOymiHy (Oymb-sKe 3HaYeHHsS I dac niKyBaHHS <2,5 1/m1),
IiATBEP/KEHOTO MiJBUINEHHs KpeaTuHiny >0,5 mr/mr ta AJIT >10 x BMH Ta >2 X mOYaTKOBHii
PiBEHB.
® Nocmimkenns Al463022 ta AI463027.
¢ Brmouae pocmimkenns AI463026 ta rpymm JMiKyBaHHA €HTeKaBipoM | Mr Ta naMmiByIMHOM Y
nocmimkenni Al463014, ¢asu 2 GaraToHamiOHAIBHOTO, PaHIOMI30BaHOI0, MOABIMHOIO CIIIOTO
JOCIIDKEHHS. TPbOX J03 eHTekasipy (0,1, 0,5 ta 1 wmr) ommm pas Ha 100y HOPIBHAHO 3
IPOJIOBXXEHHAM IpuioMy JamiByauny 100 Mr onuH pa3s Ha 00y IPOTIroM TEpMiHY 10 52 THXKHIB y
l'IaI.IIEHTlB Y SIKHX CTIOCTepirajiacs pelIuByoYa BipeMis Ha TUIi Teparii TaMiByIHHOM.

4 Brmowae remaronorivmi AOCTI/DKEHHs, PyTHHHI Gioximiuni anamisu, npo6u (yHKIiI HHPOK Ta
IEYiHKH, TaHKpeaTHYHi pepMEHTH Ta aHAI3 ceyi.
eCTyl‘IiHB 3 = 3+, snaunui, >500 Mr/n; 4 cTynine = 4+, BUpaKeHM, THKKHIA.
CTyHIHL3 3+, 3HaYHMH; 4 CTYIIHD = >4+, BUpaXeHHi, TAXKKHil, 6arato.
BMH = Bepxus Mexa HOpMH.

niKyBaHHs Oitbln Hix y 10 pa3iB mepeBHIyBano BEpXHIO MeXy HOP
pas¥ TNEepeBHINYBATO IOYATKOBUN pIBEHBb, 3a3BHYail 3HUKAIO
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binbumicTs mix 3aroctpens Gymi moB'S3ani 3i 3HIKEHHIM BIDYCHOTO HaBaHTaXeHHs Ha >2 logl0/m,

Ake nepexysato adbo sbiranocs 3 migBumeHnsm pieas AJIT. Ilix wac JIKYBaHHS PEKOMEH/IYEThCS
TEPiOJIMYHMI MOHITOPHHT DYHKIIT MeuinKy.

3az2ocmpenHs 2enamumy nicis NPURUHEHHS 1iKVEanHs

3arocTpenHs renaTHTy abo Pi3Ke MiBHINCHHS pisasg AJIT Bu3HAYanOCH SIK TiABHINEHHS pieas AJIT
Oinbmm Hix y 10 pasis Bix BMH Tta 6inbm Hisk Y 2 pa3su NepeBHITYBAI0 KOHTPOILHMI piBeHb Cy6'cKTa
(MIHIMyM IOYaTKOBOrO piBHA ab0 OCTAHHBOTO BUMIDIOBaHHsA B KiHII Jo3yBaHHs). J[Is Beix
YYaCHHKIB, sIKi NPHUITHHAINA JIKYBaHHS (HE3AIEKHO Bill NPHYHHK), ¥ TaONHLI 5 npejcTaBneHa YyacTka
YYACHHKIB KOXXHOTO INOCHIDKEHHA, Y SIKHX crocrepiranucs piske mijasumenns pieas AJIT nicns
JIKYBaHHA. Y IMX JOCIKEHHX I Arpyi YYaCHHKIB OyJI0 J03BOJNICHO IPHIHHATH JIiKyBaHHA Yepes
52 Tuxni abo mizHile, SKIO BOHH JOCSATIIH BLAIOBiN Ha JIKYBAaHHS, BU3HAYEHOT TPOTOKOJIOM. SIKII0
IPHIOM eHTeKaBipy NPUNMHIETHCS Ge3 ypaXyBaHHS BiANOBiI Ha JIKYBaHHA, YaCTOTA 3aroCTPEHb
MicIis TKyBaHHs Moe GyTH BHIIOI0. [JIHB. po3in «llomepekeHns Ta 3an06bKHI 3ax01M» (4.4).]

Tabmuua S: 3arocTpenns renaTury mix yac CIOCTEPe;KEeHHH Mic/Isl 3aKiHYeHHA
JIKYBaHHS, Y9aCHHKH Aocaiukens AI463022, A1463027 ta AI463026

Cy6'exTn 3 minBumennsam pisas AJIT >10 x BMH 1a >2
X pedepenTHi 3HAYEHHS"
EnTexasip | JlamiByaun
Ocobu, siKi panimne He OTPHMYBAIIH iHTIGITOPH HYKICO3H/IIB
HBeA g-no3utusHi 4/174 (2%) 13/147 (9%)
HBeAg-HeratupHi 24/302 (8%) 30/270 (11%)
JlaMiBYIHH-pe3UCTeHTHI 6/52 (12%) 0/16

Pedepenthum 3HayeHHsM € MiHiMaibHE 3HAUEHHS MOYATKOBOIO piBHA ab0 OCTaHHE BHMIpIOBAHHA
HANpPHKIHII 103yBaHHA. MejliaHa yacy 10 3arocTpeHHs Mic/Is 3aKiH4eHHs NiKyBaHHs CTAHOBMNA 23 TWIKHI U1
MaUi€HTiB, AKi OTPUMYBAJIH €HTeKaBip, Ta 10 THKHIB IS NALIEHTIB, AKi OTPUMYBAJIH JIAMIBYIHH.

Hexomnencosana xeopoba nevinku
Hocnimxenns Al463048 6yn0 paHmOMi30BaHMM BIZKPHTHM JOCHIIDKEHHIM eHTeKaBipy | Mr oauH
pa3s Ha 100y npotu anedosipy muniBoxcray 10 Mr oauH pas Ha 100y, 1o OpHAMAIUCS NPOTATOM 48
THXKHIB Y JIOPOCTHX NAalli€eHTiB 3 XpoHiuHowo indexmiero BI'B (Bipyc renatuty B) Ta o3Hakamu
IEYIHKOBOI JeKOMIIEHCAII], [0 BU3HAYAIACS SIK O 3a IIKAJIO0 Yaiing-Tropkort-ITto (CTP) 7 abo
uute. Cepex 102 nauieHTiB, sSKi OTPUMyBaIH €HTEKaBip, HANMOMMPEHIIAMH IOGIYHAME edexramu,
IO BHHHUKAIM NiJ 4Yac JIKyBaHHs, OyIb-IKOI TSKKOCTI, HE3AJIEHKHO Bif MIPHYHHHO-HACIIIKOBOTO
3B'A3KY, IO BHHUKaIM 710 48-r0 THXHs#A, Oymu nepudepuuni nabpsxu (16%), aciar (15%), mipekcis
(14%), neuinkona ennedanonaris (10%) Ta iHpeKITis BepXHIX JIUXATPHEX MUISXIB (10%). Kminigsi
noOiuHi peakiii, He 3a3HaveHi B Tabmmii 3, ski crocTepiranucs 10 48-ro THXKHS, BKIFOYAIOTH
3HIDKCHHS PiBHs GikapOoHaTy KpoBi (2%) Ta HUPKOBY HeNOCTAaTHICTH (<1%).

Bicimuanusars 3i 102 (18%) manientis, siki oTpumysamm eHTexasip, Ta 18/89 (20%) marmienTis, sxi
OTpUMYBaIH ane(oBip NMMIBOKCHI, IIOMEPIM NPOTArOM Mepuux 48 TIDKHIB Tepamii. BimbmmicTs
cmepredt (11 y rpymi enrexapipy ta 16 y rpymi anedosipy aumiBokcuny) 6ymH chnpraumei
NpUYMHAMH, IIOB'M3aHMMHM 3 IIEYiHKOIO, TAKHMH SK [EYiHKOBA HEIOCTAaTHICTh, MeYiHKOBa
eHUedanonaris, TemaTopeHaNbHHH CHHAPOM Ta KpOBOTEYA Y BEpXHIX Bimminax LITYHKOBO-
KHIIKOBOIO TpakTy. YacTtora remaronemonsaproi kapuunomu (LK) mo 48-ro TixHs cranoBuna 6%
(6/102) nst mauieHtie, ski OTpEMyBaTH eHTeKaBip, Ta 8% (7/89) s mamienTis, sxi oTpuMyBamH
agedosip jumiokcw1. IT'9Th BifcOTKIB y4acHHKIB B OyIp-sKii 3 1jp)7rﬂiKyBaH

/} P

Tepariio yepes NoOiYHy peakniro 10 48-ro THKHS.
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V' KOIHOro yyacHHMKa B KOMHIH 3 TPyl JIKYBAHHA HE CIOCTEPIrajocs 3aroCTpeHHs MediHKOBOI
HEZIOCTATHOCTI Mif 4ac mikyBauHs (AJIT >2 X MouarkoBHii piseHb Ta >10 x BMH) 1o 48-ro Twkns.
Omumanuars 3i 102 (11%) yyacHukis, ski OTpHMYBaIH eHTekasip, Ta 11/89 (13%) yuacuukis, siki
OTPUMYBAJIH afeOBIp NUIIBOKCHII, MAJIH Ii/ITBEP/PKEHE T ABUIIECHHS PiBHA KpeaTHHIHY B CHpOBATLi
kposi Ha 0,5 Mr/mm 10 48-ro THKHSL.

Koingirxosani BL/I/BI'B

Hpodins Gesnexn entexasipy 1 mr (n=51) y YYacHHKIB 3 koiH¢ikoBanum BUI/BI'B, sxi 6paim
ydacts y jocmimkenni Al463038, 6y nomiGauM 10 npodimo Gesnexu mwianeto (n=17) nporsrom 24
TWKHIB CJIIIIOTO JIKYBAaHHS Ta IIOMIOGHUM 110 NpoQiIo, IO CHOCTEPIraBcs y Y4YacHHKIB, He
iHpixoBanux BIJI [nus. ITonepemienns ta 3ano6isxkui 3axomm (4.4)].

Peyunienmu mpancnianmayii nevinxku

Cepen 65 ydacHuKiB, SIKi OTpUMYBAIH eHTEKaBip Y BUIKDHTOMY JOCITIIDKEHHI THC/s TPaHCIIIAHTAII]
MCYiHKK, YacTOTa Ta XapakTep MOOGIYHHX e(eKTiB BimmoBimamu O4IKyBaHHM Y IaIli€HTIB, SKI
TCPCHECIH TPAHCIIAHTAIIIFO IIEYiHKH, Ta BiToMoMy mpodimo Gesnexn eHTeKaBipy.

JIOCBIN KIIIHIYHUX BHIIPOOYBAHE V JiTel

besneka enrekasipy y miteit Bikom Bix 2 10 18 pokiB 6a3yeTses Ha ABOX KIHIUHIX BHIIPOOYBaHHAX
Y TauieHTiB i3 XponiuHoo iHdexuicio BI'B (omme dapmakokiHeTHuHE MOCTiKCHHs dazu 2
[AI463028] Ta omme mocmimkenns dasm 3 [AI463189]). L BUNPOOYBaHHA HajlallH J0CBix v 168
HBeAg-no3uTvBHMX TIalieHTax, sKi OTpPHMYBAIH CHTEKABIP TPOTAIOM CEepPeAHbOI TPHBAIOCTI 72
TiokHiB. [loGiuni peaknii, mo crnocrepiramics y mirteii, sxi OTPHMYBAJIH JIIKYBaHHS €HTEKaBipOM,
BI/IIOBI/IAJIA THM, IO CIIOCTEPITaliCs B KIIHIYHAX BHIPOGYBAHHAX eHTeKaBipy y nopocinux. [Tobiuni
peaxilii Ha Tpenapar, Hpo sKi MOBLAOMIATOCS ¥ Gimbin HiX 1% jitell, BKIFOUATH Ginb y XKHBOTI,
BHCHII, HE3BHYHI CMAKOBI BiZl4yTTA («HE3BHYANHUN CMaK IPOYKTY), HYIOTY, Jiapero Ta OIIOBaHHS.

[TocT™MapkeTHHIOBHE J0CBix

Jlani 10BrocTpOKOBOIo 00cepBaIliiiHOro TOCTimKeHHS
Hocmimkenns  AI463080 Gyno paHmoMi3oBaHHM, TIOGATBEHAM, OGCEpBALiHHUM, BIIKPHTHM
JOCTIUKeHHSAM (asu 4 [U1sl OIiHKH IOBrOCTPOKOBHX PH3HKIB Ta TIepeBar JTiKyBaHHS enrexasipom (0,5
Mr/jieHb abo 1 MI/JeHB) NMOPIBHSHO 3 IHINMMH CTaHJAPTHAMH aHAJIOTAMH nyxieo3ua(t)uaizs BI'B
(Bipyc renatuty B) y namienTiB 3 xponiunoo indekuicio BI'B (Bipyc remaruty B).

3araiom 12 378 nmamieHTiB OTpUMyBanM JliKyBaHHS €HTEKAaBIpOM (n=6216) abo iHmmM
Hykneosun(t)ugoM BI'B [me enrexasip (ETV)] (n=6162). ITauientis obcTexxyanu Ha [I0YaTKy
JOCI/UKEHHS Ta 3T0/IOM KOXHI 6 MicsuiB nporsarom mMakcuMyM 10 poxiB. OCHOBHHMH KIiHi9HMME
pesyibTaTaMu, 10 OUIHIOBAIMCS I/l Yac JOCITi/KCHHS, OyIM 3araibHi 3/0aKicHi HOBOYTBOPCHHS,
IporpecyBanHsl 3axpoproBanHs BI'B, mos's3anoro 3 mediHKoI0, renaTonenioispHa KapIHHOMA
(I'IK), 3no0sKicHi HOBOyTBOpeHHs, He moB's3ani 3 I'T[K, Ta cMepThb. JlocniypkeHHs MOKa3aso, 1o
eHTEKaBip He OyB CYTTEBO MOB'A3aHuI 31 301IBIICHHAM PU3HKY 3TOSKiCHIX HOBOYTBOPEHD HOPIBHAHO
3 IHmMME Hykieosu/(T)oinamu BI'B, mo 3actocoByroThes y cTanapThiit Tepamii, mo omisoBantocs
abo 3a CKIIa/IEHOI0 KIHIIEBOIO TOYKOKO 3aralbHUX 3/10SKICHHX HOBOYTBOPEHb, aGo 3a 1HIUBI Ly aTBHOO
KiHIIEBOIO TOYKOIO 3JIOSKICHHX HOBOYTBOpPEHb, He mop'sanux 3 1K, Haituactime mosioMmsiiocs
TIPO 3JI05KICHE HOBOYTBOPEHHS SIK B TPYIIi €HTEKaBIpy, Tak i B rpymi 6e3 eHTekasipy, e 6yna ['IK, a
TOTIM 37I0KICHI HOBOYTBOPEHHS IUTYHKOBO-KHIIKOBOTO TPakTy. JlaHi TaKosK MOKa3allH, M0 TPHBAIE
3aCTOCYBaHHs €HTeKaBipy He Oyl NOB'S3aHe 3 HIKYOK YACTOTOK NMPOTPECYBAHHS 3aXBOPIOBAHHI
Ha BI'B ab0 HuK4YMM piBHEM CMEPTHOCTI 3arajioM MOpPIBHAHO 3 iHIIUME HyKIeo3u(T)oina i
OmiHKY OCHOBHHX KJTIHIYHHX pe3yJIbTaTiB HABEACHO B Tabuuii 6.

