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SYNOPSIS

Sponsor: Dompé farmaceutici s.p.a., Italy

Study drug: OKITASK® 40 mg granules

Active substance: Ketoprofen Lysine Salt 40 mg

Study title: A multicenter, double blind, randomised, parallel groups study to assess the
efficacy and tolerability after single oral administration of Ketoprofen lysine salt 40 mg
granules versus Placebo in male and female subjects with acute pain syndrome after
removal of molar teeth.

Study number: KSLO117
Phase of development: I1II
Primary objective:

To assess the efficacy of OKITASK® 40 mg granules versus Placebo in patients with
acute pain syndrome after removal of one molar tooth by comparing AUCy.¢ of post-
treatment pain profile measured by VAS.

Secondary objectives:

To assess the following efficacy and safety parameters of OKITASK® 40 mg granules
versus Placebo in patients with acute pain syndrome after removal of one molar tooth:

e Time profile of pain and time profile of pain relief using VAS scales

e Time to first perceptible pain relief (TFPR) and time to meaningful pain relief
(TMPR)

e Proportion of patients requiring rescue medication (analgesia) and time to rescue
analgesia

e Patient’s overall assessment
e Rate of adverse events (AE)
Background:

Dompé farmaceutici s.p.a. plans to register OKITASK®™ 40 mg granules which is a new
dosage form of Ketoprofen Lysine Salt in Russia.

Ketoprofen is a highly potent NSAID of the propionic acid derivative group. Introduced
in 1973, ketoprofen has been, to date, one of the most widely used NSAIDs, accepted as an
effective and well tolerated anti-inflammatory treatment. The salification of ketoprofen with
the amino-acid lysine remarkably increases the solubility of ketoprofen in water, allowing the
development of liquid oral dosage forms of ketoprofen and resulting in three main clinical
advantages: 1) a faster absorption from the gastrointestinal (GI) tract compared to the parent
compound; 2) a faster-acting anti-inflammatory and analgesic activity; 3) a shorter
permanence of the active drug in the stomach and, therefore, a reduced potential for GI
irritation and/or ulcerative effects [1].

Ketoprofen lysine salt in the form of granules for oral solution (OKi® 80 mg sachets
containing 80 mg of Ketoprofen Lysine Salt in a bipartite sachet, each part containing 40 mg
of Ketoprofen Lysine Salt) is already registered and commercialized by Dompé¢ in Italy since
1994 and in Russia since 1998 for the short-term treatment of symptoms of inflammatory
conditions with pain.
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The current study will assess the efficacy and safety of OKITASK® 40 mg granules
versus Placebo in patients with acute pain syndrome after extraction of one molar tooth.
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Study design:

This is a multicenter, double-blind, randomized, parallel groups, placebo-controlled study
to assess the efficacy and safety of OKITASK® 40 mg granules in patients with acute pain
syndrome after removal of molar teeth. The study will be conducted at 4-6 Russian sites. A
total expected number of enrolled subjects is 70 (35 per each group). Patients’ enrollment to
the sites is competitive.

The study will consist of three periods: screening, study treatment and follow-up.

At Screening after signing the informed consent form, patient’s demography, medical
history and concomitant medications will be collected, oral cavity will be examined, weight
and vital signs will be measured and pregnancy test will be performed for inclusion/exclusion
criteria assessment. Screening procedures might take up to 4 days before the scheduled tooth
extraction procedure including the actual day of extraction.

On Day 1 the patient will undergo extraction of a molar tooth as indicated for the patient’s
dental condition. The tooth extraction will be conducted using routine technics and anesthetics
(recommended types of anesthesia are provided in section 5.9 Concomitant and rescue therapy
of the protocol). After that the patient will stay at the site for treatment of pain syndrome
according to the protocol.

Pain intensity will be assessed using VAS within 3 hours after the tooth extraction
procedure. Patient’s overall assessment will be also recorded. If pain intensity on VAS is
above 30 mm and pain relief is required, the patient will be randomized in the study.

The patients will be assigned to one of two treatment group in 1:1 ratio:

Group 1. OKITASK®™ 40 mg — 35 patients

Group 2. Placebo — 35 patients

The patient will assess pain by VAS at 0' — immediately before study drug dosing.

Upon study drug administration the patients will immediately start two stopwatches. One
of them will be stopped once the patient feels first perceptible pain relief; the second one will
be stopped once the patient feels the meaningful pain relief.

The patient will stay at the site for 6 hours post-dose for pain and AE assessment. Pain
intensity will be assessed by VAS at 5', 10, 15', 30', 45', 60' (1 hour), 90' (1.5 hours), 120’
(2 hours), 180" (3 hours), 240" (4 hours), 300" (5 hours), and 360" (6 hours) post-dose.
Pain relief will be assessed by VAS at 5', 10', 15, 30', 45', 60' (1 hour), 90' (1.5 hours), 120
(2 hours), 180" (3 hours), 240' (4 hours), 300' (5 hours), and 360' (6 hours) post-dose.

Patients should mark actual time points of VAS measurement. Deviations from planned
time points will not be considered as protocol deviations. Only omitted values will be
considered as protocol deviations.

Patients’ overall assessment will be performed right before the discharge from the site.

Follow-up phone call to the patient to assess AEs will be performed on Day 3 (48 hours
after the study drug dosing). Any SAE spontaneously reported by the patient within 30 days of
dosing will be collected.

Should the patient require rescue medication at any time during 6 hours post-dose, the last
VAS measurement and patient’s overall assessment will be performed before the rescue
medication dosing (see 7.3).
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Patients population:

Male and female adult patients scheduled for extraction of a molar tooth.
Inclusion and exclusion criteria:

Inclusion criteria:

1. Signed Informed Consent Form;

2. Male and female, from 18 years to 65 years (inclusively);

3. Subjects who undergo removal of a non-impacted molar tooth within 3 hours before
randomization in the study;

4. Subjects in generally good health (based upon criteria for safe administration of out-
patient conscious sedation);

5. Subjects requesting relief for postoperative pain within 3 h after the tooth extraction
(VAS >30 mm);

6. Subjects willing to undergo observation period for up to 9 hours after the tooth
extraction;

7. Ability to complete a 100 mm VAS and a category scale during the observation
period (about 9 hours);

8. Full comprehension: ability to comprehend the full nature and purpose of the study,
including possible risks and side effects; ability to co-operate with the Investigator
and to comply with the requirements of the entire study;

9. Contraception (for females): females of child-bearing potential must be using at least
one reliable method of contraception, as follows:

hormonal oral, implantable, transdermal, or injectable contraceptives;

b. a non-hormonal intrauterine device [IUD] or female condom with spermicide
or contraceptive sponge with spermicide or diaphragm with spermicide or
cervical cap with spermicide;

or should have:
c. amale sexual partner who agrees to use a male condom with spermicide;
d. asterile sexual partner.

Exclusion criteria:

1. Subjects undergoing extraction of impacted and dystopic teeth, tooth preserving
operations, apically positioning flap/vestibuloplasty with free gingival graft from the
palate;

2. Subjects undergoing more than one tooth extraction in the same extraction procedure;
Subjects undergoing dental implantation simultaneously with tooth extraction;

4. Allergy: ascertained or presumptive hypersensitivity to the active substances
(ketoprofen and paracetamol as rescue medication) and/or formulations' ingredients;
history of hypersensitivity to drugs (in particular to NSAIDs) or allergic reactions in
general, which the Investigator considers may affect the outcome of the study;

5. Diseases: relevant history of renal, hepatic, cardiovascular, respiratory (including
asthma), skin, haematological, endocrine, gastro-enteric and genitourinary tract or
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neurological and autoimmune diseases, that may interfere with the aim of the study;

6. Medications: non-steroidal anti-inflammatory drugs (NSAIDS) and other analgesics
[in particular ketoprofen, paracetamol and acetylsalicylic acid (ASA)],
antihistamines, sedating medications, including herbal and BASs, taken 48 h before
surgery;

7. Investigational drug trials: participation in the evaluation of any drug within 3 months
before screening (including the last study procedure);

8. Relevant history of drug and alcohol abuse.

9. Positive Pregnancy test in female patients of childbearing potential (including
patients in post-menopausal status for less than 2 years).

Investigational Product dosage and route of administration:
Active substance: Ketoprofen Lysine Salt (KLS)

Pharmacological class: Anti-inflammatory and Antirheumatic Products, Non-Steroids
(ATC code: MO1AEO3).

Dosage form: 40 mg KLS granules (corresponding to 25 mg ketoprofen)
Dosing: 1 sachet — single dose

Storage conditions: Keep at temperature not higher than +25°C
Manufacturer: Dompé farmaceutici s.p.a. (Italy)

Re-packaging (primary and secondary): Monteresearch (Italy)
Batch control and release: Dompé farmaceutici s.p.a. (Italy)
Control: Placebo

Dosage form: 0 mg KLS granules

Dosing: 1 sachet - — single dose

Storage conditions: Keep at temperature not higher than +25°C
Manufacturer: Monteresearch (Italy)

Batch control and release: Dompé farmaceutici s.p.a. (Italy)
Efficacy endpoints:

Primary efficacy endpoint:

- AUCy.¢, of pain profile between time 0 (baseline value of VAS) and 6 hours
post-treatment

Pain will be assessed by a horizontal 100 mm Visual Analogue Scale (VAS): 0 no pain —
100 worst pain imaginable at: 0' (just before taking the first medication VAS should be
>30 mm) and 5', 10', 15', 30", 60' (1 hour), 90' (1.5 hours), 120" (2 hours), 180" (3 hours), 240
(4 hours), 300" (5 hours), and 360' (6 hours) after the drug administration.

Patients should mark actual time points of VAS measurement. Deviations from planned
time points will not be considered as protocol deviations. Only omitted values will be
considered as protocol deviations.

The AUCy.en will be calculated using the trapezoidal rule. Should the patient require
rescue medication at any time during 6 hours post-dose, the last VAS measurement
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assessment will be performed. The last observation will be used for calculation of AUC.gp
(LOCF).

Secondary efficacy endpoints :
- Time profile of pain and time profile of pain relief

Pain will be assessed by a horizontal 100 mm Visual Analogue Scale (VAS): 0 no pain —
100 worst pain imaginable at: 0' (just before taking the first medication VAS should be
>30 mm) and 5', 10", 15', 30", 60' (1 hour), 90' (1.5 hours), 120' (2 hours), 180" (3 hours), 240’
(4 hours), 300' (5 hours), and 360' (6 hours) after the drug administration.

Patients should mark actual time points of VAS measurement. Deviations from planned
time points will not be considered as protocol deviations. Only omitted values will be
considered as protocol deviations.

Pain relief will be assessed by a horizontal 100 mm VAS: 0 no relief — 100 maximum
relief at: 5', 10', 15', 30", 60' (1 hour), 90' (1.5 hours), 120" (2 hours), 180" (3 hours), 240’
(4 hours), 300' (5 hours), and 360' (6 hours) after the drug administration.

Should the patient require rescue medication at any time during 6 hours post-dose, the last
VAS assessment will be performed. Further efficacy measurements (if any) will be
discontinued from the analysis.

- Time to first perceptible relief (TFPR) and time to meaningful pain relief
(TMPR)

Time to first perceptible relief (TFPR) and time to meaningful pain relief (TMPR) will be
measured by stopwatches. Upon study drug administration the patients will immediately start
two stopwatches. One of them will be stopped once the patient feels first perceptible pain
relief; the second one will be stopped once the patient feels the meaningful pain relief

- Proportion of patients requiring rescue medication (analgesia) and time to
rescue analgesia

In the event of poor pain control, the patient will receive a rescue medication for analgesia
(i.e. paracetamol 500-1000 mg tablets). Time to rescue medication with an alternative
analgesic, if it occurred, will be also recorded (NB: subjects will be encouraged to postpone
the rescue medication until after 1 hour post-dose). If Paracetamol 500 mg-1000 mg is not
effective, the patient will be allowed to take another dose of Paracetamol 500 mg -1000 mg.
Interval between dose taking is not less than 4 hours; the maximum daily dose is 4000 mg.

- Patient’s overall assessment

Patient’s overall assessment (5-point scale): 1 = very good, 2 = good, 3= satisfactory,
4 = poor, 5 = very poor.

Assessment will be performed after VAS at Baseline and just before discharge from the
site. If a patient takes rescue medication, the Patient’s overall assessment will be performed
after the last VAS assessment.

Safety endpoints:
- Adverse events (AE) rates

AEs will be collected according to the subject’s complaints, oral cavity examination, and
vital signs.
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Statistical methods:

All subjects data collected on the eCRF will be listed by subject, treatment group and
center. Appropriate descriptive statistics will be produced, according to the variable. For
continuous data, the mean, standard deviation (SD), median, range (minimum and maximum)
and 95% confidence interval (CI) will be presented. For categorical data, frequencies and
percentages will be presented. If appropriate, 95% CI for proportions will be presented. Unless
otherwise specified, the significance level used for statistical testing will be 0.05 and two-
sided tests will be used. A Statistical Analysis Plan will be issued describing details of all the
statistical methods and analysis to be applied to trial results.

Analysis of the primary efficacy endpoint:

Primary variable will be the AUC., of pain profile between time 0 (baseline value of
VAS) and 6 hours post-treatment.

AUC ¢, analysis will be based on actual rather than scheduled timings and will be
calculated using the trapezoidal rule. If the actual time is not recorded, the scheduled time will
be used instead.

Treatment AUCs will be compared by means of Student’s t-test for independent data.
Null hypothesis (Ho) that OKITASK® is not different from Placebo will be rejected and
alternative hypothesis (H;) that OKITASK" is superior to Placebo will be accepted if mean
AUC.6n (OKITASK®™) is less than mean AUCq.q; (Placebo) and p < 0.05.

Analysis of the safety endpoints:

All AEs recorded on eCRF during the study will be coded by System Organ Class (SOC)
and Preferred Term (PT) using the Medical Dictionary for Drug Regulatory Affairs (MedDRA
[5]). They will be tabulated and summarized by treatment, relation to study treatment and
severity.
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Sample size:

Sample size calculation was based on the paper of Seymour 1996 [3] concerning a
randomized, double-blind, placebo-controlled study of treatment with placebo, paracetamol
(500 and 1000 mg) and ketoprofen (12.5 and 25 mg).

The unadjusted AUCj¢, values for placebo and ketoprofen were about 263 and
173 mm h-1, respectively. The corresponding SD were 106 mm h-1 (about 40% of the mean
value for placebo AUC) and 121 mm h-1 (about 70% of the mean value for ketoprofen 25 mg
AUC).

The testing hypothesis for this trial is the superiority of ketroprofen versus placebo that in
statistical term is:

HO: mean of placebo > mean of ketoprofen (no difference between treatments)

HI: mean of placebo < mean of ketoprofen (clinically and statistically significant
difference between the groups)

A total of 58 subjects (29 subjects per group) will be necessary to assess a difference of
90 mm h-1 between the groups with a power of 80%, o = 0.05, SD =121 mm h-1, and
randomization rate of 1:1. Sample size calculation was performed using SAS 9.2 [4].

Assuming a drop-out rate of 15%, 70 subjects in total (35 subjects per group) should be
enrolled. Considering the screen-failure rate of about 30%, up to 100 patients will be screened
in the study. Patients’ enrollment to the sites is competitive.

Randomization:

Subjects will be randomly assigned one of the two equal groups at 1:1 ratio.
Randomization will be conducted with the use of interactive web response system (IWRS).

Protocol version and date:
KSLO0117 Final version 1.0 dated September 26, 2017 (As amended on January 25, 2018).
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1. INTRODUCTION

Non-Steroidal Anti-Inflammatory Drugs (NSAIDs) are a chemically heterogeneous group of
compounds, often chemically unrelated, which share some therapeutic effects and adverse reactions.
The principal therapeutic effects of NSAIDs derive from their ability to inhibit prostaglandin
production through the inhibition of an important enzyme in the prostaglandin synthetic pathway,
cyclo-oxygenase or COX. All NSAIDs have antipyretic, antalgic and anti-inflammatory properties,
and are commonly used for the treatment of inflammatory diseases, especially musculoskeletal
disorders, characterized by pain and inflammation. The most common adverse reactions of NSAIDs
are gastrointestinal and cardiovascular effects [1].

Ketoprofen lysine salt (KLS), introduced in Italy in 1980 has proved to exert anti-
inflammatory, analgesic and antipyretic activities comparable to those of ketoprofen with the
advantage, due to its better solubility, of allowing a wide range of formulations, high dosage
flexibility and a reliable tolerance profile [3].

The salification of ketoprofen with the amino-acid lysine remarkably increases the solubility of
ketoprofen in water, allowing the development of liquid oral dosage forms of ketoprofen and
resulting in three main clinical advantages: 1) a faster absorption from the gastrointestinal (GI) tract
compared to the parent compound; 2) a faster-acting anti-inflammatory and analgesic activity; 3) a
shorter permanence of the active drug in the stomach and, therefore, a reduced potential for GI
irritation and/or ulcerative effects.

In comparative studies, ketoprofen appears to be at least as effective as other anti-inflammatory
and antalgic agents [3]. The side effects of ketoprofen are similar to those of all NSAIDs,
gastrointestinal disturbances being the most frequent: nausea, vomiting, diarrhea, flatulence,
constipation, dyspepsia, abdominal pain, more rarely peptic ulcerations, perforation, gastritis or
gastrointestinal bleeding [3]. Approximately 30% of subjects experience mild gastrointestinal side
effects with ketoprofen, which are decreased if the drug is taken with food or antacids [3. Other less
frequent undesirable effects of ketoprofen are cutaneous events (urticaria, erythema, cutaneous
rash), general events (allergic and anaphylactoid reactions), nervous events (dizziness and vertigo),
cardiovascular events (palpitations, tachycardia, hypotension and hypertension), respiratory events
(bronchospasm, dyspnea), renal events (retention of water) and disorders of haematic crisis and of
the urinary tract. In most of the cases, symptoms are transient and resolve with the suspension of the
therapy and with a specific pharmacological treatment .

Ketoprofen Lysine salt in the form of granules for oral solution (OKi® 80 mg sachets
containing 80 mg of KLS in a bipartite sachet, each part containing 40 mg of KLS) has been
registered and commercialized by Dompé in Italy since 1994 and in Russia since 1998 for the short-
term treatment of symptoms of inflammatory conditions with pain.

KLS 40 mg granules in sachets was registered in Italy since 2001 for the treatment of pain of
various nature and origin (headache, toothache, neuralgia, menstrual pain, muscular and
osteoarticular pain) but was not commercialized.

Ketoprofen at the lower dose of 25 mg (corresponding to 40 mg of KLS granules) has been
studied in humans as an analgesic. Different presentations of ketoprofen 25 mg oral formulations
are marketed in the EU by different MAH and under different trademarks (e.g.: Toprec” by Sanofi-
Aventis, France; Toprek” by Sanofi-Aventis, Italy, Fastum® by Menarini, Italy).

The new formulation of ketoprofen Lysine salt 40 mg granules for oral administration
(corresponding to 25 mg as ketoprofen) is similar in terms of content of active ingredient to the
marketed ketoprofen 25 mg formulations for oral administration. OKITASK®™ 40 mg granules
(ketoprofen Lysine salt 40 mg, corresponding to 25 mg of ketoprofen) has been commercialized in
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Italy since 2012 for the following therapeutic indications: pain of various kinds and origins, in
particular headache, toothache, neuralgia and menstrual, muscular and osteoarticular pain.
OKITASK®™ 40 mg granules has been also commercialized in Albania since May 2015 and Kosovo
since July 2016; a new formulation of OKITASK® 40 mg in tablets was authorized in Italy in
February 2017.

The safety of KLS has been reported to be comparable to that of ketoprofen in preclinical
toxicological studies; moreover, because of the faster GI absorption the permanence of the drug in
the GI tract is thought to be reduced and, therefore, a lower potential for GI irritation is expected in
humans.

The safety evaluation of OKi® granules for oral solution and OKi® drops in humans has been
carried out within clinical studies performed with the KLS oral formulations (both pharmacokinetic
and clinical efficacy studies) by careful monitoring of all adverse events (AEs) and adverse drug
reactions (ADRSs) occurring in the studies. In addition, a specific safety trial has been performed to
investigate the potential of KLS to induce GI irritation and/or ulceration.

The extremely low frequency of the AEs after treatment with KLS and their occurrence also in
subjects treated with placebo suggest a very good safety profile for both OKi® granules and OKji®
drops [3].

The post-marketing experience with oral formulations of OKi® shows that AEs are quite rare.
Nonetheless, the adverse effects could be minimized by using the lowest effective dose of the new
KLS 40 mg orodispersible granules for oral administration. In fact the corresponding dose of
ketoprofen acid is 25 mg instead of 50 mg contained in one sachet of OKi® 80 mg granulates for
oral solution.

This proposed study has been designed to demonstrate the efficacy of OKITASK® 40 mg
granules for oral administration in a model of mild and moderate pain with the proposal its further
registration in Russia.
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2.  STUDY OBJECTIVES
2.1. Primary objective

The primary objective of this study is to assess the efficacy of OKITASK® 40 mg granules
versus Placebo in patients with acute pain syndrome after removal of one molar tooth by comparing
AUC.¢p of post-treatment pain profile measured by VAS.

2.2. Secondary objectives

Secondary objectives of this study are to assess the following efficacy and safety parameters of
OKITASK® 40 mg granules versus Placebo in patients with acute pain syndrome after removal of
one molar tooth:

e Time profile of pain and time profile of pain relief using VAS scales

e Time to first perceptible pain relief (TFPR) and time to meaningful pain relief (TMPR)
e Proportion of patients requiring rescue medication and time to rescue medication

e Patient’s overall assessment

e Rate of adverse events (AE)
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3. STUDY DESIGN
3.1. General design and study plan

This is a multicenter, double blind, randomised, parallel groups study to assess the efficacy and
tolerability after single oral administration of Ketoprofen lysine salt 40 mg granules versus Placebo
in male and female subjects with acute pain syndrome after removal of a molar tooth.

The study will be conducted at 4-6 Russian sites. A total expected number of enrolled subjects
is 70 (35 per each group). Patients’ enrollment to the sites is competitive.

3.1.1. Study design
The study will consist of three periods: screening, study treatment and follow-up.
3.1.1.1. Screening

At Screening after signing the informed consent form, patient’s demography, medical history
and concomitant medications will be collected, oral cavity will be examined, weight and vital signs
will be measured and pregnancy test will be performed for inclusion/exclusion criteria assessment.
Screening procedures might take up to 4 days before the scheduled tooth extraction procedure
including the actual day of extraction.

On Day 1 the patient will undergo extraction of a molar tooth as indicated for the patient’s
dental condition. The tooth extraction will be conducted using routine technics and anesthetics
(recommended types of anesthesia are provided in section 5.9 Concomitant and rescue therapy of
the protocol). After that the patient will stay at the site for treatment of pain syndrome according to
the protocol.

Pain intensity will be assessed using VAS within 3 hours after the tooth extraction procedure.
Patient’s overall assessment will be also recorded. If pain intensity on VAS is above 30 mm and
pain relief is required, the patient will be randomized in the study.

3.1.1.2. Study treatment
The patients will be assigned to one of two-treatment group in 1:1 ratio:
Group 1. OKITASK®™ 40 mg — 35 patients
Group 2. Placebo — 35 patients
The patient will assess pain by VAS at 0' — immediately before study drug dosing.

Upon study drug administration the patients will immediately start two stopwatches. One of
them will be stopped once the patient feels first perceptible pain relief; the second one will be
stopped once the patient feels the meaningful pain relief.

The patient will stay at the site for 6 hours post-dose for pain and AE assessment. Pain intensity
will be assessed by VAS at 5', 10, 15, 30", 45', 60' (1 hour), 90' (1.5 hours), 120' (2 hours), 180" (3
hours), 240' (4 hours), 300' (5 hours), and 360' (6 hours) post-dose.

Pain relief will be assessed by VAS at 5', 10", 15', 30", 45", 60' (1 hour), 90' (1.5 hours), 120'
(2 hours), 180" (3 hours), 240' (4 hours), 300' (5 hours), and 360' (6 hours) post-dose.

Patients should mark actual time points of VAS measurement. Deviations from planned time
points will not be considered as protocol deviations. Only omitted values will be considered as
protocol deviations.

Patients’ overall assessment will be performed right before the discharge from the site.
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Should the patient require rescue medication at any time during 6 hours post-dose, the last VAS
measurement and patient’s overall assessment will be performed before the rescue medication
dosing.

3.1.1.3. Follow-up

Follow-up phone call to the patient to assess AEs will be performed on Day 3+1 (48 hours after
the study drug dosing). Any SAE spontaneously reported by the patient within 30 days of dosing
will be collected.

The study procedures schedule is summarized in Table 1.
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Study treatments

ED’

Follow-Up

Test/Examination Screening Baseline'
(Pre-dose)

Time (Post-dose)

Phone call

Day Day-4...Day 1 Day 1

Day 1

Day 1

Day 3+1

Hours 0 0.08

0.17

0.25

0.5

0.75

1

1.5

>1

48

Minutes 0 5

10

15

30

45

60

90

120

180

240

300

360

> 60

Informed consent & screening n® assignment

Demography

Medical history and underlying disease

Oral cavity examination

Height®

Weight

Vital signs

Pregnancy test

Extraction of a molar tooth

)]

Pain Intensity Assessment VAS (0-100 mm)’

e
xxgxxxxxxxx

Inclusion/exclusion criteria®

Randomization number assignment X

Patient’s overall assessment (5-point scale)’ X

uonesiurpe oqadejd/3nap Apms

Pain Relief Assessment VAS (0-100 mm)

Time to first perceptible relief (TFPR)
measured by stopwatch?

Time to meaningful pain relief (TMPR)
measured by stopwatch?

Rescue medication (if applicable)®

XS

Concomitant medications X

X
Previous therapy(ies) X X
Adverse events X X

1.  After surgery, before the study drug administration
2. Confirmation of the Inclusion/Exclusion criteria prior to randomization

3. Should the patient require rescue medication at any time during 6 hours post-dose, the last VAS measurement and patient’s overall assessment will be performed before the rescue medication
dosing. Subjects will be encouraged to postpone the rescue medication until after 1 hour post-dose. The ED assessments will be performed before rescue treatment; actual time of VAS will be

captured.
4. The time of stopwatch will be recorded on eCRF

5. Inthe event of poor pain control, subjects will be allowed access to rescue medication for analgesia (Paracetamol 500-1000 mg). Time to REMD (rescue) with an alternative analgesic, if it
occurred, will be recorded. Subject will be encouraged to postpone the rescue medication until after 1 h post dose. If Paracetamol 500-1000 mg is not effective, the patient will be allowed to
take another dose of Paracetamol 500-1000 mg every 6-8 hours; maximum daily dose is 4000 mg.

6.  Height will be registered as reported by the patient.

7. Patients should mark actual time points of VAS measurement. Deviations from planned time points will not be considered as protocol deviations. Only omitted values will be considered as

protocol deviations.
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3.2. Rationale of the study design

This is a multicenter, double blind, randomised, parallel groups study to assess the efficacy
and tolerability after single oral administration of Ketoprofen lysine salt 40 mg granules versus
Placebo in male and female subjects with acute pain syndrome after removal of a molar tooth.

This proposed study has been designed to demonstrate the efficacy and safety of
OKITASK® 40 mg granules for oral administration in a model of mild and moderate pain.
Extraction of molar tooth is an acute surgical pain model that allows collecting the data for the
pain profile at a clinical site within a specific timeline [2]. Demonstration of superiority of the
study drug vs. placebo serves as a confirmation of the sensitivity of the pain model.

Demonstration of efficacy and safety of OKITASK® 40 mg granules as part of the clinical
dossier for registration of the new formulation of KLS in Russia was chosen as the most relevant
study design. Bioequivalence data for the drug is available from the study of OKITASK®™ 40 mg
granules vs OKi® granules for oral solution conducted in 2015 in Switzerland [9].

The multicenter, double-blind, randomized, parallel groups, placebo-controlled study design
is a standard design of adequate and well-controlled studies.

OKITASK" is ketoprofen Lysine salt; OKITASK® 40 mg corresponds to ketoprofen 25 mg
which is a recommended initial dose for analgesia in OTC indications.

The use of placebo in this model is acceptable and ethically justified since 1) there is no risk
to safety and well-being of the patients; 2) rescue treatment will be provided to patients if the
study drug or placebo does not provide the sufficient pain relief. Subjects will be encouraged to
postpone the rescue medication until after 1 hour post-dose. Paracetamol 500-1000 mg is chosen
as a rescue medication as it belongs to a different pharmaceutical group of analgesics to avoid
any drug interactions. If not effective, the patient will be allowed to take another dose of
Paracetamol 500-1000 mg every 6-8 hours; interval between dose taking is not less than 4 hours;
the maximum daily dose is 4000 mg.

The pain relief after the molar tooth extraction will be assessed in this study. As pain is
always subjective, self-assessment scales provide the most valid measure of the experience. At
present no validated objective measures are available that would be feasible in clinical trials.
Pain intensity (PI) is still the key measure of efficacy of an analgesic drug and will be reported in
this study. Visual analogue scale (VAS) will be used in this study to assess the pain intensity and
pain relief. Primary endpoint will be the AUC.¢, of pain profile between time 0 (baseline value
of VAS) and 6 hours post-treatment. The 6-hour assessment timeline corresponds to PK profile
of KLS with Ty« within 0.75-1 hour and T;,; of 1.5-2 hours.

Time profile of pain and time profile of pain relief using VAS, time to first perceptible relief
(TFPR) and time to meaningful pain relief (TMPR), proportion of patients requiring rescue
medication, time to rescue medication, and patient’s overall assessment will be assessed in this
study as secondary endpoints. TFPR and TMPR will be measured by two stopwatches.

KLS is supposed to be safe. Patients will be followed for 48 hours post-dose which exceeds
7 half-lives of KLS. Any SAE spontaneously reported by the patient within 30 days of dosing
will be collected.

The study hypothesis and sample size are based on data from a placebo-controlled study of
ketoprofen (difference between the groups in mean AUC of 90 mm h™' and SD of 121 mm h™),
a = 0.05 and power of 80% [3].

3.3. Study duration

The duration of participation of each subject in the study will be up 7+1 days and will
include: screening (up to 4 days), tooth extraction, randomization and study treatment (1 day),
and follow-up (2 days).
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Start of subjects’ enrollment in the study is scheduled for October 2017. It is planned that all
subjects will complete all study visits before March 2018.

The End of Study is defined as the date of the last visit of the last patient. The Clinical Study
Report will be completed in June 2018.

3.4. Previous experience with OKITASK®

Pain is the most common symptom for which subjects seek medical attention. Although there is
no exact definition of pain it can be defined as an unpleasant sensory and emotional experience
associated with actual or potential tissue damage, or described in terms of such damage (IASP).
Acute and chronic pain are different clinical entities. Acute pain is provoked by a specific disease
or injury, serves a useful biologic purpose, is associated with skeletal muscle spasm and
sympathetic nervous system activation, and is self-limited [6].

NSAIDs have an established role in the relief of mild to moderate pain, minor febrile
conditions, and for acute and chronic inflammatory disorders such as osteoarthritis, rheumatoid
arthritis, juvenile idiopathic arthritis and ankylosing spondylitis. Acetylsalicylic acid, diclofenac,
ibuprofen and naproxen are well known NSAIDs and proven medications in the self-
management of conditions with mild to moderate pain and fever. The fastest acting of these
active moieties, in an oral OTC formulation, reaches its peak plasma concentrations (Tpax) 20 —
60 minutes (diclofenac potassium tablets), the T, values, along with the onset of pain relief,
vary considerably with the Ty, for naproxen being 2 to 4 hours. The current formulations and
presentations are limited, with most requiring water in order to administer. There is a need for an
OTC analgesic which is fast acting with a unique “on-the-go” formulation.

Ketoprofen, a derivative of propionic acid, is a well-known and established NSAID with
proven analgesic, anti-inflammatory and antipyretic actions. It was first approved for clinical use
in France and the United Kingdom in 1973. It is currently marketed throughout the world in a
variety of forms such as capsules, granules, injectable solutions, suppositories, and topical gel

[7].

It is frequently prescribed for the treatment of musculoskeletal and joint disorders such as
ankylosing spondylitis, osteoarthritis, and rheumatoid arthritis, and in peri-articular disorders
such as bursitis and tendinitis. It is also used in dysmenorrhea, postoperative pain, in painful and
inflammatory conditions such as acute gout or soft-tissue disorders, and to reduce fever.

As an ‘over the counter’ medicine, ketoprofen is approved for the treatment of a range of
mild to moderate pain conditions and relief of fever [8].

The chemical name of ketoprofen is 2-(3-benzoylphenyl)-propionic acid and the molecular
formula i1s C;¢H403;. The assigned ATC Code for ketoprofen is MO1AEO3. There are
pharmacopoeial preparations of ketoprofen products such as BP 2014: Ketoprofen Capsules;
Ketoprofen Gel; USP 36: Ketoprofen Extended-Release Capsules.

Ketoprofen lysine salt (KLS) is a salt of ketoprofen, proven to exert the same anti-
inflammatory, analgesic, and the antipyretic activities of the parent compound, ketoprofen. The
salification of ketoprofen with the amino-acid lysine significantly increases the solubility of
ketoprofen in water; improving both the rate and extent of absorption (Tm.x 15 minutes)
compared with conventional acid ketoprofen, as well as current OTC NSAIDs; studies have
reported that the lysination of the compound promotes a gastroprotective effect, and this is
supported by KLS post-marketing data whereby there have been fewer GI reactions reported
than ibuprofen and, therefore this has provided the basis for the development of orodispersible
granules for oral administration [10] .
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KLS is formulated as 40 mg granules is equivalent to 25 mg of ketoprofen which has been
documented to be the dose demonstrating efficacy with a positive benefit:risk profile for an OTC
ketoprofen formulation. The content of the sachet is placed directly on to the tongue.

The granules dissolve in saliva and can therefore conveniently be used without water,
offering a palatable alternative to people who have difficulty swallowing conventional tablets
and capsules. The KLS 40 mg granules formulation has been shown to be effective in controlling
mild to moderate pain, with onset of pain relief in 5 minutes.

The indications approved in Italy as per SmPC [50] for KLS 40 mg granules are:  pain of
various types and origins, in particular: headache, toothache, neuralgia, menstrual pain,
rheumatic pain and muscle aches.

KLS is indicated in adults and adolescent aged 15 years or above.

The proposed dosage is 40 mg of KLS (equivalent to 25 mg of ketoprofen) up to 3 times per
day in adult and adolescent over 15 years.

All the proposed indications are characterized by a short duration, acute pain and can be
self-diagnosed.

34.1. Preclinical Data

KLS in terms of acute exposure resulted in a significant high dosage in rats and mice when
treated orally or by intraperitoneal route (mean LD50 > 100 mg/kg rat, and > 400 mg/kg mice)
[11], [12], [13], [14], [15].

The pharmacology studies and literature demonstrate that KLS possesses the anti-
inflammatory, analgesic and antipyretic activities described previously for the parent compound,
KA, and support the therapeutic indications of the product under application (KLS 40 mg
orodispersible granules).

In a study in the model of carrageenan-induced edema of the rat’s paw, KLS administered
either topically as foam formulation on the skin or given by oral route at the doses of 0.5, 1 and 2
mg/kg (one hour before the carrageenan injection) statistically significantly reduced the edema
formation with the highest effect obtained with the 2 mg/kg KLS oral administration.

In a further study (assessing the anti-pyretic activity in the rat), KLS given orally at doses up
to 3 mg/kg determined a dose-related inhibition of pyresis induced by yeasts (the highest
antipyreticactivity was obtained with 3 mg/kg). In an in vitro model of ethanol-injured gastric
mucosa of human cultured cells, Lysine and KLS but not KA clearly protected the cells viability
affected by ethanol as well as both Lysine and KLS reduced the levels of malonyldialdehyde
(MDA) induced by ethanol as well as the up regulation of NFkB and IL-8. MDA was not
reduced by KA which only at a lesser extent it reduced the up regulation of NFkB and IL-8.
These in vitro results clearly demonstrated the protective role of Lysine and the better tolerability
profile of KLLS compared to KA [18].

The pharmacological effects obtained in the different animal models as well as the in vitro
data clearly support the intended clinical use and proposed dosing of KLS by orodispersible
granules.

The absorption of KLS has been investigated in animals after oral (dog) and topical
(cutaneous) application of a foam formulation. In the dog, the bioavailabily and
pharmacokinetics of ketoprofen lysine salt, S-ketoprofen, R-ketoprofen and ketoprofen were
compared in a 2-week oral study. At equimolar doses of the active principles, ketoprofen lysine
salt and ketoprofen disclosed a similar drug disposition profile in a 2 h time but, the mean
plasma levels at the first two sampling points was substantially higher for KLS compared to KA
thus clearly suggesting that the onset of the pharmacological activity of KLS might well be
earlier.
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The topical application of KLS induced negligible plasma concentrations of ketoprofen
(ng/ml) when compared with those obtained after intravenous administration (ug/ml); often,
these concentrations were lower than the LOQ (i.e. below 0.05 pg/ml). It was therefore
concluded that after cutaneous application no significant systemic absorption of KLS occurs.

Cardiovascular effects of KLS have been studied in the dog. The compound was well
tolerated after intramuscular or intravenous administration up to the doses of 10 mg/kg. Higher
doses given by the intravenous route (25 - 50 mg/kg) induced a transient hypertensive effect
followed, at the highest dose, by a mild hypotension. In rabbits, KLS, administered by
intramuscular route up to the dose of 100 mg/kg, did not produce relevant effects on the
cardiovascular system. This safety dose in rabbits when compared to the 120 mg/daily dose of
ketoprofen Lysine salt orodispersible in human patients provides a safety factor of 16 fold.

The toxicology of KLS has been thoroughly investigated by single and repeated dose
toxicity studies covering up to 13-week treatment duration. Genotoxicity, reproductive toxicity
and local tolerance studies were also performed. Different administration routes (including the
oral route) have been studied in animals in both rodent and non-rodent species. All the studies
have been carried out by recognized Life Science Research Organizations (Ricerche Biomediche
RBM, in Italy and Life Science Research in Israel), and all performed in compliance with the
GLP procedures [11], [13], [12], [14], [15], [16], [17], [18], [19], [20], [22], [21], [23], [24],
[25], [26], [27], [28], [48].

The main target organs in all tested species were the GI tract and the kidneys as expected for
a NSAID. The doses of 2.5 mg/kg/day and 7.5 mg/kg/day in the rat and marmoset, respectively,
were the doses which proved to be devoid of toxic effects. These results are similar to those
reported in published toxicological studies conducted with KA in rats and in non-rodent species.

The mutagenic and genotoxic potential of KLS was evaluated according to a standard
package of in vitro and in vivo studies. No genotoxic and mutagenic activity was found for KLS.

No teratogenic effects or effects on the fertility or reproduction performances were observed
in rabbits at the oral doses of 15, 30, 60 mg/kg/day. Some deaths occurred, possibly accounted
for by gastrolesive effect of the compound.

Based on the pharmacological and toxicological data obtained, the non-clinical data of KLS
confirms the similar preclinical profile of the compound to that of KA, and is fully supportive of
the proposed strength and indications in humans. The potentially enhanced tolerability profile (as
well evidenced in an in vitro study with human gastric mucosa cells), faster onset of action and
optimized product format make it particularly suited to use in an OTC setting.

3.4.2. Clinical Data
Absorption and Distribution

As summarised by Sarzi-Puttini, KLS has a higher solubility when compared to acid
ketoprofen. This leads to a more rapid absorption of the active substance with a higher peak
concentration, which is reached after 15 minutes compared to 60 minutes after ketoprofen
administration. This rapid increase in peak plasma concentration of the KLS consequently results
in a more rapid pharmacological activity; this is important considering that the speed of onset of
analgesia is one of the most important factors for consumers in obtaining pain relief [29].

An analgesic effect-concentration relationship for ketoprofen was established in an oral
surgery pain study with ketoprofen. The concentration of ketoprofen that produced 50% the
maximum pain intensity difference (PID) (Ce50) was 0.3 pg/ml (95% confidence limits: 0.1 to
0.5) [10]. The second biopharmaceutic study conducted on OKITASK 40 mg granules on
69 subjects demonstrated ketoprofen plasma levels measured at 5 minutes were 0.15 pg/ml
(standard deviation 0.19 pg/ml). Taking into consideration the confidence limits for the Ce50
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(0.1 — 0.5 pg/ml), KLS 40 mg granules can start exerting a clinically relevant analgesic effecting
5 minutes after first oral administration.

Linearity in the absorption kinetic has been demonstrated in the range of doses of ketoprofen
between 12.5 mg and 200 mg [30].

When ketoprofen is given with food, the bioavailability (AUC) is not altered, but Cy.x 1s
lower and Ty is slowed. The size of meal taken appears to have only a slight effect on the
extent of ketoprofen absorption [31]. Ketoprofen is 99% bound to plasma proteins and
substantial concentrations of drug are found in the synovial fluid [32].

KLS is rapidly and readily distributed into the central nervous system and can be detected in
cerebrospinal fluid 15 minutes after administration of a 100 mg intramuscular injection of
ketoprofen. The rapid diffusion can be explained by the high level of liposolubility of the KLS
quickly passing the blood brain barrier [33].

Metabolism

Ketoprofen is rapidly and extensively metabolised in the liver, largely by conjugation. The
drug also undergoes hydroxylation and subsequent conjugation with glucuronic acid. The
glucuronide conjugate of ketoprofen and the hydroxylated metabolites are pharmacologically
inactive, and no active metabolites have been identified.

Excretion and Half-life

The elimination half-life in plasma is about 1.5 hours. Ketoprofen is metabolised mainly by
conjugation with glucuronic acid, and is excreted mainly in the urine [32].

Following a single oral dose of ketoprofen in healthy adults, about 60 — 80% of the dose is
excreted in urine; most urinary excretion occurs within 24 h [38]. Elimination of the drug is
reduced in the elderly [34], an important point to note when considering the safety of KLS 40 mg
granules in this patient population. Age-related accumulation of ketoprofen in the elderly due to
reduced clearance was also reported by Skeith and colleagues [35]. Therefore, the SmPC advises
that caution should be applied for use in the elderly subjects.

Renal and eventually hepatic impairment reduces renal clearance of ketoprofen
acylglucuronide conjugates (CLrconj) in a stereoselective fashion, and this appears to be the rate
limiting step for clearance of ketoprofen, which leads to an increased concentration of the drug
in the plasma [37], [35], [36]. KLS 40 mg granules is, therefore contraindicated in patients with
severe renal or hepatic insufficiency.

Bioequivalence study

An open-label single-dose crossover study under fasting conditions to determine the
comparative pharmacokinetic profile of ketoprofen lysine salt as orodispersible granules (40 mg
administered without water) versus ketoprofen lysine salt as granules for oral solution (80 mg
bipartite sachet, half sachet, Oki® 80 mg) after oral administration in healthy volunteers was
performed [9].

Seventy-one (34 female and 37 male) subjects received at least one dose of study treatment
(Okitask 40 mg granulates formulation in absence of water and OKi 80 mg granules for solution
half sachet with water [240 mL]). After the first treatment administration, one subject withdrew
consent to study participation for personal reasons, and one subject was discontinued by the
Investigator due to intake of disallowed concomitant treatments during the washout period. So
for the pharmacokinetic analysis, 69 subjects were eligible for data contribution (Study
population: 34 females and 35 males [mean + SD age 33.6 = 9.0]).

The healthy volunteers were randomly assigned to receive:
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Test (T) = OKITASK® 40 mg granulates (corresponding to 25 mg ketoprofen): the
content of an entire sachet of the test formulation was placed on the tongue and dissolved in
mouth during about 3 min in absence of water. The mouth was wet by drinking 20 mL of
mineral water directly before placing the granules on the tongue. Afterwards, no fluid intake
was permitted for 2 hours.

Reference (R) = OKi® 80 mg granules for solution bipartite sachet: half sachet = 40 mg
of ketoprofen lysine salt (corresponding to 25 mg ketoprofen): the content of half sachet of the
reference formulation was dissolved in 190 mL of mineral water. The subject drank the entire
solution immediately. Then, 50 mL of mineral water were used to rinse the glass and the rinse
was drunk immediately. Afterwards, no fluid intake was permitted for 2 hours.

The treatments were administered as a single dose in the morning to fasting subjects
(overnight), and after 4 hours post-dose a standardised lunch was provided.

In each study period, blood samples were collected from the volunteers for assay of
ketoprofen at the following times: (pre dose, 0) and at 0.08 (5 min), 0.25, 0.5, 0.75, 1.0, 1.5, 2.0,
3.0, 4.0, 5.0, 6.0, and 8.0 hours after dose.

Ketoprofen plasma concentrations were determined by means of a validated HPLC-UV
method.

In line with the current European Guidelines, the pharmacokinetic (PK) parameters: AUC.,
AUCy. and Cpax were measured and analysed using analysis of variance (ANOVA). The data
were transformed prior to analysis using a napierian logarithmic transformation. The statistical
method for testing for bioequivalence (BE) was based upon the 90% confidence intervals (Cls)
for the ratio of the population means (test/reference) for the PK parameters under consideration.
This method is equivalent to the corresponding two one-sided test procedure, with the null
hypothesis of bioequivalence at the 5% significance level (Schuirmann’s two one-sided t-tests
were used). The acceptance criterion for BE was that the 90% Cls of the ratio of geometric
means was within the range 80.00 — 125.00%.

The statistical analysis took into account treatment, period, sequence, and subject within
sequence, as fixed effects. Tmax was analysed using the non-parametric Friedman test.

The emergent pharmacokinetic profiles of the test product (OKITASK® 40 mg granulates)
and reference (OKi 80 mg granules for solution, half sachet) indicated that both formulations are
rapidly adsorbed, with a tyax of about 0.5 hour, and both produced a similar ketoprofen exposure.

With respect to the 90% confidence interval of the ratio (test/reference) of geometric means,
all the values for each PK parameter were contained within the accepted range (80 — 125%) for
bioequivalence. It can, therefore be concluded that OKITASK® 40 mg granulates, administered
without water, are bioequivalent to OKi 80 mg granules for solution (half sachet: 40 mg)
administered with 240 mL of water, in terms of both the rate (Cpax) and extent (AUC) of
systemic ketoprofen absorption.

The summary pharmacokinetic and bioequivalence assessment data from the study
KSLO112 are presented below.

Table 2. Study KSL0112 Summary Pharmacokinetic Data and 90% Confidence
Intervals

AUCO-t AUCO0._, (ng t2

Treatment Cmax (pg/ml) Tmax (h) (ng.ml/h) - mL/h) (h)
T 2.77+0.82 0.46 +£0.19 4.82+1.02 493 +£1.07 1.66 +0.23
R 3.16 £0.75 0.30 £0.13 4.62+1.08 4.77+1.13 1.87 £0.31

Statistical Analysis
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90% confidence interval ratio of geometric means Estimate Lower Upper
AUCO-t 104.71 102.63 106.84
Treatment T vs R AUCO,, 104.61 102.46 106.80
Cmax 86.28 82.24 90.52

The graph below clearly shows that the ketoprofen plasma concentration versus time
profiles for the two treatments evaluated in study KSLO112 are virtually superimposable.

[i]

[ketopralen] (ugml)

001
2 3 1

Tame (he)

Figure 1. Mean plasma ketoprofen concentration (pg/mL) vs. time profiles after
administration of 40 mg ketoprofen lysine salt orodispersible granules (T) (e solid line) and
40 mg of ketoprofen lysine salt granules for oral solution (R) (o dotted line) in
semilogarithmic scale.

The secondary endpoint of the study was the evaluation of the safety. No deaths or severe
treatment emergent adverse events or serious adverse events occurred during the study period.
Both test and reference formulations were well tolerated by study subjects. Ten (10) out of 71
subjects (14%) experienced one adverse event (AE) each. Specifically, 8 subjects (11.3%)
experienced one AE after the test treatment and 2 subjects (2.9%) after the reference treatment
administration. The Investigator judged 5 of the 10 reported AEs were related to treatment.
Specifically, 4 subjects (5.6%) experienced one AE after test and one subject (1.4%) after
reference administration. The most frequently reported AE was headache, which was
experienced by 3 subjects (4.2%) receiving the test treatment. Other reported AEs occurred at a
frequency not higher than one subject. No clinically meaningful effect of ketoprofen on vital
signs, body weight, ECGs, or standard laboratory test parameters was observed.

In conclusion, OKITASK®™ 40 mg granulates, administered without water, are bioequivalent
to OKi 80 mg granules for solution (half sachet: 40 mg), when administered with 240 mL of
water, in terms of both the rate (Cmax) and extent (AUC) of systemic ketoprofen absorption in
healthy male and female volunteers.
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Pregnancy and Lactation

The use of NSAIDs may reduce female fertility and it is not recommended in women
planning pregnancy as with any medication inhibiting cyclo-oxygenase/prostaglandin synthesis.
The administration of NSAIDs should be discontinued in women with fertility disorders or who
are undergoing investigations of infertility.

NSAIDs can cross the placenta; exposure to NSAIDs in early pregnancy increases the risk
of miscarriage and malformation of the foetus, and is believed to increase with dose and duration
of therapy. The inhibition of the prostaglandin synthesis [39], [40], [41], [42] by all
prostaglandin synthesis inhibitors may affect the unborn child, with exposure during the third
trimester of pregnancy increasing incidence of premature closure of the foetal ductus arteriosus
in utero, renal dysfunction that may progress to renal failure with oligo-hydroamniosis,
prolonged gestation, dystocia and delayed parturition [43], [44], [45], [46]. Therefore, as with all
NSAIDs and in accordance with guidance document EMEA/12148/04 [49], the use of KLS 40
mg granules is contra-indicated in the third trimester of pregnancy; the use of KLS 40 mg
granules is not recommended during the first two trimesters of pregnancy, it is advised that
during this period, KLS 40 mg granules should only be used if strictly necessary.

Ketoprofen can be detected in breast milk after administration. In a three day post-partum
study, nursing mothers received 100 mg ketoprofen, as an IV bolus, every 12 hours. Milk
samples were collected between the third and fourth doses. Analysis of these samples and
extrapolation of the results indicate that a breast-fed infant would receive a mean dose 8.5 + 5.5
pg/kg/day, and a maximum dose of 13.6 + 7.6 pg/kg/day. The relative infant dose is 0.31 +
0.17% of the weight-adjusted maternal dose. In this study the relative infant dose of ketoprofen
was less than that of the other drug studied, nalbuphine (0.59 + 0.27%)).

The authors concluded that breast-feeding is permissible when nursing mothers are taking
ketoprofen to treat post-partum pain. Nevertheless the use of KLS 40 mg granules is
contraindicated during lactation as reported in the SmPC.

Patient Exposure to KLS

KLS products are authorised and marketed by Dompé farmaceutici S.p.A. with four
different brand names: “Artrosilene, OKi, OKi Infiammazione e Dolore and OKITASK”.

Dompé farmaceutici S.p.A. received the first marketing authorisation for products
containing KLS (systemic formulation) under the brand name Artrosilene in Italy, on 13 June
1979 for the pharmaceutical form suppository. Artrosilene is currently authorized and marketed
in different countries, in a number of pharmaceutical forms and dosages, by different
administration routes for systemic administration, as follows:

- Oral (320 mg prolonged-release capsule, hard),
- Parenteral (160 mg/2 ml solution for injection),
- Rectal (160 mg suppositories).

The above mentioned product presentations were subsequently authorised and marketed in
Albania, Kosovo and Russia under the same brand name, by Dompé farmaceutici S.p.A., as
Marketing Authorisation Holder (MAH).

Dompé farmaceutici S.p.A. is also MAH of formulations for topical cutaneous use,
authorized under the brand name Artrosilene (5 g/100 g cutaneous gel and 15 g/100 ml foam)
and marketed in Italy and abroad.

KLS under the OKi® brand name was registered by Dompé farmaceutici S.p.A. (formerly
Dompé S.p.A.) in Italy on 15 November 1994 and subsequently authorised and marketed in
several countries worldwide under different trade names. KLS products under the OKi® or
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related trade-marks are authorised in a number of pharmaceutical forms and dosages by different
administration routes as follows:

- Oral: 80 mg granules for solution, 80 mg/mL drops solution;
- Parenteral: 160 mg/2 ml solution for injection;
- Rectal: 160-60-30 mg suppositories.

Two topical formulations are authorized under the brand OKi® Infiammazione e¢ Dolore
(1.6% mouthwash; 0.16% oromucosal spray), and are marketed in Italy. The mouthwash is
marketed also in Albania, Kosovo, Malta, Russia (with Dompé as MAH) and in Greece and
South Korea (with business partners as MAHS).

OKITASK® 40mg/sachet granules formulation received the first marketing authorisation in
Italy on 17 September 2012; subsequently, almost 3 years later, the same product was authorised
in Albania and later in Kosovo. The 40 mg film coated tablet formulation was authorised in Italy
in February 2017.

As reported in the Addendum to Clinical Overview of OKITASK® (Data lock point on 16
September 2016) submitted to the Italian Regulatory Agency with the marketing authorization
renewal request in December 2016, since first marketing (September 2012) up to 31 August
2016, a total number of 13.067.368 packages of OKITASK® granules has been sold by Dompé
in the countries where the product is currently marketed. On the basis of sale data available and
of the approved posology, it is assumed that one package is used by one patient, therefore the
number of packages sold corresponds to the number of subjects treated. The estimated number of
subjects treated cumulatively, up to 31 August 2016, exceeds 13 million.

Adverse Events

There are long-standing and well-recognised gastrointestinal (GI) and renal safety concerns
with all NSAIDs (NICE 2015). In 2006 the European Medicines Agency (EMA 2006) stated that
the overall benefit-risk balance for non-selective NSAIDs remains favourable when used in
accordance with the product information, namely on the basis of the overall safety profile of the
respective non-selective NSAID, and taking into account the patient’s individual risk factors
(e.g. GI, cardiovascular and renal).

Standard medical textbooks such as Martindale (2015) [32] and Dollery (1999) [47] note
that acute interstitial nephritis has been associated with the administration of many NSAIDs
including ketoprofen. GI disturbance with ketoprofen is described as common, and comparable
in incidence to that produced by other propionic acid derivatives such as naproxen. Non-
selective inhibition of prostaglandin synthesis by NSAIDs, including gastro-protective
prostaglandins in the GI tract, is the principal reason for GI adverse events [47].

The most common AEs that occurred with KLS in the above presented studies for KLS
products (OKITASK® and OKi® 80 mg) involved the GI tract. Typically, these were
characterized by short-lasting episodes of gastric pirosis (heartburn) and pain of light severity
with a safe profile even though taken on an empty stomach (BE studies). The causality
relationship with orally administered OKi® 80 mg granules for solution, which is double the dose
of KLS 40 mg granules, was considered possible for all the reported AEs concerning the GI
tract. This experience is reflected in published clinical studies where GI adverse events are most
commonly reported following oral administration of ketoprofen. GI adverse events with NSAIDs
and, therefore with ketoprofen, can manifest as: nausea, vomiting, diarrhoea, flatulence,
constipation, dyspepsia, abdominal pain, melaena, haematemesis, ulcerative stomatitis,
exacerbation of Crohn’s disease and gastritis.
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To help reduce the risk of GI adverse effects the lowest effective dose of KLS, 40 mg, was
chosen for the product KLS 40 mg granules, moreover the following contraindications and
precautions are included in the proposed SmPC for KLS 40 mg granules:

The medicinal product should not be used in the following cases:

- In subjects with an active peptic ulcer, or any history of gastrointestinal bleeding,
ulceration or perforation;

- In subjects with gastric or duodenal ulcer, chronic dyspepsia and gastritis. The following
precautions must be considered before using the medicinal product;

- The use of KLS 40 mg granules with concomitant NSAIDs, including cyclooxygenase-2
selective inhibitors, should be avoided.

- Undesirable effects may be minimized by using the minimum effective dose for the
shortest duration necessary to control symptoms.

- Caution should be advised in subjects receiving concomitant medications that could
increase the risk of ulceration or bleeding, such as oral corticosteroids, anticoagulants
such as warfarin, selective serotonin-reuptake inhibitors or anti-platelet agents such as
aspirin.

Post-marketing Safety Data

Ketoprofen was first approved for clinical use in France and the United Kingdom in 1973. It
is currently marketed throughout the world in a variety of forms such as capsules, injectable
solutions, suppositories, and topical gel.

Cumulative safety data on OKITASK® granules are taken from the Addendum to Clinical
Overview submitted the Italian Regulatory Agency for the marketing authorization renewal
request. Cumulatively, up to September 2016, a total of 59 Individual Case Safety Reports
(ICSRs) including 119 ADRs, have been reported in subjects treated with KLS 40mg granules
during post-marketing use. Among the reported cases, 22 ICSRs (37.3%) were assessed as
having at least one serious ADR: cumulatively, the Company received 53 serious ADRs (44.5%)
and 66 non-serious ADRs (55.5%). All cases were spontaneously reported in Italy and received
either from Regulatory Authority (through the Italian National Pharmacovigilance Network) or
from healthcare professional/subjects.

Considering the number of estimated subjects exposed to the drug, the frequency of ADRs
(serious and non-serious) is very rare (<1/10,000).

The SOCs most frequently involved in adverse reactions were:

“Skin and subcutaneous tissue disorders”: 35 ADRs were reported under this SOC, of
which 15 serious and expected (no unexpected ADR) and 20 non serious reactions.

- “Gastrointestinal disorders”: 25 ADRs were reported under this SOC, of which 7 serious
and expected (no unexpected ADR) and 18 non serious reactions.

- “Respiratory, thoracic and mediastinal disorders”: 18 ADRs were reported under this
SOC, of which 13 serious (11 expected/2 unexpected) and 5 non serious reactions.

The majority of the ADRs received were listed allergic reactions, consisting of cutaneous
manifestations and/or respiratory or gastrointestinal symptoms, as described in the current
version of the SmPC.

Cumulatively, no specific risk was highlighted for the medicinal product: no case with fatal
outcome in patients treated was reported. No case of drug-drug interaction, overdose, misuse, off
label use was received by the Company. No case report concerning exposure during pregnancy
or breastfeeding was collected by the Company. One case of drug abuse (intentional) and one
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case of medication error (non-intentional use) were reported, as described above: in both cases
no sequelae were mentioned.

