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= E%Zlb _
|(Relugohx+Estradtol+Noreth1sterone acetate 40 mg/1 mg/0.5 mg film-
\coated tablet)

3. Manufacturer

4. Conducted studies:

| Gedeon Richter Plc. Hungary

‘Gedeon Richter Ple. » Hungary (primary packaging, secondary
lpackagmg, quality control, batch release),
‘Pateon Inc., Canada (in bulk product manufacturing, quality control)

|
i

X yes

O

no if no, justify

gl_)_type of the medicinal product,
registration of which was conducted or
planned

e SS—

%
(5. Full title of the clinical trial, code
inumber of the clinical trial

6. Phase of the clinical trial

Medrcmal product with complete dossier (stand-alone dossier) (new
actwe substance)

A Phase 2, multicenter, randomized, double- blind, parallel-group,
placebo controlled study of the efficacy and safety of TAK-385 10, 20,
and 40 mg (p.o.) in the treatment of endometriosis.

(TAK-385!OCT 101)

~ Phase 2

7. Time frame of the clinical trial

’éMCouﬁ%}]éé_wwﬁEr’c"thé‘c’i’i}ii"éél'ifi'éi was

conducted

9 Number of sub]ects

'.
|

110. Purpose and secondary objectives of
the clinical trial

11. Clinical trial design

HE Key inclusion criteria

3. Investlgattonal medicinal ptoduct,
!fmethod of administration, strength

L14 Comparator method of administration

strength

|
I
]!1 5. Concomitant therapy
I
|
E

:16 Efﬁcacy evaluatlonmcrtterla a

“[From 10. 03.2012. to 10.02. 2014.
-—
3101 Japan sites enrolled subjects in the Double-Blind Treatment Period.
|

~ planned: 450
lactual: 397

tThe Ob_]BCthG of this study was to evaluate the safety (including the
decrease in bone mineral density [BMD]) of extended 12-week therapy
wrth TAK-385 (24 weeks from the date of first administration of the
drug in the treatment period [VISIT 3] in TAK-385/CCT-101 study) in
subjects who partlclpated in TAK-385/CCT-101.

A Phase 2, multlcenter long-term (over 12 weeks) extensmn study

Endometr iosis

Relugollx 10, 20 and 40 mg Tablets, oral

’ Not appllcable

Concomltant medication was ¢ any drug given in addition to the study
drug These were prescribed by a physician or obtained by the subject
over the counter. At each study visit, subjects were asked whether they
had taken any medication other than the study drug used from signing of
Emformed consent through the end of the study (including vitamin
supplernents over-the-counter medications, and herbal medicines).

rtod

VAS sc'ore for pelvrc pam durmg the treatment it per
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i VAS score for dyspareunia during the treatment period;
Pelvic pain;

M-B&B score for pelvic pain during the treatment period;
B&B score for pelvic pain during the treatment period;
Dyspareuma

M-B&B score for dyspareunia during the treatment period;
B&B score for dyspareunia during the treatment period;
\Use of pain killer during the treatment period;

Decrease in menstrual blood loss and achievement of the amenorrheic
state

QOL (EHP- 30)

!1 7 Safet év aloat-ior-\ criteria BMD, AEs, vital signs, weight, 12-lead ECG, clinical | laboratory tests,
| Y and biochemical bone metabolism markers (serum NTx and BAP)

e e e———— -

fl 8. Statistical methods

‘The SAP mcludmg detalled procedures of statistical analy51s is attached
in CSR Appendlx 16.1.9.

i
| The mean a age ofall subjects who entered OCT-101 study ranged between
!

119. Demographic data of the study l35 .3 and 36.6 years, the mean height between 158.4 and 160.7 cm, and the

population (gender, age, race, etc.) |
|
l

mean weight between 51.5 and 56.1 kg in all the treatment groups. There
seemed to be no clinically significant differences among the treatment
groups

' The changes from baseline in mean of VAS scores for pelvic pain at the
i end of treatment period were -3.222 +12.1616 mm in placebo -6.849 +
10.5616 mm in TAK-385 10-mg, -9.032 + 11.8432 mm in TAK-385 20-
mg-11.924 £ 11.2609 mm in TAK-385 40-mg, and -12.552 + 12.5609 mm
in Leuprorelin groups, and were larger in higher dose levels of TAK-385
ina time-dependent manner throughout the treatment period for 24 weeks.
Those for dysmenorrhea were also larger in higher dose levels of TAK-
385 in a time-dependet manner throughout the treatment period. The
!changes and profiles of VAS score for pelvic pain and dysmenorrhea in
TAK-385 40-mg group were similar to those in Leuprorelin group.

The results of other endpoints related to VAS score (maximum value,
proportlon of days without pain, proportion of subjects without pain) for
pelvic pain, dysmenorrhea and dyspareunia were comparable to those of
the mean of VAS scores.

20. Efficacy outcomes

|

|

§ <The incidence of TEAEs was 81% to 98% in all treatment groups. The

; major TEAES such as hot flush and metrorrhagia were considered due to
% the pharmaoologmal activity of TAK-385 or leuprorelin, No notable
i
|
i
|

differences in incidence or timing of TEAEs were found in comparison
with the Leuprorelin group. Two TEAEs were severe in intensity and all
the others were mild to moderate. Seven serious TEAEs occurred. One
case of liver function test abnormal in the TAK-385 20-mg group was
considered related to the study drug, while the others were

considered not related to the study drug. Recovery from this event
occurred quickly after discontinuation of administration. With the
exceptlon of 3 moderate TEAESs in 2 subjects, all TEAEs related to liver
function were mild. There was a continuous decrease of BMD during the
whole period of administration. The percent change in BMD in

the TAK-385 40-mg and Leuprorelin groups were comparable.

/After administration of TAK-385 for 12 weeks in the preceding TAK-
I385:’CCT 101 study, no unexpected safety

issues were found in an extended administration period of 12 weeks.

, Therefore it was considered that there would be no clinically significant

21. Safety outcomes
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iconcems in the safety of TAK-385 1 ﬁﬁ?ﬁ“ﬁ r—ng for the duration of up to
24 weeks.

;In patients with endometriosis, the effects of TAK-385 on pelvic pain and
dysmenorrhea after administration for 12 weeks in TAK-385/CCT-101
study were maintained for extended 12 weeks (24 weeks in total), and
were approximately the same in the TAK-385 40-mg and Leuprorelin
groups. The E2 value was suppressed throughout

Ithe study period.On the basis of the safety and efficacy findings in this
istudy, 40 mg of TAK-385 is considered to be an effective and tolerabe
\dose for treating endometriosis.

22. Conclusion (summary)

Applicant
(Registration certificate Holder)

ics/Istvéan

liter Gedeon Nyrt» in Ukraine
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(ReIugohx+Estrad101+Norethlster0ne acetate 40 mg/1 mg/0.5 mg film-
|coated tablet)

; Gedeon Richter Plc. ‘Hungary

|
|

i 4 Conducted studles

3. Manufacturer

I) type of the medicinal product
reglstratlon of which was conducted or
planned

I

5. Full title of the clinical trial, code
rmumber of the clinical trial

6 Phase of the clinical trial
7. Time frame of the clinical trial

- Countries where the clinical trial was ;This study was conducted at a single center in the United States.

|(:onduc:ted

9 Number of subjects

f
|
|
|

2
10. Purpose and secondary objectives of
the clinical trial

~ planned: NA
actual: 54
@rﬁﬁ&f{ﬁﬁi ectives were:

[Medlcmal product with complete dossier (stand-alone dossier) (new

JEvaluatmg the Relative Bioavailability and Effect of Food on TAK-385

i

" [From 02.03.2015. 10 11062015,

‘] To evaluate the bioavailability of TAK-385 following oral

[l To estimate the effect of food on the PK of a single oral dose of 120
mg of the T4 Formulation B tablet of TAK-385.

!
i

Formulatlon tablet.
|

Gedeon Richter Plc., Hungary (primary packaging, secondary
packaglng, quality control, batch release),
Pateon Inc., Canada (in bulk product manufacturing, quality control)

X yes C no lf no, justify

actlve substance)

A ‘Phase ] 1, Open—Label 'Randomized, Three- Way Crossover Study

Tablet Formulations in Healthy Subjects
(TAK—385-1010)

Phase 1

J To evaluate the bioavailability of TAK-385 following oral
administration of a 120 mg T4 Formulation B tablet under fasted
condltlons relative to a 120 mg dose (80 mg+40 mg) of the T2
Formulanon tablet.

adm1mstrat10n of a 120 mg T4 Formulation C tablet under fasted
condmons relative to a 120 mg dose (80 mg+40 mg) of the T2

| To estimate the effect of food on the PK of a single oral dose of 120
mg of the T4 Formulation C tablet of TAK-385.




| i’s‘écéﬁdé}{ Objective was:
|
[ [ To evaluate the safety and tolerability of a single oral dose of 120 mg
|
I

of the T4 Formulation B and T4 Formulation C tablets of TAK-385.
11 Clinical trial desugn FThlS was an open-label randomlzed 3-way crossover, single-dose study.

,12 Key inclusion criteria - Healthy Subjects -

13. Investigational medicinal product, !
method of administration, strength

Relugohx 120-mg Tablets oral (T2 and T4 formulatron)

4. Comparator method of : admmlstratlon
strength

[Not apphcable

Concomltant medications, mcludlng OTC medlcatlons lmmumzatlons
vitamin supplements, and herbal preparations, were not allowed during
the study. Occasional use of acetaminophen (paracetamol) <I g/day and
15. Concomitant therapy other agents could be approved by the sponsor on a case-by-case basis.
If a subject developed an illness that required a new medication, then the
: 1nvest1gat0r was to consult with the sponsor to determine if study drug
i dosing must be stopped and the subject withdrawn from the study.

[
1
i
|
t

e — S

Not applicable. Efﬁcacy response was not measured in this clinical study
of normal healthy subjects.

‘ Incrdence of AEs, severity and type of AEs, and by changes from
[17. Safety evaluation criteria tBasehne in the subjects’ vital signs, weight, and clinical laboratory
fresults.

16. Efﬁcacy evaluation criteria

E ‘An analysis of variance (ANOVA) was performed on the In-transformed
iPK parameters AUCe, AUCI120, and Cmax. The model included

, Iregimen, period, and sequence as fixed effects and subject within
sequence as a random effect. Individual plasma TAK-385 concentration-
time data and actual sampling times were listed by treatment arm and
regimen, subject number, study period, and study day and summarized
j‘deseriptively by treatment arm and regimen, and nominal time for all
subjects in the PK evaluable population which was the same as safety
populatlon in this study. Descriptive statistics including number (N),
larlthmetlc mean, standard deviation (SD), CV%, geometric mean and
CV%, minimum, maximum, and median were used to summarize the
TAK-385 PK parameters. Mean and individual plasma concentration-
time profiles of TAK-385 of the test and reference formulations under
fasted conditions and the test formulations under fed conditions were

‘F plotted

,f on linear and semi-log scales.
|

18. Statistical methods

!All subjects included in this study were healthy men, a majorlty of who

were white (81%) and Hispanic or Latino (65%). The overall mean (SD)
19. Demographic data of the study age of study subjects was 38.9 (10.8) years, with an age range from 19 to
population (gender, age, race, etc.) ISS years. The overall mean (SD) weight and BMI of subjects was 83.4
(12 7) kg and 27.2 (3.2) kg/m2, respectively. Demographic characteristics
\were similar between treatment arms.

20. Efﬁcacy outcomes Not apphcable

Overal] smgle doses of TAK-385 T2 and T4 Formulations were well
tolerated by study subjects.
21. Safety outcomes L) A majority of the AEs that occurred in the study were treatment-
emergent A total of 3 subjects (11%) in each treatment arm had at least
'1 TEAE.

S —
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0A majority of AEs were mild in intensity, and there were no severe
AEs during this study.

1 All AEs except 1 were considered to be unrelated to study treatment.
The TEAE of mild visual impairment in Subject 10035 (Regimens A and
B) was considered to be related to TAK-385.

[ No SAEs, deaths, or AEs leading to discontinuation occurred during
Jthe conduct of this study.

U Clinical laboratory values, vital signs, physical examinations, and
[ECGs were generally stable for subjects in both treatment arms
throughout the course of the study.

iThe oral bioavailability of TAK-385 T4 Formulation B tablet was similar
(mean AUC120 and AUCw0: -6%) to that of T2 Formulation tablets under
fasted conditions.
ID The oral bioavailability of TAK-385 T4 Formulation C tablet was lower
22. Conclusion (summary) (mean AUC120 and AUCw: -22%) relative to the T2 Formulation tablets
f under fasted conditions.
[ Co-administration with food (a high fat meal) decreased the
Jbioavailability of TAK-385 T4 Formulations B and C tablets by

approximately 20% and <10% on average, respectively.

Applicant
(Registration certificate Holder)
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"~ Ryeqo
(Relugolix+Estradiol+Norethisterone acetate 40 mg/1 mg/0.5 mg film-
Ecoated tablet)

Gedeon Richter Plc. Hungary

‘Gedeon Richter Plc., Hungary (primariz packaging, secondary
'packaging, quality control, batch release),
Pateon Inc., Canada (in bulk product manufacturing, quality control)

lf no ]UStlfy

Medlcmal product with complete dossier (stand-alone dossier) (new

|
active substance)

A Multicenter, Randomized, Double-Blind, Parallel-Group, Placebo-
Controlled, Phase 3 Study to Evaluate the Efficacy and Safety of Oral
TAK-385 40 mg in the Treatment of Pain Symptoms Associated With
iUterine Fibroids.

(TAK-385 3{)08)

From 26.03. 2016 to 19 05. 2017

‘Flﬁeen sites in Japan enrolled subjects in the treatment period.

5actual 65

. Ianarv Objective was:
I
To evaluate the efficacy of TAK-385 40 mg administered orally once
daily for 12 weeks, compared with placebo in subjects having pain
symptoms associated with uterine fibroids.

Secondary Objective was:

To evaluate the safety of TAK-385 40 mg administered orally once daily
sfor 12 weeks, compared with placebo in subjects having pain symptoms
associated with uterine fibroids.

:Additional Objective was:

éTo evaluate the pharmacodynamic effect, which is blood concentrations
of LH, FSH, E2, and progesterone

) le‘IlS was a phase 3, ‘multicenter, randomized, double-| blind, parallel-
group study




12. Key inclusion criteria

13. Investigational medicinal product,

method of admmistratlon strength

strength

15. Concomitant therapy

16. Efficacy evaluation criteria

17. Safety evaluation criteria

18. Statistical methods

|
1

—— o o

19. Demographic data of the study
population (gender, age, race, etc.)

|
|
|

:[20. Efficacy outcomes
|
|
|
i
|
!
\

14. Comparator method of admmlstratlon, i

j "(joncor'ﬁltvapvt medications were drugs glven in addition to the study drug

- Pam symptoms aséociated w1th uterme ﬁbrmds T

~ INRS scores
] [The safety variables included AEs, vital 31gns welght standard 12-lead

N descr1pt1on of the planned statistical methods is presented in the

in the statlstlcal analy51s plan (SAP) (CSR Appendlx 16.1.9.1).

N ln the FAS, the proportloh“of subjects with a maximum NRS score of 1 or

[
Re]ugollx 40 mg Tablets, oral

Placebo

'These might be prescribed by a physician or obtained by the subject over
the counter. Concomitant medicationmwas not provided by Takeda. At
éeach study visit, the subjects were asked whether they had taken

any medication other than the study drug (used from the signing of the
informed consent through VISIT 7 [or early termination]), and all
medications including vitamin supplements, over-thecounter
medications, and oral herbal preparatlons were recorded in the eCRF.

Myoma and Uterine Volumes
\Use of Analgesic Medications
|UFS-QOL Scores

[ECG, clinical laboratory tests, and the status of menstruation recovery.

protocol (CSR Appendix 16.1.1) and

The mean age was 40.5 years in the TAK-385 40 mg group and 42.6 y years
in the placebo group (hereafter in the same order), the mean height was
157.5 and 159.2 cm, and the mean weight was 57.55 and 57.47 kg. There
were no clinically significant differences in these demographic
characteristics between the treatment t groups.

E

less during the 28 days before the final dose of study drug was higher in
‘The TAK-385 40 mg group (57.6%) than in the placebo group (3.1%). The
dlfference between the treatment groups was statistically significant (odds
ratlo 42.071; 95% CI, 5.113 to 346.181; Fisher’s exact test, p<0 0001).
The result of secondary analysis of the primary endpomt using the PPS,
demonstrated the robustness of the results of the primary endpoint.
’The proportion of subjects with a maximum NRS score of 0 during the 28
days before the final dose of study drug was higher in the TAK-385 40 mg
group (48.5%) than in the placebo group (3.1%) (odds ratio, 29.176; 95%
Cl 3.555 to 239.478), as was the proportion of subjects with a maximum
RS score of 1 or less (ie, the primary endpoint).
!The mean NRS score (mean+SD) during the 28 days before the final dose
of study drug was 0.50+0.967 in the TAK-385 40 mg group and
0.99+1.274 in the placebo group, and the change from Baseline in the
TAK 385 40 mg group was larger than that in the placebo group
(mean:f:SD -1.30£1.017 and -0.36+0.593, respectively). The inter-group
difference in the mean
NRS scores during the 28 days before the final dose of study drug was -
0.49 (95% CI, -1.050 to 0.069).
The percentage (mean+SD) of days without pain symptoms (NRS=0)
durmg the 28 days before the final dose of study drug was 76.73+32.006%
in the TAK-385 40 mg group and 64.78+29.015% in the placebo group,
%and the change from Baseline in the TAK-385 40 mg group was larger




e
|
|
i
|
!
i

21. Safety outcomes

22. Conclusion (summary)

Applicant
(Registration certificate Holder)

20
90

Fthan that in the placebo group (mean+SD, 29.91+26.072% and

6.51£17.970%,

respectively). The inter-group difference in the percentages of days

;without pain symptoms (NRS=0) during the 28 days before the final dose

of study drug was 11.96% (95% CI, -3.201 to 27.112).

The overall incidence of TEAE was 87.9% (29/33 subjects) in the TAK-

i385 40 mg group and 56.3% (18/32) in the placebo group. The incidence
was higher in the TAK-385 40 mg group than in the placebo group. Most

hEAEs were mild or moderate. Severe TEAESs were reported in

1 subject in the TAK-385 40 mg group (insomnia, depression, and hot

ﬂush) The overall incidence of drug-related TEAE was 87.9% (29/33)

Eln the TAK-385 40 mg group and 21.9% (7/32) in the placebo group.

[The incidence was higher in the TAK-385 40 mg group than in the

placebo group. No serious TEAEs were reported in this study.

ln this study, the efﬁcacy and safety of TAK-385 40 mg orally
admlmstered once daily for 12 weeks were investigated in comparison
with placebo in subjects having pain symptomsmassociated with uterine
iﬁbrmds

The results of efficacy evaluations demonstrated significant treatment
ieffe(:ts of TAK-385 40 mg on pain symptoms associated with uterine
ffibroids.

TAK-385 40 mg was well-tolerated in subjects having pain symptoms
assocnated with uterine fibroids for 12 weeks, and no new safety concerns
,were identified from this study
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‘Ryeqo
(Relugolix+Estradiol+Norethisterone acetate 40 mg/1 mg/0.5 mg film-
\coated tablet)

i Gedeon Richter Plc, Hungary

;3. Manufacturer
i

i

| 4. Conducted studies:

'I) type of the medicinal product reg1strat1on Medicinal product with complete dossier (stand-alone dossier) (new

jof which was conducted or p]anned

[

'Gedeon Richter Plc., Hungary (primary packaging, secondary
packagmg, quality control, batch release),
Pateon Inc., Canada (in bulk product manufacturing, quality control)

X yes

no

if no, Justlfy

-

actwe substance)

|
5. Full title of the clinical trial, code number |
of the clinical trial

|

6. Phase of the clinical trial

}7 Time frame of the clinical trial

8. Countries where the clinical trial was
conducted

;9. Number of subjects
I

—

t
\
0. Purpose and secondary objectives of the
ichmcal trial

[Pty it

" |A Phase 2, Randomized, Open-label, Parallel Group Study to Evaluate
Lthe Safety and Efficacy of the Oral GnRH Antagomst TAK-385,
[Together With a Leuprorelin Observational Cohort, in Patients With
IPros’tate Cancer.
(C27002)

|Phése 2

From 26 03 2014 to 23.12. 2015

g23 sites in North America (4 in Canada and 19 in the US)

plannedu NA
actual: 136

iD To evaluate the efficacy of TAK 385 for achieving and maintaining
testosterone suppression (<50 ng/dL)
|

ESecondary Objectives

|Z To evaluate the safety and tolerability of TAK-385.

1 To evaluate efficacy for PSA lowering.

" To determine the time to achieve castrate levels of testosterone <50
ng/dL and <20 ng/dL.

{1 To evaluate the population PK of TAK-385 in patients with prostate
cancer.

[ To further evaluate other pharmacodynamic (PD) markers of TAK-
385

" To evaluate quality of life (QoL) related to androgen deprivation and
recovery from ADT using validated patient-reported outcome (PRO)
1nstruments (25-item Prostate Cancer Module [P25] of the European
Organazatlon for Research and Treatment of Cancer (EORTC), Aging
\Male Symptom [AMS] Scale, and EORTC Quality of Life
Questlonnalre [QLQ]-C30)




1. Clinical trial design
Itm"ZTmKe-}r inclusion criteria
] 3. Investigational medicinal product,
method of administration, strength

14. Comparator, method of administration,

3

strength

[
15. Concomitant therapy

i

516 Efficacy evaluation criteria
i

17. Safety evaluation criteria

|

18. Statistical methods

19. Demographic data of the study
population (gender, age, race, etc.)

120. Efficacy outcomes

o _fi)err‘togriaphicsm\;vere—si_rﬁilérﬂbetweert'the treatment groups, with a

92
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Thrs was a 3-arm, randomlzed open -label, parallel group study

) tProstate Cancer "
N 3
’Relugohx 40 or 80 mg film-coated tablet, oral

|Leuprore1in 22.5 mg injection

Medications used by the patlent and therapeutrc procedures completed
by the patient were recorded in the eCRF from the beginning of
EScreemng until 30 days after the last dose of TAK-385 or 12 weeks
plus 30 days after the last Ieuprorelm mjectron

° Testosterone Assessment

PSA (prostate-specific antigen) Assessment
Prostate Gland Assessment

PK Measurements

PD Measurements

| e
e
.
|
~ [Adverse events (AEs) were assessed, and laboratory values, vital signs,
,physwal examinations (including slit-lamp examination of the eye), and
12-lead electrocardiograms (ECGs) were obtained to evaluate the safety

and tolerablhty of TAK-385.

ENo formal statistical differences were sought or hypothe51zed either
between the 2 TAK-385 dosing arms or between TAK-385 and
leuprorelm The primary objective of this study was to

demonstrate sustained castration (testosterone <50 ng/dL) in >90% of
patients at 1 or both TAK-385 phase 2 dose levels beginning after 4
weeks of TAK-385 treatment and extending

through Week 25, Day 1. The castration rate was estimated using 2-sided
95% confidence interval (CI). Regarding statistical decision rules, the
study was to be deemed success if the lower bound of 2-sided 95% CI
iof at least 1 of the TAK-385 dose levels was >90%.

majority of patients being white and with a mean age between
approximately 68 and 72 years. Results from this study indicate that oral
TAK-385 (80 mg QD or 120 mg QD) demonstrated rapid testosterone-
lowering within the first week of treatment.

TAK-385 (80 or 120 mg QD preceded by a loadmg ‘dose on Day 1)
demonstrated rapid testosterone lowering effects similar to effects with
most patients experiencing medical castration (testosterone <50 ng/dl)
by the end of 7 days treatment. The findings are consistent with the
GnRH receptor antagonism mechanism of action, contrasted with the
testosterone flare and relatively later onset of castration observed in the
leuprorelm observational arm and in other reported studies.

| Effective castration was achieved and maintained between the Week
5 Day 1 Visit and the Week 25, Day 1 Visit for each treatment group
(80 mg QD TAK-385: 91%; 120 mg QD TAK-385: 91%; leuprorelin:
96%) as well as through the Week 49, Day 1 Visit for each treatment
group (80 mg QD TAK-385: 88%; 120 mg QD TAK-385: 83%;
leuprorehn 92%).
gThe summarized castration rates are not censored for patients who
dlscontmued for reasons other than failed testosterone lowering, and thus
underestlmate the likely probability of
achrevmg sustamed castratron




E u The propomon of | patlents who achieved testosterone levels <20 ng/dl

) dally doses of 80 and 120 mg, respectively, for effective castration.

23
93

(0.69 nmol/L) at Week 25, Day 1 in the 80 and 120 mg QD TAK-385
groups (70% and 76%, respectively) was at least as large as the
:leuprorelin group (75%).

|Z) Although in this trial the 'success' criterion of a lower bound of the
95% CI for sustained castration at all time points from Week 5 onwards
of 90% for either TAK-385 arm was not

met, the estimate at 24 weeks of 95% for the combined TAK-385 arms
in patients who completed 24 weeks of treatment suggests that TAK-385
is highly effective at achieving and

maintaining castration. The results are also consistent with a companion
study (C27003) in which the overall estimate for 120 mg daily
administered for 24 weeks was 95% with a lower

lbound of the 95% CI of 87.1.

() The time course, intensity, and overall pattern of PSA response
(waterfall plot, reduction in PSA by >50% or >90%, absolute values, and
nad1r) were similar between the TAK-385 groups. The leuprorelin group
had lower PSA values at Baseline and over the 48 weeks oftreatment
compared with the TAK-385 groups, but the percent change from
baseline was similar to that for the TAK-385 groups. Consistent with the
testosterone lowering kinetics, a lower percentage of leuprorelin patients
(17%) had at least a 50% reduction in PSA levels by Week 5, Day 1
compared with the 80 mg (75%) and 120 mg (83%) TAK-385 groups.

"I In a small cohort of patients with 12-week follow-up data off study
‘treatment mean testosterone values were higher in the oral TAK-385
groups at the EOT, Follow-up, and EOS

‘Vlsrts than in patients receiving injectable long-acting (3-month) depot
leuprore]m

;: For all 3 treatment groups, AMS total scores had positive mean
ppercent changes from baseline above 15% at each study visit, indicating
worsening of symptoms,

"I No obvious difference was noted between the TAK-385 treatment
groups and leuprorelin for global QoL EORTC QLQ-C30 scores. For
several QLQ-C30 domains, the TAK-385 patients showed better scores
compared with leuprorelin patients in a post hoc analysis.

ED Global QoL scores from the EORTC QLQ-C30 at Week 25, Day 1
were similar with mean changes from baseline of -6.4 points (80 mg QD
TAK -385), -2.3 points (120 mg QD

TAK- -385), and -6.9 points (leuprorelin). Multiple domains measured by
EEORTC QLQPR25,

particularly the sexual activity domain and the hormonal treatment-
related symptoms

domain, were adversely affected by both treatments.

[ In the small subset of patients with 12-week recovery data following
discontinuation of 48 weeks of treatment, consistent with testosterone
recovery data, QoL such as AMS and

sexual activity scores from the EORTC QLQ-PR25 appeared to improve
more in the TAK-385 groups than the leuprorelin group.

|l Observed TAK-385 trough concentrations at 80 mg QD and 120 mg
QD reached steady state during the first week. Increase in TAK-385
systemic exposure was approximately doseproportional with median
trough concentrations remaining throughout the 48 weeks of treatment
Iappro:-umately at or 2-fold above the target level of 4 ng/mL following

|
|
o




21. Safety outcomes
{

22. Conclusion (summary)
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satisfactory and overall comparable to injectable GnRH peptide
1analogs. In those patients who discontinued treatment after 48 weeks,
testosterone recovered more rapidly in patients receiving TAK-385.
QoL measures suggested that this may provide potential additional

lbenefit in patients recewmg limited duration ADT.

In this study of 48 weeks androgen deprivation therapy (ADT) in
patients with advanced hormone-sensitive prostate cancer, the oral
GnRH receptor antagonist TAK-385 (relugolix) was well tolerated and
i’demonstrated efficacy for rapidly achieving and then maintaining
effective castration over 24 weeks, the prespecified primary endpoint.
Efficacy was also sustained for 48 weeks in those patients remaining in
the trial at least through that time pomt An extension phase providing
1up to a total of 96 weeks of treatment is ongoing. As expected,
ites’[ostercme lowering was more rapid than with 3-month depot
leuprorelin, which was administered to a smaller randomized
'observatxonal cohort of patients. Overall sustained efficacy of TAK-
385 was excellent; however, the slightly lower estimates than those for
leuprorelin suggest that patient selection and dosing compliance will be
1mportant factors for future studies.

(Registration certificate Holder)

i
l Applicant
1
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Ryeqc-wmg SR “m
(Relugolix+Estradiol+Norethisterone acetate 40 mg/1 mg/0.5 mg film-
\coated tablet)

l2 Apphcant

3. Manufacturer

J ‘Gedeon Richter Plc. Hungary

Gedeon Richter Ple., Hungary (primary packagmim;é, secondar;"
|packaging, quality control, batch release),
Pateon Inc., Canada (in bulk product manufacturing, quality control)

4, Conducted stud1es

X yes C no if no, justify

1) type pe of the medicinal product
reglstratlon of which was conducted or
planned

e —— I —

| Medicinal product with complete dossier (stand-alone dossier) (new
éactive substance)

i

5. Full title of the clinical trial, code
fnumber of the clinical trial

6. Phase of the clinical trial

7 Time frame of the clinical trial

i8 Countries where the ¢ clinical trial was
conducted

I9 Number of subjects

iwm e
;1 0. Purpose and secondary objectives of
'the clinical trial

1 1 Chmcal trial desagn

12. Key inclusion criteria

~ From 16.06.2016. to 21.09.2016.
USA

planned: NA

u “Rar'ldom1zed Open -label, repeat  dose study
A subject was eligible for inclusion in this study only if all the following

A Randomized Open Label Study to Evaluate the Safety,
Pharmacokinetics, and Pharmacodynamics of Relugolix Alone and
Relugolix Combined with Hormonal Add-Back Therapy for 6 Weeks in
Healthy Premenopausal Female Subjects.

(MVT-601- 1001)

Phase 1

actual: 48

The objectlve “of this phase 1 study ‘was to characterize the safe’fy,
tolerability, pharmacokinetics (PK) and pharmacodynamics (PD) of
repeat oral administration with relugolix 40 mg QD in combination with
estrogen/progestm add- back therapy

criteria applied:

}1. Healthy as determined by the Ivestigators,
2. Pre-menopausal female between 18 and 48 years of age.
3. A female subject was eligible to participate if she was of:

Non-childbearing potential
Subjects of child-bearing potential agreed to acceptable barrier

\
\
\
methods of contraception

]4. E2, P, LH, and FSH concentrations within:
4 0.5x of the lower limits of normal range, and
g 2x of the upper limits of normal (ULN) range.

5 A history of regular 1 menstrual periods.




e

13, Investigational medicinal product,

method of administration, strength

4. Comparator method of administration,

strength

15. Concomitant therapy

16. Efficacy evaluation criteria

|

17. Safety evaluation criteria

1
¥

18 Statistical methods

i
a
5
1
[
|

19. Demographic data of the study
[ grap
population (gender, age, race, etc.)

|
20. Efficacy outcomes

Concom;tant medications administered to subjects for the treatment of

e S

—_—— S e

96
96

6. ~ Body welght >45 | kg and body mass index within the range of
20-36 kg/m? .

Relugohx 40 mg Tablet, oral

Relugollx 40 mg Tablet and E2/NETA (1 mg/0.5 mg) Tablet, oral

\TEAES are summerized in CSR Table 10-4.

‘Steady-state PK p parameters of relugohx, E2, El, EE, NETA at Week 3
and Week 6. Area under the concentration-time curve from time zero to
hour 24 (AUC ¢-24). predose concentration (C wougn), average
?concentration (C avg). maximum concentration (C may), time to maximum
concentration (t max), and terminal elimination phase half-life (t 12, as
data permit).

