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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
PRETOMANID TABLETS safely and effectively. See full prescribing
information for PRETOMANID TABLETS.

PRETOMANID tablets, for oral use
Initial U.S. Approval: 2019
LIMITED POPULATION

INDICATIONS AND USAGE-
Limited Population: Pretomanid Tablet is an antimycobacterial indicated, as
part of a combination regimen with bedaquiline and linezolid for the
treatment of adults with pulmonary extensively drug resistant (XDR),
treatment-intolerant or nonresponsive multidrug-resistant (MDR)
tuberculosis (TB). Approval of this indication is based on limited clinical
safety and efficacy data. This drug is indicated for use in a limited and
specific population of patients. (1)

Limitations of Use (1):

= Pretomanid Tablets are not indicated for patients with:
» Drug-sensitive (DS) tuberculosis
= Latent infection due to Mycobacterium tuberculosis
= Extra-pulmonary infection due to Mycobacterium tuberculosis
* MDR-TB that is not treatment-intolerant or nonresponsive to
standard therapy
* Safety and effectiveness of Pretomanid Tablets have not been established
for its use in combination with drugs other than bedaquiline and linezolid
& part of the recommended dosing regimen.

———— DOSAGE AND ADMINISTRATION——M8——
e Pretomanid Tablets must be administered only as part of a regimen in
combination with bedaquiline and linezolid.
® Administer Pretomanid Tablets in combination with bedaquiline and
linezolid as follows: (2.2)
* Pretomanid Tablet 200 mg orally once daily for 26 weeks. Swallow
Pretomanid Tablets whole with water.
e Bedaquiline 400 mg orally once daily for 2 weeks followed by
200 mg 3 times per week, with at least 48 hours between doses, for
24 weeks for a total of 26 weeks
s Linezolid (1,200 mg daily orally for up to 26 weeks, with dose
adjustments for known linezolid toxicities).
e Take the combination regimen with food.
® Doses of the regimen missed for safety reasons can be made up at
the end of treatment; doses of linezolid alone missed due to
linezolid adverse reactions should not be made up. (2.2)

——— DOSAGE FORMS AND STRENGTHS——m—+——
Tablets: 200 mg (3)

——————————CONTRAINDICATIONS—

* . retomanid Tablets used in combination with bedaquiline and linezolid are
contraindicated in patients for whom bedaquiline and/or linezolid is
contraindicated. (4)

e

WARNINGS AND PRECAUTIONS ——

® Hepatic adverse reactions were reported with the use of the
combination regimen of Pretomanid Tablets, bedaquiline, and
linezolid. Monitor symptoms and signs and liver-related laboratory
tests. Interrupt treatment with the entire regimen if evidence of liver
injury occurs. (5.2)

¢ Myeclosuppression was reported with the use of the combination
regimen of Pretomanid Tablets, bedaquiline, and linezolid. Monitor
complete blood counts. Decrease or interrupt linezolid dosing if
significant myelosuppression develops or worsens. (5.3)

® Peripheral and optic neuropathy were reported with the use of the
combination regimen of Pretomanid Tablets, bedaquiline, and
linezolid. Monitor visual function. Obtain an ophthalmologic
evaluation if there are symptoms of visual impairment. Decrease or
interrupt linezolid dosing if neuropathy develops or worsens. (5.4)

* QT prolongation was reported with the use of the combination regimen
of Pretomanid Tablets, bedaquiline, and linezolid. Use with drugs that
prolong the QT interval may cause additive QT prolongation. Monitor
ECGs. Discontinue the combination regimen of Pretomanid Tablets,
bedaquiline, and linezolid if significant ventricular arrhythmia or if
QTcF interval prolongation of greater than 500 ms develops. (5.5)

® Reproductive effects: Pretomanid caused testicular atrophy and
impaired fertility in male rats. Advise patients of reproductive
toxicities seen in animal studies and that the potential effecis on
human male fertility have not been adequately evaluated. (5.7, 13.1)

* Lactic acidosis was reported with the use of the combination regimen
of Pretomanid Tablets, bedaquiline, and linezolid. Consider
interrupting linezolid or the entire combination regimen of Pretomanid
Tablets, bedaquiline, and linezolid dosing if significant lactic acidosis
develops. (5.8)

ADVERSE REACTIONS-
Most common adverse reactions (210%) are peripheral neuropathy. acne,
anemia, nausea, vomiting, headache, increased transaminases, dyspepsia,
decreased appetite, rash, pruritus, abdominal pain, pleuritic pain,
increased gamma-glutamyltransferase, lower respiratory tract infection,
hyperamylasemia, hemoptysis, back pain, cough, visual impairment,
hypoglvcemia, abnormal loss of weight, and diarthea. (6)

To report SUSPECTED ADVERSE REACTIONS, contact Mylan at
1-877-446-3679 (1-877-4-INFO-RX) or FDA at 1-800-FDA-1088 or
www. fda. gov/medwatch.

DRUG INTERACTIONS
® Strong or moderate CYP3A4 inducers such as rifampin or efavirenz:
Avoid co-administration. (5.6, 7.1)

* Organic anion transporter-3 (QAT3) substrates: Monitor for OAT3
substrate drug-related adverse reactions and consider dosage
reduction for OAT3 substrate drugs, if needed. (7.2)

———  USE IN SPECIFIC POPULATIONS——
» Lactation: Breastfeeding is not recommended. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and
Medication Guide.

Revised: 4/2020
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FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE

Limited Population: Pretomanid Tablet is indicated, as part of a combination regimen with bedaquiline and
linezolid for the treatment of adults with pulmonary extensively drug resistant (XDR) or treatment-intolerant or
nonresponsive multidrug-resistant (MDR) tuberculosis (TB). Approval of this indication is based on limited
clinical safety and efficacy data. This drug is indicated for use in a limited and specific population of patients.

Limitations of Use:

e Pretomanid Tablets are not indicated in patients with the following conditions:
o Drug-sensitive (DS) tuberculosis
o Latent infection due to Mycobacterium tuberculosis.
o Extra-pulmonary infection due to Mycobacterium tuberculosis.
0 MDR-TB that is not treatment-intolerant or nonresponsive to standard therapy.
e Safety and effectiveness of Pretomanid Tablets have not been established for its use in combination with
drugs other than bedaquiline and linezolid as part of the recommended dosing regimen /see Dosage and
Administration (2.2)].

2 DOSAGE AND ADMINISTRATION

2.1 Important Administration Instructions

e Pretomanid Tablets must be used only in combination with bedaquiline and linezolid as part of the
recommended dosing regimen /[see Dosage and Administration (2.2)].

* Emphasize the need for compliance with the full course of therapy to patients /see Patient Counseling
Information (17)].

e Administer the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid by directly
observed therapy (DOT).

2.2 Recommended Dosage

Pretomanid Tablets must be administered in combination with bedaquiline and linezolid. The recommended
dosage and duration for bedaquiline and linezolid when used in the combination regimen with Pretomanid
~ Dlet are as follows:

e Pretomanid Tablet 200 mg orally (1 tablet of 200 mg), once daily, for 26 weeks. Swallow Pretomanid
Tablets whole with water.

* Bedaquiline 400 mg orally once daily for 2 weeks followed by 200 mg 3 times per week, with at least
48 hours between doses, for 24 weeks for a total of 26 weeks

* Linezolid starting at 1,200 mg orally per day for 26 weeks, with dose adjustments to 600 mg daily and
further reduction to 300 mg daily or interruption of dosing as necessary for known linezolid adverse
reactions of myelosuppression, peripheral neuropathy, and optic neuropathy [see Dosage and
Administration (2.4) and Warnings and Precautions (3.3, 5.4)].

e Take the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid with food [see Clinical
Pharmacology (12.3)].

e Ifthe combination regimen of Pretomanid Tablets, bedaquiline, and linezolid is interrupted by a
healthcare provider for safety reasons, missed doses can be made up at the end of the treatment; doses of
linezolid alone missed due to linezolid adverse reactions should not be made up.

e Dosing of the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid can be extended
beyond 26 weeks, if necessary [see Clinical Studies (14)]. >
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2.3 Assessments Prior to Initiating the Combination Regimen of Pretomanid Tablets,
Bedaquiline, and Linezolid

* Assess for symptoms and signs of liver disease (such as fatigue, anorexia, nausea, jaundice, dark urine, liver
tenderness, and hepatomegaly). Obtain laboratory tests (alanine aminotransferase [ALT], aspartate
aminotransferase [AST], alkaline phosphatase, and bilirubin) /see Warnings and Precautions (5.2)].

 Obtain complete blood count [see Warnings and Precautions (5.3)]. Obtain serum potassium, calcium, and
magnesium and correct if abnormal [see Warnings and Precautions (5.5)]. Obtain an ECG before initiation
of treatment [see Warnings and Precautions (5.5)].

2.4 Discontinuation of Dosing

If either bedaquiline or Pretomanid Tablets are discontinued, the entire combination regimen should also be
discontinued.

If linezolid is permanently discontinued during the initial four consecutive weeks of treatment, bedaquiline and

Pretomanid Tablets should also be discontinued. If linezolid is discontinued after the initial four weeks of

consecutive treatment, continue administering bedaquiline and Pretomanid Tablets /see Dosage and
*Iministration (2.2)].

3 DOSAGE FORMS AND STRENGTHS

Pretomanid Tablets, 200 mg, are white to off-white oval tablets debossed with M on one side and P200 on the
other side.

4 CONTRAINDICATIONS

Pretomanid Tablets used in the combination regimen with bedaquiline and linezolid are contraindicated in
patients for whom bedaquiline and/or linezolid are contraindicated. Refer to the bedaquiline and linezolid
prescribing information.

5 WARNINGS AND PRECAUTIONS

5.1 Risks Associated with the Combination Treatment Regimen

Pretomanid Tablet is indicated for use as part of a regimen in combination with bedaquiline and linezolid.

Refer to the prescribing information for bedaquiline and linezolid for additional risk information. Warnings and
cautions related to bedaquiline and linezolid also apply to their use in the combination regimen with

Pretomanid Tablets.

5.2 Hepatotoxicity

Hepatic adverse reactions were reported with the combination regimen of Pretomanid Tablets, bedaquiline, and
linezolid [see Warnings and Precautions (5.1), and Adverse Reactions (6.1)]. Avoid alcohol and hepatotoxic
agents, including herbal supplements and drugs other than bedaquiline and linezolid /see Indications and Usage
(1)] while on Pretomanid Tablets, especially in patients with impaired hepatic function.

Monitor symptoms and signs (such as fatigue, anorexia, nausea, jaundice, dark urine, liver tenderness. and
hepatomegaly) and laboratory tests (ALT, AST, alkaline phosphatase, and bilirubin) at a minimum at baseline,
at two weeks, and then monthly while on treatment and as needed. If evidence of new or worsening liver
dysfunction occurs, test for viral hepatitides and discontinue other hepatotoxic medications. Interrupt treatment
with the entire regimen if®

* Aminotransferase elevations are accompanied by total bilirubin elevation greater than 2 times the upper
limit of normal. -

¥
4 Q-



(v

e Aminotransferase elevations are greater than 8 times the upper limit of normal.
¢ Aminotransferase elevations are greater than 5 times the upper limit of normal and persist beyond
2 weeks.

5.3 Myelosuppression

Myelosuppression (including anemia, leukopenia, thrombocytopenia, and pancytopenia) was reported with the
combination regimen of Pretomanid Tablets, bedaquiline, and linezolid. Myelosuppression is a known adverse
reaction of linezolid. Anemia can be life threatening [see Warnings and Precautions (5.1), and Adverse
Reactions (6.1)]. When linezolid dosing, as part of the combination regimen of Pretomanid Tablets,
bedaquiline, and linezolid, was reduced, interrupted, or discontinued, the observed hematologic abnormalities
were reversible. Complete blood counts should be monitored at a minimum at baseline, at two weeks, and then
monthly in patients receiving linezolid as part of the combination regimen of Pretomanid Tablets, bedaquiline,
and linezolid, and decreasing or interrupting linezolid dosing should be considered in patients who develop or
have worsening myelosuppression [see Dosage and Administration (2.2)].

5.4 Peripheral and Optic Neuropathy

Paripheral neuropathy and optic neuropathy were reported with the combination regimen of Pretomanid Tablets,
v-daquiline, and linezolid /see Warnings and Precautions (5.1), and Adverse Reactions (6.1)]. Neuropathy is a
known adverse reaction of long-term linezolid use. Neuropathy associated with linezolid is generally reversible
or improved with appropriate monitoring and interruption, dose reduction, or discontinuation of linezolid
dosing. Monitor visual function in all patients receiving the combination regimen of Pretomanid Tablets,
bedaquiline, and linezolid: if a patient experiences symptoms of visual impairment, interrupt linezolid dosing
and obtain prompt ophthalmologic evaluation.

5.5 QT Prolongation

QT prolongation was reported with the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid
[see Warnings and Precautions (5.1), Adverse Reactions (6.1), and Clinical Pharmacology (12.2)]. QT
prolongation is a known adverse reaction of bedaquiline. Obtain an ECG before initiation of treatment, and at
least 2, 12, and 24 weeks after starting treatment with the combination regimen of Pretomanid Tablets,
bedaquiline, and linezolid. Obtain serum potassium, calcium, and magnesium at baseline and correct if
abnormal. Monitor these electrolytes if QT prolongation is detected /see Adverse Reactions (6.1)].

The following may increase the risk for QT prolongation when patients are receiving bedaquiline as part of the
c~mbination regimen of Pretomanid Tablets, bedaquiline, and linezolid: a history of Torsade de Pointes,
vwngenital long QT syndrome, ongoing hypothyroidism, ongoing bradyarrhythmia, uncompensated heart
failure, or serum calcium, magnesium, or potassium levels below the lower limits of normal. If necessary,
bedaquiline treatment initiation could be considered in these patients after a favorable benefit-risk assessment
and with frequent ECG monitoring,

Discontinue the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid if the patient develops
clinically significant ventricular arrhythmia or a QTcF interval of greater than 500 ms (confirmed by repeat
ECG). If syncope occurs, obtain an ECG to detect QT prolongation.

5.6 Drug Interactions
CYP3A4 Inducers

Pretomanid may be in part metabolized by CYP3A4 [see Drug Interactions (7.1) and Clinical Pharmacology
12.3)]. Avoid co-administration of strong or moderate CYP3A4 inducers, such as rifampin or efavirenz, during
treatment with pretomanid.
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5.7 Reproductive Effects

Pretomanid caused testicular atrophy and impaired fertility in male rats. Advise patients of reproductive
toxicities seen in animal studies and that the potential effects on human male fertility have not been adequately
evaluated [see Use in Specific Populations (8.3) and Nonclinical Toxicology (13.1)].

5.8 Lactic Acidosis

Lactic acidosis was reported with the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid
[see Warnings and Precautions (5.1) and Adverse Reactions (6.1)]. Lactic acidosis is a known adverse reaction
of linezolid. Patients who develop recurrent nausea or vomiting should receive immediate medical evaluation,
including evaluation of bicarbonate and lactic acid levels, and interruption of linezolid or the entire combination
regimen of Pretomanid Tablets, bedaquiline, and linezolid should be considered.

6 ADVERSE REACTIONS

The following serious adverse reactions are discussed here and elsewhere in the labeling:

Hepatotoxicity [see Warnings and Precautions (5.2)]
Myelosuppression [see Warnings and Precautions (5.3)]

Peripheral and Optic Neuropathy [see Warnings and Precautions (5.4)]
QT Prolongation [see Warnings and Precautions (5.5)]

Reproductive Effects [see Warnings and Precautions (5.7)]

e Lactic Acidosis [see Warnings and Precautions (5.8)]

6.1 Clinical Trials Experience

Because clinical studies are conducted under widely varying conditions, adverse reaction rates observed in the
clinical studies of a drug cannot be directly compared to the rates in the clinical studies of another drug and may
not reflect the rates observed in clinical practice.

When Pretomanid Tablets are administered in combination with bedaquiline and linezolid, refer to the
prescribing information for the respective drugs for a description of the adverse reactions associated with their
use.

A total of 1168 subjects, 879 patients with tuberculosis and 289 healthy volunteers, have been exposed to
Pretomanid Tablets, either alone or as part of a combination therapy in 19 trials.

ady 1 (NCT02333799) was a single-arm, open-label study conducted in three sites in South Africa in which
patients with XDR, treatment-intolerant MDR, or non-responsive MDR pulmonary TB received the
combination regimen of Pretomanid Tablets, bedaquiline, and linezolid for 6 months (extendable to 9 months)
with 24 months of follow-up. One hundred and nine subjects were treated; 76% were black, and 23% were of
mixed race. Their ages ranged from 17 years to 60 years (mean 36 years), and all patients were from South
Africa. Fifty-six (51%) patients were HIV-positive. There were 8 deaths. Six patients died while receiving
treatment; all surviving patients, excluding one patient who withdrew consent, completed treatment. Two
patients died during follow-up at Day 369 and Day 486, respectively.

Common Adverse Reactions Reported in Studv 1

Table 1 summarizes the incidence of select adverse reactions occurring in >5% of patients in Study 1.

/‘/)
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Table 1: Select Adverse Reactions (All Grades) Reported in >5% of Subjects Receiving the
Combination Regimen of Pretomanid Tablets, Bedaquiline, and Linezolid in Study 1

Pretomanid Tablets, Bedaquiline and Linezolid
Combination Regimen
(N=109)
All Grades
Adverse Reactions n (%)
Peripheral neuropathy* 88 (81)
Acne* 42 (39)
Anemia* 40 (37)
Nausea 40 (37)
Vomiting 37 (34)
Musculoskeletal Pain* 32 (29)
Headache 30(28)
Transaminases increased* 30 (28)
Dyspepsia 26 (24)
Decreased appetite 24 (22)
Rash* 23 (2D
Pruritus* 22 (20)
__odominal pain* 21(19)
Pleuritic pain 21(19)
Gamma-glutamyliransferase increased 19 (17)
Lower respiratory tract infection* 16 (15)
Hyperamylasemia* 15 (14)
Hemoptysis 14 (13)
Cough* 13 (12)
Visual impairment* 13 (12)
Hypoglycemia 12 (11)
Abnormal loss of weight 11 (10)
Diarrhea 11 (10)
Constipation ' 9(8)
Gastritis 9(8)
Neutropenia* 9(8)
Dry skin 8(7)
Hypertension* 8(7N
Electrocardiogram QT prolonged 6(6)
Hyperlipasemia* 6 (6)
Tnsomnia 6 (6)
irombocytopenia* 6 (6)

*Select terms are collapsed, as follows: peripheral neuropathy (buming sensation, hypoesthesia, hyporeflexia, neuropathy peripheral, paresthesia, peripheral motor
neuropathy, peripheral sensorimotor neuropathy, peripheral sensory neuropathy): acne (acne, dermatitis acneiform); anemia (anemia); musculoskeletal pain
(arthralgia, back pain, costochondritis, myalgia, pain in extremity);, transaminases increased (alanine aminotransferase [ALT]) increased, aspartate aminotransferase
[AST] increased, drug-induced liver injury, hepatic enzyme increased, hepatic function abnormal, liver function test increased, transaminases increased); rash (rash,
rash erythematous, rash maculo-papular, rash papular, rash vesicular); pruritus (pruritus, pruritus generalized, rash pruritic), abdominal pain (abdominal pain,
abdominal pain lower. abdominal pain upper, abdominal tenderness); lower respiratory tract infection (bronchitis, influenza, lower respiratory tract infection,
pneumonia); hyperamylasemia (amylase increased, hyperamylasemia):cough (cough, productive cough); visual impairment (vision blurred, visual acuity reduced,
visual impairment), neutropenia (neutropenia); hypertension (blood pressure increased, hypertension); hyperlipasemia (hyperlipasemia, lipase increased);
thrombocytopenia (thrombocytopenia).

The following select adverse reactions were reported in patients receiving the combination regimen of
Pretomanid Tablets, bedaquiline and linezolid at a rate of less than 5% in Study 1:

Gastrointestinal Disorders: pancreatitis, dysgeusia

Laboratory Investigations: blood creatine phosphokinase increase, blood creatinine increase, blood alkaline
phosphatase increase _
ﬂ"f,“
Blood and Lymphatic System Disorders: leukopenia ?,/v/
g
>

e



=
=
o

Metabolism and Nutrition Disorders: hypomagnesemia, hyperglycemia, hypokalemia, hyperkalemia,
hyponatremia

Nervous System Disorders: dizziness, seizure

Laboratory Abnormalities Reported in Study 1

Table 2 summarizes select laboratory abnormalities.

Table 2: Select Laboratory Abnormalities in Study 1

Parameter Combination Regimen of Pretomanid Tablets,
Multiples of Upper Limit of Bedaquiline, and Linezolid
Normal (x ULN) (N=109)
n (%)
Transaminases and Bilirubin
Alanine Aminotransferase (ALT)
>3 and <5 X ULN 6(6)
| >5and<8 X ULN 5(5)
8§ X ULN 1(1)
Aspartate Aminotransferase (AST)
>3 and <5 X ULN 7(6)
>5and < § X ULN 2(2)
>8 X ULN 1(1)
[Total Bilirubin
>1 X ULN and <2 X ULN 6(6)
>2 X ULN 2(2)
Hematology
Hemoglobin
<7.9 mg/dL 6(6)
Neutrophils Absolute Count
<749/mm’ 5(5)
Platelets
<49.999/mm> 2(2)
'Serum Chemistry
Lipase
>2 XULN 5(5)

ULN = upper limit of normal

ua Study 1, 28% of patients experienced increased transaminases. Except for one patient who died due to
pneumonia and sepsis, all patients who experienced increased transaminases were able to continue therapy and
complete the full course of treatment.

Myelosuppression is a known adverse reaction of linezolid. The most common hematopoietic cytopenia was
anemia (37%). The majority of cytopenias began after 2 weeks of treatment. Three patients experienced
cytopenias that were considered serious: neutropenia in 1 patient and anemia in 2 patients. All 3 serious
adverse reactions resulted in interruption of linezolid or all components of the combination regimen of
Pretomanid Tablets, bedaquiline, and linezolid, and all resolved.

Peripheral and Optic Neuropathy

Peripheral neuropathy is a known adverse reaction of linezolid. In Study 1, peripheral neuropathy was reported
in 81% of patients. Most of these adverse reactions (64%) occurred after 8 weeks of treatment and resulted in
dosing interruption, dose reduction, or discontinuation of linezolid. Severe, moderate, and mild peripheral
neuropathy occurred in 22%, 32%, and 26% of patients, respectively. No adverse reaction related to peripheral
neuropathy led to a discontinuation of the entire study regimen.



Optic neuropathy is a known adverse reaction of linezolid. Two patients (2%) in Study 1 developed optic
neuropathy after 16 weeks of treatment. Both were serious, confirmed on retinal examination as optic
neuropathy/neuritis, and resulted in discontinuation of linezolid; both adverse reactions resolved.

Overall, patients administered a linezolid dose of 600 mg twice daily had a similar safety profile to those
administered a dose of 1,200 mg once daily.

7 DRUG INTERACTIONS

7.1 Effect of Other Drugs on Pretomanid
CYP3A4 Inducers

Co-administration of pretomanid with rifampin and efavirenz resulted in a decrease in pretomanid plasma
concentrations /see Clinical Pharmacology (12.3)]. Avoid co-administration of the combination regimen of
Pretomanid Tablets, bedaquiline, and linezolid with rifampin, efavirenz. or other strong or moderate CYP3A4
inducers. Refer to the prescribing information for bedaquiline for additional information about drug
interactions with CYP3A4.

pinavir/ritonavir

Co-administration of pretomanid with lopinavir/ritonavir did not affect the plasma concentrations of pretomanid
[see Clinical Pharmacology (12.3)]. Lopinavir/ritonavir can be co-administered with the combination regimen
of Pretomanid Tablets, bedaquiline, and linezolid.

7.2 Effect of Pretomanid on Other Drugs
Midazolam

Co-administration of pretomanid with the CYP3A4 substrate, midazolam. resulted in no clinically significant
effect on the pharmacokinetics of midazolam or its major metabolite, 1-hydroxy-midazolam [see Clinical
Pharmacology (12.3)]. The combination regimen of Pretomanid Tablets, bedaquiline, and linezolid can be
administered with CYP3A4 substrate drugs.

Organic Anion Transporter-3 (OAT3) Substrates

The effect of co-administration of pretomanid on the pharmacokinetics of OAT3 substrates in humans is

unknown. However, in vitro studies indicate that pretomanid significantly inhibits the OAT3 drug transporter

[see Clinical Pharmacology (12.3)], which could result in increased concentrations of OAT3 substrate drugs
nically and may increase the risk of adverse reactions with these drugs.

If pretomanid is co-administered with OAT3 substrate drugs (e.g., methotrexate), monitor for OAT3 substrate
drug-related adverse reactions and consider dosage reduction for OAT3 substrate drugs, if needed. Refer to the
prescribing information of the co-administered drug for dosage reduction information.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

There are no studies or available data on pretomanid use in pregnant women to inform any drug-associated
risks. There are risks associated with active tuberculosis during pregnancy (see Clinical Considerations).