Safety Conclusions

The clinical studies show that KLS, and other ketoprofen treatments, are effective and well
tolerated in the treatment of the proposed indications for KLS 40 mg granules. The safety profile
for ketoprofen (and its lysine salt) is well characterised in clinical studies in over 40 years of use
as a POM medicine and subsequently as a non-prescription medicine (OTC). Serious adverse
events with short-term oral use of low dose (25 mg) ketoprofen (equivalent to 40 mg KLS) are
rare. Adverse reaction data provided for KLS 40 mg granules (OKITASK®) show that the most
commonly reported adverse reactions affect the skin and subcutaneous tissue, with the most
frequently reported ADR being urticaria.

The most commonly reported adverse events associated with short-term low dose (25 mg)
ketoprofen occur in the GI tract, these are well characterised, easily recognised, are mild or
moderate in intensity and resolve on cessation of treatment. However, data indicates that short
term oral use of low dose KLS (40 mg) has fewer GI tract adverse events than other NSAIDs,
this is considered to be due to the optimised rate of absorption. Studies indicate that the
salification of ketoprofen with the lysine confers a degree of gastro-protection. Consumption of
KLS with food to minimise GI adverse events is not necessary in short-term KLS use.

This clinical experience is adequately reflected in the corresponding SmPC and product
labelling for KLS 40 mg granules. The available safety data for KLS, and other ketoprofen
treatments, support short-term self-medication with orally administered KLS 40 mg up to 3 times
a day, in adults over the age of 18 years.

In summary, the symptomatic benefits of KLS 40 mg granules, for an adult consumer of this
medicine, far exceed the known risks.

3.5. Dose Rationale and Risk/Benefits

The proposed dosage of KLS granules in this study is a single dose of 40 mg of KLS
(equivalent to 25 mg of ketoprofen). This dose is one third of the daily dose authorized in Italy
(adults and adolescents over 15 years: 1 sachet as a single dose or repeated 2 to 3 times a day, for
more intense pain) and in the European countries (i.e. up to 3 times per day in adults above
18 years), 1 sachet as a single dose repeated 2 to 3 times a day as needed.

KLS has been widely used in clinical practice for over 35 years and as such, there is
extensive experience with the drug.

No particular safety risks are foreseen with respect to the safety profile of the marketed
OKITASK® 40 mg granules.

The presentation of OKITASK® granules in a single sachet delivers easy compliance for
subjects due to the formulation, which can be conveniently swallowed without water and also by
subjects who usually experience difficulties in swallowing tablets or capsules. Adequate
warnings are provided in the product labelling for KLS 40 mg granules to ensure this product is
self-administered correctly and safely.

Considering that planned KLS dose is 40 mg in single, no concern for the safety of study
participants is expected.

The use of placebo in the study is acceptable and ethically justified since 1) there is no risk
to safety and well-being of the patients; 2) rescue treatment will be provided to patients if the
study drug or placebo does not provide the sufficient pain relief. Subjects will be encouraged to
postpone the rescue medication until after 1 hour post-dose. Paracetamol 500-1000 mg is chosen
as a rescue medication as it belongs to a different pharmaceutical group of analgesics to avoid
any drug interactions. If Paracetamol 500-1000 mg is not effective, the patient will be allowed to
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take another dose of Paracetamol 500-1000 mg every 6-8 hours; interval between dose taking is
not less than 4 hours; the maximum daily dose is 4000 mg.

This study is considered as a low risk interventional trial considering that it is conducted
with an authorized medicinal product tested in accordance with its marketing authorization in
some European countries.
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4. STUDY POPULATION
4.1. Study population

Up to 100 male and female adult patients scheduled for extraction of a molar tooth will be
screened in the study. 70 eligible patients will be randomized into one of two study groups at 1:1

ratio:

Group 1. OKITASK® 40 mg — 35 patients

Group 2. Placebo — 35 patients

4.2. Inclusion Criteria

Eligible patients must meet the following inclusion criteria:

1.
2.
3.

Signed Informed Consent Form;
Male and female, from 18 years to 65 years (inclusively);

Subjects who undergo removal of a non-impacted molar tooth within 3 hours before
randomization in the study;

Subjects in generally good health (based upon criteria for safe administration of out-
patient conscious sedation);

Subjects requesting relief for postoperative pain within 3 h after the tooth extraction
(VAS 230 mm);

Subjects willing to undergo observation period for up to 9 hours after the tooth
extraction;

Ability to complete a 100 mm VAS and a category scale during the observation period
(about 9 hours);

Full comprehension: ability to comprehend the full nature and purpose of the study,
including possible risks and side effects; ability to co-operate with the Investigator and
to comply with the requirements of the entire study;

Contraception (for females): females of child-bearing potential must be using at least
one reliable method of contraception during the study, as follows:

hormonal oral, implantable, transdermal, or injectable contraceptives;

b. a non-hormonal intrauterine device [IUD] or female condom with spermicide or
contraceptive sponge with spermicide or diaphragm with spermicide or cervical
cap with spermicide;

or should have:

c. amale sexual partner who agrees to use a male condom with spermicide;
d. asterile sexual partner.

4.3. Exclusion Criteria

Patients will not be enrolled in the study if they have any of the exclusion criteria listed

below:
1.

Subjects undergoing extraction of impacted and dystopic teeth, tooth preserving
operations, apically positioning flap/vestibuloplasty with free gingival graft from the
palate;

Subjects undergoing more than one tooth extraction in the same extraction procedure;

Subjects undergoing dental implantation simultaneously with tooth extraction;
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4.

Allergy: ascertained or presumptive hypersensitivity to the active substances
(ketoprofen and paracetamol as rescue medication) and/or formulations' ingredients;
history of hypersensitivity to drugs (in particular to NSAIDs) or allergic reactions in
general, which the Investigator considers may affect the outcome of the study;

Diseases: relevant history of renal, hepatic, cardiovascular, respiratory (including
asthma), skin, haematological, endocrine, gastro-enteric and genitourinary tract or
neurological and autoimmune diseases, that may interfere with the aim of the study;

Medications: non-steroidal anti-inflammatory drugs (NSAIDS) and other analgesics [in
particular ketoprofen, paracetamol and acetylsalicylic acid (ASA)], antihistamines,
sedating medications, including herbal and BASs, taken 48 h before surgery;

Investigational drug trials: participation in the evaluation of any drug within 3 months
before screening (including the last study procedure);

Relevant history of drug and alcohol abuse.

Positive Pregnancy test in female patients of childbearing potential (including patients
in post-menopausal status for less than 2 years).

4.4. Re-screening procedures

Patients may be rescreened if the extraction procedure is postponed or cancelled outside
from the window Day -4 — Day 1. In this case the subject should sign new Informed consent
form, new patient’s number should be assigned and all the screening procedures will be repeated.

Patients may not be rescreened for the second extraction of molar tooth or participate in the
study twice.
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5.1. Description

Dompé farmaceutici s.p.a.
September 26, 2017 (As amended on January 25, 2018)

Study Drug:

OKITASK® 40 mg granules

Active substance:

Ketoprofen Lysine Salt

Ketoprofen: 2-(3-benzoylphenyl)-propionic acid;
Ci6H1403; CAS 56105-81-8; MW 254.29
Lysine: 2,6-diaminohexanoic acid,

C6H14N202; CAS 70-54-2; MW 146.19

Pharmacotherapeutic
group:

Non-steroidal anti-inflammatory drug, propionic acid
derivatives.

ATC code: MOTAEO3

Pharmaceutical form and
composition:

Granules for oral administration.

Composition Ketoprofen Lysine Salt, Povidone K-25, Silica
(colloidal anhydrous), Hypromellose, Basic Butylated
Methacrylate Copolymer (Eudragit EPO), Sodium laurilsulfate,
Stearic Acid, Magnesium Stearate, Lime Flavor, Lemon Flavor,
Frescofort Flavor, Aspartame, Mannitol, Xylitol, Talc

Presentation: Granules in sachet.
Sachet: opaque, PE/aluminum/PET sachets containing 700 mg
of granules (40 mg ketoprofen lysine salt)

Daily dose KLS 40 mg

Dosing regimen:

Single dose - 1 sachet

Storage conditions:

Keep at temperature not higher than +25°C

Keep in a place, out of reach of children

Manufacturer:

Dompé farmaceutici S.p.A. (Italy)

Re-packaging (primary,
secondary including
labeling)

Monteresearch (Italy)

Batch control and release

Dompé¢ farmaceutici S.p.A. (Italy)

Comparator product:

Placebo of OKITASK® 40 mg granules

Active substance:

None

Pharmacological Group:

Placebo

Pharmaceutical form and
composition:

Granules for oral administration

Placebo: Silica (colloidal anhydrous), Magnesium stearate,
Lime flavor, Lemon flavor, Frescofort flavor, Aspartame,
Mannitol, Xylitol, Talc.

Presentation:

Granules in sachet.

Sachet: opaque, PE/aluminum/PET sachets containing 700 mg
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Comparator product: Placebo of OKITASK® 40 mg granules
of granules
Daily dose KLS 0 mg
Dosing regimen: Single dose (1 sachet)
Storage conditions: Keep at temperature not higher than +25 °C

Keep in a place, out of reach of children

Manufacturer (primary, Monteresearch (Italy)

secondary including

labeling):

Batch control and release Dompé farmaceutici S.p.A. (Italy)

5.2. Treatment Regimen

A single oral dose of OKITASK® 40 mg or Placebo will be administered to patients within
3 hours after extraction of a molar tooth (VAS > 30 mm). Each patient will receive one sachet
that contains KLS 40 mg (equivalent to 25 mg of ketoprofen) or Placebo. The content of the
entire sachet will be placed on the patient’s tongue and swallowed. The study drug dissolves in
saliva, thus water may be not required.

5.3. Randomization and blinding

This is a double-blind placebo-controlled study. Patients will be assigned to one of two
treatment groups by the IWRS system in 1:1 ratio:

Group 1. OKITASK® 40 mg — 35 patients
Group 2. Placebo — 35 patients

Randomization will be performed after the surgery upon confirmation of the
inclusion/exclusion criteria (VAS >30 mm).

The double-blinding is provided by Placebo that is identical to OKITASK® 40 mg granules.
The drug will be packaged and labeled in a manner that will exclude unblinding. IWRS will
assign the study drug kit number that should be administrated by the subject. Randomization and
IWRS manual will be provided to the Investigator before the beginning of the study.

5.4. Unblinding procedure

The code of a particular subject may be broken in a medical emergency if knowing the
identity of the treatment allocation would influence the treatment of the subject. Administration
of rescue therapy does not require code break.

Unblinding of a patient’s treatment may be performed in IWRS. The reason for breaking the
code must be documented in the source documentation. If possible, Medical Monitor should be
contacted before the code is broken; otherwise the Medical Monitor should be notified within
24 hours of breaking the code.

5.5. Study treatment compliance

The patients will take the study drug once in front of the Investigator. No specific drug
compliance assessment is proposed in the study.

5.6. Packaging and labelling

The study drug will be provided by the Sponsor. The study drug will be packed and labeled
according to the current Russian legislation and applicable requirements.
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Labeling of the box containing the sachet is shown in Figure 2.
Figure 2 Labeling of the box containing the sachet.
Labeling of the sachet is shown in Figure 3.

Figure 3 Labeling of the sachet

For clinical trial only - Clinical trial N° KSL0117
KIT # XXX*  OKITASK® 40mg granules or Placebo
Dosage: 1 sachet 40 mg or 0 mg of ketoprofen lysine salt
CRO: IPHARMA LLC Russia, tel. + 7 (495) 276-1143
Batch: XXXXXX Expired date: XXXXXX

Keep out of reach of children

*Kits numbers will be prepared, according to the randomization drug list, and numbered
from 001-150.

5.7. Study drug accountability

The Investigator will be responsible for keeping records on study drug accountability to
ensure the proper receipt, storage, distribution and return of the study drug. Used sachets will be
stored at the site for accountability, monitoring and confirmation of administration to patients. In
case of a sachet damage during administration that prevents the subject from study drug dosing,
the appropriate entry must be made in the source documents and the accountability log, and the
sachet must be replaced by IWRS.

5.8. Study drug storage

Investigator will be responsible for ensuring adequate acceptance, storage, distribution and
return of the study drug, as well as keeping inventory records and registration in IWRS.

Limited access and applicable temperature regimen should be ensured by the Investigator.
The study drug should be stored at room temperature not exceeding +25°C. Temperature control
should be performed using thermometers, registering minimum and maximum temperature
within the reporting period. Information of temperature monitoring should be regularly entered
into the temperature monitoring log (i.e. every day excluding weekends and holidays).

5.9. Concomitant and rescue therapy

All concomitant medications, including herbal therapy and biologically active supplements
(BAS) must be registered in the source documentation and on the eCRF. This includes all
pharmaceutical products and BAS

The concomitant therapy also includes anesthesia and rescue therapy allowed by the
protocol which is applied to relief pain (if applicable).

Ultracain D  (articaine 40 mg), Ultracain DS forte (articainetepinephrine
40 mg+0.01 mg/ml), Ultracain DS (articaine+epinephrine 40 mg+0.005 mg/ml) 1-2 capules can
be used for anesthesia. The Investigator can choose anesthesia taking into consideration the
patient’s condition, medical history and other reasons. Number of used capules and type of
anesthesia for each patient will be recorded in the source documentation and on the eCRF.

In the event of poor pain control, the patient will receive a rescue medication for analgesia
(i.e. Paracetamol 500-1000 mg tablets). Subjects will be encouraged to postpone the rescue
medication until after 1 hour post-dose. If Paracetamol 500-1000 mg is not effective, the patient
will be allowed to take another dose of Paracetamol 500-1000 mg every 6-8 hours; interval
between dose taking is not less than 4 hours; the maximum daily dose is 4000 mg.

The drug name (preferably the name of the active substance), dosage, frequency of
administration, route of administration, indication for use (including the underlying disease,
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comorbid conditions, adverse event, or prevention), the date of beginning and ending of a
concomitant drug administration should be registered in the source documentation and on the
electronic Case Report Form.

If by the time of the study completion the concomitant therapy continues, a corresponding
mark shall be entered on the electronic Case Report Form.

5.10. Prohibited prior and concomitant therapy

Prohibited medicines which should not be taken within 48 hours before screening and during
Day 1:

e Antihistamines;
e Sedating medication (including herbal therapy and BAS).
Prohibited drugs should not be taken during Day 1:

e Maedicines for anesthesia other than indicated by the protocol (e.g. procaine,
lidocaine);

e NSAIDs and combinations which contain NSAIDs (except for the study drug);

e Analgesics: opioids, acetylsalicylic acid and its derivate, pyrazolones, other
analgesics-antipyretics (except for the rescue therapy indicated by the protocol, if
applicable);

e Antithrombotic medicines;
e Hemostatic sponge.

Participation in the evaluation of any investigational product within 3 months before
screening and during the study is also prohibited.
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6. STUDY PROCEDURES

All study procedures will be performed according to the requirements and recommendations
of the Good Clinical Practice guidelines of International Conference for Harmonization (ICH
Topic E6 (R2) Guideline for Good Clinical Practice (EMA/CHMP/ICH/135/1995 — 1 December
2016)) and Eurasian Economic Union (EAEU), principals outlined in the Declaration of
Helsinki, as well as according to the current legislation and applicable regulations of Russian
Federation. The Investigator must consent to accept monitoring, audits and inspections at the
clinical site and provide direct access to the study materials to the Sponsor and its
representatives, Independent Ethics Committee and regulatory authorities.

6.1. Informed Consent

Informed consent will be obtained at screening before any study-related procedure. One
copy of the signed informed consent form will be provided to the patient, the second signed copy
will remain at the site with the patient’s study records.

6.2. Patients registration

Each patient signed the Informed Consent Form will be assigned the individual registration
number that consists to four digits: [ ][ ]-[_][_] — the first two digits correspond to the site
number, the second two digits correspond to the patient’s order number at this site (01, 02, 03,
etc.). Then the randomistion number will be assigned by the IWRS. It consists in R and two
digits (RL_][_]). The investigator will report this number on the label of the kit assigned to the
patient (see section 5.6).

The instruction for registration of patients in IWRS will be provided to the Investigator
before beginning of the study.

6.3. Demographic data and medical history

To assess the patient’s compliance with the inclusion/exclusion criteria, the patient’s
demographic data (sex, date of birth/age, race) and full medical history, including significant
acute and chronic disorders and conditions (e.g. post-menopause), surgical interventions and
allergic reactions should be collected. Besides, patient should be asked about hospitalizations
and/or surgical interventions scheduled within the study period (if applicable). All new diagnoses
and conditions detected at screening should be attributed to the patient’s medical history.

6.4. Oral cavity examination

Oral cavity examination includes assessment of general appearance, condition of mucous
membranes, teeth, and throat.

Changes from baseline characteristics which are considered AEs, should be reported in the
source documentation and in the eCRF.

6.5. Vital signs, weight and height

The examination includes measurement of blood pressure, pulse and respiratory rate after
10 minutes rest in a sitting position. Changes from baseline characteristics which are considered
AEs, should be reported in the source documentation and in the eCRF.

Weight will be measured without shoes. Height will be captured as reported by the patient.
6.6. Assessment scales

Assessment scales are presented in Appendix (Section 12).

1) Pain intensity

Pain intensity will be assessed by Visual Analogue Scale (VAS), consisting of a 100 mm

long scale ranging from 0 mm (no pain) to 100 mm (worst pain imaginable) [Section 12.1]. The
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patient will be asked to put a mark on his/her scale based on the current intensity of pain
symptoms.

The Investigator should measure the distance from 0 to the mark on the scale with a
standardized ruler and capture the result in the source documentation and on the electronic Case
Report Form.

2) Pain relief

Pain relief will be assessed by Visual Analogue Scale (VAS), consisting of a 100 mm long
scale ranging from 0 mm (no relief) to 100 mm (maximum relief) [Section 12.2]. The patient
will be asked to put a mark on the scale based on his/her current intensity of pain relief.

The Investigator should measure the distance from 0 to the mark on the scale with a
standardized ruler and capture the result in the source documentation and on the electronic Case
Report Form.

3) Patient’s overall assessment

The patient will be asked to provide his/her current overall assessment answering the
question «Considering all the ways that the pain affects you, how well are you doing?». The
patient will mark the answer on the 5-point scale: 1 = very good, 2 = good, 3= satisfactory,
4 = poor, 5 = very poor [Section 12.3].

Patient overall assessment will be performed after VAS measurement at baseline and at 6 h.
If a patient takes rescue medication, the Patient’s overall assessment will be performed after the
last VAS measurement (before rescue medication).

The Investigator should capture the score in the source documentation and on the electronic
Case Report Form.

6.7. Determination of the Time to first perceptible relief (TFPR) and Time to
meaningful pain relief (TMPR)

Upon study drug administration the patients will immediately start two stopwatches. One of
them will be stopped once the patient feels first perceptible pain relief; the second one will be
stopped once the patient feels the meaningful pain relief. Time to first perceptible relief (TFPR)
and time to meaningful pain relief (TMPR) will be captured in the source documentation and on
the eCRF.

6.8. Safety and Adverse Events
6.8.1. Definitions

Adverse Event (AE) - Any untoward medical occurrence in a patient or clinical
investigation subject administered a pharmaceutical product and which does not necessarily have
a causal relationship with this treatment. An adverse event (AE) can therefore be any
unfavorable and unintended sign (including an abnormal laboratory finding), symptom,
complaint or disease temporally associated with the use of a medicinal (investigational) product,
whether or not related to the medicinal (investigational) product. In this study AEs will be
reported from the moment of signing the Informed Consent Form (prior to administration of the
first dose of the study drug) to the follow-up (Day 3+1) after the last visit of the patient or last
procedure per protocol.

Post-operative pain will not be considered as AE at the study.

Adverse Drug Reaction (ADR) - Any adverse event for which there is a reasonable
possibility that the drug caused the adverse event. “Reasonable possibility" means there is
evidence to suggest a causal relationship between the drug (at any dose) and the adverse event.

Serious Adverse Event - Any untoward medical occurrence that at any dose:
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- results in death is life-threatening (i.e. the patient was at risk of death at the time of the
event. It does not refer to an event which hypothetically might have caused death if it
were more severe)

- requires or prolongs hospitalization

- results in significant, persistent or permanent impairment or disability is a congenital
anomaly or birth defect

- 1is an important medical event

Important medical events are those that may not be immediately life threatening, but are
clearly of major clinical significance. They may jeopardize the subject, and may require
intervention to prevent one of the other serious outcomes noted above. For example, drug
overdose or abuse, a seizure that did not result in in-patient hospitalization or intensive treatment
of bronchospasm in an emergency department would typically be considered serious.

NOTE: Hospitalization for social reasons, visits to day patient facility, hospitalization or
operation preplanned prior to patient enrollment into the study for treatment of underlying
condition, are not to be considered SAEs.

Unexpected Adverse Drug Reaction - An adverse reaction, the nature or severity of which
is not consistent with the applicable product information (e.g., Investigator's Brochure for an
unapproved investigational product or package insert/summary of product characteristics for an
approved product) The group also includes ADRs specified in the investigator’s brochure as
characteristic for the class of products or expected as related to the pharmacological properties of
the study product, but which had not been observed earlier.

Suspected Unexpected Serious Adverse Reaction: Any suspected adverse reaction that is
both serious and unexpected (SUSAR). The determination of expectedness should be made on
the basis of the IB.

6.8.2. Pregnancy

Women of childbearing potential are not excluded from the study as long as adequate birth
control methods are being utilized. Women of childbearing potential are defined as all women
physiologically capable of becoming pregnant including women in post-menopausal status for
less than 2 years.

To participate to the study, subjects must agree to use adequate contraception measures.
Adequate birth control measures include:

hormonal oral, implantable, transdermal, or injectable contraceptives;

b. a non-hormonal intrauterine device [[UD] or female condom with spermicide or
contraceptive sponge with spermicide or diaphragm with spermicide or cervical
cap with spermicide;

or should have:
c. amale sexual partner who agrees to use a male condom with spermicide;
d. a sterile sexual partner.

Female participants of non-child-bearing potential or in post-menopausal status for at least
2 year will be admitted. For all female subjects, pregnancy test result must be negative.

Pregnancy is not a SAE, but refers to events that require an urgent reporting to the Sponsor.
In case of pregnancy detected up to 30 days after study dosing, either occurring in a female
patient or in a male patient’s partner, the pregnancy status should immediately be reported to the
Sponsor. Female patient will be monitored throughout pregnancy and up to 30 days after its
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outcome. Health conditions of any newborn will also be followed up to 30 days after birth
(including pregnancy of patient’s partner). Relevant information will be recorded in source
documents, eCRF and Pregnancy Report Form. Pregnancy reports should be completed and e-
mailed/faxed following the procedure described in Paragraph 6.8.7 SAE and Pregnancy
reporting.

6.8.3. AE and SAE reporting

During the study and at follow up visit subjects should report any AEs, in particular
responding to open, non-probing questions from the Investigator. The investigators should also
collect any SAE spontaneously reported by the patient within 30 days of dosing. For each
AE/SAE reported by a patient, the Investigator should collect and document in source documents
and eCRF all the needed information, including diagnosis and symptoms, date of onset and date
of resolution, outcome, severity, criteria of seriousness, circumstances, that may denote possible
relatedness to the study drug and concomitant therapy, underlying diseases or concomitant
conditions, study procedures or other causes, actions related to the study drug, pharmaceutical
treatment, medical interventions, results of laboratory and instrumental tests for AE, other
circumstances, which may add to comprehensive description of the event.

The date of onset of SAE is the date of onset of the seriousness criterion. The preceding
condition, if applicable, should be reported as a non-serious AE.

If an AE is serious, Investigator should also promptly submit a SAE report (specifying the
seriousness criteria), within 24 hours from first knowledge to the IPHARMA Medical Monitor.
Besides, the Sponsor should be provided with certified copies of source documents for that SAE
(hospital discharge summary, autopsy report, death certificate, etc.). Data in source document
and SAE form shall be duly anonymized.

Whenever more than one SAE is observed, the Investigator should identify which is the
primary adverse event, i.e. the most relevant one. If other events are listed in the same report, the
Investigator, along with their relatedness to the Investigational Product, should identify which
adverse events are serious and which are non-serious. In any case, the Investigator is requested to
record his/her opinion about the relatedness of the observed event(s) with the investigational
medication.

AEs should be followed up and reported from the date of signing informed consent to the
last visit or study related procedure (teleconference at follow-up).

Spontaneously reported SAE will be collected within 30 days after dosing: these events will
be reported and assessed in the same way as SAEs occurring during the study.

In line with ICH E2A provisions on Post-Study events, although such information is not
routinely sought or collected by the Sponsor, serious adverse events that occurred after the
patient had completed a clinical study will possibly be reported by the Investigator to the
Sponsor directly. Such “post-study cases” should be regarded for expedited reporting purposes as
though they were study reports. Therefore, a causality assessment and determination of
expectedness are needed for a decision on whether or not expedited reporting is required.

Monitor is responsible for verifying consistency of eCRF and SAE reports to the source
documentation.

It is the Investigator's responsibility to assure that the subjects experiencing an AE receive
definite treatment for any AE, if required.
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6.8.4. Assessment of severity

For each AE the Investigator should assess its severity. For this purpose, the following
gradation of the severity will be used:

. Grade 1 - does not interfere with patient’s usual function (awareness of symptoms or signs,

1. Mild .
but easily tolerated [acceptable]).
Grade 2 - interferes to some extent with patient’s usual function (enough discomfort to

2. Moderate . . . . .
interfere with usual activity [disturbing]).

3. Severe Grade 3 - interferes significantly with patient’s usual function (incapacity to work or to do
’ usual activities [unacceptable])

For each episode, the highest severity grade attained should be reported.

Note that severe adverse events do not always meet the criteria of seriousness, and,
conversely, SAE does not have to be severe AE. Urgency of SAEs reporting does not depend of
the severity of the event.

6.8.5. Relationship to the Study Drug

For each AE the Investigator should evaluate its possible relationship to the study drug
according to the categories shown in the Table below.

AE Category Definition

1. None An event that is not and cannot be related to the Investigational Product, e.g. patient is a
(Intercurrent passenger in a road traffic accident.

Event)

2. Unlikely Relationship is not likely e.g. a clinical event including laboratory test abnormality with
(remote) temporal relationship to drug administration which makes a causal relationship improbable and

in which other drugs, chemicals or underlying disease provide more plausible explanations

3. Possible Relationship may exist, but could have been produced by the patient’s condition or treatment or
other cause

4. Probable Relationship is likely, the AE abates upon discontinuation of Investigational Product and
cannot be due to the patient’s condition

5. Highly Strong relationship, the event abates upon discontinuation of Investigational Product and, if

Probable applicable, re-appears upon repeat exposure

6.8.6. Assessment of Expectedness

Expectedness will be determined based on the contents of the Investigators’ Brochure.

Expected An adverse reaction, the nature or severity of which is consistent with the applicable product
information (e.g. Investigators’ Brochure)

Unexpected An adverse reaction, the nature or severity of which is not consistent with information in the
relevant source document (e.g. Investigators’ Brochure)

6.8.7. SAE and Pregnancy reporting

All SAE irrespective of severity and relatedness to the study drug, as well as pregnancy
cases should be reported in English to IPHARMA Medical Monitor and the Dompé Drug Safety,
by fax or e-mail, within 24 hours from the moment of first knowledge by the Investigator.
Information about SAE should be sent in the form of SAE report. Information about pregnancy
should be sent in the form of pregnancy report. In case of need, the Investigator may contact the
Medical Monitor for consultation or explanations.
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Reporting SAE/pregnancy
Company: [PHARMA LLC

Medical Monitor: Victoria Yavorskaya
Tel. +7 (925) 400-01-34

Fax: +7 (495) 276-1147

E-mail: SAE@ipharma.ru

Dompé Drug Safety:

Laura Boga, Safety Manager

Direct line: +39 02 58383462;

Fax: +39 02 36026913

E-mail: farmacovigilanza@dompe.com

IPHARMA Medical Monitor will be then responsible for verifying consistence of
information reported and data included in SAE/Pregnancy Report Form, obtaining and reporting
any additional information received from the Investigators, and forwarding fully completed
SAE/Pregnancy Report Forms to Dompé Drug Safety, by e-mail immediately and anyway within
24 hours of knowledge of event.

Investigator should instruct each patient to report SAE or pregnancy during study and 30
days after the last visit to the study site. Investigator should provide in the SAE/pregnancy report
form all information about the event. Each SAE report form should include at least the following
information: patient details, event title, seriousness criterion, relatedness to the study drug, and
outcome at the time of report.

For primary report the Investigator makes the following remark to the SAE report —
“Primary report”. If additional information about SAE (for example, new information about
patient condition or results of laboratory tests) occurs Investigator should fill in a new form of
SAE report with “Additional report” mark. Original of SAE report form should be kept in
Investigator File.

The Investigator (or an authorized staff member) will be responsible for reporting any
SAEs/SUSARs to the Local Ethics Committee and local institutions in accordance with local
regulations and requirements.

The Sponsor shall be responsible to prepare and approve Periodic safety reports and SUSAR
report and to forward them the IPHARMA for submission. IPHARMA will be responsible for
Periodic safety reporting to the Regulatory Authorities in the Russian Territory and Investigators,
and expedited reporting of SUSARs to the local Regulatory Authorities, in accordance with local
regulations and requirements. The Sponsor will be responsible for regulatory reporting outside
the Russian Territory, as applicable.

6.8.8. Overdose

Cases of overdose (accidental or intentional) which may or may not result in serious adverse
reactions are to be reported by Investigator to [IPHARMA and Dompé¢ Drug Safety, following the
same procedure for SAE, within 24 hours from the Investigator’s knowledge of its occurrence.
This includes reports related to drug intake with suicidal intentions and consequent drug
overdose.

An overdose of OKITASK® is defined as the administration of more than 3 sachets on the
given treatment day.
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The Investigator shall provide in the SAE form information about symptoms, corrective
treatment and outcome of overdose.

6.9. Early Withdrawal of Subjects

The patient has the right to withdraw from the study at any stage without giving reasons.
The patient should be withdrawn from the clinical study if:

Patient requires rescue medication (as anticipated by the protocol)

- Patient requires prohibited medications

- Investigator considers it important from the medical point of view
- Patient withdraws his consent

- Patient does not comply with the study related procedures

- AE or SAE which may impact safety or well-being of patient

- Patient is included into the study with violation of inclusion/exclusion criteria or
significant protocol deviations that may impact patient’s safety and integrity of the study
data

If possible, the Investigator should discuss the need to withdraw the subject with the
Medical Monitor or inform about subject withdrawal from the study (except discontinuation due
to rescue therapy that is anticipated by the protocol). The reason for subject withdrawal
(including date and time) should be specified in the source documents and on the eCRF. If a
subject withdraws from the study for more than one reason, only the main reason should be
specified. If a subject withdraws consent due to AE or SAE, the AE or SAE should be specified
as the reason for subject withdrawal.

Besides, the Sponsor may terminate the study at any time. The Investigator has the right to
terminate the study at any time for medical or regulatory reasons. Study may only be terminated
after mutual consultations between the Investigator and the Sponsor.

SAEs and pregnancy ongoing at the time of study termination should be followed-up per
protocol if not agreed otherwise between the Investigator and the Sponsor.

No subjects that will take the study medication and withdrawn from the study will be
replaced.
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7. STUDY VISITS
7.1. Screening (Day -4 to Day 1)
Procedure for obtaining informed consent
Assignment of the screening number to the patient
Collection of demographic data, medical history and underlying disease
Evaluation of previous and concomitant therapy
Oral cavity examination
Vital signs and body weight and height (according to the patient’s report)
Pregnancy test
Extraction of the molar tooth
Pain intensity assessment (within 3 hours of the surgery)
Assessment of adverse events

Evaluation of inclusion/ exclusion criteria

Screening and surgery may occur in the same day considering that the day of extraction of
the molar tooth will be Day 1. Patients may be rescreened if the extraction procedure is
postponed or cancelled outside from the window Day -4 — Day 1. In this case the subject should
sign new Informed consent form, new patient’s number should be assigned and all screening
procedures will be repeated.

Patients may not be rescreened for the second extraction of molar tooth or participate in the
study twice.

7.2. Study treatment (Day 1)

Pre-dose

Assessment of adverse events and concomitant medication

Randomization and assignment of study drug kit number

Evaluation of pain intensity by VAS (0 — 100 mm) at 0' (immediately before dosing).
Patient’s overall assessment (5-point scale)

Study drug dosing.

Upon study drug administration the patients will immediately start two stopwatches. One of
them will be stopped once the patient feels first perceptible pain relief; the second one will be
stopped once the patient feels the meaningful pain relief.
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Post-dose

e Evaluation of pain intensity by VAS (0 — 100 mm) at 5', 10', 15", 30', 45', 60' (1 hour),
90' (1.5 hours), 120" (2 hours), 180" (3 hours), 240' (4 hours), 300' (5 hours), and 360’
(6 hours) post-dose’'

e Evaluation of pain relief by VAS (0 — 100 mm) at 5', 10", 15', 30", 45', 60' (1 hour), 90'
(1.5 hours), 120' (2 hours), 180" (3 hours), 240' (4 hours), 300" (5 hours), and 360’
(6 hours) post-dose2

e Patient’s overall assessment (5-point scale) — after the last VAS assessment

e Assessment of Adverse events and concomitant medications

The patient will be discharged from the clinical site upon completion of all visit procedures.

7.3. Early termination (Day 1)

In case of early withdrawal of the patient, the following procedures will be performed (if
applicable):

e Evaluation of pain intensity by VAS (0 — 100 mm)

e Evaluation of pain relief by VAS (0 — 100 mm)

e Patient’s overall assessment (5-point scale) — after the last VAS assessment

e Assessment of Adverse events and concomitant medications

The patient will be discharged from the clinical site upon completion of all visit procedures.

In the event of poor pain control, the patient will receive a rescue medication for analgesia
(i.e. Paracetamol 500-1000 mg tablets). Subjects will be encouraged to postpone the rescue
medication until after 1 hour post-dose. NB: If the patient will take the rescue medication the
above procedure will be performed prior to administration of rescue therapy.

If Paracetamol 500-1000 mg is not effective, the patient will be recommended to take
another dose of Paracetamol 500-1000 mg every 6-8 hours; interval between doses taking is not
less than 4 hours; the maximum daily dose is 4000 mg.

7.4. Follow-up (Day 3 = 1 day)
e Assessment of adverse events (telephone contact)
7.5. Unscheduled visits

At the Investigator’s discretion subjects may be invited to an unscheduled visit at any time
during the clinical trial for safety reasons, should repeated examination or procedure be required.
At unscheduled visits the Investigator may perform the required procedures. Unscheduled visits
should be documented in the source documentation and eCRF. Unscheduled visits should not
modify the preplanned visit schedule per protocol.

! Patients should mark actual time points of VAS measurement. Deviations from planned time points will not
be considered as protocol deviations. Only omitted values will be considered as protocol deviations.
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8. QUALITY ASSURANCE

This study is to be conducted according SOPs of IPHARMA LLC, ICH Topic E6 (R2)
Guideline for Good Clinical Practice and EAEU, principles outlined in the Declaration of
Helsinki, and applicable regulations of Russian Federation. The compliance will be assured by
auditing the clinical sites and study data.

The Investigator will enter all applicable study data as described in the protocol into eCRF
provided by the Sponsor or its representative. CRAs will visit each clinical sites at a frequency
described in the monitoring plan to review eCRFs for completeness and accuracy. For any
inconsistency between source documents and completed eCRF queried should be raised, and the
Investigator should reply the queries and/or resolve the inconsistencies. Upon completion of
eCRFs and resolving all queries, the Investigator should electronically sign and date the eCRF of
each patient. Completed eCRF pages will be reviewed during monitoring visits and transferred to
the study database. Upon completion of the study, electronic copies of eCRFs (PDF file) will be
stored at the Sponsor’s archive and at study sites. Remote monitoring is not foreseen in the
study. 100% Source Data Verification (SDV) will be performed at study sites.
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9. STATISTICAL PLAN
9.1. General consideration

All subjects data collected on the eCRF will be listed by subject, treatment group and center.
Appropriate descriptive statistics will be produced, according to the variable. For continuous
data, the mean, standard deviation (SD), median, range (minimum and maximum) and 95%
confidence interval (CI) will be presented. For categorical data, frequencies and percentages will
be presented. If appropriate, 95% CI for proportions will be presented. Unless otherwise
specified, the significance level used for statistical testing will be 0.05 and two-sided tests will be
used. A Statistical Analysis Plan will be issued describing details of all the statistical methods
and analysis to be applied to trial results.

9.2. Sample Size Determination

Sample size calculation was based on the paper of Seymour 1996 [3] concerning a
randomized, double-blind, placebo-controlled study of treatment with placebo, paracetamol (500
and 1000 mg) and ketoprofen (12.5 and 25 mg).

The unadjusted AUCy.¢, values for placebo and ketoprofen were about 263 and 173mmh’’,
respectively. The corresponding SD were 106 mm h™' (about 40% of the mean value for placebo
AUC) and 121 mmh™ (about 70% of the mean value for ketoprofen 25 mg AUC).

The testing hypothesis for this trial is the superiority of ketroprofen versus placebo that in
statistical term is:

Hy: mean of placebo > mean of ketoprofen (no difference between treatments)

H;: mean of placebo < mean of ketoprofen (clinically and statistically significant difference
between the groups) A=90 mm h™'

A total of 58 subjects (29 subjects per group) will be necessary to assess a difference of 90
mm h! between the groups with a power of 80%, o = 0.05, SD=121 mmh™!, and randomization
rate of 1:1. Sample size calculation was performed using SAS 9.2 [4].

Assuming a drop-out rate of 15%, 70 subjects in total (35 subjects per group) should be
enrolled. Considering the screen-failure rate of about 30%, up to 100 patients will be screened in
the study.

9.3. Randomization

Subjects will be randomly assigned into one of the two equal groups at 1:1 ratio.
Randomization will be conducted with the use of interactive web response system (IWRS).
IWRS will assign the study drug kit number that should be dispensed to the patient. Unblinding
of the study for the statistical analysis will be performed after the database lock.

Patients’ enrollment to the study is competitive between clinical sites.
9.4. Subject Population(s) for Analysis
Disposition of all subjects will be determined prior to database lock and breaking the code.
9.4.1. Intent-to-treat population

The Intent-to-treat (ITT) population will include all randomized patients who receive at least
one dose of study medication and have at least one post-baseline efficacy measurement; it will be
based on the treatment randomized, regardless of the treatment actually received. The ITT will
be used for all efficacy analyses. Subject will be summarized according to the treatment to which
they were randomized.

CONFIDENTIAL Page 53 of 63



Study drug OKITASK® Dompé farmaceutici s.p.a.
Study protocol KSLO117 Final version 1.0 September 26, 2017 (As amended on January 25, 2018)

9.4.2. Safety population

The Safety population is defined as all randomized subject who received at least one dose of
study medication. The Safety population will therefore be identical to the ITT population if all
randomized subject receive at least one dose of study medication. The Safety population will be
used to present all safety summaries, by actual treatment received.

9.4.3. Per-protocol population

ITT population patients comply with the per-protocol population if they complete the study
treatment period, have all assessments for the primary efficacy analysis and considered
compliant. The patients are compliant if they do not have any major protocol violations in the
course of the study. Major protocol violations will be described in details in the Statistical
Analysis Plan and identified prior to data-base lock.

9.4.4. Handling of missing data

Considering that the primary variable AUCjg¢, is derived from pain intensity VAS
measurements, analyses on primary and secondary variables with substitution of missing data,
using the last observation carry forward (LOCF) methodology, has been considered in order to
avoid bias in the inferential testing of treatment effect.

The sensitivity analysis will be done using the multiple imputation method for missing data.
According to ICH-E9, definition of methods will be refined in the Statistical Analysis plan
during the masked data review.

Substitution of missing data will be applied only on all patients that have at least one VAS
value post-baseline (patient compliant with ITT population definition). In the SAP will be
reported the details concerning the methodology that will be applied.

9.5. Demographics and baseline characteristics

Demographics and baseline characteristics will be presented for all subjects in the safety
population, by treatment group and summarized using descriptive statistics.

9.6. Efficacy analyses
9.6.1. Analysis of the primary efficacy endpoints

Primary variable will be the AUC.¢, of pain intensity profile between time 0 (baseline value
of VAS) and 6 hours post-treatment.

AUC.¢4 analysis will be based on actual rather than scheduled timings and will be calculated
using the trapezoidal rule. If the actual time is not recorded, the scheduled time will be used
instead. LOCF approach will be applied as described in Section 9.4.4.

Treatment AUCs will be compared by means of Student’s t-test for independent data. Null
hypothesis (Ho) that OKITASK"® is no different from Placebo will be rejected and alternative
hypothesis (H;) that OKITASK® is superior to Placebo will be accepted if mean AUC.e
(OKITASK®) 1s less than mean AUC g, (Placebo) and p < 0.05.

9.6.2. Analyses of the secondary efficacy endpoints

Pain profile — Pain intensity profile will be analyzed using Analysis of Variance (ANOVA)
for repeated measurements. The model will include fixed effect terms for clinical site, time point
and treatment. Time point will be specified as a repeated measurement. In order to select an
appropriate matrix for the observations within each subject, 3 models will be fitted using the
compound symmetry, Huynh-Feldt and unstructured structures. The matrix for the final model
will be selected using Akaike’s Information Criterion where the lowest value indicates the best
fit. The importance of the treatment-by-site interaction will be investigated but if the term is not
significant at the 10% level, it will be excluded from the final model. The adjusted least squares
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means will be estimated for each combination of time point and treatment. The estimated
treatment difference between OKITASK®™ and placebo at each time point will be presented
together with the corresponding 95% confidence interval.

Pain relief — Pain relief will be analyzed using Analysis of Variance (ANOVA) for repeated
measurements. The model will include fixed effect terms for site, time point and treatment. Time
point will be specified as a repeated measurement. In order to select an appropriate matrix for the
observations within each subject, 3 models will be fitted using the compound symmetry, Huynh-
Feldt and unstructured structures. The matrix for the final model will be selected using Akaike’s
Information Criterion where the lowest value indicates the best fit. The importance of the
treatment-by-site interaction will be investigated but if the term is not significant at the 10%
level, it will be excluded from the final model. The adjusted least squares means will be
estimated for each combination of time point and treatment. The estimated treatment difference
between OKITASK® and placebo at each time point will be presented together with the
corresponding 95% confidence interval.

Time to first perceptible relief (TFPR) — Kaplan-Meier curve and Log rank test will be
used to describe and test treatment profile differences.

Time to meaningful pain relief (TMPR) — Kaplan-Meier curve and Log rank test will be
used to describe and test treatment profile differences.

Time to REMD — Time to rescue medication will be calculated for each subject and
presented using only median value. If the number of subjects will be adequate Kaplan-Meier
curve and Log rank test will be used to describe and test treatment profile differences.

Patient’s overall assessment — Cochran-Mantel-Haenzel test will be applied in order to test
differences between treatments response.

9.7. Safety analyses

Oral cavity examination — Data will be presented with the appropriate descriptive statistics
at each time point by treatment group.

Vital signs — Vital signs (sitting blood pressure, pulse, and respiratory rate) will be
presented with the appropriate descriptive statistics at each time point by treatment group.

Weight and height will be presented with the appropriate descriptive statistics by treatment
groups.

Adverse Events

A summary of treatment-emergent AEs (TEAEs) reported after dosing, including the total
number of AEs reported, the number and percentage of subjects reporting at least one AE, the
number and percentage of subjects reporting at least one severe AE, the number and percentage
of subjects withdrawing prematurely due to an AE, the number and percentage of subjects with
at least one SAE and the number and percentage of deaths, will be presented by treatment. In
addition, a summary of the event by each category of drug relationship will be presented for AEs
and also for SAE.

A breakdown of the number and percentage of subjects reporting each AE, categorized by
System Organ Class (SOC) and preferred term (PT) coded according to the MedDRA dictionary
(most updated version, available at the end of the study), will be presented. Note that counting
will be of subjects not events and subjects are only counted once within each PT.

A further tabulation of these data, broken down by relationship to study drug, will be
presented by SOC and PT. Relationship to study drug is categorized as recorded on the eCRF.

A summary of events reported, broken down by severity (mild, moderate, severe), will also
be provided by SOC and PT.
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A summary of AE leading to early discontinuation will be provided, grouped by SOC and
PT.

All adverse events recorded on the eCRF will be listed.
Serious Adverse Events

A breakdown of the number and percentage of subjects reporting each SAE after dosing,
categorized by SOC and PT coded according to the MedDRA dictionary, will be presented.

A further tabulation of these data, broken down by relationship to study drug, will be
presented by SOC and PT.

A summary of SAEs reported, broken down by severity (mild, moderate, severe), will also
be provided by SOC and PT.

A summary of SAEs leading to early discontinuation will be provided, grouped by SOC and
PT.
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10. ADMINISTRATIVE PROCEDURES
10.1. Legal Aspects

The names of all subjects should be kept in strict confidence. Subject identification is carried
out using the assigned number and the birth date. Subjects should be informed that any
information held by the study site, the Sponsor or its representatives will be stored in strict
confidentiality in accordance with regulatory requirements.

10.2. Investigator Responsibilities

The Investigator should conduct the clinical trial in accordance with the protocol, Guidances
on Good Clinical Practice of the International Conference on Harmonization (ICH GCP E6 (R2))
and Eurasian Economic Union (EAEU), the principles laid down in the Declaration of Helsinki,
and in accordance with applicable laws and regulations.

The Investigator should permit monitoring, auditing and inspections at the study site, and
provide the direct access to all study-related materials to the Sponsor or its representatives,
Independent Ethics Committee and regulatory authorities at any time.

The Investigator should perform supervision of any individual and/or third party involved in
clinical trial and implement procedures to ensure integrity of trial related duties and functions
performed and data generated.

The Investigator should keep all signed informed consent forms in original, as well as the
complete list of trial participants including full names, addresses and telephone numbers, so that
they could be identified later, if necessary. These documents shall not be copied for transmission
to the Sponsor or its representatives. The Investigator is obliged to ensure the integrity of study
materials, including source documentation, electronic copies of the eCase Report Form (as PDF
file) and the Investigator’s File for at least 15 years after the study completion or until specified
by the Sponsor. The Investigator is obliged to ensure the source data are attributable, legible,
contemporaneous, original, accurate and complete.

In any case written authorization by Dompé is necessary before documentation destruction
by Investigator/Institution.

10.3. Monitoring procedures

The Principal Investigator should provide the direct access to all source documents, eCRF
and Investigator’s File to the Sponsor’s delegates, as well as IEC and regulatory authorities
representatives. The source documentation includes the original documents, data and records
(e.g., hospital records, clinical charts, notes, diaries, questionnaires, IP accountability logs,
recorded data from automatic devices, verified and certified copies or discharge records,
photographic negatives, microfilms or magnetic media, x-rays, and any other records related to
the subject and used in the clinical trial).

Monitoring will be conducted by IPHARMA as per delegation in accordance with the
IPHARMA SOPs and a study-specific Monitoring Plan. Besides the routine monitoring visits,
the sponsor could decide to conduct co-monitoring visits at sites in agreement with [PHARMA.

10.4. e¢CREFs for data recording

The Investigator should transfer the clinical study data from the source documents to the
eCRF in the amount required. The guidelines on eCRF completion are to be learned at the
Investigator’s meeting and/or the initiation visit. If the Principal Investigator delegates the e-CRF
completion to other employees of the study site, their names, positions, initials and signatures
must be filled in the Delegation list and provided to the Sponsor or its representative.

All changes made to eCRF must have an audit trail, which means storing the data both with
and without corrections, along with the reason for correction, the date and identification of the
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person that made corrections. The completed eCRF must be signed by the Principal Investigator
electronically.

10.5. Record keeping

The source documentation as well as electronic copies of e-CRF and the Investigator’s File
should be kept at the study site or at a special repository with restricted access for at least
15years after the study completion or until specified by the Sponsor. The Sponsor shall be
informed in case of handing the documents over to another person or institution. In any case
written authorization by Dompé is necessary before documentation destruction by
Investigator/Institution.

The study-related materials are to be stored by the Sponsor and its representatives in
accordance with regulatory requirements.

10.6. Ethical aspects
10.6.1. Independent Ethics Committee

Prior to the clinical study initiation, all study sites should obtain the written approvals from
Independent Ethics Committees (IEC) in accordance with the Guidelines on Good Clinical
Practice of the International Conference on Harmonization (ICH GCP E6 (R2)) and Eurasian
Economic Union (EAEU), the principles laid down in the Declaration of Helsinki, and in
accordance with applicable laws and regulations of the Russian Federation. The following
documents are be provided to the IEC: the Protocol with amendments, the patient information
leaflet and the informed consent form, written materials to be provided to the patients, the
Investigator’s Brochure, information on the study drug safety, the information on payments and
compensations to be received by the subjects, Investigator CVs and other documents upon
request.

The list of IEC members and the statement of compliance with the principles of Good
Clinical Practice and regulatory requirements shall be provided to the Sponsor.

10.6.2. [Ethical considerations

The procedures described in the clinical study Protocol related to its implementation,
evaluation and results documentation are designed to ensure that the Sponsor and the
Investigator comply with the Guidelines on Good Clinical Practice of the International
Conference on Harmonization (ICH GCP E6 (R2)) and Eurasian Economic Union (EAEU). This
clinical study will also be conducted in accordance with applicable laws and regulations. This
includes the possibility of auditing by the Sponsor representatives and/or regulatory authorities.
The Investigator should permit monitoring, auditing and inspections at the study site, and
provide the direct access to all study-related materials to the Sponsor or its representatives,
Independent Ethics Committee and regulatory authorities at any time.

10.6.3. Informed Consent

Prior to the clinical study initiation, the Investigator must obtain the written approval of the
IEC for the Patient Information Leaflet and the Informed Consent Form and any other written
materials to be provided to the patients. The written approval of the IEC and the approved
documents should be kept in the Investigator’s File.

In obtaining the informed consent, the Investigator should comply with the Guidelines on
Good Clinical Practice of the International Conference on Harmonization (ICH GCP E6 (R2))
and Eurasian Economic Union (EAEU), the principles laid down in the Declaration of Helsinki,
and in accordance with applicable laws and regulations of the Russian Federation. The informed
consent form must be dated and personally signed by the subject prior to the start of any study
procedures.
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The process of obtaining the informed consent should be described in details in the source
documentation, including the subject’s consent to participate in this clinical study and the date of
signing the informed consent form.

10.7. Financing

The study is conducted and fully sponsored by Dompé farmaceutici s.p.a. (Italy). All
expenses associated with the study conduct, including state fees, insurance and payments to the
study sites, Investigators and third parties involved in the study management, as well as the study
drug and other study materials supply, are covered by Dompé farmaceutici s.p.a. as described in
the contract between IPHARMA and Dompé farmaceutici s.p.a.

Participation in the study does not require any financial expenses from the patients. All
study procedures, including visits to the site, laboratory and instrumental examinations, will be
free of charge. Participation in this study does not suggest payments to patients.

The life and health of patients taking part in this clinical study will be insured according to
the legislation of the Russian Federation (article 44 of the Federal Law on Drugs Circulation No
61-FZ of April 12, 2010 and other regulatory requirements in force). After signing the informed
Consent Form, patients will receive a health insurance certificate for the trial subjects.

10.8. Publication Policy

Both the complete and the partial results of the study carried out under this Protocol, and any
other information provided by the Sponsor for the purposes of the study conduct, shall not be
published or passed on to any third party without the consent of the study Sponsor. Any
Investigator involved with this study is obligated to provide the Sponsor with complete test
results and all data derived from the study.
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12. APPENDIX
12.1. Visual analogue scale “Pain intensity”

Please put a mark on the below scale based on the current intensity of your pain symptoms.

No pain Worst pain
imaginable
12.2. Visual analogue scale “Pain relief”

Please put a mark on the below scale based on the current relief of your pain symptoms.

No relief Maximum relief

NB: Please use only VAS provided by IPHARMA and avoid to perform any copy of the form.

In case you need to perform a reproduction of the form (for any reason) before using it you must
verify the length of the VAS: the line must be 100 mm.

12.3. Patient’s overall assessment (5-point scale)

Considering all the ways that the pain affects you, how well are you doing?

1 = very good 2 =good 3= satisfactory 4 = poor 5 = very poor

O O O O O
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Uccnenyewmsiit npenapar OKUTACK®
IIpotokoun nccnemoBanust KSLO117 ®dunansHast

Bepcus 1.0

HaunmenoBanue
HCCAe10BAHUSA:

Homep uccienoBanusi:

®a3a pa3paboTKu:

Hccaenyemblii
npenapar:

Hccaenyemoe
NnoKa3aHue K
NMPUMEHEHUI0:

Cunoncop:

KoHTakTHOE JIUIO U
ajapec:

OpuruHajbHas
BepCcHUd U Aara:

OcHoBHasi Bepcus

Dompé farmaceutici s.p.a.
26 cents0ps 2017 roga (B peAakuyu oT 25 sHBApS

2018 roma)
MNPOTOKOJI KIMHUYECKOI'O HCCJUIEJOBAHUA
KSL0117
MHOFOLleHTpOBOG, ,Z[BOfIHOG-CJ'ICHOC, PaHAOMHU3HUPOBAHHOC
HUCCIICAOBAHUC B napauiCIbHbIX rpymmnax OLICHKH

3¢ (PeKTUBHOCTH M TEPEHOCHUMOCTH OJHOKPATHOrO IpueMa
rpanyn keronpodeHa nu3nHOBOW comu 40 Mr B CpaBHEHUU C
[Tnane6o y My>KYiH U 5KEHIIUH C OCTPBHIM OOJIEBBIM CUHIPOMOM
1ocJie yJaJeHus MOJIIPOB

KSLO117
I

OKITASK® rpanyJibl 1o 40 Mr 1151 TepopaIbHOTO TIpUeMa

OcTpelit 00JI€BOI CHHAPOM TOCIIE yJAICHUS MOJISIPOB

Dompé farmaceutici s.p.a.

Mauro P. Ferrari

Via Santa Lucia, 6

20122 Milano, Italy
Tenedon +39 02 58383271

OunaneHas Bepcus 1.0 — 26 centa6ps 2017 (B penakuuu ot 25
suBaps 2018 roga)

B cinydae HecoorBercTBHA MexAy Pycckoil m AHIIMicKkon
BEpCHUSIMH, AHIIMKCKAsi BEPCHUS MPOTOKOJIA SIBJIIETCS OCHOBHOI.

3asiBjieHHEe 0 KOH(PUIEHIUATIBLHOCTH

Hacrosmuii TokyMeHT siBisieTcs KOH(GUISHINATbHOM nH(opMalne, mpuHauiexarieid KoMInaHiuu
«Dompé farmaceutici s.p.a». 3amnpemniaercst npsmasi Wik HempsMast myOarKaius, nepeaada Wil HHOS
PacKpBITHE COAEPKUMOT0 3TOTO JOKYMEHTA, paBHO Kak M Iepeaya 000l yacTH 3TOro JOKyMeHTa

TPETHUM JUIaM. Pa3pemaeTcst HCIoIb30BaTh JaHHBINA JOKYMEHT TOJBKO B T€X LENSIX, A1 KOTOPBIX OH OBLIT
npenocTasiieH. THGOpMaIUio U3 HETO MOXKHO PAaCKPBIBATh TOJIBKO MOCIIE MOJYIeHUS TUChMEHHOTO

pa3peuieHusd OT KOMIIaHUN «DOl’Ilpé farmaceutici S.p.a», WK NPEACTAaBUTCIIAM COOTBETCTBYIOLIUX

PErysITOPHBIX OPraHOB, UJIHU 11O Cy[[e6HOMy PCUICHUIO. O mrobom CJIydac pacKpbITHUA I/IH(l)OpMaIII/II/I nu3 3TOro
JOKYMCHTA, KaK pa3peli€eHHOM, TaK U HC Pa3pCIICHHOM, HCOGXOHI/IMO HC3aMCIJIMTCIIBHO COO6IIII/ITL B

kommnanuio «Dompé farmaceutici s.p.a».

KOHOUJEHIINAJIBHO

Crpanuna 1 u3 76



Uccnenyewmsiit npenapar OKUTACK®
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Dompé farmaceutici s.p.a.
26 cents0ps 2017 roga (B peAakuyu oT 25 sHBApS

2018 roma)

Bepcus 1.0
CTPAHUIIA OJOBPEHUSI TPOTOKOJIA
CIIOHCOP: Dompé¢ farmaceutici s.p.a». Hara:
[Tonnuce:

Nwms u nomxuocTh: Marcello Allegretti, ChemD

Jupekrop 1o Hayke

THoamnuce:

Tloamnuce:

ITomnmce

Mara:
Wmsa u nomkHocTh: Mauro P. Ferrari, PharmD
Menemxep pa3pabOTKu KITMHUYECKUX
HCCJICIOBaHMM paHHUX (a3

MHara:
Wms u nomwkuocts: Luigi Lanata, MD
MenuuuHCKuN JTUPEKTOp
KHNO: OO0 «<MDPAPMA»»

Jara
Nms n nomxuocts: Hatanbst Bocrokosa, PharmD.
HcnonuurensHelil nupekrop, OO0 UOAPMA

Jara

ITomnmce

Wms u gomkHocTh: FOmus TpaxtenOepr, K.M.H.

Megununckuit tupexrop, OO0 UOAPMA

KOHOUJEHIINAJIBHO
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3ASAIBJIEHHME I''TABHOI'O UCCJIEJOBATEJIA

ITOJIHOE UMHI:

S, HWKENOANMUCABIIMICS, MOATBEPXKIAI0, YTO sI MPOYENT 3TOT IMPOTOKOJ HCCICIAOBAHUS U
moHsu1 ero. Sl cormaceH  cienoBaTh — TpeOOBaHUSIM  IMPOTOKOJIA  HMCCIIEIOBaHUS
"MHOroLeHTPOBOE, JIBOIHOE-CIIENOE, PAHIOMU3UPOBAHHOE HCCIIEJOBAaHUE B MapajlieIbHBIX
rpynmnax oOIEeHKH dS(PPEeKTUBHOCTM W NEPEHOCHMOCTH OJHOKPATHOTO MIpHEeMa TpaHyll
keronpodena nm3uHOBOM comu 40 mMr B cpaBHeHmH C [lmanebo y MyXYWH M IKEHIIHH C
OCTPBIM OOJIEBBIM CHHIAPOMOM IOCIIE yIATIEHUS MOJISIPOB".

S Oyany UOpOBOIUTH 3TO HCCIEAOBAHHE B COOTBETCTBUM C TPEOOBAHUSMHU CTaHIApTa
Hangnexamelh KIMHUYECKON TMpakTUKH MeXayHapoaHOW KOH(GEpPEHIIMH IO TapMOHM3AIuU
(Good Clinical Practice Guidelines of International Conference on Harmonization, ICH GCP)
u EBpaswuiickoro Dxonomudeckoro Corsza (EADC), a Takke ¢ MpUHIMIIAMH, YKa3aHHBIMUA B
XeIbCUHKCKOM JeKIapanny 1 JeHCTBYIOIMME 3aKkoHaMu Poccuiickoii ¢enepannu.