Safety and tolerability parameters including adverse events (AES).
clmlcal laboratory tests, electrocardiograms (ECGs), vital sign
assessments, and serum bone resorption markers NTx and CTx.

!

Plasma PD markers P, FSH. and LH.
Hot flush incidence and severity.

|

No formal statistical analyses were planned, as the study sought to
characterize the PK/PD profiles and safety of relugolix alone or relugolix
combmed with E2/NETA hormonal add-back therapy.

{

A total of 48 subjects were eligible for enrollment in the study (signed
informed consent and completed screening procedures) and were enrolled.
Forty-six of 48 subjects (95.8%) completed the study (completed all
lphases of the study including follow-up visit). One of 48 subjects
withdrew consent and was discharged from the study on Day 53 and one
oof 48 subjects was lost to follow up on Day 64: these 2 subjects did not

'complete all study procedures.

:Relugolix PK parameters reached steady-state in 1 to 2 weeks and were
not impacted by the addition of E2/NETA 1 mg/0.5 mg.

Body weight was not a strong or consistent predictor of relugolix
exposure.

The addition of E2/NETA 1 mg/0.5 mg to relugolix 40 mg resulted in 3.3-
gfold higher E2 exposure compared to relugolix alone.

eE2 suppression to <20 pg/mL at Week 6 was achieved in 72% of subjects
streated with relugolix 40 mg, and 26.1% of subjects treated with relugolix
40 E2/NETA 1 mg/0.5 mg.




21 Safety outcomes
|

22. Conclusion (summary)

Applicant
(Registration certificate Holder)

1 |Treatment with re]ugollx 40 mg alone was generally well tolerated and

iai?eraii:"m'fféétrfigﬁt A (relugolix 40 mg) administered once ddi_l;,mé_lgflg
and Treatment B (relugolix 40 mg in combination with hormonal add-

97
97

; -_—

{ |
Treatment with relugolix 40 mg resulted in suppression of serum FSH, !
LH, P. El. and E2: with the addition of E2/NETA Week 6 median Coug
and Cumax values of approximately 25 and 45 pg/mL, respectively; in the
range associated with reduced bone resorption.

{

!Serum NTx and CTx concentrations were significantly higher in the
subjects who received relugolix 40 mg alone than those who received
relugolix 40 mg E2/NETA (1 mg 0.5 mg).

the safety profile was consistent with the pharmacological effects
associated with suppression of sex hormones, particularly E2, with
associated hot flush and reduced or irregular menstrual bleeding.

z

The addition of E2 NETA 1 mg 0.5 mg to relugolix 40 mg resulted in a
reduced incidence of hot flush and less reduction in menstrual bleeding
during the 6-week observation period, but did not alter the overall well-
tolerated safety profile observed with relugolix alone.

back therapy with E2/NETA [1 mg/0.5 mg]), was generally well tolerated
in this study population of healthy premenopausal women treated for 6

fibroids and endometriosis-associated pain.

weeks. The PK and PD data for the combination of relugolix and
E2/NETA, including median E2 Cougn values of approximately 25 pg/mL
and Coax values of approximately 45 pg/mL, the range associated with
reduced bone resorption, support the use of this combination in Phase 3
studles evaluating heavy menstrual bleeding associated with uterine
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1. Name of the medicinal product Ryeqo
(Registration certificate ntlrjmber if ainy) |(Relugollx+Estradro1+Noreth1sterone acetate 40 mg/1 mg/0.5 mg film-
& Y |coated tablet)

|2 Apphcant ] | Gedeon Richter Plcmflnngary

Gedeon Richter Plc., Hungary (primary packagmg, secondary
\packaging, quality control, batch release),
Pateon Inc., Canada (in bulk product manufacturing, quality control)

3. Manufacturer

4 Conducted studles X yes C no if no, justify

1) type of the medicinal product, i

ype o . " ; : il :
b enisteting o shieh sie aordusie.or | Medicinal product with complete dossier (stand-alone dossier) (new

active substance)

planned i
f o _ e o ] rﬁase 1, f)pen Label, Parallel-Group, Study to Evaluate the
5. Full title of the clinical trial, code Pharmacokinetics and Safety of Relugolix in Subjects with Hepatic
number of the clinical trial Impalrment and Healthy Matched Control Subjects
| (MVT-601- -1002)
6. Phase of the clinical trial  [Phase 1 Lo o -
7. Time frame of the clinical trial ~ FFrom 01.09.2016. 1024.102017.
i8 Countries where the clinical trial was EUS "
conducted e
————— e e e e e = == —
planned NA
9 Number of subjects lactual: 24

t To compare . plasma PK | parameters of relugolix in subjects with » varymg
’ ‘degrees of hepatic impairment to healthy controls matched for gender,
age, and body weight.

]0 Purpose and secondary objectives of
the clinical trial

| lTo determine safety and tolerability of a single dose of relugolix in
; subjects with hepatlc impairment.

ti_l_-_élinicalvtr'ial_dc_é-ign_ Smgle -dose, open—Iabel parallel group study

,12 Key inclusion criteria Subjects wrth hepatrc rmparrment

13. Investtgattonal medicinal product It
method of administration, strength ‘Relugohx #0ing Talilet, oral

ff4 Comparator method of admmrstratron, i A
istrength JN

I - T '

| Healthy subjects abstained from taking prescription or non-prescription
| d ph b 1

i . rugs (including vitamins and dietary or herbal supp ements), within 7
|]5' Concamitant Tasempy days (or 14 days if the drug was a potential CYP3A/P-gp inducer or
i I1nh1b1tor) or 5 half-lives (whichever was longer) prior to the first dose of
| ) 7 study medication until completion of the follow up visit: unless in the




16. Efficacy evaluation criteria

[17. Safety evaluation criteria

18. Statistical methods

19 Demographlc data of the study

populatlon (gender age, race, etc.)

20. Efficacy outcomes

21. Safety outcomes

929
99

oplmon of the mvestrgators and sponsor the medication was required for
proper care of the subject.

E

Subjects with hepatic impairment were prohibited from using medications
that were moderate/strong CYP3A and P-gp inducers or inhibitors from
14 days prior to dosing until the final PK sample was obtained.

Plasma PK parameters of relugolix: area under the concentration-time
curve from time zero to the last quantifiable concentration (AUC ot)-
area under the concentration-time curve from time zero extrapolated to
cinfi inity (AUC o0-o0), maximum concentration (C ), time to maximum
concentratlon (t max). terminal elimination phase half-life (t 1), oral
clearance (CL/F), and apparent volume of distribution (V./F).

mostly white (]5 of 24 subjcts)

\Safety and tolerability parameters including adverse events, concurrent
medications, clinical laboratory. electrocardiogrands (ECG), and vital
srgn assessments.

|
|
|
— 1
|
|
|
|
|

Detalls of the statistical methods. used in the study are in the Statistical
Analys1s Plan (CSR Appendix 16.1.9)

The median age of subjects in this study was 57.0 years (range 45 to 64
years). The majority of subjects were male (18 of 24 subjects) and were

‘AUC of relugolix were similar in subjects with normal renal function and

hose with mild or moderate hepatic impairment. The between subject
ivariability was relatively high in this study (79.1% to 99.1% for AUC
parameters), although the geometric mean PK parameters were consistent
with prior studies using 40 mg relugolix. Comparisons of mild or
moderate impairment to healthy controls showed all geometric mean
ratios were between 68.6% and 117%, although the confidence limits were
wide due to the variability within each cohort. Regression analysis of
relugolix PK parameters and Child-Pugh Score or measures of hepatic
function (albumin. bilirubin, or prothrombin time) showed no significant
lrelatronshrps between hepatic function and relugolix exposure, consistent
with the primary statistical comparisons. Together, these data support a
conclusion that mild or moderate hepatic impairment does not have a
;re!evant impact on the exposure of relugolix.

i

e ——————
[Treatment with relugolix 40 mg was generally well tolerated in male and
female subjects with normal hepatic function and mild or moderate
ihepatic impairment,

|

There were no moderate or severe treatment-emergent adverse events,
serious adverse events, or deaths reported during the study and no
subjects withdrew from the study due to a treatment-emergent adverse
Eevent




100

events were similar following administration of a single oral dose of
jrelugolix 40 mg in subjects with normal hepatic function (Cohort 1) and
subjects with mild or moderate hepatic impairment (Cohorts 2 and 3.
respectively).

Safety assessments including vital signs, physical examinations, clinical
laboratory tests, and ECG data were overall unremarkable.

22. Conclusion (summary)

Applicant

(Registration certificate Holder)

|
|

In this population of 24 male and female subjects with normal hepatic
function and mild or moderate hepatic impairment treated with a single
dose of relugolix 40 mg, the study data support the following conclusions:

Pharmacokinetics
* The AUC and Cmax of relugolix were similar in subjects with

normal hepatic function and those with mild or moderate hepatic
impairmeat

.o There were no significant relationships between relugolix
exposure parameters and Child-Pugh score or hepatic function
measurements albumin, bilirubin or prothrombin time.
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,_.... S e ————— e — — B e e e

.Ryeqo
!(Rclugolix+Estradiol+Norethisterone acetate 40 mg/1 mg/0.5 mg film-
lcoated tablet)

[2 Apphcant 'Gedeon Richter Plc. Hungary

.1 Name of the medicinal product
(Regrstranon certificate number, if any)

tGedeon Richter Ple. Hungary (prlmary packagmg, secondary
packaging, quality control batch release),

i Mamiiirer Pateon Inc., Canada (in bulk product manufacturing, quality control)

4. Conducted studles X yes C no if no, Just1fy

1) type of the medicinal product

b5 iebn o which wasenndinaletiar Medicinal product with complete dossier (stand-alone dossier) (new

active substance)
planned [
i R K Phase I, Open-Label, Parallel- -Group Study to Evaluate the
5. Full title of the clinical trial, code Pharmacokinetics and Safety of Relugolix in Subjects with Severe Renal
number of the clinical trial Impairment and Healthy Matched Control Subjects.
(MVT 601 1003)
6. Phase of the clinical trial iPhase [ "
7 Time frame of the clinical trial }“rom 26.10. 2016 to 10. 05 2017
: e — e
8. Countries where the clinical trial was USA
conducted i
9 Number of subjects p lanned: NA
actual 16

To compare plasma pharmacokmenc (PK) parameters of relugolix in
subjects with severe renal impairment to healthy controls matched for
10. Purpose and secondary objectives of ~ gender, age, and body weight following oral dosing.
the clinical trial

|
To determine safety and tolerability of a single dose of relugolix in
subjects with severe renal impairment.

lulmlfubfnlcalﬁtrial-_deslén Open-label, Single-dose, parallel -group study
g e ' ;A Healthy Subject:

, !

Healthy subjects were defined as individuals with a creatinine
clearance>90 mL/min as determined by the Cockeroft-Gault equation
durmg screening and who were free from clinically significant illness or
‘d1seasc as determined by their medical history, physical examination,
laboratory studies, and other tests.

{12. Key inclusion criteria

:A Renally Impaired Subject:
|




3. 4luygestigétiouul' medicinal produ_c‘t', S

method of administration, strength

4. Comparator method of ¢ admm1strat10n *

;strength

15. Concomitant therapy

16 Efficacy evaluation criteria

{17. Safety evaluation criteria

~ Renally impaired subjects were defined as individuals with an ¢GFR of

102
102

<30 mL/min/1.73 m2 as determined by the Levey/MDRD equation
durmg screenmg

‘Relugohx 40 mg Tablet, oral

NA

Healthy subjects abstained from takmg prescrlptlon or non—prescrlptlon
drugs (including vitamins and dietary or herbal supplements), within 7
days (or 14 days if the drug was a potential CYP3A/P-gp inducer or
Imh:bttor) or 5 half-lives (whichever was longer) prior to the first dose of
study medication until completion of the follow-up visit, unless in the
opinion of the investigators and sponsor the medication was required for
proper care of the subject.

I

Subjects with renal impairment were prohibited from using medication
that were moderate strong CYP3A and P-gp inducers or inhibitors from
]14 days pnor to dosmg untll the f' naI PK sample was obtamed

'Plasma PK parameters of relugolix:

| e areaunder the concentration-time curve from time to the last
quantifiable concentration (AUC g.),

e area under the concentration-time curve from time 0 extrapolated
to infinity (AUC ),

e maximum concentration (Cpax ),

¢ time to maximum concentration (T max),

e terminal elimination phase half-life (t 1),

e oral clearance, (CL/F)

* apparent Volume of dlstrlbutlon (Vz /F )

|
|
|
x

Imedlcatlons clinical laboratory. electrocardiograms (ECGS) and vital

Slgl’l assesments.

] 8. Statistical methods

[——————r—— i

Details of the statlstlcal methods used in the study are in the Statistical

Analysis Plan (CSR Appendix 16.1.9)

’19 Demographic data of the study
populatlon (gender, age, race, etc.)

1 LThe median age of sub_;ects in this study was 63.0 years (range 29 to 75

mostly white (11 of 16 subjcts)

years) The majority of subjects were male (12 of 16 subjects) and were

I
i
20. Efficacy outcomes

I
\
1
|
|
|
|
|
|
I

Fe]ugohx was increased 2-fold in subjects with severe renal 1mpalrment
compared to subjects with normal renal function. Although the upper 75 ®
pereennle of exposure (AUC 0-t) was approximately 1.5-fold higher in
sub]eets with severe renal impairment compared to subjects with normal
renal function.

One subject with normal renal function had much lower relugolix
exposure than other subjects in the cohort, and AUC ... was not reportable
for this subject, resulting in a biased comparison of the AUC ... parameter
between cohorts. When AUC ¢ or AUC .- is compared between cohorts
with this subject excluded, relugolix exposure was increased 1.5-fold in
subjects with renal impairment. Cpe and t 3, were generally similar
!between cohorts, and there were no statistically significant relationships
between relugolix exposure parameters and measures of renal function.




21. Safety outcomes

22. Conclusion (summary)

Applicant

':(')h\yféi:éfl] 50f16 A"smﬁwbujgc);fé @13‘%) experienced a total of 7 treatment-

103
103

emergent adverse events during the study and the majority of treatment-
emergent adverse events were considered by the investigator to be not
related to study drug, Treatment-emergent adverse events were mostly
mlld in severity and all resolved by the end of the study. There were no
severe treatment-emergent adverse events, serious adverse events, or
deaths reported during the study and no subjects withdrew from the study
:due to a treatment-emergent adverse event. In general, the number and
frequency of treatment emergent adverse events were greater following a
single oral dose of relugolix 40 mg to subjects with normal renal
’functlon (Cohort 1) than subjects with severe renal impairment (Cohort
Q) Safety assessments including vital signs, ECGs, and clinical
,laboratory evaluations were overall unremarkable.

(Registration certificate Holder)

In this population of 8 subjects with severe renal impairment and 8
subjects with normal renal function treated with a single dose of
relugolix 40 mg, the study data support the following conclusions:

Pharmacokinetics

e Plasma AUC of relugolix was 2-fold higher in subjects with
severe renal impairment compared to subjects with normal renal
function, this was reduced to 1.5-fold when one subject with
normal renal function and very low relugolix exposure was
excluded from the analysis. Cax and t 12 were similar between
groups.

e There were no statistically significant relationships between
relugolix exposure parameters and renal function.

Safety

e Treatment with a single dose of relugolix 40 mg was generally
well tolerated in subjects with severe renal impairment and
subjects with normal renal function.

e There were no severe treatment-emergent adverse events, serious
adverse events, or deaths reported during the study and no
subjects withdrew from the study due to treatment-emergent
adverse events.

e In general, the number and frequency of treatment-emergent
adverse events were greater following a single oral dose of
relugolix 40 mg to subjects with normal renal function (Cohort
1) than subjects with severe renal impairment (Cohort 2)

e Safety assessments including vital signs, ECGs, and clinical
laboratory evaluations were overall unremarkable.

Dre) algul;'om s Istvan
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1. Name of the medicinal product
(Reglstratlon certificate number, if any)

.

;2 pphcant

3. Manufacturer

4, Conducted studies:

1) type of the medicinal product
,reglstranon of which was conducted or
planned
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I&an__ S
(Re]ugol1x+Estradlo1+Norethlsterone acetate 40 mg/1 mg/0.5 mg film-
‘coated tablet)

Gedeon Richter Plc. ﬁungary

JGedeon Richter Ple., Hungary (primary packagmg, secondary
'packaging, quality control, batch release),

jPateon Inc., Canada (in bulk product manufacturing, quality control)
|

X yes

C no if no, justify

' Medicinal product with complete dossier (stand-alone dossier) (new

lactive substance)
|

5. Full title of the clinical trial, code
number of the clinical trial

6. Phase of the clinical trial

7 Time frame of the clinical

{8 Countries where - the clinical trial was

conducted

9. Number of subjects
i

{10. Purpose and secondary objectives of
the clinical trial

12. Key inclusion criteria
[13 Investigational medicinal product,
;mcthod of admlnlstratlon strength

§14. Comparator, method of administration, |

Estrength

IA “Multicenter, Randomized, Double-Blind, Parallel- -Group, Phase 3
Study to Evaluate the Efficacy and Safety of Oral TAK-385 40 mg
compared with Leuprorelin in the Treatment of Uterine Fibroids
(TAK-385/CCT 002)

Phasc 2,
From 05 03 2016 to 25. 09 2017

‘Thn'ty-four (34) sites in Japan enrolled subjects in the treatment period.

planned NA
actual: 280
EPrimagg Objective:
iTo evaluate the efficacy of TAK-385 40 mg administered orally once daily
for 12 weeks, compared with leuprorelin injection (once/4 weeks, 1.88 or
3 75 mg SC/time) in subjects with uterine fibroids.

Secondary Obijective:

To evaluate the efficacy and safety of TAK-385 40 mg administered orally
‘once daily for 24 weeks, compared with leuprorelin injection (once/4
‘weeks 1.88 or 3.75 mg SC/time) in subjects with uterine fibroids.
/Additional Objective: To evaluate the pharmacodynamic effect, which is
blood concentrations of LH, FSH, E2, and progesterone.

irThlS was éﬂpljtogcé%multicenter, randomized, double-blind, parallel-
lgroup, non- 1nfer1or1ty study.

|Uterinc Flbr01ds

=
[

One Relugollx 40 mg tablet per day, oral

el

One placebo tablet per day
. One leuprorelin acetate (1.88 mg or 3.75 mg) placebo injection
| once/4 weeks




|
i
|
}
|

i

15. Concomitant therapy

[16. Efficacy evaluation criteria

| Concomltant medications were drugs given in addition to the study drug

105
105

These might be prescribed by a physician or obtained by the subject over
the counter. Concomitant medication was not provided by Takeda. At

jeach study visit, the subjects were asked whether they had taken any

medication other than the study drug (used from the signing of the
informed consent through VISIT 11 [or early termination]), and all
medications including vitamin supplements, over-the counter

!medlcanons and oral herbal preparatlons were recorded in the eCRF

. Propomon of subjects with a total PBAC score of <10 from
Week 6 to 12

¢ Proportion of subjects with a total PBAC score of <10 (from
Week 2 to 6, from Week 18 to 24, and for 6 weeks before the
final dose of study drug)

e  Myoma volumes (Week 2, 4, 8, 12 and 24)

i Only the largest myoma among those measurable at VISIT 1

: was measured throughout the study.

| & Uterine volumes (Week 2, 4, 8, 12 and 24)

Hemoglobin (Week 4, 8, 12, 16, 20, 24 and Follow-up)

! NRS score (from Week 6 to 12, from Week 2 to 6, from Week

18 to 24, and for 6 weeks, before the final dose)

| e UFS-QOL score (Week 4, 8, 12, 16, 20, 24 and Follow-up)

18. Statistical methods

119. Demographic data of the study
population (gender, age, race, etc.)

120. Efficacy outcomes

e AEs, vital signs, weight, standard 12-lead ECG, clinical
laboratory tests, BMD, and biochemical bone metabolism
markers (serum NTELOP and BAP)

e T score
» Period from the last dose of study drug to return of menstrual
cycles

A SAP was prepared and finalized prior to the unblinding of subjects’
treatment assignments. This document provided further details regarding
the definition of the analysis variables and analysis methodology to
‘address all study objectives. A blinded data review was conducted prior to
the unblinding of subjects’ treatment assignments.

[This review assessed the accuracy and completeness of the study database,
subject evaluability, and appropriateness of the planned statistical

|
3methods

~[In the FAS, the proportion of subjects with a total PBAC score of <10

;The mean age was 43.2 years in the TAK-385 40 mg group and 42.6 years
in the leuprorelin group (hereafter in the same order), the mean height was
[159.8 and 159.4 cm, and the mean weight was 58.16 and 59.53 kg. There
were no clinically significant differences in these demographic
characterlstlcs between the treatment groups.

ffrom Week 6 to 12 was 82.2% in the TAK-385 40 mg group and 83.1%
in the leuprorelin group. The inter-group difference (TAK-385 40 mg
igroup—leuprorelin group) in the proportions of subjects with a total
IPBAC score of <10 from Week 6 to 12 was -0.9% (95% CI, -10.098 to
i8.346) (p=0.0013). The lower boundary of the 95% CI was greater than
the pre-specified non-inferiority margin (-15%), demonstrating the non-
inferiority of TAK-385 40 mg to leuprorelin.

21. Safety outcomes

'leuprorelm group, hereafter the same order). The most frequently

The overall incidences of TEAEs were similar between the two
!treatment groups (94.9% in the TAK-38540 mg group and 97.9% in the




22. Conclusion (summary)

|
! Applicant
! (Registration certificate Holder)

106
106

reported drug~related ‘TEAEs were metrorrhag:a (48.6% and 65. 5%) hot
flush (42.8% and 52.8%), menorrhagia (23.9% and 14. 1%), headache
(12 3% and 7.7%), and hyperhidrosis (9.4% and 10.6%). The incidences
of all the TEAES, except menorrhagia, in the TAK-385 40 mg group
Ewere generally similar to or lower than those in the leuprorelin group.
Most reported TEAEs were mild or moderate in intensity. Severe TEAEs
were musculoskeletal stiffness and depression (1 subject each) in the
TAK-385 40 mg group and ulna fracture (1 subject) in the leuprorelin
group. No deaths were reported in thisstudy. No serious TEAEs were
reported in the TAK-38540 mg group. The overall incidence of

TEAES leading to study drug discontinuation was similar between the
two treatment groups (6.5% and 4.9%). There were no clear differences
m the types of the TEAEs leading to study drug discontinuation except
for hot flush, which led to discontinuation in 4 subjects in the TAK-385
40 mg group and 1 subject in the leuprorelin group. The incidence of
AESI (ALT or AST elevated to >3xULN; reported as TEAEs of liver
function test abnormal or liver function test increased) was comparable
in the two treatment groups with 3 subjects in the TAK-385 40 mg group
and 2 subjects in the leuprorelin group. No AESIs were associated with
elevated bilirubin. All AESIs resolved.

In this study, the efﬂcacy and safety of TAK-385 40 mg administered
orally once daily for 24 weeks were investigated in comparison with
leuprorelin injection (once/4 weeks for 24 weeks) in subjects with uterine
fibroids.

‘The results of efficacy evaluations demonstrated the non-inferiority of
\TAK 385 40 mg to leuprorelin with respect to the proportion of subjects
wnth a total PBAC score of <10 from Week 6 to 12 at a non-inferiority
margm (-15%). The comparable efficacies of TAK-385 40 mg and
]euprorehn were confirmed by the related efficacy endpoints, ie, myoma
volume uterine volume, and hemoglobin. TAK-385 40 mg was well-
tolerated in subjects with uterine fibroids for 24 weeks with a safety
prof le 51mllar to that of [euprorelm

|

|
|




3mict
3BiTiB npo kJaiHiyHi BUnpoGyBanus
NPOBEEHHX 00 JiKapchkoro 3acody Pieko
(penyrouike+ecrpaaion+uoperncrepony auerar, 40 mr/1 mr/0,5 mr,
Tab/1eTKH, BKPHTI NIIBKOBOI0 060JI0HKOI0)

Homep  JHocnimxenns Ha3zga

1: MVT-601-3001 LIBERTY 1: MixHnaponHe, dazu 3, panomizosane nogiiine
crine nualedo-KOHTPOIbOBaHe AOCIiIKEHHS e)eKTHRHOCTI Ta
Oe3rexH /17isl OLiHKH OJJHOYACHOTO 3aCTOCYBAHHS PeJlyromikey i3
HH3BKMMH JI03aMH eCTPaJIioNly Ta HOPETHH/IPOHY aleTary Ta 6e3
HHX Y JKIHOK 3 CHIIBHUMH MEHCTPYaJbHUMH KPOBOTEYaMH,

0B’ A3aHUMH 3 MIOMOK) MaTKH,

(Homep mocnimxeHHs: MVT-601-3001)

107

CropiHka
5

2. |MVT-601-3002 LIBERTY 2: Mixnapoane, dasu 3, panaoMisoBaHe NojRgiliHe
ciirne mnane6o-KOHTPOIbOBaHE JOCTiAKEeHHA ePEKTHBHOCTI Ta
Gesnexu I OLIHKH OJIHOYACHOTO 3aCTOCYBAHHS PEJYTroMiKey i3
HH3BKUMH JI03aMH ECTPaJioNy Ta HOPETUH/POHY aueTary Ta 6e3
HHX y KiHOK 3 CUJIbBHUMH MEHCTpYalbHUMH KpOBOTEYaMH,

OB’ A3aHUMH 3 MIOMOIO MaTKH

3. |MVT-601-3003 LIBERTY EXTENSION: MixHaponse, dasu 3, BinkpuTe
HEIMOPiBHAJbHE JOBrOCTPOKOBE PO3LUHPEHE JOCIi IKEHHS
eexTHBHOCTI Ta 6e3neky 171 OLIHKK OJJHOYACHOTO
3aCTOCYBaHHs PEyroJlikey i3 HU3bKHMM JI03aMH €CTPaiony Ta
HOPETHHIPOHY aLleTaTy Y JKiHOK 3 CHIIBHHMH MEHCTPYAILHHMIH
KpOBOTEYaMH, OB’ A3aHUMH 3 MiOMOIO MaTKH.

13

4. |[MVT-601-041 JIBOKOMIIOHEHTHE BiIKpUTE PaHIOMi30BaHe, 3 JIBOMA PEXUMAMH
JNiKyBaHHs, 3 JBOMa [OCTIZI0BHOCTAMH, 3 JBOMA [epioiaMH,
[epexpecHe JOCIiKEHHs 0JJHOPa30BOT 1031 IS OL{iHKH BILTHBY
K1 Ha koMOiHaLi10 (ikcoBaHHX 103
penyronikcy/ecTpanioy/HopeTHHIpony ateraty (40 mr/1 mr/0,5
Mr) y (opMi TabIETOK y 310POBHX KiHOK Y MOCTMEHOMAY3i
(wactuna 1) Ta penyronikc y gopmi tabnerok no 40 mry
3/I0pPOBHX JKIHOK Y TpeMeHomnaysi (uactuna 2).

16

5. | C27003 PanjioMizoBaHe BifikpuTe JochimkeHHs dasu 2 B napanenbHUX
rpynax ajs ouinku 0esnexu ta edextusHocti TAK-385
(pesyroiikcy), NepopalbHOTO @HTAaroOHiCTa FOHAJOTPOIiH-
punisunr-ropmony (CHPT), y mauieHTiB 3 JIOKani30BaHUM pakoM
nepeIMiXypoBol 3an03u, aki noTpeGyloTh Heoa KOBaHTHOI Ta
a1’ TOBAHTHOI aHTHAHAPOTeHHO Teparlii i3 30BHILIHLO
AMCTaHLilHO MpoMeHeBoto Tepaniero (31I1T).

20

6. C27005 Binkpute pocnimkenns Mxnikapebkol Bzaemoii (asu 1 ans
OUiHKM BIJIMBY GaraTopa3oBHX MePOPaIbHUX J103 (IyKOHA30ITY
Td aTOPBACTATHHY Ha (papMaKOKiHETHKY OJHOPa30BOL
nepopansHoi 1034 TAK-385 y 310poBHX ¢y ekTiB.

24

7. MVT-601-043 JIBOKOMIOHEHTHE BiAKpuTe, 3 (iKCOBAHOIO MOCIIAOBHICTIO, 3
JBOMa [lepiofamu, nepexpecHe JOCHiKeHHs s OL[iHKH BIUIMBY
BOPHUKOHA30JTy Ha (hapMaKOKiHETHKY Pelyrojlikcy y 3A0pOBHX
JIOPOCITHX YONOBIKiB Ta #IHOK.

29

8. |MVT-601-044 JBOKOMMOHEHTHE BifIKPUTE, 3 iKCOBAHOKO MOCIIIIOBHICTIO, 3
JBOMa IiepiofamMu, epexpecHe HOC/TiKeHHS s OLiHKY BIUIMBY

30




108

penyronikcy Ha (papMakoKiHETHKY MiJa3oliaMy y 310pOBHX
JIOPOCIIHX YOJOBIKIB Ta *iHOK.

MVT-601-045

JBokoMnoOHEHTHE Bifkpure, 3 GikCOBaHOK NMOCIIiJOBHICTIO, 3
JIBOMA MePioaMHu, TepexpecHe TOCTIKEHHs 171sl OLHKY BIUTHRY
penyromkcy Ha apMakoKiHETHKY PO3YBACTATHHY Y 370POBHX
JOPOCIHX YONOBIKiB Ta XKIHOK.

32

10.

MVT-601-039

Binkpure, 3 dikcosanoro nmocninosHicTio, 3 ABOMA nepiogamu,
TepexpecHe NOCIIDKEHHS TiKapchKoi B3aeMOJIT 171A OL[iHKH
BILIMBY PENYTOJliKCY Ha (papMaKOKiHeTHKY ecTpajiiony Ta
HOPETHHAPOHY Y 3JI0POBUX XKiHOK B MOCTMEHOMAY3i.

35

11.

MVT-601-1004

HocrikeHHs 11 BU3HA4YeHHS BIUTHBY pU(aMIliHy Ha
(hapmakoKiHeTHKY pelTyromikey y 310pOBHX A0POCIHX Y6’ eKTiB.

38

12,

TAK-385-102

Binkpure nocnimxenss dbazu 1 q1s ouinky papMaKOKiHETHKH
MiXIiKapchbKoi B3aeMOii Mixk kinbkoma josamu TAK-385 Ta
naHeno cybeTpatiB LuTOXpoMy P-450, BBeIeHUMU OJHOYACHO
3I0pPOBHUM 00POBOJIBLIAM.

41

13.

TAK-385/CPH-001

[Tozgiiine ciine pannoMizoraHe Mialeb0-KOHTPONLOBAHE, 3
NOCJiZIOBHUMH MaHEISIMH, T0C/iDKeHHS MiIBUIIeHHS
0/iHOpa3oBoi Ta baraTopa3oBuX A03 A1 OLiHKH BBy TAK-
385 (penyromnikcy) Ha Gesnexy, MepeHOCHMICTh,
(apmakokineTHky Ta hapMakOAMHAMIKY Y 310POBUX XKiHOK Y
npeMeHoraysi.

44

14.

TAK-385/CPH-010

BiakpuTe nocnimxeHHs Mixkikapchkoi B3aeMoii dasu 1 ans
OLIHKHM BIIMBY GaraTopa3oBuX NepopaibHUX 03 EPUTPOMILIUHY
Ha (apMaKoKiHeTHKY 0/IHOpa30Boi nepopansoi nosu TAK-385
(penyrofikcy) y 3M0pOBHX JOPOCIMX YOJIOBIKIB Ta XKiHOK

47

15.

TAK-385-1009

BiakpuTte oHOLEHTPOBE IBOKOMIIOHEHTHE AOCTiIKEHHS
Oanancy mac a3 1 115 OLIHKH BCMOKTYBaHHS, PO3NOAiLY,
MeTaboJi3My, BUBeIeHHA Ta abcoIFoTHOT 6i010CTYnHOCTI
nepopansHoro [*¢]-TAK-385 y 3noposix wonosikis (dasa
OanaHcy Mac).