When Pretomanid Tablets are administered in combination with bedaquiline and linezolid, the pregnancy
information for bedaquiline and linezolid also applies to this combination regimen. Refer to the bedaquiline
and linezolid prescribing information for more information on bedaquiline and linezolid associated risks of use
during pregnancy. In animal reproduction studies, there was increased post-implantation loss in the presence of
maternal toxicity (reduced bodyweight and feed consumption) with oral administration of pretomanid during
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organogenesis in rats at doses about 4 times the exposure at the recommended dose in humans. There were no
adverse embryo fetal effects in rats or rabbits dosed with oral pretomanid during organogenesis at doses up to
approximately 2 times the exposure in humans.

The estimated background risk of major birth defects and miscarriage for the indicated population is unknown.
All pregnancies have a background risk of birth defect, loss, or other adverse outcomes. In the United States
general population, the estimated background risks of major birth defects and miscarriage in clinically
recognized pregnancies are 2% to 4% and 15% to 20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

Active tuberculosis in pregnancy is associated with adverse maternal and neonatal outcomes including maternal
anemia, caesarean delivery, preterm birth, low birth weight, birth asphyxia, and perinatal infant death.

Data

Animal Data

¥

animal reproduction studies, pregnant rats were dosed orally with pretomanid at 10, 30, and 100 mg/kg/day
uuring organogenesis (gestational Days 7 through 17). Rats showed increased post-implantation loss in the
presence of maternal toxicity (including reduced body weight and feed consumption) at 100 mg/kg/day,
approximately 4 times the exposure in humans for a 200 mg dose on an AUC basis. There were no adverse
embryofetal effects in rats dosed with oral pretomanid during organogenesis at doses up to approximately

2 times the exposure in humans. Pregnant rabbits were dosed orally with pretomanid during organogenesis
(gestational Days 7 through 19) at 10, 30, and 60 mg/kg/day. No evidence of adverse developmental outcomes
was observed when oral doses of pretomanid were administered to dams during organogenesis (gestational
Days 7 to 19) at doses up to 60 mg/kg/day (approximately 2 times the exposure in humans for a 200 mg dose on
an AUC basis).

In a pre- and postnatal development study, there were no adverse developmental effects in pups of pregnant rats
orally dosed with up to 20 mg/kg/day from gestational Day 6 through lactation Day 20. Pups of pregnant
females dosed at 60 mg/kg/day (about 2 times the exposure for the 200 mg dose) had lower body weights and a
slight delay in the age at which the air-drop righting reflex developed. These effects occurred at a maternally
toxic dose (based on maternal weight loss and reduced food consumption).

8.2 Lactation

rusk Summary

There is no information regarding the presence of pretomanid in human milk, or its effects on milk production
or the breastfed infant. Pretomanid was detected in rat milk (see Data). When a drug is present in animal milk,
it is likely that the drug will be present in human milk. Because of the potential for adverse reactions in nursing
infants, the developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for Pretomanid Tablets and any potential adverse effects on the breastfed infant from Pretomanid
Tablets or from the underlying maternal condition. When Pretomanid Tablets are administered in combination
with bedaquiline and linezolid, information on lactation for bedaquiline and linezolid also applies to this
combination regimen. Refer to the bedaquiline and linezolid prescribing information for more information on
their use during lactation. .

Data
Animal Data

In a pre- and postnatal development study in rats treated with pretomanid at doses 0.5 and 2 times the human
exposure for a 200 mg dose (AUC) from gestational day 7 through lactation day 20, concentrations in milk on
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lactation day 14 were 1.4 and 1.6 times higher than the maximum concentration observed in maternal plasma,
respectively. The concentration of pretomanid in rat milk does not necessarily predict the concentration of
pretomanid in human milk.

8.3 Females and Males of Reproductive Potential
Infertility
Males

Reduced fertility and/or testicular toxicity were observed in male rats and mice treated with oral pretomanid.
These effects were associated with hormonal changes including decreased serum inhibin B and increased serum
follicle stimulating hormone and luteinizing hormone in rodents /see Nonclinical Toxicology (13.1)].

Reduced fertility and testicular toxicity cannot be definitively ruled out in male human subjects at this time.

8.4 Pediatric Use

Safety and effectiveness of Pretomanid Tablets in pediatric patients have not been established.

8.5 Geriatric Use

Clinical studies of the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid did not include
sufficient numbers of subjects aged 65 and over to determine whether they respond differently from younger
subjects.

8.6 Hepatic Impairment

The effect of hepatic impairment on the safety, effectiveness, and pharmacokinetics of pretomanid is not
known.

8.7 Renal Impairment
The effect of renal impairment on the safety, effectiveness, and pharmacokinetics of pretomanid is not known.

10 OVERDOSAGE

There is no experience with the treatment of acute overdose with pretomanid. Take general measures to support
basic vital functions including monitoring of vital signs and ECG (QT interval) in case of deliberate or
accidental overdose.

.. DESCRIPTION

Pretomanid is an oral nitroimidazooxazine antimycobacterial drug.

Pretomanid is a white to off-white to yellow-colored powder. The chemical name for pretomanid is (65)-2-
Nitro-6-{[4-(trifluoromethoxy)phenyljmethoxy } -6,7-dihydro-5 H-imidazo[2,1-b][1,3]oxazine. The molecular
formula for pretomanid is Ci1aH12F3N30s, and the molecular weight is 359.26. The structural formula of
pretomanid is as follows:

OCF, /
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Each Pretomanid Tablet contains 200 mg of pretomanid. The inactive ingredients are colloidal silicon dioxide,
lactose monohydrate, magnesium stearate, microcrystalline cellulose, povidone, sodium lauryl sulfate, and
sodium starch glycolate.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Pretomanid is a nitroimidazooxazine antimycobacterial drug [see Microbiology (12.4)].

12.2 Pharmacodynamics
Cardiac Electrophysiology

A randomized, double-blind, placebo- and positive-controlled (moxifloxacin 400 mg), crossover, thorough QT
study of pretomanid was performed in 74 healthy adult subjects. At 400 mg (2 times the approved
recommended dosage) and 1,000 mg (5 times the approved recommended dosage) single doses of pretomanid,
no significant QT prolongation effect was detected.

' Study 1, patients received the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid for
v months. No patient had QTcF intervals greater than 480 msec. and 1 subject had a post-baseline increase of
QTcF of greater than 60 msec.

12.3 Pharmacokinetics

Pretomanid AUC and Cmax were approximately dose proportional over a range of single oral doses from 50 mg
(0.25 times the approved recommended dosage) to 200 mg (approved recommended dosage); at si ngle doses
greater than 200 mg and up to 1,000 mg (5 times the approved recommended dosage), AUC and Cmax increased
in a less than dose proportional manner. Steady-state pretomanid plasma concentrations were achieved
approximately 4 to 6 days following multiple dose administration of 200 mg, and the accumulation ratio was
approximately 2. Pharmacokinetic parameters following single and multiple 200 mg doses of pretomanid in
healthy adult subjects are summarized in Table 3.

Table 3: Mean (SD) Pretomanid Pharmacokinetic Parameters in Healthy Adult Subjects Under
Fasted and Fed Conditions

3 " | t.
N | genee, | seeene | Demeon |
| asted |
Cumax (pg/mL) 1.1 0.2) 2.0(0.3_)_________!__| 1.7 (0.3)
AUC(ugehr/mL) | nsieo | 'S16(10.) | 30237 |
AUCw(pghr/ml) | 28883 | 5300106 | ND
CTam@n | 400,600 | 50G.0.81) | 4520,80)
VA/F (L) 180 (51.3) 970072) |  ND |
CLFWh) | 7625 | 3908 | ‘ND
(w1696 | 1748 | 1600l

" - Median (minimum, maximum); - AUCsg; §- AUCaun; ND - Not Determined.
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Absorption
Effect of Food

Administration of an oral tablet dose of pretomanid with a high-fat, high-calorie meal (approximately 150, 250,
and 500 to 600 calories from protein, carbohydrate, and fat, respectively) increased mean Cmax by 76% and
mean AUCinr by 88% as compared with the fasted state (see also Table 3 above).

Distribution

The plasma protein binding of pretomanid is approximately 86.4%.

Elimination

See Table 3 above for estimates of apparent oral clearance and half-life of pretomanid.
Metabolism

Pretomanid is metabolized by multiple reductive and oxidative pathways, with no single pathway considered as
major. In vitro studies using recombinant CYP3A4 demonstrated that this enzyme is responsible for up to
approximately 20% of the metabolism of pretomanid.

—acretion

In healthy adult males receiving 1,100 mg oral "*C-radiolabeled pretomanid, a mean (SD) of 53% (3.4%) of a
radioactive dose was excreted in urine and 38% (2.7%) in feces, primarily as metabolites; approximately 1% of
the radioactive dose was excreted in the urine as unchanged pretomanid.

Specific Populations

No clinically significant differences in the pharmacokinetics of pretomanid were observed based on sex, body
weight, race (Black, White, or other), pulmonary TB status (XDR, treatment intolerant or non-responsive
MDR), or HIV status. The effect of renal or hepatic impairment on the pharmacokinetics of pretomanid is
unknown.

Drug Interaction Studies
Clinical Studies

Efavirenz: Co-administration of 200 mg QD of pretomanid with efavirenz 600 mg QD for 7 days resulted in a
decrease of pretomanid mean AUC by 35% and Cmax by 28%. Mean AUC and Cmax of efavirenz were not
- "fected when given with pretomanid.

Lopinavir/ritonavir: Co-administration of 200 mg QD pretomanid with lopinavir/ritonavir 400/100 mg BID for
7 days resulted in a decrease of pretomanid mean AUC by 17% and Cmax by 13%. Mean AUC and Cmax of
lopinavir were decreased by 14% and 17%, respectively, when given with pretomanid.

Rifampin: Co-administration of 200 mg QD pretomanid with rifampin 600 mg QD for 7 days resulted in a
decrease of pretomanid mean AUC by 66% and Cmax by 53%.

Midazolam: Co-administration of 400 mg (twice the approved recommended dosage) QD pretomanid for
14 days and a single 2 mg oral dose of midazolam on Day 14 resulted in a decrease in midazolam mean AUC
by 15% and Cmax by 16%, and an increase in 1-hydroxy midazolam mean AUC by 14% and Cmax by 5%.

In Vitro Studies Where Drug Interaction Potential Was Not Further Evaluated Clinically

Cytochrome P450 (CYP) Enzymes: CYP3A4 plays a role in the metabolism of pretomanid, i.e., up to 20%.
Pretomanid is not a substrate of CYP2C9, CYP2C19, and CYP2D6. Pretomanid is not an inhibitor of CYP1A2,
CYP2C8. CYP2C9, CYP2C19, and CYP2D6 at clinically relevant concentrations based on in vitro studies.
Pretomanid is not an inducer of CYP2C9, or CYP3AA4. i
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Transporter Systems: In vitro studies indicate that pretomanid significantly inhibits the OAT3 drug transporter,
which could result in increased concentrations of OAT3 substrate drugs at clinically relevant concentrations of
pretomanid. No clinical drug-drug interaction studies have been conducted with OAT3 substrates.

In vitro studies indicated that pretomanid does not inhibit human OAT1, OCT1, OCT2, OAT1B1, OATP] B3,
BCRP, BSEP, P-gp, MATEI, and/or MATE2-K mediated transport at clinically relevant concentrations of
pretomanid. Pretomanid is not a substrate of OAT1, OAT3, OCT2, OATIB1, OATP1B3, MATE], MATE2-K,
BCRP, and/or P-gp transporters.

12.4 Microbiology

Mechanism of Action

Pretomanid Tablet is a nitroimidazooxazine antimycobacterial drug. Pretomanid kills actively replicating

M. tuberculosis by inhibiting mycolic acid biosynthesis, thereby blocking cell wall production. Under
anaerobic conditions, against non-replicating bacteria, pretomanid acts as a respiratory poison following nitric
oxide release. All of these activities require nitro-reduction of pretomanid within the mycobacterial cell by the
deazaflavin-dependent nitroreductase, Ddn, which is dependent on the reduced form of the cofactor Fao.
Paduction of Fazo is accomplished by the Fa2o-dependent glucose-6-phosphate dehydrogenase. Fgd1.

Kesistance

Mutations in five M. tuberculosis genes (ddn, fgdl, fbid, fbiB, and fbiC) have been associated with pretomanid
resistance. The products of these genes are involved in bioreductive activation of pretomanid within the
bacterial cell. Not all isolates with increased minimum inhibitory concentrations (MICs) have mutations in
these genes, suggesting the existence of at least one other mechanism of resistance. The in vitro frequency of
resistance development to pretomanid ranged from 107 to 10 at 2 to 6 times the pretomanid MICs. Cross-
resistance of pretomanid with other compounds in the same class has been observed.

Antimicrobial Activity

Pretomanid has demonstrated in vitro activity against the M. tuberculosis complex. Pretomanid has also
demonstrated anti-M. tuberculosis activity in animal models of tuberculosis /see Indications and Usage (1)].

In murine tuberculosis models, the 3-drug combination of pretomanid, bedaquiline, and linezolid reduced
bacterial counts in the lungs to a greater extent and resulted in fewer relapses at 2 and 3 months post-therapy
compared to 2-drug combinations of pretomanid, bedaquiline, and linezolid.

" clinical Study 1, the pretomanid MIC was determined using the Mycobacterial Growth Indicator Tube

uiGIT). The baseline pretomanid MIC for M. tuberculosis isolates in the study ranged from 0.06 to 1 mcg/mL.

Susceptibility Test Methods

For specific information regarding susceptibility test criteria and associated test methods and quality control
standards recognized by FDA for this drug, please see: www.fda.gov/STIC.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Carcinogenicity studies of pretomanid have not been completed.

Mutagenesis

No mutagenic or clastogenic effects were detected in both an in vitro bacterial reverse mutation assay and an in
vitro mammalian chromosome aberrations assay using a Chinese hamster ovary cell line. Pretomanid was
negative for clastogenicity in a mouse bone marrow micronucleus assay.
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A metabolite of pretomanid was mutagenic in a bacterial reverse mutation assay. This metabolite represents
approximately 6% of the human exposure (AUC) to pretomanid at the MRHD.

Fertility

In a fertility and general reproduction study in rats, male rats treated orally with pretomanid for 13 to 14 weeks
had reduced fertility at 30 mg/kg/day and complete infertility at 100 mg/kg/day (approximately 1 and 2-times
the human exposure for a 200 mg dose, respectively). At 100 mg/kg/day, males had testicular atrophy including
hypospermia in the epididymal tubules and focal epithelial hyperplasia of the epididymal tubular epithelium.
Following a 10-week treatment-free period, these effects were partially reversed in male rats given pretomanid
at 30 mg/kg/day but not at 100 mg/kg/day. These effects were associated with increased serum follicle-
stimulating hormone and decreased serum inhibin B concentrations. There were no effects of pretomanid in
male rats treated for 13 weeks at 10 mg/kg/day (approximately half of the human exposure for a 200 mg dose).
Pretomanid did not affect mating behavior in female rats given oral pretomanid at 100 mg/kg/day for two weeks
(approximately twice the human exposure).

Testicular toxicity was present in male mice treated orally for 13 weeks at 20 mg/kg/day [approximately equal
to the human exposure (AUC) for a 200 mg dose]. There were no adverse testicular effects observed in mice
'en pretomanid at 6 mg/kg/day (0.2-times the human exposure for a 200 mg dose).

Testicular toxicity was observed in male rats following 7 or 14 days of dosing with oral pretomanid at

100 mg/kg/day (approximately 2-times the human exposure for a 200 mg dose). The effects were partially
reversible during a 6-month post treatment recovery period in rats treated with pretomanid for 7 days, but not
14 days.

In a 3-month study, decreased sperm motility and total sperm count, and increased abnormal sperm ratio were
noted in sexually mature monkeys given >150 mg/kg/day (approximately 3 times the human exposure for a
200 mg dose).

13.2 Animal Toxicology and/or Pharmacology

Cataracts were observed in rats treated with pretomanid at doses of 300 mg/kg/day for 13 weeks or
100 mg/kg/day for 26 weeks. There were no cataracts observed in rats given oral pretomanid at 30 mg/kg/day
(approximately 2 times the human exposure for a 200 mg dose) for 26 weeks.

In monkeys given oral pretomanid at 450 mg/kg/day for 4 weeks and 300 mg/kg/day for 12 more weeks,
cataracts were not present at the end of dosing but developed during the 13-week post treatment recovery

riod. In a subsequent study, cataracts were not observed following 13 weeks treatment with up to
>0 mg/kg/day oral pretomanid or during the 20-week post treatment recovery period. Further, no cataracts
were observed in monkeys given oral pretomanid at 100 mg/kg/day for 39 weeks with a 12-week post treatment
recovery. This is approximately 1- to 2-times the human exposure for a 200 mg dose (AUC).

14 CLINICAL STUDIES

Study 1 (NCT02333799) was an open-label study conducted in three centers in South Africa in patients with
XDR, treatment-intolerant MDR, or non-responsive MDR pulmonary TB. Fifty-six (51%) patients were HIV-
positive. The patients received a combination regimen of Pretomanid Tablets, bedaquiline, and linezolid for 6
months (extended to 9 months in 2 patients) with 24 months of follow-up; linezolid starting dose was either
600 mg twice daily or 1200 mg once daily. One hundred seven of the 109 patients enrolled were assessable for
the primary efficacy analyses with two patients remaining in follow-up for the primary outcome assessment.

Treatment failure was defined as the incidence of bacteriologic failure (reinfection — culture conversion to
positive status with different M. ruberculosis strain), bacteriological relapse (culture conversion to positive
status with same M. tuberculosis strain), or clinical failure through follow-up until 6 months after the end of
treatment. Results are presented in Table 4. Of the 107 patients assessed, outcomes were classified as success
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for 95 (89%) patients and failure for 12 (11%) patients. The success rate significantly exceeded the historical
success rates for XDR-TB based on a literature review. The outcomes were similar in both HIV negative and
HIV positive patients.

Table 4: Outcomes Six Months After the End of Treatment
Outcome Total XDR-TB TI/NR MDR-TB
Total assessable 107 71 36
Success (culture negative status at 6 5 o i
Success months post trestment) 95 (89%) 63 (89%) 32 (89%)
Death 7 6 1
Failure
Relapse post treatment 2 ]* 1
Withdrawal, loss to follow-up, or 3 I »
contaminated cultures
Total Failure 12 (11%) 8 (11%) 4 (11%)

TI/NR MDR-TB = treatment-intolerant or nonresponsive multidrug-resistant tuberculosis; XDR-TB = extensively drug resistant

tuberculosis

* The patient died at Day 486.
.o HOW SUPPLIED/STORAGE AND HANDLING

Pretomanid Tablet 200 mg is packaged in either white, round, high-density polyethylene bottles with
polypropylene child-resistant closure or child-resistant blister packages comprised of a polyvinylchloride film
with foil and paper backing.

Pretomanid Tablet 200 mg is a white to off-white, oval-shaped tablet debossed with M on one side and P200 on

the other side.

NDC Number

Size

49502-476-26

Bottle of 26

49502-476-14

Unit dose blister pack of 14 (1 strip of 14 tablets)

49502-476-72

Bottle of 182

sre below 30 °C (86 °F).

Dispense only in original container and keep container tightly closed.

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Medication Guide).

Important Information on Co-administration of Pretomanid Tablets in Combination with Bedaquiline and

Linezolid

 Advise patients or their caregiver that the combination regimen of Pretomanid Tablets, bedaquiline, and
linezolid is for patients with XDR-TB or treatment-intolerant or nonresponsive MDR-TB.

e Instruct the patient or caregiver that the combination regimen of Pretomanid Tablets, bedaquiline, and
linezolid must be administered by directly observed therapy (DOT).

* Inform patients of safety concerns associated with linezolid and bedaquiline and advise the patient or

their caregiver to read the Medication Guide for bedaquiline.

e Inform the patient or caregiver that Pretomanid Tablets administered as a combination regimen with
bedaquiline and linezolid would be useful only in adult patients with XDR-TB or treatment}n;olerant or
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nonresponsive MDR-TB. This regimen is not indicated for treatment of latent infection or extra-
pulmonary infection due to M. tuberculosis, drug-sensitive tuberculosis, or MDR-TB that is not
treatment-intolerant or nonresponsive to standard therapy.

Adverse Reactions

Advise patients that the following serious adverse reactions can occur with the combination regimen of
Pretomanid Tablets, bedaquiline, and linezolid: liver enzyme abnormalities. myelosuppression including
anemia, peripheral and optic neuropathy, and cardiac rhythm abnormalities.

Peripheral and Optic Neuropathy

Adyvise patients to promptly inform their physician if they experience changes in vision during linezolid therapy.
Monitor visual function in all patients receiving linezolid. Counsel patients to obtain prompt ophthalmological
evaluation if the patient experiences symptoms of visual impairment.

Additional serious adverse reactions can occur with the use of linezolid, including serotonin syndrome, lactic
acidosis, and convulsions. Refer to the prescribing information for linezolid for additional counseling
information for these serious adverse reactions.

erruption of Iinezolid Dosing to Manage Linezolid Adverse Reactions

Counsel patients that linezolid dosing may be modified or interrupted during the therapy to manage the known
linezolid adverse reactions of myelosuppression, peripheral neuropathy, and optic neuropathy.

Compliance with Treatment:

Inform patients that Pretomanid Tablets must be taken as part of a combination regimen with bedaquiline and
linezolid. Compliance with the full course of therapy must be emphasized. Advise patients that although it is
common to feel better early in the course of therapy, the medication should be taken exactly as directed for the
full prescribed duration of dosing. Skipping doses other than as directed by a physician or not completing the
full course of therapy may (1) decrease the effectiveness of the immediate treatment and (2) increase the
likelihood that their Mycobacterium may develop resistance and the disease will not be treatable by the regimen
or other antibacterial drugs in the future.

Administration Instructions

Inform patients to take the regimen with food. Doses of the combination regimen of Pretomanid Tablets,
bedaquiline, and linezolid missed for safety reasons can be made up at the end of treatment; doses of linezolid

“ne missed due to linezolid adverse reactions should not be made up. If bedaquiline and/or Pretomanid
1ablets are permanently discontinued, the entire combination regimen of Pretomanid Tablets, bedaquiline, and
linezolid should be discontinued.

Use in Patients with Hepatic or Renal Impairment

Advise patients to inform their physician if they have a history of liver or kidney problems. The safety and
effectiveness of the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid in populations with
hepatic or renal impairment have not been established.

Use with Alcohol and Other Medications

Advise patients to discuss with their physician the other medications they are taking and other medical
conditions before starting treatment with Pretomanid Tablets.

Advise patients to abstain from alcohol, hepatotoxic medications, and herbal products.

Storage Instructions Advise patients to store Pretomanid Tablets, bedaquiline, and linezolid at room temperature
below 86°F (30°C). i
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MEDICATION GUIDE
Pretomanid Tablets (Pre-TOH-mah-nid) Limited Population

What is the most important information | should know about the combination regimen of Pretomanid Tablets,
bedaquiline, and linezolid?

Pretomanid Tablets are for use only as part of a combination antibiotic regimen that includes Pretomanid
Tablets, bedaquiline, and linezolid.

Treatment with the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid can cause serious
side effects. See “What are the possible side effects of the combination regimen of Pretomanid Tablets,
bedaquiline, and linezolid?”

Read the Medication Guide that comes with bedaquiline. Ask your healthcare provider for information about linezolid. The
serious side effects that can happen when taking bedaquiline and linezolid can also happen when taken in the
combination regimen of Pretomanid Tablets, bedaquiline, and linezolid.

What is the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid?

Pretomanid Tablets are a prescription medicine used as part of a combination regimen with bedaquiline and linezolid. The

nbination regimen of Pretomanid Tablets, bedaquiline, and linezolid includes three prescription antibiotics that are used
wgether in adults to treat tuberculosis (TB) of the lungs that is extensively drug resistant (XDR) or who cannot tolerate or
do not respond to treatment for multidrug-resistant (MDR) TB.

Pretomanid Tablets are not for use in people who have:

TB that is not resistant to antibiotics.

an inactive (latent) TB infection.

a type of TB other than TB of the lungs.

MDR TB who can tolerate or who respond to medicines usually used to treat MDR TB.

It is not known if Pretomanid Tablets are safe and effective for use except in combination with bedaquiline and linezolid as
part of the recommended dosing regimen.

It is not known if Pretomanid Tablets are safe and effective in children.

Pretomanid Tablets were approved by FDA using the Limited Population pathway. This means FDA has approved this
drug for a limited and specific patient population, and studies on the drug may have only answered focused questions
about its safety and effectiveness.

Do not take the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid if:
= you have been told by your healthcare provider not to take bedaquiline or linezolid.