Jara: IMoamucs:
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KOHTAKTHBIE JAHHBIE
CIIOHCOP Komnanus "Dompe farmaceutici s.p.a."
HNCCIEAOBAHUA Via Santa Lucia, 20122 Milano, Italy
Mauro P. Ferrari Menemxep pazpaboTKy KIMHUYECKUX HCCIeA0BaHUN
panHuX (a3

Tenedon +39 02 58383271

DnexTpoHHas moyTa: mauro.ferrari@dompe.com

Luigi Lanata MeauuuHCcKUil TMPEKTOP
Tenedon +39 02 58383473

DnekTpoHHas mo4ra: luigi.lanata@dompe.com

Laura Boga Crapuuit MeHepkep 1o 6€30macHOCTH — 6€30MacHOCTh
npernapara

Tenedon +39 02 58383568
Paxc +39 02 36026913

DnekTpoHHas moyra: laura.boga@dompe.com

Anpec 351eKTpOHHOM NOYTHI )11 0oTueToB 1o CHAL:
farmacovigilanza@dompe.com

[Tomaua oryeroB mo CHSI/ Dompé Drug Safety
cIy1asM bepeMeHHOCTH daxc +39 02 36026913

OnexkrpoHHas noyra: farmacovigilanza@dompe.com

KOHTPAKTHAA 000 HDAPMA
HUCCIENOBATEJIbCKAA 143026, Poccus, r. MockBa
OPTAHU3AIIMS NunoBanuonuslii neHtp "CkoakoBo"
(MOHUTOPHUHI,
ME I[I/IHI/IHCKI/Iﬁ Yaunua HobGeast, nom 7
MOHUTOPHHT)
Haranbs Boctokosa UcnonuurensHbiil Jupexkrop
Tenedon: +7 (495) 276-11-43
dakc: +7 (495) 276-11-47
OnexkTpoHHas noyra: nv@ipharma.ru
HOnus Tpaxtenbepr MenuuuHCKUi TUPEKTOP
Tenedon: +7 (495) 276-11-43
Qakc: +7 (495) 276-11-47
OnexkTpoHHas noyra: jat@ipharma.ru
Bukropus SBopckas MeauuuHCKUN COBETHUK

Tenedon: +7 (495) 276-11-43
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®axc: +7 (495) 276-11-47

DneKTpoHHAas mouTa: yvv(@ipharma.ru

Banepuii [ToxnyOnbIi Menemxep nmpoekTa
Tenedon: +7 (495) 276-11-43
Qakc: +7 (495) 276-11-47

DneKTpoHHas 1movTa: vap@ipharma.ru

Perucrparmus CHS/ cnyvaeB | Menununckuii otnen komrnanuu "MMOAPMA"

O6epemenHoCTH (24 yaca B Daxc: +7 (495) 276-11-47
CYTKH)
OnexrponHas nouta: SAE@ipharma.ru

OBPABOTKA JAHHBIX, | OOO "Ke#iCrat"

BHOCTATUCTHUKA 214000, Poccusi, r. CmoJ1eHCK
ya 2-1 1unus Kpacnoapmeiickoii ciioboasbl, a. 3
Jmutpuit Xamios buocratuctrka u obuiee yrnpasieHue

Tenmedon: +7 (915) 644-47-13
DeKTpOHHAs M0YTa:
dmitry.khamtsov(@keystatsolutions.com

HEHTPAJIbHASA He npumennmo
JIABOPATOPUSA

JIOKAJIBHBIN CKJAJ VORTEX CLINICAL SERVICES

143405, Poccusi, MockoBcKkasi 00,1aCTh,
Kpacnoropckmnii paiion, nepeBus I'osbeBo,
HenTpanbHas ya., 1. 3

Biagumup Hecrepun PykoBoguTens oTaena KOHTPOIIS Ka4yecTBa

Tenedon: + 7 (495) 785-65-78

Tenedon: + 7 (495) 783-76-53

OnextponHas noyta: Vladimir.Nesterin@vortexcs.com

KIMHUYECKHUE B cooTrBeTcTBHM C YTBEPKACHHBIM CIIUCKOM KIMHUYECKUX
IEHTPbI LIEHTPOB
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CHHOIICUC
Cnoncop ucciaenoBanusi: komrmanus "Dompé farmaceutici s.p.a.", Utanus
Hccaenyemblii npenapar: OKUTACK® rpanyJibl 1o 40 mr
JelicTByIOIIIeEe BeleCTBO: KeTonpodeHa tu3nHoBas coib 40 Mr

HaumenoBanue HCCcJIe0BaAHUSA: MHoOroneHTpoBoe, JIBOMHOE-CIIETIOE,
PaHIOMU3UPOBAHHOE HCCIICIOBAHUE B IMAPAIUICIBHBIX TPYMIax OLEHKH 3()(OEKTHBHOCTH H
MEPEHOCHMOCTH OJIHOKPATHOTO TpHeMa TpaHysd KeTomnpodeHa Ju3uHOBOW comm 40 mr B
cpaBHeHnn c¢ Ilmane6o y MyX4YuMH M JKEHIIMH C OCTPHIM OOJIEBBIM CHHAPOMOM IIOCIIE
yAQJICHHUs] MOJISIPOB.

Homep ucciaenoBanusi: KSLO117
®a3a pazpadorku: 11
OcHoBHas HeJb:

OCHOBHOH 1IeNBbI0 JAHHOTO UCCIIEOBAHUS SIBISIETCS OlleHKa 3(()EeKTUBHOCTH Tpenapara
OKUTACK® B rpanynax mo 40 Mr B CpaBHEHHUH C IJ1a1[e00 y MAIIMEHTOB C OCTPHIM OOJIEBBIM
CUHJIPOMOM IIOCJI€ YJaJ€HUsi OJHOIr0 MoJjisipa, mnpoBoaumas nyreM cpaBHeHus AUCO0-64
npoduis 6011 Mociie Tepanuu, U3MEPIEMOi ¢ MOMOIIBIO0 BU3YyalbHO-aHAJIOIOBOM IIIKAJIbI.

Z[OHOJIHHTBJILHLIG meJm:

Ouenka creAylmux napaMeTpoB d(PdekTuBHOCTH U 0€30MacHOCTH Mperapara
OKMTACK" B rpanynax no 40 Mr B CpaBHEHHMHM cC IUIane0o0 y MAlEeHTOB C OCTPOil 6OIbIO
nocJjie yJaJleHus OJIHOTO MOJIspa:

L4 HpO(i)I/IJ'IL 00JIM B 3aBUCUMOCTH OT BPEMCHH U HpO(i)I/IJ'IB CHMXXCHHA HHTCHCHUBHOCTHU
0ol C TeYeHHUEM BPEMCHH IIO PpE3yJIbTaTaM 3aIlOJIHCHUSA BPI3yaJII>HO—aHaHOFOBOI>'I
HIKaJIbI

e Bpewms 1o nepBoro onrytuMoro cHmkeHus uarencuBHoctu 6onu (BIICB) u Bpems 1o
3HAUUTENBHOTO CHIDKEeHUsI nHTeHcuBHOCTH 60 (B3CB)

e Jlons manueHToB, KOTOPHIM TpeOyeTcs: Teparnus craceHus (00e300IMBaHue) U BpeMs
JI0 TIpUe€Ma TepaIuu CraceHus

e (OOmas oreHKa, IPOBEACHHAS CAMUMU MaIlIeHTaMU
e Uacrora HexenarenbHbIX siBieHuii (HA)
OO0wmas nupopmanus:

Kommanuss "Dompé farmaceutici s.p.a." mmaHupyer 3apeructpupoBatb B Poccum
npenapar OKHUTACK" B rpanyinax 1no 40 Mr, KOTOpBIM SBJIE€TCS HOBOHM JIEKAPCTBEHHOMN
dbopMoii TU3MHOBOM COJIU KETOTpodeHa.

KeronpoeHn sBnsercs BBICOKOAKTUBHBIM HECTEPOMIHBIM MPOTHUBOBOCTIAIUTEIBHBIM
npenapaToM, OTHOCSIUMCS K TPYIIE TMPOU3BOIHBIX MPOIMUOHOBON KHCIOTHL. KeTtompodeH
IPUMEHSIETCS B CTAaHAAPTHOM KJIMHHUYECKOW mnpaktuke ¢ 1973 roma, B Hacrosuiee BpeMms
ABIISIETCSA OJTHUM u3 Haubosee HIUPOKO IPUMEHSEMBIX HECTEPOUIHBIX
IPOTHBOBOCTIAJIMTENBHBIX MPENAapaToB U CUUTAETCS APPEKTUBHBIM TPOTHBOBOCTIATUTEIBHBIM
CPEJICTBOM C XOpoIllel epeHoCuMOoCThI0. [loyueHne aMuHOKUCIIOTHBIX coliel keTonpodeHa
3HAYUTEIbHO TMOBBICUJIO €r0 pacTBOPUMOCTb B BOJE, YTO IMO3BOJIMIIO pa3paboTaTh >KUIKHE
JIeKapCTBEHHbIE (POPMBI KETOMIPO(EHa JIsl IEPOPaTbHOTO MIPUEMA U MTO3BOJIUIIO MOIYYUTh TPU
OCHOBHBIX KIMHMYECKUX NpeumyliectBa: 1) Oosiee OblcTpoe BcachblBaHME U3 KEIYJOYHO-
kumeyHoro tpakta (OKKT) mo cpaBHeHMIO ¢ HMCXOIHBIM BellecTBOM; 2) Ooisiee ObIcTpoe
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MIPOTUBOBOCTIAJIMTENILHOE M oOe30onmBaromiee JaeicTBue; 3) 0Oojiee KpaTKOBPEMEHHOE
npeObIBaHNE aKTUBHOTO BEILIECTBA B JKEIYJKE U, CIEJ0BATEIbHO, 00Jee HU3KUN MOTEHIIHAI
paszpakaromiero AecTBUs u/uin 3h(HEKTOB, IPUBOIANINX K BOSHUKHOBEHUIO s13B [ 11].

JImzunoBas conb ketomnpodena B (opme TpaHyd Ui MPUTOTOBJICHHS PAaCcTBOpaA IS
nepopaisHoro npuema (OKi® B makernkax mo 80 mr, coaepkamux 80 Mr JIM3WHOBOHN COJIM
KerornpodeHa B CIBOCHHOM HakeTHuke, mo 40 Mr TU3MHOBOI CONHM KeTorpodeHa B KaKI0H U3
yacTel) yKe 3aperucTpupoBaHa u mpojaercs kommnanuen Dompé B Utamuu ¢ 1994 rona, a B
Poccun ¢ 1998 roma B kadecTBe cpeacTBa Il KPAaTKOBPEMEHHOI'O JIEYEHHS] CUMIITOMOB
BOCHAJIUTENBHBIX COCTOSHUMN, COMTPOBOXKIAIOIIUXCS OOJIBIO.

B xonme HacTosIero uccieaoBaHUs IIAHUPYETCS MPOBECTH OICHKY (D ()EKTUBHOCTH U
6e3onacHoctu npenapata OKMUTACK® B rpanymax mo 40 Mr B CpaBHEHHMH C ILIanedo y
MAIMEHTOB C OCTPBIM OOJIEBBIM CUHAPOMOM IOCIIE YJAIEHUS OJTHOTO MOJISIpa.
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Jlu3aiin ucciaenoBaHusi:

JlanHoe  wWccieoBaHWE  SBISETCS ~ MHOTOLIGHTPOBBIM,  JIBOMHBIM  CIICTIBIM,
PaHIOMU3UPOBAHHBIM I1J1a11e00-KOHTPOJIUPYEMBIM UCCIIEIOBAHUEM B MAPAJJICIbHBIX TPYIIax
NAIMEeHTOB, KOTOPOE IPOBOMUTCS C IENbI0 OIECHKH A(PPEKTHBHOCTH U O€30MaCHOCTH
npenapara OKUTACK® B rpanymnax no 40 Mr y maieHTOB C OCTPBIM OOJICBBIM CHHIPOMOM
1ocje yAaJeHus: MoJisipa. DTO UCClieoBaHUE OyleT MPOBOAMTHCSA B 4-6 MCCIeI0BATEIbCKIX
neHTpax B Poccun. Oxugaercs, 4To B HEro OyJeT BKIIIOUEHO B COBOKYMHOCTH 70 MalueHTOB
(o 35 B xaxoi rpymie). Habop nmanueHToB B EHTPaX SIBISIETCS KOHKYPEHTHBIM.

HccnenoBanue OyneT COCTOSATh W3 TPeX MEPUOAOB: IMEPHOJ CKPUHUHIA, MEPHOL
UCCIIEIyeMO Teparuu 1 epruo1 HabIroaeHusl.

B nepuone ckpuHuHra mocie MoJnucaHus MHPOPMUPOBAHHOTO COTJacHsl y IMaludeHTa
Oyayr B paMKax OMNpPENEICHHS KPUTEPHEB  BKIIOUYCHHS/HEBKIIOUCHHUS ~ COOpaHBI
nemorpaduueckue JaHHble, MEIUIMHCKUNA aHaMHE3 M JIaHHble IO CONYTCTBYIOIICH
JIEKapCTBEHHOW TEparivu, BBIIOJIHEH OCMOTP POTOBOM IOJIOCTH, MPOBEACHBI B3BEIINBAHUE U
OIICHKA IOKa3aTeseil >KU3HEHHBIX MOKa3aTejed, a KpoOMe TOro, MalueHTaM >KEHCKOTo IoJia
OyJeT BBHITIOJHEH TECT Ha OepeMEHHOCTh. [Iporeaypsl CKpHHHHTAa MOTYT 3aHSTH 10 4 JHEH
nepe] TUIaHOBBIM yiajieHreM 3y0a, BKIII04as caM JeHb, B KOTOPBIN OyaeT yaaneH 3y0.

B Jlenp 1 mnanuenty OyzaeT BBIIOJHEHO YJal€HHE MOJspa B COOTBETCTBUHM C
MOKa3aHUAMHU, OOYCIIOBJIEHHBIMH COCTOSIHMEM 3yOOB. YnaneHue 3y0a OyAeT MpOBEIEHO C
NPUMEHEHHEM CTaHJApPTHOW METOAMKH M METOAO0B 00e300sMBaHus (PEKOMEHIOBAHHBIEC THITBI
aHecte3uu npencrasieHsl B Pasgene 5.9 "ComyTcrByromas Tepanus M Tepanus craceHus"
JAHHOTO IIPOTOKOJIA HccenenoBanus). Ilocine 3Toro nalueHT ocTaHeTCs B UCCIIE0BATEIbCKOM
LEHTpe U1 JIeUeHHUs 00JEBOr0 CHHAPOMA B COOTBETCTBUH C IPOTOKOJIOM HCCIIETOBAHMUS.

OneHka WHTEHCHMBHOCTH 0o OyAeT MNPOBOAWUTHCS C MPUMEHEHHEM BH3YaJIbHO-
ananoroBoii mkainbl (BAI) B TeueHue 3 vacoB mocie mporenypsl yhnaneHus 3yoa. Kpome
TOro, OyJeT PEerHCTPHPOBATHCS OLEHKA, KOTOPYIO OyIeT MpOBOAWTH caM manueHT. Ecimu
WHTEHCUBHOCTH OOJM IO BH3yalbHO-aHAJIOroBOM IiKane OyneT Bbime 30 MM u moTpedyercs
00e300MBaHKe, TO MAITUEHT OYACT PaHIOMU3UPOBAH B 3TO MCCIICIOBAHNE.

[Tpu panzoMu3anyy NAUUEHTHI PACIPEAEIAIOTCA B COOTHOWIEHUHU 1:1 B onHYy M3 IBYX
rpynim:

I'pynna 1. Tepanus npenapaTom OKMTACK" B 03¢ 40 Mr — 35 namueHTos

I'pynmna 2. Tepanus miane6o — 35 naueHToB.

Jo mnonydeHus uccienyemoro mnpemnapata (MomMeHT BpeMeHu (') HalMeHT MpoBeNeT
OLIEHKY OOJIH 110 BU3YyaJIbHO-aHAJIOTOBOM IIIKAJIE.

Cpa3y ke mpu mpueMe HCCIeAyeMOro Ipenapara HalUeHThl JOJKHBI 3allyCTUTh JBa
cekyHaoMepa. OnMH U3 HUX JOJDKEH OBITh OCTAHOBJIEH cpa3y e, KaK TOJIbKO MalueHT
MOYYBCTBYET 3aMETHOE CHUKEHHE OO0JIM, a BTOPOW — IOCJI€ TOTO KaK MallMeHT MOYYBCTBYET
3HAYUTEIBHOE CHUKEHUE 00ITH.

[TarmeHT OyneT ocTaBaTbCcs B MCCIENOBATENIbCKOM IIEHTPE B TEUYEHHE 6 4YacoB IOCIIe
npueMa HCCIeIyeMoro Iperapara JJisi OLEHKM OO0JdM M HEeXKeJaTelbHbIX SBJICHUU.
HuTeHcUBHOCTD 0011 OYJET OIIEHUBATHCS M0 BU3YyalbHO-aHAJIOIOBOM IIKajie yepe3 5 MUHYT,
10 munyt, 15 mMunyt, 30 munyt, 45 munyr, 60 munyr (1 gac), 90 munyt (1,5 yaca), 120
MUHYT (2 vaca), 180 munyt (3 ygaca), 240 munyT (4 yaca), 300 munyT (5 yacoB) u 360 MUHYT
(6 yacoB) MMHYT IOCJIE ITpHEMa IpenapaTta.

OneHka CHHYKEHUS! HHTEHCUBHOCTU 00y Oy/ieT MPOBOJUTHCS MO BU3YyallbHO-aHAIOTOBOM
mkane yepe3 5 munyt, 10 munyt, 15 munyt, 30 munyt, 45 munyt, 60 munyr (1 gac), 90
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MuHyT (1,5 gaca), 120 munyt (2 gaca), 180 munyT (3 gaca), 240 munyT (4 yaca), 300 MUHYT
(5 gacoB) u 360 MuHyT (6 YacOB) MUHYT IOCJIE NIPHUEMA TIpenapara.

HaHI/IeHTH JOJDKHBI  YKAa3bIBATb HCfICTBHT@J’IBHO@ BpEMA IPOBEACHHUA OLCHKH II0
BI/I3yaJIBHO-aHaJIOFOB0ﬁ mkane. OTKIOHEHHS OT 3aIllJITaHUPOBAHHBIX BPEMCHHBIX TOYCK HC
6y,I[YT CUHUTATbCAd OTKIOHCHHUAMHU OT IIPOTOKOJIa UCCICIOBAHUS. OTKIOHEHUEM OT IIpOTOKOJIa
HCCICa0BaHUA 6y):[eT CUNUTATbHCA TOJIBKO IMPOITYCK OILICHOK.

HenocpenctBeHHo mepen TeM, Kak MalMeHT MOKHUHET HMCCIEI0BaTENbCKUI LEHTP, eMy
IPEeJIOKAT MPOBECTH OIEHKY CBOErO COCTOSHUS MO Imkane OOmiel OLEeHKH, MPOBEICHHOM
CaMHUMH MallUEeHTaMU.

B Jlenp 3 (uepe3 48 dacoB moclie TMPUMEHECHHS HCCIEAYeMOro Tperapara) OyneT
NpOBE/CH TeNe(POHHBI Pa3rOBOP C IMAIMEHTOM JIISl OLEHKH HEXKENATeNbHBIX SBJICHUU.
.HIO6I>IC CCPBC3HBIC HECKCIIATCIBHBIC SABJICHUSA, O KOTOPBIX MAIUMCHT CIIOHTAHHO COO6IHI/IT B
teuenue 30 JHEH mocile mpUeMa  UCCIEAYeMOro  Ipenapara, JO/DKHBI  OBITh
3apEruCTPUPOBAHBI.

Ecnu nauuenty norpebyercs NpUMEHEHUE JONOIHUTEIbHON JIeKapCTBEHHOM Tepanuu B
ar000e BpeMsi B T€YEHHE 6 YacoB IMOCIE MPUEMa MCCIEAYEMOro Ipemnapara, TO MOCIETHSS
OlLIeHKa 00JIM 10 BU3yaJbHO-aHAJOTOBOM IIKaje U 001as OLeHKa JIEYSHUs TAI[UEHTOM CBOETO
coctosiHUS 1o Imkane OOmeld OIeHKH, IPOBEJCHHOW CaMUMH MalMeHTaMM, JOJIKHBI OBITh
BBINOJIHEHBI TIepe/l OJIyUYeHUEM NpenapaToB Tepanuu cnacenus (Paznen 7.3).

HOl'Iy.]IﬂIII/Iﬂ NanueHTOB:

B3pocinbie manueHTsl My>KCKOTO U JKEHCKOTO T0J1a, KOTOPHIM 3alUIaHUPOBAHO YAalleHUE
MoJisipa.

KpuTepuu BKIIOYEHHS] M HEBKJIIOYEHHA:

Kpurtepuu BK/JIHOYeHHs B HCCIeI0BAHME:

1. TloamucanHas hopma MHGOPMHUPOBAHHOTO COTJIACHS;

2.  MyX4uHBI 1 )KEHIIUHBI B Bo3pacTe oT 18 10 65 neT (BKIIUYUTEIHHO);

3. Jluuma, KOTOpHIM OBUIO BBHIMOJIHEHO YJalleHHEe HE PETMHHPOBAHHOIO MOJsipa B
Te€YeHue 3 4acoB J0 PaHJOMM3aLNH;

4. Jluma c XOpOoIIUM COCTOSIHUEM 370pOBbs (MOHATHE Oa3UpPyeTCsl HA OCHOBE KPUTEPHEB
0e30MacHOro NpUMeHeHus1 aMOyJIaTOpHOTO 00€300JIMBaHu);

5. Jluma, KOTOpBHIM B Teu€HHE 3 YacoB IOCJe 3KCTpakiuu 3yba Tpedyercs npuem
npenapara Juig ymenbiienus 6o (BAIL > 30 mm);

6. Jluma, KOTOpBIE COTJIACHBI OCTaBAaThCS MOJ HAOMIOJCHHEM B TEYCHHE M0 9 yacoB
nocJie yjajieHus 3yoa;

7. Jluua, cnocoOHble 3anmonHuTh 100-MHIITMMETPOBYIO BH3YallbHO-aHAJIOTOBYIO LKAy
U KaTeropHajbHYIO IIKay B TeUEHHE Nepro/ia Habuo1eHus (0KoI0 9 4acoB);

8. TlomHoe moHMMaHUE: CIIOCOOHOCTH MOHUMATh CYTh W IIEJIM MCCIICIOBAHMS, BKITIOYAs
BO3MOXHBIE pPHCKH U TM000uHbIe 3((EKTb; CHOCOOHOCTh COTPYAHHYATH C
WccnenoBareneM 1 BBITIOHATH BCe TPEOOBAHMS CCIICIOBAHNS,

9. Konrtpanenmus (A5 KSHIUH): KEHIIUHBI, CIOCOOHBIE K JIETOPOXKACHUIO, TOTKHBI
WCIIOJIH30BaTh KaK MHHHMYM OJIMH HAJSKHBIM METOJl KOHTpAIENIUA W3 YHCIIa
MEPEUYHCIICHHBIX HIXKE:

da. TOPMOHAJIBHEBEIC TMEPOpPAIbHBIC, HWMINIAHTUPYEMBIC, TPaHCACPMAJIbHBIC WU
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HHBCKIIMOHHBIC KOHTPAUCIITUBBEI,

b. HeropMoHaJlbHOE BHYTpPUMaTO4YHOE ycTpoicTBO (BMY), wmm skeHckuit
npe3epBaTUB €O  CIHEPMULUAOM, WIM  KOHTpaleNnTuBHas Trybka co
CHEPMUIIMIOM, WK AuadparmMa co CIepMHUIIIOM, UM IIECYHbIH KOJIMavyoK CO
CHEPMHULIIJIOM;

NJIn:

C. MYX4YHHa TTOJIOBOH MMapTHEP IKCHIOMHBI JOJIKCH OBITH cOIJlaceH Ha
HCIIOJIb30BAHUEC MYKCKOI'0O IpC3CpBaTrBa CO CIICPMULTUIOM;

d. mosnoBoit mapTHEp, KOTOPOMY ObLIA BHIIIOJHEHA CTEPHIIN3ALINS.
Kputepun HeBKJIIOUEeHUS:

1. Jluma, KOTOpPbHIM  OBUIM  BBINOJHEHBI:  yNAJIECHHE  PETHUHHPOBAHHOTO |
JUCTOIUPOBAHHOTO 3y0a, 3y0OCOXpaHSIONINE ONepallui, alHKaIbHOE MepeMEIIeHUe
JOCKyTa/ BECTUOYJIOMIACTHKA CO CBOOOJHBIM TPAHCIIAHTATOM JIECHBI, B3ATBIM W3
TBEP/Oro Heba;

2. Jluua, KOTOpPBIM B T€UEHHE OJJHOM MPOLIeyphl OBLIO yIaieHo O0bIlie 0THOTO 3y0a;

3. Jluma, KOTOpPBIM OJHOBPEMEHHO C ynajeHueM 3y0a Oblia BBIMIOJIHEHA YCTaHOBKA
UMILIAHTA;

4, AJ'IJ'IepFI/IﬂI H3BCCTHAA WM HpcanojaracMasd rulicpuyBCTBHUTCIBHOCTb K aKTUBHBIM
KOMIIOHCHTaM (KCTOHpO(l)CH " MapaneTamol, HpHMeHHeMLIfI B KauCCTBC TCpaIluU
CHaCGHI/ISI) W/VJIH BCIIOMOTaTEIbHBIM BCIICCTBAM B COCTAaBC IIpCriapara, HaJIU4YHUC B
AHaMHE3€ THIICPUYYBCTBUTCIIBHOCTU K JICKAPCTBCHHBIM IIpCIiapaTaM (B OCO6CHHOCTI/I,
K HCCTCPOUIHBIM ITPOTHUBOBOCIIAINTCIbHBIM npenapaTOM) WM  aJIJICPTHYCCKUX
peaKHHI’I B 1ECJIOM, KOTOpBIC, IO MHCHHIO HCCJ’ICI{OB&TCJ’IH, MOT'YT IIOBJIUATH Ha
PE3YIbTAThI UCCIICAOBAHUAA,

5. 3aboneBaHusd: HaJIWM4YHEe B aHaMHE3€ 3HAYHMMBIX 3a00J€BaHMM IIO0YEK, II€UYEHH,
CEPICYHO-COCYAUCTOM  CHUCTEMBI, JBIXaTCJIbHOW CHCTEeMBI (B TOM  YHCIIC
OpOHXHATBLHOW AaCTMBbI), KOXH, CHCTEMbl KPOBH, OPTraHOB BHYTPEHHEH CEKpeluu,
)KGJ'IYI[O‘IHO-KI/IH_IG‘—IHOFO TpaKTa 1 MOYCBBIBOANINX HYTGI\/II 158 HOJ'IOBOI71 CHCTEMBI, J'II/I6O
HEPBHOW CHUCTEMBI WJIM ayTOMMMYHHBIX 3a00JI€BaHH, KOTOpbIE MOTYT MOBJIUATH Ha
IIEJIM UCCIICIOBAHMS,

6. JlekapcTBeHHBIE mpemapaTbl: IPUEM HECTEPOMIHBIX MPOTHUBOBOCHAIUTEIBHBIX
IpenapaToB U APYrux 00e300IMBAIOLINX MpenapaToB (B OCOOEHHOCTH, KETONPOQeHa,
napaneramona u auneruiacanuumioBod  kucnotrel  (ACK)), aHTUrHCTaMUHHBIX
[IPENapaToB, CEAATUBHBIX NPENapaTroB, B TOM YHUCIIE PACTUTENBbHBIX MPENapaTroB U
OMOJIOTMYECKH aKTHBHBIX MHUIIEBBIX J0OABOK B TeUeHUE 48 4acoB JI0 yaajeHus 3y0a;

7. HccnenoBaHus Apyrux JIEKapCTBEHHBIX IMIPENapaToB: Y4YacTUE B HCCIEIOBAaHUU
a000ro JIpyroro npemnapara B T€4eHHE 3 MecsIEeB [0 Haydala CKpUHUHTA (BKJIHOYAs
MOCJIETHIONO MTPOLIEIYPY UCCIIEI0BAHMUS);

8. AJakorojbHasg u HAapKOTUYCCKAaA 3aBUCUMOCTE B AaHAMHE3C;

9. [TlonoxuTenbHbIE pe3yNbTaThl TecTa Ha OEPEeMEHHOCTh Yy KEHIIWH, CHOCOOHBIX K
JETOPOKACHUIO (BKIIFOYAsl )KCHIIWH, HAXOIAIIUXCS B TIOCTMEHOIay3e MeHee 2 JIET).
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J103MpoBKa McCIeyeMoro npenapara u crnocod ero NpuMeHeHus :
Jeiictytromee BenectBo: Keronpodena nmuzunoBas coib (KJIC)

Knunauko-gpapmaneBTuuecKuii KJacc: IPOTUBOBOCHIATIUTENbHbIE u
IIPOTUBOpPEBMATHYECKUE Mpenapatsl, Hectepouanble (kog ATX: MO1AEO3).

JlekapcTtBennas ¢opma: TpaHydbl KeTtonpodeHa JM3MHOBOM coau mo 40 wmr
(cooTBeTcTBYET 25 Mr KeTornpodeHa)

IIpumenenue npenapara: 1 maketuk — 40 Mr — OAHOKpPATHO

VYcnoBus XpaHeHUs: XpaHUTh NIpU TemIepaType He Bblie + 25°C
[TpousBoauTens: komnanus "Dompé farmaceutici s.p.a." (Mramus)
[ToBTOpHas ynakoBka (mepBUYHas U BTOpHYHast): kommanus "Monteresearch" (Mramus)
KoHnTposb u BeilTyck napTuu: komianus "Dompé farmaceutici" (Mtamus)
KonTpoJsbHas rpynna: njianeoo

JlexapcTtBeHHas ¢popma: rpanyisl o 0 Mr keronpodeHa JU3UHOBOH cosn
IIpumeHeHne npenapara: 1 MmakeTuk — OTHOKPATHO

VYcnoBus XpaHeHUS: XpaHUTh IIpU TeMIiepaType He Bbiiie + 25°C
[TpousBoautens: koMmnanus "Monteresearch”" (Mramus)

KonTpons u Beimyck naptun: kommnanus "Dompé farmaceutici" (Mramus)
KoHe4Hble TOYKH OLleHKH 3(PPeKTHBHOCTH:

IlepBuyHasi KOHEYHAs TOYKA OLEHKH d(PPEKTHBHOCTHU:

- AUCy.¢y mpo¢pusi 6071 oT moMeHTa 0 (McxoaHoe 3HavyeHue Ha BAILLL) u no 6
YacoB MocJjie HAYajia Tepanuu

Ouenka 0oy OyJeT MPOBOAUTHCS MO TOPU3OHTAIBHOM 100-MUTITMMETPOBOM BU3YyaIHHO-
ananorosoii mkane (BAILLD): ot 0 (orcyrcTBue 6omu) 1o 100 (camast cunbHas 60716, KOTOPYIO
TOJIKO MOXXHO TpeACTaBUTh) B 0 MUHYT (HEMOCPEICTBEHHO Tepe MPHUEMOM HCCIIETyeMOTO
npenapata nokasaress o BAIII nonen ObiTh >30 MM), a Takxke yepe3 5 MuHyT, 10 MuHyT, 15
MUHYT, 30 MuUHYyT, 45 MunyT, 60 MunyT (1 yac), 90 munyr (1,5 vaca), 120 munyt (2 yaca), 180
MuHyT (3 vaca), 240 munyt (4 yaca), 300 munyT (5 yacoB) u 360 MUHYT (6 YacoB) MHUHYT
nocJje mpreMa Irpermapara.

ITamueHTHl  HOMKHEBI YKa3bIBaATb JIECTBUTEIIBHOE BpEMA IIPOBCACHHUA OLCHKHU II0
BI/I3yaHLHO-aHaJIOFOBOI>’I mkajge. OTKIOHEHHS OT 3aIlJIaHUPOBAHHBIX MOMCHTOB BPEMCHHU HC
6YIlYT CUNUTATBCA OTKJIOHCHUAMU OT IPOTOKOJIa UCCIICIJOBaHUA. OTKIIOHCHUSMU OT IMMPOTOKOJIa
HUCCICA0OBaHUA 6y,£[eT CUUTATHCA TOJIBKO IIPOITYCK OIICHOK.

Pacuer AUC ¢4 OyieT mpoBOAUTHCS TIO MpaBwily Tpaneunii. Eciou mamuenty norpedyercs
Tepamnusi ClaceHus B Jt000oe BpeMs B Te4YeHHE 6 4YacoB TMOCIE MpHEeMa HCCIeAyeMOTo
npenapara, To OyJeT HCTIOIb30BaThCS TTOCIETHSS OIEHKA 10 BU3yaJlbHO-aHAJOTOBOM IIIKaJe,
nonyueHHas nepes 3tuM. J{ns pacuera AUC ¢y OyIyT HCIIONB30BATHCS JaHHBIC TTOCIEIHETO
HaOmroIeHus (TIEPEHOC BIIEPE]] TaHHBIX TIOCIEIHETO HAOTIOICHNS).

BropuyHbie KOHeYHbIE TOYKH OLUEHKHU 3P PEeKTHBHOCTH:

- IIpopuas 0onM B 3aBHCHMOCTHM OT BpeMEeHH U MNPOPUJIb CHHKEHHS
HHTEHCHMBHOCTH 00JIM ¢ TeYeHHEM BpeMeHH

Onenka 00y OyJeT MPOBOAUTHCS O TOPU3OHTANBHOM 100-MUTTMMETPOBOM BU3YyaIHHO-
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ananoroBoi mkane (BAILI): ot 0 (orcyrctBue 60mm) 1o 100 (camast cuiibHast 00J1b, KOTOPYIO
TOJIbKO MOHO Tpe/ICTaBUTh) B ) MUHYT (HEMOCPEICTBEHHO IEpe]] MPUEMOM HUCCIIETYEMOT0
npenapara nokaszatenb 1mo BAILL nqomken 6b1Th >30 MM), a Takke yepe3 5 muHyT, 10 MUHYT,
15 munyrt, 30 munyt, 45 munyt, 60 munyt (1 yac), 90 munyt (1,5 gaca), 120 munyt (2 yaca),
180 munyT (3 yaca), 240 munyt (4 yaca), 300 munyT (5 yacoB) u 360 MUHYT (6 YacOB) MUHYT
1ocJjie npueMa mnpemnapara.

HaHI/IeHTBI JOJDKHBI  YKAa3bIBATb ,HeﬁCTBI/ITCJIBHOe BpEeMs IMPOBCACHUA OLCHKU II0
BI/I3yaJIBHO-aHaJIOFOB0ﬁ mkajge. OTKIOHECHHUS OT 3allJTaHUPOBAHHBIX MOMCHTOB BPEMCHH HC
6y,I[YT CUHUTAaTbCA OTKIIOHCHHUAMHU OT IIPOTOKOJIA UCCIICOOBAHMA. OTKIOHEHUSIMH OT IMPpOTOKOJIa
HCCICA0BaHUA 6y):[eT CUHUTATBHCA TOJIBKO IMPOITYCK OILICHOK.

OlneHKa CHWKEHUS MHTCHCUBHOCTH 0oy OyaeT MPOBOIUTHCS MO ropu3oHTanbHON 100-
MUJJIMMETPOBOI BU3YyallbHO-aHAJIOTOBOM ImKasie: oT 0 (MHTEHCHBHOCTH OOJM HE CHU3MIACH)
1o 100 (makcumanbHOE CHUYKeHUE Oomn) yepe3 5 munyt, 10 munyt, 15 munyt, 30 MmunyT, 45
MuHYT, 60 Munyt (1 gac), 90 munyrt (1,5 gaca), 120 munyt (2 gaca), 180 munyt (3 gaca), 240
MuHyT (4 yaca), 300 munyt (5 uvacoB) u 360 MuHyT (6 yYacoB) MHUHYT IOCIE MpUeMa
npenapara.

Ecnu nanmenTty moTtpeOyercs Tepamus criaceHHMs B J1000e BpeMs B TeueHHe 6 4yacoB
nocje mnpuemMa McciaeayeMoro Inpemnapara, To OyaeT MCIOJIb30BaThCs MOCIHEAHSST OLEHKa IO
BU3YalbHO-aHAJIOTOBOM  IIKajie, TMOJY4YeHHas TMepea dSTUM. Bce ocTalbHbIE OLEHKU
3P PEKTUBHOCTH (€CTTM TaKhe OCTAaHYTCs) OYyAyT CKIFOUYEHBI U3 aHATTN3A.

- Bpemsi 10 nepBoro omyTHMOro cHukeHuss uHTeHcuBHoctTu 0ou (BIICB) n
BpeMsl /10 3HAYMTEJIbHOI0 CHUKeHUs UHTeHcuBHOCTH 601 (B3CB)

W3mepeHue BpeMeHH 10 EPBOT0 OLIYTUMOTO CHUKeHUs: nHTeHcuBHOCTH Oonu (BIICB) n
BPEMEHHM /10 3HAYUTEIBHOI0 CHIKEeHUs nHTeHcuBHOCTU 6onu (B3CB) Oyner mpoBoauthbes ¢
noMouiplo cexyHaomepon. Cpa3y ke IpU INpUEeME HCCIEAYEeMOro Ipernapara HalueHTh
JIOJDKHBI 3aITyCTUTH ABa ceKyHaoMmepa. OMH U3 HUX JOJDKEH OBITh OCTaHOBIICH Cpa3y e, Kak
TOJIbKO MAaIlMEHT IOYYBCTBYET 3aMETHOE CHIKEHUE 00JIH, a BTOPOI — IOCie TOro KaK MaI[MeHT
MOYYBCTBYET 3HAYUTENbHOE CHUKEHUE OOJIH.

- JloJifl manMeHTOB, KOTOPHIM TpeldyeTcsl Tepanus cnaceHus (00e30ouBaHue)
U BpeMsl 10 POBeAeHHs] TePanuM craceHust

B ciydyae HenocTaTouyHOro KOHTPOJIS OOJNM MAIMEHT MOJIYYUT JIEKAPCTBEHHYIO TEPAIUio
criaceHus Uit obe30onuBaHus (T.€., mapaneramos B Tabnerkax B go3e 500-1000 mr). Bpems
110 mpuemMa 00e300JIMBAIOIIEro MpernapaTa Tepanuu CIaceHusl, €CJIU TaKoe IPOU30IIET, TaKKe
Oyner peructpupoathscs (NB: yuyacTHHKaM OyzeT MpeasioKeHO BO3AEPKUBATHCS OT MpHUeMa
pe3epBHBIX IMpenapaToB B TEYEHHE MEPBOTO yaca IOCIe MpUeMa HCCIeNyeMOoro mpernapara).
Ecnu mapaneramon B 1o3e 500 wnu 1000 Mr He okakeT Hy>KHOTro 3(dekTa, manueHTy Oyner
paspelnieHo NpUHATH emie oAy a03y naparneramona 500 mr umu 1000 mr. MaTepBan mMexmay
npreMaMH J0JDKEH ObITh He MEHee 4 yacoB. MaKCHMallbHasi CyTouHas j103a cocrasiser 4000
MT.

- OOmas oueHka, MpoBeJleHHAS] CAMMMHU NMallMeHTAMU

OO0mas oleHKa, MPOBEICHHAs CaMUMH TManueHTamu (5-OaypHas mkana): 1 = oueHb
XOpouIo, 2 = XOpoIlo, 3 = yI0BIETBOPUTENIBHO, 4 = IJIOXO, 5 = OYEHb IIJI0XO.

DTa oleHkKa OyaeT MPOBOJUTHCS TOCIE MCXOAHOTO 3alOIHEHUSI BU3YaIbHO-aHAIOTOBOM
IIKaJbl M HEMOCPEJICTBEHHO Iepe] TEM Kak MHallMeHT MOKUHET HMCCIEI0BATENbCKUNM LEHTP.
Ecnu manueHT mosrydaet Tepanuio CIaceHusi, TO OH JOJDKEH MPOBECTH OOIIYIO OIEHKY TOCIIe
MOCJIE/THETO 3aM0JIHEHHS BU3YaIbHO-aHAJIOTOBOM IIKAJIBI.

KOHOUJEHIIMAJIBHO Crpanuna 12 u3 76



Uccnenyewmsiit npenapar OKUTACK® Dompé farmaceutici s.p.a.
IIpotokoun nccnemoBanust KSLO117 ®dunansHast 26 cents0ps 2017 roga (B peAakuyu oT 25 sHBApS
Bepens 1.0 2018 roma)

KoHe4HbIe TOYKH OLIECHKH 0€30I1ACHOCTH:
- Yacrora HexenaTeabHbIX aBJeHuil (HA)

Perucrpanus HexxenaTeNlbHbBIX SBJICHUN OyJeT MPOBOJUTHCA B COOTBETCTBHUHU C jKajo0aMu
y4aCcTHUKA UCCIICIOBAHUS, JAHHBIMU OOCJICIOBAaHMS POTOBOM MOJIOCTH U OIEHKHU MTOKa3aTese
(G yHKIMH )KU3HEHHO-Ba)KHBIX OPTraHoB.

MeTtoabl cTaTHCTHYECKOI 00padoTKM:

Bce ogaHHple 1o nmanMeHTaMm, coOpaHHble B 3JIEKTPOHHBIX  MHIMBHyaJIbHbBIX
perucrpannonsbix kaprax (3UPK), OyayTr cBemeHsl mo mamueHTam, TpylnmnaMm Teparnuud U
UCCIICIOBATEIbCKUM LIEHTpaM. B cOOTBeTCTBMM C TIOKa3aTelnsiMU OynyT HpPUMEHEHBI
HNOJIXOAAIINE METOABl ONHCATENbHOW CTaTUCTHKH. JlJis HeNnpephIBHBIX JaHHBIX OymyT
IpPECTaBICHbl CPEeJHME MOKa3arenu, cranpaptHoe orkioHeHue (CO), MeauaHa, AuanazoH
(MMHMMYM 1 MakcuMyM) 1 95% noBepurenbHblii uHTEpBai ([IU1). 11 KaTeropuiiHbIX TaHHBIX
OyAyT IpeACTaBIEeHbl 4YacTOTa U NMPOLEHTHI. Eciu 3T0 npuMeHuMo, TO JUIsl Iponopuui OyayT
npencrtaBieHsl 95% noBeputTenbHbIE WHTEpBalibl. Eciau He yka3aHO HMHOE, TO YPOBHEM
3HAYMMOCTH, HCIOJb3yeMbIM U1 CTaTHCTHYECKOro TectupoBanus, Oymer 0,05, a
UCIIOJIb3YEMbIE TECThl OyAyT JBYXCTOPOHHUMH. Byder BbIIyIEH IJIaH CTaTUCTHYECKOIO
aHaiu3a, B KOTOPOM OyAyT HOJPOOHO OIMCAaHbl BCE CTAaTUCTMYECKHE METOJbl M aHAIM3BI,
KOTOpBIE€ OYyT IPUMEHSTHCS K pe3ysibTaTaM MCCIEIOBAHHUS.

AHaJN3 NePBUYHOM KOHEYHOH TOYKH OLeHKH (P (PeKTHBHOCTH:

[Tepuunoii mepemenHoir Oyner AUCi¢y npoduias Gomu ot momenra 0 (McxomHoe
3HAUCHUE HA BU3yalIbHO-aHAJIOTOBOM IIIKaJIe) 10 6 4acoB MOCIIC Havalla TeparuH.

Anamuz AUCy.¢4 OyneT ocHOBaH Ha (haKTHUYECKUX, a HE Ha 3alJTAHUPOBAHHBIX MOMEHTAaX
BpEMEHH, a pacueT OyaeT MpOBOAUTHCS MO MpaBuily Tpanenuil. Eciu daktuyeckoe Bpems He
3aMmMCcaHo, TO OyIeT UCTIOIL30BaHO 3aIUTAHUPOBAHHOE BPEMHI.

Byner npoBeneno cpaBHenue nokaszareneid AUC npu Tepanuu co CpeHUMH JaHHBIMU t-
tecta CThlomieHTa i He3aBUCUMBIX maHHBIX. Ecimm cpemnsii AUC(.¢y MpU TPUMEHEHUH
npenapata OKUTACK® Oyner mensie cpenneit AUC.qy IpU NMPUMEHEHUM I1anebo npu
p<0,05, T0 Hys-runoresa (Hy), yreepxgaromast, uro mpermapar OKUTACK® He orimuaercs
ot miainebo, OyIeT OTKIIOHEHA U BMECTO Hee OyzeT NMpHUHATa ajabTepHaTuBHas runotesa (H;),
yrBeprkaaromast, uro npenapar OKUTACK® npeBocxoauT miane6o.

AHaJIN3 KOHEYHBIX TOYEK 0€30IacCHOCTH:

Bce HexenarenbHble SIBIEHHS, 3aperucTpupoBaHHble B anekTpoHHOM WMPK, Oynyr
KOJIUpOBAaThCS MO KiaccaMm cucteM U opraHoB (System Organ Class, SOC) wu
npeanouyrutenbHbiM TepMuHaM (I1T) Ha ocHOBe MeauumHCKOro cioBaps JUis HOPMaTHBHO-
IIPaBOBOM JIeATENbHOCTH B cpepe sekapcTBeHHBIX npenapaTtoB (Medical Dictionary for Drug
Regulatory Affairs, MedDRA [5]). Ouu OyayT BanuaupoBaHbl M HPOCYMMHPOBAHBI B
3aBHCHUMOCTH OT TE€PAIH, B3aNMOCBSI3U C HCCIEAYEMON Teparnuel U CTENICHBIO TSKECTH.
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Pasmep BbIOOpKHM:

Pacuer pasmepa BBIOOpPKH HCCIIeOBaHUS ObUT OCHOBaH Ha ctaThe Seymour 1996 [3], B
KOTOPOH HJIIET pe4b O PaHAOMHU3UPOBAHHOM, JIBOMHOM CIIEIIOM, IUIANe00-KOHTPOIUPYEMOM
UCCJICIOBAaHNH ¢ Tepanuei miaredo, mapaneramonoM (500 u 1000 mr) u keronpoderom (12,5
u 25 mr).

HeotkoppextupoBannbie nokazarenn AUCO0-69 s mianedo u KeTonpogeHa coCTaBUiIH
npuom3uTenbHo 263 u 173 MM u-1 coorBeTcTBeHHO. COOTBETCTBYIOIIHME IOKA3aTENH
CTAaHJAPTHOrO OTKJIOHEHUsi cocTaBwin 106 mwm u-1 (mpubnusurensHo 40% oOT cpemHero
snauenus ansg AUC npu npumenenuu miane6o) u 121 mwm u-1 (mpubnusutensuo 70% ot
cpeanero 3navyenus a1 AUC nipu npuMeHeHuH KeTorpodeHa B 703€ 25 mr).

TectupyeMoll TMIOTE30M JUII  3TOrO  MCCIENOBAHUSl SBJIAETCS  IPEBOCXOJICTBO
Keronpod)eHa B CPaBHEHHH C IUIAe00, YTO B CTATUCTHUYECKHX TEPMHUHAX OYIET BBITJISICThH
clenyromumM oopa3om:

HO: cpeanee mpu nmpumMeHeHUH mianedo > CpeHero Mpu MpUMEHEHUH Ketorpodena (0e3
pazInyuii MEX/y pa3HbIMH BUIAMU TCPATIHH)

HI1: cpennee npu mpuMeHeHuu mianebo < CpeIHEro Nnpu NPUMEHEHHHM KeTomnpodeHa
(KJIMHUYECKU M CTAaTUCTUYECKU 3HAUMMOE Pa3Inune MEeXAY Tpynnamu)

Bcero mia goctmxenust pasHuns B 90 MM 4-1 Mexay rpynmnamu npu moutHocta 80%, o
= 0,05, CO = 121 mMMu-1 u npu cooTHowWeHHH paniaomuzauu 1:1 morpeOyercs 58
naneHToB (o 29 manueHToB B rpynme). Pacuer pasmepa momyssinuyd ObUT TIPOBEACH C
nomouibto nporpammel SAS 9.2 [4].

C ydeTroM YypOBHS JOCPOUYHOTO BBIOBITHSI M3 HCCIIEOBAaHUA, KOTOPhIH cocTaBisieT 15%,
BKJIFOYCHHUE B UCCIICIOBAHME JOJKEHO cOCTaBUTh 70 manueHToB (Mo 35 mamueHTOB B KaXKIOM
u3 rpynm). C yd4eToM TOro, 4TO JOJIsI MAIMEHTOB, HE MPONICAIINX CKPUHHUHT, COCTaBUT
npubau3utenbHo 30%, mIaHupyeTcs, 4To B XOJ/€ ATOr0 UCCIIEOBaHUs Oy/IeT CKPUHUPOBAHO
1o 100 mamueHToB.

Panpomusanus:

Y4acTHUKY HCCiIeoBaHUs OyayT B CIy4aifHOM TOPSIKE pacHpeiesieHbl B OJHY U3 JIBYX
paBHBIX TO pa3Mmepy TIpymnmn B cooTHomeHuH 1:1. Panmomusanus OyneT HpoOBOIUTHCS C
INPUMEHEHUEM CUCTEMbl MHTEPAKTUBHOTO B3aUMOJEHCTBUS uepe3 ceTb MHTepHeT (interactive
web response system, IWRS).

Bepcusi nporokoJia u 7aTa BbIIyCKa:

KSLO117 ®unanenas Bepcus 1.0 ot 26 centsadpst 2017 roga (B penakuuu ot 25 sHBaps
2018 romna).
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CIIMCOK COKPAIIIEHU

ADME BcacwiBanue, pacnpenenenue, MeTaboau3M u BeiBeeHue (Absorption,
distribution, metabolism and excretion)

AUC [Tnomans Mo KPUBOH M3MEHEHUS! KOHIIEHTPAIMH B 3aBUCIMOCTH OT
BpPEMEHHU

CFS HanocanouHnast )KUAKOCTB, He copepikaras kiaetok (Cell-free
supernatant)

GLP Hannexamas nmaboparopnas npaktuka (Good laboratory practice)

IASP MesxayHapoaHasi acconuanus o u3ydernto 6omu (International
Association for the Study of Pain)

ICSRs WupuBuayansueie otyetsl o 6ezomacHocty (Individual case safety
reports)

MedDRA MenuurHCKu# CI0Baph HOPMATUBHO-IIPABOBOU €ATEIBHOCTH
(Medical Dictionary for Regulatory Activities)

NZW Hogsozemannckuii 6emnpriii (New Zealand White)

OA Ocreoaptput

PID Pasznmuue B uaTeHCHBHOCTH 00 (Pain intensity different)

SAP [Tnan craructuyeckoro ananusa (Statistical analysis plan)

SDV ITpoBepka nepBuuHbIX AaHHBIX (Source Data Verification)

SmPC Kpartkas xapakTepuctuka JiekapcTBeHHOTo npenapara (Summary of

Product Characteristics)

SOC Kracc cucrem u opranos
TC Tenedonnsiii kouTakT (Telephone contact)
TEAEs HexenaTenbHble sIBIEHUS, BO3HUKILNE Ha (POHE MPOBOIMMOM Tepanuu

(Treatment-Emergent Adverse Events)

TK TOKCMKOKMHETHKA

All AprepralibHOE JaBICHUE

AK ApaxuJI0HOBasl KHCII0Ta

AJIT AnaHWHOBas TpaHCAaMHWHAa3a aJlaHMHaMUHOTpaHchepaza
ACK AneTHiIcaauuiaoBas KUCI0Ta

b/p bespeuenTypHbiii

BA/L buonornuecku akTuBHBIC J0OABKH

B/B BuaytpuBenno

BAIII BusyanbHo-aHanorosas mkaia

BJII Busut 10cpo4HOro npexpaeHus

B3Cb Bpewmst 10 3Ha4uMOTO CHUYXKEHUS 00JIN

BIICb Bpems 10 iepBOro omyTUMOro CHMXXeHus 00Ju
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N JloBepUTENbHBIN HHTEPBAI
JHK J1e30KCUpUOOHYKIICMHOBAS KHCIIOTA
Al JlocpouHoe mpekpaiieHue (BUIUT JO0CPOUHOTO IPEKpaIeHHS])
EC EBpomneticknii Coro3
KKT 7Kenmyno4HO-KUIIEYHbIN TPAKT
3T 3aBeplIeHHUE Tepauu
NJIIT Uccnenyemslii TIeKapCTBEHHBIN Ipenapar
UMT Muanexc maccrel Tena
HNPK WNHnuBunyanbHas perucTpaloHHas Kapra
KO KoHnTtpakTHas uccienoBaTenbckasi OpraHu3anus
KK Keronpodenosas kuciora
KJIC Keronpodena nu3unoBas conpb
KII Keronpoden
K®K Kpearundocdoxunaza
M3 MWUHHUCTEPCTBO 3APaBOOXPAHEHUS
MKB Mexnynapoanas kinaccudukanus 0ose3Hei
HJIP HexenarenbHast JekapCTBEHHAS PEAKIIHS
HIIBII Hecrepounnble IpOTUBOBOCIIAIUTEIBHBIC IIPENIAPATHI
HOK HezaBucumblil 3THyeCKuil KOMUTET (JIOKAIbHBIN)
H HexenarenbHbie siBneHus
Ir [IpocrarnanauHel
I [NTumesas nobaska
I1PT [Ipenapats! U1t pe3epBHOM Tepanuu
PA PeBmaTonnHbIl apTpUT
PII PeuenrypHsle npenaparsl
CHJIP Cepbe3Hasi He)KeaTellbHas JIEKapCTBEHHAs! PEaKIIUs
CHA Cepbe3HOE HEXKENATEIbHOE SBICHUE
COIl CrangapTHbIE ONEpAllMOHHbIE MPOLIETYPHI
cCC Cepneuno-cocyaucras cucrema
()] dapmakoJMHAMUKA, (hapMaKoIMHAMUYECKHMA
DOXKEJI dopcupoBaHHas )KU3HEHHAS €eMKOCTb JIETKUX
OK dapMaKOKMHETHKA, (PapMaKOKMHETUUECKUI
HHC [lenTpanbHas HEpBHAs CHUCTEMA
nor [Muknookcurenasa
4 Yac
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1. BBEJIEHHME

Hecrepounnsie mnporuBoBocnanutenbHble mnpenapatsl (HIIBII) mnpeacrasisitor coboit
XMMHUYECKH HEOJHOPOJHYIO IPYIIY BELIECTB, YAaCTO HE CBSI3aHHBIX MEXAY COOOH XMMHMUECKH,
KOTOpbIE 00JIaZIal0T OOIMMH TepaneBTUYeCKUMHU 3((HeKTaMi M HEKENaTeIbHBIMUA PEaKIHsIMU.
OcHoBHBIE TeparneBTHYeCKUEe 3((HEKThl HECTEPOUIHBIX MPOTHBOBOCHAIMTENbHBIX MpENapaToB
IPOUCXOJAT U3 MX CIIOCOOHOCTH MHTHOMPOBATH CHMHTE3 NMPOCTArJIaHAMHOB, MOJABIAS BAKHBIN
(GepMeHT B MyTH CHHTE3a MPOCTarIaHAMHOB, IuKkIookcureHasy win LHOI'. Bee HectepouHbie
IPOTHBOBOCTIAJIMTENIBHBIE TpenapaThl 00JIAAal0T >KapOMOHMKAOIIUME, 00€300IMBAIOIIUMH U
IPOTUBOBOCHAIMTEIbHBIMUA CBOMCTBAMH M YacTO MPUMEHSIOTCS IS JIEYEHHUs BOCHAIUTEIbHBIX
3a0o0neBaHUll OCOOCHHOH HapyIIEHHH CO CTOPOHBI OIMOPHO-IBUTATEIBHOTO amnmapara, JUIs
KOTOPBIX XapaKTepHbl 00ib M BocnaieHue. Hanbonee yacThIMu HexXenaTeIbHBIMU PEAKLUIMU
Ha HECTEPOUIHBIE MPOTHBOBOCHIAIMTENbHBIE NpenapaThl SBISAIOTCS 3()(EKTHl co CTOPOHBI
JKENy0YHO-KUIIIEYHOTO TPAKTa U CEPACYHO-COCYUCTONU CUCTEMBI [1].

JIusunoBas conb keronpodena (KJIC), koropas Obuta npeacrasnena B Mranuu B 1980 roxy,
00J1a1aeT MOATBEP)KICHHBIMHU IPOTHBOBOCHAIUTEIBHBIMU U YKAPOIOHKAIOIUMH CBOWCTBAMH,
KOTOpbIe 0oJiee BBIPAXKEHBI MO CPABHEHHUIO C KETONmpodeHOM, 4TO OOyCIOBIEHO ee Ooiee
BBICOKOW PAacTBOPUMOCTBIO, KOTOpasi MO3BOJIAET NMPUMEHATh MpenapaT BO MHOXKECTBE pa3HBIX
JIEKapCTBEHHBIX ()OpPM, HCIIOIB30BaTh pa3HbIe BBICOKHE JO3bI U JIaeT CTAaOWIBHBIA MPOQUIb
nepeHocumocTu [3].

[lomyyenne aMUHOKHCIOTHBIX COJIEH KeTompodeHa 3HAYUTEIBHO IOBBICHIIO €ro
pPacTBOPUMOCTh B BOJE, YTO TMO3BOJMJIO pa3padOTaTh JKHUIKHE JIEKapCTBEHHBIE (OPMEI
kKeronpodeHa JUIsi TEpOpaTbHOTO TpPHEMa U TIOJYYUTh TPU OCHOBHBIX KIMHHUYECKHX
npeumyniectsa: 1) 6onee OblcTpoe BcachlBaHUE U3 kenyaouHo-kumedHoro Tpakra (KKT) mo
CpPaBHEHHIO C WCXOJHBIM BeIIeCTBOM; 2) Ooiee OBICTpOE NPOTHBOBOCHIAIUTEIFHOE U
obe30onuBaromiee neiictue; 3) Oonee KpaTKOBpPEMEHHOE MPeObIBAaHWE aKTUBHOTO BEIIECTBA B
KETyAKEe U, CIEN0BAaTEJIbHO, Ooyiee HM3KMH MOTCHLHMAT pPa3Apakalollero AeiicTBUS W/HIH
3¢ PeKTOB, MPUBOSIINX K BOSHUKHOBCHHUIO SI3B.