KAPABAHOB 0.B.

S



Tabumus 6: OcHoBHHII aHadi3 wacy 0 HACTAHHS OWIHEHHX noaiii — pangomizoani
cy0'€KTH, AKI 0TPHMYBAJIH JIKYBAHHS

Kinnera touxa® KisnbkicTh cyd'exTiB 3 nogismu

Enrexasip be3 enrakasipy Koediuienr pusuxy

N=6216 N=6162 [EnTexkagip:bes
earexkasipy V] (CI")

IlepunHi KiHueBi ToukH
3aragpHe 3JI0AKICHE 331 337 0.93 (0.800, 1.084)
HOBOYTBOPEHHSI
IIporpecyBansus 350 375 0,89 (0.769, 1.030)
3aXBOPIOBAHHS IICUiHKH Ha
renatut B
Cmepth 238 264 0,85(0.713, 1.,012)
BropuHnHi KiHneBi Touxu
3/105KiCHE HOBOYTBOPCHHS, 95 81 1,10 (0.817, 1.478)
He 1noB's3ane 3 ['TIK
lenaronemonspua 240° 263 0,87 (0.727, 1.032)
kapruaoMa (I'TIK)

Anamisu Oymn crparhdikosani 3a reorpadiuHMM perioHOM Ta moMepeiHIM HOCBiZOM TIKYBaHHs
Hykneo3HI(T)inamu renatuty B (BI'B).

®95,03% CI nns 3araabHOTO 37MOSKICHOTO HOBOYTBOPEHHS, CMEPTI Ta TPOrpecyBaHHs 3aXBOPHOBAHHA
renatuty B (BI'B), noe'ssanoro 3 neuinkoro; 95% JII ans 3109KicHOro HOBOYTBOPEHHS, He TOB'I3aHOT0 3
I'TIK, Ta I'LIK.

® O/MH y4acHHK MaB Moo I'lIK o nikysanHs Ta OyB BUK/IIOYEHHH 3 aHAi3Y.

¢ 3aranbHe 37105KiCHe HOBOYTBOpeHHS € ckmanoBoio nozico I'LIK abo snoskicHoro HOBOYTBOPEHHSI, HE
nos'ssanoro 3 I'LIK. IlporpecyBanHs 3axsoproBanns renatuty B (BI'B), mos'ssaHoro 3 NEeYiHKOW, €
CKJIQ[IOBOIO TIOMII€I0 CMEPTi, NoB'A3aHoil 3 nevinkoro, I'IK abo nporpecyeanHs 3aXBOPIOBAHHs renarury B
(BI'B), He nos's3aHoro 3 I'LIK.

CI = noBipuuii inTeppan; N = 3araneHa KiIbKiCTh Y4aCHUKIB.

s0

OOMeKeHHs [OCH/DKCHHS BKIIOYANH 3MiHM B IOMYJISAWii NPOTATOM TPHBAIOTO IEPiOiy
CIOCTEPEXKCHHs Ta YacTilli 3MiHM JIIKyBaHHS IIiCIsS paHAoMi3amii B Tpymi, sika He OTpHMYyBala
eHrekTagip. KpiM Toro, XOCHiUKeHHS Malo HEZOCTaTHIO MOTYXKHICTh, HI00 IIPOJIECMOHCTPYBATH
PI3HHIIO B 4YacTOTi 3JIOAKICHAX HOBOYTBOpPEHb, He ToB's3aHmX 3 LK, yepe3 HUXKYHMH, HiXK

0YiKyBaJIoCs, ()OHOBHI MOKA3HHK.

ITo6iuni peakilii 3i CIOHTAHHKUX IOCTMAPKETHHTOBHUX MOBIIOMIICHE

IIpo Hactymui noGiyni peakmil MOBITOMJIUIOCS MiX YaC MOCTMAPKETHHTOBOIO 3aCTOCYBAHHS
eHTekaBipy. Ockinbku 1i peaxiii Gymim H06poBiIBHO 3apeecTpoBaHi 3 MOMyNISIil HEBIZOMOro
po3Mipy, HEMOXJHBO JOCTOBIPHO OIMHHTH iX 4actoTy ab0 BCTAHOBHTH IIPHYMHHO-HACIIIKOBHA

3B'A30K 13 BIUIMBOM €HTEKaBipy.

Posnaou imynnoi cucmemu: AuadinakroinHa peaxiis.
Posnaou memabonizmy ma xapuyeanns: Jlaktanumnos.
I'enamobiniapui poznaou: TlinBHINEHHS piBHA TpaHCcaMiHAa3.
Posznaou wikipu ma niowripnoi mxkanuny: Ajonelis, BUCHIL.

4.9 IlepenosyBanus
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Jo 14 1HiB, He cmocTepiranocs MOCHIEHHS abo HEOYiKyBaHWX 100iYHMX edekTi, V pasi
TICPENO3YBAHHS NalleHT TOBUHEH mepeOyBaTH Il HAMISZOM MO0 O3HAK TOKCHYHOCT Ta 3
HEOOXITHOCTI 3aCTOCORYBATH CTAHIAPTHY HIATPUMYIOTY TEpalio.

[licns ommopasoBoi j103u entekaripy 1 mr, 4-roguuHmil ceanc remMojiani3y BUBIB npubamsso 13%
J03M EHTEKaBipy.

5. PAPMAKOJIOI'TYHI BJJACTHUBOCTI

5.1 ®apmakoaunamivni BiacTaBocTi

dapmakoTepaleBTHYHA IPyNa: IPOTHBIPYCHI 3aC06H Ul CHCTEMHOIO 3aCTOCYBAaHHA, HYKJICO3HIHI
Ta HyKJICOTH/HI iHTi0iTOPH 3BOPOTHOT TpaHCKpHIITA3H

Kox ATC: JOSAF10

Enrexasip — mpoTuBipycHuil npenapar npotu Bipycy remaTtuty B.

Mexaniszm i

EnTexaBip, ananor Ne30KCHIyaHO3MHHYKICO3HY 3 AKTHBHICTIO IPOTH 3BOPOTHOI TPaHCKPHIITA3H
(pr) BI'B, edextuBHO (ochopumoerses 10 aKTHBHOL tpudochataol dopmu, ska Mae
BHYTPIlIHbOKJIITHHHHI TIepio/l HaNiBBUBENEHH s 15 roquH. Konkypyioun 3 npupoasum cyberpaTom
Ae3okcuryanosuHtpudocdarom, eHTekaBiprpudochar  ByHKIIOHATEHO IpHTHIYYye BCi TpH
aKTHBHOCTI 3BOPOTHOI TpaHcKpuiTasu BI'B: (1) NpaliMyBaHHA OCHOB, (2) 3BOPOTHY TpaHCKPHIIIIIO
HCTaTHBHOTO JIaHUora 3 mpereHomMuoi Marpuanoi PHK Ta (3) curres mosutusroro nammora JTHK
BI'B. Entekasipy tpudochar € cnabxum inriGitopom xritmHHEEX JHK-momimepaz o, B ta & i
mitoxonapiansroi JIHK-monimMepasu vy 3i 3mauennsvu Ki Bin 18 10 >160 MxM.

IIpoTUBipyCHA aKTHBHICTE

Entexasip npurniuysas cunres JIHK Bipycy remarury B (BI'B) (3mmxenns Ha 50%, ECs)) mpu
konnenTpamii 0,004 mxM y knitusax HepG2 mrommmm, TpancdixoBanux mukum timom BI'B.
Mepniane smauemns ECsy mis entekasipy mpoTH JaMiByIMH-pe3rcTeHTHOro BI'B  (rtL180M,
1tM204V) cranosuio 0,026 MxM (mianmason Bix 0,01 1o 0,059 MxM).

CyIyTHE 3aCTOCYBaHHs HyKJICO3H AHHX/HYK/IEOTH/IHHX iHMiGITOPIB 3BOPOTHOT Tpadckpunrasu (HI3T)
BUI 3 eHTeKaBipoM HaBpSA UM 3HH3HTH HPOTUBIPYCHY eeKTHBHICTH eHTEKaBipy npord BI'B abo
Oymp-skoro 3 mux arentiB npotu BIJI. V xom6inoBammx anamizax BI'B y KITHHHIH KyIsTypi
abakaBip, IMIaHO3HH, TaMiBYJIHH, CTaBYMH, TeHOQOBIp a60 3MTOBY/MH He GyIH AHTArOHICTHIHHAME
no anTH-BI'B-akTHBHOCTI eHTekaBipy B INMPOKOMY Jiana3oHi KOHIEHTpaumii. Y IIPOTHUBIPYCHUX
anamizax BIJI enTekaBip He OyB aHTaroHicTHMUHHM 10 aHTH-BIJI-akTHRHOCTI IHX IIECTH
HYK/JICO3HIHHX 1HTIOiTOpiB 3BOpoTHOI TpaHckpunrasn (HI3T) abo emTpuumrabiny B KIiTHHHIM
KyJIbTYpl B KOHIEHTpAIiAX, 10 IepeBrILyioTh Cmax eHTekasipy mpi 103i 1 mr, y 100 pazis.

IlporuBipycHa aktuBHiCTE IpoTH BIJI

Kommuiexcruii anaiis iHriGiTopHoi akTHBHOCTI eHTEKABIpY IIPOTH I'PYHH TaG0PATOPHUX Ta KIIHITHHEX
i3omsrie BUI 1 tumy (BLJI-1) 3 BUKOpHCTAaHHSM Di3HHX KJITHH Ta YMOB aHAJIi3y [IOKA3aB 3HAYECHHS
EC50 y mianazoni Bim 0,026 mo >10 mMxM; Hmkui 3HagenHs ECs CIIOCTEpIranucs, KOJIH B aHaisi
BAKOPUCTOBYBAIICA 3HMXKEHI piBHI Bipycy. Y KITHHHIH KyJbTypi eHTekaBip Bimbupascs s
samimtensss MI1841 y s3poporiii Tpamckpuntasi BUI y mikpoMomspHEX KOHIIEHTpAIlisAX, 0
IIATBEPIKYE IHTIOYIOUmiA THCK IPH BHCOKHX KOHIICHTPALISAX eHTEKaBIpY. Bapiantu BIJI, 1m0 MicTsaTh
3amiuteHHst M184V, nokasanm BTpaTy 4yTIHBOCTI 10 €HTEKaBipy.

PesncTeHTHICTE
V knimunnii kynomypi
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Y KIITMHHMX aHaji3ax crocrepiranocs 8-30-KpaTiHe 3HMKCHHS ¢enoTHmoBOi uyyTAMBOCTI 10
eHTEKaBIpy Ul IITaMiB, CTIHKHX 10 namiBynuny. [lofaibine 3HIDKEHHS (>70-xpatHe) peHOTHIIOBOT
YYTJIMBOCTI JI0 EHTEKABIPY BHMArano HasgBHOCTI aMiHOKHCIOTHHX 3amin rtM2041/V 3 rtL180M abo
0e3 HBOTO Pa3oM 3 TOJATKOBUMH 3aMiHaMH B 3ammmikax rtT184, rtS202 a6o rtM250, abo koMOiHamii
IHX 3aMiH i3 3amiHor0 rtl169 aGo Ge3 mei y 3Boporwiit Tpamckpunrasi BI'B. Hlramu, cTifiki g0
namiByuny, mo wmicTarte rtL180M mmoc rtM204V y noexnaHHi 3 aMiHOKMCIOTHOK 3aMiHOIO
rtA181C, 3abesneuyBany 3HIKEHHs (EHOTHIIOBOT YyTIMBOCTI 10 eHTeKaBipy y 16-122 pasu.
Kniniuni docnioocenns

Cyb'exmu, axi paniwe ne ompumyeanu in2ibimopu nykieo3udis:

I'eHOTHIIIYH] OMIHKM MPOBOJMIHCS HA 3paskax, IO Miraramd omiHm (>300 komift/mo JHK BI'B
CHPOBATKH) BiJl 562 Cy0'eKTiB, AKi OTPUMYBAIH EHTEKABIp MPOTAroM 10 96 THKHIB y JOCIHIKeHHSX,
IO paHille He OTpUMyBamH iHribiropu Hykneosumis (AI463022, Al463027 Ta mOCHimKeHHS
IIPOJIOBXKEHHsL JiKyBanHa Al463901). lo 96-ro Tvxkas y 2 cy6'exktax BI'B 6yino BHsBIEHO 03HAKH
3aMIIICHHS aMiHoKuenoT rt8202G wa 3aminu rtL180M Ta 1tM204V, a B 1 3 Hux cmocrepiramocs
BIpyCOJOriuHe BiHOBNEHHsS (30impmenns >1 logl0 Bume mamupa). KpimM Toro, y 3 cy6'ektis 3
BipycHUM renatutoM B (BI'B), y KX CIIOCTEpiraBest BipyCOMOTiqHII PUKOIIET, Gy BUSBIECHI HOB
3aMiHHM amiHOKHCIOT y rtM2041/V ta rtL80I, rtV173L a6o rtL180M, Imo NpH3BOAKIO 10 3HHKEHHS
eHoTHIIUHOI YyTIMBOCTI K0 eHTeKaBipy 3a BiacyTHocTi 3Min rtT184, rtS202 abo rtM250. Cepen
Cy0'eKTiB, sKi MPOJOBKYBalH JIKyBaHHs MoHa® 48 TwxkHiB, 75% (202/269) manu JTHK BI'B <300
KOIIi/MJI HAalpHKIiHII 103yBaHHs (10 96 THXXHIB).