.fore you take the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid, tell your healthcare
provider about all of your medical conditions, including if you:

» have liver problems. See “What are the possible side effects of the combination regimen of Pretomanid Tablets,

bedaquiline, and linezolid?”

have kidney problems.

have or have had an abnormal heart rhythm (ECG) or other heart problems, including heart failure.

have a family history of a heart problem called “congenital long QT syndrome.”

have decreased thyroid gland function (hypothyroidism).

have HIV infection.

have been told that you have low levels of calcium, magnesium or potassium in your blood.

have ever had a seizure.

are pregnant or plan to become pregnant. It is not known if pretomanid will harm your unborn baby. Talk to your

healthcare provider about the possible risks to your baby if you take the combination regimen of Pretomanid Tablets,

bedaquiline, and linezolid while you are pregnant.

» are breastfeeding or plan to breastfeed. It is not known if pretomanid passes into your breast milk. Talk to your
healthcare provider about the best way to feed your baby if you take the combination regimen of Pretomanid Tablets,
bedaquiline, and linezolid.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter medicines,
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vitamins, and herbal supplements. You should not take herbal products or medicines that can harm your liver during
treatment with the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid.

The combination regimen of Pretomanid Tablets, bedaquiline, and linezolid regimen may affect how other medicines
work, and other medicines may affect how the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid
works.

Especially tell your healthcare provider if you take:

« atype of medicine called a CYP3A4 inducer, such as efavirenz or rifampin. Ask your healthcare provider if you are not
sure.

How should | take the combination regimen of Pretomanid Tablets, bedaquiline and linezolid?

+ Pretomanid Tablets must only be taken with bedaquiline and linezolid as part of the dosing regimen prescribed by
your healthcare provider.

» Take the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid exactly as your healthcare provider
tells you to take it.

 Itis important that you complete the full course of treatment with the combination regimen of Pretomanid Tablets,

bedaquiline, and linezolid, and not miss any doses, even if you feel better before you have completed the full course of

treatment. Missing doses may decrease the effectiveness of the treatment and increase the chance that your TB will
not be treatable by the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid or other medicines.

Take the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid for a total of 26 weeks.

o Your healthcare provider will tell you if you should take the combination regimen of Pretomanid Tablets,
bedaquiline, and linezolid for longer than 26 weeks.

o Your healthcare provider will tell you if you should stop taking linezolid before you have taken it for 26 weeks or if
you should reduce your dose of linezolid due to side effects.

Your healthcare provider or caregiver will watch you take your doses of Pretomanid Tablets, bedaquiline, and linezolid.

Pretomanid Tablets, bedaquiline, and linezolid can be taken together.

Swallow Pretomanid Tablets whole with water.

Take Pretomanid Tablets, bedaquiline, and linezolid with food.

Week 1 and Week 2:

o Take 200 mg of Pretomanid Tablets (1 tablet), 400 mg of bedaquiline, and 1,200 mg of linezolid 1 time each day.

« Week 3 to Week 26:

o Take 200 mg of Pretomanid Tablets (1 tablet) and 1,200 mg of linezolid 1 time each day.
o Take 200 mg of bedaquiline 3 times a week.
= Take your doses of bedaquiline at least 48 hours apart. For example, you may take bedaquiline on Monday,
Wednesday, and Friday every week from Week 3 to Week 26.

e You may need to take the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid for longer than 26
weeks. Talk with your healthcare provider.

« Do not miss a dose of Pretomanid Tablets, bedaquiline, or linezolid unless instructed to do so by your
healthcare provider. If you miss doses or do not complete the total 26 weeks of treatment, your treatment may not
vork as well, and your TB may be harder to treat.

« If your healthcare provider tells you to stop taking the combination regimen of Pretomanid Tablets, bedaquiline, and
linezolid for a period of time, follow the instructions given to you by your healthcare provider for taking the missed
doses at the end of your treatment. You should not make up any missed doses of linezolid alone that your healthcare
provider told you not to take due to side effects.

¢ If you miss a dose of Pretomanid Tablets, bedaquiline, or linezolid and you are not sure what to do, talk to
your healthcare provider as soon as possible.

= If you take too much Pretomanid Tablets, go to the nearest hospital emergency room right away.

Do not stop taking Pretomanid Tablets, bedaquiline, or linezolid without first talking to your healthcare provider.

What should | avoid when taking the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid?
* You should not drink alcohol while taking the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid.

What are the possible side effects of the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid?

The combination regimen of Pretomanid Tablets, bedaquiline, and linezolid may cause serious side effects
including:

* See “What is the most important information | should know about the combination regimen of Pretomanid
Tablets, bedaquiline, and linezolid?”
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[« Liver problems. Your healthcare provider should do blood tests to check your liver at least before you start taking the
combination regimen of Pretomanid Tablets, bedaquiline, and linezolid, 2 weeks after starting treatment, and then
monthly during treatment. Tell your healthcare provider right away if you have symptoms of liver problems, such as:

o unusual tiredness o dark (tea-colored) urine
o loss of appetite o tenderness in the upper right side of your
o nausea stomach-area (abdomen)

o yellowing of your skin or the whites of your eyes

See “What should | avoid when taking the combination regimen of Pretomanid Tablets, bedaquiline, and
linezolid?”

+ Low blood cell counts. The combination regimen of Pretomanid Tablets, bedaquiline, and linezolid can cause low
red blood cell counts (anemia), low white blood cell counts (leukopenia), low blood platelet counts (thrombocytopenia)
or a combination of low red and white blood cell counts and low blood platelet counts (pancytopenia). Low blood cell
counts are a side effect of linezolid. Anemia is a common side effect of linezolid, but can be serious and life-
threatening. Low blood cell counts were reversible when linezolid treatment was reduced, stopped for a period of time,
or stopped permanently. Your healthcare provider should check your blood cell counts at least before you start taking
the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid, 2 weeks after starting treatment, and then
monthly during treatment.

* Nerve problems in your arms, hands, legs, and feet (peripheral neuropathy). The combination regimen of
Pretomanid Tablets, bedaquiline, and linezolid can cause nerve problems in your arms, hands, legs, and feet. Tell your
healthcare provider if you have symptoms of nerve problems in your arms, hands, legs, or feet, including:

o numbness o tremors
o burning o problems with balance
o a feeling of “pins and needles” o weakness

Vision problems. The combination regimen of Pretomanid Tablets, bedaquiline, and linezolid can cause nerve
problems in your eyes (optic neuropathy). Nerve problems in your eyes can cause problems with your vision. Tell your
healthcare provider right away if you have symptoms of nerve problems in your eyes, such as changes in vision.

Nerve problems in your arms, hands, legs, feet, and eyes are common side effects of long-term use of linezolid, but
can be serious. Nerve problems caused by linezolid were generally reversible or improved when symptoms of nerve
problems were monitored by the healthcare provider and linezolid treatment was reduced, stopped for a period of time,
or stopped permanently.

* Heart rhythm problem called QT prolongation. The combination regimen of Pretomanid Tablets, bedaquiline, and
linezolid can cause a heart rhythm problem. Heart rhythm problem is a side effect of bedaquiline. Your healthcare
provider should do a test called an electrocardiogram (ECG) to check your heart before you start taking the
combination regimen of Pretomanid Tablets, bedaquiline, and linezolid and at least 2, 12, and 24 weeks after starting
treatment. Tell your healthcare provider right away if you:

o have a change in heartbeat (a fast or irregular o feel dizzy or faint.
heartbeat)

- Effects on male fertility. It is not known if pretomanid can cause fertility problems in males. This could affect your
ability to father a child. Talk to your healthcare provider if this is a concern for you.

* Build-up of an acid in your blood (lactic acidosis). The combination regimen of Pretomanid Tablets, bedaquiline,
and linezolid can cause a build-up of acid in your blood. A build-up of acid in your blood is a side effect of linezolid.
Call your healthcare provider right away if you have nausea and vomiting that keep coming back.

The most common side effects of the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid include:

s acne s rash * coughing up blood
e nausea ¢ itching « cough
e vomiting ¢ stomach area (abdominal) * low blood sugar
+ muscle and bone pain pain ¢ unusual weight loss
s headache ¢ chest pain that worsens when e diarrhea
« abnormal blood tests that you breathe or cough
may be due to injury to your * lower respiratory tract infection
liver + abnormal blood tests that may
e heartburn be due to injury to your
* decreased appetite pancreas




These are not all the possible side effects of the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid.
For more information, ask your healthcare provider or pharmacist.

Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

How should | store Pretomanid Tablets?

« Store Pretomanid Tablets, bedaquiline, and linezolid at room temperature below 86°F (30°C). Ask your pharmacist if
you have guestions about how to store bedaquiline and linezolid.
» Keep Pretomanid Tablets in the original container with the container tightly closed.

Keep Pretomanid Tablets and all medicines out of the reach of children.

General information about the safe and effective use of the combination regimen of Pretomanid Tablets,
bedaquiline, and linezolid.

Medicines are sometimes prescribed for purposes other than those listed in a Medication Guide. Do not use Pretomanid

Tablets, bedaquiline, or linezolid for a condition for which it was not prescribed. Do not give Pretomanid Tablets,

bedaquiline, or linezolid to other people, even if they have the same symptoms that you have. This may harm them. You

can ask your pharmacist or healthcare provider for information about Pretomanid Tablets, bedaquiline, and linezolid that is
written for health professionals.

+.nat are the ingredients in the combination regimen of Pretomanid Tablets, bedaquiline, and linezolid?
Pretomanid Tablets active ingredient: pretomanid

Pretomanid Tablets inactive ingredients: colloidal silicon dioxide, lactose monohydrate, magnesium stearate,
microcrystalline cellulose, povidone, sodium lauryl sulfate, and sodium starch glycolate

The ingredients for bedaquiline can be found in the Medication Guide for bedaquiline. The ingredients for linezolid can be
found in the information about linezolid that is written for health professionals.

(M Mylane

Manufactured by:
Myian Laboratories Limited,
Hyderabad, 500 096, India

Manufactured for:
Mylan Specialty L.P.,
Morgantown, WV 26505 U.S A.
Under license from TB Alliance.

nore information call 1-877-446-3679.

This Medication Guide has been approved by the U.S. Food and Drug Administration. Revised: 9/2019



[lepeknaam  iHCTpyKuii mpo  3acTocyBaHHs. Jlo peeerpaniiinoro nocsituenns

KOPOTKOT XapakTepHCTHKM JIKapCchKoro 3zacoby
’ — A ‘ N O/ /GRS 0r - 28
Fd o

JACPKABHOK MOBOIO, ABTEHTHYHICTh AKHX

MUATBEP/UKeHa  mianucoM  3asBHMka  abo Bin 7 /ol O/
YHNOBHOBakeHOro Hum mnpezacrasuuka (Capsenn
bxaprasa)

KOPOTKA IHCTPYKIIA 1JIsI MEIUYHOI'O 3ACTOCYBAHHS JIIKAPCBLKOI'O
3ACOBY

L5t kopoTka indopmauis 1po 3acToCYyBaHHS He BKIIOYAE BCHO ingopmaniro, HeoOXixny 1is
BHKOpHCTanHs npenapary Iperomanin Tabaerkn mono 6e3nexn Ta eexrnsnocri. Ilepen
NPH3HAYEHHAM ¢TI IMBHTHCE OBHY IHCTPYKUIIO 1151 MEXHYHOI'0 32CTOCY BAHHS NPENapaTy
IIperomanin Tabaerkn.

[IpeTomania Tad1eTKH LIS IEPEPOPATLHOTO 32CTOCYBAHHS
ITouyaTKoBe cXBaJieHHH B CHIA: 2019 p.
OBMEXEHHI KATEIOPII HACEJIEHH 51

ITOKA3AHHS TA 3ACTOCYBAHHSA

OOwmesxeni kateropii nacenenns: Ipenapar ITperomanin Tabnetku e aHTHUMiKoOaKTepiabHUM
3aC000M NPH3HAYECHHUM SIK YaCTHHA KOMOIHOBaHOI cxeMH 3 OelakBiNiHOM Ta JiHE30Ii10M IS
JKYBaHHS JJOPOCIHMX i3 JIETeHEBOIO, IIMPOKOIO JiKapehkolo —criiikicrio  (IIIJIC) aGo
HENIEPEHOCHMICTIO /10 JiKyBaHHA abo cTiiikum MynbTHpesucTenTHHM (MJIC) TyOepKyIb030M
(Th). CxBaneHns 1pOro MoKa3aHHS IPYHTYEThCA HA OOMEKEHHX JaHMX KTiHIUHOT Ge3neku Ta
edexruBHOCTI. Lleit mpemapar npu3naveHuii 11 BUKOPUCTaHHA B oOMekeHiil i criemmudiumiii
nonyasuii nawiesTis (1).
OO6mesxenns 3actocyBanHs (1):
* lIpenapar ITpetomanin TaGneTku He 3aCTOCOBYBATH MAICHTAM i3 HACTYITHHMH CTAHAMM:

* TyOepKyIb03 i3 YYTAUBICTIO /10 JIIKAPCHKHUX 3ac00iB;

* laTeHTHA IHQeKuis, cnpuunnena Mycobacterium tuberculosis;

* nosasereHeBa indekuis, cnpuunnena Mycobacterium tuberculosis;

* MJIC-TB, sixuii He nepeHOCHUTS JIiKyBaHHs ab0 He pearye Ha CTAHIAPTHY Teparniio.
* besneka ta edextuBHicTh npenapary [Iperomanin TabneTky i3 3acTOCOBYBAaHHAM B KOMGiHALIT

3 IHIDAMH MpenapataMM He BCTAaHOBJEHi, KpiM OemakBininy Ta JiHE30iay, YacTHHH

PEKOMEH/IOBAHOTO PEKUMY 103YBaHHS.

AO3YBAHHS TA CIIOCIb BBEJIEHH I
* Ilpenapar I1peromanin Tabnerku ciix 3aCTOCOBYBATH JIMIIE B MMOEJHAHHI 3 OeakBiliHOM Ta

JHE30J11/10M SK YaCTHHA PEKOMEHI0BAHOTO PEKAMY J103YBaHHSL.

* Ilpenapar IIperomanin Tabnetkn HeoOXiaHO 3acTocoBYBaTH B KOMGiHALIT 3 GeakBigiHOM Ta

JHE30J1iZI0M HACTYITHUM YHHOM: (2.2)

* [Ilpenapar Ilperomanin TaGserkn 200 Mr nepopambHO OJHH pa3 Ha JAC€HL MPOTAIOM
26 TiwkHie. [IpokoBTyIoTh nikapebkuii 3aci6 Iperomanin TaGneTKN ULTMMH, 3aIMBAIOYH
BOJI0I0.

* bepnaxsinis 400 Mr nepopaibHO OMH Pa3 Ha JieHb NPOTATOM 2 TIXKHIB, noTim o 200 Mr
3 pasn Ha THKAEHD, TpuHaiiMHi 48 roguH MiK NpHilOMaMH 103, NPOTATOM=24. THKHIB,
3arajaom 26 THIKHIB. >4



* Jlinesonia (1200 mr Ha 100y mepopaibHO NPOTSTOM 26 THKHIB, 3 KOPUTYBAHHAM JI03H 3
OrJIA/ly BIZIOMOT TOKCHYHOCTI JIHE301 1y ).

* IlpuiimaTn koMOiHOBaHMIT PEKUM J03YBAHHS 3 TKEH0.

* Jlosu cxemu Tepamii, mponyiieni 3 MipKyBaHb O€3MeKH, MOKYTH OyTH KOMIIGHCOBaHi
HANPUKIAI dikysanns; Jlosu j1ine30ii1y, NponynicHi epes nobiyni peakiuii ninesomniay, He
cJTii KoMnencoByBatu (2.2).

JIKAPCBKA ®OPMA TA J103A
Tabnetxu: 200 mr (3)

IMMPOTHUITIOKA3AHHS
* Ilpenapar Ilperomanin TabmeTkm, mo 3acTocoBylOThCsS B KoMOinamii 3 GemakBiiiHoM Ta
JIHE3011/I0M, NPOTHIIOKA3aHi MalieHTaM, SKAM TIPOTHIOKa3ani Oejaksinin Ta/abo miHe30TiL.
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MNONEPEJUKEHHS TA 3ACTEPEKEHHSI

[Tosiomnsanocs mpo nobiuni peakuii 3 GOKy ne4iHKH MpH 3acTocyBaHHi KOMOIHOBAHOI CXeMu

nikyBanHs npenaparom Ilperomanin TaGnerku, Genaksininy Ta nimesonimy. Kowrtpomoiirte

CHMNTOMH Ta O3HAKH, a TAKOXK J1abOpaToOpHi aHasmi3u ctany nevyinku. [Ipu nosisi 03Hak ypaskeHHs

TNeYiHKY IIepepBaTh JiKyBaHHA 3a BCI€IO cXeMolo. (5.2)

* Tlosizomisinocs npo mienocynpeciro npy 3acTocyBaHHI KOMOIHOBAHOrO PeXHUMY J03YBaHHS
npenaparoM llperomaninx Tabmetkn, Genaksininy Ta niHesomiay. KOHTpOmOIOTh MOKa3HHKH
3arajIbHOTO  aHanlizy Kpoei. 3MmeHmyioTh ab0 mnepepuBarOTh 03y JiHE30MiAy, SKIIO
po3BHBacThed abo NoripuryeTbes 3Ha4Ha Miesocynpecis. (5.3)

* losigomisuiocs npo nepudepayHy Ta ONTHYHY HeiiponaTiio npy 3acTocyBaHHi KOMGiHOBaHOTO
pexuMmy Jlo3yBanHs npenapatoM Ilperomanin Tabnerkm, Gepakeininy Ta miHe3omimy.
HeobOxiano kontpomosatn 30poBy ¢yHKuito. Heobxiino mnposectn odransmonoriune
00CTeXKCHHS, SKIIO € CHMITOMH MOPYIICHHS 30py. 3MEHIIYIOThH a0 TepepuBaIOTh J03Y
JIHE301i/1y, AKINO PO3BUBAETLCS ab0 moripiryerses Heliponaris. (5.4)

* [Ilosizomusinocs npo nogosskenns inrepsany QT npu 3actocyBaHHI KOMGIHOBAHOTO PEKHMY
nosysanus npenaparoM IIpetomanin Tabnerkn, 6enakBininy Ta ninesoniay. 3actocyBanus 3
npenapaTamu, siki 10J0BKyI0Th iHTepan QT, MOXKe CHPHUYMHHMTH JIOJIATKOBE MOJOBKEHHS
inrepsany QT. Heobxinno 3poburn EKI. IIpunuusiors KOMOIHOBAaHHIl PEKHUM 103YBaHHS
npenapatom Ilperomanin Tabnerku, GenakpiziHy Ta JIHE30M11y, AKIIO PO3BHBACTHCA 3HAYHA
LLTYHOYKOBA apuTMis abo nojosxkenHs inTepsany QTcF 6inbue ik na 500 mc. (5.5)

* PenpoxykTusHi epexrn: npeTromMania cnpuuuHAB aTpodito s€dok i nopymenns GepTHIEHOCTI
y camuiB mypis. HeoOXifHO NOBIZOMHTH TNAWi€HTIB NPO PENpOAYKTHBHY TOKCHYHICTB,
BHSABJICHY B JOC/II/DKEHHSAX Ha TBAPHHAX, i PO Te, IO NOTCHUiNHMIi BIIUB Ha GepTHIBHICTH
40JIOBiKiB He OyB HaICKHUM YHHOM OlLiHeHuii. (5.7, 13.1)

+ Tlosizommsiocs mpo jakToalmA03 MpH 3aCTOCYBAHHI KOMOGIHOBAHOTO PEXHMY 103YBAHHSA
npenapary Ilpetomanin TaGnerxkn, Gemaksininy Tta nisesomizy. HeoGximmo posrnsuyTH
MOJKIIMBICTb NPUIMHEHHS npuiioMy JiHe3omiy abo BCBOrO KOMGIHOBAHOIO peXHMY
AosyeanHsi npenapatoM Ilperomanin Tabnetku, OGenakBinmiHOM Ta JiHE30MiIOM, SKIIO
PO3BHBAETHCS 3HAYHMI JTaKTOALNI03. (5.8)

MOBIYHI PEAKIIIT
Haii6inbm momwmpenumu noGivanmu peaxuismu (>10%) € nepudepuuna neiiponaris, akse,
aHeMis, HyJ10Ta, 0JI0BOTA, TOJIOBHMI OiJTh, MiABUIEHHS PiBHS TPAHCAMIHA3. JIUCIICIICIS, 3HMIKEHHS
aneTuTy, BHCHI, cBepOiXK, Oinb y KHBOTI, MueBpHTHHWI 6inb, NMiABMIIEHHS pIiBHS raMma-
riayraminTpancdepasu, indexuii HHKHIX ANXaQIBHAX UUBIXIB, rinepaMinaseMis, KPoBOXapKaHHS,
Oib y chuHi, Kalesb, NOpyLMIEHHs 30Dy, TiNOrTiKeMis, aHOMa/IbHA BTpaTa Baru Ta jiapes. (6)
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{06 nosinomutn npo nino3piosani HeGaxkani peakuii, 38° sxirbes 3 Mylan 3a Homepom 1-877-
446-3679  (1-877-4-INFO-RX) a6o FDA 3a Homepom  1-800-FDA-1088  ato
www.fda.eov/medwatch.

B3AEMOJIA 3 IHIIUMH JITIKAPCLKUMH 3ACOBAMM TA THILI BHJIH
B3AEMO/TIT
* Cuubni abo nomiphi ingykropu CYP3A4, Taki sk pudammninug abo edaripent: veobxiano
YHHUKHYTH OZIHOYaCHOI0 3acTocyBaHH4. (5.6, 7.1)
* CybeTpatu opraniunoro tpancnoprepa anionis-3 (OAT3): MOHITOPHHI IOOIYHHX peakiiiii,
MOB’SI3aHUX 3 JliKapchknmu 3acobamu cyGerpary OAT3, i PO3IJISHYTH MOXJIMBICTE 3MEHILICHHS
Ao3u npenapartie cyGerpary OAT3, sikio ue neodxiauo. (7.2)

3ACTOCYBAHHS ¥V OCOBJIMBHX I'PYIIAX
* JlakTauis: rpysse BUroloByBaHHs He PeKOMeHAyeThCA. (8.2)

Aug. n.17 moso indopmanii npo KoHcyIBTANIO NAWICHTIE Ta inopmanisi npo aikapcbKmii
3a¢ib aas manicnra.
Iepernsanyro: 4/2020

AETAJIBHA THCTPYKIIA AJ151 MEJJUYHOTI'O 3ACTOCYBAHHSI: 3MICT*

1 TIOKA3AHHSI TA 3ACTOCYBAHHSI
2 CIIOCIB 3ACTOCYBAHHS TA 103U
2.1 BaxnuBi BKa3iBKH NPH 3aCTOCYBAHHi

2.2 PexoMeHn10Bana J103a

2.3 OuiHka mepej MOYaTKOM KOMGIHOBaHOT CXeMH IIiKyBaHHS npenaparoMm Ilperomanin
Tabnerku, GerakBiziHOM Ta JiHe30MiIOM

2.4 [lpunyuHeHHs PeXUMY J103yBAHHS
3 JIKAPCBKA ®OPMA TA JO3A
4 IPOTUIIOKA3AHHS
5 OCOBJIMBOCTI 3ACTOCYBAHHS TA 3ACTEPEKEHHS
5.1 Pusuku, nos’s3ani 3 KOMGiHOBAHHM PEXHMOM TKyBaHHS
5.2 I'enaTtoTOKCHYHICTE
5.3 Mienocymnpecis
5.4 llepudepnyna Ta onTuyHa Heliponaris
5.5 lonossxenus intepsany QT
5.6 B3aemotist 3 iHIMMMH TiKapebKUMY 3aco6aMu
5.7 PenponykTueHi eextu
5.8 Jlakroanmnnos
6 IOBIYHI PEAKIIT
6.1 JlocBix KIMHIYHUX TOCTI/DKEHD

7 B3AEMOJIA 3 IHIIUMH JIKAPCBKHUMH 3ACOBAMHM TA IHIII BUJIH
B3AEMOJII

7.1 BB inmmx npenapatis Ha npeToMasiz e

7.2 Bunus npetoMaHify Ha iHmi npenaparu /



8 SACTOCYBAHHS V OCOBJIUBUX I'PYITAX
8.1 Baritnictp
8.2 Jlaktauis
8.3 Penpoayktusnnii notexuian y oci sxinovoi 1a 4o10Biuoi cTaTi
8.4 TlepiaTpuyHe 3acTocyBaHHs
8.5 BUKOpHCTaHHS y MALiEHTIB TTOXHIIOTO BiKY
8.6 3acTocyBaHHs Malli€HTaM i3 HOpyIMEHHAMH QYHKIIIT neYiHKH
8.7 3acTocyBaHHs nanieHTaM i3 MOPYMEHHAMH GYHKIT HHPOK
10. MEPEJO3YBAHHA
11. OIIUC
12. KITHIYHA ®APMAKOJIOI'TSA
12.1 Mexanizm aii
12.2 ®apMakoMHamika
12.3 ®apmakokineTHka
12.4 Mikpobionoris
13. JOKJIIHIYHA TOKCHKOJIOI'TS
13.1 Kanueporenes, MyTareses, nopyimeHHs (epTuibHOCTI
13.2 Toxeukonoris TBapus Ta/abo papmakosoris
14. KJIHIYHI JOCJITKEHH S
16. IK IOCTAYAETBCA/BBEPITATHCSI TA TPAHCIIOPTYETHLCS
17. IHOOPMAIISA 1JIs1 KOHCYJbTAIII MAIIIEHTIB

* Posuinu abo nizpos/ing, mpomymeni 3 nosHoi indopMarii mpo npH3HaYeHHs, He nepepaxoBasi.