B cpaBHUTENBHBIX HCCIEAOBAHUAX KeTompodeH He ycrynal 1no 3¢¢GeKTUBHOCTH APYTUM
IPOTHBOBOCTIAJIMTENBHBIM U 00e300muBatomuM npenaparam [3]. s keronpodena xapakTepHbI
Te e MNo0ouYHble APQEKTbl, YTO U U JAPYTUX HECTEPOUIHBIX IMPOTUBOBOCIAIUTEIBHBIX
IpenapaToB, IpU 3TOM HamOOJee 4acTO OTMEYAIOTCS HApyLIEHHs CO CTOPOHBI JKENIyIOYHO-
KHIIEYHOT'O TpakTa: TOIIHOTA, pBOTA, JAuapes, B3AyTHE XXHBOTa, 3arop, AUCHencus, 0oib B
JKUBOTE, peXe — IMENTUYeCKUe A3Bbl, nepdopanus, TacTPUT WIH KEIYJOUYHO-KUIIEUHOE
kpoBoteuenue [3]. IlpubnusutensHo y 30% nun, monyyaromux KeTonpogeH, BO3HUKAKOT
no0ouHble 3()(PEKTHI CO CTOPOHBI JKEITYAOYHO-KUIIEYHOIO TPAaKTa JETKOW CTENEHH, 4acToTa U
MHTEHCUBHOCTb KOTODPBIX CHIJKAIOTCSA, €CIM Ipenapar NpPUHUMAaTh BMECTE€ C NHINEH WIN
antanugamu [3]. K npyrum, meHee dYacThiM HexeJaTeNbHBIM d(ddexrtam KeTonpodeHa,
OTHOCATCS HApYIIEHUS CO CTOPOHBI KOXH (KpalMBHUIA, SpUTEMa, KOXHasl ChIb), OOIIMe
HapylleHus (aJyiepruyeckiue U aHaQuIaKTOUIHbIE PEAaKIMK), HApYILIEHUsI CO CTOPOHBI HEPBHOM
cUCTeMbl (TOJOBOKPY)KEHHE U BEpPTUIO), HAPYLIEHHS CO CTOPOHBI CEPIACUYHO-COCYAUCTOU
cucTeMbl (OLIYLIECHHUS YYallleHHOTO CepAleOueHus, TaXuKapJus, apTephajbHas TMIIOTEH3Us U
apTepuanbHas TUNEPTEH3Hs), HApYLIEHUsS CO CTOPOHBI JbIXaTENbHOW CHCTEMBbI (OpOHXOCHa3M,
OJIBIIIIKA), HAPYLIEHHs CO CTOPOHBI MOYEK (3aJep’KKa BOJbI B OPraHU3ME), a TAaKXKe HapyIIECHUS
KPOBETBOPEHMSI U HApYyILIEHHUs] CO CTOPOHBI MOYEBBIBOIAIIMX MMyTei. B GoibIIMHCTBE ciiyuaeB
CUMITOMBI MPEXOAAIINE M Pa3pelIaroTCs IPU IPUOCTAHOBKE TEpaluu, a TakkKe IIpU
NPUMEHEHUH CTIeln(UIECcKOil IeKapCTBEHHOH Teparuu.

JluzuHoBass conp kerompodeHa B Qopme TpaHyn Il TPUTOTOBJICHHS pacTBOpa s
[IEPOPaAIBLHOTO IpUeMa (OKi® B makermkax mo 80 Mr, cozepkamux 80 MI JU3MHOBOM CONH
KeronpodeHa B CABOCHHOM MakeTuke, mo 40 Mr JU3MHOBOW COJNM KeTompodeHa B Kaxaoh u3
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YyacTel) y)Ke 3aperucTpupoBaHa u npojaaercs komnanuei "Dompé" B Utamuu ¢ 1994 rona u B
Poccun ¢ 1998 roma B kauecTBe cpencTBa JUIsl KPaTKOBPEMEHHOTO JIEUEHUS CHUMIITOMOB
BOCHAJIUTENBHBIX COCTOSHUMN, COMTPOBOXKIAIOIIUXCS OOJIBIO.

Keronpoden B hopme rpanyn B nmakerukax mo 40 mr Obul 3apeructpupoBaH B Mrtamuu B
2001 romy mis nedeHusi 00U Pa3HOTO TUIA U MIPOMCXOXKACHHS (TOJIOBHAs 00Jb, 3yOHas 0OJIb,
HEBpaTHs, 00Jb P MEHCTPYaNUsIX, O0JIb B MBIIIIaX U 00Jb, BBI3BAaHHASI OCTCOAPTPUTOM), HO
HE paclpoCTPaHsUIICS Ha PhIHKE.

B cumwxenHoi go3e, cocraBisBied 25 mr (uro coorBercTByeT 40 MI JTU3MHOBOW COJIM
ketorpodeHa B hopMe TpaHyir), MpenapaT u3yJaucs y 4ejloBeKa B Ka4ecTBE 00€300JIMBAIOIIETO.
Pasnbie ¢opmbl KeTonpodena B 1o3e 25 Mr i MEepopajbHOrO MpUEMa 3apEerHCTPHPOBAHBI B
EBporneiickom Coro3e pa3HbIMU BIIJIENIblIaMU PETUCTPAIMOHHBIX YIOCTOBEPEHUI MOJI pa3HBIMU
TOproBEIMH Mapkami  (Harpumep, Toprec” mnpomsBojcTBa Kommanmn "Sanofi-Aventis”,
®paHuus; Toprek® npou3BojcTBa kKoMmmanuu "Sanofi-Aventis", Uranus; Fastum® MPOU3BOJCTBA
koMianuu "Menarini", tanus).

Hosgas nexapcTBeHHas ¢popma KeTonpodeHa B BUJI€ JIN3UHOBON COIM B A03UpoBKe 40 Mr ais
NEPOPANBHOTO MpHEeMa (Y4TO COOTBETCTBYET 25 MTI' KeTompodeHa) aHaJIOTH4YHA M0 COACPIKaHUI0
aKTUBHOI'O BEIECTBA YXKE€ 3aperuCTPUPOBAHHON JIEKapCTBEHHOM QopMe keTompodeHa B
03MPOBKe 25 Mr s mepopanbHoro mpuema. Ipemapar OKUTACK®Y B rpamymax mo 40 mr
(;m3uHOBas conb Keronpodena 40 Mr, YTO COOTBETCTBYET 25 Mr KeronpodeHa) Obliia BbIBEICHA
Ha pelHOK B Utanmuu B 2012 roay st IpUMEHEHUS 1O CIEAYIOLUIUM MOKa3aHUsAM: 00JIb Pa3HBIX
BUJIOB M IPOUCXOKICHUS, B OCOOEHHOCTH T'0JOBHasi 00Jb, 3yOHas 0OJib. HEBPAITHUsA, a TaKXKe
MEHCTpYyaJibHasi U MBIIIeUHas 00Jib U 00Jb, BbI3BaHHAs ocTeoapTpuToM. Kpome Toro, mpemnapar
OKMTACK" B rpanyiax nmo 40 mr ¢ mas 2015 roga pacnpocTtpansieTcst Ha pelHKe B AnGaHuu, a
¢ mromst 2016 roma — B KocoBo; HoBasi nekapcrBeHHass dopma npemapara OKUTACK® B
tabnetkax no 40 mr Obl1a 3apeructpupoBana B Utamuu B pepane 2017 roxa.

VYcraHoB/IeHHass B XOJ€ KIMHUYECKUX HCCIIECJOBAHMM TOKCHUKOJIOTMM 0€30I1acHOCTh
JU3UHOBOM CONM KeTompodeHa CpaBHUMa C TakoBOH y keTompodeHa; 0ojiee TOro, B CBSI3U C
Oosee OBICTPBHIM BCAacChIBAaHMEM BpeMsl NMPeObIBaHUS MpenapaTa B KeJlyJI0YHO-KUIIEYHOM TPaKTe
JIOJDKHO OBITH CHMDKEHO, a CIIeIOBATeNbHO, Y YelloBeKa OXKUAAeTCsl 0oje HU3Kas BEpOSITHOCTH
pa3apa’keHusl )KeIyJ0UHO-KUIIEYHOTO TPaKTa.

Ornenka 0e30macHOCTH TpaHyll Ipernapara OKi® mis MPUTOTOBJICHUSI PAcTBOpa ISt
IIEPOPAIILHOTO MpHUEMa U Kalellb OKji" y 4eloBeKka Oblla MpOBeJeHA B paMKax KIMHHYECKUX
WCCJICIOBAHMM, BBIMOJHEHHBIX C TPUMEHEHHUEM JIM3WHOBOM COJMKM  KeTtompodeHa s
NepopaTbHOTO NpHeMKa (Kak B XOJ€ HCCIeNoBaHUN (apMaKOKUHETHKH, TaK WU B XOJHe
WCCJICOBAHUM  KJIMHUYECKOW A(P(EKTUBHOCTH) TIPH TIHIATEIHPHOM MOHHTOPHHTE BCEX
HexxenaTenbHbIX sBieHud (HS) u  HexenarenbHBIX JekapcTBeHHbIX peakiuit  (HJIP),
BO3HHMKABIIUX B XOJ€ AITHX wHccienoBanuil. Kpome Ttoro, Obuto mpoBefeHO crerupuyeckoe
UCCIIeIOBaHNE O€30MAaCHOCTH C IENIbI0 U3YUEHHUsI CIIOCOOHOCTU JIM3MHOBOW CONU KeTompodeHa
BBI3BIBATH pa3/ipakKeHUE W/UIIN 00pa30BaHUE 3B B KEITYJOYHO-KUIIIEYHOM TPAKTE.

HckmounTenbHO HU3KAas 4aCcTOTa HEXKeNaTeNbHbBIX SBIEHUH MOCIe Tepanuu ¢ IPUMEHEHUEM
JU3WHOBOW COJM KeTompodeHa W pa3BUTHE TAaKWX HEXKETATEIbHBIX SBJICHHH y YYaCTHUKOB
WCCJICIOBAaHMM, TOMyYaBIINX TU1a1e00, YKa3pIBAIOT HA OUYEHBb XOPOIIHiA poduias 6€30MacHOCTH
kak y rparyin OKi®, tax u y xamems OKi® [3].

OIBIT TOCTMAPKETHHIOBOTO MPHMEHEHHS Pa3HBIX JIeKapCcTBEHHBIX (opm mpermapata OKi®
IIOKa3bIBAaeT, YTO HEXKeaTeJIbHbIC SBJICHUS Pa3BUBAIOTCS JOBOJBHO pelnko. TeM He MeHee,
YacTOTy HeKeNaTeslbHBIX 3()()EeKTOB MOKHO CBECTH K MUHUMYMY, NPHUMEHsSsS CaMble HHU3KUE
3¢ exTrBHBIE 03Bl HOBOH JI€KapCTBEHHOM (hOPMBI JIM3UHOBOM COJIM KETOMpo(deHa B JO3UPOBKE
40 mMr B BuAe IpaHyl A INEpOPAIbHOIO IPHUEMa, PacTBOPUMBIX B POTOBOM MoOJIOCTH. B
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JEMCTBUTENIBHOCTU COOTBETCTBYIOIAs /1032 KETONpodeHa B BUAE KUCIOTHI COCTABISET 25 Mr
BMecTo 50 Mr, coiepxalielics B OJJHOM IaKeTUKE Ipernapara OKi" B rpanynax no 80 mr s
IPUTOTOBIICHUSI PACTBOPA IS IEPOPATBHOIO IpUEMA.

Hacrosimee uccnenoBanue 0110 pa3paboTaHo A7l TOrO 4TOOBI YCTaHOBHUTD 3(()EKTUBHOCTh
npemnapara OKUTACK" B rpanyiaax nmo 40 Mr s mepopajibHOTO MpHUEMa Ha MOJeIu 0oiu
JIETKOW ¥ YMEPEHHOM CTENEHW B LEJAX JAJbHEHIIEH PErHCTPAllMU YKa3aHHOTO Ipemnapara B
Poccun.
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2. HIEJHA UCCIEAOBAHUA
2.1. OcHoBHAA LEJb

OCHOBHOH 11€JIbIO TAHHOTO HCCIJIEIOBaHMsI fABISETCS OleHKa 3(h(EeKTUBHOCTH Mpernapara
OKHUTACK® B rpanyiax mo 40 Mr B CpaBHEHUH C IUIale00 y MAIMEHTOB C OCTPHIM OOJIEBBIM
CHUHAPOMOM I10CJIE YAaJIEHUsI OAHOTO MoJisipa, mpoBoaumMas mytem cpaBHeHUust AUC ¢4 poduis
0071 1ocIe Tepanuu, N3MepsIEMON C IOMOILBIO BU3YaJIbHO-aHAJIOTOBOM IIKAJIbI.

2.2. JlonoJHUTE/IbHbIE €U

K nonomHWTENbHBIM LEASM JAaHHOTO HCCJICAOBAHUS OTHOCUTCS OLIEHKA CIIEIYIOIINX
napameTpoB 3P PeKTHBHOCTH M O€30MMaCHOCTH IMpenapara OKUTACK® B rpanynax mno 40 mr B
CpaBHEHHH C TUIAIe00 y MaIUEeHTOB C OCTPO OO0JIBIO MOCIE yAAICHUS OJHOTO MOJISIpa:

e [Ipoduib 60U B 3aBUCUMOCTH OT BPEMEHH U MPO(UITH CHIXKEHUS HHTEHCUBHOCTH 00N
C TEUEHUEM BPEMEHH IO Pe3yNibTaTaM 3aMoJHEHUS BU3YaIbHO-aHAIOTOBOM IIKAaJIbI

e Bpewms 1o nepsoro ouryrumoro cHukeHus nunteHcuBHoctu Oonu (BIICB) u Bpems 1o
3HAUUTENBHOTO CHIKEHUSI HHTeHcuBHOCTH Oonu (B3CB)

L4 I[OJ'I}I ManuceHTOB, KOTOPbIM Tpe6yeTC$I TEeparund CIIaCCHUA (O6C360J’II/IBaHI/Ie) " BpeMs 10
ImprueMa Teparunmn CriaCCHusd

e (OO0mas oleHka, MpoBeeHHAs CAMUMH MallUeHTaMU
e UYacrora HexenarenbHbIX siBiueHuid (HA)
3. JIU3AWH UCCJEJOBAHUS
3.1. O0mmii (u3aiiH U NJIaH UCCJIeI0BAHNS

DTO MHOTOLIEHTPOBOE ABOWHOE CIIENIOE PAaHIOMU3MPOBAHHOE, TUIANE00-KOHTPOIMPYEMOe
HCCIIEIOBAaHKE B MapalljIeNIbHBIX TPYIMaX C LEelIb0 ONEHKU d()(PEKTUBHOCTH U MEPEHOCUMOCTH
KeronpodeHa JIM3HHOBOH cou B popme rpanyi B 103¢ 40 MT B CpaBHEHUH C IUIANe00 y MyKIUH
Y SKCHIIIUH C OCTPHIM OOJIEBBIM CHHIPOMOM IOCIIE yIaICHHs MOJISIpa.

UccnenoBanme OyneTr mpoBOAUTHCS B 4-6 HCCIeIOBaTENbCKUX IIeHTpax B Poccum.
Oxwunaercsi, 9To0 B HEro OyJeT BKJIIOYEHO B COBOKYMHOCTH 70 mamueHToB (Mo 35 B KaxIoi
rpymie). Habop manueHToB B MCCIEI0BATENbCKUX IIEHTPAX SBISETCS KOHKYPEHTHBIM.

3.1.1. Au3aiiH uccijieT0BaHUus

Camo wuccnenoBanue OyIeT COCTOATH M3 TPEX MNEPUOJIOB: NEPUOJ CKPUHHUHIA, IEPUOJ
UCCIIelyeMOIl Teparuu 1 nepruo1 HabIroAeHusl.

3.1.1.1. CKpuMHHHT

B mepuon ckpuHHMHra mocie moAmucaHus WH(OOPMHUPOBAHHOTO COTJAcHs Yy TAllMeHTa B
paMKax OmpeesieHUus] KPUTEPUEB BKIIIOUEHHUS/HEBKIIIOUCHUsI OyayT coOpaHbl aeMorpaguieckue
JIAaHHbIE, MEAUIMHCKUM aHamMHEe3 M JaHHbIE 10 COMYTCTBYIOIIEH JIEKApCTBEHHOM Tepanuu,
BBITIOJIHEH OCMOTP POTOBOW TIIOJIOCTH, TPOBEICHBI B3BEUIMBAHME M OIICHKA TIOKa3aTeen
GYHKIMH KHU3HEHHO-BRXXHBIX OPraHOB, a KpPOME TOTO, MAIMeHTaM >EHCKOro moja Oyaer
BBITMIOJIHEH TECT Ha OepeMeHHOCTh. IIpouenypsl CKpUHHHra MOTYT 3aHSITh 10 4 AHEW mepen
TUTAHOBBIM y/alieHueM 3y0a, BKITIo4asi caM JIeHb, B KOTOPBIH OyeT yaaneH 3y0.

B Jlens 1 manmenTty OyaeT BBIIOJHEHO yAajeHHE MOJISIpa B COOTBETCTBUU C MOKA3aHUIMM,
00yCJIOBJICHHBIMU COCTOSIHMEM 3YyOOB. YnaneHue 3yba OyneT NpOBEAEHO € MPUMEHEHHEM
CTaHJApTHOM METOJMKM M METOJOB aHecTe3uu (PEKOMEHIOBAHHbIE THIIBI AHECTE3UH
npencrasieHsl B Paspene 5.9 "ComyrcTByromas Tepanust M Tepamnus craceHus" TaHHOTO
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IMPOTOKOJIa I/ICCJ'Ie,Z[OBaHI/ISI). ITocme sToro MalUCHT OCTAHCTCA B MUCCICAOBATCIIBCKOM LICHTPC JIA
JeueHust 00JIE€BOro CHUHApPOMA B COOTBETCTBUU C IMPOTOKOJIOM HUCCICIOBAaHUA.

OtuieHKa HMHTEHCUBHOCTH 00 OyJeT IPOBOJUTHCS C IPUMEHEHUEM BU3yalbHO-aHAIOTOBON
IIKJIBl B TEYEHHWE 3 4YacoB IMOCie Mpouleaypsl yaameHus 3yba. Kpome Ttoro, Oymer
PEruCTPUPOBATHCS OLCHKA, KOTOPYHO OyJeT MPOBOAWUTH CaM MAlUEeHT. ECIM MHTEHCUBHOCTD
0011 IO BU3YyaJbHO-aHAIOTOBOM mIKajie Oyzet Boime 30 MM U motpedyercs 06e300MBaHmne, TO
HalUeHT OyIeT paHIOMH3HPOBAH B 3TO UCCIICIOBAHUE.

3.1.1.2. Hccnedyemas mepanus

[Ipu panagoMu3alMy MalMEHThl paclpeiesaioTcs B COOTHOHIEHMHM 1:1 B OoAHY M3 JBYX
TPYIIIL:

I'pynna 1. Tepanus npenapatom OKUTACK® B no3e 40 mr — 35 nauueHToB

I'pynma 2. Tepamnus mnane6o — 35 maueHToB.

Jlo mony4yeHHs TOJyd4eHHUs HccleayeMoro mpemapata (MoMeHT BpemeHu (') mamueHt
MPOBEJET OLIEHKY 00JIM 10 BU3YyaJbHO-aHAJIOIOBOH IIIKAJIE.

Cpa3y ke mpH mpuemMe HCCIeAyeMOoro Impernapara MalueHThl JODKHBI 3alMyCTUTh JBa
cekyHaomepa. OOUH W3 HUX JOJDKEH OBITh OCTAHOBJICH Cpa3y Xe, KaK TOJBKO ITalHeHT
MOYYBCTBYET 3aMETHOE CHIDKEHHE OO0JIM, a BTOPOH — TOCJIE TOTO KakK MAIMEHT MOYYBCTBYET
3HAYUTENBLHOE CHIDKEHHE OOIH.

[TanmenT OyneT ocTaBaThCsl B MCCIEI0BATEIBCKOM LIEHTPE B T€UEHUE 6 YacOB MOCIIE IpuemMa
HCCIIEIyeMOTO TIperapara JUisi OLIEHKH OO0JIM U HEeXeNaTeNbHbIX sBJIeHUH. IHTeHCHBHOCTH 001N
OyZIeT OLIeHUBAThCS MO BU3YallbHO-aHAJIOTOBOM IKane uepe3 5 Munyt, 10 munyt, 15 munyt, 30
MUHYT, 45 MmunyT, 60 Mmunyt (1 yac), 90 munyr (1,5 yaca), 120 munyt (2 yaca), 180 munyt (3
yaca), 240 munyT (4 yaca), 300 munHyT (5 yacoB) u 360 MuUHYT (6 YacOoB) MUHYT TOCJE MpHUEMa
npemnapara.

OrneHka CHUXEHHMSI MHTEHCUBHOCTH OONM OyJeT MPOBOJIUTHCS MO BHU3yalbHO-aHAIOTOBOM
nikane uepe3 5 Munyt, 10 MunyT, 15 Munyt, 30 munyt, 45 munyt, 60 munyt (1 gac), 90 MunyT
(1,5 gaca), 120 munyrt (2 yaca), 180 munyt (3 vaca), 240 munyt (4 yaca), 300 muHyT (5 9acoB) u
360 munHyT (6 YacOB) MUHYT IOCJIE TIpUEMa Mperapara.

[TanyeHTs! TOJKHBI YKa3bIBaTh JEHCTBUTEIBHOE BPEMs IIPOBEIECHHUsS OLICHKHU 110 BU3YaJIbHO-
aHaJIoroBoil mkasie. OTKJIOHEHHS OT 3allJIaHUPOBAaHHBIX BPEMEHHBIX TOUYEK HE OyAYyT CUMTATHCS
OTKJIOHEHUSIMH OT NMPOTOKOJa HccieqoBanusi. OTKIIOHEHUEM OT MPOTOKOJIa UCCIIEJOBaHuUs OyIeT
CYUTATBCS TOJIBKO IPOIYCK OLICHOK.

HeHOCpe/ICTBeHHO nepea TEM, KaK IMAalUCHT IMOKWHET I/ICCJ'ICJIOB&TCJ'II)CKI/Iﬁ LHCHTp, MY
MNpEeIJIOKAT MPOBECTU OLCHKY CBOCTO COCTOAHHA IIO IHKAJIC O6H.[el>i OIICHKHU, HpOBeHeHHOP’I
CaMHMMU IMallTuCHTaMU.

Ecnu manuenty motpelOyeTrcs MpPUMEHEHHE AOIMOJHUTENBHON JIGKApCTBEHHOM Tepamuud B
mo0oe Bpemsi B TeueHHe 6 YacoB TOCIE TMpHUEMa HCCIEAyeMOro Mperapara, TO TMOCISTHSS
OIICHKa OOJM MO BU3YaJIbHO-aHAJIOTOBOM IIIKalle W OO0Iasi OlEHKA JICYCHHs TAIlHEHTOM CBOETO
coctossHUs 1o ImKane OOIel OIEeHKH, MPOBEACHHOM CaMHUMM TAallMeHTaMH, JOJKHBI OBITh
BBITIOJIHEHBI [IEpE]l ITOTYUYEHUEM IIPENAPATOB TEPAIUU CIIACCHMUS.

3.1.1.3. Koumponvnoe nadarwoenue

B Jennr 3 (uepe3 48 gacoB mocle mpuemMa HCCIEAYeMOro mpemapara) OyaeT MpoBeneH
TenedOHHBIN Pa3roBOP C MAIMEHTOM JJIS OIEHKHU HEeXeNaTeNbHbIX sBiaeHui. Heobxoanmo Oyner
3aperucTPUPOBATH JTFOOBIE CEPhE3HbIE HEXKEIATeNbHBIC SIBICHHUS, O KOTOPBIX MAIMEHT CIIOHTAaHHO
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coobmuT B TeueHue 30 mHEH mocie mpueMa McciaeayeMoro npemnaparta. Pacnucanue mpouemyp
uccieaoBanus npuseaeHo B Tadnure 1.
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Tab6muna 1  Pacnucanue BU3MTOB U NPOLEAYP MCCIeI0BAHUSA

Hccnenyemasn tepanus 13° Ilepunon
Ha0JII01eHus
Tect/ 00ciie10BaHUE CKpUHMHT = T "
HcxonHblii ypoBeHb TenedoHHbI
Bpewmst (mocse npuema)
(10 mpueMa npenapara) KOHTAaKT
Jenb Jennb -4 -1 Jennb 1 Jenn 1 Jens 1 Jenb 3£1
Yacel 0 0,08 | 0,17 1025 | 05 | 075 | 1 [15] 2 3 4 5 6 >1 48
MuHyTBI 0 5 10 15 30 45 60 | 90 | 120 | 180 | 240 | 300 | 360 | > 60
MudopmupoBaHHOE coriacue u NPUCBOCHUE X
CKpPHHHHTOBOTO HOMEpa
Jemorpaduueckue qaHHbIS X
MeauuuHCKUi aHaMHE3 U COMYTCTBYIOIIUE X
3a00JIeBaHMs o
OO6cne10BaHNE POTOBOH ITOJIOCTH X E
Pocr® X g
Macca Tena X =
JKu3HEeHHBIE TOKa3aTeIn X E
Tect Ha OEpEMEHHOCTh X 2
Vjianenue Monspa X (JTenn 1) 5
Onenka nHTeHCHMBHOCTH 60y 10 BAILT (0-100 £ X X X X X X1 XX | X | X | X |X X
ol X X o
KpuTepHu BKIFOUYCHHS/ HeBKIOUCHHS > X %
[IprcBoEHUE PaHAOMHU3AMOHHOTO HOMEpa X g
[IIkana OGIei OEeHKH, MPOBEICHHOW CAMUMHU X § X X
nanueHTaMu (5-6aiIbHAs IKaa)’ =
OrneHka CHW)KEHHSI MHTEHCHBHOCTH 6o o BAIII 3 X X X X X X1 X[ X | X | X | X|X X
(0-100 mm)’ E.
Bpewmst 10 mepBOoro OLIyIeHUs] CHHKEHHUS =
uHTeHcuBHOCTH 001n (BIICB), m3mepeHHoe ¢ X
MOMOIIBIO CEKYHAOMEpa
Bpewmst 10 3HAYNTENEHOTO CHI)KEHHUS
naTeHcuBHOCTH O01M (B3CB), m3mepeHHoE © X
TMOMOIIBIO CEKYHAOMEPa
Tepanust criacenns (eciiy npuMeHnMo)° xX°
CornyTcTByIONIasl TEPANHs X X X X X
[Ipenpiayias Tepanus X X
HexenaTenpHble sBICHUS X X X X X
1. ITocne ynanenwus 3y0a, mepea MpueMoM UCCIIeyeMOoro Tperapara
2. IToaTBepxaeHNe KPUTEPUEB BKIIOUEHNS/ HEBKIIOUSHUS TIepe]] paHIOMHU3aIueH
3. Ecnu manmenTy nmotpebyercst MpUMEHEHHEe TepPaIiy CIIaceHus B JII000€ BpeMs B T€UEHHE 6 YacoB MOCJe MprueMa UCCIIeyeMOTOo Tpenapara, TO MOCIeIHss OIIeHKa OOH 10

BH3yaJ'II;HO-aHaIIOFOBOI>i IKajac nu 06111a;{ OIICHKa, NPOBCJACHHAA CaMHUMH NAllUCHTAMHU, JOJKHBI OBITh BBIMOJIHEHBI nepea noJIydeHUEM IpenaparoB TEpalluu CHACCHUS.
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YyacTHHKaM HCClIeOBaHUs OyAeT NPEIUIOKEHO BO3ACPIKUBATECS OT IIpUeMa Tepaliy CIIACeHHs B TEUCHUE OJJHOTO Yaca Iocie IpueMa HccliieyeMoro npenapata. OneHKH
P JIOCPOYHOM IIPEKPAIIEHUN UCCIIeJOBaHUs OYAYT IMPOBEICHBI 10 MOJYYEHUs MMallMeHTOM TepaNuy CIIACeHUsI; TOJDKHO OBITh 3apETHCTPUPOBAHO JEHCTBUTENILHOE BPEMS
3aIll0JIHCHUA BH3yaJ’leO-aHaHOFOBOI7[ HIKaJIbI.

4. Bpems, 3aperucTpupoOBaHHOE CEKYHJIOMEPOM, JJOIDKHO OBbITh 3amucano B 31IPK

5. B cayuae mnoxoro KOHTposs 00Jiu manueHTaMm OyAeT pa3perieHo MOJyYHTh Tepanus crnaceHus 1t ooezdonmBanus ([Tapaneramon B 1o3e 500-1000 mr). Bpems 1o nmpuema
pe3epBHOro 00€300/IMBAIOIIETO Mpernapara, €CIM TaKoe IPOU30iJeT, TakKe MODKHO OBITh 3aperHCTPUPOBAHO. YYAaCTHHKAM HCCIEAOBaHMA OyleT HpeIokKEHO
BO3JICP)KUBATHCSl OT IpHEMa TEpaliy CIIaCeHHs] B TEUEHHE OJHOr0 Yaca IOclie IpueMa uccienyemoro npemnapara. Ecnm nmapauneramon B no3e 500-1000 Mr okaxercs
Hed(pPeKTUBHBIM, ManueHTy OyaeT paspemreHo npuHATH emre mo 500-1000 Mr maparneramora Kaxaple 6-8 4acoB; MaKCHMalbHAs CyTOYHas 103a cocTtaBisgeT 4000 mr.

6.  Poct perucrpupyercs co ciIoB HalMeHTa.

7. HaHI/IeHTI)I JOJDKHBI  YKa3bIBATh q)aKTI/I‘ICCKOG BpeMs TIMPOBCACHHA OLCHKU 110 BHSyaﬂbHO-aHaHOFOBOﬁ mkajge. OTKIOHEHHUS OT
3aIllJTaHUPOBAHHBIX BPCMCHHBIX TOYCK HC 6YI[YT CUHUTATBCA OTKJIIOHCHUSAMU OT IHPOTOKOJIa HCCIICAOBAHUA. OTKIIOHEHUSMHU OT MMPOTOKOJIa
HCCICI0BaHUA 6}’IIYT CUUTATBHCA TOJIBKO IMPOITYCKHU OLICHOK.
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3.2. O0ocHOBaHUe qU3AHA UCCIeT0BAHUSA

OTO MHOTOIEHTPOBOE JBOMHOE CIIEMOE  PaHAOMH3MPOBAHHOE HCCIEAOBAaHHE B
napajieNIbHBIX TPYNNax C LEeJIbl0 OLEHKH 3((PEeKTHBHOCTH M TMEPEHOCHMOCTH KeTompodeHa
JU3UHOBOM conu B popmMe Tpanyi B 1o3e 40 Mr B CpaBHEHUH C IU1ale00 Yy MY)KYHH U )KESHIIHH C
OCTPBIM OO0JIEBBIM CHHJIPOMOM I10CJIE yJaJICHUS MOJISIPOB.

HccnenoBanue Obuto pazpaboraHo st ompesnencHus 3PGEKTUBHOCTH W 0€3011acCHOCTH
npemnapara OKUTACK" B rpanyiaax mo 40 Mr s mepopajibHOTO MpUEMa Ha MOJEIH OOou
JErKOM M YMEpPEHHOM CTENEHU TSDKECTU. Y JAJICHHE MOJspa SBISETCS MOJIENBI OCTPOH
XUPYpruveckor 005M, KOTopasi MO3BOJISIET MPOBOIUTE COOP JaHHBIX AJISL OMpeesieHus MPOQPHIIs
00JI1 B KJIMHUYECKOM LIEHTPE B 33JIaHHOM TIepHo/Jie BpeMeHu [2]. JleMoHcTpalus mpeBOCX0/ICTBa
UCCIIEyeMOro TMpernapara B CpaBHEHHWU C IUIaled0 CIy>KUT B KadyecTBE IOJATBEPKICHUS
YyBCTBUTEIBHOCTHU JAHHON MOJEIN OOJIH.

HemoncTpanus 3¢p(HEeKTUBHOCTH U OE30IIaCHOCTH Mperapara OKUTACK® B rpanyJsax mno 40
MI' B BHJI€ YaCTH KIMHHYECKOTO JO0ChE IJISi PErHCTpPallid HOBOHM JIEKApCTBEHHOH (HOpPMBI
JTU3UHOBOM conu ketorpodena B Poccun Obuta BbiOpaHa B KauecTBE HauOoliee MOAXOMASIIEro
nu3aitHa uccnenoBanus. JlaHHbIe M0 OMOKBHBAJICHTHOCTH IO 3TOMY IpErapary JOCTYITHBI U3
HCCIIEIOBAHUS TIperapara OKHTACK" B rpanyiax no 40 Mr B CpaBHEHHMH C IpaHyjaMu OKji®
JUISL IPUTOTOBJIEHUSI pacTBOpa JUIsl HEPOPATILHOTO IIpuemMa, rposeneHHoro B llIBeitapuu B 2015
roay [9].

Jn3aliH MHOTOLUEHTPOBOIO JIBOMHOTO CJENOr0 PaHIOMHU3WPOBAHHOIO MCCIEAOBAaHUS B
napajuiebHBIX TPYIIax C MIanedo-KOHTPOJIeM SBISETCS CTaHIAPTHBIM JU3aiHOM aJeKBAaTHBIX
Y XOPOILIO KOHTPOJIUPYEMBIX UCCIICIOBAHUM.

IIpenapar OKHUTACK® IpeJCTaBIsieT CcOOO0M JM3MHOBYIO cOjlb KeTompodeHa; 40 mr
npenapara OKHUTACK" COOTBETCTBYIOT 25 Mr KeTompodeHa, KOTOpbIE SBIISIFOTCS
PEKOMEH/I0BaHHON HayalbHOW 1030W A 00e300sMBaHus MpH Oe3pelenTypHOM HPHUMEHEHUH
npemnapara.

Hcnonp3oBanue mianedo B JaHHOW MOJAETH SBISETCS MPUEMIIEMBIM M 3TUYECKH OMPaBIaHO,
MOCKOJIBKY 1) HeT pucka [uisi 0e301acHOCTH U OJIaronoiydrs ManueHTa U 2) B cllydasx, Korja
HCCIIeTyeMbIil TIpenapar Wid Mianedo He MO3BOJST JAOCTHYb JIOCTATOYHOTO YPOBHS CHIKEHUS
MHTCHCUBHOCTHU 6OJ'II/I, IIalfueHTaMm 6YI[€T npeaocCTaBj€Ha TCparusd CrIaCCHUA. YyacTHUKaAM
UCCIIeIOBaHMs OyJeT MPEAoKEHO BO3JIEPKUBATHCA OT MpHEMa Tepaluu CIaceHUs B TeUEHUE
OJIHOTO Haca TocJie nmpueMa ucciaeayemoro npernapata. [lapameramon B 1o3e 500-1000 mr Obut
BbIOpaH B KauecTBE IMpemapara Tepanmuu CIAceHUs, IMOCKOJIBKY OT OTHOCHTCS K ApPYrou
dapmareBTUUECKOW Trpyrne 00e300MBaOIIUX MpenaparoB, 4YTO TO3BOJUT  H30eXKaTh
B3aMMOJICHCTBHS Mex 1y mpemnapaTamu. Ecou npuem [lapanetamona He qact Hy»HOTOo 3 dekTa,
nanyeHTaMm OyAeT pa3pelieHo MpUuHUMaTh napameramod B 103e 500-1000 mr kaxasie 6-8 4acos;
MHTEpPBAJl MEXKy MPUEMaMH He JOJDKEH OBbITh MEHbIIEe 4 4acoB; MaKCUMallbHAs CyTOYHAs 032
coctasisieT 4000 mr.

B xone sToro uccienoBanusi OyJeT MPOBOJUTHCS OLIEHKA CHUKEHHUS MHTEHCHBHOCTH 00NN
nocie ynaineHus wMousipa. Ilockonbky 0osib Bcerga CyObEKTHBHA, €€ HaubOosiee TOYHOE
U3MEpEHHE TONy4YaeTCsl MPH KCIOIb30BAaHUM IIKAJ, 3aMOJHSAEMBIX CaMUMH TNalueHTamu. B
HACTOsAILIEe BPEeMsI HET BAJTUAMPOBAHHBIX OOBEKTUBHBIX CIOCOOOB HM3MepeHUsi 0OJH, KOTOpbIe
MOHO OBIJIO OBI HCIIOJIB30BATh B YCIOBUSAX KIMHUYECKHX UCCIenoBaHUi. HTEHCUBHOCTH 00NH
(pain intensity, PI) octaercs ximrodeBbIM mokazareneM 3(PQGEKTUBHOCTH 00e3001MBaIOIMNX
mpermapaToB W OyAeT perucTpupoBaThCs B XOAE OJTOrO HUCCienoBaHus. Jlns OICHKHU
WHTCHCUBHOCTH OOJIM U €€ CHIDKEHUS B 3TOM HCCIICIOBAaHUH OYyJIET UCIIOJB30BAThCS BH3yaTIbHO-
ananoroBas mkaina (BAILI). ITepsuunoii koHeunoit toukoit O6ymer AUC ¢y npoduis 6omu ot
MomeHTa 0 (MCXOIHOE 3HAUYCHHE Ha BHU3YyalbHO-aHAJIOTOBOW IIKaje) 10 6 4acoB IMOCIE Hadasa
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tepanuu. OlleHKa B TeYeHHUE 6 YacOB COOTBETCTBYET MPOPMI0 (hapMaKOKUHETUKU JTU3UHOBOU
coya ketonpodeHa ¢ T B ipenenax 0,75-1 vaca u Ty, 1,5-2 gacos.

B kadecTBe BTOPWYHBIX KOHEYHBIX TOYEK B XOJC JMAHHOTO WCCIICIOBaHUS OyayT
OLICHUBATHCS MPO(GHIIH O0H U TPODUIH CHIKEHHUSI HHTEHCUBHOCTH OOJIM C TEUCHHEM BPEMCHH,
u3Mepsiembie o tmkaine BALLL, Bpemst 10 mepBOro ONyTUMOTO CHHYKEHUSI HHTCHCUBHOCTH 00U
(BIICB), Bpemss mo mepBoro 3HauuTenbHOro cHrkeHus Oomu (B3CB), mons mamueHTOB,
KOTOPBIM NOTpeOOBajiach Teparus CIIACCHUs, BpEeMs 10 TIOIYYCHUS TEParuy CIIaceHUs U 00mas
OIICHKA, IMPOBOJMMAs CaMUMHU TalMeHTaMu. VI3MepeHue BpeMEHH 10 TEPBOTO OIyTHMOTO
CHIDKEHHSI MHTEHCUBHOCTH OOJIM M BPEMEHH JI0 MIEPBOTO 3HAYMTEIBHOTO CHIDKEHUS 00H OyneT
IPOBOJUTHCS C TIOMOLIBIO IBYX CEKYHIOMEPOB.

[Ipenmonaraercs, 4To JU3UHOBAs coiib KetonpodeHa Oyner OezonmacHoi. HaOmrogenue 3a
narnueHTamMu OyneT MpOBOIUTHCS B TeueHue 48 yacoB mocie mpueMa MCCIIeAyeMOoro npernapara,
YTO TMPEBBIIACT 7 TEPHOJOB TMONYBBIBEACHUS JIM3MHOBOM coiu Ketornpodena. JlroObie
CephE3HbIE HEXKENATENIbHBIC SIBIICHUS, O KOTOPBIX MAIMEHT CIOHTAHHO COOOIUT B TeueHue 30
JHEH 1mocie mpruemMa UCciaeyeMoro mpemnapara, JOJKHbI ObITh 3apErUCTPUPOBAHBI.

l'umotesa uccnenoBanus U pa3Mep BBIOOPKM OCHOBAaHBI Ha JAHHBIX, MOJYYEHHBIX B XOJI€
1a1e00-KOHTPOJIMPYEMOI0  MCCIeIoBaHus KeTonpodeHa (pa3HuULAa MeX1y TIpylnrnaMu [0
cpeaneit AUC 90 MM 4u-1 1 crangapTHoM oTkJIoHeHHH 121 mm 4-1), B xoxe kotoporo a = 0,05, a
MonTHOCTh coctaBuia 80% [3].

3.3. 1MTeJIbHOCTh HCCJIeI0BAHUS

JIUTenbHOCTh yYacTHsl KaXIOTO U3 MAlMEHTOB B STOM MCCJIENOBAHUU COCTAaBUT A0 7+1
JeHb W OyAeT BKIIOYATh CIEIYIOLIME JTambl: CKpUHMHT (H0 4 1HeW), ynaineHue 3y0a,
paHIoOMU3alKA U TIpUeM uccieayeMoi Tepanu (1 nens) u nepuo HabaroAeHus (2 TH:).

Havano nabopa manueHTOB B MccieloBaHue MiuaHupyercs Ha okTa0pb 2017 roxa. Takxke
IUTAHUPYETCS, YTO BCE MAIMEHTHI BBIMOJIHAT BCE BU3UTHI McclieoBaHusa a0 maprta 2018 rona.
OKOHYAaHUEM UCCIIEIOBAHUS CUMTACTCH JaTa MOCJICAHEro BHU3UTA IOCIeaHero namuenra. Oruer
M0 KJIMHUYECKOMY HCCIIeIOBaHUIO Oy/IeT 3akoH4eH B utone 2018 rona.

3.4. Panee mosiy4eHHBbIH ONBIT IPUMEHEHHS Npenapara OKHUTACK®

Boinb sBnsercs Hanbosee 4aCcTbIM CUMIITOMOM, B CBSI3M C KOTOPBIM MallMEHThl 00paaroTcs
3a MeIUIUHCKON momotipio. [Ipu ToM, 94TO TOUHOTO OmpeneneHus: 00N HE CYIIECTBYET, OHA
MOYET OBbITh ONpesieseHa KaK HEeNPHUATHbIC OIIYIEHHE U SMOLMOHAJIBHBIN OIBIT, CBA3aHHBIE C
UMEIOIIMMCSl WJIM BO3MOXHBIM TOBPEXKJICHHEM TKaHEW WM ONHCHIBAEMBbIE KaK TaKoe
nospexxaenue (ompeaenernue IASP). Ocrtpas u XxpoHuueckass OONb SIBJISIOTCS Ppa3HBIMU
KIMHU4YeCKUMH Tpobsiemamu. Octpasi 0oyib BbI3BIBAaETCS crienu(pUYecKuM 3a00JIeBaHUEM HIIU
HOBPEXJCHUEM, CIYKUT IOJIE3HBIM OMOJIOTMYECKUM MpeAyNpekIeHHEM, CBsI3aHa CO CIIa3MOM
CKEJIETHBIX MBIIII] U aKTUBAIMEH CUMIATHYECKON HEPBHOM CHCTEMBI U caMa MpeKparniaercs [6].

Hectepouanble npoTHBOBOCHAIMUTENbHbBIE IMpenapaTbl WIPalOT YCTAHOBJICHHYIO pPOJb B
CHIDKEHUH MHTEHCHUBHOCTH CJIA00W MM YMEPEHHOU 0O0JIH, MaJbIX JMXOPaIOYHBIX COCTOSIHHH, a
TaKXe MPH OCTPHIX U XPOHUYECKUX BOCHAIUTEIbHBIX HAPYIICHUSX, TAKUX KaK OCTEOapTPHT,
PEBMATOUIHBIA  apTPUT, IOBEHWIbHBIA HWIWONATHYECKUM apTPUT U  AHKWJIO3UPYIOIIHI
CHOHAMIUT. AIETUICAIUIMIOBAs KUCIOTA, AUKIO(eHaK, HOynpodeH M HampOKCEeH SBISIOTCS
XOpOUIO  M3BECTHBIMM  HECTEPOMJHBIMH  NPOTHBOBOCHAIMTEJIBHBIMU  IpenapaTtamMu ¢
HNOATBEPKIEHHOH  3()()EKTUBHOCTBIO TMPH  CAMOCTOSATENILHOM  JIGYEHHHM  3a00JIeBaHUH,
COMPOBOXKAAIOMIMUXCSA O0O0NbI0 CcIaboW WM yMEPEeHHOW MHTEHCUBHOCTH M JIMXOPAJKOM.
MaxkcumanbHble KOHIIGHTpalluu Hambosee OBICTPO JEHCTBYIOIIMX M3 3THX AKTUBHBIX BEIIECTB
IIpU IPUMEHEHUH B O€3peLenTypHBIX JIeKapcTBEeHHBIX (hopmax qocturarorcs (Tmax) uepes 20-60
MUHYT (TabJeTKH AUKIO(pEeHaKa HAaTpus), 3HAUCHHUS Tmax COBIATAIOT C HAYAJIOM CHMDKEHUS 00U
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U MOTYT 3HAUUTENIbHO BapbHPOBATHCS, HAPUMED, Tmax JUIS HAIIPOKCEHA COCTABISIET OT 2 110 4
yacoB. KonmudecTBo nekapcTBeHHBIX GOpM H POPM BBITTYCKa ITHX MPENapaToB OrpaHHUYEHO, TPU
3TOM JUIsl TpreMa OOoJIbIIMHCTBA M3 HUX TpeOyercs Boma. CymiecTByeT mOTpeOHOCTH B
Oe3perenTypHoM 00€300JMBarOIEM Ipernapare, KOTOPhI Obl OBICTPO JACHCTBOBAI M OOJaaall
YHUKaJIBHOU (opMoi, naromeit apdexr "Ha xomy".

KeronpodeHn, mnpousBoiHOE MPONUOHOBON KHUCIOTHI, SIBISIETCS XOPOILIO HU3BECTHBIM U
IPUMEHSAEMBIM  HECTEPOMIHBIM  IIPOTUBOBOCHAIUTEIBHBIM  IpeNaparoM C  JOKa3aHHOU
AQHAJIbI€TUYECKOM, MPOTHBOBOCIAIMUTEIBHON W JKapOMOHMKAIOMIEH aKkTUBHOCTBIO. OH ObLI
BIIEpBBIE OJI00PEH I KIMHUYECKOTO MpuMeHeHus Bo ®@pannuu u B BenmukoOputanuu B 1973
rony. B Hacrosmiee BpeMs OH IpPUMEHSIETCS BO BCEM MHMpPE BO MHOMKECTBE pa3HBIX
JIEKapCTBEHHBIX (OpM, TAaKUX KaK KarcCylbl, PacTBOPBI ISl MHBEKIMHA, CBEYHM W TN IS
MECTHOTO HaHeceHus [7].

OH 4YacTo MpoNUCHIBAaETCs AJS JEUSHHs 3a00JIeBaHUI ONOPHO-IBUIATEJILHOIO ammapara u
CyCTaBOB, TAKUX KaK aHKUJIO3UPYIOIINUNA CIIOHIAWINT, OCTEOAPTPUTA U PEBMATOUIHBIA apTPUT, a
TaKXe MpHu 3a00J€BaHUAX OKOJOCYCTaBHBIX CTPYKTYp, TaKUX Kak OypcUT M TeHAMHUT. Kpome
TOT0, OH MPUMEHSETCS NpU JUCMEHOpEE, IpPHU IOCIECONEPAMOHHON OonM, i JeuyeHus
0O0JIE3HEHHBIX U BOCHAJIUTEIbHBIX 3a00JIeBaHUM, TAKMX KakK OCTpas mojarpa Wid 3a00JeBaHUs
MATKHMX TKaHEH, a TaKKe JUIS TIOIaBJICHHUS JINXOPAIKH.

B kauecTtBe Oe3perientypHoOro mnpemnapara KetonpodeH omoOpeH s JeyeHHs OOJIbIIOro
KOoJMuyecTBa  3a00JIEBaHUN,  CONPOBOXKJAOUIMXCA  Oonbto  cnabol  wiIM  yMEpeHHOH
MHTEHCUBHOCTH, a TAKOKe /7151 00JIerdeHus Tuxopaaku [8].

X¥UMHYeCKOe HaNMEHOBaHUE KeTornpodeHa crieayromee: 2-(3-0eH30MI(eHIT)-TPOTHOHOBAs
KucioTa, a MmosekyispHas ¢opmyna Ci¢Hi403. Keronpodeny npucsoen kox ATX MO1AEO3.
®apmMakorneiiHble JeKapcTBEHHON (popmbl keronpodena no bpuranckoit gpapmakomnee (BP) ot
2014 roga cnenyromue: ketorpodeH B kamcyiax; ketornpoden renb, mo Papmaxomnee CIIIA
BepcHuM 36: KeTONpo(deH B Karcyliax ¢ 3aMeJIJIEHHbIM BHICBOOOXKIEHUEM.

JIlusunoBast conp keronpogpeHa (KJIC) sBnsercs coipio KerompodeHa, JUisi KOTOPOH
MOATBEPXKJIEHO  HaJlMyue  TeX  JK€  MPOTHUBOBOCHAIMTEIBHBIX,  00€300IMBaIOIINX
KapOTIOHIIKAIOIINX CBOMCTB, YTO M Y MCXOJHOIO BellecTBa, keronpodena. OOpa3oBaHue coiu
keronpodeHa C AaMHUHOKHMCIOTOM JIM3MHOM 3HAYUTENIbHO IOBBIIAET PAaCTBOPUMOCTh
KeTorpogeHa B BOJI€, MOBBIIIAET CKOPOCTh M 00beM BcachlBaHUSA (Tmax 15 MUHYT) 11O cpaBHEHHUIO
C OOBIYHOM KHUCJIOTOW KeTompodeHa, a TakkKe C TMPUMEHSEMbIMH Oe3pelenTypHbIMU
HECTEPOUJHBIMU IPOTHUBOBOCIAIUTEIBHBIMYU TIpeNapaTaMu; B XOJE HCCIEAOBaHUMI ObLIO
YCTAQHOBJIEHO 4YTO OOpa30BaHUE JIM3MHOBOM COJIM KETONpo(eHa JaeT IacTpPONPOTEKTUBHBIN
3peKT, YTO MOATBEpPXKIACTCS TAHHBIMU IMOJYYEHHBIMHM IpPH MPUMEHEHHM JHM3MHOBOM CONU
KeronpodeHa B CTaHAAPTHOW NMPaKTUKE, KO/ NMPU NPUMEHEHUU ITOU JIEKapCTBEHHOU (POpMbI
OTMEUAJIOCh MEHBILIE PEAKIHUH €O CTOPOHBI JKEIyIOYHO-KHIIEYHOTO TpakTa, YeM IpHU
IPUMEHEHUN MOynpodeHa U, CIeOBaTeNIbHO, 3TO JAE€T OCHOBY Ul pa3paOOTKHU IpaHyid s
NIEPOPAIBHOIO NPUEMA, PACTBOPUMBIX B pOTOBOM mojocty [10].

JIuzuHOBas conb KeTtonpodeHa MpecTaBieHa B JEKapcTBEHHON ¢opme rpanyn mo 40 wr,
pacTBOPUMBIX B POTOBOH MOJIOCTH (Jajiee B 3TOM JOKyMEHTEe OYAyT YIOMHHATBCS Kak
nusuHOBas coib keronpodena (KJIC) B rpanymax mo 40 mr), KOTOpble SKBUBAJICHTHBI 25 MT
KerornpodeHa, YTo ObUIO TOATBEPXKIACHO Mpu dPdexkTuBHOCTH OoNee HHUKOH  103bI
MIOJIOKHUTEITHHOM COOTHOIICHUH MPOMUIIS TTOJIB3BI M pUCKa IJIsi Oe3pelenTypHOM JIEKapCTBEHHON
dopmbl  ketonpodena. ColepKUMOE TIaKETUKa IOMEIIAeTCs MpsMO Ha S3bIK. [ paHynbl
pacTBOpATCS B CIIOHE M, TaKUM 00pa3oM, MOTYT YAOOHO NMPUMEHSTHCS O€3 BOJBI, YTO JAeT
XOPOIIYIO aJlbTePHATUBY JIFOJSM C HApYILIEHUSIMU TJIOTaHUS, KOTOPBIM TPY/IHO TJI0TAaTh OOBIYHBIE
Karcylnbl U TabneTku. bbulo ycTaHOBIIEHO, YTO JIM3UHOBAs COJIb KeTonpodeHa B (opMe rpaHyi
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no 40 mMr s¢d¢dexkTrBHa B OTHOIIEHHH KOHTpPOJIA CIa0OW WM YMEPEHHOM OOlH, IpU 3TOM
CHIDKCHHE WHTEHCHBHOCTH OOJIM HAYMHAIOCH Yepe3 5 MUHYT IOCIIE TpHeMa.

Cornacio Kparkoif XapakTepHUCTHKE JIEKapCTBEHHOTO MperapaTta Ijis JM3WHOBOM COJHU
keronpodeHa B rpanynax mno 40 Mr, nokasaHus, yTBepKACHHbIE 7S 3TOro MpenapaTa B Uranuu,
cnenyromue: 00JIb pa3HBIX THIIOB M MPOMCXOXKICHUS, OCOOCHHO TOJIOBHAsE 00Jb, 3yOHast 0OIIb,
HEBpaJITHsl, MEHCTpYyalbHas 00JIb, peBMaTH4ecKasi 60J1b U MbIIIICYHbIEC OOIH.

JIu3uHOBas coiib KeTonpodeHa rMmoka3zaHa K MPUMEHEHUIO Y B3POCIIBIX JIMII M HOJAPOCTKOB B
Bo3pacre 15 ner u crape.

[Tpenmonaraemasi qo3upoBka coctaBisieT 40 Mr JIM3MHOBOM coiu KerompodeHa (4To
HKBHUBAJICHTHO 25 MT KeTtornpodeHa) 10 3 pa3 B CTyKH y B3POCIBIX JIUIL U TIOJIPOCTKOB B BO3PacTe
15 ner u crapiue.

Bce mpennaraeMbie MOKa3aHHUS XapaKTEPU3YIOTCS KPAaTKOBPEMEHHOW, OCTpOH OOJIbI0 U
MOTYT OBITh JUArHOCTHUPOBAHBI CAMUMH MALIUEHTaAMHU.

34.1. JlokauHNYecKHne JaHHbIe

[Ipu ocTpoM BO3JEHCTBUM JU3WHOBOM COJM KeTompodeHa y KpbIC U MbIIICH Mpu
MEePOPATTLHOM MM BHYTPHOPIONTMHHOM BBEJCHUH JIOCTHTAINCH OYCHb BBICOKHE JTO3BI (CpeTHss
n03a, BbI3biBaromias rudens 50% nononsITHRIX KUBOTHBIX (LDsg) cocraBuna 6onee 100 mr/kr y
kpbic u 6onee 400 mr/kr y meimeit) [11], [12], [13], [14], [15].

B xone uccnenoBanuil papmMakogoru U MO JAHHBIM JIUTEPATYphl OBLIO YCTAHOBJIEHO, YTO
JU3UHOBAs COJb KeTompodeHa o0JIaaeT NPOTHBOBOCHAIMTENbHON, 00e3001MBatomell u
KapOTIOHIIKAIOIIEeH aKTHBHOCTBIO, OMIMCAaHHON paHee Ul UCXOJHOTO BElIecTBa, KeTonpogdeHa B
¢dopMe cBOOOIHON KHUCIOTHI, U MOATBEPKAAECT TEPAlIEBTUUYECKUE MOKA3aHUS NIl NPUMEHEHUs
PETUCTPUPYEMOTO Tpernapara (JIM3uHOBas coiib KeTonpodeHa 40 Mr B rpaHysax, paCTBOPUMBIX B
POTOBOI1 OJNOCTH).

B wuccimenoBaHMM ¢ MOJCIHMPOBAHMEM OTEKa B KOHCYHOCTH KPBICHI, BBI3BAHHOIO
KapparuHaHOM, JIM3WHOBAs COJIb KeTonpodeHa MpUMEHsUIach OO0 MECTHO B BHJE TICHBHI,
HAHOCHUBIILIEHCS Ha KOXY, MO0 mepopanbHo B qo3ax 0,5, 1 u 2 mr/kr (3a 1 4ac 10 MHBEKIUU
KapparnHaHa) CTaTHCTUYCCKU 3HAYMMO CHIDKaTa oOpa3oBaHHE OTEKa, MPU 3TOM HamOoliee
BbIpaXXeHHBIN 3((HEKT oTMEHasncs MpH NepopaIbHOM BBEACHUU JTU3UHOBOM COM KeTonpodeHa B
J103€ 2 MI/KT.

B nanpHeiimeM ucciaenoBaHMM C OLEHKOW JKapONOHMJKAIOIIEH aKTUBHOCTH Y KpBIC,
JM3UHOBAS COJIb KeTONpo(deHa MPUMEHIIaCh TIEPOPANIBHO B J103aX JI0 3 MI/KT, YTO TIPUBOJIMIO K
3aBUCHMOMY OT JI03bl CHIDKEHUIO MOBBIIICHHOW TEMIEPaTyphbl Tella, BBI3BAHHOMY IPOXOKaMU
(camas BBICOKas YKapOMOHI>KAIOIIAsi aKTUBHOCTh OblIa oTMeueHa npu j1o3e 3 mr/kr). Ha mogenu
in vitro ¢ KyJIbTUBUPOBAHHBIMH KJIETKAMH CIM3HCTOM OOONOUKH SKETyAKa 4YelOBeKa,
MOBPEXJICHHBIMHA TI0JT JCWCTBHEM JTAaHONA, JIM3MH W JIM3WHOBAs COJb KeTonpodeHa SBHO
3alUIIAIN KJIETKH, TTOBPEXKAECHHBIE 3TAaHOJIOM, B OTIMYKE OT KeTonpodeHa B popme cBOOOIHOM
KHCJIOTHI, @ KPOME TOTO, JIU3WH U JIM3WHOBAS COJIb KETONpOo(eHa CHIKAIM YPOBHH MaJOOBOTO
muanbraeruna (MJIA), TOBBIIICHHBIE TIOJ JEHCTBUEM ITAHONA, a TAKXKE MOJABIISIIN aKTUBAIUIO
snepHoro ¢daktopa kanma B (NFkB) u wunrtepneiikuna-8 (IL-8). YpoBHH MamoHOBOTO
TUANbJIETH/Ia HE CHIDKAIMCH TOJ JeHCTBHEM KerompodeHa B ¢opMe CBOOOTHOW KHCIIOTHI,
KOTOpasi JUIIb B ¢ MEHbIIEH aKTUBHOCTHIO CHIKaia ypoBHH NFkB u IL-8. DTu pesynbraThi,
MOJy4YeHHBIE In Vitro, YeTKO TMOKa3bIBAIOT 3AIMTHYIO POJb JU3WHA W Iy4IIHA Mpoduiib
MEPEHOCUMOCTH JIM3MHOBOM COJM KeTompodeHa MO CpaBHEHUIO ¢ KeTonpodeHom B ¢opme
CBOOOJTHOM KHCIIOTHI [ 18].
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®apmaxosnoruueckue 3hHeKTol, MoTydYeHHbIE Ha Pa3HBIX MOJIENAX HA KUBOTHBIX, TAKXKE KaK
U JaHHbIE, MOJTYYEHHBIE in Vitro, OJHO3HAYHO MOJATBEPXKIAIOT MpEroyiaraeMoe KIMHUYECKOe
NpPUMEHEHHE U JI03bI IM3MHOBOH conu KeronpodeHa B popMe rpaHyll, pACTBOPUMBIX B POTOBOU
IIOJIOCTH.