HBeAg-nosutusanmM (n=243) ta HBeAg-HeratnBauM (n=39) panilne HeTiKOBAHMM Hali€HTaM, SIKi
HE JOCSITIM MOBHOI BIANOBiJI, BH3HAYEHOI NOCIIPKEHHSM, 10 96 THKHIB, Gyl0 3aIpoIOHOBAHO
IPONOBKEHHs JIKYBaHHA €HTEKaBIPOM Y OCII/DKEHHI 3 MOJANBIIAM CHOCTEPEKEHHAM. 1loBHA
BIANOBiAL s HBeAg-nosutuHux cranosuiaa <0,7 MEq/mu (npubmmsao 7 x 105 xomiit/m) BTpata
JHK BI'B y cuposatui kposi Ta HBeAg, a mnst HBeAg-neratusunx — <0,7 MEq/Mn nopmatizanis
JAHK BI'B ta AJIT. TMamientn otpumyBamd 1 MIr eHTEKaBipy ONMH pa3 Ha JEHb IPOTATOM
nonxarkoBux 144 TuxHis. 3 mux 282 nanientis 141 HBeAg-nosutusni Ta 8 HBeAg-HeratHBHI B3sUIH
y4acTh y JOBIOCTPOKOBOMY JIOCHTI/UKEHHI 3 IOJANBLIAM CIOCTEPEKEHHsM Ta OyNH OIiHEHI Ha
PE3UCTEHTHICTH JI0 eHTeKaBipy. 3i 149 y4acHHKIB, sIKi B3sUIH y9acTh Y JOCIIIKEHH] 3 IepeHeCeHHAM
npemnapary, 88% (131/149), 92% (137/149) ta 92% (137/149) nocsrmu pisas JJHK BI'B y cupopatii
kpoei <300 xomiii/mn o 144, 192 ta 240 TiKHIB (BKIIOYAIOUH KiHEls 103yBaHHA) Biamosigno. [Ipu
IOPIBHAHHI '€HOTHUINIB OIIiHIOBAHHUX 130JI4TIB 3 IXHIMH BiIIIOBIIHUMH BHXIiIHHMH i3011s8TaMu He 6yII0
BHSIBJIEHO HOBHX 3aMiH, IIOB'SI3aHUX 3 PE3HCTEHTHICTIO N0 eHrekapipy. KymynsTHBHA HMOBipHiCTEL
possuTky 3amin rtT184, rtS202 abo rtM250, nop's3aHHX 3 PE3HCTEHTHICTIO IO eHTeKaBipy (3a
HasgBHOCTI 3aMiH 1tL180M ta rtM204V) na 48, 96, 144, 192 Ta 240 THxkHAX ctaHoBHIa 0,2%, 0,5%,
1,2%, 1,2% Ta 1,2% BinmosigHo.

Cyb'exmu, pesucmenmui do 1amieyoury: I'eHOTHIIIYH] OLIHKH IPOBOIMITHCS Ha OIIHIOBAHUX 3Pa3Kax
Bix 190 yuyacHHMKIB JOCHI/DKEHb pe3HCTEeHTHOro a0 jamiByauay BI'B (AI463026, Al463014,
AlI463015 Ta nocmijukeHHs nNepeHeceHHs npemapaty Al463901). Jlo 96-ro THXHA NOB'I3aHi 3
PE3UCTEHTHICTIO 3aMiHH aMiHOKHCI0T y rtT184, rtS202 aGo rtM250, 3i sminamu rtl169 abo 6e3 Hux,
3a HaAsABHOCTI 3aMiH amiHokucnoT rtM2041/V 3 rtL80V, rtV173L/M abo rtL180M a6o 6e3 HEHX
s'sumnca B BI'B y 22 yuacmmkie (22/190=12%), y 16 3 aKuX cnocrepirascst BipycOJOTIYHHM
puxomeT (36inbmenns >1 logl0 Buie Hagupa), a y 4 3 IKUX HIKOJIM HE CIIOCTEPIiTanocs MpUIHiYeH s
<300 xomiii/mn. ¥V 4 3 nux yyacHukiB BI'B croctepiramucs 3aMinieHns, pe3sucTeHTHI 10 €HTEKaBIpy,
Ha II0YaTKy JOCHIIKEHHs Ta MOJabIIl 3MIHH IiJ Yac JiKyBaHHs eHTekaBipom. Okpim @@ﬂﬁﬁﬁgﬁ&%
¥ 3 Y4acHHKIB CIIOCTEPIraBcs BipyCOJIOTIYHHN PHKOLIET 3 MOSBOIO rtM204 Td rtL&ﬁﬁ“ irtVl73E?M\
abo rtL180M. [lns i30nATiB Bill yYacHMKIB, y SIKMX CIIOCTEpiraBcs Vi
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OSBOKO 3aMIIIEHb, II0B'S3aHMX 3 PE3UCTEHTHICTIO (n=19), Meiana 3Mminy 3Hauens EC50 EHTEKaBipy
Bi)l pedepenTHOro piBHs cTanosuma 19 pasiB Ha IOYATKy XOCIHi/keHHs Ta 106 paziB Ha MOMEHT
BIPYCOJIOTIIHOTO puKomeTy. Cepes YYacHHKiB, sKi IPOJIOBKYBATIH JIKyBaHHs IOHA 48 THIXKHIB,
40% (31/77) mamm THK BI'B <300 xoriii/mi HaIIPHKIHII 103yBaHHs (10 96 THXKHIB).

VuacHuKaM, pe3UCTEHTHHM 10 namiByauHy (n=157), axi He JOCSIIIH MOBHOI BIJIIIOB1/II, BU3HAYECHOT
JOCIUDKEHHAM, 10 96 TwxkHA, Gyino 3allpONOHOBAHO IIPOAOBXKEHHS JIKYBAaHHS CHTEKABIPOM.
Cy0'eKTH IOCTIKEHHS OTPHMYBATH 1 MT CHTEKAaBIPY OJMH Pa3 Ha JIeHb IPOTATOM TOJATKOBHMX 144
TIKHIB. 3 1MX y4acHWKiB 80 YYacHHKIB B3amH y4acTb y JIOBIOCTPOKOBOMY IOCIIKEHHI
TIO/IaJIbIIOTO CIIOCTEPEKEeHHs Ta OYJIH OIiHEeH] Ha Ppe3sHCTEHTHICTD 10 enrekasipy. Jlo 144, 192 ta 240
THKHIB (BKIIOYAIOYH KiHENb 103yBaHH:) 34% (27/80), 35% (28/80) Ta 36% (29/80) BiamorimgHo
nocaran piens JIHK BI'B <300 xoniit/mn. Kymymnstuena HMOBIpPHICTE PO3BUTKY 3amimmens rtT184,
1tS202 abo rtM250, HOB'I3aHHX 3 PE3HCTEHTHICTIO 110 CHTeKaBlpy (3a HasBHOCTI rtM2041/V 3
saminamu rtL180M aGo Ge3 nux) Ha 48, 96, 144, 192 Ta 240 TIDKHAX CTAHOBMIIA 6,2%, 15%, 36,3%,
46,6% Tta 51,5% Bimnosinuo. V 6 cy6'exris BI'B possunymnes saminu amirokucior rtA181C/G/S/T
I 9ac NpHioMy €HTeKaBipy, i 3 HuX y 4 PO3BHHYIIHCH 3aMiHM, IIOB'S3aHI 3 PE3UCTEHTHICTIO JI0
eHTekasipy, B 1tT184, rtS202 abo rtM250, a 1 mas saminy rtT184S Ha mowarky mocmimkenns. 3 7
cy0'ektiB, y skux BI'B maB 3aminy rtA181 na IIOYATKy HOCIHIKEHHS, 2 TAaKOX MalH 3aMiHH B
rtT184, rtS202 abo rtM250 na II0YATKy JOCTIIKCHHS, a Ie y 2 BOHH PO3BHHYIHCS I dYac
TIKYBaHHSI €HTEKaBIpOM.

Y micnspeecTpanifHOMy iHTErpoBaHOMY aHANi3i JAHHX MPO PE3UCTEHTHICTB 10 eHTeKaBipy 3 17
KJIHIYHUX BUNIpoOyBaHb (hasu 2 ta 3, 3amina rtA181C, mos'szana 3 PE3HUCTEHTHICTIO JI0 €HTEKaBipy,
Oyna Busienena y 5 3 1461 (0,3%) cy6'exta min wac JikyBaHHS enrtekasipoM. 1o 3aminy Gyno
BHABIICHO JIMIIE 3a HasBHOCTI 3aMiH rtL180M mmoc rtM204V, mos's3anux 3 PE3UCTEHTHICTIO [0
JTaMIBYIHHY.

llepexpecna pesucmenmuicmo

Cepen inribitopie mykneosunuux ananoris BI'B cmocrepiranacs IICPEXPECHA PE3UCTEHTHICTh, Y
KIITHHHUX JOCTKEHHAX eHTeKaBip Mas y 8-30 pasiB MeHINe npHrHideHHs cunrezy JIHK BI'B pns
BI'B, mo mictuts 3aminu 1tM2041/V, noB's3aHi 3 pe3suCTeRTHICTIO 10 TaMiByIuHy Ta TenOIBYIHHY, 3
rtL180M abo 6e3 mporo, ik g mukoro tumy BI'B. 3aminn rtM2041/V 3 rtL80I/V, rtV173L abo
rtL180M aGo Ge3 HuX, siKi NOB'I3aHi 3 PE3HCIEHTHICTIO N0 NTaMiByIHHY Ta TeJIOIBYTUHY, TaKOXK
IPU3BOMIATE 110 3HIDKCHHs (EHOTHNIMHOT 4yTIMBOCTI 0 eHTekaBipy. EdeKTHBHiCTH eHTekaBipy
npotd BI'B, mo mictuts 3aminu, nor's3ani 3 pesucrentHicTio 10 anedopipy, He Gyna BeTaHOBIEHA B
KIHIYHEX gochijpkenHsx. [3omsta BI'B Bix NAIi€HTIB, PE3UCTEHTHHX 0 JTaMIBYIMHY, SKi He
NPOHMILIM Tepamilo eHTeKaBipoM, OymW uYyTIMBHMH B KIITHHHIH KymsTypi 10 azedosipy, aie
3QTMIIATMCA PE3HCTCHTHAMH JI0 JiaMiByuHy. PexomGinanTHi resomn BI'B, mo KkoayroTh 3aMiHm,
TIOB'S3aHI 3 PE3UCTEHTHICTIO /10 aneoBipy, B rtA181V abo rtN236T, mamu 1,1- a6o 0,3-kpaThi 3minu
Yy TJIMBOCTI IO €HTEKABIPY B KYJIbTYPi KJIiTHH BigIOBi/IHO.

PesyabTaTn y mopociaux

Yepes 48 TrxHIB

Besnexy Ta edexTUBHICTL eHTEKABIpY y JOPOCIHX OLIHIOBAIH Y TPhOX AKTHBHO KOHTPOJNBOBAHHX
nocmiukennax $asm 3. V mux JoCHimKeHHSX B3sIM yuacTh 1633 cy6'ektn Bikom Bim 16 POKIB 13
XpOHIYHOIO iHQekuiero Bipycy remaruty B (HBsAg-nosutueHMii pe3ylasTaT y cHpoBatii KpOBI

-~

P,

IPOTArOM INOHAHMEHIIE 6 MICSIIB), MO CYNPOBOIKYBATIOCS O3HAKAMH peILTiKariii Bipycy (BusiBIIEHA

HHK BI'B y cupoparni xpoBi, BumipsiHa 3a monomororo ri6puamsanii bDNA abo }I-HP}@q%quL-*d

cyO'exTiB crocTepiranocs criiike minsuuienns piras AJIT mosaiiMeHmme B 153 pana#
J
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MeKI HOPMHM Ta XPOHi4HE 3amaneHHs 1pH Giomcii medinkw, CyMICHE 3 JIIarHO30M XPOHIYHOTO
BIPYCHOTO renarury. Besneky Ta edexTHBHICTS CHTEKaBIPY TAaKO’K OLIHIOBAIM B JOCTimKeHHI 191
cyb'exta, indikopanoro BI'B, 3 nexommeHcoranum 3aXBOPIOBAHHSAM II€YIHKH, Ta B JOCHIDKEHH] 68
cy0'exTiB, koin(pikoBanux BI'B ta BIJI.

Cyd'exkmu 3 Kommencosanum 3axeoprosamnam newinku, i paniuie He ompumyeanu inzibimopu
HYK1€03Udi6

3 HBeAg-nosumusenum _pesyiomamonm: nocmimkenns Al463022 Oyno GaratoHaioHAILHIM,
PaHIOMI30BAaHMM, NOIBIHHMM CTIIEM JOCIH/DKEHHAM eHTekapipy 0,5 Mr ommm pa3 Ha JeHB
TNOPIBHAHO 3 JamiByauHOM 100 Mr OfMH pa3s Ha JeHb IPOTSrOM MOHARMEHIIE 52 TIKHIB y 709 (3
715 paHzmomizoBanuX) cy0'eKTiB 3 XpOHI4HOW iH(exmiclo Bipycy remaTuty B, xoMmeHcoBaHHM
3aXBOPIOBAHHAM IIe4iHKM Ta BusBlennM HBeAg, sxi pamime He oTpamyBamm iHribiTopn
Hykneosui. Cepenili Bik cyO'ekTiB craHOBHB 35 pokiB, 75% G6ymu dYonosikamu, 57% Oymu
asiaramn, 40% Oymu epponeoinamu, a 13% pamime oTpuMyBaIH iHTepdepon-¢. Ha mouarky
AOCTIUKEHHS Cepe/iHill MOKa3HHK HEKPO3amalbHOro aHAMI3Y 3a MKAIoKw KHOJeIna CTAHOBHE 7,8,
cepe/iil pisens JIHK BI'B y cupoBatui kpoBi, BAMipsHHIi 32 OIOMOroio anamsy Roche COBAS
Amplicor® PCR, cranosus 9,66 logl0 xomiit/mn, a cepemmiii piBess AJIT y cuporarmi Kposi
cranosuB 143 U/L. IlapHi, anexsarui 3pasku Gioncii nedinku Gy goctynsi ams 89% ydyacHHKIB.

3 HBeAg-necamusnum __pesynomamom __(aumu-HBe-nosumusnuii/BIB _ JTHK-nosumuenuii):
Hocmimkenns  Al463027 Gyno GaraToHANiOHATEHHM, PaHIOMI30BAHHM, TOBIHHEM CIHIHEM
JOCIIKEHHAM eHTekaBipy 0,5 MI OIMH pa3 Ha JeHb NpoTH JaMiBynuHy 100 Mr ofun pa3 Ha JIeHb
NPOTArOM IOHAMMeHIne 52 THxHIB y 638 (3 648 pannomMisoBannx) yyacuukis 3 HBeAg-HeraTHeHo0O
(HBeAb-mo3uTuBHOI0) XpoHi4HOKO iHdekmicro Bipycy TemaTHTY B Ta KOMIEHCOBAHHM
3aXBOPIOBAHHAM I€YiHKH, fAKi paHille He OTPHMYBamM iHriGitopu Hykneosumis. CepenHiil Bik
YYACHHKIB CcTaHOBUB 44 poku, 76% Oymu wonoeikamu, 39% 6ynu asiatamm, 58% Gynn
eBporeoiamu, a 13% pamime orpumysamu intepdepon-o. Ha mowaTky DocHimkeHHS cepemHiii
piBeHb HeKpo3ananbHOI ImKanmu 3a mkainoro Kroxenna cranosus 7,8, cepenniit pisens JJHK BI'B y
CHPOBATL KPOBi, BUMipsHHii 3a fomoMororo I1JIP-ananizy Roche COBAS Amplicor, cranosus 7,58
logl0 xomiii/mi, a cepeaniii pisens AJIT y cupoBarii KpoBi craHoBuB 142 ommmmui/m. Ilapsi,
aJIeKBaTHI 3pasku Oiomcii mewiHku OyJm JocTymHi s 88% y4acHHKIB HOCIiKEHHS.