-

e

JAETAJIBHA THCTPYKUISI JJISI MEJIMYHOI'O 3ACTOCYBAHH S

1 HOKA3AHHS TA 3BACTOCYBAHHS
OOmeskeni rpynu Hacenenus: Ilpenapar Ipetomania TaGneTkn npusnavenuii s 3aCTOCYBAHHS
K 4acTHHA KOMOIHOBaHOI cXemyu 3 OeqakBiliHOM | JIiHe30MiA Ans NiKyBaHHS AOPOCIHX i3
JICTEHEBOIO, MIHPOKOIO MIKapChKOKO ctiiikicTio (LIJIC) abo HenepenocumicTio 10 AikyBanus aGo
cTiiikuM MysbTupesucTeHTHHM  (MJIC) TyGepkynsozom (TH). CxBaneHHS 1bOTO TOKA3AHHS
[PYHTYETBCS Ha OOMEKEHHX JaHuX KiIiHiunoi Oesmexkn Ta edekrtusHocti. Lleli mpemapat
NPH3HAYCHHH U1 BAKOPUCTaHHA B 00OMexKeHiil 1 ciemdivmiit monynsuii namieHTis.
OOMeKeHHs 3aCTOCYBaHHS:
* Ipenapar Ilperomanin TabneTku He 3aCTOCOBYBATH MAIiCHTaM i3 HACTYITHUMH CTaHAMM:

© TyOepKyIbo3 i3 Yy TAHBICTIO 10 JIIKApPChbKUX 3aC00iB;

© nareHTHa indekuis, cnpuynrena Mycobacterium tuberculosis;

© no3ajnereHesa indexuis, cnpuunnena Mycobacterium tuberculosis;

o MIJIC-TB, sxnii ne nepeHOCHTH JTiKyBaHHA a00 He pearye Ha CTAHAAPTHY TEPAINio.
* besneka 1a epexrusnicts npenapary Ipetomanin TabmeTkH i3 3acTOCOBYBaHHSM B KOMOiHALIT
3 iHIDNMM TIpemapataMy He BCTaHOBJEHI, KpiM Geaksininy Ta sniHe3oniay, Ak 9YacTHHa 3
PEKOMEHIOBAHUM PEIKMMOM 103yBaHHA [dus. Cnocib 3acmocysanna ma dosu (2.2)].

2 CITOCIB 3ACTOCYBAHHS TA 1031

2.1 BaxauBi BKa3iBKH NpH 3acTOCYBaHHi

* Ilpenapar Ilperomanin TabneTkn ciix 3actocoByBaTn juine B KOMOiHALIT 3 GeJakBiTiHOM Ta
JHHE30/110M 5K YaCTHHY PEKOMEH/I0BAHOTO PEKUMY 103yBaHHs [Ous. Cnocib 3acmocyeanns ma
oosu (2.2)].

» [ligkpecuTn HEOOXIHICTh AOTPHMAHHS NAIlICHTAMH TIOBHOTO KYPC y Tepanii [oue. inghopmayiio
npo KoHcynbmyeanns nayicumie (17)].

* 3actocoByBaTH KOMOiHOBaHMii pexuMm mnpuiiomy npenapary Ilpetomanin TaGaetku,
OeznakBininy Ta inesoniny mix 6esnocepeaniv narasaom (DOT).

2.2 PexomeHn/10Bana j103a

IIpenapat Ilperomanin Tabierkn HeoOXiaHO 3acTocOBYBaTH y KombiHamii 3 GejakBiniHoM Ta
JiHesoniioM. PekomeHmoBani J03yBawHs Ta TpuBamicTh OelakBiminy Ta JiHe30iy NpH
3aCcTOCYBaHHI B KomOiHauii 3 npenapatoM IIpetomanin TabneTkn HACTYMHI:

* Ipenapar Ilperomanin Ta6nerkn 200 mr nepopaisno (1 tabrerka no 200 mr), 1 pa3s Ha 100y,
npotsrom 26 twxknis. Ipenapat [Tpetomanin TabneTka KOBTaTH LiTHMK, 3aMBAIOYH BOJIOIO.

* benaksinin 400 Mr nepopanbHo 1 pa3 Ha 100y HPOTArOM 2 THKHIB 3 TOJAIBIIEM IPHITOMOM
200 mr 3 pa3su Ha THIK/ICHB, IPUHANMHI 48 rOHH MiX npuiioMaMu, IPOTAroM 24 THKHIB, 3aranom
26 THXKHIB.

« Jlinesonix nounnaroun 3 1200 Mr nepopaibHo Ha 06y MPOTATOM 26 THKHIB, 3 KOPHT'YBaHHSAM
no3u 10 600 Mr Ha 100y i monanLmMM 3HIKEHHSM 10 300 Mr Ha 106y a6o nepepBoio npuiiomy,
KO Le HeoOXiAHO Uit BiOMHX MOGIYHMX peakuiii JiHe30MiTy, TaKHX SK Miejocympecis,
nepudepudna veiiponaris Ta Helfponartis 30poBoro Hepsa [(dus. Choci6 sacmocysanns ma do3u
(2.4) ma Ocobuugicmv 3acmocyeanns ma sacmepexcenns (3.3, 5.4)].

* KomGinosana cxema npuiiomy npenapaty IIpetomanin Tabnerku, Genaksininy ta JiHe30Iiay
nix yac ki [ous. Kuinivna papmaronoeis (12.3)].

* Jkmo komGiHoBaHa cxema mpuitomy npemapary Ilpetomanin TaGnerku, Genaksiziny Ta
TiHe307y Oyiia mepepsaHa MeJMYHHM MpPAliBHHKOM 3 MipKyBaHb GE3CKH, MPOMyIIeHi 1034
MOKHA KOMIICHCYBATH HANPHKIHUI JiKyBauus; Jlosu ninesoxniay, mponymeHi yepes noGiumi
peakitii 1iHe30i1y, He ¢l KOMIIEHCOBYBATH.

* JlosyBanns kombinoBanoi cxemu npenaparty Ipetromanin Tabnetku, Genakpininy Ta nine3oniay
MO’KHA TIPOJIOBXKUTH HA MOHAN 26 THKHIB, AKINO HeoOXiaAHO [ous. Kniniuni docnioxcenns (14)].
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2.3 Ominka nepex moyaTkoM KombinoBaHoi cxemn JgikyBanust npenaparom Iperomanin
Tabaerkun, Genaxpininom Ta Jginesosizom

+ C11i/t OLIHUTH CHMITOMH Ta O3HAKH 3aXBOPIOBAHHS NEYiHKN (Taki sK BTOMA, aHOPEKCist, HY10Ta,
KOBTAHHILA, TEMHA ce4a, XBOpoOIMBHii CTaH nevinky Ta remaromeraiis). HeoOxiagHo 3poburtn
nadoparopni ananizu (ananisavinorpancdepasa [AJIT]. acnaprataminorpancdepasa [ACT],
myxkHa pocarasa ta Oinipy6in) [ous. Ocobaueicnms sacmocyeanns ma zacmepescenns (5.2)].

* Cniz 3pobuty 3aranbHuil ananis kposi [Ous. Ocobnugicms 3acmocysanns ma sacmepevicenns
(5.3)]. HeoOXiJiHO BM3HAUMTH piBeHb Kasilo, KaJbUil0 Ta MArHiio y CHpoBaTIi KpoBi Ta 3a
HEOOXIIHOCTI CKOPEryBaTH, AKIIO € BIAXUICHHS BiZl HOPMU [Ou6. Ocobrueicms 3acmocyeans ma
sacmepedicenns (3.5)]. HeoOximHo pocmimutn EKI nepen mnowatkom JikyBaHHs [Oue.
Ocobausicms 3acmocyeanns ma sacmepeycenns (3.5)].

2.4 llpunuseHHst peRAMY 103YBAHHS

Skumo 3acrocysanns Genaksininy a6o npenapary Iperomanin TabneTkn 6y10 NpHITHHEHO, CIIiI
TaKOXK MPUMUHHTH BECh KOMOIHOBAHMI PEIKMM JI03YBAHHS.

SIKmo 3acTocyBaHHA NiHE30JI/1y OCTATOYHO NPHIIMHEHO MPOTSATOM MEPIINX YOTHPHOX THIKHIB
TMOCTIZOBHOrO JIIKYBaHHS, CIA TakoX NPHIMHMTH npuiioM Oexaksinimy Ta npenapary
[peromanin Tabnerku. SIkmio 3acTocyBaHHs JIHE30I1y NPHITHHACTHCSA TCIS MEPIINX JOTHPHOX
THKHIB MOC/IiIOBHOTO JIIKYBaHHS, CIiJ NPOAOBKHTH 3aCTOCYBaHHs OeIakKBimiHY Ta npernapary
lIperomanin Tabnerku [ous. «Cnoci6 3acmocysanus ma 0ozu» (2.2)].

3 IIKAPCbKA ®OPMA TA JIO3A
Ilpenapat ITpetomanin Tabnaerkn 200 mr, sBAsIOTH c0G0K0 OBanbHI TabneTkn 6inoro a6o Mmaiike
6i110ro Konbopy 3 THCHEHHSM M 3 otHoro 6oky Ta P200 3 inmoro.

4 TIPOTUITIOKA3AHHSA

[Ipenapat IIpetomanin Tabnerkn, sikuii 3acTocoByioThca B KoMOiHalii cxemu 3 GeaakBiziHOM Ta
JIHE30J1/10M, MPOTHITOKA3aHMIl TMAIIEHTaM, SKHM NMPOTHIIOKA3aHi Oeakeinin Ta/abo JiHe30i.
3BepHITLCA 10 IHCTPYKIIT UL MEAMYHOTO NPU3HAYCHHS GelakBininy Ta TiHe30miTy.

5 OCOBJIHBOCTI 3ACTOCYBAHHA TA 3ACTEPEXKEHHSI

5.1 Pusukn, nos’s3ani 3 KOMOIHOBAHHM PeXKHMOM JIIKYBAHHS

ITpenapar Ilpetomanin TaGneTkn nokasaHmii JUIs 3aCTOCYBaHHs sIK YaCTMHA CXEMH JIIKYBAHHS B
KomOinauii 3 6enaxsininom ta ainesomnizom. Io6 oTpumatn 10aaTKOBY iHpOpPMAILiIO PO PH3HKH,
3BEPHITECA 10 iHdopmanii npo npusHadeHns Oexaksininy Tta jiHeszomizy. OcoGiauBicTs
3aCTOCYBaHHS Ta 3aCTEPEKEeHHs], 0B’ A3aHi 3 0e/aKkBiNiHOM Ta JiHE30iA0M, TAKOXK CTOCYIOTHCH
ix 3acrocyBanHs B koMOinauii 3 mpenaparom I[Ipetomanin TaGnerku.

5.2 I'enaToTOKCHYHICTH

[Tosinomisnocs mpo moGiyni peakuii 3 GOKy NediHKH mpH KomGiHOBaHOMY 3aCTOCYBaHHI
npenapaty Ilpetomanin Tabnerku, Genakpininy Ta ninesoniny /ous. Ocobrusicmv 3acmocyeaniis
ma sacmepedcenns (5.1) ma Iobiuni pearyii (6.1)]. HeoOXinHo YHUKHYTH BXHBAaHHS AJKOTOIIO
Ta TEMAaTOTOKCHYHHX 3ac00iB, BKIIOYAKOYH pPOCIMHHI J100aBKH Ta iHm mpenapat, Kpim
OenakBininy Ta niHesominy [ous. [Toxasauns ma zacmocyeanns (1)] mia €ac 3acTOCYBaHHS
npenapary [Iperomania TabneTkn, 0co6aHBO y nauieHTiB 3 mopyumeHHAM GyHKIIT mediHKwy.
HeobXi1H0 KOHTPOTIOBATH CHMIITOMH Ta O3HaKH (TaKi SK BTOMa, AHOPEKCis, HYA0Ta, JKOBTAHHIIA,
TEMHA ce4a, XBOpoOIMBICTh MeYiHKM Ta remaromeraiis) Ta naboparopsi ananisu (AJIT, ACT,
myxHa pocdarasa ta 6inipy6in) Sk MiHIMYM Ha [I0YaTKy, Yepe3 JBA THIKHI, a TIOTIM IOMICSIIS i/
4ac JIKYBaHHA Ta 3a moTpeOu. SKII0 3'ABIAIOThCA HOBI O3HAKM abo O3HAKM MOripImeHHs PYHKII]
NEe4iHKH, HEOOXIHO MPOBECTH TECT HA BIPYCHI remaTHTH Ta NPHIMHUTH 3aCTOCYBAHHS iHIIHX
renaToTOKCHYHMX Mperaparis.

[IpununiTe niKyBaHHsa 3a BCICIO CXEMOK0, AKIIO:

* [linBumenns piBus aMiHOTpaHC(EPas CYNPOBOLKYETLCS MiABHIICHHSIM 3arabHOrO GImpyﬁmy,
10 MEPEBHUIIYE BEPXHIO MEKY HOPMH B 2 pasi. /



* IlinBumenns piBus aminoTpancdepas y 8 pasie nepeBHIIyE BEPXHIO MEKY HOPMH.

* IliiBuienns pirnsa aminoTpancdepas y 5 pasis nepeBHILye BEpPXHIO MeKY HOpMH i 30epiracThes
Oinbuie 2 THKHIB.

5.3 Mienocynpecis

[Mosiomusiocs 11po Mien0cynpeciio (BKII0YAI0UH aHeMilo, IeiiKonenio, TPOMOOTIHTONEHIIO Ta
MAHIMTONENI0) Npn  KoMOiHOBAHOMY 3acTOCYBammi mnpenapaty [IpeTomaniz Tabnerku,
Oenakgininy Ta ninesoniay. Miejocynpecis € BioMoro modignoro peaKuicio JiHe30iay. AHeMis
MoKe OyTH Hebe3neuHo 118 KUTTS [ous. Ocobausicme 3acmocysanns ma sacmepesicenns (3.1)
ma [lo6Giuni peaxyii (6.1)]. Konn no3yBaHHs 7iHE30Miy, SIK Y4acTHHH KOMGIHOBaHOT cXeMH
npuiomy npenapary llperomanin Tabnerkn, Genaksiminy Ta nimesonigy, 6y1o 3MeHuIeHO,
nepepBaHo abo NPHITUHEHO, CHOCTEPEKYBAHI FeMaTOJION YHi BiAXHIICHHS Oy 000pOTHIMH.
[loBuwmii anamis KpoBi cift KOHTPOIIOBATH [IIOHAlIMEHITIE Ha 10YaTKy, Yyepes ABa THIKHI, a I0TIM
MOMICSILIS Y TIAIiEHTIB, AKi OTPUMYIOTH JIiHE30id AK YacTHHY KOMOiHOBaHOT cXeMu npenapary
Iperomanin Tabnetku, Genakpininy Ta niHe30miy, i CITIA POITISHYTH MOKIIMBICTS 3MEHIICHHS
abo NpUNMHEHHS 103M NiHE30MiAYy Y MALieHTIB, y SKHX PO3BHBACTLCH 400 NOripIyeThes
Miestocynpecis /oue. «Cnoci6 sacmocysanns ma dosu» (2.2)].

5.4 Ilepudepuyna Ta onTHYHA HeliponaTis

[osigomnsanoca mnpo mepuepuyny Heiiponario Ta HEHpomaTiio 30pOBOrO HepBa MpH
koMOiHOBaHOMY 3acTocyBanHi npenapaty Ilperomanin TaGmerku. OenakBiyniHy Ta JniHe3omixy
[ous. Ocobausicme 3acmocyeanns ma s3acmepevcenns (5.1) ma Iobiuni pearyii (6.1)].
Heliponaris € BiZI0OMOIO 1106i4H0I0 peaKiieio MpH TPHBAIOMY 3aCTOCYBAHH] JiHE30i Y.

Heiiponaris, nos’s3ana 3 jniHesoninoM, sk npasmiao, € oGopornoio abo NOKPaILlY€E€ThCS TIPH
HAJIEHKHOMY MOHITOPHHIY Ta NEpPEPHBaHHI, 3MCHINCHHI 03M abo NPUIHHCHHI npuiiomy
aineso:iy. KoHTpomosaTn 30poBy (GyHKINIO y BCiX MauieHTiB, ski OTPUMYIOTHL KoMOiHOBaHMil
pexum npenapaty [Ipetomanin Tabnetku, 6enakpininy Ta nine3071iny; AKII0 V NaicHTa BUHHKIN
CHMIITOMH [OPYIIEHHS 30py, MNepepuBaiite npuifoM JiHe30mixy Ta HeraifHo mpoIiTH
o TamTEMOIOrIMHMI OTJIsAL.

5.5 Moaosxenns inTepsaay QT

Ioinomusnocs npo mopoxkenns intepsanry QT npu KOMOIHOBaHOMY 3aCTOCYBaHHI npenapary
ITperomanin TaGaerku, Genaksininy Ta mimesominy [ous. Ocobaugicme 3acmocyeanis ma
sacmepedicenns (5.1) ma llobiuni pearyii (6.1) ma Kainiuna gpapmaxonozia (12.2)]. Tlonopxenns
intepany QT e Bizomoio nobGiuHOW0 peaxiuieio Oemaxsiminy. Cnin 3po6uru EKI™ no nowarky
NiKyBaHHA Ta npuHaiiMui Yepes 2, 12 Ta 24 TwkHi mics MOYaTKy NiKyBaHHS KOMOGIHOBaHOIO
cxemor mnpenapatoMm IIpetomanin Tabnerku, OGemaksiminom Ta minesomizom. Heob6xixHo
BH3HAYHTH PiBEHb Kalilo, KaJbII0 Ta MarHifo B CHPOBATII KPOBi HA MOYaTKOBOMY eTari Ta 3a
HEOOXIAHOCTI CKOperyBaTH, SIKIIO € BiaxuiueHus. HeoGxixHo konTpomosartd ui €JICKTPOJIITH,
AKIIO BUABICHO NooBKeHHs inTepBany QT [ous. I1o6iuni peaxyii (6.1)].

Hactynne mosxke 30inbmmru pusuk nogoskenns intepany QT, sKmo namientn OTPUMYIOTh
Oezaxsinin sx yacTHHy KOMGiHOBaHOT cxemu npenapary IIperomanin TaGieTky, Genaxpinin Ta
nine3onix: icropis Torsade de Pointes (1BoHanpaBnena muryHOYKoBa Taxikap/iif), BpOKeHHI
CHHIpPOM mojoBkeHoro intepsany QT, TpmBarounii rinorupeos, TpuBaioua OpanuapuTmis,
HEKOMIICHCOBAHA CCPIEBA HEIOCTATHICT a00 PiBEeHb Kabllifo, MarHio abo kajilo B CHpOBATI|
KPOBi HIKYe HIKHBOI MeXi HOpMH. V pasi MoTpeOn MOKHA PO3IVISHYTH HTAHHS PO NOYaToOK
JKyBaHHs O€JaKkBiTIHOM y LMX NAUiEHTIB MiCAA CHPHATIMBOI OWIHKM CHIBBLAHOMEHHS
KOPHCTB/PH3UK Ta 4acTOro MoHiTopunry EKI .

[Ipunuuite koMGiHOBanwmii pexum npuitomy npenapary Ilperomanin TaGreTkn, OenaxBininy Ta
JHE30MAY, SKIO Y Nali€HTa PO3BUBACTHCA KIIHIMHO 3HAdymIa IIIYHOYKOBA apuT™is abo
intepsan QTcF Ginbme 500 mc (miaTBepuKyeThes noBTopHOt0 EKI). Skmio naseui BHnmamku
cunKone, HeodXiano 3pobitn EKT ayist BusBIeHHS N010BXKeHHs inTepBany QT.

5.6 Bzacmopist 3 inmumu JdikapcsKuMu 3acobamu
Inoykmopu CYP3A4




Ilperomania Moxe wactkoso MeraGomisyBatucs CYP3A4 [ous. Bsaemoois 3 nixapcorumu
sacobamu ma inui 6udu e3acmooii (7.1) ma Kniniuna ghapmaxonozis 12.3)]. HeobXiHO YHUKHYTH
0/IHOYACHOT0 3aCTOCYBAHHA CHILHHUX 400 NOMIPHHX 1HAYKTOpiB CYP3A4, Takux sik pudamminun
abo edasipeHiL, nix yac MTiKyBaHHS IPETOMAHIIOM.

5.7 PenponykTusni edextn

[IpeToMaHi BUKIHKaAB aTpodiio ACYOK i nopyieHHs hepTiasHocTi y camuis mypis. HeobxiaHo
npoindopMyBaTH MALIEHTIB PO PENPOAYKTHBHY TOKCHYHICTb, BHABIECHY B JOCITIIKCHHSX Ha
TBAPUHAX, i PO Te, 110 NOTeHIiHHMIT BIUTHB HA (ePTHIILHICTE YOJIOBIKIB He 6YB HANEKHUM YHHOM
ouiHenuit [ous. « 3acmocyeanns 6 ocobausux nonyasyisx» (8.3) ma «Joxninivna moxcuxonozisy
(13.1)].

5.8 JlakToaunaos

[ToBizomisiiocs mpo nakToamI03 mpn KoMOIHOBaHOMY 3acTocyBaHHI npenapaty ITperomanin
Tabnetku, OGenaksininy Ta ninesoniny [ous. Ocobausicme 3acmocysanns ma sacmepexcenns (5.1)
ma 11o6iuni peaxyii (6.1)]. JlakToannno3 € BijoMo10 noGivHOI0 peakitiero ninesoniay. IamienTn,
Y AKHX PO3BHMBAETbCS MOBTOpHA HyaoTa abo O0BOTA, MOBMHHI OTPUMATH HEraiiHe MeIHyHe
00CTeXNEHHS, BKIIOYAI0UH OLIHKY piBHA GikapOoHaTy Ta MOJIOYHOT KHCIIOTH, @ TAKOXK PO3IIISHYTH
MOXKJIHBICTh NPUNMHEHHS npuitomy inesoniay abo Beiei komGiHoBaHoi cxemm mnpenaparty
[Iperomanin Tabnerku, GenakBiniHy Ta niHe3omiay.

6 INOBIYHI PEAKLIIT

Hactynni cepifio3ni nobiuni peakiii 0GroBopiolOTLCS TYT i B iHIIMX MiCISX HA €THKETIL:

* I'enatoTokenunicTs /ous. Ocobaueicmo 3acmocyeanis ma sacmepeicenns (5.2)]

* Mienocynpecist [/ous. Ocobaugicmv 3acmocysanns ma sacmepedicenns (5.3)]

* [lepudpepruna Ta onrTuyHa Heiiponatis [ous. Ocobnusicms 3acmocysanus ma 3acmepexcenns
(5.4)]

* lloposxenns inrepsany QT [ous. Ocobrusicme 3acmocysarns ma sacmepexcenns (5.5)]

* Peniponyktusui epextu /oue. Ocobausicmnv 3acmocysanns ma sacmepesicenns (5.7)]

* Jlakroaunnos [ous. Ocobausicms sacmocyeanns ma sacmepexcenns (5.8)]

6.1./locBin KAIHIYHAX J0CTiKeHb

OcKinbKH KIHIYHI JOCTIUKEHHS TPOBOJATHCS Y PI3HAX yMOBAX, 4acToTa NOGIYHUX peakiliif, mo
criocTepirajnach y XoAi KIiHIYHAX JOCITIKeHb JIIKapchKoro 3acofy, He Moke OyTH MOpiBHAHA 3
9acTOTOO MOOIYHMX peakiiii BHABJEHMX B XOJi KIIHIYHMX AOCIIMKEHb iHIIOTO JTiKapchKOTO
3ac00y, TaKUM YHHOM He BifloGpaXkaloum MMOKa3HHKH, IO CIHOCTEPIraloThes y KIiHiYHil MpakTHi.
YV pasi sxmo npenapar Ilperomanin TabneTkm 3acTOCOBYEThCS pasoM 3 GemakBimiHOM Ta
JIHE30.1110M, HEOOXI/THO 03HAHOMHUTHCH 3 TOGIYHUMH PeaKIisIMH, 110 MOXKYTh BUHHAKATH IIiJT 9ac
3aCTOCYBAaHHs BHIIE3raJaHUX JIIKAPCHKHUX 3ac00iB.