AGcopOmusi TUM3MHOBOM conmu  KerompodeHa Obula W3ydyeHa Ha IKUBOTHBIX —IIOCIIE
nepopaabHOTO (CO0aKHM) U MECTHOTO (Ha KOXKY) MPUMEHEHUs Ipenapara B GopMe neHbl. Y codak
OMOIOCTYIHOCTh M (hapMaKOKWHETHKA JHM3MHOBOH coim KertompodeHa, S-kerompodena, R-
KerorpodeHa u KeTonpodeHa B XoJie 2-HeJeIbHOI0 MCCIIEeIOBAHUS C MEPOPATBbHBIM BBEICHUEM
Obutn  cpaBHUMBI. [IpM DKBUMOJIIPHBIX [103aX AaKTHUBHBIX BEIIECTB Yy JIM3MHOBOH COJH
kerornpoeHa W KerornpodeHa ObUIM BBISBICHBI OJMHAKOBBIE MNPO(UIM pacupereeHHs
npenapara 3a 2-4acBOil IepHoJ BPEMEHH, OJJHAKO CPEJHHE YPOBHH B IIJIa3M€ KPOBHU B II€PBHIC
JIBA MOMEHTA B3ATHsI 00pa3loB ObUIM CYIIECTBEHHO BBILIE IS JTU3UHOBOM COMU KeTompodeHa,
4yeM y KeTonpodeHa B BUie CBOOOIHON KUCIIOTHI, YTO SIBHO YKa3bIBaeT Ha 3aMETHO OoJiee paHHEe
Hayvano (papMaKoJOTHUECKOW aKTUBHOCTH JIM3UHOBOM COMTM KETONMpodeHa.

MecTHOe HaHECeHWE JIM3MHOBOW COJNM KeTomnpodeHa NPUBOIWIO K HE3HAYUTEIHHBIM
KOHIIGHTpalusiM KerornpodeHa B IuiazMe KpOBH (HI/MII) 1O CPaBHEHHUIO C KOHILIEHTPAIHSIMH,
MOJTy4aeMbIMHU TI0CJIC BHYTPUBEHHOTO BBEACHUS (MKI/MJI); YaCTO 3TH KOHIICHTPAIIMK ObUIA HUXKE
HAaWMEHBIIIETO TIpejieia KOJIMYECTBEHHOTO onpeaenenus (T.e., Hrwke 0,05 mxr/mi). B pesynbrare
OBLT cllelaH BBIBOJ, YTO IOCIE HAHECEHHMsS Ha KOXY 3HAYUTEIBHON CHCTeMHOUN abcopOruu
JU3UHOBOM COJIM KeTompo(deHa He MPOUCXOIUIIO.

O dexTsl MM3MHOBON COMM KeTonmpodeHa B OTHOLICHUH CepAeYHO-COCYAMCTOM CHUCTEMBbI
OblIM M3yueHbl Ha cobOakax. [lepeHocMMOCTh mpenapara IOC/I€ BHYTPUMBIIIEYHOIO WIIU
BHYTPUBEHHOI0 BBeAEHUS B Jo03ax 70 10 mr/kr Obuta xoporeil. bonee BbicOkHe 03Bl
BBEJICHHbIE BHYTPUBEHHO (25-50 MI/KI) BBI3BIBAJIM MPEXOAAIIEe MOBBIIEHUE apTePHaIbHOTO
JABJICHMsI, a IIPM CaMOM BBICOKOM [103€ OTMedajach Jerkas apTepualbHas TMIIOTCH3UA. Y
KPOJIMKOB JIN3UHOBAs COJIb KETONpOQeHa IpU BHYTPUBEHHOM BEe€HUHU B J103ax 10 100 Mr/kr He
BbI3bIBAJIa 3HAYMMBIX 3()(HEKTOB CO CTOPOHBI CEPIACUHO-COCYAUCTON CHUCTEMBl. JTa Oe3omacHas
7032 Yy KpOJIMKOB naeT 16-kpatHbld (akTop Oe3omacHOCTH mpu cpaBHeHHH co 120 wmr/cyr
JU3UHOBOM cosn keromnpodeHa B (opme, pacTBOPUMON B IMOJIOCTU PTa, MPU NMPUMEHEHUH Y
YyeJioBeKa.

Tokcukonorus JHU3MHOBOM conu KerompodeHa Oblla THIATENTFHO HW3Y4Y€Ha B XOJE
WCCJICIOBAaHUI TOKCUYHOCTH MPHU OJHOKPATHOM W MHOTOKPATHOM BBEJICHUH, IPOJIOJDKABIICMCS
no 13 wmemens. Kpome Toro, ObIIM TPOBEICHBI HCCIEIOBAHUS TC€HETHUYECKOWM TOKCHYHOCTH,
PENPOAYKTUBHONH TOKCUYHOCTH M MECTHOH MEPEHOCHMOCTH. Y TPBI3YHOB W JKUBOTHBIX JIPYTUX
OTpSZIOB OBUIM M3y4eHBl pa3Hble MyTH BBeJAeHUS (B TOM 4HCIE TMepopaibHbiii). Bce
HCCIIEIOBAHUS ObLIN BBINTOJIHEHBI PU3HAHHBIMU MEIMKO-0MOI0THUECKUMH
uccienoarenbckumu opranm3anusmu (Ricerche Biomediche RBM B Uranuu u Life Science
Research B MW3pamne) u B cooTBeTcTBUM C TpeOoBaHMsIMM cTaHjapta Hajexamein
naboparopuoit npaktuku (GLP) [11], [13], [12], [14], [15], [16], [17], [18], [19], [20], [22], [21],
[23], [24], [25], [26], [27], [28].

Kak 1 oxunanoch A HECTEPOUIHBIX MPOTHUBOBOCIAIUTENBHBIX MPENapaToB, OCHOBHBIMHU
OpraHaMH-MUIIEHSMHU Y BCEX M3YUYEHHBIX BUAOB ObUIN KEIyJOYHO-KUIIEYHBIA TPAKT U MOYKH.
Jo3b1 2,5 Mr/kr/cyT u 7,5 MI/KI/CyT y KpbIC U MapThIIIEK, COOTBETCTBEHHO, OBUIM J103aMH, IPU
KOTOpbIX HE OBIJIO OTMEYEHO TOKCHYECKHX 3(PQeKToB. OTH pe3ysibTaTbl aHaJIOIMYHBI
pesyibTaraM, IMpEICTaBICHHBIM B  ONMYOJMKOBAaHHBIX pe3yibTaTaX TOKCHKOJIOTMYECKHX
WCCJIEI0BaHMH, IPOBEICHHBIX C KeTOMpogeHOM B (hopMe CBOOOTHON KUCIOTHI HA KUBOTHBIX, HE
OTHOCSIIUXCS K TPBI3YHAM.
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OrneHka MOTEHIMAa MYTareHHOCTH W TEHETHYEeCKOW TOKCHYHOCTH JIM3MHOBOW COJIU
kerorpodeHa Oblla MPOBEJCHA B COOTBETCTBUU CO CTaHIAPTHBIM HAOOpOM HCCIICAOBAHHH in
vitro u in vivo. '€eHOTOKCHYECKON U MyTareHHOW aKTUBHOCTH y JIM3UHOBOW COJM KeTornpodeHa
BBISIBIICHO HE OBLIO.

Teparorennsix 3¢dexkroB umm 3p(ekToB B OTHOMEHUH (HEPTUIBHOCTH WK (YHKUIUH
CHCTEMbI pa3MHOXKEHHUS y KPOJIMKOB MPHU NMEpOpaIbHOM BBEJICHUM MpenapaTa B 103ax 15, 30 u 60
MI/KT/CYT BBISIBJIEHO HE ObLIO. BBUIO OTMEUYEHO HECKOJBKO CIIydaeB CMEPTH, BO3MOXKHO
CBSI3aHHBIX ¢ A PeKTaMu mpernaparTa B OTHOIIECHUH KEIyI09HO-KUIIIEYHOTO TPAKTa.

Ha ocHOBe MOJyd4eHHBIX NAHHBIX MO (ApMaKOJOTHH M TOKCHUKOJOTHH, IOKIUHHUYECKHUE
JIAHHBIE TI0 JIN3UHOBOMW COJIM KETONpodeHa MoITBEPIKAAI0T, YTO JOKIMHHYSCKHN TPO(UIb 3TOT0
BEIIIECTBA aHAJIOTHYEH TAKOBOMY JIsi KeTornpodeHa B hopme CBOOOTHON KHCIOTHI U MOITHOCTHIO
NOATBEPXKAAIOT BBIOPAHHBIC JO3UPOBKM M TOKAa3aHUs K TIPUMEHCHUIO Yy 4YeJOBeKa.
[ToTeHIMaNbHO YIYYIICHHBIH TPOQHIL MEPEHOCUMOCTH (XOPOUIO IOATBEPXKACHHBIA TIpU
WCCJICIOBAHHUH 1N Vitro ¢ KJIETKaMU CIM3UCTOW OOOJIOYKH JKETyJKa 4YelioBeKa), Oojee OBICTpoe
HAyalo JEHCTBHS W ONTHMHU3MPOBaHHas (opMa JICKapCTBEHHOIO IIpernapara JAeiarT ero
0COOEHHO NOJIXOAIIMM Ul 0€3pelenTYPHOIO IPUMEHEHUSI.

3.4.2. Kananyeckue naHunie
BcacbsiBanue u pacnpeaesnenue

Kak Ob110 ykazaHo Sarzi-Puttini, 1u3uHOBas conb ketonpodena obnanaer 6ojee BHICOKOM
pacTBOPUMOCTBIO 110 CPABHEHHMIO C KeTonmpopeHOoM B (opMe CBOOOIHOM KHUCIOTBL. ITO
OpUBOAUT K Oosiee OBICTPOMY BCACBIBAHHMIO AKTUBHOI'O BeEIIeCTBa ¢ 0Ooyiee BBICOKOH
MaKCHUMaJIbHON KOHIICHTpPAIUEH, KOTOpast IOCTUTAETCs yxKe uepe3 15 MuHyT 1o cpaBHeHuto ¢ 60
MHUHYTaMM TOCJIe Npuema KeTonpodeHa. beicTpoe MmoBblIeHne MaKCUMaJIbHOW KOHLIEHTpPAIH
JIM3UHOBOM COJIM KeTompodeHa B IUIa3Me KpOBU IPUBOIAUT K Oosiee OBICTPOMY HACTYILIEHUIO
(bapMaKoJIOTHYECKOM  aKTUBHOCTH, YTO BaXXHO, IIOCKOJBKY OBICTpOTAa  HACTYIUICHUS
00e300s1MBaHUs SBISETCS OAHUM U3 Hanbosiee BaXXHBIX (DAaKTOPOB AJis MOTPEOUTENEH, KOTOPBIM
TpebyeTcst obneryenue 6omnu [29].

B3anmMocBs3p Mex Iy KOHIIEHTpalmen u 06e30omuBarommumu dpdexkrom keronpodera Opuia
YCTAQHOBJIEHA B XOJIe HCCIIeZOBaHUS 00e300/MBaHUs KeTONpOo(pEeHOM MpU BMENIATEIbCTBAX HA
potoBoil nonoctu. KonuenTpanus keronmpodeHa, KoTopas IpUBOAWIA K CHI)KEHHMIO O0NM Ha
50% ot makcumanbsHOM (Cesg) coctaBuna 0,3 Mxr/mi (95% noBepurensHbie nHTEpBansl oT 0,1
1o 0,5) [10]. B xone BTOporo uccienoBanusi OnopapmMaieBTUueCKiuX CBOMCTB, TPOBEJACHHOTO C
rpenaparom OKHUTACK" B rpanyiax nmo 40 mr npu yyactuu 69 yenoBek ObLIO YCTaHOBIJIECHO,
YTO Yepe3 5 MHUHYT IOCJe MpueMa YPOBHU KeTompodeHa B Imia3me KpoBu cocrtaBisuiu 0,15
MKr/MA (crangaptHoe otkioHeHue 0,19 mxr/min). C yuyeToM noBeputeiabHBIX mpenenoB ans Cesy
(0,1-0,5 MKr/mi) KIMHUYECKHM 3HAauMMble aHajbreTuyeckue dS(PQPexTsl JIU3MHOBON COIH
kerornpodeHa B rpaHyinax mo 40 Mr MOryT HAcTyNuTh 4epe3 5 MMHYT IOCIE IepPBOro
NEePOPATILHOTO NMpUEMA.

JInHeHOCTh BcachiBaHMs ObllIa YCTAHOBJICHA [Tl Pa3HBIX /103 KETOMpodeHa, COCTaBISBIINX
ot 12,5 mr go 200 mr [30].

[Ipu npueme keronpodena Bmecre ¢ numeil ero ouogocrynHocts (AUC) He u3MeHsIach,
onHaKO MakcuMaibHas KoHueHTparus (Chax) ObLIa HIKE, a BpeMsl [0 HACTYIUICHUS
MaKCUMaIbHOU KOHIEHTpAUU (Tp,x) ObUTo mombire. KoiaumdecTBO MPUHATON MUIIKM OKa3bIBAIO
aumb  cnadwiii addext Ha o6bem BcackiBaHus ketornpodena [31]. Kerompoden na 99%
CBSI3BIBAETCS C OETKaMU TJ1a3Mbl KPOBH, TIPU ATOM €r0 CYIIECTBEHHbIE KOHIIEHTPAIIUU BBISIBICHBI
B CHHOBHUAJIbHOM JKHAKOCTH [32].
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JIu3uHOBas Cob KeTonmpodeHa ObICTPO M JIETKO paclpenensercss B HEHTPAIbHOW HEepBHOM
CHUCTEME U MOJXKEeT ObITh BBIBICHA B CIMHHOMO3IOBOHM >KHIKOCTH 4epe3 15 MuHYT mocie
BHYTPHUMBIIIEYHOTO BBeACHUS KeTonmpodena B no3e 100 mr. Beictpast auddysus Moxer ObITh
0O0BsSICHEHA BBICOKUM YPOBHEM PAacTBOPMMOCTH JIM3MHOBOM COJM KeTonpodeHa B JUIMIAX,
NPUBOSAIINM K OBICTPOMY IMPOXOXKACHUIO TeMaTodHIedammueckoro 6aprepa [33].

Metadoau3m

Keronpoden OpicTpo M HIMPOKO METAOONM3UPYETCSs B IEYEHH, B OCHOBHOM IIyTEM
KOHBbIOrMpoBaHus. Kpome Toro, npenapar mnojasepraercs ruJpoOKCUIMPOBAHUIO U NOCIEAYIOUIEH
KOHBIOTAlIUM C TIIOKYPOHOBOM KHCIOTOW. ['TIOKYpOHOBBIM KOHBIOTAT KeTompodeHa u ero
THJIPOKCHIIMPOBAHHBIE METa0OIUTHl (PapMaKOJIOTHYECKH HEAKTUBHBI; aKTHBHBIX METaOOJIMTOB
BBISIBJICHO HE OBLIO.

Boiaeaenue u IMOJIYBBIBEICHUE

[lepron momyBbIBeACHHUS W3 IJIa3Mbl KPOBU COCTaBisieT okojio 1,5 dacoB. MeraGonusm
KeTonpodeHa MPOUCXOTUT, B OCHOBHOM, ITyTEM KOHBIOTAIIMU C TIIOKYPOHOBOHW KHCJIOTOH, a
BBbIJICJICHUE MPOUCXOUT, B OCHOBHOM, C MOUOH [32].

[Tocne ogHOKPATHOTO MEPOPATBHOTO MpHEMa KEeTOIpodeHa 310pOBBIMU B3POCIBIMH JTHIIAMHU
npubimsutensHo 60-80% OT MPUHATOM 03Bl BBIAEIAIOCH C MOYOM; OCHOBHAs YacTh BELIECTBA
BBIJIENIaNIach ¢ MOYOM B TeueHue 24 yacoB [38]. BriBeneHune npemnapara y MOXKWIBIX JIUI] OBLIO
CHIDKEHO [34], 4To ABIsSeTCS BaXXHBIM IPH OLIEHKE 0€30MacHOCTH JIM3UHOBOM COJIM KeTonpodeHa
B rpanynax no 40 mMr B J1aHHOM momyiasuuy naumeHToB. CBsi3aHHOE C BO3PACTOM HAKOIUIEHHE
KeTorpodeHa y JIMI OKUIIOTO BO3pacTa, 00yCIOBICHHOE CHUKEHHBIM KIIMPEHCOM, TaKkXe ObLIO
ormeueno Skeith u coaBropamm [35]. B cBs3m ¢ stum B Kparkoit xapakrepucTuke
JIEKapCTBEHHOT'O Npenapara peKOMEHAYETCSI ¢ OCTOPOKHOCTBIO IPUMEHATh JaHHBIN Ipenapar y
JIUI] TIOKUJIOTO BO3pPACTa.

[loueynass wu, B  JaJbHeWIIeM, TMEYEHOYHAs  HEAOCTATOYHOCTh  NPUBOIAUT K
CTEPEOCENEKTUBHOMY CHUXEHHUIO TIOUYEYHOTO KIHMPEHCA AalWJITTIOKYPOHOBBIX KOHBIOTATOB
keronpodena (CLrconj), U 3T0, MO-BUAMMOMY, SIBIISIETCS 13TAllOM, Ha KOTOPOM IMPOHMCXOAUT
OTpaHWYEHUE CKOPOCTH KIMpEHCa KeTONMpoQeHa, YTO MPUBOIUT K YBEIWUYECHUIO KOHIICHTPAIIUH
JIEKapCTBEHHOI'0 BellecTBa B miuasme kposu [37], [35], [36]. B cBs3u ¢ 3TUM JIM3MHOBAs COJIb
KeTorpodeHa MPOTHBOMNOKA3aHA K TMPUMEHEHHIO Y TAIMEHTOB C TSHKEJIOW IMOYEHYHOW WU
MEYEHOUYHON HEJOCTATOYHOCTHIO.

HcciaenoBanue 0MOAKBUBAJIECHTHOCTH

Br110 IpOBEZICHO OTKPHITOE IEPEKPECTHOE UCCIIEIOBAHNE OJHOKPATHOTO MPUEMa HATOIIAK C
[EJBI0  OMpECIICHUsI CPABHUTEIHHOW (PapMaKOKHMHETUKH JIM3MHOBOW COM KeTomnpodeHa B
dbopMe TpaHys, pacTBOPUMBIX B pOTOBOI mosioctu (40 Mr ¢ mpremMoM 0e3 3anmuBaHus BOJION) B
CPaBHCHHH C JIN3UHOBOH COJIbIO KeTompodeHa B (opme rpaHyn JJIsS MPUTOTOBIICHUS pacTBOpa
JUTsE TiepopasibHOro mpueMa (80 Mr B makeTHKe U3 ABYX YacTe, MOJIOBMHA MAaKETHKa, Mpenapar
Oki® 80 mr) mociie IepopansHOro IprueMa y 30pOBBIX 106POBOIBIEB [9].

CeMbjeciT OJIMH YYaCTHHUK UccienoBanus (34 >KEHCKOTO 1mosia U 37 MY>KCKOT0) MOJTyYuIn
HE MEHEE OJTHOM J103bl MCCIIENYEMOro IMpernapara (OKI/ITACK® B no3e 40 mr B hopme TpaHyn
6e3 Bogel 1 OKi® 80 Mr B dopMe rpaHyn [isi IPUTOTOBICHHS PACTBOPA JUIS IEPOPAIBHOTO
mpuemMa, ToJIoBMHA TakeThka ¢ Boaou (240 mur)). Ilocme mepBoro mpuiema HCCIEIyeMOTO
npenapaTra OJMH yYaCTHHK MCCIEIOBAaHUS OTO3BaJl COIVIACHE HA y4acTUE B 3TOM HCCIIEI0BAaHUU
[0 JIMYHBIM MpPUYMHAM, HO HU OJMH W3 YYaCTHUKOB HE ObUI MCKIIIOUYEH U3 HCCIIEeI0BaHUS
HccnenoBareneM B CBA3M C NPUEMOM 3allPEIEHHBIX CONYTCTBYIOIIMX IPENaparoB B XOJ€
nepuoga OTMBIBKM. Takum oOpa3oMm, mpu aHanu3e (papMakOKUHETHKH 69 y4yaCTHHKOB
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UCCIICIOBaHMsI OBLTM TPUTOAHBI JJIs HW3yYeHUS [aHHBIX (MOMYJSAIuUs wuccienoBaHus: 34
JKEHITUHBI ¥ 35 MY»X4HH (CpeHUI BO3pACT £ CTaHAApTHOE OTKIOHEeHHE = 33,6 + 9,0)).

3110poBBIe TOOPOBOIIBIIH OBUTH B CIIyYaiiHOM MOPSAKE paclpeieeHbl Ui IprueMa:

Tecmupyemoe sewecmeo (T) = OKUTACK" B rpanynax mo 40 mr (cooTBeTcTBYyeT 25 Mr
KeTorpodeHa): CoAep)KUMOE BCEro MaKeTHKa HCCIEeNyeMOro mpernapara ObUIO MOMELICHO Ha
A3bIK M PAacTBOPUIIOCH BO PTY B TEUYEHHE MPUOIM3UTEIBHO 3 MHUHYT 0e3 mpHema BOJIbI.
HenocpencTBeHHO niepe/ MOMEIeHHEM T'paHyJl Ha A3bIK pOTOBAs MOJOCTh OblIa YBIAXKHEHA MPU
ynotpebnennu 20 M MUHEpaJIbHOH BoAbl. [lociie 3Toro mpruem >KUAKOCTH He ObUT pa3pelieH B
TE€YEHUE 2 4acos.

Pegpepencuuiii npenapam (R) = OKi® ¢ 2panynax no 80 mz ¢ nakemuxax us 06yx uacmei
0711 NPU2OMOGNIeHUA pacmeopa: noaoeuna nakemuxka = 40 mz Jau3uHO6OU conu
kemonpoghena (cooTBEeTCTBYeT 25 Mr KertonmpodeHa): COACpPKUMOE TIOJOBHHBI IMaKeTHKA
pedepeHcHOI nekapcTBeHHOW (opMbl ObuTO pacTBopeHO B 190 M MUHEpaNbHOM BOJIBI.
Y4acTHHUK MCCIeIOBaHUS CPa3y K€ BBIMHMBAJ BECh PACTBOP LEIHUKOM. [lociie 3Toro mpoBoAuiIoCh
omojackuBaHue crtakaHa 50 M MHHEpanbHOW BOJBI U O3Ta KHUAKOCTh TOXE HEMEIJICHHO
BBINMKBaNAck. [lociie 3TOro npremM KuIKOCTH He ObLT pa3pelieH B TeUeHHEe 2 4acoB.

IIpuem npenapaTa NpPOBOAMICS OAHOKPATHO YTPOM HATOIIAK, HPU OTCYTCTBUHU IpuUeMa
IUIIM B TEYEHUE BCEIl HOUM, a uepe3 4 yaca 1ocie npuema rnpenapara ydyaCTHUKU UCCIEIOBaHUS
MOJIy4aJi CTaHAapTHBIN 3aBTpaK.

B xaxxaom 13 neproioB uccie0BaHus MPOBOAMICS COOp 00pa3IioB KPOBU Y I0OPOBOJIBIIEB
JUISL OIICHKHM YpOBHEW KeTompodeHa B CIEAYIOIME MOMEHThl BpPEMEHH: Mepea MpHeMOM
npenapara (0), uepes 0,08 (5 munyr), 0,25 munyt, 0,5 munyt, 0,75 munyr, 1,0 gac, 1,5 gaca, 2,0
yaca, 3,0 yaca, 4,0 gaca, 5,0 yacos, 6,0 yacoB u 8,0 yacoB nocie npuema npemnapara.

Omnpenenenne kerorpodeHa B MiIa3Me KpPOBH MPOBOJIMIOCH C TTOMOIIBIO BAIAIMPOBAHHOTO
MeTO/1a BRICOKO3((EKTUBHOM >kUIKOCTHON Xpomartorpaduu BOKX-Y/O.

B coorBerctBunM ¢ EBponeickuMu pyKOBOACTBAMM OBbUIM OINpEAENEHbl CJENYIOIIHe
napametpsl papMakoKuHETUKH: AUC., AUCq.c U Ciax , KOTOpbIE OBLIM MPOaHAIU3UPOBAHBI C
NpUMEHEHHEM BapHalMOHHOTO aHanmu3a. [lepen aHamm3oM gaHHBIE OBUTH TPaHC(HOPMHUPOBAHEI C
OpUMEHeHHeM JiorapupmMuueckoil TpaHchopmanuu HerepoB. CTaTUCTHUECKUH  MeTO[
TeCTUpoBaHUsl OMolrKkBHBaJIeHTHOCTH (BD) Obin1 ocHoBan Ha 90% mOBEpPUTENBHBIX MHTEpPBaaX
(I) nnst cCOOTHOIIEHUS CpEeIHUX MOMYJISIMOHHBIX (TECTHpyeMOe BellecTBO/ pedepeHCHOe
BEIIECTBO) ISl YYUTBHIBAEMBIX IapaMeTpoB (PapMaKOKHMHETHKH. DTOT METOJ| SKBHBAJICHTEH
COOTBETCTBYIOLIUM JIBYyM OJHOCTOPOHHHM TMpOLEAypaM TecTa HpU HYJIEBOW THIOTE3€e O
OMOPKBUBAJIEHTHOCTU NpU 5% ypOBHE 3HAUMMOCTU (OBUIM MPUMEHEHBI 1Ba OJHOCTOPOHHUX t-
tecta Schuirmann). Kputepuem npuemiieMocTd Ui OMO3KBUBAJIEHTHOCTH ObLIO TO, 4TO 90%
JIOBEpUTENbHbIE HHTEPBAJIbl COOTHOILLEHUS CPEITHUX reoMeTpuueckux Oblan B auamnaszone 80,00-
125,00.

B kadectBe (uKCHpOBaHHBIX 3(PPEKTOB CTATUCTUYECKUN aHAIM3 YYUTHIBAJI TEPAIHUIo,
NEepuoJl, TOCIEAOBAaTEIbHOCTh M CYOBEKTa BHYTPHU IOCIHEAOBATEIBHOCTH. Tmax OBLIO
IIPOaHAIM3UPOBAHO C IPUMEHEHHEM HemapaMmeTpudeckoro Tecra Friedman.

BrusiBriennsle  nmpoduian  GpapMakOKMHETHKH TECTHPYEMOTro Iperapara (OKUTACK" B
rpanymnax no 40 mr u Oki® B rpanyiax no 80 Mr mjis OPUTOTOBJIICHUS PAacTBOpA, MOJOBHHA
NaKeTHKa) TIOKa3ajh, 4YTo o0e JeKapCTBeHHble (OPMBI OBICTPO BCACBIBAIOTCA C  Tmax
npubnusuTenbHo 0,5 yaca U 006e JeKapcTBEHHbIE (OPMBI MPUBOAAT K OJAMHAKOBBIM YPOBHSIIM
CHCTEMHOM 3KCIO3UINH KeTonpodeHa.
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C yuerom 90% H0OBEpHUTENBHOTO MHTEpBala COOTHOIIECHHUS (TECTHpPYEMBIH mpemnapat/
pedepeHCHBI Tpenapar) CpeHIUX TeOMETPUUYECKUX BCE 3HAUCHUS IS KaXKAOro M3 MapaMeTpoB
dapmakokuHeTHKH ~ ObUIM B mpenenax — mpuemisemoro  aumamazoHa  (80-125%)
OMO3KBUBAJICHTHOCTH. TakuM 00pa3oM, MOKHO CJIeJIaTh BBIBOJIBI, UTO IperapaT OKUTACK® B
rpanynax mo 40 mr mpu npueMe 6e3 BOJIbI SBISETCS OMO3KBUBAJICHTHBIM IpenapaTry OKi® B
rpanynax mo 80 Mr Juisi NPUTOTOBIIEHUS pacTBopa (mojioBMHa maketwka: 40 wmr), mpuem
KOTOporo ocyuectnisiercst ¢ 240 M Boabl, Kak B OTHOIIEHUU CKOPOCTH (Cpax), TaK U 00beMa
(AUC) BcacbiBaHus KeTompodeHa.

CBOI[HBIG JaHHBIC, ITOJTYUYCHHBIC B XOJA€ OLCHKHU (1)apMaKOKI/IHeTI/IKI/I 1 OMOSKBUBAJIEHTHOCTH

B uccienoBanuu KSLO112 npeacraBineHsl HUXKe.

Taoauua 2. CBoanble naHHble N0 ¢papmakokuHeTuke U 90% ngoBepuTe/bHbIE
HHTEPBAJIbI, MOJYYeHHbIE B X0/e ucciaegopanus KSLO112
Cmax AUC AUC ) ty,
Tepanus (MKT/MJI) Tnax (1) (MKreu/mun) | (MKreu/mun) (1)
2,77 £ 0,46 + 493 + 1.66 +
T 0.82 0.19 4,82+ 1,02 1.07 0.23
3,16 + 0,30 £ 4,77 + 1.87 +
R 0.75 0.13 4,62+ 1,08 1.13 031
CraTucTHYeCKHil aHAJIN3
o .
90% noBepHuTENbHBIH HHTEPBAJ COOTHOLICHHUS Pacuernbrii 't P— Bepxuuii
CpeIHNX reoMeTPHYeCKHX
AUC 104,71 102,63 106,84
Tepanusa T B cpaBHennu ¢ R AUC ., 104,61 102,46 106,80
Cmax 86,28 82,24 90,52

Ha rpaduke HmXe MOKa3aHO, YTO MPOQHINM HM3MEHEHHs KOHIEHTpauui KeTtompodeHa B
I1asMe KpPOBH C TEUEHHEM BPEMEHM IpHU JBYX BapHaHTAaX TEpaluy, U3y4aBIIUXCS B XOJ€
uccienosanust KSLO112, BupTyanbHO HakIaabIBatOTCS APYT Ha Apyra.
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Pucynok 1. IIpopuian cpexHuX KOHUEHTpanui KeronpodeHa B IIa3Me KPOBH

(MKr/mMu1) ¢ TedeHMeM BpeMeHH mocje nmpuema 40 mMr JM3MHOBOW couim KetonmpodeHa B
¢popme rpanyi, pacrBopumbix B nojoctu pra (T) (e HenmpepbiBHas juHusi), 1 40 mr
JIM3MHOBOM coJiM KeronpogeHna B ¢opMe rpany] Ajs NPUTOTOBJIECHHS pacTBopa Ajsd
MepopPaJIbLHOrO npuema  (R) (o NYHKTHPHAsT  JIMHHMSA), [OKAa3aHHbIe  Ha
MOJIyJIOTAapU(PMHUUYECKO IKaIe

ITo ocu X: Bpems (1)
ITo ocu Y: [Ketompoden] (Mkr/mmn)

BropuuHoil KOHEUHOWH TOYKON JaHHOI'O MCCIENOBAHHUS SBIAJIACh OLIEHKAa OE30MacHOCTH.
Crny4aeB CMEpPTH WIHM TSDKEJIBIX HEKENAaTENbHBIX SIBICHUH, BOSHUKIINX Ha (POHE MPOBOIUMOM
Tepanuy, WIN CEPbEe3HbIX HEXKENATEeNbHBIX ABJICHUNA B XO0J€ MEepUoJia UCCIEI0BaHUS HE OBLIO.
[TepeHOCHMOCTB HCCIIEAYEMOTO B PeEepeHCHOTO BEIIECTB Y YYAaCTHHKOB HCCIEIOBaHHS ObLIa
xopomreit. Y 10 ygactHukoB uccnenoBanus u3 71 (14%) BOZHUKIIO IO OAHOMY HEXeENaTeIbHOMY
apnenuto (HS). B uwactHocTH, y 8 yuacTHuKOB uccinenosanus (11,3%) BO3HHMKIIO MO OJHOMY
HEXKEJIAaTeIbHOMY SBJICHHIO IIOCJe IpuUeMa TEeCTUPYeMOro Ipernapara, a y 2 Yy4YacTHUKOB
UCCIIEIOBAaHUST — TIOoclie Tpuema pedepeHcHoro mpemnapara. VcciemoBarenb pacueHunn S
3aperuCTPUPOBAHHBIX HEXKENATENbHBIX sBIeHUH U3 10 Kak cBs3aHHBIE C UCCIEyeMOM Tepanuei.
B yactHOCTH, Y 4 yyacTHUKOB uccienoBanus (5,6%) BO3HUKIIO OJJHO HEXEJAaTelIbHOE SIBJICHUE
1ocje npuemMa TECTUPYeMOro Inpernapara, a y 0OJHOro yyacTHuka uccienosanus (1,4%) — nocne
npuema pedepeHcHoro mpenapara. Hambosiee 9acto perucTpupyeMbIMU HEXEIATeIbHBIMU
SBJICHUSAMU ObUI TOJIOBHAas OO0Jb, OTMEUEHHas y 3 Yy4YyacTHUKOB HccienoBanus (4,2%),
MOJTy9YaBIIUX HCCIETyEeMYI0 Tepanuio. J[pyrue 3apeructpupoBaHHBIE HEXeIaTelIbHbIC SBICHUS
OTMEYaJIHCh He 0ojiee 4eM y OHOr0 y4acTHHKA MccieloBaHus Kaxjaoe. KIMHu4Yecku 3HaunMBIX
3¢ dexToB KeTompodeHa B OTHOUIEHWW IOKa3aTene (YyHKIMA >KH3HEHHO-BaKHBIX OPraHOB,
Maccel Tena, nAaHHbIX OKI[ wnm mapamMeTpoB CTaHAApTHBIX JTaOOpAaTOPHBIX TECTOB HE
O0TMEYaJIOCh.

Taxum 06pa3oM, MOXKHO C/IeNaTh BBIBOBI, UTO Mpernapar OKMTACK" B rpanynax no 40 mr
npu npueme 6e3 BojbI ABJISETCS OMOIKBUBAJIEHTHBIM ITperapaTy OKi® B rpa"yiax no 80 Mr st
IPUTOTOBIICHUS pacTBOpa (MOJOBUHA MakeTuka: 40 Mr), mpreM KoToporo ocymectsisuics ¢ 240
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MJI BOJBI, KaK B OTHOMIEHUU CKOPOCTH (Cpax), Tak U 00beMa (AUC) CHCTEMHOTO BCACHIBAaHUS
KeronpodeHa y 37J0pOBBIX T0OPOBOIIBIEB MY>KCKOTO U KEHCKOT0O T0JIa.

BGPEMGHHOCTI) U I'PyAHOE€ BCKaAapMJINBAHUE

Hcnonp30BaHne HECTEPOUAHBIX MPOTHUBOBOCHAIUTEIBHBIX MPENApaTOB MOKET NMPUBECTH K
CHI)KCHHUIO (PEPTWIIBHOCTH Y JKCHIIMH W HE PEKOMEHIYETCsS KCHINWHAM, IUIAHUPYIOUIIM
OepeMeHHOCTh, KaK M IpPHUMEHEHHE JIOObIX JIpYrHMX [penapaToB, HMHTHOUPYIOMIUX
UKIIOOKCUTeHAa3y/ CUHTE3 pocTarjaHaruHa. [Tpumenenue HECTePOHIHBIX
MIPOTUBOBOCTIATTUTEIILHBIX MPENapaTOB JOJDKHO OBITh MPEKPAIICHO y KEHIIHMH ¢ HAPYIICHUSMHU
(bepTUIBFHOCTH WIIH Y KEHIIUH, KOTOpbIe 00CIeTYyIOTCS IO MOBOLY OECTIIONUSL.

Hecrepounnble npoTHBOBOCHAIUTENBHBIE NpENapaThl MOI'YT IPOHUKATH YEpe3 IUIALEHTY;
BO3CHCTBUE HECTEPOMUJHBIX IPOTUBOBOCHAIUTEIbHBIX IPENAapaToB B pPaHHUE CPOKHU
OEpeMEHHOCTH MOBBIIIAET PUCK HEBBIHALIMBAHUS M IIOPOKOB Pa3BUTUS Y ILIOJA, KOTOPBII
YBEJIMYMBAETCSI BMECTE C YBEIMYCHMEM J03bl M JJIMTEIbHOCTH Tepanuu. HMHrubupoBanue
cuHTe3a npocrarnmanaunaa [39], [40], [41], [42] non neidicTBUEM JIFOOBIX MHTHOUTOPOB MOKET
HOBIUATh HAa HEPOXKJEHHOIO peOeHKa, MOCKOJIbKY BO3AEHCTBHE TaKUX IPENapaTroB B TEUCHHE
TPETbETO TPUMECTpa OEPEMEHHOCTH TMOBBIIAET YACTOTY MPEXKIEBPEMEHHOIO 3aKpbITUS
apTepualbHOrO NPOTOKA B MaTKe, HapyumleHMH (QYHKIMM TO0YeK, KOTOpas MOXET
IIPOrPEeCcCUpOBaTh /0 IMOYEYHON HEJOCTAaTOYHOCTH C OJUTOIMJIPOAMHUOHOM, 3aMeEIJIEHUEM
reCTallu{, HapyIIEHUEM KOOPAMHALUU POAOBOM NEATENBHOCTH M MO3JHUM POJOpa3pEIICHUEM
[43], [44], [45], [46]. Takum oOpa3oM, KaK U JJIsi BCEX HECTEPOUIHBIX MPOTHBOBOCTIAIUTEIBHBIX
IpenapaToB U B COOTBETCTBHM C pyKoBomsiumMM JokymeHToM EMEA/12148/04, nmpumeHeHue
JU3UHOBOW coiM KetompodeHa B rpanyigax mo 40 Mr B TpeTheM TpUMeECTpe OEpEeMEHHOCTH
IPOTHBOIOKA3aHO; MPUMEHEHHE JIM3MHOBOM coiin KerompodeHa B rpanynax mo 40 Mr He
PEKOMEH/IOBAaHO B TEUEHUE NEPBBIX JBYX TPUMECTPOB OEPEMEHHOCTH; B 3TOM IEpUOJIE
pEKOMEH/yeTCs INPUMEHSTh JIM3UHOBYIO COJIb KETONpOo(eHa TOJIBKO €ClIM 3TO KpaiiHe
HE00X0IUMO.

Kerompoden mnocne mpuemMa MoxeT ObITh OOHApyXeH B JKEHCKOM MoJioke. B xone
TPEXJHEBHOIO HCCIIEOBaHUS B IIOCJIEPOJOBOM NEPUOAE KOPMSIIME MaTepu Moaydaliu
kerorpodeH B go3e 100 Mr BHYTpMBEHHO OOMIOCHO Kaxkable 12 yacoB. Mexay TpeTbUM M
YETBEPThIM BBEJEHUSMU ObUIM B3AThl 00paslbl MOJIOKAa. AHalIM3 3TUX o00pa3luoB H
AKCTPANOJISILMS PE3YIBTATOB MOKA3aJIM, YTO MJIAaJICHEL, MOJIydaloluil IPyAHOE BCKapMJIMBaHUE,
MOXXET TOJYYUTh CPEIHIOI 103y 8,5+5,5 MKI/Kr/cyT, MakcumanbHO 13,6+7,6 MKI/KI/CYT.
OtHocuTenbHass Jo3a s wmianeHua cocrasimser 0,31+0,17% ot go3el ang  martepwu,
OTKOPPEKTHUPOBAHHOW MO Macce Tena. B Xoxe 3Toro wuccienoBaHUs OTHOCHTENbHAs [03a
KerornpodeHa JuIsi MiajeHIa Obula MEHbIIe, 4YeM JJs JPYroro M3ydaBILerocs Ipernapara,
Hanoyduna (0,59+0,27%).

ABTOpBI NPUIUIM K BBIBOJY, YTO TIPYAHOE BCKapMIIMBAHHME B CIIydasiX, KOIJa MaTepu
NOJIY4al0T KETOHNpo(peH Ul JIedeHHs OO B IOCIEPOJOBOM IEPUOJE, AONYCTHMO. Tem He
MeHee, IPUMEHEHUE JU3MHOBOM coiM KerornpodeHa B rpaHynax mo 40 Mr npoTHBOINOKAa3aHO,
4TO OTMEYEHO B KpaTKoi XapaKTepHUCTHKE JIEKapCTBEHHOTO IIpenapara.

O0bem npuMeHeHHs JIN3MHOBOM COJIM KeTONpo(deHa y NanueHToB

[IpenapaTsl JIM3MHOBOM cOJMIM KeTONpO(EHa 3aperuCTPUPOBAaHbl U  PACIHPOCTPAHSIIOTCS
kommanueit Dompé farmaceutici S.p.A. mox 4eTbIpbMsi pa3HbIMH TOPTOBBIMH HAaMMEHOBAHUSMHU:
Artrosilene (Aptpo3uien), Oki® (OKI/I®), OKi® Infilammazione e Dolore u OKITASK"
(OKUTACK®).

Kommanus Dompé farmaceutici S.p.A. monydnsia nmepBoe perucTpaliiOHHOE yI0CTOBEPEHUE
Ha Mpenaparsl, CoJAepKaIle TU3UHOBYIO CONb KeTonpodena, moj HauMeHoBaHUEM Artrosilene
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(Aptpo3uiien) B Uramuu 13 monst 1979 roga ans npemnapara B ¢opme cBeueld. B Hacrosiee
BpeMs ApTpO3WJIEH 3aperucTpUpoBaH M MPOAAETCS B Pa3HBIX CTpaHax, B BHUJAE Pa3HBIX
JIEKapCTBEHHBIX ()OPM H B Pa3HBIX J03aX, C pa3HBIMHU CIIOCOOAMHU CHCTEMHOTO IPUMEHEHUSI:

- IlepopanbHo (TBEp/bIC KAIICYJIBI C 3aMe/IJICHHBIM BBICBOOOXKIeHHEM 110 320 MT),
- IlapenrepanbHo (pacTBop At HHbeKIUi 160 mr/ 2 mur)
- PexranpHO (cBeun 1o 160 mr)

VKa3aHHbIC BBIIC BApPHAHTHI JIGKAPCTBEHHOIO IIpernapara B JalbHEHIIEM ObLIH
3apeTUCTPUPOBAHBl M Hayaidd mpojaBarbcs Kommanued "Dompé farmaceutici S.p.A.",
SIBIISIIOIIEHCS  COOCTBEHHMKOM PETHCTPAllMOHHOIO yIOCTOBepeHHs, B Aunbanun, KocoBo u
Poccun noa TéM K€ TOPTOBbIM HAMMCHOBAHUCM.

Kpome Toro, xommanus "Dompé farmaceutici S.p.A." sBiseTcss COOCTBEHHHKOM
PETUCTPAIIMOHHBIX YIOCTOBEPEHUH JIEKAPCTBEHHBIX (POPM, 3apETUCTPUPOBAHHBIX 110/ TOPTOBBIM
HauMeHoBaHHeM "ApTpo3uiieH", MpeaHa3HAueHHBIX AJII MECTHOTO HAaHECEHUs Ha KOXy (Teib
it kKoxku S 1/ 100 r 1 mena 15 r/ 100 mur), KOTOpBIE pacpocTpaHsoTes Kak B Vtanuu, Tak u 3a
ee mpeaenamu.

JlmsuroBast comb  kerompodeHa mox  HamMeHoBammeM — OKi® (OKI/I®) ObL1a
3apeructpupoBana komnanueit "Dompé farmaceutici S.p.A." (panee "Dompé S.p.A.") B Utanuu
15 HoaA6pst 1994 roma u B panpHeineMm Oblia 3aperdCTpUpOBaHa M Hayalla IpOAaBaThCs B
HECKOJIBKUX CTpaHaX MHpa IOJ pa3HbIMU TOPrOBBIMM HaUMEHOBaHUSIMU. [IpenapaTsl TM3UHOBOM
comn kerompodena moj HamMenosanmeM "OKi™" HiM MO APYrMME TOPrOBBIMH MapKaMH
3aperUCTPUPOBaHbBl B BHJIE psJla JIEKAPCTBEHHBIX (OopM M 1103 C pa3HBIMH CIIOCOOAMHU
PUMEHEHUS:

- JIng nmepopanbHoro npuema: rpanynsl no 80 Mr Juis IpUrOTOBJIEHHS PacTBOpa, KAy ¢
KOHLeHTpauuen 80 mr/miu

- Jlist mapeHTepanbHOTO BBEJCHHUS: paCTBOP I MHBEKIHMI 160 mr/ 2 mi;
- Jlns pexktanbHOro BBeAeHUs: cBeun 1o 160, 30 u 60 mr.

Ilon wnammenosammeMm "OKi® Infiammazione e Dolore" 3apermcTpupoBaHbl jBe
JIeKapCTBEHHBIX (opMbl 11 MecTHOro mnpumeHeHus (1,6% pacTtBop i OMOJaCKUBaHUS
nojocty pra u 0,16% crpell a1 OpoLIEHHs CIM3UCTBIX 000JIOUEK MOJIOCTH pTa), KOTOphIE
npogatorcs B Utanuu. OnonackuBaTensb Ui NOJOCTU pTa 3apETUCTPUPOBAH Takxke B AnlOaHuw,
KocoBo, Manbre, Poccum (COOCTBEHHHMK pPETUCTPALIMOHHOIO YAOCTOBEPEHUS KOMITaHUS
«Dompé») u B I'pertunt 1 FOxHoit Kopee (coOCTBEHHMKaMU PETUCTPALMOHHBIX YAOCTOBEPEHUN
SBIISIIOTCS] OU3HEC-TTapTHEPHI KOMIIAHUH).

Ipemapar OKITASK® (OKUTACK®) B rpanynax mo 40 Mr BiepBbIe ObUT 3apErHCTPUPOBAH
B Utamuu 12 cents0ps 2012 roaa; B qanpHeimem, MouTH yepe3 TpU rofa, TOT K€ MPOIYKT ObLI
3apeructpupoBad B Anbanuu u B KocoBo. Tabmerku mo 40 Mr, MOKPHITHIE TICHOYHOM
00oJouKkoif, 6butH 3apeructpuponansl B Utanuu B pespane 2017 roga.

Kak cooGmaercs B JIONONHEHMH K KIMHHYeCKoMy o0030py mpemapara OKUTACK®
(mocnenHue JnaHHble Tonmy4yeHbl 16 ceHtsOps 2016 roma), momanHomy B MranbsHCKOE
pEryJIsITOpHOE areHTCTBO B jAekabpe 2016 roma BmecTe ¢ 3ampocoM Ha OOHOBJIEHHUE
PETUCTPAIIMOHHOTO YAOCTOBEPEHUs, ¢ MOMEHTa Hauasa npojax (centsopr 2012 roama) mo 31
aBrycra 2016 roma xommanmeit «Dompé» Owuto mpomano 13067368 ymakoBok mpemapara
OKMTACK" 8 ¢dopme TpaHyl B cTpaHax, IZie 3TOT Ipemnapar 3apeructpupoBaH. Ha ocHoBe
UMEIOLINXCS TaHHBIX 0 MpoiaXkaM M 0JI00pEHHBIX MOKa3aHUH K MPUMEHEHUIO Tpe/oaraercs,
YTO OJIHA YMAaKOBKa Ipernapara MCIOJb3YETCsl OJHUM IAlMEHTOM B CBS3M C 4EM KOJUYECTBO
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MPOJIaHHBIX YIMAKOBOK COOTBETCTBYET KOJIMYECTBY MAIlMEHTOB, MOJYYHMBIIMX IIperapar.
O116HOYHOE COBOKYITHO€ KOJMYECTBO MAIlMEHTOB, MOJYYMBIIUX Mpenapar, Ha 31 aBrycra 2016
roJia MpeBbIaio 13 MUIIINOHOB.

He:xkenaTreabHble IBJEHHS

Jnst Bcex HECTEpOUAHBIX ITPOTHBOBOCIHAIUTENBHBIX MPENapaTroB CYIIECTBYIOT JIaBHO U
XOpOILIO U3BECTHBIE MPOOIEMbl 0€30MaCHOCTH B OTHOIICHUU KEITYJAOYHO-KHUILIEYHOTO TPakTa U
nouek (NICE 2015). B 2006 rogy EBpomelickoe areHTCTBO IO JIEKAPCTBEHHBIM MperapaTam
(EMA 2006) 3asBuio, uto oOuuii 0amaHc pyucKa U MOJIb3bI ISl HECEICKTUBHBIX HECTEPOUIHBIX
MIPOTUBOBOCTIATIUTENFHBIX MPENapaTOB OCTAeTCs ONArompusATHBIM MPH HX TNPUMEHEHHH B
COOTBETCTBUU C HWHCTPYKIIMEH, B YAaCTHOCTH, Ha OCHOBE o0O0Imero mpoduis O0e30macHOCTH
COOTBETCTBYIOIIMX HECTEPOUIHBIX MPOTHBOBOCIAIUTENBHBIX MpPENapaToB HEU30MPaTEIHHOIO
JNEHCTBUS U C yYETOM MHIUBUIYATbHBIX (PAKTOPOB PUCKA Y KOHKPETHBIX MAIMEHTOB (HAIIPUMeED,
3a00JIeBaHUH KENyI0UHO-KUIIIEYHOTO TPAKTa, CEPACYHO-COCYAUCTON CUCTEMBI U MOYEK).

B cTaHmapTHBRIX MEIUIIMHCKUX PYKOBOJCTBaX, Takux kak Martindale (2015) [32] u Dollery
(1999) [47] oTMewaeTcsi, YTO OCTPBIM HHTEPCTHIIHAIBHBIN HEPPHUT CBA3aH C NMPUMCHEHHEM
MHOTHX Pa3HbIX HECTEPOUIHBIX MPOTUBOBOCHIAINTENLHBIX MPETAPATOB, BKIIOYAs H KETOMPOQEH.
Hapymienust co CTOpOHBI JKETyJOYHO-KUIIEYHOTO TpakTa MpU NPUMEHEHHH KeTompodeHa
ONMMCAaHbl KaK 4YacTble M CPaBHUMBIE [0 YacTOTE€ C HapYUIEHUSIMH, BO3HUKAIOIIUMHU IpU
IPUMEHEHUN JIpYrMX TPOU3BOAHBIX IIPONMOHOBOM KHCIOTHI, TaKMX KaK HaIPOKCEH.
HewnzbupaTtensHoe MHIHOMpOBaHHME CHHTE3a NMPOCTArTAHIMHA TI0J] JEHCTBUEM HECTEPOUIHBIX
IIPOTUBOBOCIIAJIUTENBHBIX MPENaparoB, B TOM YHCIE NPOCTAINIAHJUHOB, NEHCTBYIOIIMX Kak
racTpONpOTEKTOPHI, SBJSETCS TIJIABHOM NPUYMHOM HEKENATEIbHBIX SBJICHUM CO CTOPOHBI
JKEITyJ0YHO-KHUIIEYHOT 0 TpakTa [47].

Haubosee gacto oTMeuaBIrecs HeXxenaTeIbHbIE SBJICHUS, BOZHUKABIINE MPH TPUMEHEHUT
JM3UHOBO coNM KeTonpodeHa B X0e ONMMCAHHBIX BBIIIE UCCIICJOBAHHI IPEapaToB JIU3HHOBOM
comu kerompodena (OKUTACK® u OKU® 80 mr), mopaxand sKemylIo9HO-KAMICYHBIH TPaKT.
OOBIYHO OHU XapaKTEPU30BAINUCH KPATKOBPEMEHHBIMH 3MH30JaMU H3KOTH U OOJM JIerKoH
cTerleHH ¢ Oe30macHBIM TpoQuIeM Jake TpU TpHEeMe HATOmEAK (HMCCIIeAOBaHUS
6rodKBUBATEHTHOCTH). [IpuumHHAas B3auMOCBs3b ¢ npermapatom OKi® B pamymax mo 80 mr s
IIPUTOTOBIICHHS PACTBOPA, I03UPOBKA KOTOPOTO B 2 pasa BHIIIE JIM3UHOBON COIM KeTornpodeHa B
rpanyiax no 40 wmr, Obla paclieHeHa Kak BO3MOXHas Uil BCEX 3aperucTpUpOBAaHHBIX
HE)KEJATENbHBIX SIBIICHUHA C BOBJICYCHUEM XKEITyIOYHO-KHIIIEYHOTO TPAKTa. JTOT OIBIT OTPaKEH
B ONMYOJIMKOBaHHbIX JTAHHBIX KIMHUYECKUX MCCIEIOBAHUN, B KOTOPBHIX HEKEIATEIbHbIC SIBICHUS
CO CTOPOHBI KETYAOYHO-KUIIEYHOTO TPaKTa SBISIOTCS HanOOJee 9acTO OTMEYAEMBIMH ITOCIIE
HepopaibHOro0 mpuema KetonpodeHa. HexenatenbHble SBIEHHS CO CTOPOHBI JKENIYJIOYHO-
KHAIIEYHOTO TPaKTa, BOSHUKAIOIIME MPH MPUMEHEHHH HECTEPOUIHBIX MPOTHBOBOCIIATUTEIBHBIX
IpenapaToB, a, CIEJOBaTEJbHO, M MNPH HNPUMEHEHHU KeTonpodeHa, MOTYT HpOSBIATHCS
CIIEIYIONIMM 00pa3oM: TOIIHOTA, pBOTA, AWApesi, B3AyTHE JKUBOTA, 3arop, AHCIENcus, O0yib B
KHUBOTE, MEJIEHA, PBOTA KPOBBIO, I3BEHHBIN CTOMATUT, 000ocTpeHue 6ose3nn KpoHa u ractpur.

Jnst Toro 4ToOBl CHU3UTH PHUCK HEKENATENbHBIX SBICHHA CO CTOPOHBI JKEIYIOYHO-
KUIIEYHOT'O TPaKTa, Ul MPOU3BOJICTBA JU3MHOBOM conu ketompodeHa B ¢popme rpaHyn Oblia
BBIOpaHa camas Hu3Kas 3(pdekTruBHAs 1032 JIU3MHOBOM cOoIu KetonpodeHa, 40 mr, 6osee Toro, B
npeiaraemyro KpaTkyro XxapakTepuCTUKY JIM3UHOBOW COJM KeTonmpodeHa B Gopme rpaHyn 1o
40 Mr BKIJIIOYEHBI CIIETYIOIIHE IPEAYIPERKIACHHIS U MEPhI MTPEIOCTOPOKHOCTH:

JIaHHBIH JIEKapCTBEHHBIN IIpernapar 3alpeiacTcs IPUMEHATh B CICAYIOUX CIydasx:

- Y 1uI ¢ akTUBHOM MENTHYECKON SI3BOM WJIM C HATMYUEM B aHAMHE3€ JIFOOBIX JKeITyI0YHO-
KHIIIEYHBIX KPOBOTEUEHUH, 3B WK Tiepdopariuii;
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- Y un ¢ A3BOM KeNNyAKa WIM ABEHAAUATUIIEPCTHON KUIIKHA, XPOHUYECKOU AUCIIENICUEH U
ractputoM. llpu npUMEHEHHMH JIEKapCTBEHHOIO Ipenapara CleLyeT y4UThIBaTh
IIPUBEJICHHBIE 1ajlee MEPBI IPEAOCTOPOKHOCTH;

- Cnenyer uzberaTh NMpUMEHEHUS JIM3MHOBOM COJHM KeTomnpodeHa B rpanynax mo 40 mr
OJIHOBPEMEHHO C JPYTMMHU HECTEPOUIHBIMU MTPOTUBOBOCTIAIUTEIBHBIMY MIpENapaTamMmu, B
TOM YHUCJIE C CEJIEKTUBHBIMUA HHTHOUTOPAMH IIUKIOOKCUTEHA3BI-2.

- HexenatenbHble A((eKTsl MOTyT OBITH CBENEHBI K MHHUMYMY IyT€M IMPUMEHEHUS
MUHUMaJIbHOH 3((eKTuBHOM 10361 B TEYEHHWE CaMOr0 KOPOTKOTO BpEMEHH,
HE00XOIUMOTO ISl KOHTPOJISI CUMIITOMOB.

- IlanuenraM, KOTOpbIE B TO € CaMO€ BPEMsl IOIY4aroT JIEKAPCTBEHHBIE Ipemaparsl,
KOTOpbIE€ MOTYT MOBBICUTH PUCK OOpa30BaHMsI 3B WM BOSHUKHOBEHHS KPOBOTCUEHHUH,
TaKUX KaK KOPTHUKOCTEPOU]Ibl AJIs MEPOPaIbHOIO MPUEMA, aHTUKOATYJISHTbI, TAKUE Kak
BapbapuH, u30HpaTeNbHbIE MHTUOUTOPHI O0OpaTHOrO 3axBaTa CEPOTOHMHA WU
aHTUTPOMOOILIMTApHBIE ITPENapaThl, TAKME KaK alleTUICATUIIIOBAs KUCIOTA.

I[aHHLIe mo 6630HaCHOCTI/I, MOJYYE€HHBIEC B X01€ MOCTMAPKETUHIOBOI0 NPUMEHECHU S

OH Obu1 BHEpBBIE OAOOpEH JUISI KIMHHYECKOTO NpUMeHeHHus Bo @DpaHIMM U B
BenukoOpurtanuu B 1973 rogy. B HacTosiiiee BpeMsi OH IpUMEHSIETCS BO BCEM MHUPE B BUJE
Pa3HbIX JIEKapCTBEHHBIX (POPM, TAaKMX KaK KaIlCyJibl, paCTBOPHI JUIsl HHBEKIIHMH, CBEUH, a TAKKe
TeJIN JJI1 MECTHOTO HaHECEHMUS.