Y pocmimkennix Al463022 ta Al463027 eHTekaBip IepeBepIIyBaB JIaMiBYIHH 3a HEPBHHHOIO
KIHIEBOIO TOUKOIO €()eKTHBHOCTI — TiCTOIOrIYHOrO MOKpPAMEeHHs, 0 BH3HAYAIOCSH SIK 3HIKCHHS Ha
2 amu abo Oinbme 3a mKkanor KHozesia Ipo HeKpo3anaibHy JarHOCTHKY 6€3 MOTipIIeHHs KA
¢i6pozy Kuozmenna ma 48-My THXHI, a8 TakoX 3a BTOPUHHHMH MOKA3HHKAMH e(peKTHBHOCTI —
3HIDKEHHSAM BIpyCHOTO HaBaHTaXeHHs Ta Hopmauizauiero AJIT. TicTonoriune mokpaiesss Ta 3aMiHa
wkami (idposy Ishak HaseneHo B Tabmumi 9. Bubpani Bipycomoriumi, Gioximiuni Ta ceponoridmi
MOKa3HUKH Pe3yibTaTiB HaBegeHo B Tabmumi 10.

Tabmaus 9: Iicronoriyne mokpameHHs Ta 3MiHa mokasHuka ¢iéposy 3a mkasoro
Ishak wa 48-my TmkHi y mamienris, ski pamime He oTpmMyBaam iHriGiTopm
HYKJI€03HIIB, v nocaimkennax AI463022 ra AI463027

Hocaipxenns AI463022 Hocaipxenusn Al463027
(HBeAg-no3uTnBHMIA) (HBeAg-HeraTupHMif)
Entexasip JlamiByuH Enrtexasip JlamiByiun

0,5 mr 100 mr 0,5 mr 100 mr
n=314" n=314" n=296" n=287"

Iicroioriyse nokpamenns (mkana Kuojenna)

IMoxpareHHs" 72% 62% 70%

be3 nokpaineHHs 21% 24% 19%

IIxana ¢ioposy Ishak
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[oxpamenns® 39% 35% 36% 38%
bes smin 46% 40% 41% 34%
IMoripmenns® 8% 10% 12% 15%
BigcyrHs 6Giomcis 7% 14% 10% 13%

Ha 48-My THXHI

* Cy6'eKTH 3 OLIHIOBAHOIO GA30BOO TiCTOMOrICIO (Ga3oBuii MOKA3HMK HEKPO3ANATLHOTO HPOIIECY
3a mKanoro Knonemna >2).

® 3HmKenns mokasHuKa HEKPO3anaJlbHOr0 TpoIecy 3a MmKanorw KHomenna ma >2 6amm Bin
6asoBoro pisHs Ge3 noripienHs nokasanka $pidposy 3a mranoro Krozemra.

¢ st mokasuuka $ibposy 3a mkasoro Ishak NOKpalleHHs = 3HMKEHHS Ha =1 6ai Big 6azoBoro
PiBHS, a MOTipIIeHHs = 301IbIIeHHs Ha >1 6ai Bix 6a30B0ro PIBHSL.

Tadmuns 10: Bubpani Bipycosioriumi, Gioximiumi Ta ceposoriuni kinumesi Toukn na 48-my
THKHI Y maunienTis, fiki panime He oTpHMyBaam iuri6iTopm Hykjeosmuis, y
nociaigxennax AI463022 ta A1463027

Hocaimxennn AI463022 Hocnimxenna A1463027

(HBeAg-no3uTHBHHI) (HBeAg-neraTHBHHIl)
Enrtexapip Jlamisynun Enrtekasip  Jlamisyaun
0,5 mr 100 mr 0,5 mr 100 mr
n=354 n=355 n=325 n=313
JIHK BI'B *
Yactka, mo He usBnserses (<300 67% 36% 90% 72%
KOMii/MIT)
Cepenas 3MiHa Biji I04aTKOBOTO PiBHs —6.86 =530 —5.04 —4.53
(log10 kormii/mmn)
Hopmanizauia AJIT (<1 x BMH) 68% 60% 78% 71%
Cepoxonsepcis HBeAg 21% 18% He He

3aCTOCOBHO  3aCTOCOBHO
“T1JIP-ananiz Roche COBAS Amplicor [HMKHA MeXa KiIbKICHOTO BU3HAYEHHS (LLOQ) = 300 xomiit/mn].

I'icTonoriyne mokpaleHHs He 3axexano Bix uxiauux pipgis JJHK BI'B a6o AJIT.
Cyb6'exmu, pesucmenmui 00 1amigyOUNy, 3 KOMNEHCOBAHUM 3AXE60PIOGAHHAM NEYIHKU

Hocnimxenns Al463026 Gyno GaraToHaliOHaNbHMM, PaHIOMI30BAHHM, MOJBIMHHM CIIiMHM
JOCII/DKEHHSM eHTekaBipy y 286 (3 293 panmomisoBanux) cy6'eKTiB 3 XpOHIUHOIO iH}eEKITE
BIpyCcy rematuty B, pesucreHTHOIO O NaMiBy[MHY, Ta KOMIEHCOBAHHMM 3aXBOPIOBAHHSM
neuinku. Cy0'eKTH, fKi OTPHMyBadH IaMiBYJHH Ha MOMEHT IIOYAaTKy MJOCIi/DKEHHS, abo
IePeXOIMIIH Ha eHTeKaBip 1 Mr oquH pa3s Ha JieHs (6e3 Iepioly BUMHBAHHS 9 TIEPEeKpHTTS), 260
IPOJIOBXKYBAIM NPUioM JaMiByuHy 100 Mr mpoTaroM moraiMere 52 TwkHiB. Cepenniil ik
cyb'ekriB cranoBuB 39 pokiB, 76% Oymu dbonosikamu, 37% Oymu asiatamm, 62% Gymu
eBporeoiamu, a 52% panime oTpuMyBanH iHTephepoH-0. CepelHs TPHBATICTH MONEPEIHBOL
Tepamii JaMiByJMHOM cTaHOBHIa 2,7 poky, a y 85% mami€HTiB Ha TOYATKy JOCIiKEHHS
CHOCTEPIranycs 3aMillleHHs! Pe3UCTEHTHOCTI 10 IaMIiBYIMHY 3a Pe3yNbTaTaMH JOCIiIHHIIBKOTO
niniiiHOro 30H10B0r0 ananizy. Ha mouaTky mocnimpkenHs cepemHiii pisenb Hekpozananpaoi JJHK
3a mwkanoro Kuoznesna cranosus 6,5, cepeniit pisens JIHK BI'B y cupoBatii KpoBi, BUMipsHUMi
3a joniomororo I1JIP-amamisy Roche COBAS Amplicor, cranosus 9,36 logl0 xomiit/mu, a
eKBaTHi 3pasku Giomncii

5 < . 3 T
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EnTekaBip nepeBepuiyBaB namiByamH 3a ICPBUHHOK KIHIEBOIO TOYKOK TiCTOJIOMIIHOTO
IOKpaIlleHHs (BUKOPHCTOBYIouM mkany KHonena Ha 48-my ThxHi). Li pesynsTaTs Ta 3MiHE B
mkani (ibposy masemeno B tabmmmi 11. V Tabmumi 12 Hapemeno BUOpaHi BipycoJIOriyHi,
OloximiyHi Ta ceposoriuni KiHIeBi TOYKH.

Tabaaus 11: Ticrosoriune moxpameHHs Ta 3MiHa MOKa3sHHKA $ibpo3y 3a mxanoro
Imaka na 48-my THxKHI y namientis, pesmcTeHTHHX 10 JIAMIBYIHHY, ¥

apocaiprenai A1463026
Enrekasip JlamiByaun
1 mr 100 mr

n=124" n=116"
Histologic Improvement (Knodell Scores)
Improvement” 55% 28%
No improvement 34% 57%
Ishak Fibrosis Score
Improvement* 34% 16%
No change 44% 42%
Worsening® 11% 26%
Missing Week 48 biopsy 11% 16%

* Cy0'exTs 3 OLiHIOBaHOIO HA30BOIO TICTOJIOTICIO (6a30BHit MOKa3HHK HEKPO3AMAILHOTO MPOIECy
3a mkanoro Kuoxemna >2).

b .
3HIKCHHs NMOKa3sHMKA HEKPO3anaibHOTO Mpolecy 3a Imkanoo KHomenmma ma >2 Gamu Bin
0aszoBoro piBHs 6e3 moripnrenHs mokasuuka (Gibposy 3a mranor Kaomemna.

¢ ITnst mokasuuka ¢ibpo3y 3a mkanow Ishak IIOKpAIeHHsl = 3HIXKEHHS Ha >1 0ai Bixg 6a30BOro
piBHSL, a NOTipIuenHs = 36inbmeHHs Ha >1 6an Bix 6a30Boro pieHs.

Tabauus 12: Bubpani Bipycostoriumi, 6ioxiviuni Ta cepooriuni kinuesi Touxku Ha
48-my THXKHI y namicHTIiB, PE3HCTEHTHHX [0 JAMIBYIHMHY, Y JOCTiIKeHH]

AT463026
EnTtekasip JlamiByaun
1 mr 100 mr

n=141 n=145
JIHK BI'B *
Yacrka, mo He BusBIAeThest (<300 komiit/min) 19% 1%
Cepenus 3mina Bij moyarkosoro pisus (logl0 =511 —0.48
KOITi#/M1)
Hopmamizamis AJIT (<1 x BMH) 61% 15%
Cepoxongepcist HBeAg 8% 3%

“[1JIP-anani3 Roche COBAS Amplicor (LLOQ = 300 kormiii/mn).
I'icronoriure moxpanienns He 3ajesxano Big nmodarkosux pisuis JJHK BI'B aGo AJIT.
Cyb'exmu 3 dexomnencosanoio x60pobolo nevinku

Hocmipxerns AI463048 Oyno paHIOMi30BaHHM BIAKPHTHM JIOCTIIKEHHSM €HTEKaBipy 1 Mr
OIHH pa3 Ha JeHb MpoTH anedoipy aumiBokcumay 10 Mr oaus pas Ha geHp y 191 (3i 195
paH/0Mi30BaHuX) mopociux cy6'extiB 3 HBeAg-mosuTuBHOW 260 HEraTMBHOI XPOHIUHOI
BI'B-indexmniero Ta 03HaKaMH NEYiHKOBOI JIeKOMIIEHCaLll, [0 BU3HAYaIacs SK 6aj 3a LIKAJIOO
Haiina-Tropkorr-IT'to (CTP) 7 abo Bume. Cy6'extr abo paHile He OTPHMYBAIH JIK ﬂm ﬁ,/
¥ 1 50,5
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Y nocnimkenni AI463048 100 cy6'extip Gyn PaH/IOMi30BaHi Juls JIIKYBaHHS eHTEKaBipoM, a 91
cyO'ekT - s nikyBaHHs aneoBipy mumiBokcmiom. J[Boe Cy0'€KTIB, PaHIOMI30BaHUX IS
TIKYBaHH anedoBipy THIIBOKCHIOM, (AKTHUHO OTpHMYBaTH NIKYBaHHS €HTEKABIPOM TIPOTATOM
ycporo jociimkents. Cepenniil Bik yJacHHUKIB cTaHOBHB 52 pokH, 74% Oynu donosikamu, 54%
Oymu asiatamu, 33% Gynu eBponeoinamu Ta 5% Gyiu YOPHOIIKIpUMH/apoamepukansimu. Ha
MO4aTKy AOCTIPKeHHA cepennii pisers JIHK BI'B y cupoBaTii kpogi 3a marumu TJIP cTanosus
7,83 loglO xoniit/mn, a cepemmiii piserr AJIT — 100 On/m; 54% y4yacHHKIB Oynmu HBeAg-
NO3UTHBHUMH; 35% Mai TeHOTHIIOBI 03HAKH PE3UCTEHTHOCTI 10 namiByquny. Cepenuiii 6an 3a
mkanoro CTP ma mowatky MoCHiKEHHS CTAaHOBHB 8,6. Pesynbraté nis BUOpaHHX KiHIEBHX
TOYOK JIOCTIUKEHHS Ha 48-My THIKHI HaBeaeHo B Tabnumi 13.

Tabauus 13: Bubpani kiHuesi Toukn Ha 48-My THOKHI, NANICHTH 3 TeKOMIIEHCOBAHOIO
XBOpP000X0 mevinku, xocaimkenns Al463048

Enrtekasip Anedogipy
1 mr THITIBOKCUJI
n=100" 10 mr
n=91"
JIHK BI'B®
YacTka, mo He BasABIsACTLECA (<300 57% 20%
KOIIii/M1)
Crabinbuuii abo MoKpamenuii Ioka3sHuK 61% 67%
cip”
Brpara HBsAg 5% 0
Hopmasizanis AJIT (<1 x BMH)* 49/78 (63%) 33/71 (46%)

a KiHieri Touku ananizyBanu 3a Metoom Hamipy nikysatu (ITT), nawieHTH OTPHUMYBAJIH JIKYBaHHSA K
paHIOMi30BaHi.

b [1JIP-ananis Roche COBAS Amplicor (LLOQ = 300 xomiii/m).

¢ BusHauaeThes sk 3HMKeHHs a6o BincyTHicTs 3MiH nokasauka CTP Bin moyaTKoOBOTO piBHS.

d 3HaMEeHHHUK — MALlicHTH 3 AHOMAJIBHUMH 3HAYEHHAMH Ha MOYATKY JOCIIiUKEHHS.

BMH = pepxHs Mexa HOPMH.

['icTonoriune nokpaiueHHs He 3anexano Bia Buxiguux pisie JJHK BI'B aGo AJIT.