3aranom 1168 noGposonsiis, 3 Hux 879 namieHTiB XBOpHX Ha TyOepKy. 1503 Ta 289 370poBHX
Nali€eHTiB, mo npuitmamm npenapat Iperomanin TaGneTku, Sk camocTiitauii Jikapchkuii 3acio,
abo B Mexax komOiHOBaHOI Tepamil B Xxoai 19 pocikens.

Hocnimxennss 1 (NCT02333799) Gyno mpocTHM JOCHI/KEHHSM BiAKPHTOrO THIY, IO
nposoamaocek B 3 Micusx B IliBHiuniii Adpuui cepex nauieHTiB 3 BHCOKOPE3HCTEHTHAMH
TaMaMy, 3 HEeNePEHOCHMICTIO JIKYBAHHS 3 MYJIbTHPE3H3CTEHTHOIO GOPMOIO TYOEpKyIbo3y. Ta
HEpearyiouol Ha JIKYyBaHHSA MYJIbTHPE3HCTEHTHOIW (opMOI0 TyOepKysibo3y, Bei HALiCHTH
OTpUMYBaIM KOMOIHOBaHYy Tepamilo i3 3acToCyBaHHsAM mnpenapaty Ilperomanin TaGnerkw,
OemakBiiHy Ta JIiHE307TiTy BIPOZOBK 6 MICALIB (IIPOJIOBKEHO 10 9 MiCSIiB) 3 MoAIBIIM 24-
MicsaHUM HarasaoM. JlikyBanus npoxoauno 109 106poBosibLiB, 3 HUX 76% GyT0 TeMHOMKIPHME
Ta 23% Oyno 3mimanoi pacu. Bik noGposonsuis BapitoBases Bin 17 1o 60 pokis (cepemne
3HaYeHHs 36 pokiB), Takok Bei 106pososkii Oyimu 3 [TiBHiyHOT Appukn. 51% narientis 6ys BIJI-
no3uTHBHUM. Tlomeprio 8 4osoBik. 6 4osIOBiK momepno mijx uac JjikyBanas. Bei marnieHTn, mo
BIDKMJIM, KPIM OJ[HOTO, IIO BiIMOBHBCS IPOJOBXKYBATH JIKyBaHHs, Mpoiimun nikysanHa. JlBa
MALliEHTH OMEPJIH BIPOIOBIK Nepiojly cocTepekeHHs Ha 369 Ta 486 seHb BiNOBiHO. _

A7



Howmmpeni no6iyni peaxitii. mo cnocrepiramics i yac gocmimKenHs |

YV tabmuui 1 npeacTaBieHo inauBinyansni nobivni PEAKLIT, 1O Tpanisiuck B >5% NauicuTip y
X0/ gocnimkenns 1.

Tabmus 1: Inausinyaasni nodiuni peawnii (yeix CTYmeHiB), wo Oyium BusiBaeni B >35%
UANICHTIB, MO OTpHMYBaH KomGinoBanmy Tepamiio i3 sacrocypannam Ilperomaniny y
radueTkax, Geraksiainy Ta JgiHe30mainy v Xoai qocxipkenns 1.

Pesxnm npuiiomy Iperomaniny y rabaerkax,
Oenaxsininy 1a minesonizy (N = 109)
[MoGiuni peaxuii ¥Yeci eryneni n (%)
[lepudepiiina Heliponaris* 88 (81)
AkHe* 42 (39)
Anemis* 40 (37)
Hynora 40 (37)
JIIOBOTA 37 (34)
bk M’ A30B0-CKeJIeTHOrO anapaty* 32 (29)
0J10BHHUIT Oisb 30 (28)
[1i1BHIIEHHS piBHa TpaHCcaMiHA3H* 30 (28)
Jlucnencis 26 (24)
[loripmenns aneTury 24 (22)
Bucun* 23 (21)
CBepOik* 22 (20)
biab B KHBOTI* 21 (19)
[ 1neBpuuHuMil O6ins 21(19)
[ liBrmena ramma-riyramintpancdepasa 19 (17)
[Hexuil HIKHIX IUXaTbHUX HUISXiB* 16 (15)
I'inepaminazemis * 15 (14)
KpoBoxapkanms 14 (13)
amenp* 13 (12)
Baau 3opy* 13 (12)
[Cinornikemis 12 (11)
AHOMaJIbHA BTpaTa Baru 11 (10)
Jliapes 11 (10)
Bakpen 9(8)
["acTput 9(8)
Heiitponenisa * 9(8)
ICyXicThb wiKipu 8 (7)
inepronis* 8(7)
HHJIPOM MOJ0BKEHOro iHTepBany QT 6 (6)
[Cinepninasemis * : 6 (6)
bezcoHus 6 (6)
[TpombounTonenis * 6 (6)

*3a3HayeHi TEPMiHM KOPEIIOIOTh HACTYITHHM YHHOM: nepudepiiina weiiponarist (BinuyTTs
nevinyd, rinecresis, rinopeduekcis, nepudepiiina neiiponaris, napecresisi, nepudepiiina pyxosa
Hejiponaris, nepudepiiina ceHcomoTopHa Heiipomaris, nepudepiiina ceHcopha Heifponaris);
aKHe (aKHE, BYTPOBMIl IepMATHT); aHeMist (anemis); M'si30BO-cKeleTHHIT Ginb (aprpanris, Oinb y
CIHHI, KOCTOXOHIPHUT, Mianris, 6inmb y KiHIIBKAax); NiABHINCHHS piBHSL TpaHcamina3
(ananinaminotpancgepaza [AJIT]). acnapraraminoTpancdepaza [ACT]. MeankaMeHTO3HE
NOLIKO/UKCHHA NEYIHKH, 11iABUIEHHS NEYiHKOBOrO (epMEHTY, MOpyIeHns GyHKIIT nevinku,
MIBUIICHHS HOPMHM MeYiHKOBOI npobH, miABHIICHHS piBHA TpaHcamida3): BHCHN (BHCHIL
€PUTEMATO3HI IUIAMH, MaKy/I0-NaIy/Ib03HANH BUCHII, IAMTYTO3HUIT BUCHIL, BE3UKYIIAPHUIT BUCHIT);
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cBepOi& (cBepOikK, reHepanizopanmii cBepSiK, BUCHI 11O uemIeThes): OiIb v KHBOTI (Gib y
KMBOTI, Oinb BHH3Y AKMBOTA, Oilb BBEPXY KMBOTA,): iHQEKMIT HHKHIX ANXATLHEX NLISXIB
(Oponxit, rpun, indexmis HIKHIX AMXQTBHHX HUISXIB, MHEBMOHis): rimepamisiacemis
(miiBuIneHa aminasa, rinepamiiacemis); Kameab (kamenb, TPOAYKTHBHII KalIeb); BaI 30py
(PO3MHTICTE 30pY, 3HWKEHHS FOCTPOTH 30pY. HOIIPUIEHHS 30pY); HelTponenis (HelTponcHis);
rinepromnis (NABHIICHHS apTepiaibHOIO THCKY, TiMepTOHis); rinep.iinazemisi (rinepsinasemis,
MiABUILIEHA JIiNa3a); TpoMOOnHTONeHis (TpoMOGouuTONEHis).

Hac*rynm noGiuni peakuii Oynm 3adikcoani y mamienTis, mo oTpuMyBanu KoMGiHOBaHe
nikyBanHs npenapatoM ITpetomania Ta6neTkn, 6aaakBiliHOM Ta TiHE30MIIOM 3 YACTOTOIO MeHIIe
HIK 5% 1111 Yac npoBeeHHs JocTipKeHHs 1

Llnynxoeo-xuwko6i poznadu.: NaHKpeaTUT, JUCTEB3is

ﬂaﬁapamapm Qocnioocents: MiIBUIMEHHS PiBHA KpeatnHpochoKiHazy B KPOBI, Ii/[BHIIEHHS
PIBHS KpeaTHHiHY B KPOBi, [T ABHIIEHHS TykHOT docdaTasu B KpOBi

ITopywenns 3 60xy cucmemu kpoeoobizy ma rimgpamuyroi cucmemu: neHKoNeHis

Uopymennz 00MiHy pedosun ma xapyyeauns: TiNOMArHieMis, Timepriuikemis, rimokamiemis,
rinepkasiemis, rimoHarpiemis

[Topywenns 3 60Ky Hepeo6oi cucmemu: 3anaMOPOYCHHS, CYAOMH

JlaGoparopHi BiAXHICHHS, PO AKi NOBIIOMIISIOCS B A0CII/KeHH] 1

Y Tabnuui 2 ysaransHeno obpasi 1aGopaTopHi BiAXHIeHHS.

Tabmns 2: O6pauni 1abopaTopui BiaXmiaenns y rocaivkenni 1

Ilapamerp, kpaTuuii Bepxniii mexi Pexuym kombinauii npenapaty Iperomaniz
3Bnyaiinmii (x BMH) Tabaerku, 6epaxsininy Ta Jjinesominy
(N=109)

n (%)

Tpancaminazu Ta dinipyoin

Ananinaminotpancdepasa (AJIT)

>3 1a <5 X BMH 6 (6)

>5T1a<8 X BMH 5(5

>8 X BMH 1(1)

Acnaprat-aminorpancgepasa (ACT)

>3 T1a<5XBMH 7 (6)

>5 1a < § X BMH 2(2)

>8 X BMH 1(1)

3aranbHuii 6inipy6in

> 1 X BMH T1a <2 X BMH 6 (6)

>2 X BMH 2(2)

I'emaTosoris

I"'emornobin

<7,9 mr/ mn 6 (6)

A0comOTHA KiIBKICTh HeliTpodiis

<749 / mm3 5(5)

TpombouuTu

<49,999 / Mm3 2(2)

Ximist CHPOBATKH KPOBi

Jlinasa

>2 X BMH 5(5)

BMH = BepxHs Mexka HOpMu

Y nocmipkenni 1, y 28% mnamienTtiB crocTtepiranocs miABMIIEHHS piBHS TpaHcamiHasu. 3a
BHHATKOM OJIHOTO naluema SIKUI [IOMEp Yepe3 IHEBMOHIIO Ta cercuc, yci nau" IEHTH, Y SIKHX



CHOCTEpPIraiocs MiJABHINCHHS PIBHS TpaHcaMiHa3s, 3MOIM MPOIOBKHTH Tepanilo Ta npoiiTu
TOBHMH  Kypc JlikyBauus. Mienocynpecis - Bigzoma no6iuna peakuis  Jrine3oizy.
Haitnommpenimoio uutonenicio kporoTBOpenns 6Gyna amemis (37%). Binbmicts uuroneiii
nouanucs uepes 2 TIKHI JiKyBauusd. Y TPhOX NAUicHTIB CHOCTEPIiraimcs LUMTONEHii, siKi
BBKAJIMCA CCPHOZHMMM: HeliTponeHin y | nauieHTta Ta anemis y 2 nawientis. Vei 3 cepiiozui
no0iuHi peakmii npusBenu 10 MepepUBaHHI JliHe30miy abo BCIX KOMIOHEHTIB KOMOIHOBaHOT
cxemu npenapaty Ilperomania Tabnerkn, 6eakpiniiy Ta ninesoniay, i Bei Bonn supimeni.
ITepudepnyna ta 30posa Heiiponaris

lTepughepuuna neiiponamis - sinoma nobiuna peaxiis niHesonmiay. ¥ pocniukensi 1 nepudepuyna
Heliponiatis Gyna 3apeectpoana y 81% namicHtiB. BinbmicTs 3 mux no6Gigmux peakiiii (64%)
BHHUKA/IM yepe3 8 THKHIB NiKyBaHHs | IPU3BEIH 10 IepePHBANHS J03YBaHHS, 3MEHIICHHS 1031
abo NpUIMHEHHS NpHiioMy niHe3ominy. Baxkka, CepeiHsd Ta nerka nepudepuuHa HelponaTis Mann
Micue BiImoBimHO y 22%, 32% Ta 26% naricHTiB. XKoana nobiyna peakuis, nos's3aHa 3
nepHepUIHOIO HeliponaTiclo, He NPU3BeNa 0 IPHITHHEHHS BCIET CXEMH JT0CTLKEHHS.
Ontuyna wHedponaris - Bizoma noGivsa peaxiis niHesomiay. YV apox mnauientis (2%) y
pocikenHi 1 uepe3 16 TKHIB JiKyBaHHA PO3BHHYJIACH 3opoBa Heiiponaria. Y obox Gyna
BUSBJICHA Cepilo3Ha, MIATBEp/UKeHA NPH Ors/i CITKIBKM ONTHYHA Helponaris/eBpuT, i 1e
NPH3BEJIO 10 IPUITMHEHHS NPHITOMY JiHe30:1iTy;001ABi M0GiuHi peakuii BupimeHi.

3arajioM mami€HTH, SIKUM BBOJMJIM 03y JiHe30digxy 600 Mr jsiui ma AeHb., MaiH noaioHuit
npodins 6esnexu, sk Ti, mo BBogMH 103y 1200 Mr ouH pas Ha J1eHb.

7 HOBIYHI PEAKIIIT

7.1. BLigB iHIIHX MpenapaTiB HA NPeTOMAaHI

Inayxropu CYP3A4

OznHovacHe 3acTOCYBaHHS mpeToMaHixy 3 pudamminmpom Ta easipeHiioM npu3BoAMIO0 10
3HIDKCHHS KOHLEHTpaLii npeTomManify B 1iasmi Kposi [ous. Kiinivna gapmaronozis (12.3)].
Heo6xiiHo yHHKaTH OAHOYACHOIO 3aCTOCYBAaHHS KOMOIHOBAHOT CXeMH npenapary Ilperomanin
Tabnerku, Genakpininy ta ninesoniay 3 pudamminnaOM, easipenniom abo IHIIMMU CHILHUMHA
a6o mnomipaumu  ingykropamu CYP3A4. 3sepuithes a0 indopmanii Mpo NpH3HAYCHHS
OenakBininy Ui OTpUMaHHA A0AAaTKOBOI iH(OpMAIi IPO B3aEMOIiKO MKapchbKUX 3acobiB i3
CYP3A4.

Jloninagip/puToHasip

OnHoyacHe 3acTOCYBaHHS MpeTOMaHigy 3 JIONIHABIPOM/PUTOHABIPOM HE BIUIMHYJIO Ha
KOHUEHTPAIIIO NPETOMaHily B IuiasMmi Kposi [Ous. poszoin Kniniuna papmaronozisa (12.3)].
Jloninasip/puTonaBip MOXHA 3acTOCOBYBATH OJHOYACHO 3 KOMOIHOBAHOIO CXEMOIO npuiiomy
npenapaty Ilperomanin Tabnerku, Genakeininy Ta rinesominy.

7.2. Buaus nperomanixy na inmi npemaparu

Miznaszonam

Onmmouache 3actocyBanns npetomaniny 3 cy6erparom CYP3A4, Mizasonamowm, He IIPU3BOIHIIO
A0 KIHIYHO 3HAYYIIOTO BIIMBY Ha (ApMaKOKIHETHKY Mizasoiamy aGo HOro OCHOBHOTO
meTabonity 1-rinpokcuminasonamy [ous. Kniniuna apmaronozia (12.3)]. KombGinoBanmii pexxum
npuiiomy npenapaty Ilpetomanin Tabretku, Genaksininy Ta JHE30ITi/ly MOXKHA BBOJHTH 3
npenaparamu-cydctpatamu CYP3A4.

CyGcTpaTn opraHigHOro Tpancnoprepa anionis-3 (OAT3)

Brnue oaHOuacHoro 3actocyBaHHs nperomaHigy Ha ¢apmaxokinetnky cyGerparis OAT3 y
moJnHKn Hepizomuit. OHAaK JTOCTIUKEHHS in Vitro BKa3yloTh Ha Te, 10 PETOMAHIJl 3HAYHO
npuraivye Tpancnoprep npenapary OAT3 [ous. Kniniuna papmaronozis (12.3)], mo moxe
NPHU3BECTH 10 KJIiHIYHOIO MiJABMINEHHS KOHLEHTpamii mpenaparis cybcrpary OAT3 Ta moxke
30LIBIIMTH PU3MK MOOIYHNX PeaKiiil i3 MMM IpenapaTamy.

JIKIO NpeTOMaHiZl MPU3HAYalOTh OJHOYACHO 3 npenaparamu cyderpary OAT3 (manpukian,
METOTPCKCATOM ), HeOOXiHO BincTexKyBaTH MOGIUHI peakiiii, OB’ s3aHi 3 npenaparom cyocrpary
OAT3, Ta po3rasHyTH MOK/IMBICTh 3MEHINCHHS J03H npenapatis cyderpary OAT3, sxmo ne
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HeoOXi/IHO. 3BepHITLCS 10 IHCTPYKIT MO0 NPH3HAYECHHS Npenapary, o NPH3HAYACThCS
OJIHOYACHO, JUTA OTPHUMaHHs IHPOpPMALIT PO 3HHKEHHS J103H.

8 BHKOPUCTAHHS B OCOBJIMBUX I'PVITAX

8.1 BaritnicTs

Oras pusukis

He 6y110 mpoBe1eHo 3KOIHUX J0CTiIKeHb MO0 3aCTOCYBAHHS BATITHUMH HKIHKAMH npeToManiy,
OO MOCTAHOBHTH YM ICHYIOTH NEBHI PH3MKM A Wi€i rpynn moneii. IcHYIOTs pu3uku npu
3aCTOCYBAHHI NIKApCHKOro 3aco0y Mia yac BariTHOCTI MALEHTAMM 3 aKTHBHOIO (OPMOIO
TyOepKyIb03Yy (Ous. Po3din « Kniniuna yinnicme»). Y pasi akmo npenapar Ilperomanin TaGnerkn
3aCTOCOBYCThCA pasoM 3 Oe/akBiNiHOM Ta JiHE30MiZ10M, HEOOXIIHO TaKOXK BPAaXOBYBATH JaHi,
IIOJI0 BIUIMBY Ha Iepedir BariTHOCTI jliKapchkUX 3acoGiB GemaksiniHy Ta Jimesoniay mia gac
npuifoMy miei komOGimauii nikapeekux 3aco6iB. Osuaiiomrtech 3 indopmanicio cTocoBHO
3aCTOCYBaHHs OeJaKBUTiHY Ta JiHe3omimy, mo6 orpumaty Giiblue AaHMX MO0 3aCTOCYBAHHS
OejakBininy Ta TiHE30TiTy Mijl Yac BariTHOCTI Ta OB’ A3aHMX 3 MM PU3HKIB. [Ti Yac JOCTiKeHb
PENpPOJYKILiT TBAPHH, Y MYPiB crocTepiratack MOCT iMIIaHTaNiifHA BTPaTa MOy 3a HAsBHOCTI
TOKCHYHOCTI JUIs Martepi (3MCHIICHHA MacH Tila Ta MOraHWii ameTHT) IPH  3aCTOCYBaHHI
NPETOMAHIy NePOPATLHAM IIISXOM 4 PasH I1ij1 YaC OHTOTeHe3y MPH J103aX PeKOMEHIOBAHUX JUIS
mozier. He Oyno BUSBIEHO KOMHOTO HEraTHBHOIO BIUIMBY HA eMOPIOH IMypiB 4 KPOJIHKIB, 10
AKMX 3aCTOCOBYBAIM MPETOMAHIA MEPOPATbHO MiJ 4ac OHTOTEHe3y y 103aX B 2 pa3sH BHMIIE
PEKOMEHI0BaHHX /Ul mo/ei. Ouinennii GoHOBHIA PH3NK GLIBIIOCTI BPOIKEHUX Bal Ta BTPATH
IUIOAY NS 3a3Ha4YeHOl IpynH jioeii nesizomuit. ITin wac koxHOT BariTHOCTI icHye BiporianicTs
PO3BUTKY BPO/IKEHUX BaJ, BTpaTu mioay abo iHmmx HeratuBHuX Haciiakis. B CIIA oninenuii
(GoHOBUI PU3HK PO3BUTKY BPODKEHHX BaJl T BTPATH TIJIOLY i/l Yac KJIiHIYHO BU3HAHOT BATiTHOCTI
CTAHOBUTH BiJ 2-4% Ta Bij 15-20%.

KiiHiyHa HiHHICT

Heeamueni nacaioxu nputiomy nikapcbko2o 3aco6y 6acimmumu JCiHKAMU y 36 'SI3KY 3 HAAGHUMU
3ax60pIOGAHHAMU Q00 He2amueHi Hacnioku 013 emMOPioHy ma niooy.

3acTocyBaHHs JiKapChKOro 3ac00y BariTHUMH 5KiHKAMU i3 aKTHBHOIO (hOPMOIO TyOepKy1b03y Mae
HEraTHBHI HACHIAKM JUIA 3/0pOB’S Marepi Ta HOBOHAPOKEHOTO, Taki AK aHeMis y Marepi,
NPUIHATTA MOJOTB HUISIXOM KECapeBOro pPO3THHY, MepejYacHi MONOTM, Maia Bara mpH
HapOJUKeHHI, aciKcis IpH HapO/UKEHH] Ta MepPUHATATIBHA CMEPTh HEMOBIIATH.

Laui

Hocnioxncenus na meapunax

[Tix 9ac gocmiKeHHs PernpoAyKUii Y TBAPHH, BAriTHHM LIypaM BBOIHIH OpaJIbHO NPETOMAHI/ Y
nozax 10, 30 ta 100 mr/kr Ha nemb nix uac onrorenesy (7-17 ami BaritHocti). V ypiB
CcrocTepiranach IOCT IMIUIAHTAIifHA BTpaTa IUIOAY 3a HAsBHOCTI TOKCHYHOCTI JJis marepi
(3MEHIIEHHs MacH Tifa Ta NOraHMii aneTHT) MpH 3acTocyBanHi 1031 100 MI/Kr Ha JeHb, MO y 4
pasu NEPEBUIIYE 103y PEKOMEH/I0BaHY JUIS MOAWHA Ha 103y 200 mr Buxoasun 3 AUC. He 6yno
BHSIBJICHO JKOIHOTO HEraTMBHOIO BIUIMBY Ha eMOpiodeTanbHuii pO3BUTOK IIYpPiB IIPH BBEJICHHI,
[i/] Yac OpraHoreHe3y, OpajlbHUM LIISIXOM /103, IO BJBidi NEPEBUIIYIOTH 1031 PEKOMEH10BaHi
And mojei. BariTHUM KpoJMKaMm BBOJMIIM IIEPOPATBHHM [UISIXOM NPETOMAHiA mig wac
opranorene3sy (7-19 ami arituocti) y nosax 10, 30 ta 60 mr/kr Ha nens. He cnoctepiranocs
KOJTHOrO HECHPUATIMBOTO BIUIMBY Ha PO3BHTOK IUIOAY, KOJIHM CAMMLSM BBOAWIM IMiA 4ac
oprasorene3sy (7-19 nui BaritHocti) 103u 10 60 Mr/kr Ha JeHs (mpubausHo y 2 pasu Giibiue 1034
PEKOMEHI0BaHOT /Ul moAuHK Ha 103y 200 mr Buxoasqn 3 AUC).

ITix wac nocnikeHHA NPEHATANBHOTO Ta OCTHATATILHOTO PO3BHTKY, Y IYPEHST HAPOKEHHX Bif
IIYpiB, AKAM BBOJMJIM JIO3H Bix 20 MI/KT Ha jieHb 3 6-20 JeHb BariTHOCTI, He crocrepiranock
KOAHUX Bajl po3BuTKy. IllypensTa, Hapo/pKeHi B mypis, sKiM BBOAMIH 1031 60 MI/KT Ha JeHb
(mpudmn3HO BABIYI OLMbIIE PEKOMEHA0BAHOT 1031 Ha 703y 200 Mr) Masm MEHILY Bary Tija Ta
3aTPUMKY Y PO3BUTKY. Ha (hOHI sIKOT po3BuBaBcs pednexc Bunmpsmienns. Taki HEraTHBHI HAC/iIKM
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BHIHKAIN 32 yMOBH BBE/ICHHS MaTepi TOKCHYHOT 1031 JiKapebKoro 3aco0y (BHXOSUM 3 BTpaTH
Bary Ta NoraHoro aneTuTy).