50

16.

TAK-385-1011

Pannomizorane BiaKpuTe nepexpecHe A0cipkeHHs dasu 1 qng
OUIHKH BILIMBY Ti Ha OZTHOPA30BY NepOpabHy 103y OCTATOYHOT
peuentypu TAK-385 y 310poBHX JOPOCTUX MKIHOK ¥
peMeHonaysi.

53

17.

C27001

PanpomizoBane noasiiite ciine miane60-KoHTPONIbOBaHE
cTanioHapHe Ta aMOynaTOpHe Joc/ipKeHHs da3u 1 [y1s oliHKH
Gesneku, nepeHocuMocTi, hapMakokiHeTHKY Ta eheKTUBHOCTI
JUIS 3HIDKEHHS PiBHSA TECTOCTEPOHY OJHOPAa30Bol Ta
Gararopazornx 103 TAK-385 (penyromnikcy), anTarosicra
FOHAAOTPOMNiH-puaisHHr-ropmony (I'HPI), y 310poBHX 40I0BiKiB

56

18.

MVT-601-040

Biakpute nocnipkenns 0AHOPa3oBoi 1034 /1A OLiHKM BILUIUBY
IIOMipHOT HUPKOBOI HEJIOCTATHOCTI Ha hapMakOKiHETHKY
penyroikcy.

61

19.

MVT-601-046

Binkpure nocniTkeHHs B OAHIN IPyNi 4/ OLiHKY BIHBY
OZIHOYACHOI0 3aCTOCYBaHHs pelyrojikcy, ecTpamiony Ta
HOPETHH/POHY aleTaTy Ha MOTEHIlial IPUTHiYeHHS aKTHBHOCTI
AEYHUKIB Y 37I0POBUX JKIHOK Y [IpeMEHOMay3i,

64

20.

TAK-385-106

PanpomizoBane nmojgiiine cnine nnaue6o- Ta NO3UTHBHO-
KOHTPOJIOBaHE (MOKCH(DIOKCALMH) JOCHTIKEeHHS B 4

67




109

napanenbHUX rpynax ais ouiHku BrMRy TAK-385 ua
PENoApH3aLII0 CepLs Y 310pOBUX CYO’ €KTIB

21.

TAK-385-101

Toasiiine cnine panjomizoBaHe n1aLe6o-KOHTPOJILOBAHE, 3
TOCITIIOBHUMH NaHENsMH, T0CTiKEHHS [iABULLEHHS
OJIHOPa30BOi Ta GaraTopa3zoBHX 103 /U OLiHKH BBy TAK-
385 Ha Gesnexy, MepeHOCHMICTh, (JapMaKOKiHETHKY Ta
(bapmakoMHaMiKy y 30POBHX JKiHOK y MpeMeHomnay3i

70

22.

MVT-601-036

TpukomnonenTHe BifkpHTe paHIOMiz0BaHe MepexpecHe
AocCipKeHHs 610nopiBHAHHOCTI ISl OLiHKY (apMaKoKiHETHUHOT
eeKTHBHOCTI 0/JHOpa30Boro MpuitoMy kKoMGiHaLii dikcoBanmnx
A03 penyroJikcy/ectpaniony/HopeTHHAPOHY aueTaTy (40 mr/1
Mr/0,5 mr) y opmi TabNneToK y 3M0POBUX KIHOK Y
MOCTMEHOMNay3i.

74

23.

MVT-601-042

Biakpure panjaomizoBate, 3 IBOMa pexkHMaMH JiKyBaHHS, 3
TPBEOMA NOCITiIOBHOCTAMH, 3 TPhOMA NepioZiaMH, ePeXpecHe Ta 3
YaCTKOBOKO PEITiKaL[i€ro JOCTiKEHHS 0AHOPa30BOT 1031 /1A
AeMOHCTpallii GioekBiBaneHTHOCTI Mixk koMGiHaLi€l0 pikcoBaHUX
1103 penyrojikcy/ecTpaliony/HopeTHHAPOHY aleTaty (40 mr/1
Mr/0,5 mr) y opmi TabneTok Ta 0JHOYACHUM 3aCTOCYBAHHAM
penyromnikcy y opmi Tabnetok no 40 mr ta
ecTpajiony/nopeTHHapoHy auertary (1 Mr/0,5 mr; AxrtiBenna
(Activella®)) y 310pOBHX KIHOK Y MOCTMEHONAY 3.

78

24.

TAK-385/CCT-001

bararoueHTpoBe paHIOMi30BaHe NO/BiiiHe Cline, B mapanensHux
rpynax, ¢asu 2 nnane6o-KOHTPONLOBAHE JOCTIIKEHHS
edextuHocTi Ta Gesnexu TAK-385 10, 20 i 40 mr (nepopanbHo)
NP TiKYBaHHI MiOMH MaTKH.

32

25,

TAK-385/CCT-101

BararouenTtpoge paHnomizoBaHe MoAiBiiiHe ciiine, B mapaneiabHuX
rpynax, ¢pasu 2 nnane6o-kOHTPOILOBAHE JOCITiAAKEHH
eexruHOCTI Ta 6e3nekn TAK-385 10, 20 i 40 Mr (nepopansHo)
TNIpH JIiKyBaHHI eHIOMETPio3y.

85

26.

TAK-385/0CT-101

BaratouenTpoBe pannoMizoBaHe no/BiiiHe ciiine, B mapanensHAX
rpynax, ¢asu 2 nnaneGo-KoHTpoIbOBaHe A0CIiIKEHHS
edextusHOCTi Ta Gesnexn TAK-385 10, 20 i 40 mr (nepopansHo)
I1pM JIIKYBaHHI @H/IOMeTpiosy.

88

2.1

TAK-385-1010

Binkpure panaomizoBaHe TPHCTOPOHHE MEPEXpecHe
JocniukeHHs da3u 1 18 OUiHKM BigHOCHOT 610J0CTYIHOCTI Ta
BBy Dxi Ha TAK-385 y dopmi TabneTok y 310poBUX
cy0’eKTiB

91

28.

TAK-385-3008

BararoneHTpoBe paHjjoMi3oBaHe MoABiiiHe cine miane6o-
KOHTpPOJbOBaHE JOC/ipKeHHs da3u 3 B napalelbHUX rpynax s
ouinku eekTHBHOCTI Ta Gesneku nepopaibHoro TAK-385 40 mr
1IpH JTiKyBaHHI CHMITOMIB 6010, TIOB’ I3aHUX 3 MiOMOIO MATKH.

94

29,

C27002

PannoMizoBaHe BiikpuTe AociimkeHHs Gasu 2 B mapaseibHux
rpynax ajs ouiHky Oesneku Ta epeKTHBHOCTI NEpOpaibHOro
anraronicra 'nPI" TAK-385 pa3som 3i criocTepeskHo0 KOroproro
3aCTOCYBaHHS JIEANPOPENiHY Y NAL[ieHTIB 3 paKoM
nepeaMixypoBol 3a1034.

97

30.

MVT-601-1001

PangoMisoBaHe BiIKpuTe DOCTIIKEHHS A8 OLIHKH Oe3mnexu,
(bapmakokiHeTHkH Ta GpapMakoMHAMIKU MOHOTEpanil
PenyroikcoM Ta pelyroikey y NOEAHAHHI 3 FOPMOHABHO
Tepanicio NPUKPHTTA MPOTATOM 6 TIKHIB Y 3J0POBHX iHOK y
npeMeHonaysi.

102
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31.

MVT-601-1002

Binkpute focnimxenns (asu | B nmapanesHux rpynax s
OLiHKH (apmaKoKiHeTHKH Ta Gesneku penyronikey y cy6’ekTis 3
NMeYiHKOBOIO HEOCTATHICTIO Ta BiAMOBIAHUX 310POBHX
KOHTPOJBHHX CY0’€KTIB.

105

32,

MVT-601-1003

Binkpure nocnimkenns dasu | B napanensHuX rpynax s
OLIiHK! (papMaKOKiHeTHKH Ta Ge3reKu penyromikey y cy6’ekTis 3
TAXKKOK HUPKOBOIO HEIOCTATHICTIO Ta BiJMOBITHUX 30POBHX
KOHTPONBHUX CY0’€KTIB.

108

33.

TAK-385/CCT-002

BararouenrpoBe panzomizosane noasiitHe ciine qocimKeHHs
(asu 3 B mapanenbHUX Ipynax A OUiHKH epeKTHBHOCTI Ta
Oesnexu nepopansHoro TAK-385 40 Mr y nopisHsHHi 3
JIEANPOpPeIiHOM NPH JiIKYBaHHI MiOMH MaTKH.

112-115
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Hoparox 30

o Iopsaky MpoBeIeHHA eKCIIEPTHIN PeecTpaLliitHux
MaTepialiB Ha JKapChKi 3aC00H, O N0ARIOTHCA Ha AepiKaBHY
peccTpauiio (nepepeecTpaliio), a TAKOXK eKCrepTHIN
MaTtepia/lis Ipo BHECEHHS 3MiH Z10 peecTpauiiinux MaTepianis
NPOTArOM [T peecTpauiiinoro nocsigueHHs (myHkT 4 posainy
V)

3BiT npo kaiHiuHe BUNpoGyBanHs Ne 1

|1. HasBa nikapcekoro 3aco0y (3a HasBHOCTI -

'HOMep peecTpauiiioro MOCBITYCHHS)

|2 3aHBHI/IK

|Pieko
(PenyromKc+eCTpamon+HopeTHCTepoHy auetar, 40 mr/1
Mr/0,5 Mr, TaBIeTKH, BKPUTI ILTiBKOBOK 06ONIOHKOIO)

BAT “T'emeon Pleep” Vl;apﬁmua

3 BupobHik

i 4. TlpoBeneni nocmigKeHHs:

l) THI nucapcm{oro 3a006y, 3a AKUM

HpOBOI[HJIaC}I 2160 ﬂHaHYETBCﬂ peecmaum

6 Daza KITiHIYHOTO BanOGyBaHHﬂ

7 Hep;on HpOBeﬂEHHﬂ KJIIHIYHOTO
BHl‘Ip06yBaHHH

r
8. Kpaiuu, ne nposoauiocs knidiune
;Blfll’lp06yBaHH$l

P

9. KinbkicTh ZOCHIIKYBaHUX
i

5. IoBHa Ha3Ba KIiHIYHOrO BUIPOOYBaHHs,
KOJIOBaHHUI HOMep KIiHI{YHOrO BUNPOOYBaHHS

g 'BAT “T'egeon PixTep”, Yropumna (nepeuHHE NAaKyBaHH4,
\BTOpUHHE NaKyBaHHs, KOHTPO/Ib AKOCTI, BUIYCK cepii);
IMareon Ink., Kanaga (BupoGHUITBO Hepo3dacoBaHOTO
TIPOAYKTY, KOHTPOJIb AKOCTI)

TakK

SIKIIO Hi, OOTPYHTYBATH

X

’ J'I:KapCLKHH 3aci6 3a IOBHUM J0ChE (aBTOHOMHHM nocne)
(Hona Jlifo4ya peyoBHHA)

~ LLIBERTY I: Ml}KHapOI[He (133314 3 paH}IOMISOBaHe noasiiine
citine nnanebo-KOHTPOIBOBAHE JOCIIPKEHHS epeKTHBHOCTI Ta
;6631'[61{14 AUIA OLIHKH OJJHOYACHOTO 3aCTOCYBAHHS PENyroJIiKCy
13 HU3BKHMM JI03aMH €CTPaioNy Ta HOPETUHAPOHY aleTaTy Ta
6e3 HUX Y JKiHOK 3 CHJIbHUMH MEHCTPYalbHUMH KPOBOTEYaMH,
l'IOB A3aHUMH 3 MIOMOIO MaTKH.

(Homep nocnmmeﬂnﬂ MVT-601-3001)

‘3 07.03.2017 no 29.04.2019 p.

80 ueHTpua Y BChOMY CBiTi, BKJI0YAI04H TTiBHiuHY AN AMepuky,
bpasuuito, Itanito, IMoneuty, [TiBrenny Adpuxy ta
3BenHKo6puTaHiro

samnaHosana; 390
|cbax'rmﬂa 388

110. MeTa Ta BTOpHHHI Wini KIiHiYHOrO

BUNPOOYBaHH:

iOcHOBHa Mera:

Merolo wuporo aociigkeHHs OGy10 BH3HAYMTH KOPHCTH
penyromikcy 40 mr 1 pa3 Ha o0y npu OFHOYACHOMY
zactocysanti 3 E2 1 mr i HETA 0,5 Mr nopisHaHO 3 nname6o
npoTaroM 24  TIKHIB NPH  CHIBHHX MEHCTpyalbHHX
KPOBOTEHAX, MOB’A3aHUX 3 MIOMOK) MATKH.

Bropunna mera:

BusHauuTH KOPUCTE BiJl 24-THXKHEBOrO NPHHOMY Peyroikcy
;40 Mr 1 pas Ha 0o0y onHOYacHo 3 12-TixkHeBUM abo 24-
TIDKHEBUM miputioMoM E2 i HETA (1 mr/0,5 Mr) nopisHsHO 3
mrauebo mpoTAroM 24 TIDKHIB 3 TOYKM 30py HACTYNHHMX
TMOKa3HUKIB:

% e JlocsarHeHHs aMeHOpET;

3 3M1Ha remornobiny;




[11. Muzaiin kainiyHOro BUMpoOyBaHHs
i

12 OCHOBHI KpHTepll BKJTFOUCHHSI

I

(13. MocimpkyBanuii nikapcekuii 3aci6, crnocid

i3aCTOC}/BaHHH, cuna aii

14 HpenapaT HOplBHﬂHHﬂ 7103, crocié

3aCT00yBaHHﬂ cnna aif

s

E
JlS. CynyTHs Tepanis
|
{
1

i
5
116. Kputepil owinku epextusroCTi
|
|
|
%
I

17. Kpurepii oninku 6e3nexn

112

e  Brumis cUMIITOMIB MiOMH MaTki Ha HOBCHK,E[CHHy
,Z[lﬂl'lelCTh Ta 1oB ;13aHy 3i CTaHOM 310pOB 'q IKICTh
JKUTTA, 1O OLIHIOETHCA 38 KoMnoHeHTamu [ kan
CHMITTOMIB MiOMH MaTKH Ta MOB'S3aHOI 31 CTAHOM
3jopoB'a axocTi xkuTTs (UFS-QoL);

* ['nobanbHa oninka nauientom ('OIT)
(pyHKUiIOHATBHUX MOKA3HUKIE Td CUMIITOMIB, II0
ouinroeTbes 3a I'OIT momo GyHKIiOHAIBHUX
NOKAa3HHUKIB Ta CHMITOMIB;

*  BriMB CHIBHOT MEHCTPY&IBHOT KPOBOTEUI HA

‘ COLliaNbHy AiANBHICTb, J03BIIUIA Ta hizuuny

AKTHUBHICTb, 1110 OLHIOETECS 3a JIONOMOIO0

i OnuTtyBanbHUKa 3 BIUIMBY MeHoparii (MIQ);

¢ Binb, noB'a3aHa 3 MiOMOIO MaTKH;

1 O6'eM MaTKH;

1 e OO0csAr MiOMH MaTKH.

Ml)KH&pO,E[HE paHJIoMi30BaHe MOJBiliHe cine niauebo-
[KOHTPOJIBOBAHE A0CTIAKEHHA q)asu 3.

CHJ’IBHI MEHCpraJIBHl KpOBOTe‘Il l'lOB 9[3&!{1 3 MIOMOKO MaTKH.

7|Penyr0mlcc Tabnetku no 40 mr, nepopanbﬂo E2/HETA,

Taﬁnemu 3 oABiitHOIO 060M0HKOK 1o 1 Mr/0,5 mr,
nepopanbﬂo

Ta6ne'nm nane6o peﬂyrochy, nepopanbno Ta KaIrcyln
Hnaueﬁo E2/HETA, nepopaibHo.

Cynmi npernaparu, ki Hpﬂumanucsl TpOTArOM
,uocm;mcyBaHoro nepiojy NikyBaHHs, OynM MificyMOBaHi [uis
BCIX NauieHTiB y momynsiii 6e3neku 3a rpynamu, ki
OTpUMYBaJIH JiKyBaHHs. [Ipenaparu Baxasics CymyTHIMH,
K0 TPUAMANTHCE IPOTATOM NEpioAy NikyBaHHS.
3abopoHeHi kareropii npenapari BKa3aHi B IpOTOKOI
(,IIonaTOK 16.1.1 no 3BiTy npo kiHiYHe HocmimkenHs MV T-
601-3001).

r‘lac:T}ca SKIHOK y rpym penyronuccy + E2/HETA HOplBHﬂHO 3
rpynom nnane6o, B Skux 6yno gocsaruyto o6’ emy BMK
(BTpaTH MEHCTpyanbHOl KpOBOTeql) < 80 Mn TA 3MeHIIEHHS
06’emy BMK npunaiimui na 50% ein BuxigHoro piBHA
npomrom OCTaHHiX 35 JIHIB NiKyBaHHA, 1[0 OLIHIOBAIOCH 3a
MeTOJmM TTy’KHOTO TeMaTHHY.

| o Hebaxani sBuima nix yac nikyBaHHs, 3MiHa

| JKUTTEBMX NOKA3HUKIB (BKIFOYAIOUH Bary), KIiHiuMi
nabopartopHi anamizu ta EKT

e BincoTox 3MiHH Bijl BUXiZIHOrO piBHA m0 12 TKHA

| MiHEpalbHOI WiNBHOCTI KicTKOBOT TKaHuHu (MIIIKT)

rnornepekoBoro Biginy xpedrta (L1 - L4) B rpyni

penyronikcy + E2/HETA nopiBHAHO 3 rpynoro

penyronikey + Bincrpouenoro E2/HETA, o

‘ OLiHIOBAJIOCh 3@ METO0M IBOEHEPreTHYHOT

} peHTreHiBcrKoi abcopbuiomerpii (DXA);

e BiacoTok 3Minn Bif BUXiAHOTO piBHg 10 24 THXHA
MIIKT nonepexoBoro Bigainy xpetrta (L1 - L4),
BCBOIO CTErHa Ta WIHHKU CTErHa, IO OL[iHIOBANOCK 34
MCTO,E[OM DXA
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118. CraTHcTHYHI MeTOIH
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19. Jlemorpadiuni nokasHuku gocimkysanoi

nonmynauii (crate, BiK, paca, Towo)
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20. Pesynbratu eheKTHBHOCTI

i
!
|
H
|
|
|
|
{

|

i

‘{m_ e e e

|
21. PesynsraTu Gesnekn
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E e Uacrora: BBSOMOTOpHHX CHMITTOMIB.
\
|

CTaTIfICTH‘{Hl aHa.ni?.H ‘BUKOHaHI B ubomy JIOCJII,I],)KGHHI

CTOC)/B&J'II/ICH TNOIIepeIHEO BHU3HAYEHHUX KIHLI;CBPIX TO4YOK Y
IMnani craticTiyHOro aHa.mzy (TICA), ta Gynu 3aBepiueni 1o
GJIOKyBaHHﬂ 0asu naHux i PO3KPUTTA AaHMX. Yci cTaTHCTHYHI
AHAJII3H IPOROJMITHCS 3 BUKOPHCTaHHAM SAS® Bepcu 9.2 abo
1Bume CraTHCTHYHI TeCTM IS MEPBMHHUX i BTOPHHHHX
KIHHEBHX TOYOK e(eKTHBHOCTI OLIiHIOBATH Ha
;IBoc:TopOHHLOMy piBHi 3Hauymoctri a = 0,05, i Bei moBipui
mTepBann (AI) noRinoMIANHCE SIK ABOCTOPOHHI, AKIIO HE
BKa3aHO iHILe.

lMl}K rpynamu nikysanus. Cepeniii Bik (CB) Beix nanientis y
LbOMY JOCHiKeHHI cranoBuB 42,0 (5,38) poky, IIpH LBOMY
cepenHiil Bik OyB nmomiGHIM Midk rpynamu JIiKYBaHHSA.
LIPICGJ’IBHO Ginblue nanieHTIiB y rpyni penyromikey +
BlJlCTpO‘IeHOFO E2/HETA wmanu Bik < 40 pokis mopiBHsHO 3
BOMa {HIIIMH rpynamu JIiKyBaHHs.

JlBOMa repeBaKaOuMMK pacaMi y JOCIikeHHi Oyu
!qopHomrcipi abo adpoamepukanui (191 nauient [49,4%) Ta
Tpe/ICTaBHUKHA eaponeomum pacu (173 nauienru [44,7%))].
MeHile 4OpHOIIKIPUX NALiEHTIB 260 apoamepukanuis 6yno
'paHaOMi30BaHO 10 rpynu penyronikey + E2/HETA (59
‘l'IaLIICHTIB [46,1%), nix peﬂyromxcy + BiicTpoueHHit
E2/HETA Ta wiaue6o (67 nauienrie [50,8%] i 65 nauieHTie
(5] ,2%)], BinnoginHo). Binbure Ginux nauienTis Gymno
paHl[OMISOBaHO Ito rpynH penyronikcy + E2/HETA (64
nauienta [50,0%), Hix penyromkcy + BificTpoYeHMit
E2/HETA Ta nnane6o (53 nauientn [40,2%) i 56 nawuieHTis
[44 1] %] Bignosiauo). [Monan 75% nauientis y koskHil rpymi
JlikyRaHHs OyJH 3apeecTpoBaHi y gocnigkenns B [TiBHiuHii
LAMepuui

e mixkHapoaue paHzoMi30BaHe no/BiiiHe crline Mane6o-
IKOHTPOJ‘IBOB&HE. JocnipkeHHs (asu 3 s ouidku Ge3nexy Ta
ed)eKTHBHOCTI nepopansHoOro penyroiuikcy + E2/HETA
MPOTArOM 24 THXKHIB A0CATIO MEPBUHHOT KiHLEBOT TOUKH
e(beKTIfIBHOCTl T00TO BiNbImOT e(bexmsnocrl MOKpAIIEeHHA
CHIBHAX MEHCTPYATIbHHX KPOBOTEY, [10B’ A3aHHX 3 MiOMOIO
MaTkH, y nopiBHsHHI 3 mnane6o.
B rpym penyronikcy + E2/HETA 73,44% nauieHTiB nocsrau
6’emy BMK < 80 mn i 3HmkenHs 06’ emy BMK npunaitmai
.Ha 50% Bij BUXiTHOTO PiBHA MPOTArOM OCTaHHIX 35 IHIB
JliKyBaHHA MOPiBHAHO 3 18,90% y rpymi mnaue6o (p <
0,0001).
HapifiHicTe nepBHHHOTO pe3ysbTaTy aHanisy edeKTHRHOCTI
Oyna miaTBeprKeHa aHaTi3aMK Yy TIMBOCTI Ta aHA3aMK
miarpyn, PesynbTati nux aHanisis niaTBepAMIM pe3yabTaTH
EaHamiay NePBUHHOI KiHIEROT TOUKH (TO6TO 24 THXKHI
JikyBauus penyronikcom + E2/HETA), nemoHcTpyioun
BceGiuHe Ta 3HaYHEe MOKPAIEHHS 06’emy BMK, sike B uinomy
OyIo mocninoBHMM y npoaHanizoBaHuX MiArpynax.

Y upoMy mocnimpkeHHi KOMBiHOBaHa Teparis penyroyikcom
Baranom nob6pe nepeHocunacs, i )oaHuX npodaem 3
6ezne1<010 BUAB/IEHO He 6yn0 '—Iacm’ra noﬁquHx SIBHIIL, K
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Cepifo3HIIX, Tak i Hecepiio3HuX, 6yna 3aranom

; 30a1aHCOBaHOKO MidK IPyI0l0 KOMGIHOBAHOIO JiKyBaHHA

: penyronikcom + E2/HETA Ta nnaue6o.

} Haityacriummu noGi4aumu ssuiiamu 6y/1u ronoBHuii 6ins Ta
| TPHUIUIMBH; TUIBKH TIPUTUIHBH CIIOCTEPiramucs yacTille B
|

|

1

1

!

H

i

rpymni penyronikcy + E2/HETA, nixk y rpyni mnaue6o (11%
mpotH 8%).
}IK 1 ouikyBasocs, Ba3OMOTOPHI CUMITTOMH YacTillle
cnoc:'replraﬂu(:b ¥y Talli€eHTiB, AKi OTPUMYBaJH pellyroike +
| BlJlCTpO‘lCHPIPI E2/HETA.
" KictkoBa Maca Oyna 30epeskeHa B rpyni KOMOiHOBAHOTO
; jniKyBaHm penyrojikcom + E2/HETA. [lani mwogo rpymu
1‘ [penyromnikcy + Bigctpouennit E2/ZHETA Bkas3yloTh Ha Te, 110
J ‘EZ/HETA 3MEHIIYE TiM0eCTPOreHHI CHMITTOMH, IO
! HOCTepiFalOTBCH NP1 MOHOTEPAIIil PeayroikcoMm,
; lBKJ'IIO‘iaK)‘{H npunusy ta BTpaty MITKT.

Lle MiXHApO/IHe paH/0Mi30BaHe NoABiiiHe ciine nnane6o-
KOHTpOJ'[BOBaHe JochipkeHHs das3u 3 1d ouiHku Gesneku Ta
e(bexTuBHOCTl NepOpanBLHOro penyronikcy + E2/HETA
TPOTArOM 24 TIDKHIB AOCSIIIO MEPBHHHOT KiHIEBOT TOUKH
edexTuRHOCTI, TOGTO OLIBLIOT eeKTHBHOCTI NOKpAIEHHS
CHJIBHUX MEHCTPYaIBHUX KPOBOTEY, OB’ A3aHHUX 3 MiOMOIO
MaTKH, Y MOpiBHAHHI 3 Mnaue6o.
Y ubomy JochiKeHHi koMOiHOBaHa Tepanis penyronikcoMm
3aran0M nobpe nepeHocuiacs, i )KOIHUX NpoBreM 3
Ge311eKOH0 BUABIEHO He Oyno.
‘chmosa Maca Oyna 30epexeHa B Ipyii KoMOGiHOBaHOTO
i iﬂiKyBaHHH penyronikcom + E2/HETA.

|

22. BUCHOROK (3aKJIKOYEHHS)

3asBHUK (BJaCHUK peecTpauiiiHoro
MOCBITYEHHS)

4 SxvOoRiu
a «Pixtep 'eneon Hpr.» B

I
;
|
a
!
z

i
|
l
|
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Jonarok 30

7o Tlopsaaky npoBeaeHHS eKCIEPTHIN peecTpatifHHX
MaTepianie Ha Nikapehki 3aco5H, 110 NOAAIOTECA HA AePKABHY
peectpauiio (MepepeecTpaliio), a Takok eKCIepTH3H
MaTepiaiiB Mpo BHECEHH 3MiH 110 peecTpauiiinnx Mmarepianis
npoTArom Aii peectpauiiinoro noceigdenns (nynkt 4 posainy
1v)

3BiT npo kainiune BUNpoSyBanns Ne 2

B ————

{ i
fl. Haszga sikapcbkoro 3aco0y (3a HasBHOCTI - |

gnomep peECTpaLiiiHoro NocRiAYeHHs)

Piexo
(Penyron1Kc+ec:"rpamon+ﬂopeTMCTepOHy auerar, 40 mr/1
Mr/O ,5 M, TabneTKH, BKPUTI M1iBKOBOO 0601101-11(0}0)

2 3aHBHHK . BAT “Te,r[eOH PIXTep” Yropmuna

T ,,,,, e e — e

|

I BTOpHHHe naKyBaHHA, xompom: AKOCTI, BUIYyCK cepii);
:3 Bupo6uuk JHaTEOH Iaxk., Kanajga (BUpoGHULITBO Hepo3(hacoBaHOTO
' NPOAYKTY, KOHTPONE SKOCTI)

i

E4 Ilporeneni nocnimxenHs: X Tak C wHi AKIIO Hi, 06rpyHTyBaTu

i
1]) THII J1IKapCEKOro 3aco0y, 3a AKUM HlKapCLKHH 3aci6 32 MOBHIM nocse (aBTOHOMHI/lM JLOChE)
anpOBoanaca abo TUTAHYEThCs peeCTpaum (HOBa Zitoua pe4oBHHA)

j

| " LIBERTY 2: Mixnaposne, dazu 3, paHaoMizoBane
nojBiiiHe clirne m1ane6o-KOHTPONIbOBAHE JOCIKEHHS

iS. [ToBHa Ha3Ba KJiHIYHOTO BUNPOOYBAHHA, e(ekTHBHOCTI Ta Ge3neKH A1 OLiHKH OJJHOYACHOrO
KOJIOBaHHIT HOMep KJIiHIYHOro 3aCTOCYBaHHs PesyroNiKey i3 HU3bKHMHU J03aMH eCTpationy
BUNPOOYBAHHA [Ta HOPETHH/IPOHY alleTaTy Ta 6e3 HUX Y XKIHOK 3 CUIBLHHMH

: MEHCTPYanbHUMH KPOBOTEYAMH, TTOB’ I3aHUMH 3 MiOMOO

| MaTkH (MVT 601 3002)

% ®Qaza KJIlHl‘lHO]"O BunpoﬁyBaHHﬂ o |Daza 3

%7 Tepion NPOBEIEHHS KIiHIYHOrO
.Bunpo6yBaH1-m

[ —— e e e

3 03.05.2017 no 10.07.2019 p.

99 HeHTplB B ycmmy CB]Tl BKITIOUAI0UH uem‘pn B ITiEHiuHiii
’AMepHLll (CIIA), Benerii, Bpazunii, Yui, Yexii, Yropuimui,
,l'lom,uu Ta HIB,ELQHHU/I Aq)pnul

3annaHOEaHa 390
cpakqua 382

8. Kpainu, mie npoBomiocs KiiHiuHe
i
BHIIPOOYBaHHS

9. KinekicTs gociimkyBanux

|

'OcnoBHa MeTa:

} | * Busnauntu kopucTs peyronikcy 40 mMr 1 pas Ha 506y

1 g O/iHo4acHO 3 ectpajionom (E2) 1 Mr i HopeTuHapOHY

| ‘ auerarom (HETA) 0,5 Mr nopisHsso 3 nnaunebo

]0 Merta Ta BTOpUHHI 1ini KITiHiYHOTO } NpOTAroM 24 TIDKHIB MPH CHIBHUX MeHCTpyaabHHX

BUNPOGYBaHHS | KPOBOTEYAX, I10B’A3aHUX 3 MiOMOK MaTKH.

i BTopmma MeTa:

* DBu3HAUNTH KOPHCTE Bif 24-TIKHEBOro Mpuiiomy
| penyromnikcy 40 mr | pa3 Ha 106y omHovacHo 3 12-

E | THKHEBHM a0 24-THXHEBIM npuiiomom E2 i HETA
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2 (1 mr/0,5 mr) nopisusno 3 nuaneGo mpotarom 24
THXXHIB 3 TOYKH 30py HACTYITHHX NOKA3HUKIB:

¢ JlocArHeHHs ameHoper;

¢ 3miHa remorioGiny;

* BriuB cHMNTOMIB MiOMM MaTKH Ha OBCSK/IEHHY
AisUIbHICTB Ta NMOB'3aHy 3i CTAHOM 3]I0POB'S AKICTH
XHTTA, 10 OLIHIOEThCA 33 KoMIIoHeHTamu [LIkanu
CHMIITOMIB MiOMM MaTKH Ta TOB'A3aHOT 3i CTAHOM
3nopog'a axocTi kUt (UFS-QoL);

* ['nobankna ouinka nauientom (IOIT)
GyHKUiOHANBHUX TTIOKA3HUKIB Ta CHMIITOMIB, 1110
ouinrerses 3a IOIT wogo GpyHKUiOHANEHIX

[ NOKa3HUKIB Ta CHMIITOMIB;

* BB cHIbHOT MEHCTPYalIbHOT KPOBOTEY] Ha
COLiaNbHY His/IbHICTh, TO3BIMIS Ta (isuuny
aKTHBHICTB, 110 OLHIOEThLCA 38 JIONOMOLO0
OnutyBanbHuKa 3 BBy MeHoparii (MIQ);

Bisb, nos'a3aHa 3 MioMOIO MaTKH;

O0d'eM mMaTky;

e OfcAr MiOMH MaTKH.