Cy6'exmu, koinghixoeani BI/I ma BI'B

Hocnimxenns Al463038 Gyno paHmOMi3oBaHMM, MOABIHHMM CHiMMM, TMIALE60-KOHTPOILOBAHHM
JIOCIIIPKEHHSM eHTeKaBipy MPOTH IL1anedo 3a yyacTio 68 cy6'ekTiB, koiHbikopanux BIJT Ta BI'B, y sikix
criocTepirases peuuaue Bipemii BI'B mij yac oTpuMaHHs pesxuMy BHCOKOAKTHBHOI aHTHPETPOBIPYCHOI
tepanii (BAAPT), mo mictute mamieyann. CyG'extu nponosxysany cgiit pexum BAAPT, mwo MicTuts
namiByauH (mamiByauH y nosi 300 mr/aeHs), i im Gyso npusHadeHo noaaeath abo eHTekaBip 1 Mr oauH
paz Ha JeHb (51 cyb'ekr), abo mmauebo (17 cyb'ekriB) nporsrom 24 THXKHIB, MicAs YOro TpHBaIa
BiAKpHTA (aza MocTimKeHHs e 24 THXHI, NpoTAroM skoi Bei cy6'ekTu oTpumyBanu enrekapip. Ha
noyatky JociipkeHHs cepeanii pisens JIHK BI'B y cuposatui kposi 3a nanumu ITJIP cranosus 9,13
logl0 xomiii/mn. [les'sHocTo neB'sTh BincotkiB cyG'extie Gynu HBeAg-MO3UTHRHMMH HA [OYATKY
HoCHiKEHHs, 13 cepenHim piHem AJIT 71,5 U/n. Meniannuii pisens PHK BIJI 3anumagcs craGinsHumM
Ha piBHi npubamsno 2 logl0 komiii/mn npoTsirom 24 TwxkwiB ciinoi Tepamii. Bipyconoriyni Ta 6ioxiMiuni
KiHILIeB] TOYKH Ha 24-My THKHI HaBeneHo B Tabnuui 14. JlaHi 1010 NaLieHTIB 3 koiHgekuiero BIJI/BI'B,
AKI HE OTPUMYBAJIM MONEPeJHBOI Teparii IaMiBy/IMHOM, BiicyTHi. EHTeKaBip He OIiHIOBABCS Y MALiEHTIB
3 koindekuieto BIJI/BI'B, siki onHouacHo He oTpuMyBaiu edeKTHBHOIO Jikysanus BIJL

KAPABAHOB 0.B.,




Tabauua 14: Bipycoaoriuni Ta Gioximiumi kinueBi Toukn Ha 24-My THKHI, JOCHiTKeHHA
AT463038

Enrakasip 1 mr* Ilnaanedo®
n=51 n=17
JIHK BI'BP
Yacrka, mo He BusBaserses (<300 konii/mi) 6% 0
Cepenns 3mina Bin mouatkoeoro pisus (logl0 —3.65 +0.11
KOTII/MJI)
Hopwmanizauis AJIT (<1 x BMH) 34%° 8%"°

a Yci yYaCHHKH TaKoXk OTPUMYBaiy peskuM BAAPT, 1o MicTUTE naMiByIuH.
b I1JIP-ananis Roche COBAS Amplicor (LLOQ = 300 komiii/mn).

¢ Bincorok yuachukip 3 anomanbauM pisaem AJIT (>1 x BMH) Ha mouaTky nociipkeHHs, SKi Z0CATIA
Hopmanizauii AJIT (n=35 nns enrexagipy Ta n=12 ans niane6o).

V y4acHHKiB, IKMM CHOYATKY NPU3HAYM/IM €HTeKABip, HANIPUKIHLI BIAKPHUTOT dasu (48-if TwkaeHs), y 8%
y4achukis pisers JIHK HBV 6ys <300 koniii/mu 3a ganumu I1JIP, cepens 3MiHa Bill NOYaTKOBOTO piBHA
AHK HBV 3a nauumu ITJIP cranoBuna -4,2 logl0 koniii/ma, a y 37% y4acHHUKIB 3 aHOMATbHHM piBHEM
AJIT Ha nouaTky nocmiukeHHs croctepiranacs Hopmanizauis AJIT (<1 x BMH).

ITicis 48 TuxHIB

OnTumanbHa TPUBAJNICTL Tepamii eHTeKaBipoM HEBiZOMa. 3riHO 3 KPUTEpiMH, BCTAHOBJIECHUMH
MPOTOKOJIOM, Y KIHIYHMX JOC/HIIKeHHAX (a3 3, yHaCHHKH NPHIMHKIM JIIKyBaHHA eHTeKaBipoM abo
JaMiBYJMHOM 4epe3 52 TIDKHI BiNOBIZAHO 0 BU3HAYEHHs BiANOBIAI HA OCHOBI BipycoJOrivHOI cynpecii
HBV (<0,7 MEqg/mn 3a nonomoroio auanisy bDNA) Tta erpatu HBeAg (y HBeAg-no3sMTHBHUX
yuacHukiB) abo AJIT <1,25 x BMH (y HBeAg-HeraTuBHuX y4acHuKiB) Ha 48-my TiskHi. Cy6'extH, ski
JIOcArIM BipyconoriuHoi cympecii, ane He Manu ceponoriynoi Bianosiai (HBeAg-nosutusHuii) abo He
nocarma AJIT <1,25 x BMH (HBeAg-HeratHBHuIT), NPOAOBKYBalW clife J03yBaHHS MPOTAroM 96
THXKHIB a0 10 JOCATHEHHA KpHTepiiB Bianosigi. Lli pekoMeHaauii o0 BeIeHHs YUaCHHUKIB, BU3HAYCHI
MPOTOKOJIOM, HE MPU3HAUEHi Ul BUKOPUCTAHHS B KITiHIUHIH NPaKTHIL.

Cy6'exmu, axi paniwe ne ompumysanu in2ibimopu Hykneo3udie

Cepen HBeAg-nosutuBHHX cyO'€kTiB, sKi paHille He OTPHMYBalH IHIIOITOPH HYKJIEO3HiB
(nocmimxenns Al463022), 243 (69%) cyb'ekT, siki OTpuMyBanu eHTekasip, Ta 164 (46%) cy6'ekH, ski
OTPUMYBAJIH JIaMiBYIMH, [IPOJOBXKYBAIIH Clline JiKyBaHHA 10 96 THKHIB. 3 THX, XTO NPOIOBKYBAB CJine
NiKyBaHHA y 2-my poui, 180 (74%) cy6'ekriB, siki orpuMyBamu eHtekasip, Ta 60 (37%) cy6'exTiB, saki
OTPUMYBaJIH JlaMiByauH, nocarnd piHa JJHK BI'B <300 komiii/mn 3a momomoroto ITJIP HanpukiHui
nosyeaHHs (10 96 THxkHiB). 193 (79%) cy6'ektH, Aki OTpUMYBanH eHTeKaBip, nocarnu pisHa AJIT <1 x
BMH nopisasHo 3i 112 (68%) cyO'ektamu, ski OTpUMYyBanM JaMiBYJMH, a cepokoHBepcis HBeAg
BinOynacsa y 26 (11%) cy6'exris, ski orpumyBanm eHTekaeip, Ta 20 (12%) cyG'exTiB, sKi OTpUMYyBali1
JIaMiBYJIMH.

Cepen nauieHTiB, sKi paHillle He OTPUMYBAIH iHTIGITOPH HYKJICO3H/TIB Ta MATH MMO3HTHBHUH pe3y/IbTaT Ha
HBeAg, 74 (21%) nauieHTiB, sKi OTpUMyBanmH eHTekaBip, Ta 67 (19%) mauieHtie, ki OTpUMYBaIH
JNaMiBYIMH, NOCATJIA BH3HAYEHHA BiANoBini Ha 48-My THXHI, MPUIHMHWIM TMPHAOM noc _
npenaparie Ta crocTepiraiucs NpoTaroM 24 TwkHiB michs aikyBanua. Cepen name;ms s

entekasip, 26 (35%) nauienris mamu JIHK BI'B <300 komiii/mn, 55 (74%)
BMH, a 56 (76%) nauientiB 36epernu cepokonBepcito HBeAg Hanpuk
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NaLieHTiB, AKi BiNOBiM Ha namisynun, 20 (30%) nauienTis Manu JAHK BI'B <300 xoniii/mn, 41 (61%)
nauient mae AJIT <1 x BMH, a 47 (70%) nauienris 30cpernu cepokonBepeito HBeAg Hanpukinui
cnoctepeskenHs. Cepes nauienTis, sKi paHille He OTPHUMYBAIH iHribiTopu Hykneosnais ta 6ymu HBeAg-
HeraTHBHHUMH (nocnimxenns Al463027), 26 (8%) naienrie, sxi OTPUMYBA4TIH eHTeKaBip, Ta 28 (9%)
MALICHTIB, sKi OTPUMYBAIX JIAMIBY/IUH, NPOJOBIKYBAIIM CJIille NiKyBaHHS 10 96 THxkHIB. YV 11iif HeBenHKiii
KOropri, sika NpOJOBXKYyBana JiKyBaHHS Y 2-My powi, 22 NALi€HTH, SKi OTPUMYBAM €HTeKaBip, Ta 16
NMALi€eHTIB, AKi OTPUMYBANH JamiByauH, manu JJHK HBV <300 komifi/MJ1 33 10MOMOI00 IJIP, a 7 Ta 6
nauieHTiB Bianosigno Manu AJIT <1 x BMH HANpUKIHL 103yBaHHS (10 96 THXKHIB).

Cepen nauienTis, siki paHilie He OTPUMYBAIH inriGitopu Hywieosuaie Ta 6ynu HBeAg-HeraTuBHUMY,
275 (85%) manienTiB, siki oTpUMYBaIH eHTeKaBip, Ta 245 (78%) nauieHTie, sSKi OTpUMyBaH TaMiBY/IHH,
BIANOBIfA/IM BU3HAYEHHIO BiANOBIAI Ha 48-My THIKHI, TIPHIMHMIK NPHHOM JIOC/II/UKYBaHHX TIPEraparis
Ta nepedyBay Mifl CIOCTEPEKSHHAM MiCHs JNiKYBaHHs NPOTAroM 24 Twkwie. YV wiii KOropTi ay»e Malo
YYACHHKIB y KOXHiH rpymi nikysawus mamu JJHK HBV <300 komiii/mn 3a TIJIP HaMpHKiHII
cnioctepesxenHs. Hanpukinui crioctepeskenns 126 (46%) yuacHukis rpymu eHTexaBipy Ta 84 (34%)
YYaCHHKIB rpynu namisyaus manu AJIT <1 x BMH.

Cy6'exmu, pesucmenmui 0o ramieyouny

Cepen cyG'extie, pesucreHTHHX 10 namiByauHy (mocrmimkenns Al463026), 77 (55%) cy6'ekTiB, SKi
OTPUMYBalH €HTeKaBip, Ta 3 (2%) cyb'ekTH, sKi OTpHMyBanM JamiByIMH, TIPOXOBXKYBAIH CIlille
MiKyBaHHs 110 96 TKHiB. V Wil KoropTi cy0'ekTiB, sAKi oTpuMyBanH eHTekaBip, 31 (40%) cy0'ekT mocariu
pisis JHK BI'B <300 koniit/mn, 62 (81%) cy6'ektn mamu AJIT <1 x BMH, a 8 (10%) cyb'extis
NpoJeMOHCTpYBanH cepokonsepcito HBeAg Hanpukinui go3ysaHHs.

PezyabTaTn y nireit

®apmakokiHeTnka, Ge3rneka Ta NPOTUBIPYCHA aKTHBHICTB eHTEKaBipy y niTeit 6ynm cnouaTky ouiHeHi B
nocnimxenni Al463028. Jlgamuate yotnpu HBeAg-nosutuBHi nitund Bikom Bim 2 mo 18 pokie 3
KOMIIEHCOBaHOKO XPOHIYHOIO iHdekuiero Bipycy renatuty B Ta mineumenum pisnem AJIT, sxi panimme He
OTPHMYBAJIM JIIKYBaHH3, Ta 19 nitedi Bikom Bix 2 10 18 POKiB 3 KOMIEHCOBAHOKO XPOHIYHOK iH(EKIIie0
Bipycy renatuty B Ta nigsumennm pisaem AJIT otpumysanu eHtekasip y 103i 0,015 mr/kr (1o 0,5 mr)
a60 0,03 mr/kr (no 1 mr) onun pa3s Ha neHs. [1'staecsr Bicim Bincotkie (14/24) nauienTie, ski paHiie He
OTPUMYBAIIH JIiKyBaHHs, Ta 47% (9/19) nauieHTiB, ki paHille OTpUMYBaTH NaMiBY/IMH, JOCAIIH PiBHS
JHK BI'B <50 MO/mn na 48-my twkri, a AJIT nopmanisysanacs y 83% (20/24) nauienTis, siki panime
HE OTPHMYBaJIU JlikyBaHHs, Ta 95% (18/19) nauienTis, fki paHilie OTPUMYBATH JTaMiByIHH.

bezneka Ta npotusipycHa edektupHicTE Oynu niaTBepmKkeHi B qocaimkerHi AT463189 entekapipy cepen
180 nire#t Bikom Bin 2 no 18 pokis, siki paHiule He OTPUMYBaIM JIIKYBaHHs iHriGiTOpaMH HyKJICO3H/IB, 3
HBeAg-nosutueHoro Xponiunolo indekuicio rematity B, KOMIEHCOBaHMM 3aXBOPIOBAHHAM MEYiHKH Ta
nigsuienum pisHem AJIT. CyG'exrie Gyno panpomizoBaHo y criBBigHomieHsi 2:1 mis oTpuMaHHS
cinoro JiikyBanHs enrekaBipom 0,015 mr/kr mo 0,5 mr/mens (N=120) a6o nnmaue6o (N=60).
Pannomizanito 6yno cTpatudikosaro 3a BikoBuMM rpynamu (Big 2 1o 6 pokie; Big 6 10 12 pokie; Ta Bin
12 o <18 poxkis). bazosi memorpadiyni Noka3HUKK Ta XapaKTEPHCTHKM 3aXBOpioBaHHs Ha HBV 6ymu
NOPIBHAHHUMYM MDK /IBOMa TpynamH JliKyBaHHs Ta MDK BIKOBHMH Koropramu. Ha MOMeHT mouwatky
nocnipkenns cepeanid pisens JIHK HBV cranopus 8,1 logl0 MO/mn, a cepemniii pisens AJIT — 103
On/n. TlepsuHHOIO KiHLEBOIO TOUKOK edeKTHBHOCTI Gyna cykynHicTs cepokonpepcii HBeAg Ta pieHs
AHK HBV y cuposatui kposi <50 MO/mn Ha 48-My TiokHi, OLiHeHHX y mepiHx 123 yyacHHKiB, AKi
Jocsarid 48 TWXKHIB ClinmoOro MiKyBaHHS. ﬂBanuﬂTb yotupu BigcoTku (20/82) yuyacHukiB rpyrm 1o
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OTpHMYBAJla eHTeKaBip, Ta 12% (5/41) yuacHukie rpynm, mo oTpumysana mianebo, crioctepiranacs
cepoxonBepcis HBeAg.

3.2 ®apmMakoKiHeTHYHI BJIaCTHBOCTI

DapMakoKiHETHKY CHTEKaBipy NpH OIHOPa30BOMY Ta 0araTopa’oBOMY 3acTOCYBaHHi OLHIOBaIM Y
310POBHX 0ci0 Ta 0ci6 i3 XpoHiuHOW iHdekuiclo Bipycy rematuty B.