8.2 Jlakranis

Orasi1 pusukin

Hemac JaHuX mMOKO NPOHMKHEHHA NpeTOMaHixy Y TpyaAHe MOI0Ko abo #oro BIUIHBY Ha
BHPOOJICHHA MOJI0Ka a60 Ipy/iHe BUrOZOBYBAHHS JIMTHH. [Tperomanin 6ye usiBnennii y monowi
mypis (Que. Posoin «/lanir). Ockinbku niKapebkuit 3aci6 6y10 BUABICHO y IPYJHOMY MOJIOLI
TBAPHH, € BiPOTIZHICTB TOrO, IO BiH TAKOXK MPOHHKAE V JIONCBKE MOJI0KO. OCKITBKH iCHYIOTH
TOTeHUIAHI PH3NKH JUIA JAiTel, MO 3HAXOAATHCS Ha TPYIHOMY BHTOJI0OBYBaHHI, HeoOXiano GpaTn
A0 yBarn He JIMIIC NEpeBaru rpyAHOro BUTOAOBYBAHHS /Ul IUTHHH, a TAKOK KJIHIYHY moTpeby
Matepi B npuiiomi npenapary Ilperomaniz TabrneTku if Taxowx BPaxOBYBAaTH IOTEHIIHHMIN
HeraTuBHUIl BILUIMB npenapary [Ipetomanin TabneTkn Ha JAUTHHY, 110 3HAXOJUTHCS HA TPYIHOMY
BUTOZI0BYBAHHI, a00 HEraTHBHHIi BILTHB Ha JIMTHHY Bil CTaHy 3710poB’s marepi. ¥ pasi sk
npenapar IIperomanin TaGnetknm 3acTocoByeThes pasoM 3 GeakBiTiHOM Ta JIHE30/11/10M,
HEOOXIIHO TaKOJK BPaxoBYBaTH JaHi, IIOI0 BIUIHBY HA rOAYBAaHHS I'PYIUIIO JIKAPCHKUX 3ac0biB
OenakBifin Ta niHe3omia nmix vac mpuitomy wiei KoMGinami TikapebKux 3aco6is. O3HaliomTech 3
iH(opmaIlielo CTOCOBHO 3aCTOCYBaHHS Oenaksininy Ta niHe30mi Ay, mMO6 OTPHMATH GLIbIIE JaHIX
IIOJ0 3aCTOCYBaHHA OeAaKBiIiHY Ta THE30Ay Nia Yac rogyBaHHs TPYULIO.

Hani

Hocnioxcenns na meapunax

[1in yac nocniKeHHs NpeHAaTATLHOrO Ta MOCTHATAILHOIO PO3BHTKY, Yy HIYPIiB, AKAM BBOIHJIH
npeToMaHin y nosax 0,5 Ta B 2 pasu Ginbine K031 PeKOMEH10BAHOT LIS T0AMHA Ha 103y 200 Mr
(AUC) Bnponosk 7-20 1uiB BariTHOCTI, KOHIEHTpallis ikapchkoro 3acoby B Mosoni Ha 14 1eHb
ropyBanus 6yna B 1,4 ta 1,6 pasis BHIIOIO Hi% MakcHManbHa KOHLCHTPALLisl 1IKapCbKOro 3aco0y
Y MaTepHHCHKIi miasmi. HagBHicTs npeTomManiny B Moo LLypiB He nmepeabayac NPOHHKHEHHS
JIIKapChKOro 3aco0y B JIOACHKE MOJIOKO.

8.3 PenponykTuBHMII mOTeHNiaA y 0¢i6 KiHO90T Ta Y0/10Bi40T cTATI

besnnigaa

Honoeiva cmamo

3HUKCHHS PENPOIyKTHBHOI 3/1aTHOCTI Ta TECTHKYJIIPHA TOKCHYHICTh CIIOCTEpirajach y camiiis
IYypiB Ta MHIIEH, SKUM BBOIHJIH IPETOMAHI MepopaibHUM HUIIXOM. Taki Hacmimzku Oyn
MOB’5A3aH1 i3 TOPMOHANLHIMH 3MIHAMH, 30KpEMa i3 3HMKEHHIM piBHs inribiny B y cuposarui
KPOBi Ta iIBUILICHAM piBHEM (oTiKyI0CTHMYTIOK0YOTO rOPMOHY Ta HOTEIHIZYI0HOT0 TOPMOHY Y
TPU3YHIB [Ous. po3oin [Joxniniuna moxcuronozin (13.1)].

Ha nannii MOMEHT He MOXKHA OCTATOYHO BHKIIOYHTH 3HMKEHHS (bepTriIBHOCTI Ta TeCTUKYSPHOT
TOKCHYHOCTI Y YOJIOBIKiB.

8.4 llexiarpuune 3acTocyBanns

besneka ta edexrunicts npenapary Ilperomanin Tabrerku y TeJiaTpHYHMX TNAICHTIB He
BCTAHOBJICHI.

8.5 BUKOpHCTAHHS Y NAEHTIB MOXWIOT0 BiKYy

Kainiuni gocmimkenns koM6iHOBaHOT cxeMu 3actocyBanHs npenapaty IIperomanin Tabnerku,
OcnakBiliHy Ta TiHE30JI 1y He BKIIOYAIH TOCTATHIO KiTbKICTE cy0’ekTiB y Bili 65 pokiB i crapme,
06 BU3HAYUTH, YH BOHH PearyloTh N0-Pi3HOMY Bijl namicHTiB MOJIOIIIOTO BiKY.

8.6 3acrocyBanus nauicaram i3 nopymenasvn Gyukuii neyinkun

Brums neyinkosoi HegocTaTHOCTI Ha Gesmexy, edpekTHBHICTS Ta hapMakoKiHETHKY IpeTOMaHiay
HEBIIOMHUIA,

8.7 3actocyBanns nauicuTam i3 mopymennsaMu (pyHKUil HHpOK
Brums nupkoBoi HegoctatHoCTI Ha Oesnexy, eeKTHBHICTL Ta cbapmarcoxiuemn::x(‘ffp_f_:’rbmaﬂiny
HEBIiTOMHIA. s




10 MEPEJO3YBAHHSI

Hemae nocsiny mikyBanHs rocTporo nepeao3ybanis npetomanizom. Crliji BKUBATH 3arabHUX
3aXO/IIB JUIS TATPUMKM OCHOBHUX JKHTTCBO BAKIMBUX (GYHKIIH, BKIIOYaIOUN MOHITOPHHT
AMTICBO BOXKIMBUX mokasuukis ta EKI™ (intepsan QT) y pasi HaBMucHOro abo BHIAIKOBOIO
nepeo3yBaHHs.

11. OIMUC

ITperomanin — ne nepopanbuuii npoTHMiKoGakTepianbHuii npenapar HITPOIMiZA300KCA3NAY.
[IpeTomanin sBnsie co6oro nopomok Bia 6in0ro 10 Maibke 6i10ro a6o KOBTOro KOJbOpy. XimiuHa
Ha3Ba NpeToMaHiy — (6S)-2-HiTpo-6- {[4-(tpudropmeroken)penin]meroken }-6,7-auriapo-SH-

iMinaso[2,1-b][1.3Jokcasnn. Mosekynspua  dopmyna nperomaniny — CiaHi2F3N30s, a
MoneKysapHa Maca — 359,26. CtpykrypHa opmysia npeToMaHiny HacTyIHa:
o

ozN@/ i

Koxwua tabnetka npenapary I[Iperomania Tabnerkn micturs 200 Mr nperomaniny. HeaktuBHuMu
IHIPeJiCHTaMH € KOJIOIIHMI MIOKCHA KpeMHilo, MOHOTiZpaT JaKTO3H, cTeapaT Marito,
MIKPOKPHCTaJi9Ha [ETi0I03a, TIOBII0H, JaypuiIcyIbhaT HaTpilo Ta HATPiI0 KPOXMAJBIIHKOJIAT,

12 KJIIHIYHA ®APMAKOJIOI'1S

12.1 Mexanizm aii

Ilpetomanin — wme HiTpoimiza3ookcasuHoBHIi aHTHMiKOGaKTepiaTbHMI npenapar  [ous.
Mixpobionozis (12.4)].

12.2 ®apmakoaunamika

Enextpodisionoris cepus

Pannomizosane, mozsiiine crine, nuane6o- Ta NO3MTHBHO-KOHTPOIbOBaHE (MOKCH(IOKCAIMH
400 mr), nepexpecte, pereibHe gocmiukenns inrepsary QT nperomaniny 6yi10 nposeacHo 3a
ydacTio 74 3poposux jgopociux oci6. Ilpm 400 mr (8 2 pasm Ginbme 3aTBEPJIKEHOT
pexomeHoBanoi go3u) i 1 000 mr (y 5 pasiB Ginbime 3aTBepKeHOT PEeKOMEHI0BAHOT 103H)
OJTHOPA30BHX JI03 MPETOMAHIY He BUABICHO 3HAYHOTO epeKTy noAoskenns intepsary QT.

Y pocmivkeHni 1, maumienTn oTpumyBamH KoMGiHOBammii pekuM npenapary IIpeTomanin
Tabnetku, Genaxsininy Ta nine3omixy npoTsrom 6 Micsuis. Y skoaHoro narienta intepsanu QTcF
He nepesuiysanu 480 mc, a B 1 namienTa cnoctepiranocs nigsumenns QTcF micns Buxizmoro
piBHs noHazn 60 Mc.

12.3 ®apmakoKineTHKA

AUC i Cpax npetoManizy Gymm npubamsHo nponopuifiHuMm 1031 B aianazoni 0JIHOPA30BUX
nepopanbHuX 103 Bif 50 mr (0,25 pasm Bix 3aTBep/KeHOT peKoMeH0BaHOI 103u) 10 200 Mr
(3aTBEp/KEHa PEKOMEH/I0BaHa /103a); NIPH OJIHOPA30BHX 103aX, 110 nepesuiyots 200 Mr i g0
1000 mr (y 5 pasis nepeuutye pekomennoBany 103y), AUC Ta Cpax 3611b1yI0TECS MEHIT Hix
nponopuiiino so3i. CrauionapHa KOHIEHTpallisi IPETOMaHiTy y miasMmi KpoBi aocsranack
npubmm3Ho yepes 4-6 auiB nicns Garatopasoporo BeeneHHs 200 Mr, a KOe(illieHT HAKOIHYEHHS
Oye npubauzno 2

PapMaKoKiHeTHUHi MapaMeTpu MiC/s OAHOPAa3OBHX Ta 0araTtopasoBuX 103 [IPETOMaHIly ¥
3J0POBHX JIOPOCJIUX MALI€HTIB y3arajibHeHi B Tabumii 3.




Tabamust 3: Cepeani (SD) dapmaxoxinerununi napaMeTrpu HperoMaHily y 310pOBHX

I0poC/nX cyd’eKTiB B yMOBaxX HaTIIe 260 micast npuiiomy ki

Mapamerp IIK Oxanopasosa no03a Ouanopasosa no3a | Crabinsumii cran

200 Mr; HaTme 200 mr; nicas 200 mr QD;
npuiiomy i HaTIIe

Crnax (MKI/MI) 1.1 (0.2) 2.0(0.3) 1.7 (0.3)

AUC, (MKr*roa/mn) 28.1 (8.0) 51.6 (10.1) ¥30.2 (3.7)

AUCnr (MKreroa/mn) 28.8 (8.3) 53.0(10.6) ND

* Timax (ros) 4.0 (2.0, 6.0) 5.0 (3.0, 8.1) 4.5 (2.0, 8.0)

Vd/F () 180 (51.3) 97.0(17.2) ND

CL/F (n/ron) 7.6 (2.5) 3.9 (0.8) ND

t2 (rox) 16.9 (3.1) 17.4 (2.8) 16.0 (1.6)

* - mediana (minimym, maxcumym); " - AUC96 200, ¢ - AUC34 200; ND - He susnavacmoes.

BeMokTyBanHs

Bnaue inci

BBenenns nepopansHoi TabneToBaHoi 1031 PETOMAaHIy 3 BUCOKOKATOPIHHOIO TKEIO 3 BHCOKHM
BMicTOM xupy (mpubmusno 150, 250 ta 500 mo 600 Kanopiit 3 Ginka, ByrieBojiB Ta Xupy
Bi/INOBIIHO) 301mbIIII0 cepenHiii Cmax Ha 76 % Ta cepejiniit AUCinr Ha 88 % NOPIBHSHO i3 CTAHOM
roJIolyBaHHs (AMB. TAKOXK BUILEHaBeAeHY Tabunio 3).

Poznozin
3B’sI3yBaHHA IPETOMaHiTy 3 OiTKaMH IUIa3MH KPOBi CTAaHOBUTH NPHOIN3HO 86,4 %.

Busenenns

Jlnug. Buienaseneny Tabauiio 3 IS OLIHKH OYEBHIHOTO MePOPAILHOIo KJIIpeHCY Ta Mepioay
HalliBBUBEICHHS TIPETOMAHIY.

Memabonizm

IIpeTomanin MeTaboMi3yeTbCs MHOKHHHMMH BiTHOBHHMH Ta OKMCIIOBAJIBHHME LLIsIXaMH,
[IpHYOMY JKOZICH LUIAX HE BBAKACTHCA OCHOBHMM. JlOCIHI/UKEHHA in Vitro 3 BHKOPHCTAHHAM
pexombinanTHoro CYP3A4 npoxemoncTpyBamm, mo ueil epMeHT Bianosigae npuOIM3HO 3a
20 % merabosnisMy npeToMaHizis.

Excrpeyis

Y 310pOBHX JIOPOCIMX YOJOBIKiB, AKi oTpuMyBamn 1,100 mMr mepopamsao '“C- pazioaKTHBHO
MIYEHOT0 NPETOMaHiy, cepeaHe 3HaYenns (SD) 53 % (3.4 %) panioakTHBHOI 103U BUBOIHIOCE
i3 ceyero 1a 38 % (2,7 %) 3 KajuoM, NepeBakHO y BHIVISAI MeTaGoIiTiB; npubmsuo 1 %
PanioakTHBHOT 1031 BUBOJMBCSA i3 CEUEIO Y BUIVIA/AI HE3MIHEHOTO IPETOMAHIY.

Ocobnuei nonyasuii

Knini4no cyrresnx Binminuocreit y hapmakokineTuiti NPETOMaHITy He CIOCTEPIra1ocs 3a1ekKHO
BiJl CTaTi, MacH Tija, pacu (YOpHuit, 6inuit abo immmit), crarycy Tyoepkynbo3y nereun (I1IJIC,
HENEePEHOCHMICTD JliKyBaHHs ab0 HepearyBanHs Ha jikysauus MJIC), a6o BlJI-crarycy. Brums
HUPKOBOI b0 MeYiHKOBOT HEIOCTATHOCTI HA (PAPMAKOKIHETHKY NpeToOMaHiy HeBiToMHuii.
JocnijukeHHs B3aeMoJIii JTiKiB

Kniniuni oocnioncenns

Egasipens: Onnouacue 3acrocyBanss 200 mr (1 pas ma m06y) nperomaniny 3 edasipenuom
600 mr (1 pas Ha 106y) MpOTATOM 7 JHIB MPH3BENIO /10 3MEHILIECHHS cepeansoi AUC npetomaniny
Ha 35% Ta Cmax Ha 28%. Cepemns AUC T1a Cpax edaBipeHily HE BIUIMBAIM Ha TpHIiOM
IPEeTOMaHi1y.

Jloninasip/pumonasip: OpuodacHe 3actocyBaHus 200 Mr nperomaniay (1 pa3 Ha a00y) 3
noninasipom/puronasipom 400/100 mr (2 pasu Ha A00y) npotsarom 7 AHIB NPHU3BEIO JI0
sMenwenns cepeanboi AUC nperomaniny Ha 17% Ta Cmax Ha 13%. Cepeanst AUC Ta Ciax
noninasipy smMenmyBsamuch Ha 14% 1a 17% Bianosiauo npu 3aCTOCYBAHHI 3 PeTOMaHiIOM.
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Pugpanininin: Ognouacne 3actocysanus 200 mr nperomaniny (1 pas na 100y) 3 600 Mr pudammniny
(1 pa3 Ha 100y) mpoTarom 7 AHIB NpH3BeENO /10 3MeHIIeHHs cepearoi AUC npeToMaHijay Ha 66%
Ta Cmax Ha 53%.

Mioasonam: OpnouacHe 3actocysanus 400 mr (Bapiui Gibire pexomenaoBaHoi jgo3u) QT
npeToMaHiay npotsarom 14 jiHiB Ta 02AHOPa30BOI HEPOPATLHOT 1031 2 MI Mijazonamy Ha 14 neus
MpU3BEIN 10 3MEHILICHHS cepeiHbol AUC migazonamy Ha 15% 1a Cmax HA 16% Ta 30insnIeHys B
1-rizpoxenminazonami cepeausoi AUC Ha 14% i Coax Ha 5%.

Hocnidxcenns in vitro, de nomenyian 63acmooii 3 AKApeyKuMu 3acobamu 0ani ne oyineascs
Deprenmu yumoxpomy P450 (CYP): CYP3A4 izirpae pons y metaGoiami npeToMaHiaiB, T06T0
1o 20%. Ilpetomanin me e cy6erpatom CYP2C9, CYP2C19 1a CYP2D6. IIpetomanin He e
inribitopom CYP1A2, CYP2C8, CYP2C9, CYP2C19 ta CYP2D6 Y KJIHIYHO 3HAYyIUX
KOHICHTPallisiX Ha OCHOBi JOCIi/UKeHb in vitro. IlpeTtomanin He € iaykropom CYP2C9 abo
CYP3A4.

Ipancnopmni cucmemu: JIocTiIUKeHH s in vilro BKa3yloTh Ha Te, 1O NPETOMAHIA CYTTEBO iHribye
Tpaucnoprep npenapatis OAT3, 1m0 Moke NPU3BECTH JIO [T IBHIIEHHS KOHIIEHTPAITii Ipenaparis
cyberpary OAT3 npu KITiHI9HO 3HAYYIMMX KOHIIEHTPAITiAX nperomanigy. KimiHI9HHX 10CHiKEHD
B3a€MO/Iii TiKapehKuX 3aco0iB i3 cyberpatamu OAT3 He HpoBOAMIOCH.

Hocnijokenns in vitro mokasanu, mo npeToMaHia He iHribye mogaceki OATI, OC 11, QCT2,
OATI1BI, OATPIB3, BCRP, BSEP, P-gp, MATEI T1a / a6o MATE2-K, omocepeakoBamuii
TPAHCTIOPT IPH KIHIYHO 3HAYYIIMX KOHIEHTpALisAX npeTomaniny. IIpetomaniz e € cyberparom
OATI, OAT3, OCT2, OAT1BI1, OATP1B3, MATE1, MATE2-K, BCRP Ta /a6o TPaHCHOPTepH
P-gp.

12.4 Mikpobionoris

Mexani3m zii
I[Ipenapar Ilpetomaniny Tabierku - e HITPOIMiZa300KCA3ZMHOBMIL aHTHMiKoOaKTepia b HUMA

npenapart. llperomanin BouBac M. tuberculosis, M0 aKTHBHO PO3MHOXKYETHCS , PHTHIYYIOUH
OiocHHTE3 MIKOIEBOi KMCIOTH, THM caMHM OJIOKYIOUM YTBOPEHHS KITHHHOI CTiHKM. B
aHaepoOHMX yMOBAX MPOTH HEPO3MHOKYBAIBHUX OaKTepiii IpeToMaHis i€, SK MXanbHA OTPYTa
[ic/sl BUAINIEH s OKCHTy a3oty. Bei ui Aii BUMaraioTs HiTpoBiAHOB/CHHS NpEeTOMaHILy B KJIITHHI
MikobakTepiii 3a lonomororo aesasadasin-sanekHol HiTpopeaykTasu Ddn, sika 3a7eXkuTh Bix
BiHOBIEHOT (opmu KkodakTopa Fazo. BinHosnenns Fax 3mificHIOETBCS 3a A0mOMOrow Fao-
3aJIeXKHOT TII0K030-6-pocdaTaeriaporenasu, Fgdl.

PesucrenTtHicTts

Myrauii B m'stu resmax M. tuberculosis (ddn, fgdl, fbiA, fbiB i fbiC) Gy mos’ssani 3
PE3UCTEHTHICTIO 10 mperoMmaniay. IIpoaykTd umx rewis GepyTs y€acts y OiopeaykTuBHii
aKTHBALLi TpeToMaHiny BeepeanHi Gakrtepianbuoi kiitmam. He Bei i30714TH 3 MigBHIIEHUME
MIHIMAILHAME iHTiOyr0unMn konuenTpanismu (MIK) MaroTh MyTauii B AX reHax. o CBiA4HTH
Mpo iCHyBaHHS NpHHAMMHI e OMHOTO MeXaHi3My pe3mcTeHTHOCTI. YacToTa PO3BUTKY
PE3UCTEHTHOCTI 10 NPETOMAaHiy in vitro xomianack Bix 10-7 1o 10-° mo B 2-6 pasis Ginbme
MIK nperomaniny. CriocTepiracTbes nepexpecHa pPEe3HCTEHTHICTH NPETOMaHily 3 iHIIMMH
CIOJTYKaMH TOTO X KJIacy.

AHTHMIKpoOHa aKTHBHICTh

[Iperomanin mponemoHcTpyBaB in vitro akTHBHICTE npoTH Komiuiekey M. tuberculosis.
[Iperomaniz Takok NpoaeMOHCTPYBaB aHTH-M. TyGepKyibO3HY aKTHBHICTh Ha TBAPUHHUX
MOJIEJIAX TYOCPKYIbO3Y (Ous. ITokaszanns ma sacmocysanns (1)).

Ha monensix mutmasoro TyGepkynbo3y komGinanis 3 npenapatis mpeToManizy. OenaxBininy Ta
TiHe301 1y OLIBIOI0 MipOIO 3HIKYBAIA KUTBKICTE GaKkTepiil y Nerensx i mpH3BOAMIA 10 MEHIIOT
KiJIBKOCTI penuauBiB Yepe3 2 1a 3 Micsui nic/s Tepanii mopiBHAHO 3 KOMOiHALIAMY NpeToOMaHity,
OenakBininy, i ninesonia.

Y kniniunomy nocnipkenni 1 MIK nperomaniny BH3HAaYamM 3a J0MOMOTOIO TPYOKH iliHKaTOpa
pocty mikobakrepiii (MGIT). Basosnii pisens MIK npetomaniny s izonstie M. tuberculosis y
JocizkeHHi komBases Bi 0,06 10 1 Mkr/mi. e
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Merto/11 11epeBipKH YYTANBOCTI

s orpumanns indopmanii cneniaibHOro npu3HaYenHs mo10 KPUTEPITB TECTY HA YYTJIMBICTH Ta
BIIMOBIHUX METOJIB TECTYBAHHS Ta CTAHAAPTIB KOHTPOIIO AKOCTI, BH3HAHMX FDA 1S 1boro
npenapary, aus.: www.fda.gov/STIC.

13 JOKJTHIYHA TOKCHKOJOTI'TS

13.1 Kapuunorenes, Mytaresnes, nopymennst epruisuocti.
Kapuunorenes

JlocmiKeHHs KaHIEPOreHHOCTI IPETOMaHi/ly He 3aBepIeHi.
Myrarenes

Ik B aHai3i 380pOTHOT MyTauii GakTepiil in vitro, Tak i B anamisi aGeppauiii XPOMOCOM CCaBIIiB in
Vitro 3 BHKOPHCTAHHAM KIITHHHOI JIHIl SCYHHUKIB KMTAiICHKOTO XOM' UK He BHSBICHO JKOJIHIX
MyTareHHHX a0o KracToreHHHX edexTiB. [IpeToMaHi HeraTHBHO BILIMBAB HA KJIACTOTEHHICTS y
MIKPOSIEPHOMY aHaJIi3i KICTKOBOTO MO3KY MHIII.

MeraGouit npeTomaniny 6yB MyTareHHHM NpH anami3i GakrepianbHOT 3BOPOTHOT MYTallil.

Lleit merabonit cranoBuTh npubGIM3HO 6 % Bia BHMBY Ha moauny (AUC) nperomanizniB npu
MaKCHMAaJIbHO PEeKOMEH0BAHIIT 1031 1718 JIIOAHHH.

[TopymenHns ¢epTuibHocTi

Y Jocmikenti (epTHIBHOCTI Ta 3arallbHOTO PO3MHOKEHHS IIYPIB VY CAMILB HIypiB, 10
OTPHUMYBAJIH NEPOPAILHO NMPETOMAHIL HPOTSToM 13-14 TIKHIB, GepTHIBHICTE 3HIXKYBanacs pH
30 Mr/kr/nody, a nosre Gesmnians HactaBano mpu 100 mr/kr/noGy (npubamsuo B 11 2 pasu
Oinbine, HX y JMIOAMHYM eKCTO3UIA TpH A03i 200 Mr Binosiano). [lpu 103i 100 MI/Kr/100y y
YONOBIKIB crocTepiranacst atpodis A€YOK, BKIOYAIOYM TiMOCTIEPMiI0 B eMiIHAMMATHHIX
KaHaIBLAX Ta (POKAIbHY emiTe/ialbHy Tilepuiasiio eniterio KaHatsleBnx ermiammmie. [Ticus
10-TixHeBoro nepioay Ges yikysannsa i eeKTH YacTKOBO 3MIHHJIMCH Y CAMIIIB LIYDIB, SKHM
AaBaiy npeToMania y 103i 30 mr/kr/no6y, ane me npu x03i 100 mr/kr/go6y. Lli epextu Oymm
OB 5I3aHi 3 TIABUIIEHHSM PiBHA (OCHHKIOCTHMYITIOIOUOTO TOPMOHY B CHMpoOBaTli KpoBi Ta
SHIKEHHSM KOHIeHTpauii iuriGiny B y cupoBatui kposi. He cnoctepiranocs edekrty
NPETOMAHIY y CaMIliB IIypiB, IO OTPUMYBAIH JIKyBaHHS NPOTAroM 13 THXKHIB npu 103i 10
MI/KI/06y (MpHOIHM3HO TMONOBMHA Bijl BIUIMBY Ha JHOAMHY TpH 103i 200 Mr). IIperomanin ne
BIUIMBAB HA MapyBalbHY MOBEAIHKY y CaMOK WIYpiB, 10 AKHX MEPOpabHO 3acTOCOBYBAIH
npeToMaHiay 103i 100 Mr/kr/no6y npoTsroM ABoxX THXKHIB (IpHOGTH3HO BABiUi Gi/ibine, Hik BIUTHB
Ha JIOJIUHY ).