11. Jluzaiin kniHiuHOro BUnpoGyBaHHs

[ —— e —

KOHTpONbOBaHe fociimkeHHs dazu 3,

MixHaposise pan1oMizoBaHe nozBifiHe ciiMe mianeGo-

i ‘ see
12. OcHOBHI KpuTepil BKIIOYEHHS

| .
CHOC]6 3acTOCYBaHH, cHUJa a1l

14 HpenapaT nopmmmmi ;losa croci

SaCTOCyBaHI-UI CPUIa ,Elll

f
|

ilS. CynyTHs Tepanis

{
|
|

}16. Kpurepil ouinku edekTuBHOCTI

1
|
|
|
|
!
i

17 Kpurepii ouinku Gesnexu

|
|

13. HocnipkyBanuit nikapeskuit 3acif,

i6

II'IepBHHHmo KiHLIEBOIO TOYKOK e(hEKTHBHOCTI ANf IBOTO

TaGetku nane6o penyromikey, nepopam;uo Ta Kancynﬂ

CuneHi MeHCTpyanesHi KpoBOTEYi, OB’ A3aHi 3 MioMoIO
MATKH.

Penyronncc TaGieTku 110 40 Mr, nepOpanLHo E2/HETA,
Ta6H€TKI/I 3 moABiiiHoro 06onoHko o 1 Mr/0,5 Mr,
epopasbHO

irmaueﬁo EZ/HE'.TA NEpOPaLHO.

3aran0M 360 nauieHTis (94 5%) OTpHMyBalM CYIyTHi
JIlKapCBKI 3aco0M mia yac AOCTiUKeHHs, y ToMy ymenmi 120
mauieHTis (95,2%) y rpymi penyronikcy + E2/HETA, 118
nauientis (93,7%) y rpyni pemyromikcy + BicTpoueHmii
E2/HETA Ta 122 nauientu (94, 6%) y rpyni mnarne6o.

Jocnikenns Gyna 4acTka JkKiHOK, , B AKHX GyJ10 JOCATHYTO
06’emy BMK (BTpaT MeHCTpyanbHOT KpoBoTeui) < 80 mn Ta
sMeHLIeHns 06’emy BMK npunaiimui Ha 50% Bix BuxigHoro
PiBHA TpPOTAroM ocTaHHIX 35 JuiB  JikyBaHHA, 110
OLIHIOBANIOCH 32 METOJOM JIY’KHOTO reMaTuHy (Hamaii -
HacToTa BiAMOBizeit).

ﬂepBHHHuM aHanizoM edekTuBHOCTI 610 NOPIBHAHHA FPyNH
’penyrom}(cy + E2/HETA 3 rpynolo mnaue6o 3 Touku 3opy
[4aCTOTH Bumomm

Be3nexy OLiHIOBA/IH LLLTAXOM MOHlTOpHHr‘y TaKux
napameTpig:

! e Hebaxani sBUIA,

MILKT (minepanbHa WinbHICTE KicTKOBOT TKaHHHK)
KJIiHiuHi maGoparopHi nawi,

KI'y 12 BigBeneHnsx,

AKHUTTER] MOKAZHUKH,

thiznuHi obcTexKEHHH,

. nepes:pxu | FOCTPOTH 30Dy,
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18. CraTucTHYHI METOIH

|

i

I19. Hemorpadiuni nokazHuku
JlocnipkyBaHoi nonynsuii (cTaTs, Bik, paca,
|

e e
Hemorpadiuni xapakTepucTiky OyIM 3aranoM nogiGHUMK
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* OGiomcis eHOMeTpiIO,
®  KapTHHH MEHCTpyalbHHX KPOBOTEY,
®  BariTHICTB i mepe103yBaHHs

J
i
|
|
l
e

OcHoBHa rinoTesa, 1o nepeBipsaaack y 1UOMY A0C/iKEHHI,
Tongrana B ToMy, uu nepepaxas penyronike + E2/HETA nan
Tnaiedo o0 NepBUHHOT KIHI[EBOI TOUKH, 1110 BH3HAYAIACK
SIK YaCTKa JKiHOK, B AKHX OYJI0 JOCATHYTO 06’emy BMK < 80
M1 i 3MeHeHHs 06’emy BMK npunaitmui va 50% Big
BUXIZIHOTO PiBHA NPOTATOM OCTaHHIX 35 AHIB MikyBaHHS.
ToukoBa ouika Ta JBOCTOpoHHiit 95% JII pisHHLI B
ﬂ'lponopuiﬂx pospaxoByBaii M'i}K peayroaikcom + E2/HETA
i nnauebo. ITopiBHAHHA MiX TiKyBaHHAMH [IPOBOIHITH 32
jonomororo Merony Koxpana-Manrens-Xensens,
crpatudikoBaHoro 3a koedilieHTaMu ctpatudikarii
pannomisanii (reorpadiunuit periou i cepesHiit 06'em BMK
mpu cpoHiH_ry). .

TlepBHHHY KiHLEBY TOUKY MepeRipsIM [IPH JBOCTOPOHHLOMY
piBai sHauymocri 0,05, [lepeunHa KiHleBa To4Ka BBakanack
NOCATHYTORO, SAKINO eeKT Biz NikyBaHHs, AKkuil crocTepiramu
B rpyni penyronikey + E2/HETA nopisnsuo 3 niaue6o, 6ys
CTaTHCTHYHO 3HAYYLUMM i3 ABOCTOPOHHIM 3HAUEHHSM p <
0,05.

Mix rpynamu jikyBaHHa. Cepenniit Bik (CB) Beix nmamieHTiB
!y LBOMY A0cijkeHHi cTanosuB 42,1 (5,29) poky, npu
LBOMY cepeiHili Bik OyB MOAIGHUM Mik rpynamMu ikyBaHHs.
UncenbHo Gimble marieHTis y rpymni penyrojikey +
Bincrpouenoro E2/HETA maiu Bik < 40 pokis nopiBHAHO 3
ABOMa iHIUMMH rpynaMH JiKyBaHHs. JBoma
TMepeBakarOYHMH PacaMy y JOCIIKEHH] 6ynu vyopHoIKipi
a6o appoamepukanui (202 nauienra [53,0%]) Ta
TIpeCTaBHUKH €BponeoinHoi pacu (157 nauientis [41,2%]).
binsiue wopHowkipux nauientie a6o agpoamepuxanuis Gymno
paHioMi30BaHo 10 rpymu miane6o (74 nauienrn [57,4%]),
jHi}K penyronikcy + E2/HETA Ta penyronikcy +
Binctpoyennit E2/HETA (62 nauientu [49,6%] Ta 66
manientis [52,0%] signosigno). Binblue 6inmx nauieuTis
Oy1o panomizoBaHo 1o rpymu penyrofikcy + E2/HETA (58
matienTis [46,4%]), Hix penyronikcy + BiacTpoueHmii
E2/HETA Ta miane6o (50 nauienris [39,4%] Ta 49
nauientis [38,0%] sinnosiawo). Ipunaitmui 74,0%
MauieHTiB y KOXHii rpymi nikyRaHHs 6y/u 3apaxoBani B
ZHiBHiHHiﬁ Amepuui, Toni sk npubauzno 26,0% - 3a ii
MeXaMH,

Ie nocmimKeHHs JOCATIO MEPBUHHOT KiHIEeBOT Touky. B
rpymni penyronikcy + E2/HETA 89 namienris (71,20%)
Jocsrii 06’ emy BMK < 80 Mt i 3HikeHHS 06’emy BMK
MpuHaiiMHi Ha 50% Bij BEXiHOMO piBH#A 3a ocTanHi 35 [qHIB
'[Tlil(yBaHHH nopiBHAHO 3 19 nauientamu (14,73%) y rpyni
innaueﬁo. CnocrepesxyBaHa pisHULS MiX BOMa TpynaMu
craHoBmna 56,47% (95% JI: 46,45% no 66,49%) Ha KOPHCTE
irpyrm penyronikcy + E2/HETA i 6yna ctatucTU4HO
3Hadywow (p < 0,0001).

¥ Beix miarpynax BiAMiHHOCTI B JikyBaHHI y3ro/pKyBauch 3
TIEPBHHHIM aHaNi30M: GibINa YacTka NaLieHTiB, ki




21. PesynbTaty 6e3neku
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22. BHCHOBOK (3aK/IK0YeHH:)
|

1
|

3asBHMK (BJACHUK peecTpauiiHoro
MOCBiAUEHHS)

|
f

A e —
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mpnmyBaﬂH penyromlcc + E2/HETA, Biznosizana
BU3HAYEHHIO PECTIOH/IEHTIB, HiX MAIli€HTIB, AKi OTPUMYBANH
1rUI.':lLIe60, K BKa3y€ TOYKOBA OIIiHKA Ta HIKHS Mexa 95% JI1
JUIA CITIBBIHOIUGHHA LIAHCIB BUIIE 1 HA KOPUCTH
Fenyronixcy + E2/HETA nopisHsiHo 3 mnane6o. Benuynna

mnosineﬁ ¥ WUX MiArpynax 3arajioM Bigmosigana
cnoc*repexcyaaﬂm MiJ yac aHanizy NepBUHHOI KiHLeBOT
TOYKH e(EeKTUBHOCTI B 3arayibHill MOMysilii, 0co6I1MBO B
Eninrpynax i3 GinbuMME po3mipamu BuGipku. Edekr Bix

ikyBaHHs OyB Je10 BULIMM B PeluTi cBiTy, Hix y ITiBHiumiit
Amepuui, Ta y 6inuX mauieHTiB NOPiBHAHO 3 YOPHOLUKIpUMHU
aﬁo a(ppoamepukaHCBKMMH NanieHTamu. Hesenuki poamipu
‘BHGIPKH B a3iaTChKMX Ta iHLINX PACOBHX rpynax
YCKIIaTHIOBAIH IPOBE/ICHHS HaMiitHUX NopiBHSHE. MeHuri
BiIMIHHOCTI B JTiKyBaHHi criocTepiranucs y miarpynax sxiHok

3 6inpnM 06°eMoM MaTkH (> 300 cM3) NOPiBHAHO 3 iHITMMHU
nmrpynaMH OJIHaK CHiBBiAHOIIEHHS WaHCiB (95% 1) y 1ux
mm‘pynax Bce 1le 0Y/10 HAa KOPUCTh PeNyroikey +
E2/HETA

v ubOM_‘/ JOCTIKeHHI KOMGiHOBaHa Tepartist pe/yroikcom
i’saranom nobpe nepeHocuacs, i ;KOJHHX 1pobieM 3
Oe3nexoro BUsBIEHO He 6yno. YacTora nobiuHux sBULL, K
Cepio3HKX, TaK | Hecepio3HuX, Oy/a 3aranom
sﬁanancosanom Mi IpyNoI0 KOMOIHOBaHOTrO NiKYBaHHs
penyronu{com + E2/HETA Ta nnaue6o. Haityactimmumu
EHOGHHHMH ABHIIIAMH 6ym1 rojIoBHHI OiNb Ta NPUILTHBH;
TUTBKH TIPHTLIHBH crocTepiranncs JacTile B rpyii
penyronuccy + E2/HETA, nix y rpyni nnane6o (33,3%
Ilpom 3,9%). Sk i ouikyBamocs, Ba30MOTOle CHMITTOMH
HacTillle CNocTepiraauch y MaLieHTB, SKi oTpUMyBaH
penyrodnike + Bifctpouenuit E2/HETA.

Kictkoea maca Gyna 36epesxkeHa B rpyni kom6iHoBaHOro
?‘IiKyBaHHSE peayronikcoM + E2/HETA. [laui wozao rpynu
penyronikcy + Binctpouennii E2/HETA BkasyloThb Ha Te, 110
‘E2/HETA 3MeHLIYE IinoecTpOreHH] CHMITOMH, 1110
CHOCTGpIFaIOTLCH IpH MOHOTepamii penyroikcom,
BKJIOYAKOUH TMPUTLTHBH Ta BTPaTy MIIKT.

€ Mi>kHapoJHe paHAOMi30BaHe Mo/iBiliHe crine nnaue6o-
[KOHTDOJILOBAHE JocnikeHHa (a3 3 ana ouiHKM Ge3neky Ta
erbeKTHBHocn nepopaineHoro pemyromnikey + E2/HETA
MpOTAroM 24 THXHIB IOCATJIO IIEPBUHHOT KiHIIEBOT TOUKH
edexTHBHOCTI, TO6TO Gi1bLIOT e(eKTHBHOCTI MOKpaIIeHHs
CHIIBHUX MEHCTPYaNbHHX KPOBOTEY, OB’ A3aHHX 3 MIOMOIO
MaTKH, y nopiBHAHHI 3 nnane6o. B rpyni penyromnikey +
E2/HETA 71,20% nauiestis nocarHyto 06’emy BMK < 80
M1 i 3MEHLIEHHSA 00, %BMK npuHaiiMHi Ha 50% Big

BUXigHOrO plBﬁzf’np@ﬂb gcfcaHHlx 35 nuiB nikyeaHus
HOplBHHHO 3 }45 A; rpyn Iq;ule6o (p <0.0001).

ﬂxvﬁomq
b((:élXTeD ["'eneon Hprt.» B
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Honatok 30

no [lopsaxy nposeneHHs ekcnepTu3n peecTpaniiHmx
MaTepianis Ha JikapcbKi 3ac00H, IO MOAAIOTECS HA AEPAABHY
peecTpauiio (mepepeecTpalliio), @ TAKOXK eKCIEpPTHIM
Matepiasis po BHECeHH 3MiH [0 peecTpauiiinux matepianis
npoTATOM i peecTpatlifHOr0 MoCBiAYeHAS (MyHKT 4 po3ainy
V)

3BiT mpo kaiHiuHe BunpoGyBanus Ne 3

PPieko
(Penyronikc+ecTpamion+HopeTucrepony amerar, 40 mr/1
mr/0,5 Mr, TabneTky, BKPUTI MIiBKOBOK 000JIOHKOK)

'1. Haspa nikapcbkoro 3aco0y (3a HasiBHOCT] -
HOMED peecTpaliiiHoro MoCRi[ueHHs)

BAT “I"eneon Pxx*rep YropumHa

| BAT “l"eneon PixTep”, Yropuuma (nepBHHHe l'IaKyBaHHH
BTOPHHHE NaKyBaHHA, KOHTPOJIb AKOCTI, BUITYCK cepil);
23. Bupobuuk IMareon Ink., Kanaaa (Bupo6HULITBO HepozdacosaHOrO
' POAYKTY, KOHTPOIb AKOCTI)

| |

2. 3aﬂBHHK

|
E
s
s
§
E

[
!
1
|
%
7
1
{
|

4 Hpoaeﬂem JOCTiJDKeHH: X Tak C wi AKILO Hi, OOIPYHTYBATH
I) THUT mrcapcsxom 3ac06y, 3a SAKUM | HlKapCLKPIH 3aci6 3a IOBHUM ZOCHE (aBTOHOMHHM JIOCBE)
nposoaunacs a6o MIaHY€TbCA pee:CTpaum (HoBa zir04a pe4oBHHA)

LIBERTY EXTENSION: MixHaponne, dasu 3, Bigkpute
HETIOPiBHANBHE JOBrOCTPOKOBE PO3IIMPEHE A0CIIDKEHHS
?eq)eKTl/lBHOCTi Ta 6e3neKH A7 OLIHKH OJHOYACHOTO
3ACTOCYBAaHHA PEMYTOMIKCY i3 HU3LKUMHU JJ03aMH €CTpaaiony

:'ra HOPCTHHAPOHY aLETaTy y XKiHOK 3 CHILHUMM

‘ MEHCTPYalbHIMH KPOBOTEYAaMH, TOB’ A3aHUMH 3 MiOMOIO

i MaTKH. (MVT -601-3003)

e = Em(Da3a -

17 Heplon npoaeﬂeum KJiHIYHOrO 3 05.12.2017 10 24.01.2020 p.
BnnpoﬁyBaHHﬂ

LIe NOCTiKeHHS npoaozmr[ocsx B 149 ueHTpax y CHIA,
ﬁem:ru Bpazunii, Yuni, Yexii, Yropuwuni, Itanii, [Tonemi ta !‘
Misnenniit Appui. |

e e

SaHﬂaHOBaHa 600
cpalcqua 477

5 IToeHa Ha3Ba KNiHIYHOrO BUNIPOOYBAHHS,
Ko,uoaaHHH HOMED KJIIHIYHOTO BUMPOOYRBAHHS

o e
6. Dasa KmHmHoro BanOGyBaHHﬂ

8 Kpainu, ne npoBoaunocs kiiHiyne
BHNpPOOYBaHHS

9. KinbkicTs DoCTiIKYBaHHX

MeTom LBLOTI0 poameeHoro JOCIi KEHHS! Oyno ouUiHuTH
IlOBFOCTpOKOBy edexTuBHiCTE Ta Oe3nmeky penyromikcy +
E2/HETA NPOTANOM A0 52 THIKHIB meBaHHsI (Brmrouarouu 24
| mxcm JiKyBaHHA MiJ yac 6y1b-9KOT0 3 BHXIAHUX TOCIiKeHb
| -MVT-601-3001 abo MVT-601 3002)
|

,...“.._ﬁ_,w

J1 0. MeTa Ta BTOpMHHI LiJi KIiHIYHOTO
BunpoﬁyBaHHﬂ

,Baramnaumnanme BiZIKpHTE HETIOPIBHSIIBHE JOBrOCTPOKOBE
JIOCII/DKeHHS e()eKTHBHOCTI Ta Ge3MeKH, 10 AKOro
peECprBanH Naui€eHTiB, AKi BiANOBITANIH BCTAHOBJICHUM
BUMOTaM Ta 3aBEPLIMIIA yYacTh B OHOMY 3 BUXiHHX
PaHAOMi30BaHUX MNALEG0-KOHTPONBOBAHMX JOCTITKEHE
azu 3 (MVT-601-3001 a6o MVT-601-3002).

[11. JTuzaiin kniniyHoro BUNpoGyBaHHs

12 OCHOBHI Kpmepn BKJII-O'—!GHHH Cymbm Mencrpyanbm KpoBOTEYi, noB A3aHi 3 M MiOMOIO MaTKH.

|
- e e
|




|
i

§13. HocnikyBanuii rikapeskuii 3aci6, crocit
BaCchyBaHHﬂ, cuna aii

'14 HpenapaT nopmnsmnﬂ zloga croci6
3aCT0cyBaHHs cuna zm

{1 5. CynyTHs Tepanis

|

|
|
|
|
|
|
|
|
[

16 Kputepii oniHku edeKTHRHOCTI

E
1
|
i
|
i
|
|
|
|
!
!

f] 7. Kputepii oninku 6e3mnexu

P
5
s
|
|

[18. CratcTHYHI METOIH

g19 HemorpadiyHi NOKa3HUKN JOCIIIKYBAHOT

nomynauii (cTatk, Bik, paca, TOLIO)
|
i

; Penyromkc Tabnetku 110 40 Mr, HepopanLHo E2/HETA,

e ————
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l’TaﬁﬂeTKH 3 noABifiHoI0 obonoHkow mo 1 Mr/0,5 Mr,
InepopanbHO

Ta6netkn nnaue6o penyr‘onuccy, NepopasbHO, Ta KarcyJiu

nnarnebo E2/HETA NEPOpalBHO.

3aran0M 464 naujenTu (97,5%) OTpHMyBaJ'[H cynmi
JI]KapCbKl 3aco0H miJ yac AOCTiIKeHHs, Y ToMy yucii 160
namemus (98,2%) y rpyni penyromikcy + E2/HETA, 144
‘l'IaLI1€HTPI (96,6%) y rpyni penyronikcy + Bl,E[CTpO'-{eHlflPl
E2/HETA Ta 160 nauleHTIB (97 6%) y rpyni mnaue6o.

I'IepBHHHmo KIHIEBOIO TOUKOIO e()eKTHBHOCTI IJIs LBOTO
AocnikerHs Oylia YacTKa JKIHOK, , B AKMX OYJI0 JOCATHYTO
i4:)6’5:My BMK (BTpaté MeHCTpyaIbHOT KpOBOTeqi) < 80 M Ta
JBMEHHJeHHH 06’emy BMK npunaiimui Ha 50% Bin BuXigHOTO
plBHﬂ NpOTAroM oOcCTaHHIX 35 JAHIB  JiKyBaHHA, 10
oum}osanocs 3d METOJOM Jy:KHOrO reMaruHy (Hamami -
Hao’ro*ra m)mOmneH)

Besnexy OLIIHIOBAITH IIJIAXOM MOHITOpHHFy TaKux
napameTpm
e HebakaHi ABHUIIA,
e xJiHivHi nabopartopHi mawi,
e KI'y 12 BigBeneHHsx,
®  KUTTEBI IMOKA3HHKH,
(i3u4Hi 0DCTEKEHHS,
ouinkn MIIKT,
Giomcia eHgoMeTpito,
KapTHHU MEHCTPYalIbHHX KPOBOTEU,
BariTHICTb i Nepe/103yBaHHsl.

e o o o

i

é
H

SAS® Bepcii 9.2 abo Buie. Y BiANOBIAHMX BUNAAKaX 3MiHHI
y3ara.nbmonaﬂu onucoBo mifg 4ac eizuty. [ogo
KaTeropMHHx 3MIHHHX, KiJIbKICTb Ta MPOMOPLIT KOXKHOIO
amoxmnsoro 3HAYEHHS BKa3yBaliM Y TAOMHULAX 33 BUXiJHOO
rpynoro nikysanHs. [llojo 6e3nepepBHux 3MIHHHX, ¥
TaBNUIAX BKA3YBATH KiNbKICTh NaI[ieHTIB i3 NPHCYTHIMH
BHAYEHHSAMH, Cepe/IHE 3HAUYECHHS, Me/liaHy, CTaHAapTHe
BinxuneHns (CB), MiHiManbHI Ta MaKCHMAaNbHI 3HAUEHHS,

Jlemorpadiuni xapakTepHCTHKH Gy 3aranoM nogiGHIME 10

BUXITHHX J0CIiIKeHb. BinbiicTs mawieHTiB Many 6iIb1i
ni3Hii penpoaykTuBHuii Bik (40+ pokiB), npubnuzHo
[oJioBMHA Oy YOPHOIIKipUMH abo a)poaMepuKaHIIMH, i
GinbuicTs MaaM HAJUTHILKOBY Bary a6o oxupinus 3a IMT.
BuxiznHi xapakTepHCTHKH 3arajibHol 3apeecTpoBaHol
MOMyNALIT y3roxyBaaucs 3i 3HAYHUM TATApPEM
CUMIITOMAaTHYHOT MiOMH MaTKH, BKITIOUAKOYH CepeaHiil 06’ eM
BMK 234,33 mn, 1o 3Ha4HO NepeBUILyBaso mopir 80 M s
!cnnhﬂo'f MEHCTPYalbHOI KpoBOTeUi (y AeSKUX MALi€HTIB
iOG’EM BMK nepesuiyeas 1000 mi); aHeMiio i3 cepeiHBO0O
KOHUEHTpallieto remornobiny 11,22 r/mun; cepenniii
IiHJ_'[eKCHHﬁ 00’em Miomu Matku 81,57 cM3, o nepesuiIyBas
MiHiManbHHIT opir, HeoOXiAHMH A KpUTepii NPUIAHATHOCTI;
cepenniit 06°em Matku 409,24 cM3, 110 NepeBULIYBano ii

06 €M Ha 12 TiokHi BaI‘lTHOCTl (Sheth etal. 2017).

VCI CTaTHCTId‘-lHl aHaJ'Il?:I/I HpOBO}IHﬂHCH 3 BHKOPHCT&HHHM




20. Pesyneraru eexTuBHOCTI
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OuinuTy noaroc*rpoxoay eclJeKTHBHmTL penyromnikey 40 mMr 1
Pas Ha 100y pa3oM i3 Hu3bKkuMH Jo3aMi E2 Ta HETA
MPOTATOM 10 52 THAKHIB y MaLi€HTiB, AKi paHime [IPOHALIITH
24-TH}KHeBHH nepiof] NiKyBaHHs B OJTHOMY 3 BUXiTHHX
,HOCHIJ],}I{CHB (MVT-601-3001 a6o MVT-601-3002), pu
CHIIBHIX MEHCTPYaTLHUX KPOBOTEUAX, [I0B'I3aHHX 3 MiOMOIO
MaTKH.

Oumum AOBrOCTPOKOBY e(eKTHBHICTS penyroikcy 40 mr 1
pa:s Ha 100y pa3oM i3 Hu3eKkUMH Ho3amu E2 Ta HETA
MPOTATOM 110 52 THIKHIB y nauieHTiB, ki panime NpoHLIITH
24-TxHeBuit NepioJt NiKyBaHHS B OIHOMY 3 BUXIJIHUX
nocrimrkens (MVT-601-3001 a6o MVT-601-3002), 3 Toukn
30pY HACTYNHHUX MOKa3HUKIB:

}— Hocarnenns/36epexxeHHs aMeHopeT;

— I'emornoGin;

— 3MIHH TSKKOCTI CHMITTOMIB Ta AKOCTI UTTS, [10B’ A3aHi 3
MIOMOEO MaTKH, L0 OLHKEThCA 3a mKanorw UFS-QoL;

- Bnnue cunbHoi MeHCTpyansHOT kpoBoTeui Ha COHlaJ'ILHy
,Illﬂ}'lelCTI: J03BiNs Ta (i3UUHY AKTHBHICTB, 1110 OL[HIOETHCS
3a JIOTIOMOT0k0 OnurysansHuka MIQ;

— O6'em maTky;

— O6esr MioMu MaTKH.

rBeereKy OLIIHPOBBJTH LJIAXOM MOH]TOpHHl"y TaKHX

napaMeTpls

| e Hebaxxaui ABUIIA,

KJliHi4yHi nabopaTopHi xawi,

KI'y 12 RinBeeHHsX,

JKUTTEBI [NOKA3HHKH,

GisuuHi obcTexenHs,

ouinkua MILIKT,

Gioncis engoMerpito,

, KapTHUHH MEHCTPYanbHUX KPOBOTEY,
BAriTHICTE i Nepeao3yBaHHs.

?22. BucHoOBOK (3aknroveHHs)
4
3
i
|
i

I35:151131-1141{ (B1acHUK peecTpallifiHoro
MOCBIA4EHHS)
\

g.nucylaamm

L[e baraToHauioHaNbHE PO3MIMPEHE 10CTiTKeH s (a3 3,
Po3pobieHe [ OLIHKH JOBMOCTPOKOROT €)eKTHRHOCTI Ta
Geznekn penyronikcy + E2/HETA, npoaemMoHcTpyBano, mo
l'lOJ'Ill'II.I.lEHHSl CHMIITOMIB CHJIbHUX MEHCTPYalbHHUX KPOBOTEH,
inos A3aHUX 3 MiOMOIO MaTKH, 36ep1ra.110c51 npoTArom 52
THKHIB JlikyBauHA. Y rpymi penyronikey + E2/HETA,
87,73% nauieHTiB JOCATIUM NIEPBUHHOT KiHIIEBOT TOUKH -
06’emy BMK < 80 mn i smenuenns 06’ emy BMK npunaiimai

Ha 50% Bi BUXiIHOTO PIBHS MPOTATOM OCTAHHIX 35 AHIB
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Hopnarok 30

1o [Topsanky nposeaenns excneprusu peectpaniiiniux
Matepianis Ha Jlikapeski 3ac0GH, 1O NOAIOTECS Ha AepKaBHY
peecTpario (nepepeec‘rpaulm) a TaKOX eKCHepTHIH
MaTepianiB Npo BHECEHHA 3MIH JI0 peecTpauiiiiux Matepiaiis
NPOTAroM Aii peecTpauiiinoro noceiguenns (nysxt 4 posginy
V)

3BiT npo kainiune BunpoSysanus Ne 4

1. Hazga nikapcekoro 3acofy (3a
'HasBHOCTI -HOMep peecTpaliitHoro
;HOCBilI‘{eHHSI)

2 L3aﬂBHHK

i
I
§3 BupobHuk

\
i

' 4 Hposenem JOCHiIXKEeHHS;

1) THII . mxapcsxoro 3aco6y, 3a SIKUM
TpoBoAMIacs abo MIaHyEThCs
peec*rpaum

i
i

%
] . .
5 IlorHa HazBa kIiHiYHOTO

Bunpo6yBaHHﬂ KOJIOBaHUH HOMep
KJ‘IIHI‘{HOFO BUNPOOYBaHHH

,7 Heplo;:[ l'lpOBe,[IEHHFI KniHiuHOrO
BunpOGyBaHHs:

8 Kpainn, ne NPOBOIIIOCH KITiHiYHE
BH]‘IpO6yBaHI—[H

9. KinekicTs nocmimkysanux

i
i
F
l
|
l
BUNPOOYBaHHA

i
|
|
1

]0 MeTa Ta BTOpHHHI u]_m KJIiHiYHOTO Mr) mmicis le/lHOMy TXi 3 BHCOKHUM BMiCTOM )KHp]B

11. Muzaitn xniniuHoro Bunpo6yBsanus JIIKyBaHHA, 3 IBOMA MOCIiJOBHOCTAMH, 3 IBOMA
TIepeXpecHe I0CIiJUKEeHHs 0THOPa30Boi /103H.

|(Penyromxc:+ec*rpavzu()J1+H¢:)peT1/1cTepOHy auerar, 40 mr/1 mr/0,5
MT, TabIIeTKH, BKPUTI MTIBKOBOO 060I0HKOK0)

BAT “I'eneoH P1XTep” Yropuuna

BAT “I‘eaeou Plxrep” Yropumna (nepBuHHe MaKyBaHHS,
\BTOPHHHE [1aKyBaHHs, KOHTPOJIb AKOCTI, BUIIyCK cepil);
Ilareon Ink., Kanaxa (BupoGHULTEO Hepo3(acoBaHOro
nponyKTy, KOHTPOJIb IKOCTI )

Hi

SIKLIO Hi, 06rpyHTyBaTu

J'Iucapcsmu 3aci0 3a MOBHMM JIO0ChE (aBTOHOMHPIM Jocke) (HOBa
gmoqa PEYOBUHA)

;[BOKOMHOHeHTHe Bl,EleHTe PaHIOMi30BaHe, 3 1BOMA pe}KHMaMH
JIKYBaHHA, 3 IBOMAa MOCHIJOBHOCTAMM, 3 JBOMa nepiogamu,
ne.:pexpecne IOCTIi/KEHHS OJHOPa30BOi J03H /1A OLIHKH BIUTHBY
;nm Ha KoMbiHario (ikcoBanux 103 |
penymnuccy/eCTpamony/HopeTHH,upOHy auetrary (40 mr/1 wmr/0, 55
Mr) y dopmi Tabnetok y 310poBHX KiHOK Yy TMOCTMEHONAysi|
('—IaCTHHa 1) Ta penyronike y dopmi Tabnetok no 40 Mry 3q0poBHX
SKIHOK Y npemeHonaySl (‘{aCTHHa 2) (MVT 601- 041)

(Dazal_

3 15.05.2019 no 11.10. 2019p

éCIJ_lA

3aunaHosaHa. H3
daxTnyHa; 48

qacmHa 1:

'Ouiﬂﬂm BIUIMB TKi Ha J1it0 ofiHi€el TabneTkn koMbinawii
cpuccoxaa]-mx no3 (KO penyronikcy/E2/HETA (40 mr/1 mr/0,5

Yacruna 2:

puiamu BILTHB DKi Ha Aito oauiel Tabnetku penyromikey 40 mr
(peuen’rypa T4B) nicist npuifomy Txi 3 BUCOKIM BMicTOM HpiB.