AbGcopbuis

ITicist mepopasibHOro 3aCTOCYBaHHS 310pPOBMM 0coGaM TikoBa KOHLICHTpaLlis eHTeKaBipy B MyiasMi Kposi
nocaranacs mix 0,5 Ta 1,5 rogunamu. Ilicns 6araTopasoBoro moaeHHOro npuiiomy no3 eig 0,1 no 1 mr,
Cmax Ta miowa mia KpUBOIO «KoHUeHTpauis-yacy (AUC) Y CTallioHapHOMY cTaHi 36inburyBanmcs
nmponopuiiHo 103i. CranioHapHuii cran gocsarasces yepes 6-10 auis OAHOPA30BOro LWOJIEHHOTO NPHIiOMY
3 NPHOJIH3HO 2-KpaTHUM HakonWueHHsM. Jlns nepopansroi 103u 0,5 Mr Cmax y CTallioHapHOMY CTaHi
craHoBmia 4,2 Hr/mi, a MiHIMalbHA KOHUEHTpALis y IUiasmi (Ctrough) cranoruna 0,3 ur/mn. Jlns
nepopaibHoi 1031 1 Mr Cmax cranoBuia 8,2 Hr/mi, a Ctrough — 0,5 Hr/mi.

Brume ixi Ha mepopambHe BCMOKTYBaHHs: mNepopabHe 3actocyBaHHs 0,5 Mr eHTekaBipy 3i
CTaH/APHTHOIO DKEIO 3 BUCOKMM BMICTOM XHMpY (945 kKai, 54,6 1 xkupy) abo nerkoro ikero (379 kkan, 8,2
I' JKUpY) TIPU3BENO IO 3aTPUMKH BCMOKTYBaHHs (Bin 1 mo 1,5 romus micns npuiiomy ki npotu 0,75
FOJJMH NICAsA NPHHOMY roofty), 3HwkeHHs Cmax Ha 44% 10 46% Ta sumwkenns AUC Ha 18% 1o 20%.

Poznonain

Buxonsuu 3 GpapmakokiHeTiuHOro npodimo enrekaripy micis NepOPaIbLHOr0 NPHHOMY, PO3paxyHKOBHI
BUMMIIi 06'eM pO3NOALTY MepeBuIye 3arajibHy KUIbKICTh BOJH B OPraHi3Mi, 1O CBiXYMTH po Te, 1o
EHTEKaBip €KCTEHCHBHO PO3IOALIAETECA B TKAHHHAX.

3B'A3yBaHHA eHTeKaBipy 3 GLIKAMH CHPOBATKU KPOBI JTFOMHH in Vitro cTAHOBHIIO npubiuzHo 13%.

Metaboni3Mm Ta BUBEIeHHS

IMicna BeenenHs ‘C-enrekaBipy ogsm Ta ulypaM He CHocTepiranocs OKHUCIIOBAIBHMX abo
aleTWILOBaHUX MeTabouiTie. CriocTepiranacs He3HayHa KibKicTh MeTabouitis dazu II (KaroKypOHiZHHX
Ta cynbdarnux kon'toratis). EnTexasip He € cyGerpatom, iHribiTopom abo iHayKTOpoM (hepMeHTHOT
cuctemu  uutoxpomy P450 (CYP450). Tlicns nocarHeHHs MIiKOBOI KOHLEHTpaLii KOHIEHTpaLlis
CHTEKABIpy B TUIa3Mi 3HIKYBATacs JBOGKCIIOHEHLIAIBHO 3 KiHUEBMM I€pioOM HaIiBBHBEICHHS
npubinsto Bin 128 no 149 roxun. CrioctepexyBatuii iHekc HAKOMMYEHHS Npenapary OpUOIH3HO B 2
pasu 30UIBIIYEThCS TIPH OJHOPa30BOMY JIO3YBaHHI HA JI€Hb, IO CBIIYMTH 1PO e(eKTHBHHiL nepion
HaliBBUBEEHHS MPUOIU3HO 24 roauHH.

EnTekaBip nepeBaxHO BUBOAMTECS HUPKAMH, [IPH LEOMY BHBEJCHHS HE3MIHEHOTO TIpEnapaTy 3 ceyero y
CTaLliOHAPHOMY CTaHi KONHMBAEThCA Bi 62% 10 73% Bin BBEMEHOT 1031, HUPKORHIA KITipeHC He 3a/1eKuTh
BiJ 03 Ta KosiuBaeTbes Bim 360 no 471 Mn/xe, 10 CRiTYHTE PO Te, IO €HTeKaBip MiMJACTHCA AK
ky6oukoBsii inbrpauii, Tak i KaHATBLEBIH cekpenii.

CrenianpHi IpYH HACEIEHHS

Cmams: Hemae CyTTEBHX IeHIepHHX BiAMIHHOCTEH y dbapMakoKiHETHUL eHTeKaBipy.
Paca: Hemae cyTTeBMX pacoBHX BiIMiHHOCTEH y apMakoKiHETHII eHTeKaBipy.

Ocobu noxunozo eixy: Bruie Biky Ha (apMakoKiHETHKY eHTEKaBipy OIIHIOBATM Ticis NpUiioMy
OZIHOPA30BOT MepopanbHOi 1034 1 Mr 310pOBMM MOJTOAMM Ta JiTHIM poGposonsusm. AUC eHTekaBipy
Oys Ha 29,3% OinpIIMM y JITHIX JlIOAEH NOPIBHAHO 3 _MOJIOJIAMH JTIOZILMH. Piznuusg B excnosuuu MK
TITHIMM Ta MOJIOJMMH JIOIBMH, HamMompHm}e/ nochmmcsr BiIMiHHOCTAMU Y yHKLUI :
Kopurysanus no3u entekaipy Mac 6asypaTucs Ha QDYHI{LIII anméiiamema a He Ha Billi.
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Heoiampis: ®apMakoKiHETHKY CHTEKABIPY B CTAIlIOHAPHOMY CTaHi OL{HIOBAIN y aireil Bikom Big 2 1o 18
POKIB 3 KOMIEHCOBAHHM 3aXBOPIOBAHHSM TEYiHKH, SKi paHille He OTPUMYBAIH THMIGITOPH HYKI€O3HAIB
Ta paHille He OTPUMYBA/IM aMiBY/MH. Pe3y/IbTaTi HapeaeHo B TabIuLL 7. Excriosuuis entexasipy cepen
MatieHTiB, SKi paHille He OTpUMYyBanM iHriGiTopw HYKJICO3HiB, Oyna MoAiGHOK 10 eKchno3uuil,
AOCATHYTOI Y JIOPOC/HX, AKI OTPUMYBaM 103y 0,5 MI 0uH pa3 Ha aeHb. Ekcrnosmuuis entekaeipy y
MAUIEHTIB, AKI OTPUMYBaIM JNaMiByauH, Gyna MoiGHOI0 10 eKCTIO3HLIT, TOCATHYTOI Y JOPOCIHX, sIKi
OTPUMYBAJIH 103y 1 MI 0JIMH pa3 Ha 1eHb.

Tabauus 7: @apmakoxineTnyni mapamerpn y jireit
Ocobn, aki pauime ne -
. Ocobmn, mo Bike JiKyBaanCs
OTPUMYBAJIH IHTri0iTOpPIB ’ b
- JaMiBYIHHOM
HYKJIEO3HIB a

n=24 n=19
Cmax (ar/mi) 6.31 14.48
(CV%) (30) 3D
AUC(0-24) (HF‘PO,E[/MJI) 18.33 38.58
(CV%) (27) (26)
Chnin (HD/MI) 0.28 0.47
(CV%) (22) (23)

* CyG'exTi OTpUMyBaM O7MH pa3s Ha aeHb 103K 0,015 MI/KT 10 MAKCHMAaIbHOI 0,5 mr.

®Cy6'extn OTPHMYBAJH OJHH pa3 Ha neHb go3u 0,030 Mr/kr qo MakcuMabHOT 1 Mr.

Hopywenns gynxyii nupox: ®apMakoKiHETHKY eHTEKaBipy MiC/si 0OXHOPa30BOr0 npuitoMmy 1 mr
BUBHAIM y cyO'ektiB (6e3 xpomniumoi imdekuii Bipycy remaruty B) 3 BHOpaHHMH CTYHEHSIMH
HOpYLIeHHS QYHKIIIT HUPOK, BKITIOYAI04H cy0'eKTiB, 4H€e mopyIeHHs GpyHKIii HAPOK JTiKyBajHd 3a
JIONIOMOTOK0 - remMoJianizy abo Ge3nepepBHOrO amOyJNATOPHOTO TEPHTOHEANEHOTO Jaii3y
(ITATLI). PesynbraTe HaBeneHo B TabmuIi 8.

Tabumns 8: ®apmakokinerHdni mapamMerpu y NamlieHTiB 3 OKpeMHMH CTYNeHsAIMH
nopymeHHs GyHKuii HuUpoK

I'pyna 3 HupkoBooi dyukuicio

basoBmnii kaipeHc kpeaTnHiny (MJ1/XB)

HeywkomkeHu i He3nauno IMomipuu Toctpuii Baxkkuii Bamxkwnii
>80 YpaxeHHii i <30 Kepyetbes 3a Keposanuii
n=6 >50 to <80 30 to 50 n=6 JI0TNOMOroH 32 10MOMOr 0K

n=6 n=6 remoziaizy” TTAILY

n=6 n=4

Comax (HI/MI) 8.1 10.4 10.5 15.3 15.4 16.6
(CV%) (30.7) (372)  (227) (33.8) (56.4) (29.7)
AUC .1 279 51.5 69.5 145.7 233.9 221.8
(Hrerom/m) (25.6) (22.8)  (227) (3l.5) (28.4) (11.6)
(@)%
CLR (m11/xB) 383.2 197.9 135.6 40.3 NA
(SD) (101.8) (78.1)  (31.6)  (10.1)
CLT/F 588.1 309.2 226.3 100.6
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(MI1/XB) (153.7) (62.6)  (60.1) (29.1)  (16.5) (19.6)
(SD)

* Jlo3yBaHHs oipasy mic/is reMopianizy.

CLR = Hupkosuii kiipenc; CLT/F = puanmuii nepopaibHuit Kiipec.

Ilicns ognopasosoro mpuifoMy eHTekaBipy B 031 1 Mr, BBEACHOTO 3a 2 TOXHHH JIO ceaHcy
reMojianisy, reMoziaii3 BAAanuB Ipuomu3Ho 13% mo3u eHTeKkaBipy npotsrom 4 romun. CAPD
BUla/IUB 11puOmu3Ho 0,3% J103u mpoTarom 7 qHIB.

Topywenns gynxyii nevinku: GapMaKOKiHETHKY eHTeKaBipy micist 0JTHOPa30BOrO Ipuiiomy 1
MT BUBYAJIM Y IOPOCIHX Taui€HTiB (6e3 Xporiunoi indexiii Bipycy renatuty B) 3 momiprmm a6o
TSOKKHM IOPYIIEHHAM yHKuil nevinku (knac B abo C 3a mkanoro Yaitnaa-Tiopkorra-IT'o).
®apMaKOKiHETHKA €HTeKaBipy Oylia noaibHOI0 y NalieHTiB 3 MopymeH M DyHKI{i IeiHKH Ta
3M0POBHX OCI0 KOHTPOJNBHOI TPYNH; TOMY KOPEKIisi [03M eHTeKaBipy /I MAicHTIB 3
NOPYIICHHAM (YHKUI] NeYiHKH He peKoMeHIyeThes. (apMakoKiHETHKAa CHTCKaBipy He
BUBYAIACs y AiTel 3 nopyueHHsM QYHKIT IeYiHKHA.

ITicna  mpancnnanmayii  nevinku: Jlani mono Oesmeku Ta eheKTHBHOCTI CHTEKaBipy ¥y
PCLHIIEHTIB TEYiHKH OOMexkeHi. Y HEeBEIMKOMY MiNOTHOMY MOCHIIKEHHI 3aCTOCYBAHHS
CHTEKaBipy y PELMIIEHTIB TpaHCIUIAHTATA TediHKM, iHdikoBammx HBV, ski OTPHMYBAIH
cTablIbHY 103y muKinocnopury A (n=5) aGo Takponimycy (n=4), eKcCro3uIis eHTeKaBipy Gyia
npubim3HO B 2 pasu GiILIIOK, HIXK Y 3M0POBHX 0CI6 3 HOPMANbHOI (YHKIIEI0 HAPOK. 3MiHa
¢yHKOii HMpOK copHsa 30INBIIEHHIO €KCHO3UII eHTekaBipy y mnux oci6. [loTeHmian
(hapMakoKiHETHYHO! B3aeMOJii MiK eHTeKaBipOM Ta LHUKIOCTOpHHOM A ab0 TaKkpoIiMycoM
o(iniiHO HE OIiHIOBABCH.

5.3 JokainivHi 1aHi 3 0e3nexu

Kanneporenes, Myrarenes, nopymeHss ¢epTHILHOCTI

Kanneporenes

JI0BroCTpOKOBI MOCTIDKEHHS KaHIIEPOreHHOCT] eHTEeKaBipy MpH IIepOpabHOMY 3aCTOCYBAHHI Ha
MHIIAX Ta Lypax MPOBOJMIKCA IIPH €KCIO3MIIAX, M0 mpubiu3Ho B 42 pasu (Mumi) Ta B 35
pasis (UIypu) I€peBHIIYBAIH EKCIO3MINi, IO CHOCTepirammcs y mojedl NpH HafBHIIiH
pekoMeHJoBaHil 031 1 Mr/geHs. Y [JOCT/DKEHHAX Ha MHIIAX Ta INypaX €HTeKaBip Mas
IIO3UTHBHI KaHIEPOTeHHi pe3ynbraT. HepisoMo, HACKIIBKM NPOrHOCTHYHMMM MOMKYTH OYTH
pe3yNnbTaTH J0CTI/PKEHb KaHIIEPOT€HHOCTI Ha IPU3YHAaX JUIs JIIOIEH.