CoBokymnHsle naHHble 1o mpemapary OKUTACK® B rpanynax B3SThl U3 JONMOJHEHHS K
KJIMHUYECKOMY 0030pYy, MOAaHHOMY B MTanbsSHCKOE peryyisiTOpHOE areHTCTBO JJisi OOHOBIICHMS
perucTpalMoHHBIX JIaHHBIX Ha mpenapar. B coBokymHoctu mo ceHtsiOpp 2016 roma ObLio
BBINYIIEHO 59 OTYETOB IO HEXKEJATeNbHBIM PEAKIMAM y OTAEIbHBIX JIHI, BKIOYaBmux 119
CIIydaeB HEKEJATENbHBIX JIEKAPCTBEHHBIX PEAKIUi, 3apEruCTPUPOBAHHBIX Y JIUII, MOJy4aBIINX
JU3UHOBYIO cOJIb KeTonpodeHa B rpanyinax no 40 mr, B paMkKax CTaHJapTHOW KIMHUYECKON
npakTukd. Cpeau 3aperucTpupoBaHHBIX CiIydaeB 22 OTYeTa MO0 HEXENATeIbHBIM PEaKIusiM Y
ornenpHbIX Jul (37,3%) ObLIM pacleHeHbl Kak cliyyau C XOTs Obl OJHOM cepbe3HOM
HEXENAaTeIbHON JIEKAPCTBEHHOM pEeaKIUel: B COBOKYITHOCTH KOMIIAHUS MOJIy4Yuiia OTYEThI 0 53
CephEe3HBIM HEXeNaTeJIbHBbIM JIEKapCTBEHHbIM peakuusMm (44,5%) u mo 66 HexenareabHbIM
JICKapCTBEHHBIM pEaKIUsM, He sBJsAoumxcs cepbe3HbiMu (55,5%). Bcee cinywan Obuin
CTIIOHTaHHO 3aperucTpupoBanbl B tanuu u nHpopMalys 0 HUX MOIy4eHa Kak OT PEryIsITOPHBIX
opranoB (mocpeacTBoM MTanbssHCKON HAaIMOHAIBHOW CeTH (hapMaKOJIOTHIECKOTO HAA30pa) MK
0T paOOTHUKOB 3/IpaBOOXPAaHEHHsI/ TAIUEHTOB.

C y4eToM KOJWYECTBA JIMI[, T[IOJYYaBIIUX [permapaTr, 4YacToTa HeKeIaTeIbHbBIX
JICKaPCTBEHHBIX peaKIMii (CEephe3HbIX M HE SIBISIONIUXCS CEPbE3HBIMU) PACIIEHUBAETCS Kak
ouenb peakas (<1/10000).

Knaccamu cucteM u opraHoB, KOTOpbIE HAMOOJEE€ YacTO BOBIIEKAIOTCS B HEXeJlaTelIbHbBIE
peakiuu, ObUTH:

- "TlopakeHHsI KOKM M TOAKOXKHOW KJIETYaTKH': B 3TOM KJlacce CHCTEM M OpPraHoB ObLIO
3apETUCTPUPOBAHO 35 HEXKENATEIbHBIX JICKAPCTBEHHBIX peaKiuii, 15 U3 KOTOpHIX OBLIN
CephE3HBIMU M OXUZaeMbIMU (0€3 HEOXHJAHHBIX HEKENATENbHBIX JIEKaPCTBEHHBIX
peaknuii), a 20 He ObUTH CEPHE3HBIMU.

- "HapymeHust co CTOPOHBI XKeNyAOYHO-KHUIIEYHOTO TpakTa': B 3TOM KJAcce CHUCTEM H
OpraHoB OBUIO 3apEeTUCTPUPOBAHO 25 HEXKENATENbHBIX JICKAPCTBEHHBIX peakiuii, 7 u3
KOTOPBIX OBUTM CEephe3HBIMH U  OXHMIAEMbIMH (HEOXKHJIAHHBIX HEXKEJATEeNbHBIX
JIEKapCTBEHHBIX peakiuil He OblI0), a 18 He ObUIN Cephe3HBIMH.
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"HapymeHust co CTOpOHBI JbIXaTEIbHOM CHCTEMBI, OPraHOB TIPYIHON KJIETKH U
CpenocTeHus": B OTOM KJacce CHCTEM U OpraHoB OBbUIO 3aperucTpupoBaHo 18
HEXKEIIATEIbHBIX JIGKAPCTBEHHBIX peakiui, 13 W3 KOTOpBIX OBUIM CEPhE3HBIMU U
oxxuaeMbIiMu (11 oxumaeMbIX ¥ 2 HEOXKHIAHHBIX ), & 5 HE ObUIH CePhE3HBIMH.

BonpmMHCTBO  3apErMCTPUPOBAHHBIX  HEXKEJATEIBHBIX  JICKAPCTBEHHBIX  PEaKLUU
IpPEACTaBIsUIN COOOM H3BECTHBIE AJIEPIUYECKHE peakIUM, BKIIOYABIIUE IPOSIBICHHUS CO
CTOPOHBI KOXXU W/MJIM CHUMIOTOMBI HapyUIeHMH CO CTOPOHBI JbIXaTEJIbHOW CHCTEMBl MU
JKEIYJOYHO-KMILIEYHOTO TPaKTa, YTO ONMCAHO B TEKylled Bepcun KpaTkoW XapakTEpUCTHKU
JIEKapCTBEHHOT'O TIpernapara.

B nenom, kakoro-nu0o crenupuueckoro pucka Ajs 3TOTO JIEKapCTBEHHOTO Iperapara
BBISIBJICHO HE OBLIO: CIy4yaeB, 3aBEPIIMBUIMXCS CMEPTHIO Y MALMEHTOB, MOJIYYaBIINX Mpenapar,
3apeTUCTPUPOBAHO HE ObUIO. JIaHHBIX O CIy4asx MEXKICKapCTBEHHOTO B3aWMOJICHCTBHA,
NEepe03UPOBKHU, MPUMEHEHHs] HE M0 HA3HAUEHUIO WM TNPUMEHEHHs HE [0 TMOKa3aHHUSIM
KOMITaHHs He ToJjiydajia. OTYETOB MO MPUMEHEHHIO Tpenapara BO BpeMsi OEpEeMEHHOCTH WIU
TPYAHOTO BCKapMJIMBAaHUS KOMIIAaHUEH HE moiyueHo. BbUiM 3aperucTpupoBaHbl OJAMH CIydai
HAMEPEHHOTO 3JI0yMOTPeOICHNs MpernapaToM W OJIWH CIy4dail ero MPUMEHEHHs I10 OMIMOKe
(HeTpeIHAMEPEHHO), KaK OMUCAaHO BbIIIE: B OOOMX CIy4asX OCTATOYHbIC SIBJICHHS HE
YIOMHUHATHCH.

BriBoabI Mo 0e30aCHOCTH

B x071e KITMHIYECKUX UCCIIeIOBaHUN OBUIO YCTaHOBIIEHO, YTO JTM3UHOBAs COJIb KeTonpodeHa
U Jpyrue mnpemnaparbl KerornpodeHa SBIAOTCS 3((EKTUBHBIM U XOPOIIO MNEepeHOCATCS NpHU
IIPUMEHEHUHU I10 MOKa3aHUAM, NPEIOKEHHBIM JJIs JTU3UHOBOW COJIM KeTonpo(eHa B IpaHyliax
no 40 mr. Ilpoduns Ge3omacHoCTH KeTornpodeHa (M ero JU3MHOBOM COJIM) XOpOILIO M3Y4YeH B
X0Jle KIMHUYECKUX HccleAoBaHM M B TeueHue 40 €T HCHOJIb30BaHHUS B KauecTBe
peLenTypHoro, a 3areM M OespeuentypHoro npemnapara. Cepbe3Hble HeXeaTelbHble SBICHUS
IpU KPaTKOBPEMEHHOM IIEpOpajbHOM IpHueMe KeronpodeHa B g03e 25 Mr (SKBUBAJIECHT
JU3UHOBOM coiM ketorpodeHa B 10o3e 40 Mr) orMevaroTcs peako. JJaHHbIE 0 HEXeTaTelbHbIM
peakuusM, NOpeICTaBICHHbIE [UIsl JU3WHOBOM coin KerompodeHa B rpanynax mno 40 wmr
(OKUTACK®), mnoka3pBaioT, 4TO HamboIee HacTo PErUCTPUPYEMBIMU  HEXKENATEIIbHbIE
JIEKapCTBEHHBIE PEAKIINH MOPaKalOT KOXKY M MOJKOXKHYIO KJIETYaTKy, P 3TOM HanboJee 4acTo
PETUCTPUPYEMOI HEKEIATEIBHOM JIEKAPCTBEHHOM pPEeaKIIMEN SBIISETCS KPAMBHUILIA.

Haunbonee wyacto peructpupyeMble HEXKeENaTeNbHbIC SIBICHUS, OTMEUYEHHBIC IpHU
KPaTKOBPEMEHHOM TPUMEHEHUHU KeTompodeHa B HU3KOH 103¢e (25 Mr), BO3HUKAIN CO CTOPOHBI
KCITYAOUYHO-KHIICYHOI'0 TpaKTa M XOpPOIIO H3YYCHBI, JICTKO AWArHOCTUPYIOTCA, JIETKOM WIIH
YMEPEHHOM CTENEHM TSHKECTH M pa3pellaroTcs NMpU IPEeKpalleHUuH Tepanuu. Tem He MeHee,
MMEIOIMECS] JaHHBIE YKa3bplBalOT Ha TO, YTO KPAaTKOBPEMEHHBIM IE€POpAIbHBIM IpPUEM
JTU3UHOBOM conu KerompodeHa (40 Mr) BBI3BIBACT MEHBIINE HEXENATENbHBIX SBICHHUHA CO
CTOPOHBL KEITYJOYHO-KHUIIICYHOT'O TpPaKTa, qyeM mpuem APyTrux HECTCPONAHBIX
MPOTUBOBOCHIAJIUTENBHBIX IPENapaToB, YTO CYUTAETCS CJIEACTBUEM ONTUMHU3UPOBAHHOU
CKOpOCTH BcacbiBaHus. Ha OCHOBaHMM HCCIIEIOBaHHMM YCTaHOBJIEHO, YTO OOpa30BaHUE COJU
KGTOHpO(beHa C JIMBUHOM [JAa€T MAOMNOJHUTCIBbHYIO CTCIICHb 3allUThbl CIU3UCTBIX 060J’IO‘-ICK
xemynka. Ilpuem nM3uHOBOM coim KeTompodeHa C THUINEH i1 YMEHBIICHUS YacTOTHI
HeXKellaTeIILHBIX SIBJIICHUU CO CTOPOHBI KCIYAOYHO-KHIICYHOI'O TpaKTa IPpHU KPATKOBPCMCHHOM
MPUMEHEHUH JIU3UHOBOM COJIM KETOMpOoQeHa He SBISETCS 00s13aTEIbHbBIM.

OTOT KJIMHUYECKHI OMNBIT B JOCTaTOUYHOM Mepe OTpakeH B cooTBeTcTBYMOLIEH Kparkoit
XapaKTepUCTUKE JIEKAPCTBEHHOIO M B HHCTPYKUUU [0 MNPUMEHEHUIO JIM3MHOBOM COJU
kerorpogdeHa B rpanynax mno 40 mr. MmMeromuecs naHHbE O 0€30MACHOCTH JM3HMHOBOM COJIH
KeronpodeHa U JAPYrux JIEKapCTBEHHBIX (QopM KeTompodeHa MOATBEPXKAA0T BO3MOKHOCTD

KOHOUJEHIIMAJIBHO Crpanuna 43 u3 76



Uccnenyewmsiit npenapar OKUTACK® Dompé farmaceutici s.p.a.
IIporoxon uccnenosanusa KSLO117 ®unansHas 26 cents16ps 2017 rona (B penakuuu ot 25 ssHBapst
Bepcus 1.0 2018 rona)

KPaTKOBPEMEHHOTO MEPOPAIbHOTO MpHEMa JIM3UHOBOM coiu Keronpodena B 1o3e 40 mr 1o 3 pa3
B CYTKH y B3POCJIBIX JIMII B BO3pacTe cTapiie 18 yer.

Takum o0Opa3oM, cuUMOTOMATHYECKas IOJb3a OT TPUMEHEHUS JIM3WHOBOH  CONU
kerornpodeHa B rpaHynax 1no 40 mr y B3pOCIHBIX JIML 3HAYUTEJIBHO NPEBOCXOAMT H3BECTHBIE
PHUCKHU.

3.5. O6ocHoBaHuUEe BHIOOPA 103bI M COOTHOLIEHHE PUCKA M MOJIb3bI

Jlo3a nu3nHOBOM conu KetonpodeHa B rpaHyiiax, KOTOPYIO MPeIoiaraeTcsi UCIoJIb30BaTh B
3TOM HCCJIEI0BAHUH, cocTaBisieT 40 M OTHOKPAaTHO (SKBHBAJICHTHO 25 Mr kerompodena). Jrta
71032 COCTaBIISIET OJIHY TPETh OT CYTOYHOM J03bl, pa3peuieHHoW B Vtanuu (11st B3pOCIbIX UL U
IOJIPOCTKOB B Bo3pacTe crapiie 15 yeT: 1 makeTuk B KauecTBE Pa3oBOM J03bl WIM ITOBTOPHO 2
win 3 pasza B JIeHb Ipu O0Jiee UHTEHCUBHOM 00JIM) U B €BPOMNEHCKUX cTpaHax (T.e., 10 3 pa3 B
CYTKHU y B3pOCJBIX JIUI[ B Bo3pacte crapuie 18 ner), 1 makeTuk B KauecTBEe pa30BOM J103bl UK
MOBTOPHO 2 Uiy 3 pa3a B JIeHb 10 Mepe HEOOXOIUMOCTH.

JIu3uHOBAs COJIb KETONPOQEeHa MUPOKO MPUMEHSETCS B KIMHUYECKOH MPAKTHKE B TEYCHUE
Oonee 35 net u, TakuM 00pa3zoM, UMEETCs OOIIUPHBINA OMBIT MPUMEHEHHS 3TOTO Mpernapara.

C yuerom npoduist 6e30MacHOCTH yXKe TMPOIaBaeMOro mperapara OKMTACK® 8 rpaHynax
110 40 Mr, OCOOEHHBIX PUCKOB JUIsl O€30I1aCHOCTH HE OXKUAACTCS.

[Ipenapar OKMUTACK" B rpaHyyiax MOCTaBiseTcss B GopMe OTIENbHBIX MMAKETHUKOB U J1aeT
JETKYI0 BO3MOXKHOCTh NPUMEHEHHs JaHHON JIeKapCTBEHHOW (OPMBI, KOTOpPYIO YHAOOHO
IpOTJaThIBaTh 0€3 BOABI KaK OOBIYHBIM JIIOJSM, TaK M JIUIAM, KOTOPbIE OOBIYHO MCIBITHIBAIOT
3aTPYAHEHUS TNPU NPOTJaThIBAHUM TAOJETOK WM Karcyl. B HMHCTpYKIMH MO NpPUMEHEHHIO
JU3WHOBOM colln  KerompodeHa B rpaHymax mo 40 Mr mnpeacraBieHbl HEOOXOIUMBIC
OpeaynpexIeHusl, YTo oOecleuyrnBaeT MPaBWIbHBIA M O€30MacHBIl caMOCTOSATENbHBIN MpHUeM
npernapara.

C YU€TOM TOI'0, 4YTO IIAHHUpYyEMas 1034 JIN3UHOBOH COJIH KeTOHpO(I)eHa coctaBisaeT 40 mr
OIHOKpATHO, KaKux-1100 np06neM ¢ 0€30I1aCHOCTBIO YYaCTHHUKOB HCCIICIOBAHUA HC OKNAACTCH.

Hcnonb3oBanue 1uianebo B 3TOM MCCIEJOBAHUU SBISETCS TNPHEMIIEMBIM M ITHYECKH
OTPaBJAHO, TOCKOJIbKY 1) HET pucka 1yt 0€30MacHOCTH W OJaronoydusi marueHTa u 2) B
cilydasix, KOrja HCCIeAyeMblil Mpernapar Wid Mianedo He MO3BOJAT JOCTHYb JIOCTaTOYHOI'O
YPOBHSI CHUKEHHSI MTHTEHCUBHOCTH 00JIH, MalueHTaM Oy/IeT Mpe1oCcTaBlIeHa pe3epBHas Teparusl.
VYyacTHHKaM HccleIoBaHUs OyleT MpeiiokKEeHO BO3AEPKUBATBCS OT MpHUeMa pPe3epBHBIX
IpenapaToB B TEYEHUE NIEPBOr0 yaca Mocie IMpuemMa uccienyemoro npenapara. [lapaneramon B
no3ze 500-1000 mr Obu1 BHIOpaH B KayecTBE PE3EpBHON TepamnuM, MOCKOJIbKY OT OTHOCHTCS K
Ipyroi QapmareBTU4YecKoi Tpymie 00e300JIMBAIOIIMX IPernapaToB, YTO IMO3BOJIUT H30€XaTh
B3aMMOJENCTBUS MEX Iy npenaparaMmu. Ecin npuem napaneramona B gose 500-1000 mr e nact
HYKHOT0 3¢ ¢eKTa, naiueHTam OyeT pa3pelieHo NpuHUMaTh napaimeramoi B 1o3e 500-1000 mr
Kaxaple 6-8 4YacoB; MHTEpBAI MEXJAy INpUEeMaMHU HE JOJDKeH ObITh MeHblle 4 4Yacos;
MakcHUMaibHas cyTouHas j03a cocrasiseT 4000 mr.

OTO  HCCIEOBaHME  CUYMTAETCS  WHTEPBEHLMOHHBIM  HCCIEJOBAaHHUEM C  HU3KUM
WHTEPBEHLIMOHHBIM PHUCKOM, IIOCKOJIBKY OHO TMPOBOJMTCS C YK€ 3apEeruCTPUPOBAHHBIM
JICKapCTBEHHbIM MpEnapaToM, KOTOpBIH OyIeT HcCleoBaH B COOTBETCTBUM C  €TO
PErMCTPAallMOHHBIM YIOCTOBEPEHHEM, BBIJAHHBIM B HEKOTOPBIX CTpaHax EBpoOIbL.

4. UCCIIEAYEMAJ NNONYJasALUA
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4.1. Uccnenyemas monmyasinust

B CKpUHUHT JaHHOTO MCCIEA0BAHMS TIaHUPYETCA BKIOUNTH 10 100 My>XKUYUH U KEHILIUH, Y
KOTOpBIX 3aIUIAHUPOBAHO YyAajleHue Modsgpa. 70 MNalMeHTOB, NPUTOAHBIX JUIsl y4acTusl B
UCCJIEIOBAaHUH, OYyT PaHIOMHU3UPOBAHBI B OJJHY U3 IPYII T€panuu B COOTHOIIEHUH 1:1:

I'pynna 1. Tepanust npenaparom OKMTACK" B 03¢ 40 Mr — 35 nanueHTos

I'pynmna 2. Tepanus miarne6o — 35 manueHToB.

4.2. Kpurepum BKJIIOYEHUS

HaLII/IeHTBI, MNPUTOJAHBIC JIA Y4aCTUA B JAaHHOM HCCICAOBAHHU, JOJDKHBI COOTBCTCTBOBATH
CICAYIOIIHUM KPpUTCPUSAM BKIIFOUCHUA:

1.
2.

[Tonnmucanuas hopma HHPOPMUPOBAHHOTO COTIIACHS
My>KUrHBI ¥ )KEHIIUHBI B BO3pacTe oT 18 110 65 yeT (BKIFOYUTEIBHO);

JIuna, KOTOpbIM OBLIO BHIIOJIHEHO Y/AaJEHUE HE PETUHUPOBAHHOIO MOJIsipa B T€UeHUeE 3
4acoB JI0 paHIOMU3ALINHY;

JIuna ¢ XopommMM COCTOSIHUE 3/10pOBbsl (IOHSTHE Oa3MpyeTcs Ha OCHOBE KPUTEPHUEB
0e30MmacHOro NpuMeHeHus: aMOyJIaTOpHOTO 00€300IMBaHu );

Jluna, KOTOpHIM B TEYEHHME 3 YacOB IOCJIE DSKCTpakUMM 3y0a TpedyeTcss Mpuem
npenaparta st ymenbiienus 6omnu (BALI >30 mm);

JIuma, KOTOpBIE COTJIACHBI OCTAaBATHCS IOJ] HAOMIOACHHEM B TeUEHHE 9 4YacoB Iocie
ynaneHus 3y0a;

JInna, cnocoOHble 3anonHuTh 100-MUITUMETPOBYIO BU3YyaJbHO-aHAJIOIOBYIO LKAy U
KaTeropuaJibHyI0 LIKaJly B Te€YEHHUE Neproaa HabmroaeHus (0KosIo 9 yacoB);

[TonHoe moHMMaHME: CIIOCOOHOCTh MOHMMATh CYyTh U IIEJIM WCCICIOBAHMS, BKIHOYAs
BO3MOXXHBIE PHCKH U MO0O0YHBIE dS(PPEeKTh; CMOCOOHOCTh COTPYOHUYATH C
UccnenoBareneM 1 BBITIONHATH BCe TPEOOBAHMS UCCIICIOBAHNS,

KOHTpaHCHHI/IH ()IJ'IH )I(GHIJ_II/IH)I KCHIIIUHEI, CIIOCOOHBIE K ACTOPOKACHUIO, HOJIZKHBI
HCIIOJIB30BaTh B XOJ€ HCCICAOBAHUA KaK MHUHUMYM OJUWH HaJC)KHBIH METOJ
KOHTpaluCnuu u3 4uciia nepeUrnCICHHBIX HHUXKE!:

da. TOPMOHAJIBHBIC TIICPOPAJIBHBIC, HMIUIAHTUPYEMBIC, TpaHCACPMAJIbHBIC WA
HHBCKIMOHHBIC KOHTPAUCTITUBLI;

b. HeropMoHanbHOE BHyTpuUMaToyHoe YycTpoiictBo (BMY), wnmm xeHckuit
Ipe3epBaTUB CO CIIEPMUILUIIOM, WM KOHTpALENITUBHAS I'yOKa CO CIEPMUIIUIOM,
WM quadparma co CepMULIMIOM, WIH IIEEUHbIN KOJIMa4yoK CO CIIEPMULIUIOM;

C. MYX4YHMHA TMOJOBOW MapTHEP >KEHIINHBI JI0JIEH ObITh COTJIACeH Ha UCIOIb30BaHUE
MY>KCKOTO TIPe3epBaTHUBA CO CIIEPMUIIUIOM;

d. monoBo# mapTHEp, KOTOPOMY ObLIA BHINOJIHEHA CTEPUITH3ALINS.

4.3. Kpurepum HeBKJIOYEeHUSA

[Manentsl He OyayT BKIIOYEHBI B MCCIEIOBAHME, €CIM OHU COOTBETCTBYIOT XOTSI ObI
OJTHOMY M3 KPUTEPUEB HEBKIOUEHUS, U3 YUCIIA IIEPEUUCIICHHBIX JaJlee:

1.

Jluma, KOTOpBIM OBUTH BBITIOTHEHBI: YAalleHUE PETHHHUPOBAHHOTO M JUCTOMUPOBAHHOTO
3y0a, 3yOOCOXpaHSIONIME  OMEpaluH, aNuKaJbHOEe  TMEepeMEelIeHue  JIOCKyTa/
BECTUOYJIOIIACTUKA CO CBOOOJHBIM TPAHCIUTAHTATOM JECHBI, B3SATBIM U3 TBEPIOTO
Heba;
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2. Jluma, KOTOPHIM B T€UYEHHUE OJHOM MPOIeyphl ObUIO yAaIeHOo 0oJbIIe 0JHOTO 3y0a;

3. Jluma, KOTOpPHIM OJHOBPEMEHHO C ynajeHHeM 3y0a Obla BBIMOJHEHA YCTaHOBKA
WMIIJIAHTA;

4. Aunneprusi: W3BECTHas WM IMpeAroyiaraeMas TUIEPUYBCTBUTEIBHOCTh K AaKTHUBHBIM
KOMIIOHEHTaM (KeTompodeH ¥ mapaneramMoll, MPUMEHICMbIH B KaueCTBE PE3EPBHOTO
mpernapara) W/WIM BCIIOMOTraTeNbHBIM BEIECTBAM B COCTaBe Ipenapara; HaJIU4YUE B
aHaMHe3e TMIEepYyBCTBUTEIBLHOCTU K JIEKAPCTBEHHBIM IMpernaparaM (B 0COOEHHOCTH, K
HECTEPOUIHBIM MTPOTUBOBOCTIAIUTEIBHBIM IIPENapaToOM) WM AJJIEPTUYECKUX PEAKIIMi B
[[EJIOM, KOTOpble, Mo MHeHHio VccrmemoBarensi, MOTYT TMOBIUSATH Ha pE3yJIbTAaThl
UCCJICI0BAHMS;

5. 3aboneBaHus: HalIU4YME B aHAMHE3€ 3HAYMMBIX 3a00JI€BaHUM MTOYEK, IIEUEHH, CepAEUHO-
COCYIIUCTOM CHCTEMBI, JBIXaTEeIbHONH CHCTEMBI (B TOM 4YHCIE OpPOHXHAIbHOM acTMBI),
KOXH, CHCTEMBl KPOBHM, OPIraHOB BHYTPEHHEH CEKpPELUH, >KEIyIOYHO-KHIIECYHOTO
TPaKTa ¥ MOYEBBIBOJSIINX IyTeH M TOJOBOW CHCTEMBI, TMOO HEPBHOH CHCTEMBI HIU
ayTOMMMYHHBIX 3a00JI€BaHUIl, KOTOPbIE MOTYT HMOBJIUATH HA LIETH UCCIIEIOBAHUS;

6. JlekapCTBeHHbIE TpemapaThl: TMPUEM HECTEPOUAHBIX  IPOTUBOBOCHAIUTEIHLHBIX
IpernapaToB U Apyrux 00e300JMBAONINX MpenaparoB (B 0COOEHHOCTH, KeTompodeHa,
napaneramonia M auneTwicanuiioBo  kucnotrel  (ACK)), aHTHUrucTaMHHHBIX
MpenapaToB, CEJATUBHBIX IMpENapaTroB, B TOM YHCIE PACTUTENBHBIX MpernapaTtoB H
OMOJIOTHYECKH aKTUBHBIX MUIIEBHIX JOOABOK B TeueHHE 48 4acoB 0 yAajaeHHs 3y0a;

7. WccnenoBaHus APYrux JEKapCTBEHHBIX MPENaparoB: y4acTHe B UCCIEIOBAHUH JHOOOTO
JPyroro mpenapara B TCYSCHHE 3 MECSIEB 10 Hadajla CKPHHUHTA (BKIFOYAs TOCIIETHION0
MPOLEAYPY UCCIIEIOBAHNUS);

8. AJKoroipHas U HAPKOTHYECKAsi 3aBUCUMOCTh B aHAMHE3E;

9. TlonoxxuTenbHble pPE3YyNbTaThl TECTa Ha OEPEMEHHOCTb Yy MKEHIIUH, CIIOCOOHBIX K
JETOPOKACHUIO (BKIIIOYAs KEHIINWH, HAXOASIIUXCS B IOCTMEHOIIAay3€ MEHee 2 JIeT).

4.4. Kpurepnu HeBKJIIOYCHHSA

JlonyckaeTcss OTHOKpATHBI NOBTOPHBIA CKPUHUHI NAIMEHTa, €CIIH IMpOoLeaAypa ydaleHUus
3y0a Obula OTJIOKEHA MM OTMEHEeHa 3a mpenenaMu okHa JleHb -4 — Jlenp 1. B aTtom ciyuae
NAUEHT JO0JKEH MOANKNCaTh HOBYIO (popMy MHPOPMHUPOBAHHOTO COTJIACHS, EMY IIPHUCBAUBAETCS
HOBBII HOMEp, U BCE MPOLEAYPbl CKPUHUHTA JOJDKHBI OBIT POBEICHBI IIOBTOPHO.

3anpeu1aeTcsi HOBTOpHBIﬁ CKpUHUHI' TAaOUCHTOB IJId BTOPOro YyAaJCHUA MOJIApa HIIN
y4aCTue B UCCICAOBAHNUU IBA pa3a.
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5. MCCJEIYEMBI MMPEIIAPAT

5.1. Onucanue

Hccaenyemslii npenapar:

OKHUTACK?® rpany.si no 40 mr

JeiicTByIoIIEe BEMIECTBO:

Keromnpodena mi3uHOBas CONb
Kerompoden: 2-(3-6eH30n1(peHNIT)-TIPOTHOHOBAS KHCIIOTA,;

Ci6H1403; HOMEp B COOTBETCTBUH € KaTAJIOTOM XUMHUYECKOH pedepaTHBHON
ciryx051 (CAS) 56105-81-8; monexynspras macca 254,29

JIn3uH: 2,6-I[I/IaMI/IHOFeKcaHOGBa$I KHUCJI0Ta,

CeH 4N,0O,; HOMEp B COOTBETCTBUH € KaTaoroM XHUMHYECKON
pedeparuBHoii ciyxk0b1 (CAS) 70-54-2; MmonekynspHas Macca 146,19

Kiunnuko-gapmakonornueckas
rpynma:

HeCTepOH}lHLIfI HpOTI/IBOBOCHaHI/ITeHLHHﬁ mnpenapar, Ipou3BOAHOC
HpOHHOHOBOfI KHUCJIOTHI.

Koxz ATX: MO1AEO3

JlekapcTrBenHasi gopma U cocTaBb:

I'panyiibl 111 IEpOPaAILHOTO NIPUEMA.

CocraB: nu3nHOBas cojib KeTonpodena, moBuaoH K-25, kpeMHuii
(kosuTOHTHBIN OE3BOIHBIN), THIIPOMEITI03a, OCHOBHOW OYTHIUPOBAHHBIH
comonmumep metmnakpmiaara (Eudragit EPO), maypuncynedar HaTpus,
CTeapHHOBas KHUCIIOTa, MarHUs CTeapaT, apoMaTH3aTop JaiMa,
apoMaTH3aTop JIMMOHa, apomaTu3arop Frescofort, acmapram, MaHHUTOI,
KCHJIMTOJI, TAJIbK

Onucanne:

I'panynbl B makeTHke.

[MakeTnk: HENPO3payHbIA, HU3TOTOBICHHBIN U3 TTOJUATHIICHA/ aTFOMUHUS/
oI TIIIeHTeTpadariara, coaepxkamuit 700 mr rpanyin (40 Mr TU3UMHOBOM
coiu keronpodeHa)

CyrouHas 103a

40 mr — 1 makeTHK

Pexum Tepanun:

OnmHOKpAaTHBIN TpHEM

YciaoBus XxpaHeHHs:

XpaHUTb NP TEMIIepaType He Bbie + 25°C

XpaHUTh B MECTE, HEJJOCTYITHOM IS IeTeH

IIpousBoanrensn:

Kommnanus "Dompé farmaceutici S.p.A." (Mranus)

http://www.biocentury.com/companies/dompe_farmaceutici_spa

IloBTOpHAs ynakoBka
(nepBMYHASA U BTOPUYHAS)

Kommanus "Monteresearch" (Mramus)

KoHTpo.1b 1 BBINYCK NApTHH

Kommanns "Dompé farmaceutici S.p.A." (Utamms)

IIpenapar cpaBHeHus: IInane6o, nMuUTHpYIOLICE MpenapaT OKHUTACK® B rpanyJax no 40 mr
CyrouHas 103a 0 mr — 1 makeTuk

Pexxum Tepanun: OmHOKpaTHBIN TTpHEM

YcioBusi XpaHeHUs: XpaHuTh IpH Temneparype He Boime + 25°C

XpaHuTh B MECTE HEAOCTYITHOM IS IeTeH

IIpoussoanrenn: Kommanus "Monteresearch" (Mramms)
KonTpoas u BbIMycK Kommanus Dompé farmaceutici S.p.A.
napTuu

http://www.biocentury.com/companies/dompe farmaceutici_spa (Mranms)

KOHOUJEHIINAJIBHO
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5.2. Pe:xxum Tepanuu

[TaneHTH MPUMYT TIpenapar OKUTACK® B rpanynax no 40 mMr wim 1ianedo OgHOKPATHO
B TEUEHHUE 3 YacOB MOCIE yNaJICHUsI MOJspa (MHTEHCUBHOCTH OOJIM MO BH3YallbHO-aHAIOTOBOM
mkaige >30 mwm). Kaknaplii malueHT MOoJyduT OJHUH IMAaKeTHK, coiepkamuid 40 Mr Ju3HMHOBON
conu KeronpodeHa (IKBUBAICHT 25 Mr keronpodeHa) uiu miamnedo. Bee conepkumoe makeTnka
MAlMEeHT JOJUKeH IOMECTUTh cebe Ha s3bIK M OporioTuTh. Vccienyemblil mpemnapat
pacTBOpSIETCS B CIIOHE, IOATOMY MPHUEM BOJBI MOXKET HE MOTPEOOBATHCA.

5.3. PanioMu3anus u 3aKpbITHE KOJOB Tepanuu

OTo [BOIHOE crenoe IUIaneb0-KOHTpoiIupyeMoe uccienoBanue. IlanmeHTtsl OyayT
pacnpezeneHsl ¢ noMmouibio cucreMbl IWRS B cootHomenuu 1:1 B oHy 13 1BYX rpynm:

I'pynna 1. Tepanust npenapaTom OKUTACK® B no3e 40 Mr — 35 namueHTos
I'pynna 2. Tepamnus minane6o — 35 maueHToB..

Panpomuszanust Oyner mpoBefeHa Hocie yaaleHus 3y0a MpU MOJATBEPkKIAEHUU KpUTEpUEB
BKItoYeHus1/ HepkimoueHust (BAL >30 mm).

Tepanus B JOBOMHOM cClemoM pexxuMe oOecneunBaercs Ianedo, KOTopoe HASHTUYHO
npemnapary OKUTACK® B rpanynax no 40 mr. IIpenmapar Oyaer MapkupoBaH TakKUM 00pa3oM,
4TOOBI 3TO MCKIIIOYAJO packpbiTue koja tepanuu. Cucrema IWRS Ha3HauuT HOMEp ymakoBKU
HCCIJIETyEMOT0 Tpemnapara, CoAep>KUMOe KOTOPOil JOJKEH MPUHATH MalueHT. PykoBoacTBo 1o
panmomuzanuu U pabore ¢ IWRS Oymer mpencraBineno MccrnemoBarensM mepen HadaioMm
UCCJIEJOBAHMUSL.

5.4. Ilpouenypa packpbITHS KOJOB Tepanuu

Kop kaxnoro KOHKpETHOTO MalkeHTa MOET ObITh PACKPBIT MPU HEOTIIOKHON MEAUIIMHCKON
CUTYallUH, €CIIU 3HaHHE TOro, KaKoM mpenapaT Obli1 Ha3HAYEH 3TOMY MALUEHTY MOXET MOBIIUATh
Ha ero Jie4eHne. Ha3HaueHHUE TePaNuy CaceHUs He TpeOyeT pacKphITHS KO/a.

PackpbiTHe Kkoma Tepamuu manueHTa MoxeT ObiTh mnpoBeneHo uepe3 IWRS. Ilpuumna
pacKpbITUsl KOJa Tepamuu JOJDKHA ObITh YyKa3aHa B IHEepBUYHOM JokyMmeHTanuu. llo
BO3MOXHOCTH T€peJ]] PacKpbITHEM KoOJla Tepanmuu HEoOXOIUMO CBS3aThCS C MEAMLIUHCKUM
MOHHMTOPOM; €CJIH 3TO HEBO3MOKHO, TO MEIUIIMHCKUI MOHHUTOpP JOJDKEH OBITh YBEAOMJIEH O
PacKpbITUU KOJIa TEPAIINU B TEUEHUE 24 4acoB MOCJE TOr0 KaKk OHO ITPOU30ILIO.

5.5. KoMI1aeHTHOCTH B OTHOLLICHUH HCCJIeyeMOH Tepanuu

[lanpeHTsl AOMKHBI OAHOKPATHO MPHUHATH HCCIEAYEMBbIM mpenapar IMoj KOHTPOJIEM
UccnenoBarensa. Crnemnuduyueckold OIEHKM KOMIUIAGHTHOCTH B XOJI€ ATOTO MCCIEIOBAHUS HE
MPEANOIaraeTcs.

5.6. YnakoBka u MapKHUpPOBKA Npenapara

Hccnenyemblil npenapat Oyzaer npenoctaBisaTbes CHOHCOPOM. YTHakoBKa M MapKHpPOBKa
npernapata  OyJeT NPOBOAUTBCA B COOTBETCTBUM C  JCHCTBYIOIIUM  POCCHICKUM
3aKOHOJIATEIILCTBOM M JICHCTBYIOIIUMH TPEOOBAHUSMHU.

MapkupoBka KOpOOKH, B KOTOPOHl COAEP)KUTCS NAKETHK C MCCIEIyEeMbIM IpernapaTrom,
nokasaHa Ha Pucynke 2.

Pucynok 2  MapkupoBKa KOpoOKH, cofepxaleil NAKeTHK ¢ NpenapaToM

MapkupoBKa nakeTvka rnokasasa Ha Pucynke 3
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PI/IcyHOK 3 MapKI/IPOBKa MaKETHKA C HCCJIIEAYEMBIM IpermapaTom

Juast kimHuYecknx uccjaenoBanuii- Kimmaunyeckoe uccienopanune: KSL0117
Ynakoska Ne XXX* I'panynst OkiTask® 40 mr nm [Tnane6o

HozupoBka: 1 maker, coorBercTBytommid 40 Mr wim 0 Mr cosi KeTonpogeHa JIN3uHa

KHNO: 000 «1DPAPMAY, Poccus,ten. + 7 (495) 276-1143
Cepust: XXXXX** Cpok rogHocTu: 10 XXXXXX
XpaHUTh B HEOCTYITHOM JIJIs IETEH MecTe

* Homepa HaOOpOB OyIyT MOJATOTOBIICHBI B COOTBETCTBUU C PAHAOMHU3AMMOHHBIM JIUCTOM H
nponymepoBanbl oT 001 g0 150.

5.7. Yuer uccieayemMoro npenapara

HccnenoBarens HeceT OTBETCTBEHHOCTh 3a BEACHHUE 3allMCEH IO y4YETy HCCIELyEeMOIo
npemnapara Juis TOro 4TtoObl H30eXKaTh OIIUOOK MPH MOJTyYSeHUH, XPAHEHUH, BbIJaue U BO3BpATe
UCCIeyeMoro  mpemnapara.  Mcnonb30BaHHbIE — NAKETUKUM — JOJDKHBI  XPaHWUThCA B
HCCJIEN0BATENIBCKOM LIEHTPE JUII MOHMTOPUHIA M IOATBEPKICHUSA WX BBIJAYM IAlMEHTaM. B
Clly4ae MOBPEKICHUS MAKETHKA, KOTOPOE HE JaeT MAalMEeHTy NPUHATh UCCIEAYEMBIH Npenapar,
HE00XO0IUMO C/IeJIaTh COOTBETCTBYIOILYIO 3alIUCh B IEPBUYHOM JOKYMEHTALIMM U XKypHAJle yyeTa
npenapara, ocje 4ero akeTHK J0JKeH ObITh 3aMEHEH ¢ MoMoIlbio cucteMbl IWRS.

5.8. XpaHneHnue uccieayemMoro npemnapara

HccnenoBarenb HeECeT OTBETCTBEHHOCTh 3a aJE€KBATHBIM IpPUEM, XPAHEHHE, BbIIAYy M
BO3BpAT MCCJIEAYEMOro Mpernapara, a TakKe 3a BEeJACHHUE NMHBEHTAPHBIX 3aMUCEN U PETrUCTPALHIO
B IWRS.

Wccnenosatens A0MKEH 00€CeUNTh OTPAHUYEHHBIN IOCTYI K Mpenapary U HeoOXOJUMbIH
TEMIEPaTypHbI  PEeXUM JUIsI €ro XpaHeHus. XpaHEHHE HCCIelyeMoro Ipernapara
OCYIIECTBIISIETCSl MpU KOMHATHOW Temmeparype He Bbime +25°C. KoHTponb Temmneparypsl
JIOJDKEH TPOBOAMUTHCS C IPUMEHEHHEM TEPMOMETPOB, PErMCTPUPYIOLIMX MAaKCHUMalbHYIO HU
MUHUMAJIbHYIO TEMIlepaTypy 3a OT4eTHbli mnepuoa. MHbopmanmus 1Mo MOHUTOPUHTY
TEMIIepaTypbl TOJKHA PETYJSIPHO PETUCTPUPOBATHCS B JKypHaJle KOHTPOJS TeMIepaTypsl (T.e.,
KaXKIbIH JCHb 38 UCKIIIOUEHUEM BBIXOJIHBIX U MPA3THUYHBIX JTHEH).

5.9. ConyTcTBy101Iasi M pe3epBHAasi Tepanus

Bce conmyrcTByromue gekapCTBEHHBIE NPENapaThl, B TOM YUCJIE PACTUTENBHBIE ITPEnapaTsl U
Ouonornyecku axkTHBHble muIeBble 00aBKu (BAJl) MOMWKHBI OBITH 3aperMCTPUPOBAHBI B
nepBuyHOM noxkymeHtaunu n B SMPK. K »Tum mpemaparamMm OTHOCATCA BCE JIEKAPCTBEHHBIE
npenapaTthl 1 OMOJIOTMYECKH AKTUBHBIE JOOABKH.

K comyrcTByromeil Tepamuu TaKKe OTHOCHTCS aHECTE3Wsl M Tepamus CIIaceHWs,
pa3pelieHHass MPOTOKOJOM  MCCIEIOBAaHUs, KOTOpass HpPUMEHSeTCSs Uil  CHUXKEHUS
WHTEHCUBHOCTU 00JIU (€CITH 3TO TPUMEHUMO).

Jlis aHecTe3un MOXKHO MCIOJIb30BaTh YibTpakauH J{ (aptukaun 40 mr), Yiaerpakaun JC
dopre (aptuxkaun + aapenanud 40 mr + 0,01 mr/mn), Yasrpakaun [IC (apTukaus + aapeHannH
40 mr + 0,005 mr/mi) B kosnmyectBe 1-2 kapmyi. MccnenoBarens MOeT BbIOpaTh mpenapat Jis
aHECTe3UHU C YUYETOM COCTOSIHUS NAalMEHTa, MEIUIUHCKOrO aHAMHEe3a U JIPYTUX 0OCTOSITEIbCTB.
KonnyecTBo HCIOIB30BAaHHBIX KapIlysl M THUIT aHECTE3UH Y KQKI0T0 U3 MAIIMEHTOB JIOJKHBI OBITh
3aperucTpUpOBaHbl B IEPBUYHOM JOKyMeHTauuu u B 311PK.

B ciywae HemocTaTOYHOTO KOHTPOJIS HaJl OOJBIO MAIMEHT MOJIYYUT TEPAITHIO CIIACEHUS IS
ob6e30omuBanus (1.e., I[lapameramon B Tabmetkax B jgo3e 500-1000 wmr). YuacTHHKaMm
UCCIICIOBaHMsI Oy/eT MPEIIOKEHO BO3JICPKHBATHCS OT MPHEMa PE3ePBHBIX IMPErmapaToB B
TE€YeHHE OJHOTO yaca Mocje MmpueMa uccieayemoro npenaparta. Ecnu mpuem [lapareramona B
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noze 500-1000 mr He mact HykHOro 3(ddexra, manueHTam OyaeT pas3pelieHo NpPUHUMATh
napaneramol1 B go3e 500-1000 mr kaxzasie 6-8 4acoB; HHTEPBAI MEXKIy NMPUEMaMHU HE JOJLKEH
OBITH MEHBIIIE 4 YaCOB; MaKCUMaJIbHasA CyTouHas Jo3a coctasiseT 4000 mr.

HaumenoBanue mnpemnapara (NIpeanoyTHTEIbHEE HAUMEHOBAaHME AaKTHUBHOIO BELIECTBA),
JI03UPOBKA, 4acTOTa U CIIOCOO NPUMEHEHHUs, MOKa3aHHUA K NPUMEHEHHIO (BKJIIOYas OCHOBHOE
3a0ojieBaHue, COMYTCTBYIOIIME 3a00JIeBaHMsI, HEXKEJATEeNIbHbIE SIBICHUS WM NPOQUIAKTUKY),
JlaTa Havajga M OKOHYaHMs NPHMEHEHHs INpenapaTa COMYTCTBYIOIIEH TEpaluy JOJIKHBI ObITh
3apEeruCcTPUPOBAHBI B IEPBUYHOMN JTOKYMEHTALUH U B HHIUBUYaJIbHOM PErUCTPALIMOHHOMN KapTe.

Ecnu Ha MOMEHT 3aBepILIEHUs UCCIIEIOBAHUS COMTYTCTBYIOLIAs Tepanus MpoJa0KAeTCs, TO B
NPK nmomxkHa OBITH clielaHa COOTBETCTBYIOIAs OTMETKA.

5.10. 3anpenieHHas NpeAMIeCTBYIOIIAS U CONMYTCTBYIONIAS Tepanusi

K nmpemnapartam, npueM KOTOpBIX 3amlpelleH B TeueHue 48 4acoB 0 CKPUHHUHIA U B TEUCHUE
Jns 1 oTHOCSTCS:

e AHTHUrMCTaMHHHBIE NPENapaThl;
e CenaTHBHbIE ITpeNapathl (B TOM yuciie pacTuTenbHble U bA/lbI).
[Tpenapatsl, npUMEHEHUE KOTOPBIX 3anpelieHo B Teyenue Jus 1:

e JlekapcTBeHHbIE IpemnapaThl JUIsl aHECTE3MHM, IMOMHUMO YKa3aHHBIX MPOTOKOJIOM
UCCIIEIOBaHMsI (HaIpUMep, POKauH, JTUI0KanH);

e Hecrepougnsie MPOTHBOBOCHANUTEIbHBIE MpenapaThl ¥ KOMOMHHpPOBaHHBIE
npenaparbl, B COCTaB KOTOPBIX BXOJAT HECTEPOUIHBIE MPOTHBOBOCHAIMUTEIIbHbBIC
Ipenaparsl (3a UCKJIFOUEHHUEM UCCIIEyeMOT0 Ipernapara);

e (OOe30onuBaromye MpenapaThl: OMUOWJBI, AaleTUICATUIWIOBAs KHCIOTa U €€
MPOU3BOJHBIC, MHUPA30JOHBI, Jpyrue 00e300NHMBaIOIIMEe U KAPOIMOHUKAIOIIHE
npenaparbl (32 HMCKIIOYEHHWEM TMpEernapaToB TEpanmuu CIACeHUs, YKa3aHHBIX
MPOTOKOJIOM, €CJTH IPUMEHHUMO);

e AHTUTPOMOOTHYECKHE JIEKAPCTBEHHBIE MTPENapaThl;
e [‘emocraTtnyeckas ryoka.

KpOMe TOrO, 3allpClICHO Y4aCTHUEC B OLICHKAX THOOBIX HCCIICAYCMBIX IPENapaToB B TCUCHUC 3
MCCAILICB 10 HavaJla CKpUHUHI'A U B TCYCHHUE CaMOT'O UCCIICIOBAHUS.
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6. ITPOLHEAYPBI HCCJIEJOBAHUA

Bce mpouenypsl ncciaenoBaHusi JOMKHBI TPOBOAUTHCS B COOTBETCTBHH C TPEOOBAHUAMU U
pexoMmenmanusaMu Hamnexarneld KIMHUYECKOH MpakTHKH MeXayHapoaHoW KOH(EpeHLIUH Mo
rapmonm3anuud (ICH GCP Pazpgen E6 (R2) PykoBoacTBO mo Hamiaexamied KIMHHYECKOU
npaktuke (EMA/CHMP/ICH/135/1995 — 1 December 2016)) u EBpa3uiickoro k0OHOMHYECKOTO
Cowsa (EADC), npuHnmmamu, ykKa3aHHBIMH B XEJIbCHHKCKOW JI€KJIapalud, a TakkKe B
COOTBETCTBUM C JEHCTBYIOIIMM 3aKOHOAATEIBCTBOM M HopMatuBamu Pocculickoin denepanumn.
HccnenoBaTenb JOHKEH OBITH COTJIACEH Ha MPOBEACHNUE MOHUTOPUHIOB, ayJUTOB M MHCIIEKIUN
B KIIMHUYECKOM IIEHTPE U NPENOCTAaBUTh NPSIMOM JOCTYIl K MaTepHallaM HCCIEIOBAHUS s
CnoHcopa u ero mnpexacraButenei, HezaBUCHMOro 3THYECKOr0 KOMMTETAa U INPEACTaBUTENEH
PEryISTOPHBIX OPTAHOB.

6.1. UnpopmupoBanHoe coriiacue

WudopmupoBanHoe coriiacue He0OXOAMMO MOJYYUTh Ha CKPUHHUHIE IEepe]] MPOBEICHUEM
TOOBIX TPOLEAYpP, OTHOCSIIMXCS K HccienoBanuio. OIUH JK3EMIUIIP MOJINHCAHHOTO
MH(OPMUPOBAHHOTO COIJIacus JOJeH ObITh MepelaH NaleHTy, a BTOPOH MOJIUCAHHBIN
AK3EMIUISP J0JIEH OBITh OCTAaBJIEH B MCCJIEI0BATEIbCKOM LIEHTPE BMECTE C JIOKyMEHTaLuen
MaIUEeHTa M0 UCCIIEI0BAHUIO.

6.2. PerncTpauus naumeHTa

Kaxnomy mnamuenty, nojamucasumeMy ¢opMy HHPOPMUPOBAHHOIO corjiacus, OyneT
TIPHCBOEH MHIMBHUIYaIbHBIH PErUCTPAIMOHHBIN HOMEp, COCTOosIMi 13 ueTsipex mudp: [ [ -
L[] - nepsbie aBe mudpHI COOTBETCTBYIOT HOMEPY LIEHTPA, a BTOPHIE [ABE — MOPAIKOBOMY
HoMepy mammeHnta B 3toM wneHtpe (01, 02, 03 u t1.1.). 3areM mamueHTy OyJaeT NPUCBOCH
paHIOMHU3ALMOHHBIA HOMEp, KOoTophli pacnpenenser cucrema IWRS. On cocrout u3 Oykssl R u
meyx tmmdp (R[] ]). HccmemoBarens mOMKEH MepeHeCTH >TOT HOMEDP HA ATHKETKY
UCCIIEIyeMOT 0 Npernapara, pacupeieICHHOTO MalueHTy (CMOTpH paszen 5.6).

WNucerpykuusa no peructpaunu nauueHtoB B IWRS Oyner npeacrasnena MccnenoBatensm
nepesl Ha4yajaoM MCCIIEIOBaHUs.

6.3. lemorpajdmueckue 1aHHbIe 1 MeIMIMHCKHIT aHAMHE3

JU1s OLIEHKM COOTBETCTBUS MAIMEHTOB KPUTEPHUAM BKJIIOUEHUS/ HEBKIIOUEHUsT HEOOXOIMMO
coOpartb nemorpaduueckue JaHHbIE MalMeHTa (10J, JaTa POXAECHHs/ BO3pacT, paca) U MOJIHBIN
MEIUIUHCKUI aHaMHe3, BKIII0Yasi 3HaYMMble OCTpble M XPOHUYECKUE 3a00JI€BaHUs U COCTOSHUS
(HaHpI/IMep, HOCTMGHOHay'?)a), AAHHBIC IO XUPYPru4€CKUM BMCHIATCILCTBAM W aJIJICPTUICCKUM
peakuusaM. Kpome »3TOro HEOOXOIUMO ONPOCUTH MAaLMEHTa O TOCHUTAIM3ALUAX W/HUIH
XUPYPTUYCCKUX BMCHIATCILCTBAX, 3aIllJITAHUPOBAHHBIX HA BPEMA NPOBCACHUA MCCICIOBAHUSA
(ecnmu mpumeHunMo). Bce HOBBIE AMAarHO3bl M COCTOSIHUS, BBISABJICHHBIE B XOJI€ CKPHUHUHTA,
JOJIDKHBI OBLITH BHECEHEI B MGJII/IHI/IHCKI/Iﬁ AaHaMHE3 ITallMCcHTa.

6.4. O6csIenoBanne poToBOM 1MOJIOCTH

OOcnenoBaHne pPOTOBOW MOJIOCTH BKIFOYAET OLCHKY OOIIEro BHIA, COCTOSHHS CIIM3UCTBIX
00oJo4ek, 3y00oB U ropia.

HN3meHeHus 1o CpaBHCHHIO C HCXOJHBIM COCTOSHHEM, KOTOPLIC PACHCHHUBAIOTCA KakK

HCXKCIaTCIbHBIC ABJICHUA, JOJIKHBI OBITh 3apCruCTpupOBaHbl B HepBI/I‘IHOﬁ AOKYMCHTAIlMU U B
sHPK.

6.5. Iloxa3zaTenu ;kM3HEHHBIX QYHKIMI, Macca TeJla U pocT

BpaueOHbIii ocMOTp BKJIIOYAET M3MEPEHUE apTepUANbHOIO JABJIEHMs, MOJACYET MyJbca U
YaCTOTHI JIbIXaTENbHbBIX ABM)KEHUH B MOJIOKEHNHU culd nocie 10 MmuHyT oTasixa. M3MeHnenus no
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CPaBHEHHUIO C UCXOIHBIM COCTOSTHUEM, KOTOPBIE PACIICHUBAIOTCS KAK HEXKeJIaTeIbHbIC SIBJICHUS,
JOJIKHBI OBITH 3apETUCTPUPOBAHBI B IEPBUYHOM nqokyMeHTaruu U B 311PK.

B3BemmBanue npoBoautcs 6e3 00yBu. Poct peructpupyercs Ha OCHOBaHHH CJIOB MTAIMEHTA.
6.6. OneHo4YHbIE MIKAJIBI

OueHounble mIKanel npeacrasieHsl B [punoxenun (Paznen 12).

1) UnTeHCcMBHOCTD 00JH

OrneHKa MHTEHCHBHOCTH OOJIM TIPOBOJIUTCS C TIOMOIIbIO BU3YaJbHO-aHAJIOTOBOM IITKAJIbI
(BAILD), koropast cocrout u3 100-MIIITMMETPOBOM KA ¢ nuana3oHoM oT 0 MM (HeT 6oiu) 110
100 MM (camast cunbHast 00k, KOTOPYIO MOKHO TipeacTaBuTh) (Pazmen 12.1). [Tanuenty Oyner
MPEJIOKEHO OCTABUTHh METKY Ha ITKaJie HA OCHOBAHUHU TEKYIIIEH MHTCHCUBHOCTH OOJIH.

HccnenoBarens N0JNEH M3MEPUTh paccTosHHe OT 0 1O OTMETKM Ha IIKajle C IOMOLIBIO
CTaHJAapPTU30BAHHOM JIMHEWKU U 3allMCaTh pe3ysbTaT B IEPBUYHON JOKymMeHTauuu u B IPK.

2) CHukeHHe MHTEHCHBHOCTH 00.1H

OneHka CHUKEHHUSI UHTEHCUBHOCTU OOJIM MPOBOJUTCS C MOMOILBIO BU3yaJbHO-aHAJIOTOBOU
IIKaJIbI, KOTOpasi COCTOUT M3 mKaybl JyimHOW 100 MM ¢ auanazoHoMm oT 0 MM (MHTEHCHUBHOCTH
6omu He cHu3miach) a0 100 MM (MakcuMaiabHOE CHM)KEHHME MHTEHCHBHOCTH Ooinn) (Pasgen
12.2). INamuenty OyneT MpeasoKEHO OCTAaBUTh METKY Ha IIKajJe HAa OCHOBAHUU TEKYIIETO
CHH)KCHHS HHTEHCUBHOCTH OOJIH.

HccnenoBarens 10JE€H M3MEPUTh paccTossHue OoT 0 1O OTMETKM Ha IIKajle C MOMOLIBIO
CTaHJApPTU30BAaHHOM JIMHEWKH U 3alICaTh pe3yibTaT B IEPBUYHOU ToKymMeHTanuu u B 1IPK.

3) OOmas oneHka, NPOBeJeHHAS CAMUM MAIHEHTOM

[TanmenTy OyneT mpeuiokKEeHO IMPOBECTH OOIIYI0 OLEHKY CBOErO COCTOSIHUS, OTBETHUB Ha
Bompoc: "C yderoM Bo3zeHCTBHs 00, HACKOJIBKO XopoIo Bel cedst uyBcTByere?". IlamueHt
JOJDKEH JaTh OTBET Ha IIKajle W3 5 MyHKTOB: | = oueHb Xopomo, 2 = xopomo, 3 =
YIOBJIETBOPUTENHHO, 4 = MII0X0, 5 = o4yeHsb mioxo (Pazmen 12.3).

OrneHka MO JaHHOW IIKaJie TMPOBOJUTCS TOCIE OLEHKH OONHM TO BHU3yaJbHO-aHAJIOTOBOM
HIKane 70 MpHeMa MCCIeNyeMOoro mpernapara (MCXOAHBIH YpOBEHb) U B TOYKE 6 4acoB MOCIe
nmpueMa HccieayeMoro mpenapara. Ecny marmueHT OyneT mMpUHHMATh TEpanuio CHaceHHs, TO
OIICHKa MO JIaHHOW IIKalle MPOU3BOJMUTCS TMocie mocieaHero uaMepenus no BAII (mepen
MIPUEMOM TEPAIIUU CIIACCHHUS ).

HccnenoBatens JOJDKEH 3amucaTh yKa3aHHBIA —MalMeHToOM Oaal B MEPBUYHOM
noxkymenTtanuu u B UPK.