UIBOKOMI‘IOHEHTHG Bt,mcpme paHILOMlBOBaHe 3 IBOMa pemumanm
nepiogamu,




123
17

] 3 OpOBi XIHKH B MOCTMeHONAY3 (YacTHH OBi
112. OcHoBHi KpHUTEepll BKIIOUEHHS A p ay ( a L i 3110p i 5.
| npeMeHonay31 (yactuHa 2).

13. Jlocminxypanui nixapcsiii 3aci6, %‘-Iacmﬂal PeJ'Iyl"O.IIIKC/&CTpa,[llOJ]/HOpeTHH,HpOHy anerar (40 mr/1

Mr/0,5 Mr), koMm6inauis dikcosanux 103 v Gpopmi TabreTok
cnoc16 3acTOCYBaHHs, CHia il ), uist ¢ n03 y dop
| HaCTnHa 2; Penyromlcc 40 Mr

=I4 INpenapar NOpiBHsAHHS, 1034, |
cnoc16 3aCTOCYBaHHS, CHTa ,im

P =

H/3

Cynmi J'[lKapCbl{l 3aco0H, sKi ° SaCTOCOByBaJ'[P}CH nix vac YacTrrn
| BoCiKeH S, BKIIOYAIHN aueramnoq)eﬁ AU 2 yYacHHKIB.
CynyTHi nikapceki 3aco6u, aki 3aCcTOCOBYBANHCSA i yac YacTHHU
2, BKIIOYA/IM Ma3b Ha OCHOBI TPHOX aHTHGIOTHKIB; TOpaTaiHH,
KpeM 3 TiZIPOKOPTU30HOM i TIpe/IHi30M10H; aeTaMiHOdeH:;
i6ynpoden; Bitamin B, GioTun, ackopOiHOBY KHCIIOTY Ta KONareH.

15. CynyTnsa Tepanis

I
|
f
!
E
|
|
!
|
i

|16 Kpm‘epn OI.IIHKH eq)exTMBHOCT: E(i)eKTHBmCTL He 6yna YaCTHHOIO ,unaaul—ly J;[ocmmiceHHﬂ

- i e i e i e et e e o e T et

. 'Beanexy KOHTPOIOBAIIA TPOTSTOM YCHOTO JOCTi/KEHHS LIITXOM
i TIOBTOPHOTO BMMipIOBAHHS XUTTEBUX IOKA3HHMKIB Ta KITIHIYHHX
Na0paTOpHUX aHasli3iB, a TAKOX OLIHKH HeGaKAHMX SBHIL,
YYacHUKM  JOCHI/DKEHHS  TOBEPTAIUCh  JI0 LEeHTPY A
‘KOHTpoanoro Bi3UTY uepes 10 pJHiB micng  npuitomy
; }IOCJ'II,.E[H(}/BaHOI‘O npenapaty Ha 1-i aeHs 2-ro nepioxy J'IleBaHHH

1‘17 Kpurepii ouinku 6esnexu

; |J'Ior-Tpchc1)0pMOBaH1 (bapmaKoxmeTHlml napametpu AUCO0-o0,
§ AUCO-t Ta Cmax aHai3yBald OKPEMO JUIA KOXKHOI YacTHHU
! pocmigxenns (Yactura 1 Ta 2) BiAMOBIMHO 0 MoeNi 3MilaHuX
‘ e(eKTiB Ha OCHOBI IBOPEXMMHOTO (micis npuiiomy ixi a6o HaTlIe)
MEPEXPECHOT0 JU3aiHy JOCHTiPKEHHS 3 TBOMA MOC/Ii JOBHOCTAMH Ta
ABomMa mepionamu. JIo Mozenmi BKMIOYANM JMINE YYACHHKIB 3
HASBHUMH (hapMakokiHeTHUHMMMU TapaMeTpami 1A 060X PEXKHMIB
l,HiKyBaHHH (micas npuiioMy ki Ta Hatwe). Lla Moaens BkIouYana
§ JliKyBaHHH NOC/IA0BHICTh Ta NMepioj B SKOCTI (ikcoBaHuX edeKTiB
Ta y4YacHHKa JIOCIIIKEHHS B SKOCTi BMMAAKOBOrO epekry. Jlna
KO)KHOI‘O 3 NOr-TpaHc(OpMOBaHHX  (hapMaKOKiHETHYHMX
I‘IapaMETplB (AUC i Cmax ana pemyromikcy, CkopuropaHi Ha
% jBMmeHH piBeHs Ta wHeckopuroBani AUC i Cmax mgisa
Hekon'loroaHoro E2, ckopuroBadi Ha BuxigHuii piBeHp Ta
: HeckopurosaHi AUC i Cmax /il HEKOH'FOTOBAHOIO El,|
18. Cratuctuuni metoan CKOPHTIOBaHi Ha BMXiJIHHil piBeHb Ta HeckopuroBani AUC i Cmax |
QUi 3aranbHoro El, a takoxx AUC i Cmax jua HET), Toukosa
ouiHka Ta noe’ssannii 90% noBipumii imrtepsan (JI) Gymm
i no6y;gosan1 Ans pisHMUi y NOr-TpaHc(OPMOBAHMX CcepemHix
3HAYEHHSAX JUIsT HACTYITHOTO MOPIBHAHHS:

* Hactuna 1: Penyronike/E2/HETA (40 mr/1 mMr/0,5 mr),
, K0M61Haum (ikcoBanux 103 y hopmi Tabnetok, micna npuiiomy
mq abo HaTle;

» Hactuna 2: Penyrodike, tabnetku no 40 mr, micns npuiiomy ki
a60 HarTIIe.

TO'—IKOBI OLIiHKM Ta Bimnmosigui 90% Al nns pisHuue 6ynu 3Beneni
B CTYNiHB AN OTPUMAHHSA CIiBBiIHOLIEHE
CCpC}IHBOl"BOMCTpPE‘-IHHX BEITHUHH, PO3PaxOBaAHHX METOIOM
Haiivenunx ksaapatis (CCB; micns npuitomy ixi/natine) i 90%
',ILI 3a BUXiJ{HOIO IKATIO.
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| Kle TOI‘O 6yB nposeneuuu HenapameTpHuHHH aHari3 IS OLLiHKH
MeJliaHHOT pIi3HHLI B tmax Mik peXUMaMu MiKYBaHHS [icis
| MPUHOMY 11 Ta HATLIE OKPEMO /A KOXKHOT YACTHHH JOCI DKEHHS
(l{acmﬂa 1 ta 2), ne nikyBauHa HaTiie Oyno pedepeHTHUM
pe}KHMOM

é Y YacTusi 1 1oc/1imkenns cepe}lﬂm BiKk yqaCHmuB CTaHOBHB 56,9
i poxy (mianasoH: Bix 48 1o 64 pokis), cepenniit IMT - 26,823 kr/m2
(,ulana30H 22,78-29,54 xr/m2). Yci yyacHuui Gynu 310poBMMU
}KIH}(aMH B noctmeHonaysi. 21 i3 24 yuacHuus (88%) Gyiu
[IpecTaBHUKaMH €Bponeoiqnoi pacy; 2 3 24 (8%) - yopHOIIKipuMH

19. lemorpagiuHi mokazHuKH a60 apoamepukaniaMu; i 1 3 24 (4%) - aMepUKAHCHKOIO
JIOCITL XY BaHOT nomynauii (crath, BiK, mmaHKom a0 NpencTaBHHUIED KOPIHHOIO HACENIeHHST AJSCKH. 15
paca, Torio) li3 24 y4acHuKiB (63%) Oy/u 1aTHHOAMepHKaHKaMH, a 9 i3 24 (38%) |

|He Oynu naTHHOAMEPHKAHIIMU.

Y YacTusi 2 nocnimKeHHs cepe/iHiil BiK y4acHHKIB cTaHOBHB 39,2
Ppoky (mianason: Bix 18 mo 50 pokis), cepemniii IMT - 27,655 kr/m2
(niamazon: 21,71-31,44 kr/m2). Yci yuacHuui 6ynu 370poBHMH
Ginumu JIATHHOAMEPHKAHKAMH B npemeuonaysl

20 Pezynmam e(peKTHBHOCTl E(l)EKTI/IBHICTB He 6yna uacmuo;o nmaHHy ;zocnumceHHH

}IK B 1, Tak i B 2 UacTuHi J0CHi ke HHS He ﬁyno JKOIHHX ‘
HpHMITHHX BHCHOBKIB 1110/10 KJIiHI9YHHX 1a00paToOpHuX aHanmi3ip |
a60 BUMipIOBaHb JKUTTEBHX M0Ka3HHKIB. [ToBioMIIEHE PO a
cMepTh abo cepiiosni HeGakani ABHIIA He Oymno, i xonHa 3
[Y4acHHUUB He MPUIUHUIIA Y9acTh Y AOCIILKeHHI Yepes HebaxaHe
ABHILIE.

i
}21 Pesyneraru Gesmekn
|
|
I

Yacruua |
* [Ticns npuiiomy KOJI penyronikey/E2/HETA (40 mr/1 mr/0,5 mr)
Tic/s CHOXHBaHHS BHCOKOKAIOpiiHOT ki 3 BHCOKMM BMicTOM
kupiB 3araneHa excmosuiis (AUCO-c0) i Cmax penyromikcy
pHuzunucsl Ha 38% i 55% BianosigHo. Cmax HekoH rorosadoro E2,
CKOpUroBaHa Ha BRUXifHuii piBeHb, 3HM3unace Ha 11%.
Ckopurosani Ha BUXinHUil piBeHb 3uauenHs AUCO-o Ta Cmax
saraneHoro El suuzunuce Ha 13% Tta 40% sianoeigno. AUC0-0
HET s36inbmnace B 1,26 pa3n. CKOpUroBaHa Ha BUXiTHHI piBeHb
AUCO-c0  nexoH’toroBaHoro E2 i Cmax HET sanuwmnmcs
E HE3MiHHUMHU T1iCIIS CTIOKUBAHHS BUCOKOKATOPIHOT i 3 BUCOKHM
2 BMiCTOM >KHPIB.
i 0 CCB (micns npuiiomy xi/Hatue) i 90% I qms AUCO- i Cmax
' fpenyronikcy cranosmd 0,6211 (0,5096, 0,7570) i 0,4535 (0,3349,
0.6140) BigmoBinHo;
E0 CCB 190% JII nns ckopuropaHux Ha BUXiauuii pisens AUC0-o0
i i Cmax HekoH'tororanoro E2 cranoumu 0,9799 (0,8071, 1,1896) i
0 8907 (0,7922, 1,0015) BignosigHo;
0 CCB i90% [II nnst ckopuroBaux Ha BUXiaHUi piBens AUC0-00
;Ta Cmax saraneHoro E1 cranosunu 0,8705 (0,8282, 0,9149) ta
10,5953 (0,5438, 0,6516) BinmosinHo; Ta ‘
0o CCB i 90% I ans AUCO-0 i Cmax HET cradoBunu 1,2556
(1,2021, 1,3115) i 0,9568 (0,8505, 1,0765) BignosiaHo.
* 3acrocysanHs oaHiei Tabnetkn K®JI penyronikcy/E2/HETA (40
| mr/1 mr/0,5 Mr) Harie abo micyist CrIOXKUBAHHS BUCOKOKANOPiHHOT
1)1{1 3 BHCOKHMM BMiCTOM JKHPIB 3JI0pPOBHMH JKiHKAMH y
5 noc*meﬂonaysl Oyno 3aranom GesneyHuM i no6pe nepeHOCHIOCH.
‘qaCTHHa 2
| « Iicns npuitomy penyromikey y opmi TabieTok mo 40 mr
(peuenTypa T4B) mcm{ CIIOKHBAHHS BHCOKOKaJ'IOpIHHOl ki 3

122. BucHOBOK (3aKJIHOUYEHHS)
|
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| BPICOKPIM BMiCTOM )KI/IpIB 3arajibHa excnosnum (AUCO-0) i Cmax
wpenyronuccy 3HU3MIKCE Ha 41% Ta 65% RinmnoBigHoO.

0 CCB (nicna npuitomy ixi/Hatie) i 90% J{I ans AUCO-co0 i
Crnax penyromxcy cranoeunu 0,5946 (0,4890, 0,7230) i 0,3539
(0 2666, 0,4698) pigmogizaHo.

. 3acTocyBaHHs OfHi€l TabneTKH penyrojikcy 40 Mr (peuentypa
1T4B) Hariue abo Micas CTIOKUBAHHS XKHUPHOT BHCOKOK&J’IOplPlHO]
XKi 3 BUCOKMM BMiCTOM JKUDIB 3/10DOBUMH KiHKAMH B
.'npemeﬂonaysl 6yJ10 3aranom GesneyHnM i 106pe mepeHOCHIOCH. !

I
|

3asBHUK (BIACHHK peecTpaliiiHoro
MOCBI T4EHHS)

|
|
|
|
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Honarok 30

1o Hopsiaky npoBeeHHs eKCIePTH3H peecTpauifiHmx
MaTepiais Ha JikapehKi 3aco6H, 1110 NOAAKTEES Ha AepskaBHY
peecTpauiio (MepepeecTpaiiio), a Takoxk eKCepTH3H
MATepIaTiB PO BHECEHH 3MIH [0 PEECTPalliitHUX MaTepianis
NPOTAroM Aif peecTpauifiHoro noceimueHns (nyHxT 4 posainy
V)

3BiT npo kniniune BunpodyBanun Ne 5

[— e S — e pE———— i

EPiem

;PenyroniKcheCTpaﬂi0n+HopeTHCTep0Hy auerart, 40 mr/1
JMF/O 5 mr, TabneTky, BKpHT] IUTiBKOBOIO 060HOHKO!0
4
?

el Hasga nikapcekoro 3acofy (3a HagBHOCTI -
'HOMEp peecTpalliitHoro mocriguenHs)

2. 3anBHUK BAT “Tenteon Pixtep”, Vropina

, : BAT “Feneon leep”, Yropmmla (neanHHe l'laKy'BaHHSI
! 'BTOpPMHHE [TaKyBaHHS, KOHTPOJIb AKOCTI, BUMYCK cepil);

!3. Bupobuuk IMareon Ink., Kanana (BupoSGHUUTBO Hepo3(acoBaHOro

| inponymy, KOHTPOJIb SKOCTI)

'4. ITposeneni nocnimkeHms: X Tak C mi AKILO Hi, oGrpymyBam

]) THI mkapcmcoro 3aco6y, 32 SKUM Hixapcmcnn 3aci6 3a MOBHUM JI0ChE (aBTOHOMHPlM JIOCBE)
HpOBD,ZlHJIaCH a6o TUIaHY€ThCs pe€C’I'paIIIH (Hona Oiroua peqoauﬂa)

PaH,ELOMlSOBaHe BiZIKPHTE 10CITiIKeHHS (asu 2 B napaienbHuX
{ Tpynax Ui OuiHKH Ge3neku Ta edextuBHOCTI TAK-385
(penyronnccy) MEPOPAILHOTO aHTAroHIiCTa TOHAJOTpPOIIiH-
5. [oeua Ha3Ba KiHiuHOro BHNPOOYBaHHs, pnmmur-ropMOHy (I'uPT’), y nauieHTiB 3 JIOKANi30BaHUM
[KoJOBaHUi HOMep KTiHIYHOTO BUNPOOYBaHHS pakoM  mepeAMiXypoBoi  3amosW,  ski  moTpeGyrOTH
Heoa/l'IOBAHTHOI Ta &I’ FOBAHTHOI aHTHAHJPOTEHHOT Tepamnii i3
§3OBHiLuH1=0fo IMCTaHUIHHOI0 IPOMEHEBOK Teparnielo (3,[[1'IT)|
(C27003) |

6 ®daza KIiHITHOTO BanoﬁyBaHHH j(Da:*.a 2

|
|
|
|
|
|
|
{
I
r

. Hepxo,u nposeneﬂﬂﬂ KJiHIYHOTO g 13.06.2014 1o 14.12.2015 p.
BnnpOGyBaHHa l

P i ———— e e e e

‘8 Kpainun, e nposonunocn KJTiHIuHEe
Bl/IHp06}’BaHHﬂ

iBenuKo(SpMTaHm ta CLIIA

nananosana: H/3
(paKanHa 1 08

OCHOBHa MeTa

Oumum ecbeKTnBHiCTL TAK-385 nna nocarHedss ta
Hl,ELTpMMKH NPUrHiYEHHA aKTHBHOCTI TECTOCTEPOHY (<50
Hr/mn [1,73 umons/n]).

Bropunmi wiji

Ouinntu 6e3nexy ta nepeHocumicTs TAK-385.

OuiHUTH 3MEHLIEHHS PO3MIpY MepeaAMiXypoBoT 3a/1031 Yepes
:10. Merta Ta BTOpHHHI 1iJi KIiHiuHOrO 8-12 TiokHiB micns MoOYaTKy 3aCTOCYBAHHA AOCIIKYBAHOTO
BUMPOOYBaHHS Tpenapary.

Busnauutu yacy 10CATHeHH: KacTpauiiiHoro pisHs
'rcc:'roc:Tepony (<50 nr/nn [1,73 amons/a] i <20 ur/an [0,69
HMOJ‘IL/JI])

Bu3HauNTH Yac BiTHOBJIEHH: piBHA TecTocTepony (BPT)
!npomroM 12 TuxcHiB nmicns npunuHeHHs npuiiomy AAT.
OuinnTy eheKTUBHICTE 3HUKEHHS piBHFI IICA, Brmoyarouu
 WBHAKICTH 3HIKEHHA Yepes 12 TH}KH]B HaHpHKlHLll

19. Kinekicts l]OCJ'!i,Il}KyBaHMX
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meBaHHsI (KH) (24 mem) Ta plBHl TICA npo*mrom 12 g
TIDKHIR TICIs IPHITHHEHHS IPHHOMY J10CTiKYBAHOr0 !
npenapaTy

OIIIHHTH nonynAiiny cbapMaKoxmeTmcy TAK-385y
HaI.IlEHTlB 3 PaKkoM IepeaMiXypOROT 3a/103H.

| Buzuaqmu BB TAK-385 Ha iHIi eHZOKpHHHI MapkepH.

i Oumum AKicTs xutTa (JDK), mos’s3any 3 AAT Ta

= BifHOB/EHHAM micna AAT 3a gonomororo Illkanu cumnromis
: ’CTapiI-O‘-le 40JI0BiKiB (AMS), ONUTYBaNEHHKA 3 SKOCTI

E KUTTS (QLQ) C30 €pponeiickkol opranizauii 3 JocipKeHHs
‘ Ta J'IleBaHHH paky (EORTC) ta EORTC- QLQ PR25.

PaH,uomsoBaHe BiIKpHTE JOCIiKeHHA (asu 2B
napanem,nux rpynax.

—— — e

‘11 1. JTnzaiin kiiHiYHOro BUMPOGYBAHHS

12 OcHoBHI KpHTepu BKJTIOUEHHS U'onamSOBaHHH pak nepe,umxypoam 321034

'13 Jloci Ky Banmit J'IlKB.pCbKHI/I 3aci6, croci6 Penyromike, TabneTku, BKpHTI TUTIBKOBOKO 0GO/IOHKOKO, 110 40
3aCT00yBaHHﬂ cuna ,un a60 80 M, IepopanibHo

14 HpenapaT HOplBHHHHH no3a cmoci6
3aCTocyBaHHﬁ cuna nu

Jlerapenikc, 20 abo 40 mr/mn, migmkipHo

.Hmapcr,m 3ac06H, 10 BHKOPHCTOBYBATHCH MAaIli€HTaMH, Ta

: Fepaneamqm NpOLENYpPH, 110 IPOXOIUITHCE HUMH,

[15. CynyTHsa Tepanis peecTpyBaiii B elekTponHiil IPK Bif novatky ckpuHinry no

| 30 muis micna octaunboi 103u TAK-385 aGo 4 TvkHiB mioc l
| 30 J:[HIB micas OCTaHHBOT in’ exun nerapcmxcy

¢ Ouinka plBHﬂ Tec:Toc:'repOHy
% * Ouinka [ICA (npoctar-crienu¢iyHOro aHTUreHy)
16. Kpurepii owinku epexturocTi | * Ouinka nepeMixypoBoi 3a103u

i | * Ouinka hapMaKkoKiHETHKH
.

I

r

[

i

5

\

. Ouimca cbapMah'onHHaMiKH

Heﬁamam apuma (HS) ta naﬁopa'ropm nmapaMeTpH, KHTTEBL

norcas}{m{u ¢hizuuHi o6cTexkeHHs (BKIHOYAKOYH OIS Ouel 3a
{17. Kpurepii otiinku Oe3nexu Flonowiorom HLiIMHHHOT naMnn), a TaKOoXK elleKTpoKapziorpamy

B 12 Bigsenenusx (EKI) oninroBanu st Bu3HaYeHHs Ge3nexku
Ta HepeHOCHMOCTl TAK- 385

j | Koaunx ([)OpMaﬂLHl/lX CTATHCTHYHHMX BiIMIHHOCTEH MiK
1 !TAK 385 i nerapenikcom He nepeabayanu BCTAHOBUTH Ta He
| npumyckani. OCHOBHOK METOI IbOr0 JOCIiIKEHHS Oyno
} |1'IpOIICMOHCprBaTPI TpUBANly KacTpauilo (TectocTepoH <50
[18. Craructuuni MeToau Hr/):[ﬂ [1,73 nmons/n] y > 90% mnauientie y rpymi TAK-385,
nquHamqn 3 4 TxkHa nikyBaHHs TAK-385 i mpotarom 24
TH}KHIB tepanii. Iloka3sHMkH KkacTpauii ouiHioBanM 3
BHKOpHCTaHHﬂM nsoctoponnsoro  95% IV upomy

;IOCJIIII,)KCHH] )KO,E[HHX HpaBHJI CTaTHCTHYHHUX leIeHb HE 6yn0

,Hemorpa(pmm xapax*repucmxu Oynd momiGHAMA  MiK
TpynamHu  JiKyBaHHA.  BinewicTe  mamientis  6ynm
IpeacTaBHUKaMK €BponeoinHoi pacH (89% y rpymi TAK-385,
82% y rpyni nerapenikcy), a He TaTHHOAMepUKaHLAMH (95%
‘y rpyni TAK-385 i 92% y rpyni aerapenikcy). Cepeniit (CB)
BiK mauienTiB cranoBus 70,2 (5,65) poky B rpymi TAK-385 i
70 3 (6, 97) poky B rpym nerapemxcy

19. Jlemorpadiuni nokasHUKH JOCIIHKYBAHOT
HOl‘[leﬂlJ,ll (cTaTs, Bik, pacd, TOLIO)

TAK 385 (120 Mmr 1 p/,u 3 NONepeTHBOO HaBaHTa)xyBaJILHmo
Jl030I0 Ha JeHb 1) NpOAEMOHCTPYBaBR IIBHAKI e(eKTH
isﬂmiceﬂﬂﬂ piBHA TecTocTepoHy, nOAIOHI g0 iH'eKwiii
i HaBaHTa}KyBaJ'leOI Ta ﬂ],[[TpHMy}O‘IOI 1034 jierapenikcy, npu
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Jmaorvxy y  Ginbmocri NalieHTiBE  MegMuHa KacTpaLlis |
(TeCTOCTepOH <50 Wr/mm) Big3Hayanmack 10 3akiHYEHHAX 7-
,ueHHoro nepiony nikysauss. Lli pesynsratn Y3TOJUKYIOTBCA 3
*ME)xaHBMOM Aii aHTaronismy peuentopis ['uPT" y TNOpPiBHAHHI
31 CranaxoM akTHRHOCTI TeCTOCTepOHy Ta BIJHOCHO Mi3HIM
(ﬂO‘-[aTKOM KacTpauii, MoB’s3aHHM i3 Tepamieclo aroHicTamu
THPF

- EdextuBHa kacTpailis nocsranace Ta miATpUMYyBanacs Mix
EBISHTOM | nHs 5 TkHS Ta BisuToM 1 JHS 25 TWKHA B 060X
rpynax nikyBanHs (TAK-385: 95%; Jerapeiikc: 89%).

3- Hactka mnauientiB, B skux 6ymo JIOCATHYTO piBHA
|TeCTOCTep0Hy <20 ur/an (0,69 uMons/n) Ha 1 KeHb 25 THKHS |
B rpyni TAK-385 (82%), Gyna npunaiiMui Takoro x, sk i B
rpyni gerapenikcy (68%).

- Ilepe6ir yacy, iHTeHCUBHiCTL Ta 3aranbua KapTHHa peakuii
HCA (kacka/iHi niarpamu, sHiskeHHs piBHsa TICA na>50% a6o
>90%, abCOMOTHI 3HAa4YeHHs Ta HaWHWKYHIi piBeHs) Oynu
nomﬁHuMM Mix rpynamu TAK-385 i nerapenikcy.

f- Bincorok 3meHimieHHs posmipy NepeaMiXypoBoi 3amos3u
l‘IpOTﬂl"OM 8-12 Tmxmir (y cepenHboMy Ha 25-30%) OyB
IHD,HIGHHM Y 2 rpynmax JiKyBaHHS 1 y3roJKyBaBcs 3
HOHBpe}]I—!IMH JOCNIIKEHHAMU Heoaa'toBaHTHOT AAT.

- Micns npunyuHeHHs nikyBauus Ha | 1eHs 25 THxHS cepeaHi
3Ha‘-leHH$l TECTOCTEPOHY Ta mnoe’sa3adi Il Oynu BHIMMH B
rpym TAK-385 Ha MOMEHT 3aKiHueHHs IlleBaHHFI,
MOAAJIBILOrO CTIOCTEPEKEHHS Ta 3aBePLICHHS JOCHiTKEHH S,
B6aqanoc;1 o mepelir yacy BiHOBJIEHHS HaGMMKaBCS 110
((plBHOBa}KHOI‘O ctany» ans TAK-385 vepes 8 TuxuiB micnas
MPUNHHEHHS 3aCTOCYBAHHS.

Jlns 060X rpyn nikyBaHHa 3aranbHi nokasHuku AMS Manu
MO3HTHBHI cepenHi BI/ICOTKOBI 3MiHM Bix BuXifHOro piBHS
ToHa/| 15% mig uac koxkHOro BI3UTY, L0 BKa3ye Ha
HOI‘lpLLleHHH CUMITOMIB. 3araibHi cepem—u NoKasHuKu AMS
nocTiiino 3pocTany Bi/l BUXiJHOrO piBHs 10 Bisuty 1 nHa 25
THXHA | He BiIpi3HANHMCA cyTTeBo Mix TAK-385 Ta
Jlerapenikcom.

- I'106anbHi MOKa3HMKH AKOCTI HKUTTS 3a LIKAIOK QLQ-C30
rEORTC Ha 1 ieHb 25 TuskHA Oynu nogiGHuMu, i3 cepeaHivMu
3MlHaMH Bifl BUXiJIHOTO piBHS Ha -10,1 6ama (TAK- 385)i-7.5
6ana (merapenikc). O6umBa BHIM JNiKYBAHHA HETATHBHO
BI]JIHBa.FIH Ha KiNbKa napaMeTpIB BHMlplOBaHlfIX 3a LUKaJIow
QLQ PR25 EORTC, s3o0kpema Ha mnapaMeTp cekcyalbHOL
aKTHBHOCTI Ta CHMITOMIB, II0B’SI3aHHX 3 TOPMOHAIBLHUM
lJ'IlK}/BaHHHM

- Bin saxinueHHs jikyBaHHS i 10 3aBepIIEHHS OCTiIKEHHS
noxaznmm AKOCTI JKUTTHA, Taki sk AMS Ta ceKcyanbHa
aKTPIBHICTb Oinpre MOKpALMTHCA Y rpyni TAK-385, mix
,uerapemkcy, O BIANOBIAAE crOCTepexyBaHill KapTHHi
BU],HOBHCHHH piBHS TECTOCTEPOHY.

- Cnocrepexxypani MiHiManbHi koumenTpauii TAK-385 pu
;[031 120 Mr 1 p/n mocsiranu piBHOBaskHOrO CTaHy MpOTAroM
MepuIoro TIKHA; MiHIMankHi KOHUEHTpauii mpoTsrom 24
TH)!(HIB HleBaHHFI 3aJMIIATHCS B CePeTHBOMY MPUBIH3HO B 2
pa.'m BUILE WiNLOBOTO piBHA 4 Hr/Mn s e eKTHBHOI
Kacrpauu
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| !fBinbma 4acTKa MalieHTiB y rpyni aerapenikcy, Hisxk TAK-385

i Majt Oyab-axi HS (97% nport 86%), HS 3 crynens a6o

; Bue (11% npotu 2%), HA 3 cTynens a6o Buiue, mos’s3amHi 3
rzlocnl,u}KyBa.m«IM npenaparoM (3 % nporu 0%) aGo Gy ab-ski

CHAI (8% npotun 2%). 3aranoM y 50 narientir (77%) y rpyni

lTAK 385 ta y 28 nauienris (74%) y rpyni nerapenikcy

21 Pesynbratu Gesnexn iBl/lHl»IKIlﬂ HA1, noB’si3ani 3 nocnimkysanum npenaparoM. HBoe
HaL[lEHTlB (3%) y rpyni TAK-385 i sxozen nauienr y rpymi
,z(erapemxcy He Manu HA, o OﬁyMOBHHH 3MiHY 1034
E11pe1'1:511:raTy Kopuux CHSI, nor’s3aHuX i3 3acToCyBaHHAM

g npenapary, H51, wo npussenu 1o npunHHEHHs 3aCTOCYBaHHs

5 JOCIDKYBAHOTO MpenapaTy, abo JeTaNbHuX BHMAJIKIB y

E JKOJIHIH 3 rpyn nikyBaHHs He ByIo.

TY LUbOMY JIOCNIIKEHH] 24-TiKHEBOT

J ‘HBOEUJ’I-OBaHTHO'I'/a,Zl’}OBaHTHOT AAT i3 3AIIT npu

; UIOK&JIISOB&HOMy paKy nepeaMixypoBoi 3a/1031 3 cepeaHim

| pmHeM PHU3HKY NepopanbHuii aHTaroHicT peuentopis [HPT

: TAK-385 (penyronikc) no6pe nepeHocHBes Ta
inpc),ueMcom:’rpylaaua. e()eKTUBHICTB 3 TOYKH 30y LIBUAKOTO

i ,IlOCﬂl"HeHHH Ta MOAATBLIOL m,quHMKn e(eKTHBHOI KacTparii

! NPOTArOM 24-TIKHEBOTO nepioay ﬂlK}’BaHHH Kaprtunu ta

1 J aranbHa e(eKTHBHICTb 3HHKEHHS PiBHA TeCTOCTepoHy Gyn

22. BUCHOBOK (3aKJIHOYEHH:) MOAIOHUMY Ta IPUHANMHI TaKUMH X ePEKTUBHUMH, AK i IPH
3aCTOCYBaHHI aKTHBHOTO Mperapary MopiBHAHHS
Jierapernikey, 1o € 3apeecTpoBaHIM iH’ €KL HHIM
auTaronictoM peuentopis FuPI ananory JIeno-TenTUIy i3 1-

| MiCSYHIM KypcoM 3acTocyBauHs. ITic/is npununenns

;J'liKyBaHHH uepe3 24 THKHI PiBEHB TECTOCTEPOHY

E BiTHOBIIOBABCA IWBH/ILIE Y NaUieHTIB, ki oTpumysann TAK-

1

\

385. OuiHKy AKOCTI KUTTS CBiZYaTH TPO Te, L0 L& MOXKE

4

3a0e3MeYHTH MOTEHILIHHY J0aTKOBY KOPHCTE JU1S NALli€HTIB,
S[K] 1 OTPHMYIOTE AAT 06me>KeH01 TPHBAIIOCTI.