Y MuIIEH KUTBKICT aICHOM JIETE€Hb y CaMIIiB Ta CaMOK 301IbINyBaIacs IPH eKCIIO3HILISX, 10 B 3
Ta 40 pa3iB mepeBHIIYBaIM eKCIO3HILi] y mozeii. KinbKicTs KapluuHOM JIETeHb K Y CaMIIiB, TaK i
Y caMOK MHIIEH 301IbINyBajacs IpH €KCIO3HUIIsAX, 1m0 B 40 pasiB HepEeBHILYBAIH eKCIO3HIIT y
moziel. KombinoBani aneHOMM Ta KapIHHOMHE JIer€Hb 301IBLIYBANMCA y CAMIIB MHIIeH HpH
CKCIIO3MILsIX, O B 3 pa3sd NEPEeBHIIYBAIM €KCIO3MLIl y JIOfeH, Ta y caMOK MHIIEH IpH
eKkcrnosulisx, mo B 40 pasiB IepeBUINYBaIH eKCHO3WLil y JHOAeH. PO3BHTKY NyXJMHM
nepe/yBana nposnidepariis THEBMOLMTIB Y JIEIeHsX, YOT0 HE CIOCTEPIranocs y Iypis, cobak abo
MaBIl, SIKMM BBOJHJIH €HTEKaBip, IO MiATBEPIKYE BECHOBOK IPO Te, WO IYXJIHMHH JIET€Hb Y
MUIIeH MOXYTh OyTW  BugocnermudiuuuM  aBumeM. [emaronemolsipHa — KapliHHOMA
30iNBIIyBaNacss y caMiliB, a KOMOIHOBaHi ajJeHOMH Ta KapuHHOMH NEYiHKH TaKOXK
301IBLIYBANIHCS IPH €KCIIO3HIIsX, 110 B 42 pa3H NepeBHILyBalIn eKCh ‘
NYXJMHH Y CaMOK MHIICH (IeMaHTiOMH SIEYHHMKIB Ta MAaTKH Ta
361inBITyBaNMCS TPH eKCIO3MIAX, o B 40 pasis nepeBHILYBATH mnoaﬂuu y m@ﬂ“gn .2
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KUIBKICTh TeNaTONENIIOIAPHUX aIeHOM Y CAMOK 30LIbLIYBATACS TIPH eKCHO3UIIAX, y 24 pasu
NEPEBUIIYIOYMX  CKCHO3ULIT y Inozelf; KomGiHOBAaHI ageHOMH Ta KapLMHOMH TaKO¥K
30LIBLIYBATHCS Yy CAMOK IIPH EKCIIO3HILSX, Y 24 pasu HepeBHILYIOUYHX EKCHO3MIII y Jro/et.
[miomMu MO3KY IHTYKYBalHCs SIK y CaMITiB, Tak 1 y camoK IIPU eKCIO3HLIAX, ¥ 35 Ta 24 pasu
HEPEBUIIYIOWIX CKCIO3UMiI0 y mojedl. ®Didpomu wikipy iHZyKyBamucs y caMok mpH
EKCIO3HUIISX, Y 4 PasH NEPEBHILYIOYHX EKCTIO3MUIIO Y JTHOIEH.

Myrarenes ;

EnrtexaBip OyB KJIaCTOreHHHM IS Ky’abTyp JHMQOLMTIB JIHOHHH. EnrtekaBip He OyB
MYTar¢HHHM y JOCTIDKEHHI 3BOPOTHHX MyTamiii GakTepiit Eiimca 3 BUKOPHCTAHHSIM INTaMiB S
typhimurium ta E. coli 3a Hassuocti a6o BiscyTHOCTI MeTaGomiuHOl aKTHBALlil, JOCIiKeHHI
TCHHHX MYTalliif KIITHH CCaBLiB Ta JOCIIIXKeHHI TpaHchopMartii 3 eMOpioHATLHIME KITiTHHAMM
CHUPIHCHEKOTO XoM'ska. EHTekaBip Takoxk MaB HeraTUBHMI pe3ynpTar 'y JOCHiIKeHH]
TNEPOPATBLHOr0 MIKPOSAECPHOrO JOCTIDKEHHS Ta JOCHIUKEHHI IIEpOPAIbHOrO penapariiHoro
nocnixenas JHK y mypis.

Hopyimenns dbepruiasHOCTI

V' mocnipkeHHAX PenpoyKTHBHOI TOKCHKOINOIIT, B SKHX TBApHHAM BBOJIWIIH eHTekarip y mozi mo 30
MI/KI IPOTATOM Tepiofy 10 4 THXkHIB, He Gy/10 BHSBIICHO JKOJHMX O3HAK NOpYLIEHHs (epTHIBHOCTI Y
camili abo caMOK LIypiB NMPH CHCTeMHIH eKCrosuuil, mo Ginbm Hik y 90 pasie MepeBHILyBasa Ty, 110
AOCATacThCs Y MI0JEH Npy HAHBHINIH pekoMen0BaHil 1031 1 Mr/neHs. Y HOCHipKEHHAX TOKCHKONIOrT Ha
rpU3yHax Ta cobakax criocTepiranacs aereHepaiis ciM'SHMX KaHaJIbL{B TIPH eKCIIO3HLT, 1o B 35 pasie
abo Ginbule NepesuLLyBana Ty, MO NOCATAETbCA Y Moel. Y MaBm He Gy/10 BUABIEHO JKOAHHX 3MiH y
s€UKax.

EnTekarip BBOIMIM NepopanbHO BaritHum 1ypam (y 1o3i 2, 20 ta 200 Mr/kr Ha JIeHb) Ta Kponukam (y
nosi 1, 4 Ta 16 mMr/kr Ha neHb) nig 4ac opraHoreHesy (Ha 6-15 JeHb BaritHOCT [mypH] Ta 6-18 nenn
BariTHOCTi  [kponuku]). YV mypie cnocrepiramacs emGpioderassHa TOKCHUHICTB, BKJIIOYAOUM
NOCTIMIIaHTaliiHy BTpaTy, pe3opOLif0, BaiM pPO3BMTKY XBOCTa Ta XpeOLie, Bapialii ckenera,
BKJIFOYAIOUM 3HIDKeHY OCH(Qikaulilo (xpeOLi, rpyauHHi KicTKM Ta (anaHrum kucreil) Ta DOJATKOBI
nonepekoBi xpebui Ta pedpa, a TaKOX MEHIUA Maca Tina M0/, MPH chcTeMHii excrozuwii (AUC), 1o B
3100 pasie nepepuutyBana ekcrnosuiiio y mozeii mpu MRHD. Takox criocTepiranacs TOKCHYHICTB y
MaTepi IpH 1UbOMY PiBHi 103M. Y KPOMHKIB criocTepiranacs em6pioderanbia TOKCHYHICTb, BKIKOYAI0YH
MOCTIMIUIAHTAUiHHY BTpaTy, pesopOuilo Ta Bapiauii ckeneTa, BKTIOHAIOWH 3HMIKEHY OcH(iKaLiio
(mip'szukoBa KicTka) Ta 3GiMBIIEHHA 4acTOTH BHHMKHEHHA 13-ro peGpa, MpH CHCTEMHIH eKCro3MLii
(AUC), wo B 883 pasu nepepuiiyBana eKcrosuuiio y mogeit npy MRHD. He Gyiio BUSBIEHO KOTHHX
03Hak eMOpioderaibHOT TOKCMYHOCTI, KOJIM BariTHI TBAPHHM OTPMMYBAJIM EHTEKABIp TIEPOPaNbHO B 031,
mo 28 (mypu) Ta 212 (KpoaMKH) pasiB NepeBHINyBasa ekcrosuuiio y mopeit (AUC) npu MRHD. Y
JOCITIIKEHHI TPe/TIOCTHATAIBHOTO PO3BUTKY EHTEKaBip BBOMAMIM MEPOPAILHO BAriTHAM uypam y aosax
0,3, 3 Ta 30 mr/kr Ha 106y 3 6-ro AHsA BariTHOCTi 40 20-ro AHA NaKTaLii/Mic/IANONOrOBOro mepiomy.
JKomHux nobiyHux edeKTiB Ha MOTOMCTBO HE CIOCTEpiranocs NpM 3acTOCYBAHHI HAHBHINOT OLIHEHOT
A03H, 10 npu3Beno 10 ekcnosuuii (AUC), mo 6inbiu Hixk Y 94 pasu nepeBuILyBaTa eKCIO3HLIK0 Y Moaeit
NPH MaKCUMAJIbHO JOMYCTUMIHN 11031 JU1s JIIo/ieH 3 nmigeuieHHM prsukom (MRHD).

EnTekaBip BUALIABCA B MOJIOKO LIYPiB Y Nepio/l JaKTawil Mmic/s 0AHOPa30BOro NepopantbHOTO MPHHOMY
10 mr/kr Ha 7-i nens nakrauii. KoHueHTpauis eHTekaBipy B MoJIoLi CTaHOBMIA NMPHOGIH3HO 25% Bix
KOHIIEHTpallii B MaTepHHCBKii miasMmi (Ha ocHosi AUC).

6. PAPMAIIEBTHYHI OCOBJIUBOCTI
6.1 IlepeJiik TONOMIKHHX peYOBHH
Hopo mabremru:

JlakTo31 MOHOTiApAT, LIeM0n03a MiKPOKPHCTAIIYHA, KPOCTIOBIZIOH, MarHiio cTe
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IThieko6a obononka:

I'inpomernosa, TuTaHy JiOKCHA Ta NOJIETHIEHIITIKO/Ib.
6.2 HecymicHicTb

He 3acTocoByerbes

6.3 Tepmin npugarnocri

Byne nacka, MMBiTbCSA 30BHIIIHIO YNaKOBKY 15 OTPUMAHHS inopmatif mpo JaTy 3aKkiHUYEHHS TepMiHy
MIPHIATHOCTI.

6.4 OcobuuBi 3am06ikHi 3aX0au WoK0 36epiranHs

36epiraTu npu Temnepartypi ne uuie 25°C.

6.5 Bua ta BMicT ynakoBkm

ITo 30 B nacTHKOBOMY KOHTEHHEpI.

6.6 Ocob.snBi 3an06ixHi 32aX01H MO0 yTHII3ANIT TA iIHIIOr0 NOBOXKEHHS

Bynb-skuit HeBUKOpPHCTaHHMI Jlikapehkuii 3aci6 abo Bixxomm i YTHJIi3YBAaTH BiAMOBIIHO 10 MiCLIEBHX
BHMOT.

7. BHPOBHUK
AypoGinno ®apma Jlimiten,

IOmit - VII, CE3, TCIIK, ITnot Ne S1,

Cypseii No: 411/P, 425/P, 434/P, 435/P Ta 458/P,
I'pin Inmactpian [apk, ITonenamni Binamx,
Jlxenuepna Manjan, Maxa6y6uarap Jlictpikr,
mrat Tenanrana, [HJ{I5

8. JATA TIIATOTOBKHA TEKCTY: Bepecens 2025 p.

80 Lo

Lo, la0d,
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JACTOK-BKJIAIUII IS HAIIIEHTA
EHTEKABIP TABJIETKH ®.CIIIA 0,5 MI' ta 1 MT”

YBaxkHo mnpouMTaiiTe Lel JIMCTOK-BK/JIAIHII nepex THM, SIK MOYaTH MNPUHAMATH el
JiKapcbKHii 3a¢i0, OCKIIBKH BiH MICTHTD BXJIMBY 151 Bac iHopmaiilo.
- 30epiraiite Leil McToK-BKIaAMII. MOKIMBO, BAM 10BEETHCS NPOYMTATH HOro 3HORY.
- SIKIIO Y BAc € JONATKOBI 3aIMTaHHS, 3BEPHITHCA JI0 NiKaps aGo ¢dapmarierra.
- Ieit nikapcekuii 3aci6 npusnayeHo mume mns ac. He mepenasaiite ioro iHmuM. Lle moxe
3alIKOJUTH 1M, HABITh AKIIO IXHI CUMIITOMM CXO3KI Ha Bauli.
- Aximo y Bac BUHMKHYTH NoGiuHi edekTH, noBizomTe npo ue mikaps a6o (hapmanesta. lle
CTocyeThess  OyAab-sKMX MNOOIYHMX e(eKTiB, He 3a3HAYEHMX Y IBOMY JIHCTKY-BKIAMIL
(nuB. po3ain 4).
Lo micTuThes B Wil iHCTPYKUii

1. 1o take Enrekapip TabneTku i 4715t 4Oro BOHM 3aCTOCOBYHOTHCA

2. 1o norpi6Ho 3uaty nepen npuitomoM Entekagip Tabnerox

3. Sk npuitmatn Entexagip TabneTku

4. Moxnuei noGivHi edexTn

5. Ak 36epiratu Exrekasip Tabnetku

6. Bwmicr ynakorku Ta iHma indopmaris
1. IITo Take Entexapip Tabxerku i A1st 40ro BOHH 3aCTOCOBYIOTHCS
Entexagip Tabnerkn — ue mikapchkuii 3aci6 3a peuentom, kUi 3aCTOCOBYEThCA ANA JiKyBaHHS
XpoHiuHoi indekuii Bipycy rematuty B (HBV) y nopociaux Ta jitel BikoM Bix 2 pokie 3
aKTMBHUM 3aXBOPIOBAHHSM MEYiHKH.
- EnTexaip tabnetku He nikyots BI'B nognicTio.
- EnTekasip TabneTkn MOXKyYTh 3MEHIIYBATH KUIBKIiCTE Bipycy BI'B B opraHizmi.
- Eurexasip TabieTku MOXYTh 3MEHIIYBaTH 37aTHicTH Bipycy BI'B posmHoyBaTHCs Ta
iH(iKyBaTH HOBI KIIITHHH MEYiHKH.
- EHnTekaBip TabsieTKM MOKYTh MOKpPALLyBaTH CTaH BalIO] MEYiHKH.
- Hesinomo, un svenmytors EHTekaBip TaGneTkn pusuK po3BHTKY paky NediHku abo uupo3y,
AKI MOKYTh OYTH CTIIpUUHHEH] XpoHiuHOW iHdekuicio BI'B.
- Hesigomo, un € EntexaBip tabnerku Oesneynumu Ta eeKTHBHUMHM 1Js AiTeill Bikom fo 2
POKIiB. TWis €
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IIpo mo caix morizomuTy Aikaps nepex npuiiomom Enrexkagip Tabnerox
Ilepen Tum sk npuiimati EnTexasip TabaeTku, 10BigoMTe CBOro niKaps, AKIIO BH:

* Maere npobnemu 3 Hupkamu. MokIHBO, 1032 a60 pexxum npuiomy EnTekasip
TabneTok Oyae 3MiHEHO.

+ Paniwe npuiivanu niku aas nikysawns BIB. lesiki moam, ocoGnueo Ti, XTO BXKe
OTPUMYBAB TIeBHI iHWII npenapati npotH BI'B, MOXYTh MaTH pPe3HCTEHTHICTH 110
Entekapip tabnetok. ¥V Takux BMNaakax NiKyBaHHS MOe OyTu MeHI edeKTHBHIM, a
CTaH renaTuTy MOXKe MOTIPLUMTHCA TIC/A MOABM Pe3HCTeHTHOro Bipycy. Jlikap Gyse
PEryJIsIPHO KOHTPOIIOBATH PiBEHb Bipycy renatuty B y aiuiii kpoi.

» Maere Oyap-sKi iHIII MeUYHI 3aXBOPIOBaHHS.