6.7. OnpenesieHue BpeMeHHU /10 NMEPBOro OLIYTUMOI0 CHHMKEHHS] HHTEHCHUBHOCTH
0osm (BIICB) u BpeMeHH 10 3HAYUTEIbHOI0 CHHMKEHMS] MHTEHCHUBHOCTH 00/M
(B3CBb)

Cpa3y ke TIpH TpHeMe HCCIeIyeMOro Ipernapara MalueHThl JOJDKHBI 3alyCTHTh IBa
CCKyHIOMCEpa. OI[I/IH U3 HUX OOJDKCH 6LITI: OCTAHOBJICH Cpa3y K€, KaK TOJIbKO IHalUuCHT
MOYYBCTBYET 3aMETHOE CHIDKEHHE OO0JIM, a BTOPOH — TOCJIE TOTO KakK MAIMEeHT MOYYBCTBYET
3HAYUTCIIbHOC CHUXKXCHUC 6OJ'II/I. BpCMSI A0 ICPBOT0 OITYTUMOT'O CHUIKCHUSA MHTCHCUBHOCTH 60HI/I
(BIICB) u Bpemsi 10 3HAYMTENBHOTO CHIDKCHHS HHTEHCMBHOCTH 00 (B3CB) mommkHBI OBITH
3aperucTPUPOBAHBI B IEPBUYHON JoKyMeHTanuu u B 211PK.
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6.8. be30onmacHOCTL U HeKeJIaTeJdbHbIE ABJICHUSA
6.8.1. Onpenenenust

HexenatenbHoe sBiaenue (HSI) — moGoe HeOmarompusiTHOE MEAWIIMHCKOE COOBITHE,
KOTOpPO€ MPOU3OILIO C MAIMEHTOM WM WCHBITYEMbIM, MOJYYUBIINM HCCIEIyEeMbIH Mpenapar,
KOTOpoe He 00s3aTeNbHO CBS3aHO C MPOBOAMMON Tepamueil. Takum oOpa3om, HexenaTeabHOe
SBJICHUE MOKET OBbITh JIIOOBIM HEOJArompHUsTHBIM M HEOXHJAHHBIM H3MEHEHHEeM (B T.4., U
OTKJIOHEHHEM B JIaOOPATOPHBIX MMOKA3aTENAXK), CUMIITOMOM MM 3a00JIeBaHUEM, CBSI3aHHBIMU 110
BPEMEHHU C MCIIOJIb30BAaHUEM JIEKAPCTBEHHOI'O (MCCIIENYEMOr0) Mpenapara, BHE 3aBUCUMOCTH OT
TOTO, CBSI3aHBI OHU C STUM (HCCIeAyeMbIM) IMpenapaToM WM HeT. B maHHOM HcclenoBaHUU
HE)KEJIaTeNbHbIC SBJICHUS HEOOXOOMMO pPETHCTPHPOBATH C MOMEHTa TMOJMHMCAHUSA (HOPMBI
MH(OPMUPOBAHHOTO coryiacus (Iepes MojaydeHHeM MEepBOU J03bI UCCIeyeMOro mpernapara) J10
Bu3uta HaOmoaeHus ([enp 3+1) mocrme mocineAHEro BU3HWTA MAlMEHTa WM IOCIETHEH
IpoUeaypbl B paMKaX MPOTOKOJIA UCCIIEIOBAHMUS.

bonv nocne yoanenus 3yo6a 6 0aGHHOM UCC1€008aHUU He Oydem paAcyeHUueamuvcs, KaK
HedicenamenbHoe A6/ECHUE.

Hexenarenbnas JekapcrBennas peakuus (HJIP) — mo6oe HexxenaTenbHOE sIBJICHUE, 15
KOTOPOTr0 HUMeeTcsi OOOCHOBaHHAsi BO3MOXHOCTh TOTO, YTO OHO BBI3BAHO JIEKAPCTBEHHBIM
npenaparoM. CinoBa "000OCHOBaHHAs BO3MOXKHOCTB' O3HAYalOT, YTO €CTh KaKUe-TMOO JaHHBIE,
MOJTBEPXKIAIOIIUE HATUYME MPUUMHHOW B3aMMOCBSI3UM MEXIY IpernapaToMm (B J000H 103€) U
paccMaTpuBaACMBbIM HCKCIIATCIIbHBIM SABJICHUCM.

Cepbe3Hoe HekeJaTe/IbHOE sIBJIeHHe — JII000e HEOMAronpusITHOE MEIUIIMHCKOE COOBITHE,
KOTOpOE€ IpH JIt000i1 103€:

- TPUBEJO K CMEPTU UM MPEICTABISET YIpo3y AJs KU3HU (T.€., €CTIM BO BPEMsl pa3BUTHS
HEXEJIAaTeJIbHOTO SIBJICHUSI ObUT PUCK CMEPTH MallUEeHTa. ITO HE OTHOCUTCS K COOBITHSIM,
KOTOPBIE MOTJI OBl PUBECTH K CMEPTH, €CJIM Obl OHM ObLTH 00JIee TSIKEITBIMH )

- TpeOyeT rocnuTain3aluy Wi MPOUIEHUs TOCIUTAIN3AlUN

- TpUBEIO K  3HAYUTCIBHOMY  JUIMTEIIBHOMY  MJIM  IIOCTOSSHHOMY  CHUIKEHUIO
TPYAOCIIOCOOHOCTH, TOPOKY PA3BUTHS WIN K BPOKIACHHOMY Je(eKTy

- SBIACTCA BaA)XKHBIM MCIUIIMHCKHUM COOBITHEM

K BaXHBIM MEIUIIMHCKUM COOBITUSIM OTHOCSITCSI T€, KOTOpbIE MOTYT HE SBISATHCS
HEIMOCPEACTBEHHO YIPOXKAIOUMU JKU3HM, HO HMEIOT OYEBHUIHYIO WIH BBIPAXKCHHYIO
KJIMHUYECKYI0 3HAYMMOCTh. OHM MOTYT MNPUBECTH K YXYAUICHUIO COCTOSHUS TalueHTa/
YYaCTHHKA UCCIIEIOBaHUS U MOTYT MOTpeOOBaTh BMEIIATENbCTBA I MPEAOTBPALLCHUS OJJHOTO
U3 JIPYTUX CEPBbE3HBIX MCXOJ0B, YKa3aHHBIX Bbllle. Hanpumep, nepeno3upoBka npenapara Win
37I0yNOTpeOIeHe UM, CYJOPOTrH, KOTOpble HE MPUBEIM K TOCHMTAIM3ALMU B CTallMOHAp, WU
MHTEHCHUBHAs Tepanusi OpoHXocna3Ma B OTAEJIEHUH HEOTIOXKHOW MOMOIIHM OOBIYHO MOTYT OBITh
pPaCLEHEHBI KaK CEpbE3HBIC HEXKEIATCIIbHBIC SBJICHUS.

ITPUMEYAHUE: Tocnuranm3anus IIO0 CONHMAJIBHBIM IOKa3aHHWAM, BHU3HTHI B JTHEBHOH
CTaL[I/IOHap, TOCIIUTAJIN3alusd WJINn OHCpaTI/IBHOC JICUYCHHUC, KOTOpBIG 6BIJII/I 3aHHaHI/IpOBaHBI 0
BKJIFOUCHMS MAlMEHTAa B HCCIENOBAaHHE IS JICUEHUS OCHOBHOI'O 3a00JI€BaHHS HE CUHMTAIOTCS
CepBGSHBIMI/I HCKCIJIATCIIbHBIMU ABJICHUSIMMUA.

Heoxnnaemasi HexkeaTelbHasi JeKAPCTBeHHAsl PeaKLUsl — HEXeaTelbHas peakuus,
OpUpoJia M TSDKECTh KOTOPOW HE COOTBETCTBYIOT MpPUMEHseMOH MH(pOpMaluu MO Npernapary
(manpumep, gaHHbIX U3 bpourtopsl Mccnenoparens no He 3aperucTpupoOBaHHOMY IIpenapary Win
MHCTPYKILIMHU MO MPUMEHEHHIO MpenapaTa/ KpaTKOW XapaKTEepUCTHKE JIEKApCTBEHHOIO Mperapara
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B ClIy4ae 3aperuCTpPUPOBAHHOIO Ipenapara). JTa Ipylna TakXKe BKIHYAECT HEXKeIaTeJIbHbIE
JIeKapCTBEHHbIE peakluy, yka3aHHble B bpommope MccnemoBaTtens Kak XapakTepHble Uis
JAHHOTO KJIacca MpEerapaTroB WM OXUIAeMble B CBSI3U C (PapMaleBTUYECKUMHU CBOHCTBAMHU
UCCIIlyEMOT 0 Npenapara, KOTOpble paHee OTMEUEHb! He ObLIH.

Ilono3peBaemasi Heo:kHJAaeMasi cepbe3Has HeXKeJaTeJbHAas peakuusi: Jro0as
1oJI03peBacMasi HeKellaTeNIbHAsT PEaKIMsl, SIBITIONIAsICS KaK CEePbhEe3HOH, TaK W HEOXKHUIAHHOM
(suspected unexpected serious adverse reaction, SUSAR). Onpenenenne 0XuaaeMOCTH PEaKIIuU
JIOJKHO TIPOBOJUTHCS HAa OCHOBE bpourtoper HMccienosarens.

6.8.2. bepemenHnocTb

JKeHmuHbI, CIOCOOHBIE K JETOPOKICHHUIO, HE MCKIIOYAIOTCS M3 HCCIEAOBAaHUS B CIIydae,
€CJIM OHHU HCIIOJIb3YIOT HAJCKHBIC METOJIbI KOHTPOJISA POXKAaeMOCTH. JKeHIIMHAMH, CIIOCOOHBIMHU
K JICTOPOXKJECHUIO, CUMTAIOTCS BCE JKCHIIMHBI, (PU3HOJIOTHYECKH CIIOCOOHBIC 3a0€peMEHETh, B
TOM YHCJIC KCHINMUHBI, HAXOAIIMECS B TOCTMEHOIIay3e MEeHee 2 JIeT.

I[JIS[ y4acTusa B 3TOM HUCCIICAOBAHWHN €0 NMOTCHUUAJIBHBIC YYAaCTHUKHU JOJIKHBI COIJIACUTBHCA
Ha HCIIOJIb30BAHUEC HAACIKHBIX MCTOJ0OB KOHTPALCIIIIHNU. Ha,Z[CDKHLIMI/I MCTOAaMM KOHTpalCIIInuU
SABIIAKOTCA:

d. TOPMOHAJIBHBIC IICPOPAJIBHBIC, HWMIUIAHTUPYCMBIC, TpPAHCACPMAJIbHBIC HJIHA
HHBCKIMOHHBIC KOHTPAUCTITUBLI;

b. HeropMoHallbHOE€ BHYTpHUMaroyHoe YycTpoiictBo (BMY), wumm  keHckwuii
IIPE3EPBATUB CO CHEPMUIIMJIOM, WM KOHTPALENTUBHAS I'yOKa CO CIEPMULIUIIOM,
wn auagparma co COepMUIIUIOM, WK IIEEUHBIH KOJIMAYOK CO CIIEPMHIIMIIOM;

niIn JOJI’KHbI UMCTh:

C. MYX4YHMHA TOJOBOW MapTHEP >KEHIINHBI JI0JIEH ObITh COTJIACeH Ha UCIOJIb30BaHUE
MY>KCKOTO TIpe3epBaTHBa CO CIIEPMUITUIOM;

d. momoBoi MapTHEP, KOTOPOMY ObllIa BBINOJIHEHA CTCpHUJIN3alusl.

VYYacTHUIIBI HCCIICIOBAHUST JKEHCKOTO T0J1a, HECHOCOOHBIE K JCTOPOXKICHUIO WIIH
HAXOJAIIMECsS B MOCTMEHOINAy3¢ He MeHee 2 JieT OyIyT BKJIFYAThCS B HCCIIEOBaHUE. Y BCeX
YYACTHHIL MCCIICAOBAHHS JKEHCKOTO IOJIa JODKEH OBITh OTPHIATEIbHBIA pe3ysibTaT TecTa Ha
OepeMEeHHOCTb.

bepeMeHHOCTh HE SIBISIETCS CEPHE3HBIM HEKENATEIbHBIM SIBIIEHUEM, HO OTHOCHUTCA K
COOBITHSIM, O KOTOPBIX HEOOXOAMMO CpO4YHO yBenoMJsATh CroHcopa. B cinydae GepemeHHOCTH,
BBISIBJICHHOM B TeueHue 10 30 aHel mociie mpueMa UccieayeMoro npernapara, HaCTyMUBIIEH Kak
y HaIMEeHTKU JKEHCKOTO T0Jja, TaK U Y KEHIIUHbI-apTHepa MaleHTa My>KCKOT'o 110J1a, JJaHHbIE
110 OEpeMEHHOCTH JIOJKHBI ObITh HEMEJUIEHHO iepeanbl CrioHcopy. 3a NalMeHTKaMu KeHCKOT0
noja OyzeT MpOBOANTHLCS HaOI0/IEeHUE B TeUEHUE BCEro cpoka OepemeHHocTH U 30 qHEH mocne
ee okoHuaHus. COCTOsIHUE 3/10POBBS JIIOOBIX HOBOPOKJIEHHBIX TAK)KE JTOJKHO OTCIIEKUBATHCS B
tedeHue 1o 30 nHell mocne poxaeHus (BKIoYas ciydad OepeMEeHHOCTH MapTHEPOB MAallMEHTOB
MY)XCKOTO Tona). Baxknyro wuHOpMaIuio HEOOXOIMMO pPETHCTPUPOBATH B IMEPBHUYHON
nokymenTaruu, 3IPK u B popme otuera mo 6epemMenHoCTH. OTYETHI IO OEPEMEHHOCTH JTOJIKHBI
OBITH 3alOJHEHBI U MepelaHbl MO0 JIEKTPOHHOM mouTe/ (hakcy B COOTBETCTBHM C IPOLEAYpPOH,
onucaHHoil B Pasmene 6.8.7 "Perucrpanus cepbe3HbIX HEXKEJATENIbHBIX SIBJICHUH U CIyyacB
O6epemeHHOCTH".
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6.8.3. Perncrpanusi  HexelaTeJbHBIX fIBJICHHH H

CEPbE3HBIX HEXKEJIATECIbHBIX SIBJICHHH

Bo Bpems mccienoBaHust U HAa BU3WTAX KOHTPOJIBHOTO HAOIONCHUS TMAIUCHTHI JTOJIKHBI
JOKJIabIBaTh O JIOOBIX HEXKENAaTelIbHBIX SBJICHUSX, B OCOOCHHOCTH B OTBET Ha OTKPBITHIE,
IIpsIMbIE BONIPOCHI, 3aaaHHble MccnenoBareneM. MccienoBarenu Takke JOJKHBI pErMCTPUPOBATh
T00bIe Cepbe3HBbIE HEXKeNaTelbHbIEe SBJICHUS, O KOTOPHIX MAlIMEHTHl CIIOHTAHHO COOOIIMIU B
teyeHue 30 JHeW 1Tocle TOJYy4YEHMs MMM Hcciaeayemoro Impenapara. [ kaxaoro
HE)KEJIATEIIbHOTO SIBJICHHUS/ CEPbE3HOT0 HEXKEJIATeNbHOTO SBICHHS, O KOTOPOM COOOIIMII
nanueHT, MccnegoBarens 1okeH coOpaTh U 3apeTUCTPUPOBATh B MEPBUYHON JOKYMEHTALIMH U
B 511PK Bcio HeoOXoauMyro HHPOPMALINIO, BKITIOYAs TUarHo3 ¥ CUMIITOMBI, JaTy Hadaua U Jary
paspelieHusi, UCXOJ, CTENeHb TSHKECTH, KPUTEPUU CEPhE3HOCTH, OOCTOSTENIbCTBA, KOTOPHIE
MOTYT YKa3bIBaTb Ha BO3MOKHYIO B3aUMOCBSI3b C HCCIIEAYyEMBbIM IIPENAapaToOM U COIYTCTBYIOLIEH
Tepanuen, COMmyTCTBYIOIIME 3a00JIeBaHUSI U COCTOSIHUS, MPOLIEAYPhl UCCIIEIOBAaHUS WIN JApyrue
IIPUYMHBI, IEUCTBUS IPOU3BEACHHBIE C UCCIEAYEMBIM IIPENapaToM, JIEKAPCTBEHHYIO TEpaIulo,
MEAMIIMHCKHE BMEUIATENbCTBA, PE3YJIbTAThl JTA0OPATOPHBIX M HWHCTPYMEHTAIBHBIX TECTOB IO
MOBOJly HEKEJATEJIbHOTO SBJICHUS, JpPYrHe OOCTOSTENbCTBA, KOTOpPBHIE MOTYT JIOINOJHUTh
OIMCAaHUE JAHHOI'O HEKEJIATEIbHOTO SBJICHUS.

JlaTOfI Ha4dajla CEPbE3HOTO HEXKEIATCIBHOI'O SBJICHUA ABISACTCA AdaTa IOABJICHUA KPpUTCPUA
CCPBLC3HOCTH. Hpe,Z[H.ICCTBYIOH.[ee COCTOsAAHHUEC, ¢€CJIKh OSTO IMPUMCHUMO, HJOJIKHO OBITh
3apCruCTPUPOBAHO KaK HEKECIATCIbHOC ABJICHHUEC, HC ABJIAIOIICCCS CCPHE3HBIM.

Ecnu HexxenaTenbHOE SBICHUE SBISAETCS CEpbe3HbIM, MccmenoBaTenb Takke JOKEH 10aTh
OTYET 0 CEPbE3HOMY HEKENATEIIbHOMY SBICHMIO (C yKa3aHHMEM KPUTEPUEB CEPbE3HOCTH) B
TedeHue 24 4acoB IOCJe MEPBOro MoJyuyeHus: HHPOPMALUU O HEM MEAULUHCKOMY MOHUTOPY
komnanun UGAPMA. Kpome Toro, CioHCOp JOKEH MOJIYYUTh 3aBEPEHHBIE KOMTUU EPBUYHBIX
JOKYMEHTOB 110 3TOMY CEpPbE3HOMY HEKEJIaTeIIbHOMY SBJIEHHIO (BBIIMCHAs CIIpaBKa U3
CTalllOHapa, 3aKJIIOYEHHE MO0 pe3ysibTaTaM BCKPBITHS, CIpaBKa O CMEpTU U T.N.). JlaHHbIE B
HNEPBUYHBIX JOKYMEHTaX U (hopMe OTYeTa MO CEephe3HOMY HEXENATeIbHOMY SBICHHIO JIOJIKHbI
OBITH Ha/AJIEKALUM 00pPa30M aHOHUMHU3UPOBAHBI.

Ecnmu y mammenta nabmomaeTcst Oojiee OJHOTO CEPbE3HOr0 HEXKENIaTeNbHOTO SIBICHUS,
UccnenoBarens 10JIEH yCTaHOBUTh, KAKOE€ M3 HHUX SBIAETCS IMEPBUYHBIM OCHOBHBIM, T.€.,
ompeAenuTs Haubosee 3HaunMoe. Eciu B TOM ke OTueTe MEepEeUYMCIeHbl U JApYyrue SBICHUS, TO
HccnenoBatenb, BMECT€ C yKa3aHHEM B3aWMOCBS3H C HCCIEAyEeMBIM IIpenapaToM, IO0JDKEH
OTIpeIeNIUTh, KaKhe He)KelaTeIbHbIC SBIICHUS SBISIOTCS CEPhE3HBIMHU, a KaKHe CEPhe3HBIMH HE
apisitoTcs. B moboMm cinydae ot MccnenoBarens tpedyercs, 4ToObl OH 3amucai CBO€ MHEHHUE O
B3aMMOCBSI3M HAOIIOAaeMbIX SBIEHUHN C UCCIIENYeMbIM JIEKAPCTBEHHBIM MPENapaToM.

HexenarenbHble SBICHHUS HAIJICKUT PETUCTPUPOBATH M HAOJIONATh 3a HUMH, HAUYHMHAS C
JaThl TOAMUCAHUS HMH(DOPMHUPOBAHHOTO COTJacus W JO JAaThl MOCJIETHEro BHU3UTA WU
BBITIOJTHEHUS TPOIIEYPhI, CBA3aHHOH C HCCienoBaHUEM (Teie(OHHBIM KOHTAaKT B IIEPUOJIC
HaOTIOICHU).

Peructpanus cepbe3HbIX HEeXeNaTeIbHbIX SIBJICHUH, OIYYEHHBIX CIIOHTAHHO, IPOBOIUTCS B
tedeHue 30 qHEH mocie MPUMEHEHMsI UCCIIENyEMOro MpenapaTa: perucTpanns U OlleHKa TaKUX
HE)KENATEeNIbHBIX SBJICHUN IIPOBOJUTCS TOYHO TAaKXKe, KaK M PErHcTpalus U OLIEHKA CEpbe3HBIX
HE)KEJIATEJIbHBIX SBJICHUH, BOSHUKIINX B XOJ€E UCCIIEIOBAHUS.

B cootBerctBun ¢ npennucanusmu ICH E2A no coObiTusiM B meprojie MOocie OKOHYaHUS
UCCIICIOBAaHMsI, HECMOTPS HA TO YTO IMOMCK M cOOp Takoil HMH(OpMAIUU HE MPOBOIUTCS
CrnioHCOpOM B CTaHAAPTHOM MOpsAJIKE, HHPOPMAIHS 110 CEPbEe3HBIM HEKEIaTeIbHBIM SBJICHUSM,
KOTOpBIE BO3HUKJIM [IOCJIE€ TOro, KakK TIallMEHT 3aBEpIIMJ Y4acTHE B KJIMHHYECKOM
HCCIIEIOBAHNM, MOXET nepenaBaTbecsl lccienoBarenem HenocpeacTBeHHO CrnoHcopy. Takwue
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Clly4al HEKEJaTEeNbHBbIX SBJICHUN, BO3HUKIIUX IIOCIE OKOHYAHUS HCCIENOBaHMS, JOJKHBI
paccMaTpuBaThCs Kak TpeOyIolne YCKOPEHHOM perucTpalim, Kak eciau Obl OHU ObUTH BO3HUKIIN
B X0/I¢ UCCIIEIOBaHMA. B CBSI3U C 3TUM JUIsl IPUHATHS PEIICHHUS O TOM, TPeOyeTcs I yCKOpEeHHast
pEerucTpanusi TaKOrO HEXENATEJbHOIO SIBICHUS, HEOOXOAMMO MPOBECTH OLIEHKY NMPUYHH €ro
BO3HUKHOBEHUS U OIIPEAEIUTH €r0 05KUJIAEMOCTb.

MoHuTop uccie0BaHusl OTBEYAET 3a MPOBEPKY cooTBEeTCTBUS 3anmuced B 3MIPK u oTdueToB
10 CEPbE3HBIM HEXKEJIATEIbHBIM SBJICHUSM JAHHBIM B IEPBUYHOM TOKYMEHTAIIUH.

HccnenoBarens oTBeuyaeT 3a TO, YTOOBI YYaCTHHUKU HCCICAOBAHUA C HCKCIATCIbHBIMU
SBJICHUAMHA ITOJYYHIIN H€O6XO,I[I/IM06 JIEUeHUE JI00BIX HEKeIaTelIbHbIX HBHCHHﬁ, CCJIIM TAaKOC€

TpeOyercs.
6.8.4. OneHkKa TAKeCTH

I[HSI KaXXJI0T0 HEXKEIaTeIbHOT0 sSBJIeHuS VccaemoBarens NODKEH IMPOBECTU OLICHKY CTCIICHU
Tskectr. C 3To 18(SA105Y10) 6y,[[eT HCIIOJIB30BaThCA CICAYIOIAas KJ'IaCCI/I(l)I/IKaHI/IH CTCIICHHU TSXKCECTU:

Crenienp | — He BiMseT Ha OOBIYHBIC (PYHKINY MAlMEHTa (OTMEYAFOTCS CUMIITOMBI U

1. Jlerkoii crenenu
JKaoOBI, KOTOPBIE JIETKO TIEpeHOCATCS (TIpUeMIIeMOoe)).

2. Cpenneii CrernieHb 2 — BIMSET B HEKOTOPOM 00beMe Ha 00bIUHbIC (DYHKIUH NalueHTa (OKa3bIBAIOT
CTENeHN JIOCTAaTOYHO JUCKOM(pOPTHOE BIUSHHUE Ha OOBIYHYIO aKTHBHOCTH (OECIIOKOSIT)).

3. Tsoxenoit CrerneHb 3 — 3HAUUTENBHO BIUSET HAa 00bIUHBIC (DYHKIIUH NalMeHTa (MAIUeHT HeCTOCOOeH K
CTEIEHU paboTe WK He MOKET OCYHIECTBISITh OOBIUHYIO IESTENBHOCTD (HE IPUEMIIEMOE))

Jlis kaskoro 3nu3o/4a CiaeiyeT perucTpupoBaTh CaMylO BHICOKYIO TJOCTUTHYTYIO CTETIEHb
TSKECTH.

O6paTI/ITe BHUMAHHUEC, YTO HCXKCIATCIBHBIC SBJICHUSA TSDKCJIOM CTCIICHH HE BCEraa
COOTBCTCTBYHO KPpUTCPUSAM CCPBLE3HOCTHU, U, HaO60pOT, CCPBC3HOC HECIKCIIATCIIBHOC SBJICHUC HC
BCEerga OOJIZKHO OBITH HEXKEIATCIBHEIM SBJICHHEM TSDKEJION CTCIICHH. CpO‘IHOCTI) perucTtpannuu
CCPLE3HOI'0 HCKECIIATCIIBHOTO SABJICHUSA HEC 3aBUCUT OT CTCIICHU TAKCCTH 3TOI'O ABJICHUA.

6.8.5. B3aumocss3b ¢ HCCIeAyeMbIM NIPenapaToM

I[J'IH KaXJ0T0 HeXejaTeabHoro sBjeHus McciaemoBaTenab HOLKEH MMPOBECTHU OILICHKY €Tro
BO3MOKHOH B3aMMOCBS3H C HCCIICAYCMBIM IIp€rapaToM B COOTBCTCTBHU C KaTCTOpPUAMU,
MNPUBCACHHBIMHA B TaGJ’II/II_Ie JaJIce.

Kareropus
HEKeJIaTeIbHOT0
SIBIICHUS

Onpenenenue

1. B3aumocssi3b
OTCYTCTBYET
(comyTtcTBYytOIIIEE
coObITHE)

ﬂBJ’ICHI/IC, KOTOPOC HE CBA3AaHO U HC CMOXKCT OBITh CBSI3aHO C HCCICAYCMbBIM IIPCIIapaToM,
HalpuMmep, nNaumueHT ObLI nacCcakupoM BO BpEMsI JOPOKHO-TPAHCIIOPTHOI'O MMPOUCHICCTBUS.

2. B3auMocBs3b
MaJIOBEpPOSITHA
(6e3 mpsimoro
OTHOIICHWS)

Bzanmocs3b MaJIOBEPOATHA, HAIIPUMEDP, KIMHUYICCKOC CO6LITI/IG, BKJIFOYasl OTKJIOHCHMUS B
na60paToprlx TMoKasaTeJisix, TaK CBA3aHO 10 BPEMEHHU C IPUMCHCHUEM IIpIiapara, 4To
IMpUYUHHAA B3aUMOCBA3b CTAHOBUTCSA HeBepOﬂTHOﬁ " JJIs1 KOTOPOT'O B3aMMOCBA3b C APYT'UMHU
IperaparaMu, BEIIECTBAMU UJIN 3a00JIeBaHUEM SBIIsICTCS OoJiee BEPOATHBIM 00BSICHEHUEM

3. B3anmocBs3b
BO3MOKHA

B3anMocBs3b MOXET OBITh, HO SIBIIEHHE TAKXKE MOTJIO OBITH BBI3BAHO COCTOSIHHEM ITallUCHTA
WJIU APYTOW Tepanuei, Wikl MHOW MPUIMHOMN

4. B3auMocBs3b
BEpOsTHA

B3anmMocBs3p BeposITHA, HeXXeNaTeIbHOE ABJICHHE MIPEeKpaIaeTcs Ipy IpeKpanieHuN
MPUMEHEHHS CCIEeyeMOro MpernapaTta i He MOXKET OBITh CICICTBHEM COCTOSIHUS MAIlUCHTA

5. BzaumocBs3b
OYEHb BEPOSITHA

CunpHas B3aMMOCBS3b, SIBJICHUC IPCKpAlIACTCA ITPU NPEKPALICHUHY TPUMCEHECHNUA
HCCIICAyEMOTI'O Mpernapara U, €CJInu 3TO UMEJI0O MECTO, BHOBb BO3HHUKACT IIPU BO300HOBIICHUHU
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MIPUMEHEHHUS MCCIIeyeMOro Ipernapara

6.8.6. OneHKa 0KUIaAeMOCTH

OXUIaeMOCTh B ATOM HCCIICIOBAHMHM ONpPENEseTCs Ha OCHOBE JAaHHBIX W3 bporrropsl
Hccnenosarens

SBienue HexenarenbHas peakuus, IpUpoJa U TKECTb KOTOPOH COOTBETCTBYET CYILECTBYIOLICH
0KM]12eMO nHdopManuu 1o npenaparty (Harpumep, TaHHbBIM U3 bpourropsl Mccnenosarens)
SIBi1eHne HexenarenpHas peakuus, nprupoJa u TsKECTh KOTOpOfI HC COOTBETCTBYCT I/IH(l)OpMaIII/II/I u3
HeOoKUJAAHHOe COOTBETCTBYIOIIETO JOKYMEHTA 10 Npenapary (Hanpumep, AaHHBIM 13 bporropsl
Hccnenoarenst)
6.8.7. Perucrpanus cepbe3HbIX HelKeJIaTeJbHbIX

SIBJICHUI U cIy4yaeB OepeMeHHOCTH

0060 Bcex Ccepbe3HBIX HEXKENATENbHBIX SIBJICHUAX, BHE 3aBUCUMOCTU OT UX CTEIECHH TSKECTH
W B3aUMOCBSI3M C HCCIICyEMBIM MpEIapaTroM, a Takxke 000 Bcex ciydasx OepeMEeHHOCTH
HE00X0UMO cooOIaTh Ha aHTJIMICKOM SI3bIKE€ MEAUIIMHCKOMY MOHUTOPY KoMnanuu UOGAPMA
U B OTIeN Mo 0e30MacHOCTH MpemapaTa komnaHuu «Dompé» mo (axkcy wim mo 37IeKTPOHHOM
noutre B TedeHHe 24 4yacoB ¢ MOMEHTa, kKorja MccnemoBaTenio BIEPBBIE CTAI0 M3BECTHO 00
9TOM HEXeNaTelbHble sBIeHUA. MHpopMamms 1O Cepbe3HBIM HEXKEIATEIbHBIM SBICHUSM
JOJDKHA TepefaBaThCcsl B CHCIHAIBLHON (opMe OT4eTa IO CEPhEe3HBIM HEXKEIATeIbHBIM
aprneHusM. MHdopmanust mo OepeMEHHOCTH IOJDKHA TepenaBaThCs B CIeNHaIbHOU (opme
oryeta mo OepemenHoctu. Ilpm HeoOxommmoctu MccnemoBaTellb MOXKET CBSI3aThCS  C
MeauuuHCKMM MOHUTOPOM 171l KOHCYJIBTALMI WA Pa3bsICHEHUI.

PGFI/ICTDaIII/ISI CEPHE3HBIX HCXKCIIATCIbHBIX SIBJICHUM/ 6CDCMCHHOCTI/I

Haumenosanue kommauuu: OO0 UDOAPMA

Menunuuckuii MoHUTOp: BukTopus SBopckas
Tenedon: +7 (925) 400-01-34

®daxc: +7 (495) 276-1147

OnextponHas noura: SAE@ipharma.ru

Otnexn o 6e3onacHocTd npenapara Dompé Drug Safety:

Laura Boga, meHemxep 1o 6e30macHOCTH

[Mpsimas munus: +39 02 58383462;

dakc: +39 02 36026913

OnektpoHHas nouta: farmacovigilanza@dompe.com

MenuuuHckuit MonuTop Komnanun UOAPMA Oyzner HecTH OTBETCTBEHHOCTD 3a IIPOBEPKY
COOTBETCTBUS NepeJaHHON MH(POpMalUU U JaHHBIX, BKJIIOUYEHHBIX B (opMy oTtuera mo CHS/
OepeMEeHHOCTH, MOJy4YeHHEe U Iepenady Jro0o0i JOMOJHUTENbHON MH(pOpPMaLuu, NepeaaHHoN
HccnenoBarensiMu, a Takke 3a Mepeaady MOJTHOCTHIO 3aloiHEeHHbIX (opm oTueroB mo CHS/
O0epemenHoctn B Dompé Drug Safety HesamennuTensHO MO SJIEKTPOHHOM MOYTE U JIFOOBIM
cr1oco0oM B TeueHue 24 4acoB ¢ MOMEHTA, KOTIa CTAJI0 U3BECTHO O SIBJICHUH.

HccnenoBatens NOMKEH MPOUHCTPYKTHPOBATH MAIUEHTOB O HEOOXOAMMOCTH COOOILATH O
CEpbE3HBIX HEXKENATENbHBIX SBICHUSIX M OCpEeMEHHOCTH B TeueHHe uccienoBanus u 30 nHei
nocje IMOCTeIHero BH3UTa B HCCIeAOBaTeNbCKUM 1eHTp. B ¢opme otueta mo CHS/
6epemenHoctu MccenenoBarenb AOKEH MPEAOCTAaBUThH BCIO MHGOpMaIuio 1o ssieHuto. Kaxnas
dopma otueta mo CHS momkHa BKIIOYATh KaK MHHUMYM CJIEIYIOUIYI0O MH(OPMAIUIO: JTaHHbIE
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NanucHTOB, Ha3BaHUC ABJICHUA, KpI/ITepI/II\/'I CCPBC3HOCTHU, B3aAMMOCBA3bL C HUCCICAYCMbIM
nperaparoM U UCXO0a Ha MOMCHT CO3JaHUsl OTUCTA.

[Ipu cocraBnenuun nepBu4HoOro ordera VMccnenoparenb JOKEH yKa3aTh B OTYETE, UTO 3TOT
otdyer mepBUYHBIM (“Primary report”). Ilpu mosydeHUM MOMOJHHUTEIbHOH HWHGOPMAIUU IO
Cephe3HOMY HEKEJATEIIbHOMY SIBJICHUIO (Hampumep, HOBOM HHMOpMAIMM O COCTOSHUU
nanueHTa WM pPe3yjibTaToB JabOpaTOpHBIX aHanu3oB) lcciemoBaTenb OJDKEH 3aIllOJIHUTH
HOBYIO (hopmy oTdeTa mo CHS ¢ momeTkoit 0 ToM, 4TO 3TO JOonoJHUTEIbHBIN oTueT (““Additional
report”). Opurunan otuera no CHS nomken xpanutbes B nanke Mccnenosarens.

I/ICCJ'Ie,I[OBaTeJ'IB (I/IJ'II/I ynOJ’IHOMO‘ICHHBIﬁ YJICH HepCOHaJ'Ia) HECCT OTBCTCTBCHHOCTL 3a
COO6H_I€HI/IG 0 JH00BIX CCPBC3HBIX HECKCIATCIBbHBIX SIBJICHUSIX/ moA03pCBaCMbIX HCOXKHIAHHBIX
CCPBC3HBIX HEKCIATCIbHBIX PCAKIUAX B JIOKAJIbHBIM OTHYECKUM KOMHTET W B JIOKAJIbHBIE
YUPCIKACHUA B COOTBETCTBUU C ,[[GflCTByIOH.IPIMH IpaBHUJIaMH 1 HOpMAaTUBaMH.

CnoHcop OyaeT HECTH OTBETCTBEHHOCTh 3a TOJTOTOBKY M mepenady llepuommdeckux
oryeToB mo Oe3omacHoctr u ordyetl Mo SUSAR m 3a mepemady MX Ha pacCMOTpEHHE B
komnanuto HNDAPMA. Komnanus WDAPMA Oyaer HeCTH OTBETCTBEHHOCTh  3a
MEPHOANYECKYIO TIepejady OTYETOB M0 0€30IaCHOCTH B PEryJISTOPHBIC OPTaHbl HA TEPPUTOPUHU
Poccun u WccnemoBarensiM, a Takke 3a YCKOPEHHOE COOOIIEHHE O IM0J03PEBAEMBIX
HEOXKHIAHHBIX CEPHE3HBIX HEXKEIATECIbHBIX PEaKIMsIX B JIOKAJIbHBIE PETYIATOPHBIE OpraHbl B
COOTBETCTBUU C JICUCTBYIOIIMMM TIpaBWJIaMu u HopMmaTuBamu. CroHcop OyaeT HecTu
OTBETCTBEHHOCTh 3a COOOIICHHWE HEOOXOAUMON WH(MOpPMAIMU B PETYJISATOPHBIE OpraHbl 3a
npenenamu Poccuiickoit denepanum.

6.8.8. Ilepeno3supoBka npenapara

O cnyyasx nmepeso3upoBKH (CiydailHOM WJIM HAMEPEHHOM), KOTOpble MOTYT IPUBECTH WIIH
HE MOTYT IMPHUBECTH K CEpbE3HBIM HEXKEeJIaTelbHbIM peakuusM, lcciaenoBaTenb A0KEH
coobuare B komnanuto UOGAPMA u B Dompé Drug Safety ¢ mpumeneHueMm Toil ke camoit
IPOLEAYPHI, TO U JUISl CEPhE3HBIX HEXENIaTeIbHbIX SIBICHUMN, B T€UeHHE 24 4acoB MOCJE TOTO KaK
HccnenoBarento crajno HM3BECTHO O TakoMm ciydae. Croma OTHOCATCA OTYETHl O IMpHEMaxX U
nepeo3upoBKax Mpenapara ¢ CyuluJalbHBIMU HAMEPEHUSIMHU.

Ilepeno3upoBka mnpenapara OKHUTACK® ompejenseTcs Kak MpUMeHeHue Oornee 3
MaKeTHUKOB MIpernapara B 3aJaHHBIN JIEHb TEpaIuu.

HccnenoBatens AomkeH mpenoctaButh B (opme otyera no CHSA umHpopmanuio o
CUMITOMAX, KOPPUTUPYIOLIEH Tepanuu U UCXoJax NepeJ03UPOBKH.

6.9. locpouHoOe HCKIIOYEHHE YYACTHUKA U3 HCCJICJOBAHNS

[TanmeHT MMeeT NpaBo BBIMTH U3 UCCIIEOBAHMS B JIF0OOH MOMEHT 0€3 OOBSICHEHUSI IPUUMH.
[TatMeHT 1oMKeH ObITh UCKIIFOYEH M3 MCCIIEJOBAHUS B CICAYIOMIUX CIyqasx:

- Emy Tpebyercs Tepamnus criaceHust (Kak MPeayCMOTPEHO MPOTOKOJIOM HCCIIEIOBAHMUS )
- Emy TpebyeTcs npuMeHeHue 3anpenieHHbIX JIEKAPCTBEHHBIX MPENapaToB

- HccnenoBarenb CUMTAET, YTO 3TO BAXXHO C MEIUIIMHCKON TOYKH 3PECHHS

- IlamueHT 0TO3Ba] COBE COIJIACHE HA YYaCTHE B UCCIIEIOBAHUU

- TlamueHT HEe BBIOJIHSET MPOIEAYPHI, OTHOCSIIHUECS K UCCIICIOBAHUIO

- HexenarenbHoe sBI€HHE WM CEPbE3HOE HEXeNaTeIbHOE SBJICHUE, KOTOPOE BIMAET Ha
0€30MacHOCTh UK OJaronoayyue maiueHTa
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- TlammeHT BKIIOYEH B UCCIENOBaHME C HapyLIIeHHEM KPHUTEPHEB BKIIOYCHUS/
HEBK/IIOYCHUSA, WIA €CThb 3HAYUTEIbHBIE OTKIOHEHHUSA OT IIPOTOKOJA, KOTOPBIE MOTYT
MOBIUATH HA 0€30IaCHOCTh MALMEHTAa U IIETIOCTHOCTh JaHHBIX UCCIICIOBAHMUS.

ITo Bo3moxHOcTH MccnenoBaTenb JOKEH OOCYAMTh HEOOXOIUMOCTb HCKIFOUEHUS
HalyeHTa ¢ MEAUIUHCKIM MOHUTOPOM WJIM MPOMH(DOPMHUPOBATH 00 MCKIIOYECHUH MALMEHTA U3
UCCIIeIOBaHMsl (KpOME CIIydaeB IIPEKpalleHUsl HCCIENIOBaHMs M3-3a IPUMEHEHUS pe3epBHOU
Tepanuy, KOTOpble IPEAYCMOTPEHBl IPOTOKOJOM HccienoBaHus). IlpuunHa uCKItOUeHUS
NalyeHTa M3 UCCIEeNOBaHMUs JOJDKHA OBITh YKazaHa B NMEPBUYHOM AokymeHTanuu u B 3MPK.
Ecnn mamueHT mpekpamiaer cBoe ydacTHe B McCClIeoBaHUE Oojee 4eM MO OAHOM HpHUYHHE,
ClenyeT yKa3aTh TOJIbKO OCHOBHYIO IIPUUYMHY. ECIIM MallMEeHT HCKIIF0YAETCs U3 UCCIIENOBAHNS U3-
32 HEKEIATCIIbHOTO SBJICHUS WIH CEPbE3HOIO HEKENATEIbHOIO SIBJICHUSA, TO B KAadeCTBE
OPUYMHBI TPEKpalleHus] ydacTusi MalUeHTa B KCCIEIOBAHHWE JOJDKHO OBITh YKa3aHO 3TO
HE)KEJIATEIIBHOE SIBJICHUE WIH CEPbE3HOE HEXKEIIATEIIBHOE SIBIICHHUE.

Kpome Toro, CoHcop B r000€ BpeMsi MOXKET MPEKpaTUTh uccienosanue. Mcecnenosarens
UMEET MPaBo B JIt000€ BpeMs NMPEKPATUTh UCCIIEIOBAHUE [0 MEAULIUHCKUM WIIN PEryJsiTOPHBIM
npuunHam. MccnenoBanue MOXET ObITh IPEKPALIEHO TOJIBKO MOCIE COBMECTHBIX KOHCYJIbTAllUI
mexny Mccnenosarenem u CioHCOpOM.

CepB€3HBI€ HCKCIIATCIbHBIC ABJICHHUA W Cllydau 6€p€MeHHOCTI/I, IpoaODKAIIUECA Ha
MOMCHT IIPCKPpAlICHUA UCCICHOBAHUA, TOJIKHBI OTCIC)KUBATHCA B COOTBETCTBUU C IIPOTOKOJIOM,
€CJIM MC)KAY UCCIICO0BATCIIEM U CHOHCOpOM HC JOCTUTHYTO MHOC COTJIAallICHUEC.

Hu manuyenTsl, KOTOphle OYAYT NMPUHUMATH TEPAIUIO0 CIIACEHHUs, HU BBHIOBIBIIKE TMAIlMEHTHI
He OyIyT 3aMelIeHbl B HCCIIEIOBAHUH.
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7. BHU3UTHI UHCCIIEJOBAHUA

7.1. Ckpununr (Inum ot -3 10 1)
[Tponetypa nonydeHus: ”HGOPMUPOBAHHOTO COTIIACHS
HpI/ICBOeHI/Ie CKPUHUHI'OBOI'O HOMCPA NAIUCHTY

COop memorpaduyecKux TaHHBIX, MEAWIIMHCKOTO aHAMHeE3a W JaHHBIX 10 TEKYIIEMY
3200JICBaHUIO

OreHka paHee MOJTYYEHHOW M COMYTCTBYIOIICH Teparmuu
OO0cnenoBanne pOTOBOM MOJIOCTH

OmnpeneneHne mokaszareyell KU3HEHHBIX (YHKIIUH, Macchl Tena ¥ pocrta (10 JaHHBIM
MalyueHTa)

TecT Ha OepeMEeHHOCTh

VY nanenue moispa

OneHka THTEHCUBHOCTH 00Jn (B TeueHUE 3 4acoB Mocie yAaneHus 3yoa)
O1ieHKa He)KenaTeIbHbIX SIBIEHUN

OHGHKa KpUTCPUCB BKJIFOYEHMS/HEBKIIFOYEHHUS

CKpHMHUHT ¥ yajeHue 3y0a MOTyT ObITh POBEACHBI B OJIUH U TOT K€ JAeHb - JleHb 1.

JlonyckaeTcss OTHOKpPATHBIM NOBTOPHBIA CKPUHUHI NALMEHTa, €CIIA NpOoLeAypa yIaleHUs
3y0a Obla OTJIOKEHAa WJIM OTMEHeHa 3a mpenenamu okHa [lens -4 — Jlens 1. B sTOoM ciydae
NAllMeHT JOJDKEH TMOJIKMCaTh HOBYIO (opMy HMHPOPMHPOBAHHOTO COTJACHA H €My
IIPUCBaNBAETCs HOBBI HOMED.

3anpen1aeTcsl HOBTOpHI)If/'I CKpUHUHI' MAOHUCHTOB IJId BTOPOro YyAaJCHUA MOJIApa HIIN
y4aCTueC B UCCIICAOBAHNH [IBA pa3a.

7.2. Uccaenyemasi tepanus (dens 1)

/o npuema npenapama

OneHka He)KeaTeNbHbIX SBJICHUHN U COMYTCTBYIOIEH JIEKapCTBEHHOU Tepanuu
Pannomusanus u pacnpeneneHre HoMepa Habopa HccieyeMoro mpenapara

OrneHKa MHTEHCUBHOCTH O0JIH TI0 BU3yallbHO-aHanoroBoi mkaie (0-100 Mmm) B MOMEHT
Bpemen# (' (HemoCcpeCTBEHHO JI0 MTpHeMa UCCIIeIyeMOoro mpemnapara)

OO6mras orieHKa, MpOBEICHHAs CAMUMH MarleHTamMu (5-0auTbHas 1IKaa)

[Tpuem uccnegyemoro npemnapara

Cpa3y e mpH IpHeMe HCCIeIyeMOro Ipernapara MalueHThl JOJDKHBI 3alyCTHTh JBa
cekyHiaoMepa. OJMH W3 HUX JOJDKEH OBITh OCTAHOBJEH cpa3y e, KaK TOJBKO MAaIlUeHT
MOYYBCTBYET 3aMETHOE CHIKEHHE OOJIM, a BTOPOM — MOCJIE€ TOTO Kak MAIMEeHT MOYyBCTBYET
3HAYUTEIHLHOE CHIKEHNE OOJIH.
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ITocne npuema npenapama

e OreHka MHTEHCHUBHOCTH OOJIM TIO0 BH3yajdbHO-aHajoroBoil mkame (0-100 mm) gepe3 5
MuHyT, 10 MunyT, 15 Munyt, 45 munyt, 30 munyt, 60 munayt (1 gac), 90 munyt (1,5
yaca), 120 munyt (2 yaca), 180 munyr (3 uaca), 240 munyt (4 gaca), 300 munyt (5
yacoB) 1 360 MuHYT (6 4acoB) MocJje mpuema mnpernapara.

e OleHKa CHW)KEHUSI NHTEHCUBHOCTU 00JM MO BU3yalibHO-aHajoroou mkaiue (0-100
MM) uepe3 5 munHyT, 10 Munyt, 15 munyt, 45 mMunyt, 30 munyt, 60 munyT (1 yac),
90 munyr (1,5 waca), 120 munyt (2 gaca), 180 munyr (3 gaca), 240 munyT (4 yaca),
300 munyT (5 yacoB) u 360 muHyT (6 YacoB) mocie mpruemMa HpenapaTa2 .

e (OOmras oreHka, NMPOBEJACHHAs CaMUMH TalMeHTaMH (5-OaiipbHas IMKajga) — TOocie
MOCJICTHEH OIEHKH 10 BU3yaJIbHO-aHAJIOTOBOM IIIKaJIe

e  OrueHKa HeXeNnaTelbHbIX SIBJICHUN U COITYTCTBYIOLIEH JIEKapCTBEHHON Tepanuu

[TanieHT BBIMUCHIBAETCS M3 KIMHUYECKOTO IIEHTpA IOCJTE 3aBEPIICHHS] BCEX MPOLEAYP
BU3UTA.

7.3. locpouHoe npexkpaienue yuyactusi B ucciaenosanum (Jdenn 1)

B cinyyae 1ocpouHOro MCKIIIOYEHHs MAlMeHTa U3 MCCIEIOBAHUs, CIEAYIOLINE MPOLEIypbl
OyIyT IpOBEJEHBI (€CIU IPUMEHUMO):

. 2
e OreHka HHTEHCUBHOCTHU 00JIM O BU3yalbHO-aHai10roBoil mkane (0-100 mm)

e OreHKa CHUXKEHUS MHTEHCUBHOCTH OONMM MO BU3yaJdbHO-aHasmoroBoi mkaiue (0-100
2
MM)

e (OOmias orneHka, TPOBEICHHAS CaMUMH TManMeHTaMu (1o S5-0allIbHOM IIKanie) — mocie
MOCJICTHEH OIICHKH 0 BU3YalIbHO-aHAJIOTOBOH IIIKAJIC

e  OrieHKa HeXeNaTelbHbIX SIBJICHUN U COMYTCTBYIOLIEH JIEKapCTBEHHON Teparun

B crmyyae HemocTaTOYHOTO KOHTPOJIS Ha/l OOJBIO MAIMEHT MOIYYUT TEPAITHIO CIIACCHUS IS
ob6e30onuBanus (T.e., mapameramon B Tabnerkax B jgo3e 500-1000 wmr). YyacTHuKam
UCCIICIOBaHMsI Oy/eT MPEIIOKEHO BO3JCPKHBATHCS OT MPHEMa PE3ePBHBIX IPEMapaToB B
TE€YeHHE OJHOTO 4Yaca IMOCie MpueMa uccienyemMoro mpemapara. NB: ecnu manueHT MpUMeT
TEpANHI0 CITACCHUsS, TO BHINICIICPCUNCIICHHBIC MPOIEAYPHl JTOJDKHBI OBITH MPOBEICHBI MEPE.
Ha3HAYCHHEM Teparuu CrIaceHUsl.

Ecnu npuem napauneramona B no3e 500-1000 mr He mact HyxHOro s¢¢ekra, namueHTam
OyzeT peKOMEeHI0BaHO MPUHATH emie oHy 03y Ilaparneramona 500-1000 mr kaxsie 6-8 yacos;
MHTEpPBAJl MEXKy MpUEMaMH HE JOJDKEH ObITh MEHbIIE 4 4yacoB; MaKCUMallbHAs CYyTOYHAs 1032
cocrasiseT 4000 mr.

7.4. Illepuon Ha6monenus (dens 3 £1 nennp)

e OrleHKa HeXeNaTeIbHBIX SIBICHUN (Tene(OHHBINH KOHTAKT)

! [TarreHTHI JOJDKHBI YKa3bIBaTh (1)3.KTI/I'~16C](06 BpEMs NPOBECACHHUA OLUECHKHU IO Bn3yaan0—aHanor030ﬁ mkasne. OTKIOHCHUS
OT 3aIUIAaHUPOBAHHBIX BPEMEHHBIX TOYCK HE 6y)1yT CYUTATBCA OTKIIOHEHHUAMH OT IMPOTOKOJIa UCCICAOBAHUS. OTKIIOHEHUSIMU OT
MIPOTOKOJIa UCCIICAOBAHUA 6y)1yT CYUTATBHCS TOJIBKO IMPOITYCKH OLICHOK.
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7.5. He3anJiaHUPOBAHHbIE BU3UThI

[To ycmotpenuto HccrnemoBaTenss HalUMEHThl MOTYT  OBITh  MpHUTJAlleHbl  Ha
HE3aIUIAaHUPOBAHHBIA BU3WT B JI000O€ BpeMsi B XOJ€ KIMHHYECKOTO WCCICAOBAHUS 10
TpeOoBaHUSIM 0€30MaCHOCTH, €CJIM HEOOXOAUMO MPOBECTU OCMOTP WJIM BBIMOJIHUTH MPOLEAYPY.
Ha HEe3aIUTAHUPOBAHHBIX BU3UTAX McclieqoBaTeh MOKET BBIMIOJTHATH HEOOXOIUMBIE MTPOLICTYPHI.
He3allJITaHUPOBAaHHBIE BU3UTHI JOJDKHBI ObITh 3apErUCTPUPOBAHBI B MEPBUYHON JOKYMEHTALIUU U
B 5MPK. BHemnaHoBble BH3UTBI HE [JOJDKHBI MPUBOAUTH K HU3MEHEHUSIM BU3UTOB,
3aIJJAHUPOBAHHBIX I10 ITPOTOKOIY.
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8. KOHTPOJIb KAYECTBA

JlanHoe wuccrienoBaHUE MPOBOAMUTCS B COOTBETCTBUU CO CTAHJAPTHBIMH OIEPAlMOHHBIMU
npouenypamu OO0 MDAPMA, PykoBoactBamu mo Haamexamieil KIMHUYECKON TNpaKTHKE
(GCP ICH E6 (R2)) u EADC, npuniunaMu, yka3aHHBIMA B XEJIbCHHKCKOHN JEKJIapalud U
JNEUCTBYIOIIMMU 3aKOHaMH W HopmaTtuBamMu Poccuiickoit ®enepannu. COOTBETCTBHE 3ITHUM
MPUHLIAIIAM OYJET MPOBEPATHCS MPU ayIUTE KIMHUYECKUX [IEHTPOB U JaHHBIX HCCIICTOBAHUSI.

HccnenoBarens AOMKEH BBECTU BCE HEOOXOAUMBIE TaHHBIE UCCIIEOBAHUS B COOTBETCTBUU
C TeM, KaK 3TO yKa3aHO B mpoTokosie uccienoBanus, B 3MIPK, npenocraBnennyro Crnoncopom
win ero upenctaButesneM. CHenuanucTbl MO KIMHUYECKUM UCCIETOBAHUSIM (MOHHTOPBI
UCcleIoBaHus) OyayT MOCEIaTh KaXAbli KIMHHYECKUI HEHTP ¢ YaCTOTOM, YKa3aHHOH B IUIaHE
MoHHUTOpHHTa, sl mpoBepku SHPK Ha mnpenmer mnonHOTHI W TowyHOCTU. llpu mrobom
HECOOTBETCTBUHM MEKJy NEPBUYHOM JOKyMeHTauuen u 3anosiHeHHbIMU 3MPK BeicTaBisiroTCs
3anpocbl Ha yTouHeHue HHopManuu u VccnenoBaTtenb JOKEH OTBETUTh HA HUX W/MIU
ycTpaHuth HecooTrBeTcTBUA. Ilocne 3amonnennss 3MPK wm  paspemieHnss Bcex 3ampocoB
HccnenoBarens nomkeH noanucars U naruposaTh 3MIPK miis kaxaoro nanuenrta. 3anoiHEHHbIE
ctpanuubl SMPK mpocmarpuBaroTcs B X0/1€ BU3UTOB MOHUTOPMHIA M IEpelaroTcs B 0a3y
MaHHBIX wuccnenoBanus. llpu 3aBepmieHun wuccienoBaHus opuruHanbHble SMPK  Oyayr
coxpaHeHbl B apxuBe CnoHcopa, a konuu SMPK Oyayr coxpaHeHbl B HCCII€I0BaTEIbCKUX
LEHTpax. Y JaJICHHbI MOHUTOPUHI B XOJE DTOr0 UCCIECIOBAHMS HE MPELyCMOTpeH. B naHHOM
uccienopaanu npexycmorpera 100% Bepudukarus mepBUYHBIX JaHHBIX B UCCIICOBATEIILCKUX
LIEHTpax.
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9. IIJIAH CTATUCTUYECKOUW OBPABOTKHU
9.1. O61mme coodOpaxkeHus

Bce opmannple 1O mammeHTtaMm, CcoOpaHHBIE B DJIEKTPOHHBIX — MHAWBUIYAIBHBIX
peructpanvoHHbix kaprax (AMPK), Oynyr cBeneHsl 1O nHanMeHTaM, CpyNIaM Tepanuud U
UCCIIEIOBATEIbCKUM IIGHTpaM. B COOTBETCTBMM ¢ TOKa3aTreasiMu OyIdyT HPHUMEHEHBI
HOIXOAALIME METOAbl OIUCATEIbHON CTAaTUCTUKHM. J[Is1 HeNpephIBHBIX JaHHBIX OynyT
IPEICTaBIECHbl CpEeJHUE IoKa3aTenH, cra”jgaptHoe oTkioHeHue (CO), menuaHa, JuanasoH
(MuHUMYM U MakcuMyM) U 95% noseputenbHbiit uHTEpBan ([U). 1i1g kaTeropuiiHbIX AaHHBIX
OyAyT IpeACTaBIeHbl 4acTOTa U MPOLEHTH. Eciu 3To nmpuMeHuMo, TO A mponopuuii OymayT
npejacraBieHsl 95% noBeputenbHble MHTEpBasbl. Ecnu HEe yKa3aHO HWHOE, TO YPOBHEM
3HAYMMOCTH, UCIIOJIb3YEMbIM JIJIsl CTATUCTUYECKOI0 TecTupoBanus, Oyner 0,05, a ucrnonb3yemble
TECThl OyIyT IBYXCTOPOHHUMHM. ByJeT BBINMyIIEH IJIaH CTaTUCTUYECKOTO aHAIN3a, B KOTOPOM
OyayT mnoapoOHO oOmnMcaHbl BCE CTATUCTUYECKME METOAbl M aHalIu3bl, KOTOpble OyayT
IPUMEHSTHCS K pe3yJibTaTaM HCCIIeI0BaHuUs.

9.2. Onpenesienne pa3Mepa NOMyJaIss A

Pacuer pasmepa BbIOOpKHM HccienoBaHus ObuUl OCHOBaH Ha cTarbe Seymour 1996 [3] B
KOTOpOW HJET pedb O PaHAOMH3HPOBAHHOM, JBOWHOM CJIENOM, I1Iane00-KOHTPOIUPYEMOM
HCCIIEIOBaHMHM ¢ Tepanueil mianebo, napareramonoM (500 u 1000 mr) u keronpodpenom (12,5 u
25 mr).

HeotkoppextupoBanusie mokazarenu AUCygy s 1uianebo u ketonpodeHa COCTaBUIU
npubsmmsutensHo 263 u 173 MM u-1  coorBercTBeHHO. COOTBETCTBYIOIIME IOKa3aTeNn
CTaHJApPTHOrO OTKJOHEHUsI cocTtaBwin 106 mm u-1 (mpubnusurensno 40% oOT cpemgHero
3HaueHus uis AUC npu npumeHeHuM miane6o) u 121 mwm u-1 (mpubmusutensHo 70% ot
cpennero 3Hadenust uist AUC npu npuMeHeHHHU KeTonpodeHa B 103€ 25 mr).

TecTrpyeMoil THIIOTE30# AJIS1 TOrO UCCICIOBAHUS SBJSIETCS TPEBOCXOACTBO KeTonpodeHa
B CpaBHCHUU C rmaue6o, 4TO B CTATUCTUYCCKHUX TCPMHHAX 6}’I[6T BBITJIAACTE CICAYIOINIUM
obpa3zom:

Hy: cpennee mpu nmpuMeHeHnH Tanedo > cpeaHero mpu mpuMeHeHuu kerompodena (6e3
pa3auuuii MeX1y pa3HbBIMHU BUIaMU TEPATTHUHN )

H;: cpennee npu npumeHeHuu mianedbo < cpeIHEro MpU NPUMEHEHUH KeTomnpodeHa
(KJIMHUYECKU M CTAaTMCTUYECKU 3HAUMMOE pa3finune Mexay rpynnamu), A=90 mm u-1

Bcero ansa noctmxkenus pasHuilsl B 90 MM u-1 Mexay rpynmamu npu MomHoctd 80%, o =
0,05, CO =121 MM u-1 u npu cooTHOMIEHUH paHaoMu3anuu 1:1 morpedyercs 58 manueHTOB (110
29 nanueHTtoB B rpymnme). Pacuer pazmepa nomynsuuy ObUT MPOBENEH C MOMOIIBIO TPOrpaMMBbl
SAS 9.2 [4].