3asBHHK (BnacHHK
pCECTpaHIHHOFO
NOCBIYEHHS)
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Honarok 30

o [opsaaxy nposenenna ekcnepTisy peecTpaniiinux
MaTepiajiis Ha MiKapchKi 3ac0GH, 110 NOAAIOTHCS Ha ZepKaBHy
peecTpauito (nepepeectpaiio), a Takox EKCIEePTH3H
MaTepianir Mpo BHECEHHS 3MiH 10 peCCTpaumHHx Ma'rcplamn
[IPOTAFOM JIii peecTpaiifHoro nocsiguens (myHxr 4 pozainy
V)

3BiT npo kaiHiuHe BUNpoGyBaHHs Ne 6

e e
1. Hasga nikapcbkoro 3aco6y (3a Piexo
HaABHOCTI -HOMEp peecTpauiiiHoro (Peﬂyron1xc+eCTpa)11on+HopeTHCTep0Hy auerart, 40 mr/1 mMr/0,5 wmr,
HOCBIJIlIeHHH) TaﬁneTKu BKPHTI ITIBKOBOIO 0601101-[1(010)

2 3a§IBHI/IKV = \ BAT “Tejieon PIXTep” Vropumﬂa

I | BAT “Feueon PlXTEp”, Yropmuﬂa (nepBHHHe l'laKyBaHHH,
BTOpIdHHe MaKyBaHHA, KOHTPOIb SKOCTI, BUMYCK cepil);

3. BupoGuux Mateon Ink., Kanaga (BUpOGHMITBO Hepo3(hacoBaHOro NpoayKTY,
J KOHTPOJIb SKOCTi)

— o RS P R o

4. HpOBeJ.IEHI,HOCJIUI}KEHHH X Tak O =i AKILO Hi, 0BTpYHTYBaTH

\]) THIT JIlKapCI:KOTO 3a006y, 33 AKHM | _
| Iﬂmapcm(uﬂ 3acib 3a MMOBHHM J0CBE (ABTOHOMHHM Jlocke) (HoBa
POBOIHIACH a0 myaHyeThes

peec:Tpaum ,m}oqa pEYOBHHA)

!_.._ - e —— e

BpruTe JOCTTiKEHHS MiXJTikapehkoi Bzaemoii dasu 1 s ouinku
BIUIMBY 6araTopasoBHX MepopanbHUX 103 (baykoHazomy ta
ATOPBACTATHHY Ha (papMAKOKIHETHKY OJIHOPA30BOi NePOpPaIbHOT 103H
TAK- 385 Y 3A0pOBHX cyod’ ex’rm (C27005)

‘iS. IToBHa Ha3Ba KNiHi9HOTO
BHNPOOYBAHHS, KOIOBAHUA HOMep |
*Knmiqﬂoro BUNPOOYBaHHs

6 EDaza Kmmtmoro Bnnpo6yBaHHﬂ CDaaa l

3 13.03.2014 no 19.04.2014 p.

BunpoﬁyBaHHa
8 KpalHﬁ ne HpOBO,[IHJ‘IOCH ' }Iocnumceﬂﬁn HpOBO,lIHJIOCﬂ B o,uuomy HeHTpl B CLLIA | (Celenon Inc
KJT]H]lIHe BUIIPOOYBaHHS [TeMﬂl Apmona])

o mn ; rSaHJTElHOBaHa. 40
9. Kinekicte nocnipkysannx , .
| (bakTuuna: 40

= P m—— — -

' OCHOBHl i
! 1
E
| prna 1: Ouinuty BMB GaraTopasoBUx 103 ¢uykonaszony Ha
i
‘ apMaKoKiHETHKY 0ZHOpa30Boi nepopalibHoi 1031 TAK-385
. p Y P p
i (penyromxcy)
i ;
]
T prna 2: JlnA ouiHky BIVIUBY 6aratopasoBmXx /103 aTOPBaCTATUHY Ha
KJ'[%Hi'-IHOI‘O i p06 Ba]:lHﬂ tbapmaxoxme’mxy 0JIHOPa30Boi nmepopaneHoi gosu TAK-385
| R (penyromr{cy)
- E
E 3 .
iBTOpuHHa IiNb:

|
I[o,ua'ncoao OLiHNTH De3MeKy Ta epeHOCHMICTB OHOPA30BOT 03U

TAK 385, BBesieHol 3m0poBUM Cy6’eKTaM 110 Ta mic/s OararopazoBux

5 HepopaJ'IBHHX Jl03 mercorxaaony abo atopBacTaTHHY.

1 1 ILH?.aHH KmHmHoro HepaHJlisoaaHe BiJIKpHTE JOCTi/PKEHHS 3 q)mcoaaHom
lBHﬂpOﬁyBaHHH nocnmosmcno y 2 rpynax.

|12 OCHOBHI KpHTeplI eroqust Bnopom fopocii HOJIOBiKH 260 KIHKH.




313 HocnimkyBanuit nikapcekuii
3acib, crocio 3aCTOCYBAHHS, CHIa
;J.‘[ll

jl4 HpenapaT nopmm{HHsl 11034,
cnoc16 3aCT00yBaHHﬂ , CHa 1111

15. CynyTHs Tepanis

16 Kpmepn oumm ecbex’ruBHocn

El 7. KpuTepii oninku 6e3nekn

il 8. CraTucTHuHI MeToIH

i
!
|
|

!
P e e e

I

|l9 ,Z[emorpadnqm MTOKAa3HHUKH
,J.'[OCHI)I}I(}’B&HO] nonyJaLii (ctars,
BIiK, paca, ToI0)

20 Pe3yanaTH e(peKTnBHOCTl

E
i
E
¢

21 Pesynsratu Gesnekn
ﬁ
|
i
I
{
J
|
i
|

M, [epopabHo

I[emorpacl)mm Ta BHXIigHI xapaKTepHchu Oynu y3aranbHeHi,

HpHHaﬂe)KHlCTL) )KO,IIHO] CTaTPICTPIKPI BHBOlly HE HpOBOlIPUIOCI:

6me nomGHHMM MI}K prnoro 1 Ta 2.
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Penyronmc TaoneTKH B[{pHTl M1iBKOBOIO 0B60NIOHKOKO, 110 40 A M, {
TepopansHO |
gATopBaCTamH, Tabnetku no 80 Mr, Ta duiykoHason, Tabnetku mo 200 |

Lle 6yn0 JOCTi ke HH S MI)KJ'[IKapCLKOl B3a€MOJ.Ill JKOTHOTO
npenapaTy I]OplBHSIHHﬂ He 6yno

}KO,E[E:H cyﬁ’ex'r HE OTpUMYBaB nepopanLan abo cucTeMHHX
cyny’rmx JiKapceKUX 3ac06iB i yac Lporo gociimkenns, V 2
cy6’eKT1B (no 1 y xoxHiil rpyni nikysanus) mig yac gocnimkenus
PO3BHHYBCS CBepOik, i B AKOCTI TiKYBAHHA BOHU OTPUMYBaIK
{Ell/lti)eHl‘l,IlpaMlH y dopmi 2% kpemy; iHui cy6’exTH He OTpUMYBATH
ﬁco;lHoro ® CYMyTHBOTO J'IleBaHHSl

He 3aCTOCOBHO

BesneKy OLIHIOBA/IH 32 JOTIOMOT OO nepiogudHIX (1)13H‘1HHX
oberexenn, EKT y 12 BinBefeHusx, KniHiuHHX JlabopaTtopHux
aHam3113 Ta MOHlTopuHry H5 Ta CHAL

BKJIOYAIOYH CTaTh, BIK Ha 1aTy HAaJAaHHA iH(OPMOBAHOT 3ro/u, pacy,
iBary, 3pict Ta IMT B 3anexHocTi Bif 06cTABHH. Oanoay CTaTHCTUKY
PO3paXOBYBATH JIs 6B3HepepBHHX JeMorpadiuHuX 3MiHHUX (BiK,
Bara, 3pict Ta IMT), a niapaxynku yacToTn 3801111 y TaGIHLIO 1A
KaTeropiiiHux semorpahiunux 3MiHHUX (CTaTh, paca Ta eTHiYHA

|
|

Cepe,zIHm BiK (CB) BCiX cy6 €KTIB CTAHOBUB 38 8 (9,72) poxky, Big 21
,110 55 poki. [Io K0XHOT rpy1 jikyBaHHs GyJ10 BKIIOUEHO piBHY
KlJ‘IbKICTL 40JIOBIKiB i sxiHOK (110 10 cy6’extiB [50%)] B KOXHiil).
Cy6‘eKTH Oynu nepepaxHo Gimnumu (34 cy6'exra [85%) Ta
aTHHOﬂMepHI{aHHHMH (31 cyG'exr [78%]). [leMorpadiuni nokazHuku

He 3aCTDCOBHO

J'IeTaanux BHIAJIKIB 260 cepiio3HuX HebakaHux SBUIL Y LBOMY

JIOC.HI,[[)KBHHI 3apeecTpoBaHo He OyIIo.
®  Opud cyG’exT BUIIIOB 3 ociiKeHHs (BiKIHKAB 3rofy Ha 3 | I
JleHb vepe3 0cOOHCTY HEeRiKIIaAHY CHTYALLi0) Mic/s
OTpHUMaHHs 0HOpa3oeoi 1031 40 Mr TAK-385 y 1-ii nens
Aocnimkenns. Pewra cy6’ ekTiB oTpuManu Bei 103u
AOCIIiZKYBAHOTO Tpenapary 3riJHo 3 rpadikoM.

* 3arajom HeGaxaHi ABMIIA 1A yac NiKyBaHHA Gyu

' noAibHuMu aAns MoHoTepanii TAK-385 Tta iforo oaHoYacHoro

f 3aCTOCYBaHHS 3 aTOPBACTATHHOM a60 (IIYKOHAZ0IOM.

i HaityacTimmmu nebaxaHuMu sIBULAMH 111 yac JikyBaHHS,

5 AKI Bifi3Hauanuck y > 5% cy6'ekTis y rpymi aroppacratiny

i ado aykonasony, Gynu ceepbix (0 [0%], 3 [15%]);

|

|

|

namyneo3Hui Bucui (0 [0%], 2 [10%]); epureMatosHuit
Bucun (0 [0%], 3 [15%]); i ykyc unenucronorux (2 [10%], 1
[5%]).
® V3 cy0’ekTiB BUHHKIH 4 MOJIT, Ki BRaXKANMCS MTOR’ I3AHHMH
3 TAK-385. Onun cy6’ ekt moBiJOMHEB Mpo BHMAKK
COHJIMBOCTI Ta 3aMaMOPOYEHHH, a 2 - PO BUMAAKH rimecresii,
AKi JOCTiJHUK BBa)kaB MoB’sizanumu 3 TAK-385. Vei 4 o’
Oynu 1 cTyleHs TSKKOCTI i He CYIPOBOIKYBalUCE
00’ exTBHUMU 260 DizUKAILHUME pe3yIbTaTaMu
060T€>KEHHH
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¢ KomHuxX KIHIYHO 3HAYYIMX TEHAEHLI 3 [IHHOM qacy

| 10710 J1ab0paTOPHIX MOKA3HHKIB He BiI3HAYATOCE. JKomuux
TEH/ICHLIH 3 IMHOM Yacy IO/ JKUTTEBHX MOKAZHUKIB ab0
| EKT He crioctepiranocs.

[ ———— e

| * OnxouacHe 3acTocyBaHHs OZHOPa30Boi 103U 40 Mr TAK-385

J‘ 3 IoMipHKM inribitopom CYP3A dnykonazonom (200 mr 1

| 5 pa3 Ha 100y) NPU3BOAMIIO 1O MOMipPHOTO 36iIbIIEHHS

cucremHol ekcnosunii TAK-385 (Cmax: 44%; AUCO-inf

5 19%), ane e kiiniuHO 3HAYYLIOKO MipoIo, SIKLIO PO3IJIsaAaTH

j Lie B KOHTEKCTi 3araibHOl MiHnuBocTi Bty TAK-385.

| ¢ Opnnouacue 3acTocyBaHHs 0AHOPa30BOi 1031 40 Mr TAK-385

i! ; 3i cnabkum inri6itopom CYP3A atopeactatuaom (80 mMr 1

f i pas3 Ha 100y) He MPU3BENIO A0 KITiHIiYHO 3HauyIoi B3aeMoIii,

22. BHCHOBOK (3aK/TIOUEHHS) * Lli pesynbrati niaTBepaKyIOTH BiACYTHICTD 3HAYHOL poui

| Mertabonismy CYP3A nns aktuHocti TAK-385.

I * Onnopasosi nosu 40 mr TAK-385 npu 3aCTOCYBaHHi 3

5 (iykonasonom un aropeactatiHOM a6o Ge3 Hux

E nepenocumuies gobpe. OnHovacHe 3acTocyBaHHs

] ozaHopa3zosol 1o3u 40 mr TAK-385 3 duykonazonom a6o

g aTOPBACTATHHOM HE IPH3BOANJIO 110 K/IiHI4HO 3HAYYyIL0r0

BILUTHBY Ha npodink Gesnexn TAK-385 nopirnsto 3
moHoTepaniero TAK-385. )KoaHuxX HOBHX CHIHANIB Ge3neku

|
| i

|

3asABHHK (BIACHHK I
Jpeecmaniﬁﬂoro g
TIOCBiTYEHHS) I
? ¥
% [

|

i
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JHonartok 30

1o Mopsaxy TPOBENIEHHS eKCIIEPTH3H peccTpaniiinix
Marepianis Ha nikapeski 3ac06H, M0 NOAAIOTECH Ha JiepskaBHy
peecTpalliio (epepeecTpanito), a Takox eKcrepTH3y
marepianis TP BHECEHHS 3MIH JI0 peecTpauifiHux MaTepianis
NPOTAroM 11il peccTpauiittoro nocsizyenna (nyukr 4 posginy

V)

3BiT npo kainiune BunpodyBanus Ne 7

1. Hasga nikapchkoro 3aco6y (3a [Pieko

HasABHOCTI -HOMep peecTpaliiiHoro .(Penyro:11Kc+eCTpa,u10n+HopeTHCTepOHy auerart, 40 mr/1 mr/0,5 mr,
nocm,uquHH) Ta6neT|<H BKpHT] MJ1iBKOBOIO oﬁonomcoro)

2. 3aHBHm< BAT [ eJL{COH P1x*rep” Yropl.upma

E | BAT “Feneou PlXTep” Yropmuua (TepBUHHE MaKyBaHHs, BTOPHHHE
E 'naKyBaHHH KOHTpOJB SIKOCTI, BUILYCK cepi);

3. BupoGuux l'[aTeOH Ink., Kanaga (BupoGHULTBO HeposdacoBaHOro NPOIYKTY,
KOHTpOJ'Ib AKOCTI)

|
|
I

| 4. Hpose,uem JIOCITIIKEHHS: X Tak C mi AKILO Hi, OOTPYHTYBaTH

1) THIT JIlKapCLKOFO 3a006y, 32 IKUM |
TpoBoaHIacs abo MNaHyeThCs
peecmaum

-—me———

Hmapcsmn 3aci6 3a OBHUM JI0Ch€ (aBTOHOMHHM JI0Che) (HOBa flit04a
perBﬂHa)

,Z[BOKOMHOHeHTHe BlI[Kpl/lTe 3 (bmcoaaﬂoro nocmmmmcno 3 IBOMa
nepmnamn TNepeXpecHe J0CIiDKEHHS /T OliHKH BILTHRY
BOPMKOHA301Ty Ha (h)apMakOKiHETHKY Peyroikey y 3M0pOBHX JIOpOCITHX
[4OMOBIiKiB Ta KiHOK. (MVT 601 043)

5. INoBHa Hazea kniHiuHOrO
BUIIPOOYBaHHA, KOXOBAHUI HOMeEp
KIIiHIYHOrO BUIIPOOYBaHH

6 Dasa kiiniuHOrO BHl’ip06yBaHH${ CDaza 1

7 l'IeploJI HpOBe,E[eHHH KITHIYHOTO 3 18.02.2019 110 23.04.2019 p.
BanoﬁyBaHHﬂ

8. Kpamu Jie nposom&noca KniHiuHe CILA
‘BHHpoﬁyBaHHH

' e o e S— T -

s s saIIaHoBaHa; 32
9. Kinekicts nocnigxypanux |
| \pakTHuna: 32

OCHOBHDIO METOH0 GYJI10 OLIHUTH BIIUB BOPHKOHA30I1Y Ha
(bapmakoxmemxy PEJLyroJliKCy MiC/s 0JJHOYACHOTO 3aCTOCYBAHHS
peﬂyronu{cy T4 BOPUKOHA30I1y.

i iBTDpHHHi imi:
|

[10. MeTa Ta BTOpHHHI Ui/l KNiHIYHOrO |
BUIPOOYBaHHA a

i

* OxapakTepusyBaTi KOHIEHTpaLlii BOPHKOHA30/TY Ta MeTtabotiTy
N-okcuny y piBHOBaKHOMY CTaHi.
. * OuinnTy Ge3neky Ta NepeHOCHMICTE Mic/s 3aCTOCYBaHHS
j PEYromiKey OKpeMo Ta NpH OJHOYACHOMY 3aCTOCYBAHHI
g pellyromikcy Ta BOPUKOHA30JTy 30POBMMH JOPOCTHMHE
; : YOJIOBIKAMH Ta XKiHKAMH,
|

51] JII/IBB.HH KJIIHIYHOrO BHIPOGYRAHHS HBOKOMHOHCHTHG BlI[KpI/ITE 3 Cl)lKCOBaHO}O HOCJI]J.IOBHICTIO 3 ABOMa
s HeplOI_[aMH HEPQXPECHB ,ZlOCJ'llI[)KeHHH

J 2. OcHoBHI KpHTepll BKJIOUEHHS 3noposi ,uopocm YOOBIKH Ta KIHKH

|]3 I[ocnmmyBaHHH mkapcsmm 3aci6, .Penyromkc Tabrerku o 40 mMr ta 120 | M, nepopamaﬂo
cn0016 3aCTOCYBaHHA, CHIla Im Bopummamn TaﬁHeTKPI 200 MT, TIEPOpPANLHO




134
28

\14. TIpenapar nopisusnus, 103a, =
cnoci6 3acTocyBanus, cuna ii

XKoanoro npenapary nopiBHsHHS He Oyno.
a

é AneTaminoden ¥ nosax < 2 r/no6y 103R0NsI0CkH BUKOPHCTOBYBATH B
4‘ :Gyﬂb-ﬂl(ﬂﬁ dac BIPOJOBXK AOCHIKEHHS. 3a NOTPebH Takok MOKHA

; Gy1o npuitMaTi aHTUricTAMIHH] Ta MPOTHHAOPSKOBI 3ac00H, 1110 He
1 5. Cynyris Tepanis éaﬂiﬁcmo}on edexty cemauii. Inmi 9ynyTﬂi npenaparu po3TIAfanHCs B
E [KOFHOMY OKPEMOMY BHITA/IKY JOCITiIHUKOM BiNOBIIHO 10 MeaHUHO]

" MOTPe6H 3a KOHCY/BTALEIO0 3 MEAUYHUM KOOPJHHATOPOM. i
Bukopucranus cynyTrix npenaparis PEECTpyBaIK B enekTpoHHii IPK,

; BKITIOYAIOYN HA3BY, J103H, J]aTH, 4ac Ta IPHYKHY,

He 3acTocoBno

besneky koHTpoIIOBAIH NPOTATOM YCHOro 0CIKEHHS LTIXOM
[TOBTOPHOTO BHMIPIOBAHHS JKMTTEBUX [TOKA3HHUKIB Ta KIiHIYHUX
’na60paTopHHx aHai3iB, a TAKOXK OLIHKH HeGaKAHUX SBULI, YYaCHHKH
JIOCITi[DKEHHS IOBEPTATUCH 10 UeHTpY NprOIM3HO Yepe3 10 qHiB micis
OCTaHHEOT I031 JOCHIKYBAHOTO Npenaparty mij yac 2-1o nepiony
JUKYBAHHA U151 KOHTPONBHOTO Bi3HTY.

1 6. Kppﬁepif“ﬂbui'ﬂkn é&)CKTI/IB;IO-C_’[‘f

H

i

%

[17. Kpurepil oninku 6esnexu

i
|
1
I

ﬁor-TpchcpopMOBaHi thapmakokineTuuni napamerpu (AUC0-00, AUCO-

t i Cmax) ana penyronikcy aHamizyBaiu OKPEMO 11 KOXHOI YaCTHHH
i nocnimkenns (Yactuna 1 Ta 2) Bignosiaso 1o MOZeNli 3MiaHux eexTin
é i3 pesxuMoM JlikyBaHHS B AKOCTi (pikcoBaHOTO edeKTy Ta y4acHHKIB B
. AKOCTI BHMAJIKOBOrO e(eKTy, TOUKOBA OL[HKA Ta BianosingHuit 90% JII
g Qs SIKOi CIIiBMAJAlOTs i3 pesymbTaTamu, OTPHMaHMMH 34 JIOIOMOTO
‘ JIBOX  OJHOCTOPOHHIX MapHUX t-KpuTepiip (KO BkasaHi Mexi
[18. CratuctuyHi MeTou }eKBiBaneHTHOCTi). Toukosi ouinku Ta Bianosiaui 90% JI wis pi3HMUB 32
i JorapudMiuHOO WKATO0H0 Oynu 3BesieHi B cTynine ams otpumanns CCB
! !(OJIHO‘{aCHc 3aCTOCYBaHHs [BOPHKOHa30nm + penyroike]/pemyromnike
E foxpeMo) Ta 90% /Il 3a BuxigHow mxanowo. Takox peectpyBanu CV%
‘ M Cy0’eKTaMu Ta BeepeanHi cy6’eKTa 38 MOJIEIUTIO 3MIIIaHIX edexTis.
Jo mopeni BxmOvanu nuine yyacHUKIB i3 HASBHMMH pesyneTataMu
TapameTpiB SK 1A OJHOYACHOTO 3aCTOCYBaHHA (BOpHKOHa3on +

|
| ; ;
PeNyrofiKe), TaK i AMs pesyroiikey okpeMo.

binbuiicts yuacunkis Gynu xinkamu (8 1,3%), Gimamu (93,8%) ta 6ynu
JlaTHHOaMepuKaHIsaMHu (87,5%). Cepenniit Bik cTaHOBUB 41,3 POKY i
;KOJ‘[HB&BCH Bix 20 1o 56 pokis. Cepenniit IMT cranoBuB 27,21 kr/m2, i
BCi YYacHUKM A0CTimkeHHs Mamu IMT <30 kr/m2.

He 3acToCOBHO.

E
119. lemorpadiuni nokazHuky
JIOCiKYBAHOT NOMy AT (CTaTs, Bik,
lpaca, ToIo)

20. Pesynerat eekTHBHOCTI
r Yactuna 1

f Baranom y Yactuni 1 pocnimkenns 11 iz 16 y4acHuUkiB (68,8%)
nosigomunu mpo 20 HebaxkaHux sBHIL. Maibke BCi Hebaxxkani sBuIIA
"OuiHI-OBElJIHCb JOCNIIHUKOM $K Jlerki ato NOMipHi, 3a BHHATKOM 1
cepiiosHoro Bumanxy, akuit GyB ouiHenwii sk Taxkuil. Bei Hebaxani
ABUINA MiJ Yac 2-To mepiofy JiKyBaHHs crnocTepiranuce abo micis
( !BaCTOC)/BaHHS{ BOPHKOHA30/1y OKpeMo, ab0 OJJHOYACHOTO 3aCTOCYBAHHS
E penyronikey 40 mr i BopukoHasosly, i TOCHIIHHK BBa¥as, IO BOHMU
21. Pesynbraru Gesneku %HOB’H3aHi 3 npuiioMoM Inpenapary.

g iO,ulrm YHacHUK TNOBIJOMHB Mpo Taki HeGakani sBuMmA, IO
| MPENCTaBIAIOTh KIiHIYHMI iHTepec, AK miaBuimeHHs AJIT (cTynine
% 2/momiprmit) i ACT (ctyninb 2/momipuuii) micns  omgHOuacHoro
' BacTocyBaHHA penyromikcy 40 Mr Tta BOpHKOHAa301y. OAWH y4YacHHK
2 éﬂOBi,[IOMHB Mpo  cepitosHe Hebaxkane sBume y ¢opMi rocTporo
XOJNEUMCTHTY (3 CTYMeHA/TSHKKUH) Michs OXHOYACHOTO 38CTOCYBaHHS
}penyronikcy 40 mr ta BopykoHasony. XKogHux cmepreii abo HebaxaHux
ABHLL, IO NIPU3BENH 10 MPUTTHHEHHS JTiKYRaHHS, 3apEECTPOBAHO He GYIIO.

f

|
i
i
1




22. BUCHOBOK (3aK/IFOYEHHS)

|
|
|
i
i
|
i
|

|3asABHHK (BIACHMK
[PEECTPALIIHHOTO NOCBiYeHHs1)

J
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HactuHa 2 “ [
Saranom y Yactuni 2 pocmimkenns 12 iz 16 ydacHukiB (75,0%)
fnoai,uomnnn npo 19 nHebaxkauux spum. Vei nHe6mkani ABUIIIA
OLHIOBAIMCH JOCIITHHKOM SIK Jerki a6o MOMIpHi, MalnH THMYacOBHMii
XapakTep | MUHYnTH Ge3 BTpy4anus. Bei He6askani SBUILA T yac 2-ro
Inepio,uy MiKYBaHHA ~ crocTepiranuck abo  micns 3aCTOCYBaHHA
[BOPUKOHA3011y OKpeMo, ab0 0IHOYACHOTO 3aCTOCYBaHHS penyronikcy 40
:Ml" i BOPHKOHA301TY, | AOCTIi/IHHK BBAXAB, 110 BOHHU OB’ 34K 3 npuiioMom
npenapary.

;f}KonHux CMepTeid, cepHO3HUX HeGaKaHNX ABUILL 260 HeOAKAHIX ABHLL,
L0 NPU3BEIH 110 MPUMIHHEHHS JiKyBaHHS, 3aPEECTPOBAHO He Oyno.

Yactuua 1 (pemyromixe 40 mr):
* ITicna opnovacHoro 3acTocyBanHs penyromikcy 3
BOPHKOHA30J10M, CHIILHHM iHriGiTopom CYP3A4,
CIOCTepiranocs noMipHe Ta 3MiHHe 36inbIIeHHs eKCTIO3UIIT
peJyroiikey, sike He BBaKATOCS KITiHIYHO 3HAYYLIHM.
* 3aranom, 3acTocyBaHHs 0OAHOPA30BOi 031 40 M penyromikcy
Ta BopukoHasony 400 mr 1 pa3 va 12 roa. x 1 gens i 200 mr 1
pa3 Ha 12 rox. x 12 guiB i3 ogHOUACHUM 3aCTOCYBaHHAM
j peinyromikey 40 Mr Ha JIeHb 8 310poBUMHU JIOpOCIUMH

| YOJIOBIKAMH Ta JKiHKAMH, K IIpaBuIo, 6yJo Ge3neynum i nodpe
;

|
1
|
l
|
i
i
}
I

MEePeHOCHIIOCK.

- [osinomnsnocs npo o6opoTre HecepiiozHe migBHIIeH S piBHA
TpaHcaMiHas 2 cryneHs (AJIT ta ACT) y >3 pasH Bill BEPXHBOI

i Mexi HopMu (3apeecTpoBaHe y NpoTokoni HeGaxkane sBHLLE, 1[0
' CTAHOBUTH KIIiHiYHUIT iHTepec) mic/s ogHOUYACHOTO

f 3aCTOCYBaHHS PeyroMiKey i yac 2-ro nepiofy nikysanms. Ls
|

J

|
|
|
]

TNOJis PO3UiHIOBANIACK JOCTITHHKOM SIK TOB’A3aHa 3 npuitomom
: npenapary i npu3sena 0 BiAMiHH J0CTI 1Ky BaHOTO npenapary.,
Yactuna 2 (penyromikc 120 mr):
§ * [Ticnist otHOUACHOTO 3acToCyBaHHS penyromikcy 3
i BOPHKOHA30JI0M, CUNBHUM iHribiTopom CYP3A4,
; CMOCTEPiranocs noMipHe Ta 3MiHHe 36iMbIeH s excno3uIil
! PeINyrolliKCy, sKe He BBaXaNnocs KIiHIuHO 3HAUYIUM.
* 3acTocyBaHHA 0IHOpa30Bol 1031 120 Mr penyroikcy Ta
BopukoHasony 400 mr 1 pa3 Ha 12 roz. x 1 gens i 200 mr 1 pas
‘ Ha 12 roa. x 12 gHiB i3 ogHOYACHMM 3aCTOCYBAaHHAM
% penyromnikey 120 Mr Ha JeHb 8 3/J0pOBHMH Jopocnumu
| HONOBIKaMH Ta KiHKaMHU, sK npaBuiio, 0yno 6esneynum i nobpe
‘ TEPEHOCHIOCE. oo,

E-YEF]
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Honarox 30

1o [Mopsaky TPOBEIEHHS EKCIIEPTHIN PeeCTpanifiHix
MaTepiania Ha fikapchki 3aco6H, 10 MOJAIOTECS Ha nepkaBHy
peecTpauiio (mepepeecTpaliio), a Takox EKCIIePTH3H
Marepianie Mpo BHECEHHs 3Mil 10 PeecTpauifiiux Marepianis
TIPOTATOM Aii PEECTpaLiiftHOro nockiT4eH s (nynKT 4 posainy
V)

3BiT npo kainiyne BHIIpoOYBaHHSA Ne §

‘1 Hasga mxapcm(oro 3aco6y ( Pieko
|HaHBHOCTl -HOMeEp peecTpauiiinoro (Penyron1xc+eCTpa,,mon+ﬂopemCTepOHy auerar, 40 mr/1 mr/0,5 wmr,
HOCqueHHﬁ) [TaﬁﬂeTKH BKpﬂTl TJTiBKOROIO OGOHOHKOEO)

2 3&HBHHK N |BAT “T'eneon | P1XTep” VropmHHa

[ ' BAT “l"eneon PlXTep“ Yropumna (nepBuHHe IIaKyBaHHs,

é (BTOPUHHE I1aKyBaHHs, KOHTPOJIb IKOCT], BUIYCK cepii);

3. BupoGHux HaTeOH Inxk., Kanaja (BupoGHHITEO Hepo3(acoBaHOro NpoayKTy,
; 'KOHTpOHb AKOCTI)

|

4 4 Hposenem JIOCITIKEHHS: X Tak C mi SAKINO Hi, 06TpyHTYBaTH

‘1) THII 71iKapehKoro 3aco6y, 3a AKIM {
TIpOBOAMNIACS ab0 IIaHy€eThCH '
peecTpartis

| Jlikaperkuii 3aci6 3a moBHUM goche (aBTOHOMHHM Jocke) (HOBa
bmoqa pevoBHHa)

!I[BOKOMHOHGHTHC BiJIKpHTE, 3 dikcoranoro nocm,uosmcrro 3 ABOMa
2 TepiofaMH, TepexpecHe AOCHIKEHHS IS  OLIHKH  BILIHB
BUNPOOYBaHHSI, KOJIOBaHUI HOMep PoR pexp = Y

Lo penyromxcy Ha (bapMaKOKIHeTHKy Mijasonamy y 310poBHX
[KITiHiuH HII BaH
iKmH S ,nopocnnx qonoamm Ta }KIHOK (MVT 601- 044)

6. Dasa Kmmqﬂoro BHI’IpOGyBaHHH (Dazal

5. I'loBHa HasBa kniHiuHOTrO

=
‘7 Heplon IIpOBe,ElCHH}I KJTiHiYHOrO 3 14.03.2019 110 24.07.2019 p.
[BHIIPOGyBaHHs

!8 KpaiH, Jle IPOBOJIANIOCA KITiHiuHe ue foCTi ke HHS NPOBOMIHIIOCH B o,uﬂomy ueHTpi B Crio/yueHnx
BnnpoﬁyBaHHH lJJTaTax Amepmcﬂ

3annaHOBaHa 24
(bakTuyna: 24

e Y P

5 OCHOBHa MeTa:

'9. Kinbkicts nocninmysaﬂnx

*  OuiHUTH BIIMBY peﬂyroniKcy Ha dapMakokigeTHyHi
napamerpu Mma:;onamy NiC/Is O/IHOYACHOrO 3aCTOCYBAHHA
penyrofikcy Ta Mizazonamy.