TectukynspHa TokcHuHicTh Oyna NpUCYTHA y MHMIIEH-CaMILiB, IO OTPHUMYBAJIH NEPOPATHHO
npoTsrom 13 TiokHiB 103y 20 Mr/kr/n06y [npuban3HO A0piBHIOE BIMBY Ha moaunry (AUC) npu
71031 200 mr]. V mumeif, SKHM BBOAWIN NPETOMAHIA y 1031 6 Mr/kr/no0y (0,2-kpaTHuii BrMB Ha
moauHy npu 103i 200 Mr), He cniocrepiranocs no6iuHuX epeKTis Ha seuka.

Tectukynspra TokcHyHiCTh crocTepiraiach y camuiB mypie micas 7 ado 14 amis npHiioMy
nepopaibHo npetomManiny no 100 mr/kr/no6y (npubiu3Ho B 2 pasu Ginbre. HiXk BIUIMB Ha MOIUHY
npu go3i 200 wmr). Edextn Gymn 4acTkoBo 06OpOTHHMH IPOTAroM 6-MiCAYHOro mepiomy
BIJIHOBJICHHS IICIs NIKYBaHHs Y LLYpiB, sKi OTPHMYBAJIH PETOMAHIL IpoTsAroM 7 JHiB, aje He 14
JIHIB,

Y 3-MicSYHOMY I0CTI/UKEHHI y CTATEBO3PLINX MABM, IKHM BBOIHIH > 150 Mr/Kkr/mo0y (mpubausno
B 3 pasm Oimblie, HiX BIVIMB Ha MoanmHy mpu 703i 200 mr), Oyno BiA3HAYEHO 3HHIKEHHS
PYXJHBOCTI CHEPMH Ta 3arajbHOl KiTbKOCTI CHEpMH Ta 306iIbIICHHS aHOMAILHOIO
CIiBBIIHOIIEHHS CTIEPMH.

13.2 Toxkcukoorist TBApHH T2/260 papmaro.ioris

Karapakra cnoctepiramacs y mypis, AKi OTPHUMYBAIH IPETOMAHI y noszax 300 mr/xr/mody
nporsrom 13 txnis abo 100 mr/kr/n06y nporsarom 26 tuxkuis. He CIIOCTEPIrasocs KaTapakTH y
LY PiB, AKMM JaBAIH [IEPOPATLHO NIPETOMAHIN Y 1031 30 Mr/kr/106y (npubmsno B 2 pasu Olibine
BILUIMBY Ha JIIOJMHY 1ipH 1031 200 Mr) npotsarom 26 THKHIB. <



Y MaBlIl, SKHM IIPH3HAYAIH [IEPOPATLHO MpeToMaHia y 103i 450 MI/Kr/100y nporsroM 4 THKHIB
Ta 300 Mr/kr/106y npotarom me 12 THKHIB, KaTapakTa He COCTEPIranacs: B Kii J103yBaHHSL. aje
PO3BHHYJIACh NPOTAIOM 13-THXXHEBOTO Mepiojly BiJIHOBICHHS Micas JiKyBaHHS. Y NOJaJIbIIOMY
JIOCIIJUKCHHI KaTapakTH He crocTtepirazocs micas 13-THAKHEBOTO JIKYBaHHS HPETOMaHIIOM
nepopaibHo 1pu 103ax 300 Mr/kr/a06y abo npotsrom 20-THKHEBOTO MePiojy BiAHOBISHHS Mics
nikysanHs. Kpim Toro, He cnocrepiranocs karapakTu Y MaBM, SKUM BBOJMJIM IEPOPAILHO
npeTomMania y 7103i 100 Mr/kr/n06y npotsrom 39 TkHIE 3 12-THKHERHM BLIHOBICHHSM Micis
nikysanns, Le npuGansno B 1-2 pasu Ginbine BIUMBY Ha HOTHHY npu 103i 200 mr (AUC).

14 KJIHIYHI JOCJIIKEHH S

Hocnikenns 1 (NCT02333799) 6y10 BiAKPHTHM OC/LTKEHHAM, IIPOBE/ICHUM Y TPBOX HEHTpax
y Iliegenniit Adpumi 3a ywactio nauientis i3 mmpokowo jikapchkowo crifikicTio (IIJIC) abo
HENePeHOCHMICTIO 10 mikyBaHHS a6o cTilikum MyasTHpesucTentHuM (MJIC) TyOepKyJIb030M
(TB). IT’staecar micte (51%) nauientis 6ymu BUI-nosutusrumu. [lamicHtn OTPUMYBAJIH
KOMOIHOBaHMii peKMM 3acTocyBaHHs npenapaty IIperomanin TaGnetku, Oenakpininy Ta
JHE301i/1y NPOTATOM 6 MicALIB (IPOOBKEHO 10 9 MicsiiB y 2 nauieHTiB) i3 crocTepeKeHHAM
1posirom 24 micsiuis; Ioyarkosa po3a Jine3ouiay cranosmia 600 mi- upiui na 106y abo 1200 mr:
OauH pa3 Ha no0y. 107 3i 109 3apeecTpoBaHHX MalliCHTIB NPOXOIHIN OLIHKY VIS NEPBUHHOIO
aHajli3y epeKTHBHOCTI, a IBOE NALICHTIB 3aTHINATNCE Y CMIOCTEPEKEHH] 3a MEPBUHHOIO OLIHKOIO
pe3yJIbTaTiB.

Hesnauy sikyBanis Bu3Hauamy Ak 4acTory GakTepionoriynoi HexoeTaTHOCTI (peindeKiii

- NCPCTBOPCHHS KyIbTYPH Ha TNO3HTHBHHH craryc i3 pisHmM mtamom M. tuberculosis),
OakTtepionoriunmii penuaus (mepexia KyIbTypH HA MO3HTHBHUIL CTAaTyC 13 THM CaMHM IITAMOM
M. tuberculosis) abo kniHiuHa HepoOCTATHICTH uepe3 CIIOCTEPEKEHHA 10 6 MICALIB micis
3aKiHYeHHs JiKyBaHHs. Pesymbrarm mpencrasneni B taGmuni 4. 3 107 omiHeHHX nauieHTiB
pesynpTaT KinacudikyBamuck sk yemix s 95 (89%) nmauienTtiB Ta HeBmaua s 12 (11%)
nanieHTiB. PiBeHb yCHiHOCTI 3HAYHO NepeBHIIMB icTOpHYRI Mokasuuky yemimuoceti HIJIC-Th
Ha OCHOBI Or/IsAYy Jitepatypn. Pesynbratu 6y nonibuumu sk s BUI-HeraTuBHUX, TaK i uis
BIJI-no3utuBHUX nanieHTiB.

Tabauus 4: PesyabTaT yepes micTh Micanis micas 3akinuenns JIKYBaHHS

Beboro | HIJIC -TH | TI/NR MUIC -Th
Pesyabtat | Beboro oninoerses 107 71 36
Venix  (HeratuBHuMil  cTatyc
[TosutuB. |uepes 6  wmicamiBp  micis 95 63 (89%) 32 (89%)
JiKYBaHHS) (89%)
CmeprHi BHDIAaaKu 7 6 1
Heratus. Peryms niciist mikyBaHHs 2 1* 1
Bunyuenns, BTpaTa
NOAAJBIIOTO  CIOCTEPEHKEHHSA 3 1 2
abo
3a0pyHeHi KyIbTypH
[ToBHa HeBmaya 12 8 (11%) 4(11%)
(11%)
TUNR MIIC-Tb = wuemepeHocHMicTh 40 IiKyBaHHA a0 CTilKHil MYJIbTHPE3UCTEHTHHIH

Tybepkynpos3: IIJIC -Th = Ty6epky1603 3 MIUPOKOIO JHKAPCHKOIO CTIHKICTIO.

16 AK MOCTAYA€TBCS/3BEPITATBCSI TA TPAHCIIOPTYCTLCSI
IIpenapar Ilperomanin Tabnetkn mo 200 Mr ynakopani B 6ii KpyT/i TUISIIKH 3 NOJHETHIICHY
BHCOKOI IIUIBHOCTI 3 MOINPOMNJICHOBOK KPHIIKOIO, i3 3aXHCTOM Bij Jireit, abo B Giuictepu, i3
3aXHCTOM BLJ JTCH, IO CKIANAlOThes 3 MOMIBIHLIXI0PHAHOT IUTIBKH 3 (JoNBroio Ta 11a1epoBoOIO
M1 IKJIIKOIO. ;




IIpenapar Ipetomanin TaG:erku no 200 Mr - 1ie TaGieTKy B 6110r0 a6o Maiiske 0110r0 KoJbopy,
OBaJILHOT hopM 3 THCHeHHsM M 3 oHOr0 Goky Ta P200 3 inmoro.

NDC Howmep Po3mip
49502-476-26 [To 26 TabneTox B AL
49502-476-14 bricrepua ynakorka 3 14 01801030BMM OtHHLSAMH ( ] CTpHUN
_ 1o 14 Tabnertox)
49502-476-72 Ilo 182 taGnerku B musimi

36epirati npu Temneparypi nmxye 30 °C (86 °F).
Bianyckaru Tinbku B opurinanbhiii ynakosii Ta 30epiraTu ynakoBKy IIiJIbHO 3aKPHTOR.

17 IHOOPMANIA IS KOHCVYJIBTALII IMMAIIICHTIB

Hopaxbre nauienty o3malioMuTHCS i3 3aTBep/UKeHUM Anminictpanieio CIIA 3 xapuoBnx
NPOIYKTIB Ta JTKapesKuX 3ac00iB MapKyBaHHAM JUIs NALieHTa ( [Hdopmariis npo gikapeskuii 3aci6
JUIS TalieHTa).

Baximusa indopmanis npo oamouacHe 3acTOCYBAHHS IpenapaTy lIperomania TaGaerku y
Kombinawii 3 Ge/lakBininoM Ta niHe30i10M

* Heobxinno nopaauty nanienram ato ocobam, SKi AOIIS/1aI0Th 32 HUMH, 1110 KOMOIHOBaHa cXxema
3acTocyBanHs npenapaty Ilpetomania Tabnerkn, Genakpininy Ta mimesonizy NpHU3HAYeHa Juis
nauiedtis i3 IIIJIC-TB a6o 3 HenmepenocumicTio nikysauns abo MJIC-TB, mo He pearye ma
JKYBaHHS.

* Cnix mpoiHeTpykTyBatH mamientiB aGo ocif, sKi A0rIANAOTH 3a HUMH, IO HeobXiaHO
3aCTOCOBYBAaTH KOMOIHOBaHMH PEKHM 3aCTOCYBaHHS npenapary Ilperomanin Ta6nerxn,
Oenaxsininy Ta JgiHe301i 1y MIIIXOM besnocepenuboro cnocrepeskenns (DOT).

* HeoOxinno npoindopmysarn mauientis npo npoGnemu Ge3mexu, mos’szani 3 JHE30I110M i
OenaksininoM, Takox nopaakTe maLicHTy a60 0cobaM, SKi IOTISIAIOTS 33 HUl MH, O3HAHOMHTHCS
3 IHCTPYKILI€IO JUISE MEIWYHOTO TIPH3HAYEHHS IS OenakBininy.

* HeoOxinno mpoindopmysatn namienta a6o ocody, ska morisaae 3a HUM, IO mpenapat
Iperomanin Tabnetku, skuii 3acTOCOBYEThCA y KOMOIHALIT 3 GeTaKBiTIHOM Ta JTiHe301 110M, MOXe
OyTH 3actocoBaHMM smine aopocaMMu mamientnmu i3 IIIJIC-TB a6o 3 HETIEPEHOCHMICTIO
JaikyBaHHs a60 3 MJIC-TB, mo He pearye na nikyBaHHs. Lls cxema He mokasana /uia JiKyBaHHS
naTenTHOi indeknii abo mozanereneroi indexuii, cnprunnenoi M. tuberculosis, TyGepKyIb03y
YYTIUBOTO JI0 JiKapchKHX 3aco6is, abo IIIJIC-TB, mo ne mae HCIEPEHOCUMICTD JIIKYBaHHs a60
HE pearye Ha CTaHAapTHY Teparriio.

ITo6iuHi peakitii

HeoGxinno mnosizomMuts nauiestis, mo mpu KOMOIHOBAHOMY 3aCTOCYBAHHi Tpenapaty
IIperomanin Tabnerku, Genaksininy Ta JHHE30/1ily MOXKYTh BHHHKHYTH HACTYIIHI cepiio3ni
noGiuHi peakuii: nOpymeHHs (EPMEHTIB NeYiHKH, Mi€Jlocynpecis, BK/IIOYAIOYH aHEMilo,
nepupepuyHa Ta ONTHIHA HeHpoNaTis Ta MOPyIICHHSA CCPLEBOIO PHTMY.

ITepudepuyna ta 30popa Heiiponaris

Cuix mopamuTH nauieHTaM HeraifHo NOBIIOMHTH CBOTO JKapsi, KO y HHX CHOCTEPiralThes
3MIHM 30py TiJ wac Tepanii jinesonizom. Heo6xixHo KOHTPOJIIOBATH 30poBY (YHKIIIO y Beix
NALiCHTIB, AKI OTPUMYIOTH JiHe3omin. HeobximHo TNOPAJUTH TALi€HTAM OTPUMATH IIBHIKE
oranbmooriube 06CTeReHH S, AKIIO Y NALEHTA CHOCTEPITAIOTHCS CUMIITOMH TIOPYLICHHS 30DY.
[Ipn 3acrocypanni nmiHesomimy MOKYTh BHHMKATH 0/aTKOBI cepio3Hl nobivHi  peakiti,
BKJIIOYAIOUH CEPOTOHIHOBUIT CHHIPOM, JIAKTOAIHI03 Ta CYIOMH. 3BepHiThes 10 iHdopManii npo
NPU3HAYEHHS JIHE30M1i1y. MO0 OTPUMATH JI0JIaATKOBY inpopmanito moxo mmux cepiiosmux
noOIYHUX peakiiii.

UpuuuHeHHs 3acTOCYBAHHS JNHE30TI1Y /IS YCYHEHHS I00IYHIX peakiii




Ci1it mopaauTH nauieHTaM, Mo A03yBaHHs niHe301ity Moxke OyTH 3mineno aGo nepeppano min
4ac Teparmii /1A YCYHCHHs BiAOMHX MOGIYHHX peakitiii JIHE30MITY, TAKuX sIK Mielocyrnpecis,
nepupepuyna Helipornaris Ta Heiiponaris 30poBoro HepBa.

JoTpumanHs pexumy mikyBanus:

HeoOxino noBijoMuTH namnienris, mo npenapat llperomanin Tabnerkn Heo6xino npuiimati gk
YaCTHHY KOMOIHOBaHOI CXeMM JIKyBaHHS 3 OCIaKBiTiHOM Ta minesonigom. Heobxigno
MiIKPECIUTH JOTPAMAHHS [TOBHOTO Kypey Tepanii. Ci1it nopaauTH namicnTam, mo, xo4a 3a3Bnyait
Ha MOYATKy Kypey Tepamii 3a3BHYAil CIOCTEpiraeThes MOMIMIMEHHS CaMOIOYYTTS, JIKH CTij
NPUAMATH TOYHO BiANMOBIZHO 10 IHCTPYKIili MPOTArOM MOBHOI BCTAHOBIEHOT TPUBAOCTI
Ao3ysanns. Ilponyck 103, BiIMIHHHX Bin pekomeHgawiii niKkaps, abo He3aBepIIEHHS MOBHOIO
Kypey Tepamii Moxke (1) 3HM3MTH epeKTHBHICTH HeraiiHOro MKyBaHHS 1 (2) 30inbmIMTH
HMOBipHiCTE TOro, mo iX MikoGakTepii MOKYTH PO3BHHYTH DE3UCTEHTHICTh i XBopobGa mHe
NiIACTBCA JIKYBAHHIO 3a JOMOMOTO pexuMy abo iHmMX aHTHOAKTepiabHUX MpenapaTis B
MaiOyTHEOMY.

[HCTpYKILiS 3acTOCYBaHHS

HeobXinHo npoindopmysaty nauienTi npo Te, 1mo6 sonu NPHIIMATIH CXeMY pa3oM 3 Bxero. Jlo3u
KOMOIHOBaHOTO pesxkuMy npuiiomy npenapary [Tpetomanin TabneTii, OenaxBininy Ta TiHe30iTY,
nponymeHi 3 MipKyBaHb 0€3MeKH, MOXHA KOMIICHCYBATH HanpuKiHLi JikyBanug: Jlo3u
JiHE30My, NpoIyIIeHi Yepe3 no6igui peakuii sinesoniny, e e komnencysatu. Skio npuiionm
Oenaksininy Ta/abo npenapary Iperomanin Ta6nerku Ha3aBAUIM NPUNHHEHO, CJI IPUIHHHTH
BeCh KOMOIHOBaHMIf peskuM npuifomy Tabnetok npeToMaHiny, Oenakpininy ta ninesosniny.
3acTocyBanns y MAai€HTIB 3 NeYiHKOBOK a60 HUPKOBOIO HEIOCTATHICTIO

HeoOXifHO mopajuTh NamieHTaMm MOBIIOMHTH CBOTrO JiKaps, AKIO BOHM MAlOTh B aHAMHE3i
npobnemu 3 nevinkolo abo Hupkamu. Besmeka Ta e(eKTHBHICTE KOMOIHOBaHOTO peKUMYy
3acTocyBanHs npenapary Ilperomanin TaGnerku, Genaksininy Ta TiHE30MiAy y monyssuisx i3
NopymeHHsM QYHKIIT neyiHKH ab0 HUPOK He BCTAHOBJICHI,

3aCTOCYBaHHSI 3 ANIKOTONIeM Ta iHITUMM JTIKAPCHKUMHU 3ac00aMu

Heo0xisHo mopaauty nauienTaM 06roBOpHTH 3i CBOIM JlikapeM inmi JiKapeeKi 3aco6u, AKi BOHH
NpUiiMAlOTh, Ta iHINi 3aXBOPIOBaHHA MeEpe] MOYAaTKOM MKyBaHHA mpenapatom Ilperomanin
Tabnerku.

HeoOXiHO pexkoMenayBaTH mamieHTaM yTpUMyBaTHCS Bin AJIKOTOJII0, TI'eNaTOTOKCHYHUX
Tpenaparis i pOCIHHHEX MPOIYKTIB.

IncTpyxnii moso 36epiranns Mopaxste namicuTanm 36epiratn npenapar ITperomanin TaGuetkn,
OeiakBiliH Ta NiHe30.1i1 npH KiMBaTHi TeMnepaTypi HuKue 86°F (30°C).
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Indopmanis npo aikapesknii 3acié aas nanicara

Ipenapar Iperomanin Tabaerkn (Pre-TOH-mah-nid) o6mexeni Ipynm
Sky maiipaxmpimy indopmaniio s noBumen 3uaTH npo KomOinoBaHuii  pexum
3acrocysanns npenapary Iperomanin Tadaerin, 6eraxsininy Ta ginesominy?
[Mpenapar Iperomanin Tabuaerkn npmnavenwnii s BHKOPHCTAHHS JIHIIE K Y9aACTHHA
KOMOIHOBAHOT cXeMH aHTHOIOTHKIB, fIKa BKIIOYAC mpemapar IIperomanin Tabaerkn,
OenakBinin Ta xinesoix.
JliyBanns kombinosanoio cxemorw npenmaparom Ilperomania Tabaerkn, depakpigin Ta
JHE30J1i/1 MOKe BUKJIHKATH cepiio3ni nobiuni peakuii. Jus. «SIki Mokampi modiuni peakuii
KOMGIHOBAHOTO pekuMYy 3acTocyBanns npenapary Iperomanin Ta6ieTkn, Oexaksininy Ta
JiHe30iy 7»
IIpounraiite Indopmauiio mpo mikapcekmii 3aci6 ans mauienta, sKHil OCTAYAETBCS 3
OenakBiniHoM. 3BepHiTECA 10 CBOTO Jikaps 3a indopmaricio npo minesomis. Cepiio3ni nobivsni
peaxuii, sKi MOXYTh BHHHKHYTH TpH TIpHiiomi OelakBimiHy Ta JHE30Mily, TAKOXK MOXKYTh
BHHMKHYTH IIpH KOMOiHOBaHOMY 3acTocyBaHHi npenapaty ITpetomania TaGieTkir. OenakBuliHy
Ta JIiHe30iy.

flka xombinoBana cxema 3acTOCYBaHHA NpPeNapaTy [Iperomanin Taduerku, Gexakpiziny Ta
aiHeszoniay?

[Tpenapar Ilperomanin Tabnerku — ue mikapebkuii 3aci6, mo Bimmyckactses 3a peuenToM, Mo
BHKOPHCTOBYETBCA K YaCTHHA KOMOIHOBAHOT CXeMHM JIiKYBaHHA 3 Ge1aKBiIiHOM Ta TIHE30iI0M.
KowmbinoBana cxema sactocysanns npenapaty ITperomanin TabieTku, Oenaxsininy Ta piHe30MiAy
BKJIIOYAE TPH AHTHOIOTHKH 32 PELENTOM, fKi BHKOPHCTOBYIOTHCA Pa3’oM y JOPOCIHX JUIS
nikyBaHHs Ty6epkymbosy (TB) nerenis, siki MaroTh mmpoky nikapewky criiikicts (IIIJIC) abo
HETICPEHOCHMICTD 10 JTiKyBaHHA abo cTilikuii MyabTHpesncTenTHIii (MJIC) Ty6epkynso3 (Th).
IIpenapar ITpetomaniz TabneTkH He IPU3HAYEHHI JUIS 3aCTOCYBAHHS JIHOSAM, SKi MAKOTh:

* TybGepkynbo3, skuii He cTiiikuii 10 aHTHOIOTHKIB.

* HEaKTHBHA (JIaTeHTHA) TyOepKyIbo3Ha iHpeKis.

* iHIMi THI TYGepKyIL03Y, HiK TYOEpPKYIIBO3 JICreHiB.

* MJIC Tb, siki MOXyTb epeHOCHTH ab0 pearyioTh Ha JIKH, sIKi 3a3BUYaif BHKOPHCTOBYHOThCS JIIS
nmixyeanas MJIC TB.,

Hesinomo, 4n npenapar INperomanin Tabnetku Gesneunmii Ta edexTHBHMIT 115 3aCTOCYBaHHs, 3a
BUHATKOM KOMOiHALii 3 Ge1aKBiTiHOM Ta NiHE30MiZOM SK YACTHHOIO PEKOMEHIOBAHOTO pexuMy
JI03yBaHHSL.

Hesinomo, un npenapar Iperomanin TabneTku Gesneunuii Ta edexTHBHMIT JUIs AiTel.

IIpenapar Ipetomanin TabneTku Gyso exsaseno Aaminicrpaniero CIIIA 3 Xap4OBHUX ITPOAYKTIB
Ta JIIKapChKUX 3ac00iB, BUKOPHCTOBYIOUH IPOLIEAYPY U 00MEKEHOT MOmyasuii.

Ile o3navae, mo Anminicrpanis CILIA 3 xap4oBuX npoayKTiB Ta JTKapCbKUX 3aco0iB cXBajnia
LeH mpenapar Juis oOMexeHoi Ta cnenu¢iuHol IPynH NalieHTIB, i AOCTLKEHHS npernapary,
MOJKIIMBO, Jali JIMIIE BiANOBiAl HA WilecnpsaMOBaHi 3aMUTAHHS MIOA0 HOro Oesrmexd Ta
edexTuBHOCTI.

He npuiimaiite kombinoBany cxemy jikyBamps npenaparom Ilperomaniny Tabuerkn,
Oepaksininy Ta giHesouiny, aKmo:

* Balll MEJIMYHUH MPaLIBHHK CKa3aB BaM He npuiiMatn GenakBizin abo jgiHe30i1.