C yuyeToM YpOBHSI JOCPOYHOTO BHIOBIBAaHUS M3 HCCIENOBaHMs, KOTOpBIM coctaBiser 15%,
BKJIIOYEHHE B UCCIIEIOBaHKE JOJDKHO cOCTaBUTh 70 manueHToB (1Mo 35 manueHToB B KaX10i u3
rpymmn). C yderoM TOro dTO JOJNS MAaNWEHTOB, HE TMPOMICAIINX CKPUHHMHI, COCTAaBUT
npubimsutensHo 30%, MIaHUPYeTCsl, 4TO B XOJ€ ATOTO UCCIEA0BaHMs Oy/1eT CKPUHHPOBAHO 10
100 manueHToB.

9.3. PannomMu3anus

Y4acTHUKY HCCIIEOBaHUSI OyIyT B CIIy4allHOM TOPSIKE PACIpEIeiCHbl B OJHY W3 JBYX
paBHBIX TO pa3Mepy rpynn B cooTHomeHuu 1:1. Pannommsanus OyaeT HpOBOIUTHCS C
MPUMEHEHUEM CHUCTEMBbl WHTEPAKTUBHOTO B3aMMOJCUCTBHS uepe3 ceTh VHTepHeT (interactive
web response system, IWRS). Cucrtema IWRS Ha3HauuT HOMEp YNAKOBKH HCCIEIYEMOTO
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npenapara, KOTOpPYIO Hajao OyneT BbAAaTh NalMEHTy. PacKkpelThe KOIOB Tepamuu s
CTaTUCTHUYECKOrO aHau3a Oy1eT NPOBEJCHO MOCIIE 3aKPBITUS 0a3bl JaHHBIX.

Ha6op NanuCHTOB B UCCJIICAOBAHUC ABJIACTCA KOHKYPCHTHBIM MCKAY HUCCICAOBATCILCKUMHA
LHECHTpaMHu.

9.4. HOHyJ’IﬂHIfII/I NAanueHTOB AJIs1 aHAJIUu3a

I[I/ICHOSI/II_[I/IH BCEX IIAallMCHTOB 6yz[eT ornpeacicHa Inepea 3aKpbITUEM 0a3nl JaHHBIX H
PaCKpPBITUEM KOJOB TCPAIIUU.

9.4.1. Honyasimuss  Ha3HaveHnHoit  Tepamum  (ITT
MONMYJISII M)

[Monynsmuss wHaszHaueHHoW Teparmuu (Intent-to-treat, ITT) Oymer BKIIOYATh BCeX
PaHIOMU3MPOBAHHBIX MALMEHTOB, MOJIYYHUBIIMX XOTsA OBl OJHY /103y HCCIIEAYeMOro Ipernapara
OPOIIEAINX XOTS Obl OJHY OLEHKY 3((EKTUBHOCTH MOCIE 3TOT0; OHAa OyAeT OCHOBaHa Ha
pPaHIOMU3UPOBAHHON TEpanM, BHE 3aBUCUMOCTH OT PEaJbHOM MoJlydeHHOM Tepanuu. JlaHHbIE
U3 TONyJSLMM Ha3HAYEHHOM Tepanmuu OYyAyT HCIOJNb30BaHbl JUISI BCEX  aHAJIM30B
s¢¢dextuBHOCTH. [laHHbIE MAIMEHTOB Oy1yT 0000IIEHbI B COOTBETCTBHHM € IPYIIIaMH T€panuu, B
KOTOpbIE OHU ObUIM PaHJOMU3UPOBAHBI.

9.4.2. Honynsinus n3yyeHusi 6€30MaACHOCTH

HOHYJ'ISIIII/HI U3Yy4YCHUA 0e30macHOCTH OMpeaAcIdACTCA, KaK BCC PaHAOMHU3HPOBAHHLIC
ManuCHTBI, IOJYYHUBIIUC XOT OBI OIHY 03y HCCICAYEMOTO IIpcliapara. Taxkum o6pa30M,
MOmImyJadanus U3y4CHus 0e30I1aCHOCTH 6YII€T HJICHTHUYHA MOITYyJIAIUN Ha3HA4YCHHOM TCpalnunu, €CiIu
BCC PAHAOMHU3UPOBAHHBIC TMAIIMCHTBI IOJYYAT XOT:A OBl OIHY 03y HCCICAYyCMOro IIperapara.
HOHy.]I?IIII/IFI OLCHKHU 0e30macHOCTU 6y1[eT HCIIOJIB30BAaThCA JIA MPCACTABJICHUA BCCX BBOAOB I10
0e30IMacHOCTH B 3aBHCUMOCTH OT q)aKTI/ILICCKI/I nonyquHoﬁ TCpaInu.

9.4.3. IMonyasinusi Mo MPOTOKOJIY

Ilonynmauuss Ha3HAYEHHOM TEpaluu COBIANACT C MOMYJALMENH II0 MPOTOKOIY, €CIU BCE
MAMEHTHl W3 HEE 3aBepliaT IIepuoj MCCIECIyeMOM TepaluH, IMNPOMAYT BCE OLEHKH I
HNEpBUYHOTO aHanMu3a H(PGEKTUBHOCTH M OyayT NpHU3HAHBI KOMIUIAGHTHBIMU. IlanmeHTs
CUMTAIOTCA KOMIUIACHTHBIMH, €CJIM Y HUX HET 3HAa4YMMBIX OTKJIOHEHHMM OT MPOTOKOJIA B XOJE
UCCIIEIOBaHMs. 3HAuMMble OTKJIOHEHMS OT MpPOTOKoNa OyayT MOAPOOHO ONHMCAaHbI B IUJIaHE
CTaTMCTUYECKOTO aHAJIN3a U BBISABIICHBI I1€PEJ] 3aKPHITHEM 0a3bl TaHHBIX.

9.4.4. O0padoTKa NpoNMymIeHHbIX JAHHBIX

C yuerom Toro uto ocHoBHas nepeMeHHasi AUC.¢y BBIBOAUTCS Ha OCHOBAaHMM M3MEPEHUs
UHTEHCUBHOCTH OOJM MO BH3YyaJlbHO-aHAJIOTOBOM IIKaje, TO s TOro 4ToObl H30eXaTh
OTKJIOHEHH IIpY HETIPSMOM TECTUPOBAHUU 3(PPEKTOB Tepanuu OYAyT UCIIOJIb30BAThCS aHATU3bI
NIEPBUYHON U BTOPUYHBIX IIEPEMEHHBIX C 3aMELICHUEM IPOMYIIEHHBIX JAHHBIX C IPUMEHEHUEM
nepeHoca Bepes JaHHBIX MOCIEAHET0 Ha0II0IeHUS.

AHanu3 BTOPUYHOM UYBCTBUTEIBHOCTH OYyIET MpPOBEICH C HCIOJIB30BaHHEM METOo/a
MHO>KE€CTBEHHOI'0 YCJIOBHOT'O 3aMEUIEHHUs JJIsl TPOMYIIEHHBIX JaHHbIX. B coorBeTcTBUM ¢ ICH-
E9, ompenenenue MeronoB OyAeT YTOUYHATHCA B IUIAHE CTAaTUCTUYECKOTO aHalIM3a B XOJE
W3Y4YEHUS 3aKPBITHIX TAHHBIX.

3aMelneHue MpONyIIEHHBIX JaHHBIX OyJeT BO3MOXHO TOJIBKO y Te€X IMAIMeHTOB, KOTOpbIE
UMEIOT XOTs1 Obl oaHO obOcnmemoBanue mo BAIIl mocne mcxomHoro (mamueHT COOTBETCTBYET
xapakrepuctuke ITT nomymsuun). B [lnane Cratuctuueckoro AHanuza OyayT MpescTaBlIeHbI
JeTaii METOJ0JIOTUH, KOTOpast Oy/IeT MPUMEHSATHCS IPU pacueTax.
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9.5. I[eMorpa(lm'{ecmle AAHHBIC U UCXOAHDbIEC XaPaAKTCPUCTUKHU

Jemorpaduueckre naHHbIE U HCXOAHBIE XapaKTEPUCTHKU OyIyT IMpeICTaBiICHBI NSl BCEX
MAIUEHTOB W3 TMOMYJISIUU OLEHKH O€30MacHOCTH IO TPYIIaM Tepanud W o0paboTaHbl C
IIPUMEHEHUEM METOJOB OMUCATEIBbHON CTATUCTUKHU.

9.6. AHa/IM3b1 3P PEeKTUBHOCTH

9.6.1. Anaan3 MePBUYHbIX KOHEYHbIX TOYeK
3¢ dexTBHOCTH

[lepBuunoii nepemennoit 0yner AUC)ey Nmpoduiast WHTEHCHBHOCTH OO OT MOMEHTa
BpeMeHHu 0 (MCXOAHOE 3HaueHHe Ha BU3YaJlbHO-aHAJIOTOBOM MIKase) 10 6 yacoB IOCe Haydana
TEpaINH.

Anamn3 AUC.¢q Oyzner ocHOBaH Ha (DaKTHUECKHX, a HE Ha 3aIUIAHUPOBAHHBIX BPEMEHHBIX
TOYKaxX, a pacueT OyneT MPOBOIUTHCS MO HpaBuiy Tpanenuil. Ecim dakrtuyeckoe Bpems He
3amMcaHo, TO Oy/AeT MCIOJIb30BaHO 3alIAaHUPOBAHHOE BpeMs. byner HCHonb30BaH MeETOx
nepeHoca BIepe/l JaHHBIX TOCIEAHEro Ha0IroeHus, Kak onrcano B Paznene 9.4.4.

byner npoBeneno cpaBHenue mokazateneil AUC mpu Tepanuu co CpeAHUMH JaHHBIMU t-
tecta CThIOJIGHTA IS HE3aBHUCHMBIX JaHHBIX. Ecimm cpemuss AUC(gq NpU NPUMCHCHHH
rpernapara OKUTACK® oyner menbine cpenned AUCoey npu mpumenenuu [Imanebo mpu
p<0,05, To nyns-runoresza (Hy), yrBepxkaaromias, yTo npenapar OKUTACK® He ommuaercs ot
ianeo, OyIeT OTKJIOHEHa M BMECTO Hee OyJeT MpuHsATa anbrepHaTHBHas rumote3a (H;),

®
yrBepxaaromas, yro npenapat OKUTACK™ npeBocxoaut Ilnanebo.

9.6.2. AHaau3bl  BTOPHYHBIX  KOHEYHBIX  TOYeEK
3¢ dexTBHOCTH

IIpopuas 0osm — aHanu3 npouiIs HHTEHCUBHOCTH 00y OyAeT MPOBENEH C MOMOUIbIO
JUCIIEPCUOHHOIO aHaju3a il pe3ylbTaToB MHOroKpaTHbIX u3MepeHuil (ANOVA). JlanHas
MoJielb OyeT BKIIoYaTh (PUKCUPOBAaHHBIE 3()(HEKThI, KOTOPBIMU SABISAIOTCSA KIMHUYECKUH LIEHTD,
BPEMEHHbIE TOUKH U TpyIa Tepanuu. BpeMeHHble TOUkH OyAyT pacleHEHbl, KaK MOBTOPHbIE
u3Mepenus. /g BbiOOpa COOTBETCTBYIOIIEH MaTPHUIIBI TS pe3yIbTaTOB HAOIIOIEHUH Yy KaXKI0ro
OTJIENBHOIO ManueHTa Oy1yT MPUMEHEHBI TPH MOJIENH, UCIOJIB3YIOLIUE COCTABHYIO CUMMETPHIO,
Huynh-Feldt u HecTpykTypupoBaHHbIE CTPYKTypbhl. MaTpuia Ajas UTOroBoW Mojenu Oynet
BbIOpaHa Cc mpuMeHeHueM uHpopManmoHHoro kputepus Akaike, B KOTOpoM camoe HHU3KOE
3HAUEHUE O3HAYACT MAaKCHUMAJIbHOE COOTBETCTBHE. byneT M3yueHa BaXKHOCTb B3aWMOAECHUCTBHSA
Tepanuu B 3aBUCUMOCTH OT IIEHTPA, OJHAKO €CJIM OHA He OyzaeT 3Hauumoi npu 10% ypoBHe, oHa
OyzeT MCKIIOYeHa M3 WTOroBoM Monenu. s kaxaoll KoMOMHAIMM MOMEHTa BpPEMEHH U
Tepanuu  OyJneT TpOBEAEHAa OlIEHKa OTKOPPEKTHPOBAHHBIX  HAaUMEHBIIMX  CPEIHHUX
KBaJpaTU4YHbIX. PaccunTanHas pa3HUIA B TEpalluu MEXKIY IIPEenapaToM OKMTACK" u mnane6o
B KaXIOW M3 BPEMEHHBIX TOU€K OylIeT NpeJICTaBlI€Ha BMECTE€ C COOTBETCTBYIOIIUM 95%
JIOBEPUTENBHBIM HHTEPBAJIOM.

CHukeHUe WHTEHCHUBHOCTM 00JM — aHaNW3 CHWXKEHUS HWHTEHCUBHOCTH Ooim Oyner
MPOBEJICH C TIOMOIIBIO JUCTIEPCUOHHOTO aHAIM3a JJIsl Pe3yJIbTaTOB MHOTOKPATHBIX M3MEpPEHUN
(ANOVA). lannas Mozenb OyAeT BKIIOYATh (PUKCHPOBAHHBIC d()D(PEKTHI, KOTOPHIMH SIBIISIOTCS
KIIMHUYECKU IICHTp, BPEMEHHBIE TOUYKM W TpyIIa Tepamnuu. BpeMeHHble Touku OymyT
paciieHeHbl, KaK IOBTOpHBbIE u3MepeHus. s BeIOOpa COOTBETCTBYIOIICH MATPHUIIBI IS
pe3yNbTaTOB HAOMIOJCHUN y Ka)XJO0ro OTIENBHOTO MalMeHTa OyayT MPUMEHEHBI TPU MOJEIH,
HCIIOJIB3YIONINE cOCTaBHYI0 cuMmmerpuio, Huynh-Feldt u HecTpykTypupoBaHHbBIE CTPYKTYpBHI.
Martpuia aist U”TOroBOi Mojienu OyJeT BhiOpaHa ¢ MpUMeHEeHHEeM UH()OPMAIIMOHHOTO KPUTEepHs
Akaike, B KOTOpOM camMo€ HM3KOE€ 3HAY€HHWE O3HAYaeT MAaKCHMaJbHOE COOTBETCTBHE. bymer
M3YyYeHa BOXKHOCTHh B3aWMOJICUCTBUS TEpAIMH B 3aBHCHUMOCTH OT LIEHTPA, OJHAKO €CITU OHA HE
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Oyner 3naunmoit mipu 10% ypoBHe, oHA OyJeT MCKIIOYEHA U3 UTOTOBOW Mojaenu. J{ms kKaxmoun
KOMOWHAIIMM MOMEHTA BPEMEHH W Tepaluu OYyJeT MpOBEJeHA OIEHKAa OTKOPPEKTUPOBAHHBIX
HAaMMEHBIIINX CPEIHUX KBaJpaTU4HBIX. PaccuMTaHHas pa3HUIIa B TEpalmuu MEXIy IpernaparoMm
OKUTACK® u mianedo B KaXAbld U3 MOMEHTOB BpPEMEHH OYJIEeT IPEACTAaBICHAa BMECTE C
COOTBETCTBYIOILUM 95% NoBEpUTEIBHBIM HHTEPBAJIOM.

Bpemsi 1o mnepBoro omytumoro cHu:keHusi Oosm (BIICB) — musg onucanuss u
orpezeNieHus: pa3Nuyuii B MpoduisiX B 3aBUCUMOCTH OT Tepanuu OyayT UCHOJIb30BaHbl KPUBBIC
Karurana-Maiiepa 1 norapu(pMuU4ecKuii paHTOBBIN TECT.

Bpemsi 10 3Haunmoro cam:kenusi 60au (B3CB) — 17151 onvcanus U onpeeeHus pa3andui
B npo(uisix B 3aBUCMMOCTH OT Tepamuu OyAyT HCHOib30BaHbl KpuBble Kammana-Maiiepa u
norapu(MUUECKUN PAaHTOBBIN TECT.

Bpemsi 10 mpuema mpenapara TepalmuM CHaceHMsl — BpeMs J0 IIpUeMa Ipernapara
Tepanuy CraceHus: OyAeT pacCUMTaHO JAJs KaXJ0ro NalMeHTa, a MpejacTaBieHa OyIeT TOJIBKO
MeauaHa. Eciay Koau4ecTBO MalueHToB OyJIeT TOCTAaTOUYHbIM, TO JUIsl OMMCAHUS U ONpENEICHMUS
pasnuuuii B NpoguisX B 3aBUCUMOCTH OT Tepanmuu OyIayT HCHONIb30BaHbl KpuBble Karuana-
Maiiepa u norapu(pMUYeCKuil paHrOBbIN TECT.

O0masi oueHka COCTOSIHMS, NMPOBEJICHHAs] CAMMMHM NAUMEHTAMM — JUI ONpeleiIeHUs
pa3nIuuuii MeXIy OTBETaMU Ha Tepamnuio OyneT ucnonb3oBaH TecT Koxpana-Manrens-I'enzensi.

9.7. AHaJM3bI 0€30IACHOCTH

OcmoTp poTOBON MOJOCTH — JaHHbIE OyIyT HPEJICTaBJIECHbI [0 IpylIaM TEpanuu A
Ka)KZ0T0O MOMEHTA BPEMEHU C COOTBETCTBYIOIIMMM I10KA3aTEISIMHU ONNCATEIBHON CTATUCTUKH.

Iloxa3zatenu Ku3HeHHBIX PYHKIUH — MOKA3aTEJIM JKU3HEHHBIX (YHKIHUH (apTepuanbHOe
JIaBJIEHUE, MYJIbC M YacTOTa JAbIXaTENIbHBIX JBM)KEHUH) OyIyT MpencTaBleHbl MO TIpynnam
Tepanuu JUIsl KaKJI0r0O MOMEHTa BPEMEHH C COOTBETCTBYIOIIMMH ITOKA3aTeNIIMM ONMCATEIBHON
CTaTUCTHKH.

Macca Tesa U poct OyAyT MpeACTaBICHBI [0 TPYyNIaM TEpPamud C COOTBETCTBYIOIMMU
MOKAa3aTeJsIMU ONTUCATEIbHON CTaTUCTHKH.

HexenareabHble IBJEHUA

CBoaHbIe JaHHBIE TO HEXKENaTelIbHBIM SIBICHUSM, BO3HUKIIUM Ha (OHE MPOBOIUMON
Tepanuu W 3apEeTUCTPUPOBAHHBIM IIOCJIE TMpUEMa IMperapaTa, BKIOYas OOIIee KOIHMYECTBO
3apETUCTPUPOBAHHBIX HEKENATENbHBIX SIBICHUN, KOJUYECTBO U MPOLIEHT MAIIUEHTOB, Y KOTOPBIX
OBLJIO BBISIBJIEHO XOTS ObI OIHO HCXKEIIATCIIbHOC ABJICHUC, KOJIUYCCTBO U MMPOUCHT MAllUCHTOB, Y
KOTOPBIX OBUIO BBISIBICHO XOTSI OBl OJHO TsDKEIO€ HeXKeNmaTelbHOE SBJICHHE, KOIWYECTBO U
MPOLCHT MAIMCHTOB, JOCPOYHO BBIMICAIINX M3 HCCICAOBAHUA M3-3a HCIKCIATCIbHBIX $IBJ'ICHPII7[,
KOJIMYECTBO M MPOILIEHT MAIEHTOB, Y KOTOPBHIX OBLIO BBIABIEHO XOTS OBl OJHO CEpbe3HOE
HE)KeJlaTeJIbHOE SIBJICHHE M KOJIMYECTBO U IMPOLEHT CIy4aeB CMEPTH OYAYyT MpPEACTaBICHBI IS
KOKJI0M u3 rpynn Tepanuu. Kpome Toro, nisi HeKeIaTeNbHBIX SBICHUM M JJI1 CEPbE3HBIX
HEXEJNAaTeJbHBIX SBICHUNA OyAyT MpEJCTaBICHBI OMHCAHUS SIBJICHUN B KaXXIOW M3 KaTEropui
B3aUMOCBA3U C UCCIICAYCMBIM IPCIIapaTOM.

byner mnpeacraBneH pa3bop KoinM4yecTBa M MPOIEHTAa TMAlUMEHTOB C KaXIbIM U3
HEXKCIAaTCIbHbIX ﬁBHeHI/II\/JI, pacnpeacCICHHBIX I10 T'pYyIIaM 110 KJjJacCaM CUCTCM M OpraHOB U IO
MPEANOYTUTEIHHBIM TEPMUHAM B COOTBETCTBUU cO cioBapeM MedDRA (camoii HOBO# Bepcuei,
UMEIOIIeicsl Ha MOMEHT OKOHYaHUs HccienoBanus). OOpaTuTe BHUMaHUE, 4TO OYIEeT BECTHCH
noACYET NManMEHTOB, a4 HE SIBJ'IGHI/II\/II, IIpHu 5TOM BHYTPH KaXXJ0ro HNpCArnOYTUTCIBHOI0 TCPMHUHA
MAIUEHTHI OYAYT YYUTHIBATHCS TOJIBKO OJIMH Pa3.
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Oty paHHBIE OYAYyT MOMOJHUTEIBHO TPEICTaBICHb B Ta0NHMIIAX B 3aBHCUMOCTH OT
B3aMMOCBS3M C HCCIEAYEMBIM IMpEnapaToM C pa3HECEHHWEM MO KiaccaM CUCTEM M OpPraHoB U
MPEIMOYTUTEIEHBIM ~ TepMUHAM. B3auMoCBsI3b € HCCIEAYEeMbIM IpenaparoM  Oyner
OTIPEIEIIATHCS B COOTBETCTBUU C T€M, Kak oHa yka3aHa B sVIPK.

Kpome Ttoro, ¢ pasHeceHuem IO KjaccaM CHUCTEM W OPraHOB U MPEANOYTUTEIbHBIM
TepMHHAM OYAET IMpEeCTaBIeH KpaTKuii 0030p 3apeTrUCTPHUPOBAHHBIX HEXKEIATeNbHBIX SIBICHUM,
pa3JiesIeHHBIX IO CTENEHH TSXKECTH (JIeTKasl, CPeIHSAS, TSKelasi CTETICHb ).

byner mnpencraBieH KpaTKuil 0030p HEXKEIATENbHBIX SIBICHUH, B PE3yJbTaTe KOTOPBIX
HAlMEHThl JIOCPOYHO BBIIUIM W3 HUCCIEI0BaHMS, CTPYNIHMPOBAHHBIX IO KjaccaM CUCTEM U
OpraHoOB U IPEANOYTUTEIBHBIM TEPMUHAM.

Bynyt nepeurcieHbl Bce HeXeIaTenbHbIC SIBICHHS, 3aperucTpupoBannbie B 311PK.
9.7.1. Cepbe3Hble HexxelaTeJbHbIe SIBJIEHUS

byner npencrasieH pa30op KOJMYECTBA M MPOLIEHTA MALMEHTOB € KAXKABIM M3 CEPbE3HBIX
HEXENATENIbHbIX  SIBJICHUW, BO3HMKIIMX IIOCIE IIpUEMa  HCCIEQyeMOro  Ipenapara,
pacIpelesIeHHbIX 110 KjlaccaM CHCTEM M OpPraHoB M 110 INPEANOYTUTEIbHBIM TEPMHHAM B
cooTBeTcTBUH co ciaoBapeM MedDRA.

Ot JaHHBIC 6y,ZLYT JOIIOJIHUTCIIBHO IIPCACTABJICHBI B Ta6nnuax B 3aBUCHUMOCTH OT
B3aUMOCBA3U C HUCCICAYEMBIM IIpCIIapaToM C pasHCCCHUCM II0 KjacCaM CHUCTEM W OPraHoOB MU
MNpEAIIOUYTUTCIIbHBIM TCPMHUHAM.

KpOMG TOro, B 3aBUCUMOCTHU OT KJIACCOB CUCTCM MU OPraHoB U NPCANNOYTUTCIbHBIX TCPMHUHOB
6yz[eT MMpEACTaBJICH KpaTKI/Iﬁ 063013 3apCTUCTPUPOBAHHBIX CCPBE3HBIX HCKCIIATCIIbHBIX HBJ'ICHPIﬁ,
Pa3saCJICHHBIX 10 CTCIICHHU TAXKCCTU (JIGFKaSI, CpeaHss, TsKeas CTCHGHL).

Ey,[[eT IMPEACTaBJICH KpaTKI/Iﬁ 063013 CCPBE3HBIX HEKCIATCIbHBIX HBHGHI/If/’I, B PpE3YyJIbTATC
KOTOPBIX MAIMMCHTBI JOCPOYHO BBIIIJIN U3 UCCICAOBAHHNA, CIPYIITMPOBAHHBIX 110 KJIaCCaM CUCTEM
H OpraHoB U IMPCAINNOYTUTCIIbHBIM TCPMUHAM.
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10. AIMHUHUCTPATHUBHBIE TIPOLENLYPbI
10.1. 3aKoHOAATEJbLHDBIE ACIIEKTHI

Nmena Bcex MalMEHTOB JOJDKHBI XPAaHUTHCS B CTPOrod cekpeTHocTH. WneHTtuduxanms
NAUEHTa MPOBOJUTCS 110 IPUCBOEHHOMY €My HOMEpY M Jare pokAeHMs. llanueHTs! JOIKHbI
OBITH IPOMH(POPMUPOBAHBI O TOM, UTO JI00ast HHPOPMALIHSA, XPAHSIIASACS B HCCIIEOBATEIBCKOM
nenrpe, y CrnoHcopa WM €ro npeiacraBuTesed, OyleT XpaHUTbCA B CTPOrOMl CEKpEeTHOCTH B
COOTBETCTBUM C PET'YIATOPHBIMU TPEOOBAHHUSMH.

10.2. OtBercTBeHHOCTH UcciienoBareis

HccnenoBaTens JOMKEH BECTH KIMHUUYECKOE MCCIIEJOBAHUE B COOTBETCTBHH C MIPOTOKOJIOM
uccienosanus, PykoBoacrtBamu nmo Hajnexamied KIMHMYECKOW NpakTUKe MexayHapoIHOU
koH(pepenmu 1o rapmonu3zanuu (ICH GCP E6 (R2)) u EBpa3uiickoro s5KOHOMHYECKOTO COr03a
(EADC), ¢ npuHuunamu, 3asBICHHBIMU B XEJIbCUHKCKOW JEKJIapalid U B COOTBETCTBUU C
JeHCTBYIOIMMH 3aKOHAMHU U HOpMaTHBaMHU.

HccnenoBarens TOMKEH pa3pelIUTh MPOBEICHUE MOHUTOPHUHIOB, ayJIUTOB U MHCIICKUUNA B
HCCIIEIOBATEIbCKOM IIEHTPE U B JII000€ BpeMs MPEIOCTaBUTh MPSAMOW JOCTYIl KO BCEM
MaTepuaiaM, UMEIOIIMM OTHOIICHHE K HccienoBaHuto CIOHCOPY WM €ro MPEeACTaBUTEISM,
HeszaBucuMoMy 3THUECKOMY KOMUTETY U PErYJIATOPHBIM OpraHaM.

WccnenoBatens AOKEH XpaHUTh OPUTMHANBI BCEX MOANUCAHHBIX HH(DOPMHPOBAHHBIX
COIJIaCHM, a TakKe IMOJHBIA CIUCOK YYaCTHUKOB HCCIENOBAHMA, BKIJIIOYAs MOJHBIE HMEHa,
aJpeca W HoOMepa TeleOHOB, YTOOBI MX MOXKHO OBLJIO TO31HEE HIACHTU(HUIMPOBATH TPU
HE00X0IMMOCTH. DTH JJOKYMEHTHI HE JIOJKHBI KOMUPOBAThCs Ui nepenaun CHOHCOpY MU €ro
MpeaACTaBUTCIIAM.

HccnenoBatens 00s3aH 00ecrieUnTh LIEIOCTHOCTh U MOJHOTY MaTepHajoB MCCIeI0OBaHUs, B
TOM YHCJ€ MEPBUYHONW JOKYMEHTAllMW, KOMHMM MHIMBUIYaJIbHBIX DPETUCTPALMOHHBIX KapT U
[Tanku MccnenoBarens B TeueHue He MeHee 15 jeT mocie 3aBepllieHus UCCIIEOBaHUs WIH 10
MOMeHTa, yka3zaHHoro CmnoncopoMm. MHMccienoBatenbs o00s3aH yOeOUThCS, 4YTO NEpBUYHAS
JIOKYMEHTAIUsl BEJETCS KaueCTBEHHO, pa300puMBO, 3arOJNHAETCS CBOEBPEMEHHO, SIBISETCA
MOJJIMHHON, TOYHOM U TIOJTHOM.

B nmr060m ciyuae, nepea yTuiau3anuei JOKyMEHTAUU YUPEKICHUIO HE00X0AUMO HOIYYUTh
IIICBMEHHOE pa3penieHue komnanuu Jlomre.

10.3. IIpouenypbl MOHMTOPHHIA

I'maBuelii MccnenoBaTens OMDKEH NMPEAOCTaBUTH MPAMOW JOCTYH KO BCEH NEPBUYHOU
nokymeHnrtauuu, SMPK u @ainy wuccinenosarens mnpeacrasurensM CrnoHcopa, a Takke
MPEJICTABUTENISIM PEryJISTOPHBIX opraHoB. [lepBuuHas nOKyMEHTalMsl BKIIOYAeT OPUTHMHAJBI
JIOKYMEHTOB, JIaHHBIE M 3amKcH (Hampumep, OOJbHUYHBIE 3alIUCH, UCTOPUH OOJIE3HHU, 3aMETKH,
JTHEBHUKH, OINPOCHUKH, JOKYMEHTHl YydeTa IIpernapaTra, JaHHbIE, IOJyYEHHBIE C 3aluCU
aBTOMATHUYECKUX allaparoB, BEpU(UIIMPOBAHHbIE M 3aBEPEHHBIE KOMUU BBIMMCKH M3 UCTOPHUU
0one3HH, (POTOHEraTHBbI, (POTOIIIEHKH MJIM 3allMCH HAa MArHUTHBIX HOCUTEISX, PEHTT€HOBCKUE
CHUMKH U JI0OBIE Apyrue 3amlucu, UMEIOIINe OTHOIICHHE K MAIMEHTY M HCIIOJIb3YIOIINECs B
KJIMHUYECKOM HCCIIEIOBAaHUN).

MoHuUTOpHHT OyAET MPOBOIUTHCS MpeacTaBuTessiMu komnanuu UOAPMA B cooTBeTcTBUU
C CO CTaHAAPTHBIMH OIEPALMOHHBIMU IpoLeAypamMu KOMIaHuu K [ImaHoOM MOHHMTOpHHra,
pa3paboTaHHBIM JUIsl JaHHOTO HccienoBaHusa. [IoMUMO OOBIYHBIX MOHUTOPUHIOBBIX BHU3UTOB,
CHnoHCOp MOKET NPUHATH PELIEHNE O MPOBEACHUU COBMECTHOIO MOHUTOPHHIOBOT'O BU3MTA IO
cornamenuto ¢ komnanuein UOAPMA.
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10.4. DJIEKTPOHHbIE PerUCTPALMOHHbIE KAPThI IJIsl 3alIMCH JaHHbBIX

HccnenoBarens AOMKEH MEPEHECTH JaHHbIE KIMHHUYECKOTO HCCIIEJOBAHMS U3 MEPBUYHOU
nokymerntaiun B SMIPK B HeoOxommMom kommdectBe. PykoBonctBo mo 3amonmHeHuio 3HPK
JOJKHBI OBITH M3y4deHbl Ha MuUTHUHTEe VccnemoBarened W/wiM Ha MHUIMHUPYIOIIEM BU3HUTE B
nentpe. Ecim T'maBubiit MccnenoBarens jgenerupyer o0sizaHHOCTH 1Mo 3anonHeHnto 3M1PK
IpyruM pabOTHUKAM MCCIIEI0BATENIbCKOIO ILIEHTpPa, TO MX HMMEHAa, 3aHMMaeMble JIOJDKHOCTH,
WHUIMAIBl U TOJIUCU JIOJDKHBI ObITh BHeceHbl B JKypHan pacnpezneneHuss oOs3aHHOCTEH U
nepeaansl COHCOpPY WM €ro npejacraButento. Bee nsmenenus, BueceHHble B 3MIPK, nomkHbI
OTCIIC)KUBATHCS, YTO O3HAYaeT COXpPAaHEHHE KaK HCIPABICHHBIX ITAHHBIX, TaK U JaHHBIX JI0
WCIIpaBJIEHUS, C YKa3aHWEM MPUYMHBI UCIIPABICHUS, JaThl UCIpPAaBICHUS U JaHHBIX O JIMIIC,
KOTOpOoe BHecsio ucmparieHus. 3amonHeHHas SMPK nomkna ObITH 3aBepeHa AJIEKTPOHHOU
noanuceto ['nasnoro Mccnenosarens.

10.5. XpaHeHue 3anucei

IlepBuuHas TokymMeHTanus, a Takxe 3jaeKTpoHHble konuu 3MPK u ®aiiner Hccnenosarens
JOJDKHBI XPaHUTBCS B MCCIEAOBATEIbCKOM LEHTPE WIA B CIEHHAIBHOM XpaHWIHLIE C
OTrpaHMYEHHBIM JOCTYIIOM B TE€UEHUE HE MeHee 15 JeT mociie OKOH4YaHus UCCIEA0BaHUs WIN J10
CPOKOB, yka3zaHHbIX CrnoHcopoM. B cilydae nmomanaHus JOKYMEHTOB K JPYI'MM JIMLAM WIH B
npyrue yupexzaenus CrnoHcop AOKEH ObIThb yBenomiieH 00 3ToM. B mo0Oom ciydae, mepen
yTUIM3alMel JOKYMEHTALUN YUYPEXJIEHUI0 HE0O0XOAMMO MOIYyYUTh MUCbMEHHOE pa3pelieHHe
komnanuu Jomre.

MaTepI/IaJ'IH, OTHOCAIIHUECA K HCCIICAOBAHUIO, AOJIKHBI COXPAHATHCH CHOHCOpOM n €ro
NpeaACTaBUTCIIIMA B COOTBCTCTBHUU C PCTYIATOPHBIMUA TpC6OBaHI/I$[MI/I.

10.6. ITHYECKHE ACTEeKThI
10.6.1. He3aBucuMbIi 3 THYECKHIT KOMHUTET

Ilepen HayajaoM KIMHUYECKOTO HCCIEAOBAHMS BCE HCCIEAOBATEIbCKUE LIEHTPHI JOJKHBI
MOJYYNUTh MUCbMEHHOE pa3pelIeHUuEe Ha MPOBEAEHUE HCCIeN0BaHus 0T He3aBUCUMBIX 3THYECKHUX
komuteToB (HOK) B cooTBeTcTBHM ¢ pykoBoAcTBaMU 1o Hammexarei KIMHUYECKOW MPaKTHKE
Mexnynaponnoit kondepeniuu no rapmonmszanuu (ICH GCP E6 (R2)) u Espasuiickoro
skoHOMHUYecKOoro coro3a (EADC), npuHnnunamMu, 3asBIeHHBIMU B XEJIbCUHKCKOM JIeKIapalui U B
COOTBETCTBUU C [CWCTBYIOIIMMHM 3aKOHaMu W HopmatuBamu Poccuiickoit ®epepanuu. B
HezaBucuMblil 3THYECKHI KOMHUTET JOJKHBI OBITh TMPEACTABIEHBI CIEAYIONIME TOKYMEHTHI:
MPOTOKOJ HCCJIENOBAaHMSI C TIONMpPaBKaMU, WH(POPMAIMOHHBIN JIMCTOK mMalueHta u  (dopma
WH(OOPMUPOBAHHOTO  COTJIacHs, TMHUCHMEHHBIE MaTepHalibl, KOTOpPHIE JOJDKHBI  OBITh
npeaocTaBiieHbl manueHTaMm, bpomropa HWccnenoBatens, uH(opMmaius 10 0€30MacHOCTH
HCCIIeIyeMOro TpemnapaTa, WH(OpMalus MO BBIIIATAM U KOMIEHCAIMSIM JJs yYaCTHHKOB
WCCIIEIOBAHMS, PE3FOME UCCIIEIOBATENEH U APYTrUe JOKYMEHTHI 110 3a1pocy.

CrioHcopy A0iKeH ObITh IpeaocTaBiieH crnucok wieHoB HOK u 3asBieHue o cOOTBETCTBUU
npunuunaMm Haanexamei knmuandeckoi npaktuku (GCP) u perynsaTopHbIM TPEOOBaHHUSM.

10.6.2. HekoTopsie Bonpocskl, kKacaomuecsi ITHKH

[Tpouenypsl, ONHMCAaHHBIE B MPOTOKOJE KIMHUYECKOTO HCCIIECIOBAHMS, CBSI3aHHBIE CEro
IPUMEHEHHUEM, OLIEHKAaMH U JIOKyMEHTHPOBAHHUEM DPE3YJIbTAaTOB, pa3pabOTaHbl AJISi TOTO YTOOBI
rapaHTUpPOBATh COOTBETCTBUE AeiicTBUU CrnoHcopa u  MccnmenmoBarenss pyKOBOACTBAM IO
Hapnnexamel kinmnHudeckoil nmpaktuke MexayHapoaHoi koHpepeHuun no rapmonuszanuu (ICH
GCP E6 (R2)) u Espasumiickoro skonomuueckoro corwsa (EADC). JlanHoe KinHHYecKoe
UCCIIEJOBAHUE TAK)KE€ MOXET NPOBOJUTHCA B COOTBETCTBHM C JEHCTBYIOUIMMM 3aKOHAMHU U
HOPMAaTUBHBIMH TpeOOBaHMSIMH. OTO MOJpa3yMeBAaeT BO3MOKHOCTb IPOBEICHHS ayauTa
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npencraButensiMu - CrioHcopa W/WIIM  PETYJSITOPHBIX —opraHoB. MccienoBartenb — JTOJMKEH
pa3pennTh NPOBEACHUE MOHUTOPUHIOB, ayAUTOB U UHCIEKIUN B UCCIEA0BATEIbCKOM LIEHTPE U
B J11000€ BpeMsl PEAOCTAaBUTh NPSIMOM JOCTYIl KO BCEM MaTepuaaM, UMEIOIIMM OTHOLIEHUE K
uccaenoBanno CIOHCOpPY WM €ro mpejcraBuTessiM, HezaBucMMOMY 3THYECKOMY KOMUTETY U
PEryJISATOPHBIM OpraHaM.

10.6.3. NudopmupoBanHoe coracue

[lepen HavanoM KIMHUYECKOro HccienoBanuss lccimenosarens NODKEH IONYyYUTh OT
He3aBucumoro »THyYeckoro KOMHUTETa MUCbMEHHOE oa00peHne MH(GOpMAIMOHHOTO JHCTKA
nanyenta 1 @opMbel MHPOPMHUPOBAHHOTO COTJIACHSI M JIIOOBIX MHBIX HMHCbMEHHBIX/IEYATHBIX
MaTepHajoB, MpenocTaBisieMblx nanueHtaM. [TucemenHoe onobpenne ot HOK u ogobpennsie
JOKYMEHTBI JOJDKHBI XpaHuThcs B [lanke Mccinenosarens.

[Ipu nomyyennn uHPOPMHPOBAHHOTO corynacus VccienoBarenb JOKEH JCHCTBOBATH B
COOTBETCTBUU C pYKOBOACTBaMHM mo Hamnexamieil KIMHUYECKON NpakThKe MeXITyHapoaHON
koH(pepenmu no rapmonusanuu (ICH GCP E6 (R2)) u EBpa3uiickoro 3KOHOMHYECKOTO COI03a
(EADC), npuHuMIamMu, 3asBICHHBIMM B XEJIbCUHKCKOHM JeKiapallid M B COOTBETCTBUHU C
JEHUCTBYIOIMMHA  3akoHamMu W HopmaruBamu  Poccuiickont ~ @enepaunun.  dopma
UH(GOPMHUPOBAHHOTO COTJIACHS JIOJKHA OBITh JaTUPOBaHA U MOJIMUCAHA JINYHO MMALUEHTOM Iepe]
HAYaJIOM JIFOOBIX MPOIEyp UCCIIEJOBAHMUSL.

Hpouecc MMOJIY4YCHU A I/IH(i)OpMI/IpOBaHHOFO corjiaacusa OOJIDKCH OBITh HO,[[pO6HO OIIMCaH B
HGpBH‘-IHOfI JOKYMCHTAIlMU, B TOM YHUCJIC C YKAa3aHUCM COIJIaCHA MalUCHTa Ha y4aCTHC B 3TOM
KIMHUYCCKOM HCCICOAOBAHNHU U AAThI ITIOAITMCaAHHA (I)OpMBI HH(bOpMHpOBaHHOFO coriaacus.

10.7. duHaHCHUPOBaHME

Hacrosiee nccnenoBanue MpoBOAUTCS U MOJHOCTBIO CIIOHCHpYeTcs kKommanueil "Dompé
farmaceutici s.p.a." (Utanus). Bee 3atpathl, cBsi3aHHBIEC ¢ TPOBEACHUEM HCCIICIOBAHUS, BKITIOUYAs
TOCYJapCTBEHHBIC MOIUIMHBI, CTPAaXOBKH M OIUIATy PabOTBI HCCIENOBATENLCKUX LIEHTPOB,
HccnemoBateneit M TPeThUX JIMI, YYacCTBYIOIIMX B TIPOBEJICHHH HCCICIOBAHUS, a TaKKe
[IOCTaBKU MCCIEIyeMOro mpenapata W JpYTHX MaTepUalOB HCCIIEAOBAHUS, HMOKPBIBAIOTCS
komnanueil "Dompé farmaceutici s.p.a." B COOTBETCTBHM C TEM KakK 3TO OMUCAHO B KOHTPAKTE
mexay komnanueit UPAPMA u komnanueit "Dompé farmaceutici s.p.a.".

Yyactue B 3TOM HCCIEJOBaHMM HE TpeOyeT Kakux-11u00 (UHAHCOBBIX 3aTpar OT
NeANAaTPUYECKUX TNAaIlMEeHTOB. Bce mpouenypbl HCClIENOBaHUS, BKJIKOYas BHU3UTHL B
UCCIIEIOBATEIbCKUNA 1IEHTp, J1adOopaTOpHblE M HWHCTPYMEHTaJbHbIE O00CIEIOBaHUs, OyayT
OPOBOJIUTHCA OECIUIaTHO. YyacThe B 3TOM HCCIEAOBAaHMM HE IOApa3yMeBaeT OIUIaTy i
MAIMEHTOB.

Kn3ep © 300pOBbE MALMEHTOB, MPUHUMAIOIIMX Y4YacTHE B OTOM KIMHUYECKOM
WCCIIeIOBaHUM, OyAyT 3acTpaxOBaHbl B COOTBETCTBHH C 3aKOHOJATENBCTBOM Poccuiickoit
Oeneparun (Craths 44 dhenepanbHoro 3akoHa "O6 oOpalieHuH JeKapcTBeHHbIX cpeacTB" Ne 61-
®3 or 12 anpens 2010 roga m Apyrue NEWCTBYIOIIHME peEryisTOpHble TpeOoBaHus). Ilocie
noanucanuss  GopmMbl  MHPOPMHUPOBAHHOTO  COTJIACHsI  MALMEHTHl MOJydyaT cepTudukar
CTpaxOBaHMsI 310POBbsI Ul yYACTHUKOB MCCIIEJOBAHUS.

10.8. [MomuTHKA B OTHOLIEHUH MYOIUKALMI

ITonHble ¥ YacTUYHBIE PE3YIbTAThl AAHHOT'O UCCIICAOBAaHN A, BBIIIOJIHEHHBIC B COOTBETCTBHUU
C HACTOAIIHUM HPOTOKOJIOM, a TAKIKE mo0ast Apyras PIH(I)OpMElI.[PIS[, npeaAcCTaBJICHHAA CHOHCOpOM
B CJIX POBCACHUSA UCCIICA0BAHNA, 3aIIPCIICHBI K ny6n1/11<au1/11/1 HJIF K IIepeaaduc JTFOOBIM TPETHbUM
JIMiIam 0e3 coriacus CHOHCOpa ncciaenoBanus. Bee HCCHCHOB&TCJ’II/I, NPpUHUMAKOIHUE YyIaCTUC B
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MMPOBCACHUUN 3TOI0 HCCICAOBAHUA, HOJLKHBI MPCAOCTABUTL CIIOHCOPY IOJHBIC PC3YJIbTAThL
TECTOB U BCC JAHHBIC, ITOJYYCHHBIC B XOJI€ 9TOT'O UCCIJICIOBAHUSI.

KOHOUJIEHIIUAJTIBHO Crpanuna 72 u3 76



Uccnenyewmsiit npenapar OKUTACK® Dompé farmaceutici s.p.a.
IIporoxon uccnenosanusa KSLO117 ®unansHas 26 cents16ps 2017 rona (B penakuuu ot 25 ssHBapst
Bepcus 1.0 2018 rona)

10.

11.

12.

13.

14.

15.

16.

11. JIMTEPATYPHBIE CCbIJIKHN

. Veys EM. 20 Years' Experience with Ketoprofen. Scand J Rheumatol 1991; Suppl. 90: 3-

44.

Singla NK, Desjardins PJ, Chang PD. A comparison of the clinical and experimental
characteristics of four acute surgical pain models: dental extraction, bunionectomy, joint
replacement, and soft tissue surgery. Pain. 2014 Mar;155(3):441-56

Seymour R A, Kelly P J, Hawkesford J E. The efficacy of ketoprofen and paracetamol
(acetaminophen) in postoperative pain after third molar surgery. Br J Clin Pharmacol
1996; 41: 581-585.

SAS 9.2 http://support.sas.com/documentation/92/
MeDRA. https://www.meddra.org/

Grichnik K P, FERRANTE F M. The Difference between Acute and Chronic Pain The E
Mount Sinai Journal of Medicine 1991, 58:3 217-219

Kantor TG. A Review of Its Pharmacologic and Clinical Properties. Pharmacotherapy
1986; 6(3): 93-103.

Martindale: the Complete Drug Reference: Ketoprofen. Available at:
http://www.pharmpress.com/product/MC_MAR T/martindale-the-complete-drug-
reference Accessed 13 July 2015.

KSLO0112 (CRO-PK-11-262) Two-way crossover, randomised, single dose
bioequivalence phase I study of ketoprofen lysine salt as orodispersible granules (40 mg
administered without water) versus ketoprofen lysine salt as granules for oral solution (80
mg bipartite sachet, half sachet) after oral administration to healthy volunteers of both

sexes. - 30 April 2012.

Panerai A E, Lanata L, Ferrari M, Bagnasco M. A new ketoprofen lysine salt
formulation: 40 mg orodispersible granules Trends in Medicine 2012 October, 12:159-
167.

RBM 930475. Single dose toxicity study in mice treated by oral route with Ketoprofen
lysine salt, S-Ketoprofen Lysine salt, R-Ketoprofen Lysine salt and Ketoprofen. RBM,
Colleretto Giacosa (TO), Italy, July 7, 1994.

RBM 930473. Single dose toxicity study in rats treated by oral route with Ketoprofen
lysine salt, S-Ketoprofen Lysine salt, R-Ketoprofene Lysine salt and Ketoprofen. RBM,
Colleretto Giacosa (TO), ltaly, June 23, 1994.

RBM 930476. Single dose toxicity study in mice treated by intraperitoneal route with
Ketoprofen lysine salt, S-Ketoprofen Lysine salt, R-Ketoprofen Lysine salt and
Ketoprofen. RBM, Colleretto Giacosa (TO), ltaly, July 7, 1994

RBM 930474. Single dose toxicity study in rats treated by intraperitoneal route with
Ketoprofen lysine salt, S-Ketoprofen Lysine salt, R-Ketoprofen Lysine salt and
Ketoprofen. RBM, Colleretto Giacosa (TO), Italy, June 23, 1994.

RBM 930477 - KLS, S-ketoprofen Lysine salt, R-ketoprofen Lysine salt and ketoprofen.
2-week toxicity studies in rats treated by oral route. RBM, Colleretto Giacosa (TO), Italy,
July 21, 1994.

RBM 910102. 13-week repeated dose toxicity study in Sprague Dawley Crl:CD (SD) BR
rats treated with the test article Ketoprofen lysine salt administered by oral route at the

KOHOUJEHIIMAJIBHO Crpanuna 73 u3 76


http://www.pharmpress.com/product/MC_MART/martindale-the-complete-drug-reference%20Accessed%2013%20July%202015
http://www.pharmpress.com/product/MC_MART/martindale-the-complete-drug-reference%20Accessed%2013%20July%202015

Uccnenyewmsiit npenapar OKUTACK® Dompé farmaceutici s.p.a.
IIporoxon uccnenosanusa KSLO117 ®unansHas 26 cents16ps 2017 rona (B penakuuu ot 25 ssHBapst
Bepcus 1.0 2018 rona)

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

doses of 0, 2.5, 7.5 and 15 mg/kg/day followed by a 6-week recovery period. RBM,
Colleretto Giacosa (TO), Italy, March 2,1993

DOM/007/AKL - Repeat dose dermal toxicity to rats. A 13-week study. Life Science
Research Israel Ltd., Israel, Januray 7, 1991.

Cimini A, Brandolini L, Gentile R, Cristiano L, et al. Gastroprotective Effects of Lysine
Salification of Ketoprefen in Ethanol-Injured Gastric Mucosa. J Cell Physiol. 2015 230:
813-820

DOM/008/AKL - Repeat dose dermal toxicity to rabbits. A 13-week study. Life Science
Research Israel Ltd., Israel, Januray 6, 1991.

RBM 930478 - KLS, S-ketoprofen Lysine salt, R-ketoprofen Lysine salt and ketoprofen.
Dose Range finding study by oral route in dogs - RBM, Colleretto Giacosa (TO), ltaly,
July 20, 1994.

RBM 880004. 13-week repeated dose toxicity study in marmosets treated with the test
article Ketoprofen lysine salt administered by oral route at the doses of 0, 2.5, 7.5 and 15
mg/kg/day followed by a 6-week recovery period. RBM, Colleretto Giacosa (TO), Italy,
14 April 1989.

RBM 880006. Ketoprofen lysine salt. Ames test. RBM, Colleretto Giacosa (TO), ltaly,
February 29, 1988.

RBM 890666. Ketoprofen lysine salt. Chromosome aberrations in human lymphocytes.
RBM, Colleretto Giacosa (TO), Italy, May 26, 1990.

RBM 880007. Ketoprofen lysine salt. Gene conversion test in S. cerevisiae D4. RBM,
Colleretto Giacosa (TO), Italy, March 30, 1988.

RBM 920773. Ketoprofen lysine salt. Unscheduled DNA synthesis in cultured HeLa
cells. RBM, Colleretto Giacosa (TO), Italy, Febbruary 16, 1993.

RBM 880008. Ketoprofen lysine salt. Micronucleus test in rat bone marrow. RBM,
Colleretto Giacosa (TO), ltaly, April 18, 1988

RBM 880005. Ketoprofen lysine salt. Preliminary teratogenesis study by oral route in
rabbits. RBM, Colleretto Giacosa (TO), Italy, December 21, 1989.

RBM 910272 - 4-week toxicity study in rabbis by vaginal route. RBM, Colleretto
Giacosa (TO), Italy, November 14, 1991.

Sarzi-Puttini P, Atzeni F, Lanata L et al. Pain and ketoprofen: what is its role in clinical
practice? Reumatismo, 2010; 62(3): 172-188.

Geisslinger G, Menzel S, Wissel K, K. Brune K. Pharmacokinetics of ketoprofen
enantiomers after different doses of the racemate. Br J Clin Pharmacol 1995; 40: 73-75

Bannwarth B, Lapicque F, Netter P, Monot C, Tamisier JN, Thomas P, Royer RJ. The
effect of food on the systemic availability of ketoprofen. Eur J Clin Pharmacol.
1988;33(6):643-5.

Martindale: the Complete Drug Reference: Ketoprofen. Available at:
http://www.pharmpress.com/product/MC_MART/martindale-the-complete-drug-
reference Accessed 13 July 2015.

Netter P, Lapicque F, Bannwarth B, Tamisier JN, et al. Diffusion of Intramuscular
Ketoprofen Into the Cerebrospinal Fluid. Eur J Clin Pharmacol. 1985; 29:319-21.

KOHOUJEHIIMAJIBHO Crpanuna 74 u3 76


http://www.pharmpress.com/product/MC_MART/martindale-the-complete-drug-reference%20Accessed%2013%20July%202015
http://www.pharmpress.com/product/MC_MART/martindale-the-complete-drug-reference%20Accessed%2013%20July%202015

Uccnenyewmsiit npenapar OKUTACK® Dompé farmaceutici s.p.a.

IIporoxon uccnenosanusa KSLO117 ®unansHas 26 cents16ps 2017 rona (B penakuuu ot 25 ssHBapst
Bepcus 1.0 2018 rona)
34. Advenier C, Roux A, Gobert C et al. Pharmacokinetics of ketoprofen in the elderly. Br J

35

36.

37.

38.

39.

40.

41

42.

43.

44.

45.

46.

47.

48.

Clin Pharmacol 1983; 16: 65-70.

. Skeith KJ, Dasgupta M, Lange R, Jamali F. The influence of renal function on the
pharmacokinetics of unchanged and acyl-glucuroconjugated ketoprofen enantiomers after
50 and 100 mg racemic ketoprofen. Br J Clin Pharmacol 1996; 42: 163—169.

Stafanger G, Larsen HW, Hansen H, Sorensen K. Pharmacokinetics of ketoprofen in
patients with chronic renal failure. Scand J Rheumatology 1981; 10: 189-192.

Vallés J, Artigas J R, Bertolotti M, Crea3 A, Miiller F, Paredes I, Capriati A Single and
Repeated Dose Pharmacokinetics of Dexketoprofen Trometamol in Young and Elderly
Subjects. Methods Find Exp Clin Pharmacol 2006, 28(Suppl. A): 13-19.

Upton, RA, Buskin, JN, Williams, RL, Holford, NHG, Riegelman, S. Negligible
excretion of unchanged ketoprofen, naproxen and probenecid in urine, J Pharm Sci 1980
09: 1254-1257.

Dawood, M.Y. Nonsteroidal antiinflammatory drugs and reproduction. Am. J. Obstet.
Gynecol., 1993, 169, 1255-1265.

Van der Weiden, R.M.; Helmerhorst, F.M.; Keirse, M.J. Influence of prostaglandins and
platelet activating factor on implantation. Hum. Reprod., 1991, 6, 436-442

. Van der Weiden, R.M.; Helmerhorst, F.M.; Keirse, M.J. Prostanoid excretion in incipient
singleton and twin pregnancies. Am. J. Obstet. Gynecol., 1996, 174, 1614-1617.

Van der Weiden, R.M.; Wouters, J.M. Infertility may sometimes be associated with
nonsteroidal anti-inflammatory drug consumption. Br. J. Rheumatol., 1997, 36, 605.

Siu, S.S.; Yeung, J.H.; Lau, T.K. An in-vivo study on placental transfer of naproxen in
early human pregnancy. Hum. Reprod., 2002, 17, 1056-1059.

Antonucci R, Zaffanello M, Puxeddu E, Porcella A et al. Use of Non-steroidal
Antiinflammatory Drugs in Pregnancy: Impact on the Fetus and Newborn. Curr Drug
Metab. 2012; 13(4):474-90.

Ofori, B.; Oraichi, D.; Blais, L.; Rey, E.; Bérard, A. Risk of congenital anomalies in
pregnant users of non-steroidal anti-inflammatory drugs: A nested case-control study.
Birth Defects Res. B. Dev. Reprod. Toxicol., 2006, 77(4), 268-279.

Ericson A, Kéllén BA. Nonsteroidal anti-inflammatory drugs in early pregnancy. Reprod.
Toxicol. 2001 Jul-Aug; 15(4):371-5 2001.

Dollery C, ed. Therapeutic Drugs. Second Edition. Churchill Livingstone. Edinburgh
1999.

Becker J C, Domschke W, Pohle T. Current approaches to prevent NSAID-induced
gastropathy — COX selectivity and beyond Br J Clin Pharmacol 58:6 587-600 587.

KOHOUJEHIIMAJIBHO Crpanuna 75 u3 76



Uccnenyewmsiit npenapar OKUTACK® Dompé farmaceutici s.p.a.
IIporoxon uccnenosanusa KSLO117 ®unansHas 26 cents16ps 2017 rona (B penakuuu ot 25 ssHBapst
Bepcus 1.0 2018 rona)

12. NPUJIOXEHHUE
12.1. BusyanabHo-ananorosasi mkaJja ""MUHTeHCHBHOCTDH O0s1n"

Toowcanyiicma, nocmasbme ommemky HA WKALe HUNCE 8 COOMBEMCMBUU C UHMEHCUBHOCMbIO
Baweti 6onu 6 nacmosiwyuii momenm.

boau Her Camas cmibHas 00J1b,
KaKyI0 MOKHO
NpeACTABUTH

12.2. BusyanbHo-anajioroas mkaJja "CHHKeHMe HHTEHCUBHOCTH 60/

HOD!CClleZZCWlCl, nocmaevnie OmMmMemKy Ha WKajle HUMdce 6 coomeemcmeuu Co CmeneHsvro
CHUDICEHUs UHmeHcusHocmu Bawet 6onu 6 Hacmo;m;m? MOMeHm.

Cuuxenus 00,14 HET MakcumaabHoe
CHUIKEeHHeEe 00N

12.3. O0umas oneHka, NpoBeJeHHAs] CAMUMH NanueHTaMH (Mo S-0a/JIbLHOI
HIKaJIe)

C yuemom 6cex acnekmos, céazanuvlx ¢ Baweii 601v10, HACKONbKO Xopouto Bei cebs
yyecmeyeme?

1 = ouennb 3= 5 = o4ennb
2 = xopomuio 4 = njoxo
XO0po1Io YAOBJICTBOPHUTEJIBHO IJIOXO
O O O O O
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