I

|

|

i

1

|

Bropunsi wini:
glO Mera Ta BropunHi uini :

KITiHIYHOTO BUNPOGYBaHHS
i
|

| * Ouinuty papmakokineTHky PENyromikcy B piBHOBaXKHOMY
: CTaHi nic/14 WoAeHHOro npuioMy npoTsrom 14 auis.

‘t *  Ouinuty Gesneky Ta NepeHOCHMICTh 0JIHOPa30BOTr0

? BBE/ICHHA MiZla30J1aMy OKPEeMo Ta MmicJis baraTopazoBoro

; 34CTOCYBAHHA Y 37I0POBUX JOPOCIHX YONIOBIKIB i %iHOK

i (Hactnna 1) Ta y 310poBHX JOPOCITHX H0JIOBIKIE (Yactuna
2).

i] 1. Jlusaitn kniniunoro JIBOKOMITOHEHTHE BiIKpuTe, 3 QJlKCOBaHO}O MOCIIiIOBHICTIO, 3 IBOMa
|Bnnp06yBaHHﬂ nep:oaaMH , lepexpecHe ,ELOCJ'II,JE[)KEHHH
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12 OCHOBHI Kpmepn Bmmqeﬁﬂz BJmpOBl ﬂopocm HOTIOBIKM T2 )i{lHKH

e P

II3 ,[[ocnmxcyBaHHH mxapcmmn (Penyrom}cc TabneTkH o 40 \ Ml" Ta Penyronucc Tabetku o 120
3ac16 crnocid 3acrocyBaHH;1 cuna )111 imMr

114 HpenapaT MOpiBHAHES, J03a,
[He 3acTocosno
[croci6 3aCTOCyBaHH4, cuna 1111 |

’Mln&onéﬁy rmpoxnopm[, chpor no 2 MI‘/MJ'[

16 Kpmepu OLIIHKH etbeKTHBHocm ,He 3aCTOCOBHO

1 e D

15. Cyn'y’rl-m Tepamﬂ

[ Disnuni 00CTeXeHHs, BUMIpIOBaHHA KUTTEBHX MTOKa3HHKIB,
[KJIIHIYHI naﬁopa'ropm a”anizu, EKT Ta HeGaxcaHl SBULIA.

HaTypaﬂbm-nor (In)-TpchriJopMOBaHl AUCO-c 00, , AUCO-t ta Cmax

st Mmasonamy aHasisyBalii 3a J0TOMOIOK MoJeTi

mucnepceiiinoro ananizy (ANOVA) 3 pexumom MiKyBaHHS

(Minasonam okpemo a6o ofHOYACHE 3aCTOCYBaHH Mija3onamy Ta

18, Crarmerart Merom penyronuccy) B KOCTI (ikcoBaHoro edekry. ToukoBi oLiHKH

g CILiBBiAHOWIEHH CEPEAHBOrEOMETPHUHIX BEIUYHH, PO3paxoBaHOro

‘ METOA0M HakiMeHIIHX kBaupaTie (CCB; ogHouacHe 3a0TocyBaHHs{

J [Minasonam + penyronike]/minazonam OKpeMo) Ta noe’ a3ani 90%
'fuomptn HTepBany (/1) ana AUCO-00, AUCO-t i Cmax Mizazonamy

;6ym»1 HaJaHi A ﬂOplBHHHHH

—— e-—

17. Kpurepii ouinku 6e3nexu i

< ;V Yactuni 1 gocnimkenns cepeﬂum BiK YYACHUKIB CTAHOBUB 41 42
I poky (miamaszon: Bix 29 mo 58 pokiB), cepeaniii IMT - 26,2 kr/m2

‘(manaon 22,3-29,9 Kr/MZ) YyacHuku Oynm  370poBUMH
i ‘qonomKaMH (25%) Ta sximkamu (75%). Vei yuacHuku Oymu

9. ﬂeMOFpad)i'-{Hi MOKA3HHKH
Jloci Ky BaHol nomynsuii (ctats, Bik

aca, TOlo

p 110) HpeﬂCTaBHHKaMH €BporieoinHoi pacu; 9 3 12 (75%) Gymm
g ﬂaTHHoaMepHKaHHHMH

20 PCS}’HbTaTH ecpekmsﬂocm |He 3aCTOCOBHO.

IH‘K B 1, Tak i B 2 vacTuHi Joc/iIKeHHS He Gy/10 IPUMITHUX
pesynb'ra'nB BHMIPIOBAHHSA XKHTTEBHX MOKA3HUKIB. 33 BHHATKOM

E ntmueHHH AJIT Ta ACT y 1 yuachuka y YacTuni 2 gociigxeHus,
]KJ’IIHI'-IHO 3HAYYIIMX 3MiH y pe3ynbTaTax KIiHiYHUX 1a60paTopHIX
@Hanisie He crocrepiranocs. JoaHux cMepTeii, cepitosHux

i EHEGa)KaHHX SIBULL ad0 NPUNMUHEHHS mxysam-m yepes HebaxaHi

| F,tuaﬂma B HacTuHi 1 ado 2 1b0Oro J0CIi/KeHHs 3aPEECTPOBAHO He

I
|
|

r
21. Pesynbratu Hesneku

! 6yno.

[ [Cnaﬁmm lH,HyKTHBHHH BILIUB penyronuccy Ha OHOCEpeﬂKOBaHHH
22. BUCHOBOK (3aK/II04eHHS) CYP3A MeraGonism, sB B6AauacThes, He 3a7eXUTh Bil 103M i He
1

| BBEDK&GTBCH KIiHIYHO 3HAYYIUM.

T — e A e T

;‘

]

| =
3asBHUK (BJIACHUK peecTpalliiiHoro
JEIIOCBiL['-IeHHﬂ)
i
I

["naga Hpegcragjuuma «Plx'rcp I"eneon Hpt.» B Ykpaiui

-‘:_.";. l”j“'




1 'Hassa ﬂlKapCbKOI‘O 3a006y (3a rPlelco
1HEUIBHOCTI -HOMep peecTpauiiinoro Penyron:Kc+ec*rpamon+nopemc1‘ep0ny auetar, 40 mr/1 mr/0,5 mr

!]'IOCElJl‘-leHHSI) |Tabnerkw, mcprrm MU1iBKOBOHO 060HOHK010
2 BaﬂBHHK F BAT “Fe,ueOH P1x1‘ep Vropumﬂa
e e et — e = :
| | BAT “I'eneon PixTep”, Yropuuma (l‘lepBHHHe ]'IaKyBaHHﬂ
1 i
f |BTOPHHHE NAaKyBaHHA, KOHTPOJIb AKOCTI, BHITYCK cepii);
3. Bupobuuk IIaTeOH Ink., Kanaja (BupoGHuiTEO Hepo3(hacoBaHOro MpoayKTy,
|
= }KOHTponb AKOCTI)
— - o - — - - i - — S — — - - — -
; 4. Ipose/ieHi TOCHikeHHS: X  rak E Hi SAKLIO Hi, oﬁrpyHTyBaTn

1) THI mxapcmcoro 3ar:06y, 32 SKHM |
TpoBoauNacs abo IIaHYEThCS

peec*rpaulﬂ

E5. IloBHa Ha3Ba Kilin

BUIPOGYBaHHs, KOAOBAHHIA HOMep |

‘KHiHi‘{HOI‘O BUNPODY

6 (I)a321 KJIIH]‘{HOI"O BunpoﬁyBaHHﬂ ;CDasa ]

BnnpoﬁyBaHHﬂ
8. Kpainu, e npoBouIoCH LIe MOCI/DKEHHS TIPOBOAMIOCE B , 01HOMY uentpi B CrionydeHux
KJliHiYHe BHHpOGyBaHHﬂ Ilrarax AmepHKH

L
s

|
|
|

p03yBaCTaTHHy
BropuuHi uini:
10. MeTa Ta BTopuHHi wini OuinuTu apmakokiHeTnky pesnyromikey B plBHOBa)KHOMy CTaHi
iKJ‘IiHi‘{HOI‘O BUNpoOyBaHH:A TiC/IA WOCHHOro npuiioMy npoTsirom 14 muig.

|

1. Jusaiin kiniusoro ;[BOKOMHOHeHTHe BIIKPHTE, 3 (hikCOBAHOK MOC/iAOBHICTIO, 3 IBOMA

BHHpOGyBaHHsI

]2 OcHOBHi KpHTEPi]

Il 3 ,Z[ocnm}xysaﬁnn HlK&pCLKHH
sacib, cnocif 3actocysanns, cuia

;111

9. KinbkicTs ,D,DCJIilDKyBaHHX
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Honatoxk 30

no Iopsaaky nposenensts €KCNePTH3H peecTpauiiinmx
Marepiajis Ha TiKapchbki 32C00H, 10 NOAAIOTECH Ha NiepikKaBHy
peecTpauiio (mepepeecTpaiiio), a Takosx eKCIepTH3H
MmaTtepianis TIPO BHECEHHS 3MiH /10 peccTpauiiiHux Marepianis
NPOTAroM 1ii peecTpauiliHoro mocsiguenus (nyHkT 4 posainy
V)

3BiT npo kriniuHe BUNpoGYBaHHT Ne 9

i e S——— et i e

,m S ——

\ Hmapcr,mu 3acib 3a MOBHHM J0ChE (aBTOHOMHIM JI0CkE) (HORA
;moqa pedoBuHa)

II[BOKOMHOHeHTHe Blmcpme 3 q)mcosanoro TOCTIAOBHICTIO, 3 ABOMa
MepiofiaMu, TNepeXpecHe MOCHIDKEHHS JUIA  OIHKHU BILUIUBY
penyronmcy Ha QJapMaKOKmeTuky PO3YBACTaTHHY VY 3H0pPOBHX
TOPOCITHX qonomms Ta )KIHOK (MVT 601 045)

14HOro

BaHHA

3 13.05.2019 o 31.07.2019 p.

w3annaHoaaHa 24
d)aKTHqHa 24

OcHoBHa MeTa: OuinuTi BIUIMBY PEJTYTOJiKCY Ha (hapMaKOKiHETHKY
PO3YBACTATHHY TIC/IS OAHOYACHOTO 3aCTOCYBAHHS penyromnikcy Ta

OmHHTH besrieky Ta MepeHOCHMICTE 0JIHOPa30BOro 3aCTOCYBaHHA
POS}’B&CT&THHY OKPEMO Ta MPH 0JJHOYACHOMY 3aCTOCYBaHHi 3
penyromkcom micas npuioMy penyronikcy 1 pas Ha 106y nporsrom
14 uiB y 3/10pOBHX IOPOCIHX YONOBIKIB Ta KIHOK.

HeplOﬂaMH HepexpeCHe ,IIOCJ'II,IDKGHHH

T BK.HIO'-IGHHH B}IDpOBl I{OpOCJ’Il ‘{OHOBIKH Ta }KIHKH

Penyromxc Tabnetku no 40 mr, Ta Penyromxc Tabnerku no 120

r, NepopanbHo
|

14 [Ipenapar nopisusanHs, 103a, i
cnoc16 ) 3aCTOCYBAHHS, cuna Aii

He 3actocosno
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15. CynyTHs Tepanis PosyBacratun, Tabnetku mo 10 MT, TIepopaILHO

16. Kpurepii oninku epexrusnocti He 3actocorno

IMoBHuit dizuyumii orms BKIIFOYaB, AK MiHIMyM, OLiHKY cepleBo-
CYIMHHOI, JMXaNbHOI, NINYHKOBO-KHIIKOBOI Ta HEBPOJIOTIUHOT
CHCTEM, IUMTOBUAHOI 3a71034, rONIOBH, Oueil, ByX, HOCa ii ropna, i
? ;uu:ipn. 3p§CT Ta Bary TakoX BUMIPIOBaNH Ta PEECTPyBANM JIUILE i
4ac CKpUHIHIOBOIO Bi3HUTY,

1 i Kopotkuit disnunuii oran exmouas, s MIHIMYM, OLiHKY cTaHy
i”' Kpurepil owinky 6esnexn WIKipH, JiereHiB, CCPLEBO-CYIMHHOI CHCTEMHU Ta JKMBOTA (MeviHka Ta
- cenesiHka).

CrpaMoBani Ha cuMITOMYU Gisnuni obcreskenHs, mposeseni ma
PO3CYI TONOBHOTO AoCTigHMKa a60 CIBIOCHITHHKA MiA wyac
JIOCII/UKEH s, Oy/IM 30Cepe/ukeHi Ha CHUMITOMAaX, MOBiIOMIIEHUX
YHacHUKaMH, JUIs OLIHKK KITIHIYHO 3HAYYIMX 3MiH y HOPIBHAHHI 3
BUXIiJIHUM piBHEM.

i =
i
|
|

|

E
§
!
|
i

i Hatypanehi-nor (In)-tpancopmosani AUC0-e0, AUCO-t Ta Cmax
JUISL PO3YRACTATHHY aHATI3YBAIIH 32 IONIOMOTOKO Mozeli
JHUCTepCiiHOro ananisy (ANOVA) 3 peskximoM JtikyBaHHs
i(pOSyBaCTaTHH OKpeMo abo 0j{HOYaCHE 3aCTOCYBaHHs

| PO3yBacTaTiHy Ta peayromikcy) B skocTi dikcoBanoro edekry.
[18. Cratnctiuni Metoau ToukoBi OLIiHKH CITiBRiIHOIIEHHS CepeIHBOreOMETPHUYHHX

j BeJTHYHH, PO3paxoBaHOro METOAOM HaliMeHmUX kBanparis (CCB;
O[IHOYACHE 3aCTOCYBaHHS [PO3yBACTATHH + penyromnikc]/

| PO3YBACTaTHH OKPEMO) Ta 1oB’s3ani 90% noBipui inTepsanu (an

‘ !,I[J'Iﬂ AUCO-0, AUCO-t i Cmax po3yBacTaTHHY OYJIM HajaHi mis

, MOPiBHAHH,

é B o Y ‘{acﬁ"ﬁ;t"im"i_:ii}jéhiﬁmenﬁﬁ y;{VEVlCHHKI(] Oynu 310pOBHMH XKiHKaMK
(67%) i wonosikamu (33%), cepenniii Bik cTAHOBHB 41,3 poky

§19. Hemorpacgiuni noxazauku (nianason: Bin 23 1o 58 pokis), cepenniii IMT - 26,4 xr/m2
JIOCIT JpKyBaHOT nonyJsuii (crate,  (mianason: 21,9 a0 30,5 kr/M2). Yyacuuku 6ynu 300POBHMH
fBiK, paca, Tol1o) %}KiHKaMH (67%) Ta yonosikamu (33%). Vi YYacHUKU Gynu
MPEACTaBHUKAaMHU €BPONEOINHOI pacH; Bei Gyiu

| JTAaTHHOAMEPHKAH LM,

20. Pesyneratu eexTrBHOCTI fHe 3aCTOCOBHO.
| ;3araﬂ0M, 3aCTOCYBaHHA 0JHOPa3oBOi 103K 10 Mr posysacTaTuHy

OKPEMO Ta 3acTOCyBaHHA penyroiyikcy 120 Mr oguH paz Ha 00y

;npomrom 17 nniB i3 oiHOYACHMM 3aCTOCYBAHHAM po3yBacTtaTusy 10

Mr Ha 15-i IeHb 310pOBHM J0POCTHM 40JIOBiKaM, K paBuiio, 6ymo
J Gesneunnm i no6pe mepeHocHoca. 3 3 12 YYaCHUKIB MOBIJOMHIH
| Mpo HecepHosHe Oe3cMMNTOMHE Ta 0GOPOTHE MiABMIIEHHS piBHIB
5 TpaHcaminaz i ITTM. V 2 YYacCHUKIB MiIBHIIECHHA OIHIOBANOCH K
521. T — Jerke (1 crynuirfb/perxulﬁ), a B 1 yyacHHKa - AK TAKKE 3
‘ CTYMiHb/TKKHUI) | BiMOBiAaN0 BU3HAYESHUM Y HPOTOKOIi KpUTEPisAM
fHeGaxcaHHx ABMLL, IO NPENCTAR/IAIOTE KIiHiYHMI iHTepec (AJIT a6o
ACT = 3x BMH). ITizsuimenns pieuie Tpancamizas ta [TT y BCix 3
YYACHHKIB PO3UIHIOBANOCH AOCTIAHMKOM SK MOMITHBO [10B’S3aHe 3
5 PO3YBACTATHHOM Ta PeayroiikcoM. 3araiom crnocTepiranocs memo
;' OinblIe 3HIDKEHHS eKCIIO3Mii PO3yBAaCTaTHHY NPH OJHOYACHOMY
i 3aCTOCYBaHHI 3 PETYrOTiKCOM mics npuiioMy 103 120 Mr nopieHAHO

3 mo3amu penyromikcy 40 Mr ofuu pas Ha 100y mpoTarom 14 nuis.

i
i
|
|
|

Byno pnewo 6inbiue 3HmKkeHHS €KCMO3HLIi posyBacTaTUHy mpH
OIHOYACHOMY 3aCTOCYBaHHI 3 PENyTOIiKCOM Tics 3aCTOCYBaHHs 103
120 Mr nopisHaHO 3 K03aMu penyrofikcy 40 Mr ofuH pa3 Ha JeHb
mpotaroM 14 nHig.
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Baranma Oesneka Ta mnepeHOCHMicTH micns 34CTOCYBAaHHA
E fonHopasOBo'f Aosu 10 Mr posyBacTaTHHY okpeMo abo 3aCTOCYBaHHs
| penyromikey 40 Mr uu 120 Mr oaun pas Ha no6y npotsarom 17 qHiB i3
; OJIHOYACHHUM TPHIHAOMOM posyBactaTuHy 10 Mr Ha 15-if gens Gynu
|
E

MOAIOHUMH, 3ayBaxyroun Imo 3 3 12 YUaCHHKIB TIOBIJIOMHIIH TIpO
©000pOTHE MiABHMIIEHHS piBHIB TpaHcaminas i IT'T IIPU 3aCTOCYBaHHI
A031 penyronikcy 120 Mr, Tomi sx xkomeH 3 12 YYacHMKIB He
MOBIIOMHUB PO TaKe iABULUEHHS IpH  3aCTOCYBaHHI [m03H
penyronikcy 40 mr.

epaina o S

=sesgepen, Sl T I—. = . /‘—\\J‘f;ﬁ\\
.' | - ) Xt
! § = o N .}5
i3aﬂBHlf[]{ (BnacHUK peectpauiitHoro (mignug)s. @ - 7; ;
InocainquHx) -p luirean S TG A

- \ w2l i
i [nasa [pencraguuursa «Pixtep B Yikpaiui
| S d=2
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Honarok 30

no IMopsaaky nposenenns CKCTIEPTH3H peecTpaliiiHnx
Marepiaiis Ha JTikapchki 3acO0H, 10 MOAAIOThLCS Ha nepskaBHy
peecTpaiiiro (nepepecc:'rpauuo) a TAKOX eKCIIePTHIN
MaTepialis PO BHECEHHA 3MiH 10 peecTpauiiinmx Marepianin
MPOTArOM Aii peecTpauifiHoro noceimyenns (myur 4 posainy
V)

3BiT npo kiniune Bunpodypanns Ne 10

/1. Hassa nikapcbkoro 3acoGy (3a
|HAsBHOCTI -HOMep peecTpauiiiHoro
|n0cmnquHs)

52 3a$mHm<

|
!3 Bupobuuk
€
E

’ 4. l'lposeﬂem JOCTIIKEHHS:;

jl) THIT nikapc:brcoro 3acoly, 3a SKUM
TpoBoaunacs abo MuaHyeTbes
peec*rpaum

iS. [oBHa Ha3Ba KIiHiYHOTO
BUNPOOYBAHHA, KOJOBAHHIT HOMep
KHiHiLlHOI"O BHITPOOYBaHHsA

6 ®asa K1iHiuHOro Bnnpo6yBaHHﬂ

7. Heploz[ l'!p()BCJ_'LeHHH KNiHIYHOTO
|BHHp06yBaHHH

8 KpalHH ne HpOBOJIHJIOCH
~Kn1H1qu Bano6yBaHHa

9. KinekicTs Jocmimkysanux
|

10. Meta ta BropuHHi wini
KIiHIYHOrO BUNPOGYBaHHs

e e

1‘

OCHOBHa MeTa:

PIEKO
|(PeﬂyFOHIKC+eCTpaJIl0ﬂ+HOpeTHCTCp0Hy aunerar, 40 mr/1 mr/0,5 mr,
[TabNeTKH, BKPHUTI M1iBKOBOIO 060n0HK010)

'BAT “Tenteon P1x*rep" YropmHHa

BAT “Feneou Plxrep”, Yropumna (HepBHHHe [IaKyBaHHS,
BTOPHHHE [1aKyBaHHA, KOHTPOJIb AKOCTI, BUITYCK cepii);

l'[aTeon Ink., Kanana (BupoGHULTBO Hepo3(hacoBaHOro NPOAYKTY,
KOHTpOJ'IL AKOCTI)

[
|
|
|
|

Hi SIKIIO Hi, o6rpyHTynaTu

[——— i

J'lmapcr:mn 3aci0 3a MOBHUM Z0ChE (aBTOHOMHHM Jlocke) (HOBa
rz:moqa pevoBRHHA)

Bizxpure, 3 q)uccosaﬂoxo MOCIIiI0BHICTIO, 3 IBOMa nepiogamu,

NepeXpecHe NOCIIi/KeHHs IKapChKoi B3aEMOZT A7 OUiHKH BIUHBY
penyronikcy Ha GapMakoKiHeTHKy ecTpaniony Ta HOPETHHIPOHY Y .
:moposux )KIHOK B HOCTMeHOHaySI (MVT 601 039) F

cDaaa 1

3 19.10.2018 o 06.12. 2018p

[ -

ClIA

3annaHOBaHa 24
(baK'qua 24

*  OuinuTH BIUIMB penyrofikcy Ha (papMakoKiHeTHUH]
napaMeTpu HekoH toroeanoro E2, saransnoro E1 Ta HET
nic/is 0HOYACHOTO 3aCTOCYBAHHS penyronixcy ta E2/HETA. |

Bropunni nini: [

i 1. Ouinnry BNNUB penyronikcy Ha hapMakokineTHuHi
; napamMeTpu HekoH'joroeaHoro El micns oaHoyacHoro
3acTocyBaHHa penyrofiikey ta E2/HETA

| 2. OuiHHTH BIUIUB pernyroiikcy Ha apMakokiHeTHYHi
f niapaMeTpH ecTpoHy cynedaty (E1S) micna oqnovacHoro
l 3acToCyBaHHg penyronikey ta E2/HETA
3. Ouinnti hapmakokiHeTHKY pesyromikey B PiBHOB&XHOMY

| (:Tam (mcnx 13aCTOCYBaHHS | pas Ha noby TPOTATOM ]4 OHIB)
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4. Ouinnrn Oeareky Ta mepeHoCHMicTE 0HOPA30BOT 103K
| | E2/HETA okpemo Ta micns GaraTopa3’oBoro 3acTocyBaHHs §
i ; PeNyToiKCy y 3/0POBHX 5KiHOK y HNOCTMEHONay3l,

— o—— e T — —— R

11. Mu3aiin knigivnoro Biakpure, 3 pikcosanoro TMOCIII0BHICTIO, 3 1BOMA Nepiogamit,
%BunpoﬁyBaHHx TepexpecHe N0CTiIKeHHs JiKapehkol B3aeMoIiy,

912 'OEI-{Vc;'Bm}fiprmep'ii' BK/IIOYEHHS 31I0pOBi JKiHKH B NOCTMEHOoNay3i. |
{1 3. MocnimkyBsanuit nikapcbkuit Jlixysarus A: E2/HETA (1 mr/0,5 M), TabNeTKH. !
3acib, croci6 3acTocyBaHHs, cuna JlikyBanns B: OnHouacue 3actocypanus E2/HETA (1 mMr/0,5 mr),

nit ralueTku, Ta penyromikcy 40 mr.

by Tloerinarme T — UIiKyBaHHﬂ A: E2/HETA (1 MF/OS MT), TabNeTKH.
| e petiap P  ASHR, Jlixysanua B: Onnodache 3actocysanns E2/HETA (1 mr/0,5 mr),
Tabnetkw, Ta penyronikcy 40 mr.

CT0¢i0 3acTocyBaHHs, cuaa mii

‘ Aneraminoden y nosax < 2 r/noby no3sonsnock BHKOPHCTORYBATH B
! Oy b-sikuii 4ac BIpoaoBskK NOCTimKeH s, 3a MOTpedU TaKOK MOXKHA

| Gymo npuiimMaTi anTuricTaminHi Ta npoTHHAOPAKORBI 3ac00m, Lo He
ésnifr‘rcmoron; edekty cenauii. Inmi cynytHi npenapatn posrnsganucs
B KOXHOMY OKPEMOMY BUIIAJKY JOCIIiAHMKOM BiANOBIAHO 10
MEINYHOI I0TPedH 32 KOHCYNBTALLICIO 3 MeUYHHM KOOpPJIMHATOPOM.
BukopucTaHHs cynmyTHIX npenapaTis peecTpyBanu B eEKTPOHHI i
IPK, BKIIOYaroun HasBy, 103M, JaTH, Yac Ta MPUYHHY.

16. Kpurepii ouinky edexrusnocti He 3actocosHo

|
|
|
|
|

|15, CynyTtus Tepanis
|

besnexy Ta nepenocuMicTs pemyromikey ouiHroBamy, 30Kpema, ?
[LUIAXOM (i3HYHUX 06CTEKEHbD, BHMipIOBaHb XHTTEBHX MOKA3HHKIB,
EKT B 12 BinseaeHHsx, KIiHIYHUX NlabopaTropHux aHanisis ta
TOBIZOMJIEHHS TIPO HeGaxkaHi SBHIIA.

17. Kputepii ouinku 6esnexu

‘ Jlor-tpancgopmosani papmakokineTuyni napamerpu (ckopuropaHxi
| Ha BUXiaHUII piBeHb Ta Heckopurosani AUCO-co, AUCO-t i Cmax st |
‘ éHeKOH'}OI‘OBaHOFO E2, nexon'torosanoro E1, 3aranssoro E1 i E1 S;
AUC0-00, AUCO-t i Cmax st HET) aHasi3yBalH 3a OMOMOI oK
Mo 3MillaHuX eeKTiB 3 PeKUMOM MiKYBAHHS B AKOCTI
(hikcoBaHOro eeKTy Ta yyacHHKA B AKOCTI BUMAIKOBOTO edekry.
18, Crammeni weronm [ToukoBi oginkn Ta BiAMoBiaHI 90% JII s piaf_mm) 3a
! JIOTapi(MiIdHOIO WKaT0K0 GyIIH 3Be/ieHi B CTYMiHb [TA OTpPUMAaHHA
i CCB (onHOUacHe 3acTOCYBAHHS [penyronike + E2/HETA]/okpemo
|

]
i
1
|
i
|
i
H
|

E2/HETA) Ta 90% [ 3a BuxigHow wkanoo. Takok peecTpyBann
CV% Beepenuni cy6’exra 3a MOIGIUTIO 3MiLIAHIX edexkris. JTo i
MoJeJTi BKIKOYANH JIMIIE YYaCHHKIB i3 HAXBHUMHU pe3ysbTaTaMu
NapameTpiB K 115 OHOYACHOTO 3aCTOCYBaHHA (Peyroike +
E2/HETA), tak i nns E2/HETA okpemo.

|

i

i

;

|

|
—

Yei yqacHHKH Gyimu sKiHKaMu B TOCTMEHONAY3i; cepenHiii Bik

19. Jlemorpaciuni nokasuuku CTaHOBMB 57,3 poky (aianason: Big 48 10 65 pokis), cepenHiit IMT -
iuocni,umyBaHo’l' nonynsuii (crate, 27,83 kr/m2 (aianason Big 22,5 10 29,9 kr/mM2), Binpiicts yyacHukis
BiK, paca, Tolo) Oyin npesicTaBHIKaMH eBponeoinHol pack (23 3 24 [95,8%) Ta

| maTHHOaMepHKaHuaMH (20 3 24 [83,3%)].

!20. Pesynerati edekturHOCTI He 3aCTOCOBHO.

g Baranom 15 3 24 y4acHUKiB (62,5%) noeinoMuu npo 35 HeGakanux
’ AL, Bei HeOaxkaHi sBMILA OLiHIOBANMCE K Jerki (cTyninp
[1/nerkuii), 6ynM TUMYaCOBUMH 3a XapakTepoM Ta MUHYITH J0 KiHIA
JocHlikeHHs. 3 yeix HebakaHux sBuLL 32, 3apeecTpoBaHi y 13
YYaCHHKIB, PO3LIHIOBANUCH AOC/IAHMKOM 5K [OB’sI3aHi 3 mpuiioMom
Tpenapary.

21. Pesyneratu Gesnexu

|
|
|
|




143
37

e L e

| IMicns ogHo4acHoro sactocysanHs E2/HETA (1 mr/0,5 mr; Activella)
\ 3 pellyronikcom, micis npuitomy penyromnikcy 40 Mr oauH pas Ha o0y
| TpOTAroM 14 1HIB, criocTepiranocs HeBeHKe 3HIDKEHHS IIOB’ I3aHUX 3
: CKCTIO3MLIEK (papMakOKiHEeTHYHUX napametpis (AUC i Cmax) ans
HeKOH’IoroBasoro E2 Ta iHIIHX MOB’A3aHUX 3 €CTPOreHOM KiHIIEBHX
‘(roqorc (HekoH’toTOBaHMiT Ta 3aramenuii El Ta E1S); cyrrerux
BiaMinHocTell B excnosunii HET BusBieHo ne oyno. 3a BUHSTKOM |
CKOPHMIOBAHOT HA BUXIiAHMI piBenb AUCO-o0 s E2 Ta CKOpPHIOBaHOT
;Ha BUXiZHUI piBens Cmax ais E1S, 90% Al nna cniseigHomeHs
CCPEHBOrCOMETPUYHUX — BEMYHH,  DO3PAXOBAHHX  METONOM
:HaﬁMeHMHX kBazipatiB (CCB) (onHouacHe 3acrocysanHs [E2/HETA +
penyronikc]/E2/HETA okpeMo) ans Beix inmmmx KIHLEBHX TOYOK 1S
HEKOH’roroBaHoro E2, HekoH’roroBaHoro Ta saransHoro El, E1S ta
HET 6ynu B mexax Bizx 0,8000 no 1,2500, wo signoeigano KpHTepito
npuitHsTHOCTI,  sKwit BUKOPHCTOBYBAaBCA  [jid  BHUK/IKOYEHH:
MiKTTiKapehKkol B3aeMozii. Xoua HIKHS Mexa 90% I ana CCB ana
CKOPHIOBaHO! Ha BUXigHMii piBeHs AUC0-c0 HekoH’roropanoro E2
Oyna Hwkue 0,8000, 3HUKEHHS € BiTHOCHO Heeenukum (19%) i ne
:BBaJKaeTI:Cﬂ KIHIYHO 3HAYYIMM, 30KpeMa B KOHTEKCT nporpamu
PO3po6Ku penyronikey. 1o crocyerses ckopurosaHoi Ha BHXIAHUI
piBens Cmax s EIS, cnocrepexysane HeBenuke 3HIKeHHs (17%)
HaBPAN 49X € KIIHIYHO 3HauylmM, ockineku E1S sBnse coboro myn
€CTPOreHiB, JUI1 AKOrO AUC, iimoBipHO, € KpamuM MOKa3HUKOM
dizionoriunmnx edexris.

|

IMicna 3acTocyBanus penyroinikey (40 Mr) onun pas va pielo)%
PIBHOB&XHMI CTaH focAraBcs Ha 12 meHb.