[lepm ni mpuiimarn KoMGiHOBAHY cXxeMy JikyBauus npenaparom Ilperomanix Tabaerkn
OexakBininy Ta JiHe30.1iny, nosizomre cBoro Jgikaps PO BCi BAII 32aXBOPIOBAHHS, Y TOMY
YHCJTI SKI0 BH:

* MaeTe npobiemu 3 newinkow. Jlue. «Aki MokIHBI moGiumi epekTn KomOiHOBAHOT cxemH
3acrocysanns npenapary Ilperomanin Tabaerkn, 6enakpitiny ra ainezonizy?»

* MaeTe NpodJIeMH 3 HUPKaMH,

* MaeTe abo Manu anomanbumii cepuesuii purm (EKI) a6o inmi npo6iemu 3 CepLEeM, BKIIHOYAIOYH
CepleBY HEJOCTATHICTD.




* MacTe B ciMeiiHOMY aHamHesi CepueBy mpodieMy. fiKa HA3UBACTHCH «BPOIIKCHMUI CHH/IPOM
NOJ0BKEHOTO inTepBany QTy.

* MAETE 3HIKEHY QYHKIIIO IMUTOBHAHOT 3a7103H ( rinoTupeos).

* maete BUI-indexiiio.

* BAM CKa3ally, MO y BaC HU3bKHI PiBeHb KaJbIiI0. Maruio abo Kaiio B KPOBI.

* MaJIn KOJH-HeOyab Oynu cynoMu.

* BH BaritHl abo nmamyere 3aBariTHiTH. Hepizomo, um samxomuts npeToOMaHig  Baiuii
HeHapo,ukeHilt autusi, [ToroBopite 3i cBOIM MeARTHIM NPaLliBHUKOM TPO MOKJIHBI PH3UKH I
BALIOI JIMTHHM, SIKIIO BU npHiiMaeTe KOMGiHOBaHMiT pexum npenapaty Ilperomanin TadneTkw,
Oe/lakBiTiHy Ta JTiHe301i1y Nij 4ac BariTHOCT.

* ropyere abo maaHyeTe roayBari rpyabMu. Hesizomo, un TNIPOHUKAE TIPETOMAHI] y Balle rpyHe
Mosioko. IloroBopith 3i cBoiM nikapem mpo HaliKpauiuii cnocié rojayBanHs AUTHHU, SKIIO BH
npuiimaete komGiHOBaHuii pexnm npenapaty [petomanin Ta6reTkn, Oenaxsininy Ta JiHE307Mi Y.
ITosizomTe cBOro mikaps npo Bei JKapehKi 3ac00M, AKi BM NpHiiMacTe, BKIIOYAIOYH JIKapChbKi
3aco0u, mo BiAMycKalOTLCS 3a peuentoM i 6e3 perienra, BiTaminu Ta TpaB’sini gobasku. [1ig yac
NiKYBaHHS He CJIi1 IpHitMaTH POCIIMHHI penapaTu abo nikapehbKi 3aco0H, 1mo MOJKYTb 3aIKOAUTH
Ballliil newinni mij yac koMGiHOBaHOI cxeMu 3acTocyBaHHs mpenapaty [Iperomanin Tabnerkn,
Oenaksininy Ta MiHC3071i1Yy.

KombinoBana cxema 3acTocyBaHHs npenapary IIperomanin Tabnetku, 6e1aksininy Ta JIHE30M11y
MOKE BIUIMHYTH Ha Jif0 iHIIUX NIpenaparis, a inmi Tikapehki 3acobu MOJKYTb BIUIMHYTH Ha po6OTY
KombiHOBaHOT cxemu npenapaty Ilpetomanin TabneTku, Geaksini HY Ta JiHe30i1y.

OcobunBo noBizomre cBoro Jikaps, skmo Bu npuiimMacre:

* THII JIKapchKOro 3acoly, skuii HasuBaeThes inaykropom CYP3A4, Hanpukiaan edasipeni ao
pudamninyun. 3anuTaiite CBOro JiKaps, SKIO BH He BICBHEHI.

Sk caix npmitmarn KoMOiHOBaHY cxemy npenapary Ilperomanin Ta6.1erkn, 6exakpininy Ta

Jine3ominy?

* Ilpenapar Ilpetomanin Tabnetkn mnoBmHEH 3aCTOCOBYBAaTHCH Jumie 3 OexakBilliHOM Ta

JIHE30II/IOM Y paMKax pesKuMY J03YBaHHS, NPH3HAYEHOT'0 BALINM JIiKapeM.

* HeoOxiano npuitmMarn koMGinoBaumii peskim 3acTocyBanHs npenapary [Iperomanin TabneTku,

OelaKkBiliHy Ta JiHE30Mi 1y TOYHO TaK, SIK PCKOMEHY€E BaM Balll MEIHIHUIA MTPAL[iBHUK.

* Baxnmpo, mo6 Bu 3aBepriniam nosHuif KYpC JIIKYBaHHS KOMOIHOBAHOIO CXEMOIO 3aCTOCYBaHHS

npenapaty IIperomanin Tabnetku, Genakpininy ta JHHE30i/1y Ta He MPOIMYCKaNn KOIHOT A03H,

HaBiTh SKIIO BH IOYAIH MOYYBATHCH KPAlle 0 TOTo, SK 3aBEPIIAIIH MIOBHUH Kype JKYBaHHS.

[Iponymeni 1031 MOXKYTb 3HH3NTH eheKTHBHICTS JIKYBaHHS Ta 361MBIIMTH HMOBIPHICTE TOTO, IO

Ball TyOEpKy1b03 He MOKHA Gy/1e BHTIKYBATH KOMOIHOBAHOIO CXEMOIO 3aCTOCYBaHHA Npenapary

IIpetomanin TaGnerku, Gemaxsininy Ta ninesominy abo immmx NiKapchbKMX 3acobiB.

* Cnig npuitMatn koMGiHOBaHMit peskum npenapary Ilperomanin Tabiertkm, Genaksininy Tta

JTiHE30J1iTy POTATOM 26 THKHIB.

O Bam MeamuHmii mpauiBHMK MOBIIOMHTH BaM. Y CIij MpuAMaTH KOMOIHOBaHMH peKIM
3actocyBanns mnpenapaty Ilpetomanin Tabnerkm, Gemakpininy Ta JIHE30Tiy JIOBIIE
26 TKHIB.

O Bam Mexuanmit npaniBHuK cKake BaM, Yu ¢JIi NPHITUHATH NPHHOM JIIHE30JII/Y 10 TOrO, SK B
fioro npuitmManu, nporsaroM 26 THxHIB, a60 WM T BAM 3MEHIIHTH 7103y JliHE30JIily Yepe3
no6iuni eekTH.

* Bam meauunnii npanisank a6o ocoba, siKa Jorsiac 3a BaMu, CIOCTEpIraTHME 3a TUM, K BH

npuimaere Bami 1031 npenapary [peromanin Ta6rerku, Oenaxsininy Ta niHe3ominy.

* IIpenapat IIperomania Tabetku, GeaakBinis Ta niHe30/1i1 MOXKHA HIPUIMATH pazoM.

* IIpenapar Ilperomania TaGneTkH KOBTaTH LIJIMMH, 3aMTHBAIOYH BOJIOIO.

* Canin npuiiMatn npenapat Iperomanin TabneTkn, GeakBpidin Ta JiHE30M1 M1 Yac Pki.

o 1-if i 2-if THAKIEHDB:




© Heobxigno npuiimaiitn 200 mr npenapary Ilperomanin TaGnerkn (I Tabaerka), 400 mr
Oexaksininy Ta 1200 mr ninesoniay 1 pa3 na aeus.
*3 3 10 26 THAKICHE:
o Heobxinno mpuiimaiiti 200 Mr npenapary Ilpetomanin TaGnerxn (1 Tabnerka) Ta 1200 mr
ninesoniay 1 pas na aens.
© Heobxiano npuiimaittn 200 mr Geakpiziny 3 pasu Ha THRIeHD.
m HeoOxinno npuitmaiitu 1031 Genakpininy 3 inTepranom He Menme 48 romun. Hanpuknan,
BH MOXETe npuitMaTi OCJaKBiIiH y NOHE/II/IOK, CEpe/Ty Ta I STHHIIO KOXKHOIO THIKHS 3 3 1o
26 THK/IEHB.
* MoxmiBo, Bam 10BesieThest NpuiiMaTh KoMGiHOBaHHIT pesKiM nputiomy npenapary ITperomanin
Tabnerkn, Gemaksininy Ta ninesoniny moBme 26 THXKHIB. [Tororopite 3i cBOIM MeaHYHHM
NpaniBHAKOM.
* He nponyckaiite npuiiom raénerox IMperomaniz, Oenaxsininy abo sinesominy, skmo ue ne
BKa3ye€ Bam Jikap. SIKIo BH IpOnycTHTe 1031 ab0 He 3aBepInTe 3araibHuil 26-THKHeBuii Kypc
JIKYBaHHA, Balle JTiKyBaHHS Moke OyTH Hee()eKTHBHUM, i Bam TyOepKy1,03 MOKe OYTH Bakue
JIIKYBaTH.
* SKuoio Bam MeawuHHi NpAliBHHK CKake Bam INPUIIMHHTH NPUHOM KOMOIHOBaHOT CXeMH
npenapary Ilpetomanin Tabnerku, Gemaxsiminy Ta JiHe30Mi1y Ha mneBHWii nepiox wacy,
AOTPUMYHTECh IHCTPYKWIll, HAJaHUX BAM BAIUHM MEIMYHMM TPALIBHUKOM, MO0 npuifomy
TPONYIICHUX /103 HANpPHKIHII JiKyBaHHA. BH He NoBHHHI KoMmeHcyBaTH NPOIYIIEH /103M
MHE30J1y CaMOCTINHO, sIKi Ball Me/IMYHHMI IPALIBHUK CKA3aB BaM He npuiiMaTi Yepes nodiuni
peaxitii.
* SAxmo Bm mnponycruwan mpmiiom npemapary Iperomanin Tabaerku, Oenaxsiminy abo
Jine3oiny i He 3HACTE, IO POOHTH, AIKOMOTa MBH/AIIE 3BEPHITLCH 10 CBOTO JiKapsi.
* AIxmo B npuitksm 3ananTo 6arato npenapary ITpetomaniz TaGnetkn, HeraitHO 3BepHiTLCH 10
Hall0JIMKYOr0 Bi/UTIIEHHS HEBIAKIIAHOT 1OTIOMOTH.
He npununsiire npriivatn npenapary Ilperomanin Tabnetkn, Genaxpinin abo ninesonix 6e3
NONepeHBOT KOHCYIbTALIT 3i CBOIM MEIMYHHAM MPAIliBHHKOM.

Yoro cain ynnkaru, npuitMaoyn koMGinoBanmii pexum npenapary llperomanin Tabnerkn,
Gexakpininy Ta ninesomiay?

* Bu He nOBWHHI BXKMBaTH AJIKOrodbL Tij 4ac NpHIOMY KOMOIHOBaHOI cXeMH IiKyBaHHs
npenapatoM ITpetomanin Tabnerku, 6emaxpinin ta xineszomni.

Sxi moxauBi nobiumi peaxnii kom6GinoBanoro PeARHMY 3aCTOCYBAHHS Mpemapary
Ilperomania Tabaerkn, Gepaxsininy Ta ginesomixy?

KombinoBana cxema 3acrocyBanus npenapaty llperomania TaGaerkun, Gexaxsiziny Ta
JiHe30/1i1y MOKe BHKJIHMKATH cepiio3ni mobiuni peakuii, BKI0Yar0wmn:

* Jlus. «SIky wmaiiBamansimy indopmauiio s noBmHen 3maTH npo KoMOIHOBaHY cxemy
3acrocysannst npenapary Ilperomanin Tabnerxkn, 6exaksininy Ta Jinesoniny?»

* Ilpobemu 3 nevinkolo. Bam Meauunmii npaniBHuk noBHHeH 3po6GHTH anATi3H KpoBi, 11100
NEPEeBIPUTH BAITy MeYiHKY MPHHAHMHI 0 TOro, K BH NOYHETE npuiiMaTd KOMOIHOBaHY cXeMy
npenapary Ilpetomanin Tabnerku, Gemaxpinin Ta nimesonin, uepes 2 Twkmi mics MOYaTKy
JKYBaHHA, @ MOTIM LIOMICSIIA ITiT yac mikyBauHs. Heraiino nmosijiomTe cBOro JiKaps, SKIIO Y Bac
€ CHMIITOMH IIpo0JIeM 3 NeviHKoI0, TaKi AK:

O He3BHYaiiHa BTOMa

BTpaTa aneTHTy

HyJ0Ta

NOXKOBTIHHS 1IKipK a60 OLIKIB oueii

TeMHa (4aiiHOro KOJIbOpy) ceya

O XBOPOOJMBICTH Yy BepXHiii 1paBiii YyacTHHI %KuBOTA (HKUBIT)

JuBiThes «Yoro cain ynukarn, npniiMaun komGinopany cxemy prllﬂpﬂW}h’gﬁE@ﬂHi}l
Tabnerxu, 6enaxsiainy Ta aiHesonigy?» VAR
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* Husbka Kinbkicrs kiairnn kposi. Kombinorana cxema 3actocyBanns npenapary [Ipetomanis
Tabnerkn, Gemakpininy Ta nisesonizy Moike CHPUHYHHHTH HU3BKY KUIBKICTH €PHTPOIUTIB
(aHeMIl0). HU3bKY KUIBKICTH JICHKOIMTIB (J1eHKONEHI10). HU3BLKY KiIBKICTh TPOMOOLHTIB y KPOBI
(TpomMboImTONEN I0) 400 MOETHAHHS HU3BKOT KITBKOCTI uepBOHUX 1 GLIHX KPOB'SIHUX Tijlelb Ta
HU3BKAH piBenb TPOMOOIMTIB (ManuuTonenis). Husbka KigbKicTh KITiTHH KpoBi € nobiynowo
PCAKIICIO JIIHE3071i/Ty. AHEMisl ¢ HOWHPEHOK MOGIYHOI0 peakKieio fiHe3onmiy, ane Moxe OyTH
Cepiio3HOI0 Ta HeGe3neuHoko s sknTTs. Huskbka KinbKicTs KmiTia kpoBi Gyia 060poTHOIO, KoM
JKYBaHHs JIHE3071110M OyJI0 3MEHINEHO, NPHITHHEHO Ha TeBHUIL rnepioa "acy abo NmpuIMHEHO
Ha3aBk/ M. Bal MeMuHUi NPAIiBHIK OBUHEH MEPEBIPHTH KUILKICTh KIITHH KpOBi npuHaiiMui
/10 TOro, sIK BH IIOYHETE MpHiHMaTH KOMOIHOBaHy cXemy mpenapartom IIperomanin TaGierku,
OenakBinin Ta AiHE301i1, Yepe3 2 THKHI MiC/IA MOYATKY NIKYBAHHS, a MOTIM MIOMICSIS T Yac
JKYBaHHS.
* [Ipob.iemu 3 HepBAMH B PYKaX, KHCTSIX, HOAX i CTONMAaX (nepudepuna neiiponaris).
Kombinosana cxema 3actocyBanns npenapaty [Tpetomanin TabneTkn. OetakBiniHy Ta JiHe30iay
MOXK€ CIPUYHHHTH NpOOJIEMH 3 HEPBAMH B pyKaX, KMCTSX, HOTax Ta cTomax. [IoBioMTe cBOro
TiKapsi, SKILO y Bac € CHMITOMH HEPBOBHX MPOG/IeM y BaluX pykKax, pyKax, HOrax aGo cromnax,
BKJIIOYAKYH:

© OHiIMiHHS
TOpiHHS
BiTYYTTS MOKOJIIOBAHHS
TPEMTIHHS
npobiieMn 3 Oanancom

O cnabkicTh
Ipo6aemn i3 30pom. KomGiHoBana cxema 3acTOCYBaHHS Hpenapary ITperomanin Tabnerku,
GelaKBiTiHy Ta JiHe30.1/1y MOKe BHKIUKATH NpoGIeMHu 3 HepBaMi B 04ax (ONTHIHA Helponaris).
IIpoGriemu 3 HepBaMu B ouax MOKYThH CIPHYMHNTH IpobieMu i3 30pom. Heraiino mopizomre
CBOrO JiKaps, AKIIO Y Bac € CHMITOMH HEPBOBHX MPoGieM y BalllnX 04ax, Taki SK 3MiHU 30py.
[TpoGnemu 3 HepBaMu B niedax, KHCTAX PYK, HOTAX, CTYIHSX Ta 04aX € MOMHPEHUMH MOBITHIMH
PeaKIiiMH TPHBAJIOIO 3aCTOCYBAHHS NHE30MIAy, ane MOKYTh GYTH cephHO3HMMH. Hepgosi
npobIeMH, ClIpHYHHEH] TiHE301i10M, 5K PaBHIIO, GyH 060POTHIHMH a60 MOKPALLYBAIHCA, KOTH
MEIMHI TPaIiBHUKH KOHTPOJIIOBAIM CHMITOMH HEPBOBHX po3naiiB i JiKyBaHHSA NiHE30i0M
OyII0 3MEHIIEHO, TPUITMHEHO Ha IIeBHHMIA Mepiol a60 NMPHIHHEHO HA3ABKIA.
* Ilpobaema cepmeroro purMmy, fIKa HA3HBACTHLCS IOTOBAKCHHIM inTepBany QT.
Kombinopanuii peskum 3actocysanns tabierox IIperomaniz, Gemaksininy Ta nine3onizy moxe
CHIPHYMHUTH NTPOGIJIEMH 3 CEPLIEBHM PHTMOM.
[Ipobnema cepuesoro putmy € mobiunolo peakuicio Genaksiminy. Bam meanmunuii IpaliBHAK
TMOBHHEH 3pOOMTH TECT, AKHMIT Ha3MBAETHCA elekTpokapaiorpamoio (EKD), o6 IIEPEBIPHTH Bale
cepue, mepul HDK BH 1OYHeTe NpuiiMaTh KoMOiHOBaHMII peXuM mpenapary ITpetomanin
Tabnerku, Oexakpininy Ta mizesoniny Ta npunaitMui gepes 2, 12 ta 24 Tuskni mics 1I0YaTKy
nikyBaHHs. Heralino nosizoMTe ¢cBOro NiKaps, KO BH:

© Maete 3MiHHe cepueduTTs (mBHIKe ab0 Hepery/spHe cepreOHuTTs)

O Bil4yBacTe 3aNaMOPOYEHHsS a00 HEIPUTOMHICTS.
* Bnums na 9on0sivy depruabnicrs. HeBioMo, 4i MozKe NIpeTOMAHiN BUKIHKATH npobiemu 3
eprunbHicTIO y Honosikis. Ile Moxke BIIMHYTH Ha Bamy 37aTHICTH CTaTH OGATHKOM JHTHHIL
[ToroBopits 3i CBOIM MeIMUYHIM NPANiBHUKOM, SKIIO 1ie Bac TypOye.
* Hakonmyenust kueaoTu B kposi (naxkroammnos). KomGinosaumii PEKHM 3aCTOCYBAHHS
rabnetok IIpetomanin, GenakBiziny Ta JiHE30m Ty MOXKe CIIPUYHHATH HAKOMUYEHHS KHUCIOTH y
BawWiil Kpoi. HakomuueHHs KHCIOTH B KPOBi € mMoGiunHOmIO peakuicio minezoniay. Heraiino
3aTenedonyiite cBoeMy JTiKapIo, AKINO y Bac Hy0Ta Ta 610BOTA, SAKi TOCTIHHO TOBTOPIOIOTHCA.
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Haiinommpenimi noGiuni peakuii komGinosamoi cxemmu mpemapaty IIpetomanis _Tabnerxkn,
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* aKHe
* HyJ0Ta

* O1oBOTa

* O1b y M's13ax i KicTKax

* I'OJIOBHMIT Oinb

* aHOMAJTbHi aHAIIi3H KPOBI, SIKi MOXKYTh GYTH ClPHUHHEH] VPaXKCHHSM MEeYiHKu

* revis

* SHIKCHHS aNeTHTy

* BHCHII

* cBepOiK

* OiIb y JNisIsIHI XKUBOTA (YepeBHOT TOPOKHUHHM).

* OLIb y TPY/AX, AKHIf HOCHIIIOETCS TIPH AMXaHH] a60 Kamut

* iH(eKLid HIKHIX MXaTbHUX MUISXiB

* aHOMANIbHI AHATTI3M KPOBI, SKi MOKYTh OYTH BUK/INKaHI TTOMIKOKEHHIM MiANUTYHKOBOT 3271031
* Kaliesb 3 KpoB'10

* KallieJib

* HU3BKUI PiBeHB LYKPY B KPOBi

* He3BM4aiiHa BTpaTa Baru

* miapest

Ile He Bci MoXuMBI noGiumi peakuii komGiHoBaHOrO PEKHMMY 3aCTOCYBaHHs Ipenapary
Iperomanin Tabnerku, Genaksimimy Ta nimesonixy. Jlns OTPUMaHHS J04aTKOBOI iH(opmarii
3BEPHITBLCS JIO CBOTO JIikaps abo dapmaiesTa.

3BCPHITBCS /10 JliKaps, MO0 OTPUMATH MeTHuHYy KOHCYJIbTalUl0 mMoA0 nobiunux edekris. Bu
MOXeTe NOBIIOMUTH NPo nobiuni peakuii 10 Amminictpauiero CIIIA 3 Xap4YOBHX MPOAYKTIB Ta
JiKapehKHX 3ac00iB 3a HomepoM 1-800-FDA-1088.

Sk 36epiraTu npenapar Ipetomanin Tabaerkn?

* 30epiratu npenapar Ilperomanin Tabretku, Gemakpimin Ta JiHe30MiT mpH  KiMHaTHIi
Temnepatypi nuxkde 86°F (30°C). 3anuraiite cBoro dapmanesra, sKimo Y Bac € MUTAHHS OPO Te,
K 30epirati OeakBiniH Ta MiHE30I.

* 30epiratu npenapar Tlperomania Tabretkn B opHriHanbHiii ynaxoBi, 30epiraTu KoHTeitHep
IILTBHO 3aKPHTHM. .

36epiraiire npenapar Iperomanin Taéaerkn Ta Bei inmi JikapenKi 3acobu B HexocTynHOMY
Jist uiTeii micui.

3aranbna indopmanis npo Gesneune Ta edexTuBHE 32CTOCYBAHHS KOMOIHOBaHOT cxeMH
npenapary Ilperomanin Tabaerkn, 6enakpininy Ta JiHe3o.riay.

Jlikapceki 3aco6u iHOII PU3HAYAIOTLCS /LTS IHIINX WiNeid, Hix Ti, sKi nepepaxosani B [npopmanii
npo mikapehKuii 3aci6 a1 mamienta. He BHKopucTOBYiiTe npenapar Ilperomanix Tabnerkw,
Genaksinin abo niHe30A A% XBOPOG, /U SIKUX BOHH He Oy npusnadeni. He nasaiite npenapar
[Ipetomanin TabGnerku, 6enakBinin abo miHe30min iHIIMM JIOASM, HAaBITH SKIIO y HHUX € Ti XK
CHMIITOMH, 110 1 y Bac. Ile Moke HamkoauTH iM. Bu MoxkeTe MOIPOCHTH CBOro (hapmariesra ado
miKaps OTpuMaTH iHdopMauio npo npemapar [Iperomanin Tabnetku, Geakpinin Ta minesonia,
Hanucany JUis MEMYHUX MPALliBHUKIB.

Axi inrpesicaTn B koMGinoBaniii exemi npenapary Iperomanin Tadaerkn, Gepakpiziny Ta
ninesonainy?

IIpenapat Iperomanin Tabaerkn xioua peyopnna: IpPeTOMaHi

Heaxktusni inrpexicurn npenapary Iperomanin TaGuaerkn: Kpemuio 1ioKkeHa KoMOimHMI
Oe3BOMHMIA, JaKTO3a MOHOTIZpaT, Marmilo creapaT, LeII0N03a MIKPOKpPHCTa/li4Ha, TOBiJI0H,

HATpII0 naypuicynbhar Ta HATPIKO KPOXMAIBIITIKOAAT
© TECKH
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[arpenicrmn ans Genaxpininy moxkna sHaiitu B Indopmanii npo nikapebkuii 3aci6 st naricnra
Ui OejlakBLIiny. IHIpeienTn /uis JTiHe30mi1y MoKHa 3HaiiTh B indopmalii npo minesoniz, ska
Han{cana /Ul MeIMYHUX MpaliBHUKIB.

MANJIAH
Burorosneno:
Maiinan JIaboparopis Jlimites,
Xaiinepaban, 500 096, Inais

Burorosneno mis:
Maiinan Cneciaari JLIL.,
Mopranrayn, WV 26505, CIIIA
3a miuensico TB Alliance.

3a ponarkosoro indopmarieio Tenedonyiite 1-877-446-3679.

Il IHdopmanis npo mikapeskuit 3aci6 s naunienta satBepmkena Anminicrpauiero CIIIA 3
Xap4oBHX MMPOJYKTIB Ta JiKapChKUX 3ac00iB.
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