* Baritii abo mnamyere BaritHicte. HeBimomo, uM MOKyTh Enrexapip Tabnerku
3aLIKO/AMTH Baiii MaiOyTHii nuruni. TTopagsTecs 3 JiKapeM, fKIIO BH BariTHi abo
IJIaHy€Te BariTHICTE.

Pecerp mariTHocTi npu npuiiomi anTHperpoeipycHux 3acofis: Skimo BH npuiimacre
EnTekaBip TabnieTkn mia yac BaritHoCTi, 0GroBOPITE 3 JiKapeMm MOKIMBICTE yuacti y Peectpi
BariTHOCTI npu npuiomi Entekasip Tabnetok. Meta peectpy — 36ip indopmanii mpo cram
3/I0pOB’sl Matepi Ta JIUTHUHH.

» Tonyere rpynmo abo nianyere ue pobutu. HeBinomo, uM mpoHHKac eHTeKaBip y
rpyase Mosoko. Bu Ta Baw jikap noBuHHi BUpimMTH, 4K npuiivatu EnTekasip
TA0NETKH ITiJl Yac rpyJHOTO BUTOIOBYBAHHSI.

IloizomTe nikapsi mpo Bei npenapartw, siKi BH npuiiMacre, BKIIOYHO 3 PELENTYPHUMHU Ta
Ge3peuenTypHUMH MpenapaTamMy, BiTaMiHaMK Ta TpaB’sHUMM f06aBKaMu. OcoGIHBO MOBizOMTE
nikapsl, SIKIIO BU paHilue npuiimManu Jiku 1 aikyeanus BIB.

IlorpibHo 3natH, sAKi JikapchKi 3aco0H BH mpuiimMaecre. 3aBkau MaiiTe npH cobi CIHCOK BarmMx
JKiB, 100 TOKa3aTH ioro sikapio Ta GapMaLesTy Np1 OTpUMaHHi HOBOTO Mpenapary.

2. Mo norpibHo 3HaTH Mix yac npuiiomy EnTexasip Tabaerok

i. Baut renatut B (BI'B) mozke noripmnTHes, SAKWO BU NPHNIMHUTE NPHiiMATH EnTexasip
TabaeTkn. Lle 3a3Bryai BinOyBaeThes MPOTArOM 6 MiCSLIB MiCAs NPUIHMHEHHS TIPUHOMY.

 llpuiimaiite Tabnetku EnTekaBip TouHO 3a NpU3HAYEHHSIM JiKaps.

e He sanmmaiitecs 6e3 Entekagrip Tabnerok.
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*  He npununsiite npuiiom Enrexasip Ta6nerok 6es koHcyasTarii 3 JliKapem.

» JSlxmo eu npunumscre npuitom Entexasip tabierox, JNiKap NOBMHEH KOHTPOJIOBATH
BAIIl CTAH Ta PETyNAPHO POOUTH aHali3H KPOBi juist nepeBipku GyHKLIT neyinky.

ii. SIkwo y Bac € BLIT a6o Bu indikyBaauch uum mia yac npuiiomy Tadaeroxk Enrexagip i
He oTpumyere JiKyBaHHs, Bipyc BLJI moxe posBunyTH PE3HCTEHTHICTL 10 AeAKHX
AHTHPETPOBIPYCHUX NpenapariB i Baxde miaIaBaTHCh JdikysanHo. BaM cnij mpoiitu Tect
Ha BIJI nepen nouarkom npuitomy EnTexapip Tabnerok ta NOBTOPHO Yy OyJb-sKHi Yac, KO €
HMOBIpHICTB KOHTaKTy 3 BipycoM BIJL.

Enrtexagip TabieTkn MOKYTh BUKINKATH cepiio3ni moGiumi eeKTH, 30KpemMa:

iii. Jlakroauna03 (HagIHIMOK KHCAOTH B Kpoei): [esiki Jioan, siki npuiimann ExnTekasip
Tab1eTkH 260 CX0Xi NpenapaTu (aHAJOr HYKJIE03HAY), PO3BHBAJIH CepiHO3HHIl cTaH,
BIIOMHIi SIK JIaKTOauM103. JIaKToan03 — ue cepilozHe MeJMuHe YCKIAAHEHHS, SKE MOJKE
MPU3BECTH 10 cMepTi. JlakToaumnos morpebye JikyBaHHs y cTauioHapi. IToBizomieHHs npo
JIAKTOALM/03 Y MALIEHTIB, AKi npuiiManu Exrekasip, 3a3Buuail cTocyBaties MOEH i3 THKKHMH
3aXBOPIOBAHHAMHM MEYiHKH a00 IHIIMMH CepHO3ZHUMM MeMYHHUMH CTAHAMH.

Heraiino 3BepHiTbest 10 Jikaps, SIKINO Yy Bac 3’ABAATbES GyAb-5IKi 3 HACTYIHHX 03HAK 260
CHMINITOMIB JIAKTOALHI03Y:

. Bu BiguyBaeTe cHIIbHY cabKicTh abo BToMy.

. Y Bac BUHMKAE HETUITOBHI GiNb y M’ s13ax.

. Bam Baxkko nuxarw.

o ¥ Bac 6ilib y KHBOTI 3 HyJOTOK Ta OIFOBaHHSM.

. Bu BiguyBaeTe X010/, 0cO0IMBO B pyKax i Horax.
o V Bac 3anamopoueHHst a00 Bi4yTTs HeCTiHKOCTI.
e ¥ Bac npuckopene abo HeperysipHe cepueOUTTs.

iv. Cepiio3ni npoGaemu 3 nedinkor: Jlesiki Jioaun, ski npuiiManu npenapaTtu, moaioHi a0
Enrexkapip Tabnerok, Maau cepitosui npobaemn 3  newiHkow, BigoMi  fK
renaToTOKCHYHICTb, W0 CYNPOBOMKYEThCS 306iIbLICHHSAM NeviHKH (renaToMeratis) Ta
HAKOMHYEHHSIM KHPY B medinui (creatos). I'emaTomeranisi 3i creaTosom € cepiiosHuM
MeJIHYHHM CTaHOM, IKHH MOKe IIPU3BECTH 10 CMEPTi.

Heraiino 3Bepuirses 10 Jgikaps, SIKIWO y Bac 3’ABAATHCSA OyAb-AKi 3 HACTYNHHX 03HAK a60
CHMIITOMIB npo0.ieM 3 MeviHKoI0:

. lxipa abo Ginku ovei IKOBTIFOTH (KOBTAHUIIA).
. Ceuya TeMHOr0 KOJIBOPY.
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. Kan cBiTnoro kossopy.

. Bincyrue GasaHHs icTH npoTAroM KillbKoxX AHIB a60 10BLIe.
N Hypnora.

° Binb y HMkHIA YacTHHI KUBOTA.

Bu moxere OyTtu Oinbll CXMIABHI 10 PO3BHTKY JIaKTOAUMI03y abo cepHO3HMX MpodieM 3
MEYIHKOW, AKIIO BH JKIHOYOI CTari, MaeTe 3HAuHy HajAMipHY Bary a0o JOBro npuimanu
npenapaTH-aHalor HyK1eo3uay, Taki ak EHTekasip TabneTku.

3aranbHa indopmanis npo Gesneune Ta eeKTHBHE BHKOPHCTAHHS EnTekagip Tabaerox

Enrexagip TabneTku He 3ano6iraioTs nepejaui Bipycy renatury B (BI'B) iHwum moasM mia yac
CTaTEBMX KOHTAKTIB, CIIJIBHOTO BMKOPHCTaHHA TONOK a00 KOHTAKTY 3 Ballolo KpoB'i0.
O6roeopitk i3 nikapem Ge3neuHi cekCyanbHi MPaKTHKH /NA 3aXHCTY BALIOLO naprHepa. Hikomu
HEe JiniTbes ronkamu. He KopucryiiTecs CHiIBHO OCOGMCTMMHM peyaMM, siKi MOXKYTh MiCTHTH
Kpoe abo 6i070riuHi piAMHK, TAKUMH 5K 3yOHI 1LiTKK a60 6puTeH. IcHYe BaKLMHa, AKA 3aXMINAE
JIOJICH, 1110 3HAXOAATHCS B 30HI PU3KKY iH(ikyBaHHs BI'B.

Jliky iHOJi MPHM3HAYAIOTECA Ul IHIIMX LiNe, HiX 3a3HaueHi B JMCTKY-BKJIAIUIII JITs TaLlicHTa.
He Bukopucrosyiite EnTekaBip Tabnerku s JiKyBaHHA CTaHy, Ui SIKOFO BOHM He Oynu
npusHayedi. He napaiite EnTekaBip TaGneTkd iHIDMM JOJSAM, HABiTh AKIIO Yy HHUX TaKi K
CHUMIITOMH, fK Y Bac. Lle Moxe 3amkoauTH im.

[leit nmcTok-BKIAMMII 1A NalieHTa y3arankHioe HaiiBaxueiuy iHdopmauito mpo Enxtekasip
TabneTku. SIkuio B Xouere otpumaT Oimbuie iHdopmauii, 3BepHiTECA 10 cBoro nikaps. Bu
TAKOXK MOJXKETe TMOMNpPOCHTH Jikaps abo ¢apmauesra Hajgath iHpopmauio npo Emnrtekasip
TabJIETKH, NPU3HAYCHY 1) MEAHYHMX MPaL[iBHUKIB.

3. Sk npuiimaTn Enrexasip Tabaerku
o [lpuiimaiite EnTekaBip TablieTki TOYHO Tak, Sk BaMm MOpajMB Jikap.
o Jlikap NoBiJIOMHUTh BaM, AKY KijIbKiCTh €HTEKaBipy NOTPi6HO npuiimaTy.
e Jlikap NOBiIOMUTB, KOJIH i AIK YacTo ¢ npuitvatu EHTekapip Tabnerku.

o llpuiimaiite EnTexkapip TabneTKi Ha MOPOXKHiM HUIYHOK, IOHAaWMeHIIe 3a 2 r'OJHMHH
nicns ki Ta moHalMeH1e 3a 2 FOJAMHM 10 HACTYIHOTO MpHHOMY Taki.

» He 3minoiite 103y Ta He npunuusiite npuiiom Eurtekapip Tabnerok Ge3
KOHCYbTaNil 3 Jikapem.

e Slkmo Bu mpomycTHIH ,aoay EHTeKaBlp Taﬁ.ueTOK, NpUiMiTh 11 ﬂKHaH[HBH,ILIIIE a

-

N



JI03H, MPOIYCTITh MpomnylueHy 103y. He npuiimaiite ABi 1031 0qHOYACHO. 3BepHIThCS
710 nikaps abo apmanesTa, AKILO He BIIEBHEHI, O POGHTH.

» Komu pam 3amac Enrexasip Tabnerok moune 3aKIHUYBATHCSA, 3BEPHITBCA 10 JiKaps
abo anteku 114 nonosHeHHs. He 3aanmaiitecs Ge3 Enrekagip Tabaerok.

e $xmo BH NpuiiHAAM 3aHaATO GaraTo Entekasip Tabaerok, HeraiiHo 3BepHiTbCH 10
nikapst a6o 10 HalGIMKIOro BifIiNeHHs WBKAKOT JOTIOMOTH.

4. Mo:xauBi no6iuni egpexTn

Entekapip TabneTkn MOXyTh BUKIMKATH cepiio3Hi oGiuni edextu. Tus. pozain «1llo €
HalBaKIHBINIOK iHpopManicio, siky st noBHHeH 3HaTH npo EnTexasip Tabaerkn?»

Hainommpenimi no6iuni edextu Enrekasip TabneTok BKIFOYAOTE:

e TONOBHMII OB
e BTOMA

e 3aNamMOpOYEHHs
e HyJOTa

IloBinomre cBoro nikaps, AKio y Bac 3’sBUBCs Oyab-sikuit noGiunmit edekr, Axuii Bac
TypOye abo He 3HMKaE.

5. Sk 36epiraTu ExTexarip Tabnerxku

 30epiraiite Enrtekasip Tabnerku mpu temnepatypi He Buile 25°C y opuriHaibHiii
ynakosui. TpumaiiTe nigmKy MilbHO 3aKPUTOIO.

36epiraiite EntexaBip TabieTku Ta Bei JiKH B HeIOCTYNHOMY U151 iTeil Micui.

He Buxupaiite niku uyepes ctokn abo pasom 3 noOyTOBMMH BiiXojamu. 3anuraiite
(apmanesTa, sk yTunizyBaTH nikd, fAKi BM Oilblie He BuKopucTOByeTe. Lle nomomoske
3aXMCTUTH HABKOJIUIIHE CEPEIOBHIIE.

6. BmicT ynakoBkH Ta inma indopmanis
Ski inrpegienTu micrsate EnTexagip Tabaerku
AKTHBHA peyoBHHA: EHTekaBip

JIOMOMIZKHI peYOBMHM: JIaKTO3H MOHOTiJpaT, LENJI03a MiKPOKpHUCTalidHa, KPOCTOBiJIOH,
MarHiro creapat
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Jyo

Ax surasgaote Extekasip Ta6aerkn ta Bmict VIAKOBKH
0,5 mr:

Entekaip TaGnetku 6ini, TpukytHoi dopmu, asoomykii, BKPHTI TTiBKOBOK 00OJIOHKOIO, 3
THCHEHHAM «K» 3 011HOro 60Ky Ta «40» 3 iHworo Goky.

1 mr:

Tabnerkn Entexagip 6imi, kpyrii, ABOOIMyKIIi, BKPUTI M1 BKOBOKO 000J10HKO10, 3 THCHEHHAM «K»»
3 011HOr0 60Ky Ta «41» 3 iHworo Goxy.

Y mnsiuni mictutees 30 tabnerok ExTexasip.
Iosizomaennst npo noGiuni epexTn

Jist Oy ap-sikoi inopmanii mpo ueii nikapebkuit 3aci6 3Bepraiitecs 10 MicLEBOro npeJcTaBHUKA
BJIACHHKA peecTpaLiiHOrO MOCBiJYEHHS.

«Axumo Bu nomithnm Gyap-sKi mo6iyHi edekT Npy 3acTOCYBAHHI LBOTO npenapary, 6y1b acka,
MOBiIOMTE TMpO HHX HeraifHO 4Yepe3 iHTEPHET HAa HACTYIHY €NIEKTPOHHY ~ ajpecy:
pharmacovigilance@aurobindo.comy.

BiiacHuk peectpaniiiHoro nocsiguenus
Aypobingo ®apma Jlimiren,
Xaiinapaban, mrat Tenanrana, [ngis

Bupotuuk

Aypobinzno ®@apma Jlimiten,

IOwiT — VII, CE3, TCIIK, ITnot Ne S,

Cypgeii Ne: 411/P, 425/P, 434/P, 435/P ta 458/P,
I'pin Inpactpian Iapk, [lonenanni Binamx,
Ioxenuepna Mannan, Maxady6uarap Jlictpikr,
wrat Tenanrana, IHJLS
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