[

3acTocyBaHHs oxHopasoBol fo3u E2/HETA (1 mr/0,5 mr; Activella)
oKpeMo a6o penyronikcy 40 Mr onmH pas Ha 106y npotarom 17 muis

;

|

4 .
S

i

|
|
|
;
|
i
]

22. BUCHOBOK (3aKITFOYeHHS)

|
[
|
|

(nenp 1-17) 3 oxgmowacuum mpumifomom E2/HETA (1 mr /0,5 wr;
Activella) Ha 15 meHs y 3m0poBHX AOPOCJIUX KIHOK Y MOCTMeHoMays3i, .
sK NIpaBuIo, 6yio GesneynnM i 106pe nepeHocHIOCH. :

l{iﬂnHC) " ‘“:W‘,w j» .
iTBaH HAkVoosid ”‘ o

tHpr.» B Ykpaiui

JBRHBHPIK (BIacHUK peecTpauiiinoro 1
TIOCBiTYEHHS) ?
|
i
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JHoaarok 30

1o [opsaaky nmposenenns €KCTIEPTH3N peecTpaniifHux
MaTepianis Ha nikapceki 3aC00H, 110 TONAIOTHCS HA lepxasHy
peecTpauiio (nepepeecTpaniio), a Takox EKCIepTHIN
MatepiaiB po BHeCeHH 3MiH 10 peecTpauiiinmx Matepianis
NPOTArOM Aii peecTpauifiHoOro noceigyeHHs (myHkr 4 posniny
V)

3BiT mpo KiiHiYHe BHNIpoOyBaHHsa Ne 11

11 Hasga nikapcbkoro 3aco6y (sa |Pieko f
(HasABHOCTI -HOMEp peecTpauiiiHoro ‘(Penyronixc+ec*rpa,z[ion+ﬂope'mcrep0ﬂy anerar, 40 mr/1 mr/0,5 mr, ’
:

| . . .
|OCRiJUeHHS) TableTkH, BKPUTI MITIBKOBOIO 00010HKO0I0)

2.3ameEme |BAT “Teeon Pixtep”, Vropmmma

|
|
|

g BAT “I'eneon Pixtep”, Yropmuna (MepBUHHE MaKyBaHHH,
[BTOPUHHE MaKyBaHHs, KOHTPOJIb AKOCTI, BUMYCK cepii);
3. BupoGuuk (IlaTeon Iuk., Kanapa (BMpOGHULTBO Hepo3hacoBaHoro IPOOYKTY,

| ;
i IKOHTPOJTB IKOCTI)

f

| 4. ITpoBeeHi nocmimkeHns: X Tak C mi SAKIO Hi, 0BTpyHTY

BaTH

1) THn nikapesKoro 3acoby, 3a KM
MpoBoUacs abo MIaHyeThCs
PpeecTpalis

| Jlikapchkuii 3aci6 3a NOBHUM 0Che (aBTOHOMHHM J10CEE) (HOBa
Jlif0Ya peyoBHHa)

5. INoBHa Ha3Ba KIiHiuHOrO JocnipkeHns  ans BH3HAYEHHA  BINIMBY  pudammniny  Ha
BHIIPOGYBaHHS, KOZOBAHHI HOMep  (hapMakoKiHeTHKy pemyrojtikcy ¥ 300pPOBHX JIOPOCIHX CY6’ €KTIB.
NiHIYHOro BHNPOOYBaHH: (MVT-601-1004)

6. Daza KniHiyHOrO BunpoOysanns daza 1 |

7 Ilepion mpoBenenHs kiinivHOrO 3 16.01.2017 10 21.03.2017 p.
BHIIpOOYBaHHS ;

Le nocimkenns POBOAMIIOCH B ONHOMY LieHTpi B CriojtyyeHnx
[ItaTax Amepuki.

8. Kpainu, ne nposogunocs
KJiHiYHe BUMpo6yBaHHS j
e o S : 2 e
3arniaHosaHa: 18

‘bakTnyuna: 18

b s .

9. Kinekicts gocinkysanux
!

e — : -
l OcHoBHOO MeTot0 6YI10 TTOpiBHATH napameTpu hapMakoKiHETHKH B

| MIa3Mi 0IHOPA30BOT MEPOPANBEHOT 103U penyromikcy okpeMo Ta micns
!10. Mera Ta BTOpUHHI 1ini [TEPOPaNEHOro NPHHOMY MOBTOPHUX 103 pHbaMIiHy.

p mepop p p

KIIHIYHOrO BUIPOOYBaHHS “BTOpHHHOIO METOI0 OyJI0 BU3HAYMTH BesneKy Ta nepeHoCHMICTS

J (OIHOPA30BOI MePOPaNbHOT 1034 PeITyroikey okKpeMo Ta mic/s

, MepopantLHOro npufﬁomy MOBTOPHHX /103 PucPamniHy.

PUTE NepeXpecHe NOCTiKEHH MiXkIiKapehkol B3aeMoii 3
OIHI€I0 MOCAIOBHICTIO

[11. quzaity kniHiYHOrO Bink
BHIIPOOYBaHHA |
4 ;Cyﬁ'exT MaR NPaBo Ha BKIIIOYEHHS B L€ JOCTIIKEHHS TilbKH B TOMY

i [BUIANIKY, AKILO 3aCTOCOBYBATHCS BCi HACTYNHI KpuTepii:

E ‘1. B.}’B 3}10p01?m‘i, H.K BU3HA4YMB BIANOBifanbHui | nocai,uqeﬂ?lﬁ
; ACCTIIHHK HA MIACTAaBI MEHYHOTO 0GCTEKEHHS, 10 BKIIOYAE ictopiro
i XBOPOGH, MetHuHHii ornsz, naboparopHi aHai3M i Kap/1iOMOHITOPHHT.
[12. OcHoBHi kpurepii Brmouenns 2. Yonosik abo JKIHKa BIKOM BiJt 18 110 55 pokiB BK/IHOUHO Ha MOMEHT

| nifnucanns iHhpopmoBaHoi 3romu.
| 3. CyG'ext uonogiuof crari 6yB rotoswuii JAOTPUMYBATHCS BUMOT 1100
i KOHTpamentii

: 4. Xinka mana 1IpaBO OpatH yuacTs, AKLLO BOHa Gya:

- He PelpofyKTHBHOIO Biky
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- PENPOAYKTHBHOTO BiKYy i morogunacs BUKOPHCTOBYBATH OJIUH 3 I

METOJIIB KOHTpalenLji

| 5. Maca rina >50 kr a1s 4onogikis Ta >45 kr TS XKIHOK Ta iHeKc

! MacH Tifia B Aianasoxi 18,5-32,0 kr/m> (BKJTHOUHO).

‘ 6. 3natHuit natu MUCLMOBY iH(hOpMOBaHy 3rofy.

13. Hocninxysanuii nikapcbkuii [

!3aci6, Croci6 3acTocyBanHs, cua Penyronike, Tabnetku no 40 mr

mii i

|l 4. Ilpenapar nopisnsuus, no3a,

cnoci6 3actocyBaHHs, cuna aii

[ Auetaminogen Y no3ax <2 r/nody mossonsnock BUKOPHCTOBYBATH B
Oy/b-AKHil Yac BIPOAOBIK AOCTiKeHHS. 3a noTpeOH TaKoK MOXKHA
f6yﬂo NpUIMAaTH aHTUriCTaMiHHI Ta NPOTHHAGPAKOBI 3acobu, o He

|

i

’ . { . vee
[15. CynyThs Tepanis BIIHCHIOIOTE eexry cenamii.
|

i

a

|

f

iPI/l(i)aMﬂiH, kancyiu o 300 mr /600 Mr (2 kancysu), nepopansHo

IHmi  cynyThi TpENapati  pO3rIANANMCA B KOKHOMY OKPEMOMY |
BUNANKY JOCIIJAHMKOM BIANOBIAHO 40 MeAHYHOI notpedu 3a
KOHCYJBTALIIErO 3 IUPEKTOPOM JOCITIIKEHHS.

e b
\16. Kpurepii ouinku edexrusnocti He 3aCTOCOBHO

— - -oHo - — @

CUMIITOME Ta O3HaKH, KHTTeBI Nokasuuku, EKT, kiigivwi
nmabopatopHi aHanisu Ta HeGaxkaHi sBHIIA, ‘

e T,

[17. Kpurepii ouinku 6e3nexu

: Konuentpauii penyromikcy B miasmi  kpoBi  BM3HauamHcs
6ioaHaTiTHYHOIO naboparopieio  (QPS, Hewapk, DE) 3
E BUKOPUCTAHHAM BaliZIOBAHOI aHAITHYHOL npouenypu (pigumHHa |
Xpomatorpadis/rannemna Mac-criektpometpis [LC/MS MC]).

Brus pudamniiay Ha (hapmakoKiHeTHKY penyromikcy B mmasmi
KpOBI aHali3yBanu 3a 10MOMOrOK MoaeNi 3MilaHoro edekTy, B HKiI‘/’I‘
TKYBaHHS pO3ITIAANOCS K fikcoBanuit edexr, a cyb'ekr - AK |
BUNa/1KOBHIT eekT. [Tapametpu papmakokineTHku Oy nepeTBopeHi |
B PHPOIHUiL JorapudM Nepem aHanizom. Il'eomeTpuyni KOEC])iLIiGHTHE
HaliMeHLIMX KBazpatis i 90% Hogipyi intepanu (1) ouiHmoBamH Midk i

i JIKYBAHHAM PEIyroyikcoM + puamnin (Tect) Ta NikyBaHHSM e |
|

(18. CraTuctuuni metou

PenyroikcoM (MOpiBHsHHS) T AUCO0-00, AUCO-T Ta Cmax muisxom ;
©OOYHMCIICHHS ~ EKCTIOHEHLIATBHUX  CepefiHiX  BimMiHHOCTEIR Ta
‘ BiANOBIAHUX 90% n0BipUMX inTepsaniz (JI1). I

é Meiaunnii Bik YYaCHHKIB IILOTO JOCTIIKeHHA CTAHOBHB 325 POKYy |

I‘(,uianasOH Bit 19 10 55 poki). BinswicTe cy6’exriB 6ynu qOHOBiKaMHJ
| : m (13 3 18 [72,2%)], nepeBascHo Gimumu (14 i3 18 cy6’exris [77,8%]), a |
MOCIIDKYBAHOI MOy nANii (cTath, | . . , : : 1
re CTHIYHA  TIPUHANEKHICT  PIiBHOMIPHO  po3mominsnach  Mi |
BIK, paca, TOLIO) !

§ JIATHHOAMEPHKAHUAMI Ta He JaTHHOAMEPHKaHUAMH (o 9 i3 18
} cyb’extir [50,0 %]).
20. Pesynerath egextusrocti  He 3acToce B

19. Jlemorpadiuni nokasHukn

He 3acTocosHo.

| * Taxki HeGakani sBumA 11ix yac JiKYBaHHs, cepiio3Hi HeGaxaHi

f ABMLIA 200 CMEPTE Mijl yac JOCiKeHHS He PeeCTpyBaNKCh.

;- 3arajiom, KilbKiCTh Ta YacToTa HeGaxkauux ABHL MiJ] 4ac NiKyBaHHs

Oy monibHuMK nicas onHOpazoBoro MEPOPAIBHOTO NpHitoMy

‘penyromtccy 40 mr i nicng ogHowacHoro IpUHOMY 0JJHOpa30BOI 103K ‘

penyrounikcy 40 mMr 3 pudamnizom 600 mr | pa3s Ha 100y 3 HACTYIHUM |

npuitoMom pudamniny 600 Mr 1 pas Ha 106y NIPOTAroM 4 nHiB, ane i

fﬁynn HalbLIBIIMY Micns npuiiomy pudamniny 600 mr pas Ha noly |

; MpoTAroMm 7 QHiB. J
1
{

E

|

|
21. Pesynbratu Gesneku

» Ouinku Oe3neku, BKIOYAYH SKUTTER] NIOKa3HUKH, (izuyni
O0CTexXeHHs, KITiHiYHi nadopatopHi ananizu ta gani EKT Oynu
3arajioM HeMpPUMITHUMH.

o e |



|
22. BUCHOBOK (3aKii0ueHHs)

l
|
|
J
|

3ajABHUK (BNaCHNK peecTpaLiiiHoro
IOCBITYCHHS)

|
|
|
L

40

« Tosigomnamocs [P0 OJIMH BHIA/IOK BATITHOCT] y napTHepm J
Ba'-IaTTH BiAOYNOCH NpHGIM3HO Yepes 2 Micswi micas ocTaHHBOL nosu |
penyromkcy Ta pmbammHy

V i nonynsmu 318 B,QOpOBHX YOJOBIKIB i XKIHOK, fKi OTpEMyBaH
penyroml{c 40 Mr oxpemo, penyromkc 40 wmr OHOYACHO 3
pncbaMmHOM 600 mr i pudamnin 600 mr OKpeMo, JaHi NOoCHimkeHHs
l’[l]_lTBep,E[}KyI-OTL HACTYIHi BUCHOBKH:

* cepelins reometpuuHa Cmax penyronikey 6yna Ha 23% HIDKYOH0, a
AUCO-0 Ha 55% HmK4om0 IIpH MOTIEPEAHBOMY TiKyBaHHI Ta
OIHOYAaCHOMY 3aCTOCYBAHH] 3 pudamMniHOM NOPIBHAHO 3 peyroxikcom
‘oxpemo

* mepion HaniBBHBeJCHHS penyronikcy 6y momi6Hum Tpu

|
Inonepengomy NikyBaHHi Ta Ges HBOLO;=%a.. TIPH  OIHOYACHOMY

P i diMa =
BacTOCYBaHHi 3 pHdammiHoM. }ff_ K ,;f.—..\\{
| R

X

e

(mé(m}c) e el S
II-p ILuTBagﬂgylﬁmB‘iii"/{ %5
naea IIpencTaguuirsa «PIXTGN_‘eI!GQH' DTS B Vi
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Honarok 30

Zo Topsniky npoBesients ekcnepTHsH peecTpaniiux
MaTepiais Ha NiKapChKi 3aCO0H, IO NOAAIOTECS HA AepsKaBHY
peecTpauiio (mepepeccTpauiio), a Takox eKCIepTH3H
Marteplaia Npo BHECEHHs 3MiH JI0 PeecTpauiiiX Matepianis
TIPOTATOM JUif peecTpauiitHoro nocsigenns (nyHr 4 po3finy
V)

3BiT npo kniniuHe BUnpobSyBanus Ne 12

1. Hassa JIlKapCbKDFO 3a006y (3a ‘Pl€KO

lHaﬂBHOCTl -HOMep (PeﬂyFOHlKC+eCTpa,[LIOJI+HOpETHCTepOHy auerart, 40 mr/1 mr/0,5 mr,
peechaumﬁoro HOCBI,I['-{CHHH) TaGHeTKH BKPHTI MTiBKOBOIO 060JIOHKOIO)
2. 3EUIBHHK [BAT “l"e;(e()H PIXTep” Yr‘opmHHa

BAT “l"eneou Plxrep” Ympumﬂa (nepBHUHHE l'laKyBaHHH
\ ,BToanHe [IaKyBaHHA, KOHTPOIb SKOCTI, BUITYCK cepif);

l3. Bupobnuk Iareon Ink., Kanaga (BupoGHULTEO Hepo3(acoBaHOro MpoOAYyKTY,
- KOHTpOHb AKOCTI)

i
f
|

i 4. Iposeneni ,HOCIliJDKeHHH: X  rak C mi AKIIO Hi, 00IPYHTYBATH
. - e — S l e — e ———— ———— S,
 Jlikapcekuit 3aci6 3a MOBHUM JIOChE (aBTOHOMHUM JI0CkE) (HOBa

MKHM IpoBoAMIacs abo
nitoua pedoBHHA)

HHaHyCTbCF{ peef:Tpaum

BI KPHTE JI0CTikeHHs pash | Juig omiHKT (a MaKOKiHeTHKH
5. TloeHa Hasea KJIHIYHOro A p aocrin q) n - dap
Ml)K.TIlKapCbKOl B3aEMOIT Mik kinbkoma nozamu TAK-385 ta
BUIPOOYBAHHS, KOJOBAHHIT HOMep
maHemmo cydcTpatis uuToxpomy P-450, BBEIEHIMHU OHOYACHO
3,110p0|3uM noﬁposonbuam (TAK 385 102)

1
;KJ‘HHILIHOFO BUNpoOyBaHHsA

6. dasza KIiHiYHOro

(I)aza 1
BHHp06yBaHH}I

7 Iepiox MPOBE/IeHHs KIIHIYHOTO | 328.07.2008 110 29.08.2008 p.

BunpoﬁysaHHﬂ
8 Kpamn ne nposo,upmocz L[e JIOCJ'IIIDKGHHH npoaommoc:b B OIHOMY ueHTpl B Cnonyquux
I\J'IIHI'{He BHHpObyBaHHH MTarax Amepm{u

S— . —_—— e s e S ——— o

BaniaHosaxa: 16
(bakTHyHa: 16

9. Kinbkicts JOCIIKYBAHHX

i

! |OcHOBHOK MeTOM LBOTO JIOCTIKeH S GyJ10 OIIHUTH BIIIHB

| Gararopaszosux 103 TAK-385 (20 Mr) Ha dapmakokiHeTHyHi npodini
E KIIIOYOBMX MapkepHUX cyGeTparis i3odepmeHTy LUTOXPOMY P-450

1 (CYP) (kodein, TonGyTamiz, aekctpomeTopdaH i Migazonam) Ta ix
10. MeTa Ta BTOpUHHI wini MeTaﬁome Npu OAHOUACHOMY NpHHOMI y opmi cymitui nikapebkux
;KJIiHi'-lHOI‘O BHNPOOYBaHHS 3ac06iB.

: BTOPHHHOKO METOIO 1BOTO A0CTi ke H S Oyno ouinnti 6e3nexy Ta

i MepeHoCHMICTh GaraTopasoBux 103 TAK-385 npu 3aCTOCYBaHHI

: OKPEMO Ta y MPHCYTHOCTI CyMiLlli JIKapChKHX 3aC06iB Y 310pOBHX
cy6 €KTIB.

;11 I[nsam{ KIiHIYHOrO
BHHpOGYBaHHﬂ

iBim(pnTe nocniukenHs Gasu 1 3 opHiero nocninoBHicTIO

.12 OCHOBHI }cpmepu anmquHﬂ 3)10p0m nopocm qonomKH Ta }KIHKH




13. JlocnimkyBaunit nikapchkuit §

3acib, crocib 3acTocyBaHHs, cuna
it

14. TIpenapar nopisusngs, 1032,
croci6 3acTocyBanHs, cuna il

i
15. CymyTHs Tepanis
S

16. Kputepii ouinkn
edextuBHOCTI

17. Kpurepii ouinkn 6esneku

I
|
|
|

(18. Cratuctuyni Mmetoau

{

i’

|

|

|
e

19. Ilemorpadiuni nokasuuku
;,HOCHiJI)KyBaHOAf NOMyALii (cTaTs,
BiK, paca, Tolo)

|

20. Pesybrarth edekTHBHOCTI

{
22. BHCHOBOK (3aKimoveHHs)

148
42

Penyronike, Tabnetku mo 20 M, IIEPOPATIBHO

i
[
i
F

He 3actocosno

Cymiw nikapcsknx 3aco6is Indiana

Kodein, Tabnerkn no 200 wmr, NepOpaNEHO

|

%,I[ercc*rpomemp(bau, rejieBi Karncynu mo 30 wr, NepopanbLHO
=

Miznasonam, pozuun 4 Mr, nepopaisao

|

ETonﬁyTaMin, Tabretku mo 500 mr, nepopansHo

i

He 3acTocorHo

Jlani diznunnx 00CTe)EHb, BUMiPIOBAHHS KUTTERUX nokazHukKie, EKT
Y 12 Binsepenusx, kniniuni naGoparopmi amanizu Ta MOHITOpHHT
HeODKAHNX SBHIN BUKOPHCTOBYBATHCH s MOHITOPHHTY Ge3neKH.

3BefleHi cratucTHuHi  fmami BUKOPHCTOBYBAIIMCh  JIJI1  aHallisy
HeOaKaHMX SBULI, 3MiHHHX nabopaTOPHUX aHANi3iB Ta KUTTEBHX
[OKA3HHKIB.

N —

3MilllaHa MOJIeITb AuCIepCiiiHoro aHaJli3y BHKOPUCTORYBANACK IS
OLIHKH eKBIBAIGHTHOCT] Mi (hapMaKOKiHeTHYHIMHU npodinsamu Ha 1
}ra 10 1eHs a7 KOXHOro MapkepHOro cyberpaty CYP. Ananis TAK-
385 PIBHOB&;XHOMY CTaHi IPOBOJMIIN 3 BUKOPHUCTAHHAM
HaTypanbHuX norapudmis Ctrough 3a gonomoroio 3mimmasoi Mozeni
Aucnepciiinoro ananizy. Yei ouinku Gesnexu Oynu npescrasneni B
[MEpeniKax NaHuX Ta y3arajbHeHi 3 BUKOPUCTAHHAM OIHCOBO]
CTATHETHKH, KOJTH 1ie BRAKANOCH JOPEYHHM.

YyacHukH Gy/u 310pOBUMH KiHKaMH (10) Ta qonosikamu (6);
icepem—rii’i BiK cTaHOBHE 34,9 POKy, cepefiis Bara - 72,04 kr. Byno
3apaxoBaHo 12 npe/icTaBHIKIB €BpONEOiNHOI pac i 4
athpoaMepHKaHLiB.

He zacrocosHo.

Baramom 11 3 16 cy0’exTiB (68,8%) noBimomunu npo 24 nHebaxcaHi
ABHLIA Mif yac AociimkerHs. 3 11 cy6’ekTis, B skux PO3BUHYIHCH
HebakaHi sBUINA, 9 Manu ojade a6o GLILIIE HeOaKaHUX SABHIL, SAKi
BBAXAIMCA MOXKITHRO, iMoBipHO a00 TOYHO TmMOB’S3aHUMM 3
J0CTIi /Ky BaHHM NIpemapaTom.

Cepiiosni HeGaxani ABUILA ab0 CMepTh MiAl yac AOCIMKEHHS He
PeecTpyBanuce. Vi nosinomieni HeGaxaHi SBHILA OLIHIOBAIUCE K
nerki.

'lBaraTopazosi Aosu TAK-385 (20 mr 1 pas na 106y) NPOTATOM 7 OHIB
He MaKoTh KJIiHIYHO 3HAUYILOro BILIMBY Ha (hapMakokineTHani npodini
kmoioBux cyberpartis isopepmenty CYP (kodein [1A2], TonGyramin
[2C91, AekcTpomeTopdan [2D6] Ta migasonam [3A] ) Ta ix meTabomniTin
jnpu OHOYaCHOMY NpuifoMi y dopmi cymiwmi TikapchKiX 3aco6iB.

I

Baratopazosi nosn TAK-385 NpH  3aCTOCYBAaHHI OKpemMo Ta y
J'npucymocri CyMiLui nikapcekux 3aco6iB y 3A0poBUX Ccy6’exTiB HoGpe
TepeHocHIca. Yei Hebaxani apuina Gynu erkumu, i sxoneH cy0’eKT
He BUOYB 3 [0CIi/DKeHHS. Komuux xniniudo 3Hauymmx 3min y
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i ,pesynma'rax naﬁopaTopan aHam3113 KHTTEBHX OKa3HUKax a60 EKI
E He 6y10.
| |
| 1
é
|

3BaskarOuy Ha He3HAYHMIA CTYIIHb ¢)apMaK01<iHeTHqHHx B3AEMOJi i, ki
ic1'1oc:Teplramrcﬂ B 1bOMY jociifkenni Misk TAK-385 i cy6erpatamu
i130¢epM6:HTy CYP y cymiwi nikapceknx 3aco6is, TAK-385 HaBpsa uu
BUABUTE KJIIHIYHO 3Hauywli hapMakokiHeTH4HI B3aeMOIT 3 iHIMMY
;‘ cyberparamu CYP 1A2, 2C9, 2D6 i 3A4.

|
|

3asBHUK (BAaCHHK peecTpaLiifHoro
[MOCBIAYEHHS) \
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Honarox 30

o IMopsanky npoeeenHs excrepTu3m
peecTpauiifHnx MaTepianis Ha JikapehKi
3aC00H, 1O NOAAKOTHES HA JepyKaBHY
peecTpauiio (nepepeectpario), a Takok
EKCIIePTH3H MaTepialiB Mpo BHECEHHS 3MiH
A0 peccTpalifHUX MaTepiaiis npoTaroM aif
PeecTpauiiiHOro NoCBiAueHHs (MYHKT 4
pozziny IV)

3BiT npo kainiuHe BUNpPoGyBanusa Ne 13

iI Hassa nucapcr:xoro 3ac:06y (3a 'P1€1<0

'HaﬁBHOCTl -HOMEp peecTpatiitHoro (PenyromKc+ec'rpamon+HopeTn0Tep0Hy auerar, 40 mr/1 mr/0,5
‘HOCBIII‘{eHHH) |MT, TabeTkH, BKpHTl ]'IJ'HBKOBOIO 060110111(0}0)

= e e e e
2. 3a§IBHHK | BAT “T exeon P1XTep” Vropl.uHHa

—— e —— —isizeess ctam e —

BAT “I'egeon P]xn:p” Yropnmﬂa (nepBMHHe NaKyBaHH4,
: BTOpHHHe aKyBaHHs, KOHTPOJIb AKOCTI, BUIyCK cepil);

3. BupoGuux 1Hareon Ink., Kanaja (BupoGHULTBO HeposhacoBaHOro

é lnpo;[yKTy, KOHTPOJIb AKOCTI)

|
|
|
H
1
i

4 Hpoaenem JOCIIiKEHHS: X Tak C wi AKIIO Hi, 06IpyHTYBaTH

l) THIT mxapcmcoro 3a006y, 33 SKUM
l'lpOBO,I[HJTaCH a0 mmaHyeTbes
peec:Tpaum

.' e e e

HlKapCBKHH 3aci0 3a [OBHMM JI0ChE (ABTOHOMHHM Jlocke) (HOBa
imroqa pevoBUHa)

Ho,uBmHe clille paH0Mi30BaHe nnaueﬁo-KOHTponLOBaHe 3
TOCTIAOBHUMH [TAHENSMH, JOCII/KEHHS iR HHS
0/IHOPa30BOI Ta GAraTopasOBHX 103 AN OLIHKH BruBy TAK-385
{penyronu{cy) Ha Ge3nexy, ﬂepCHOCHMICTI: (apmakokineTuky Ta
! Cl)apMaKOJ.'[HHaMle Y 310pOBHX XiHOK Y TIpeMeHonaysi.

| (TAK-385/CPH-001)

6. asa KiiHiYHOTO Buupob'yBaHHﬂ CDa:sa 1

7 F[eplo,z[ nposeﬂeHHa KITHIYHOrO
BHHp06yBaHHH

1 -

5. IloBHa Ha3ga kiiHiuHOroO
BHIPOOYBAHHS, KOI0BaHHIT HOMep
i s .

KJIIHIYHOTO BUIIPOOYBaHHA

3 29.08.2007 mo 12.08.2008 p.

e e e

8 Kpamn e npommmoc:ﬂ KIIIHIYHe
BanoﬁyBaHHn

Lle nocnimkeHHs NpOBOAMIOCE B OJIHOMY LEHTpi B SmoHii,
i

;annaHoBada: 144
E(l)alﬂ‘lzlqi-ia' 169

9. KinekicTs gocnimxypanux

J Mem}o OCITi DKEHHS 6yn0 OLiHATH Gesneky, c:papmamkmemxy Ta
i tbapmaxonuHaMlqm edextu TAK-385 (penyromxcy) ¥ 310pOBHX
i ,uopocnux AMOHOK y npeMeHomaysi micns ofHopasoBux Ta 14-
ACHHUX  TIORTOPHIX (omuH pas Ha 100y) mepopaldBHHX 103
i rl'lOIlBlI/IHIfIM cruinuM nnanebo- -KOHTPONBOBaHUM cniocobom. Kpim
| TOl"O BIUIHB Dki Ha Oe3smeky Ta dbapmakokinetnky TAK-385
’ (penyromkcy) BH3Havam | IEPEXPECHUM criocofoM.

[10. Mera ta BropusHi wifi
KTiHIYHOro BUNPOGYBaHHS
[

L ;ﬂolemHe crine panzoMisoBaHe niate6o- -KOHTPONTbOBaHe

P« Ausaiis Kniiamoro BiZIKpHTE A0CIIiDKeHHS OHi€/TOBTOPHIX /103 B Na alleBHUX
BHNPOGYBaHHS FUSPHTE A # RHEX A P

| prnax

12. OCHOBHl KpHTEPl E meoquHﬂ 3)10p0B1 ,uopocm ANOHKH y npemeﬁonaysl
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13. }IocnuuKyBaHHH mapcskuu
3acib, crocid 3aCTOCYBaHHS, CUa ,zm I

e R R s

Penyronixc, Tabnetku Bi 1 Mr go 80 Mr, nepopanbHo

14, l'IpenapaT MOpIBHSHHS, 1034,
I(:1'10(:16 34CTOCYBAHHA, CUla It

Eﬂﬂaueﬁo

' iBy):u, -sKi peuen'rypm Ta Geapeuemypm npenapam BiTamiHu,
KHTaiCbKi poc/iiHi npenapaty Ta 100aBKH (BKIKOYAKYH 3Bipo6iii,
iKopeﬁCBKHﬁ ’KCHbILIEHb, KaBa-KaBy, IHKIo Ta MenaToHiH) Gyiu
%3&60p0HeHi 3a 28 qHIiB 10 MOvYaTKy 3aCTOCYBaHHA IlDCJIi,[[}KyB&H‘OI‘O
npernapaty i JI0 3aBepIUeHHA Iepiofy CIOCTEpeXeHHs Iicis
OCJII/DKEHHs HA KOJKHOMY €Tarli.

#lpﬂ UBOMY BHILE3a3HA4YeHi 3ac00M JO3BOMAIMCH Ha PO3Cyd
[ TOJIOBHOIO JocniaHuka abo cHiBIOCTiAHMKA IS JKyBaHHA
Hebaxannx asuul Tomo. KpiM Toro, nossonmsnocs oaHopasobe
3aCTOCYBAHHS aueTaMIHocbeHy / npH. aJIBI“OMeHOpel TOILIO.

15. CynyThs Tepanis

16. Kpmepu oumxn erEKTHBHOCTI He 3aCTOCOBHO

IHeGaxcam smmua JKUTTEBI HOKasﬁnKﬂ maca Ttima, EKT,
'ocb'ranbmononqﬂe obcTekeHHs Ta naﬁopaTopm aHami3u.

17. Kputepii ouinku Gesnexu

OHHCOBy CTaTUCTHKY anopﬂcmaysanu [ y3aranbHeHHs
GesnepepBHUX JaHMX OKATTEBMX IIOKA3HMKIB, MacH Tina,
pesynsratie  EKI' y 12 BigseeHHAX, o(TansMoJorigHux
mapaMeTpiB  Ta 3MiHHMX 71a6OpaToOpHMX aHamiziB. Takoxk
lysaranbmoaaﬂu 3MiHH NOPIBHAHO 3 BUXiZHUM piBHeM. Biamosinui
KaTeropiaibHi naHi 1iIcyMOBYBaM 3a JOMOMOTOI0 IEpeXpecHix
ﬁaﬁnnub. 3pylIeHHs Bifl BUXiJHOTO piBHf y3araabHIOBAIM 1A
| KOKHOI rpynu 103. ONUCOBY CTATHCTHKY BUKOPMCTOBYBANH VIS
[18. CratucTiyHi MeTozn y3aranbHeHHs kKoHueHTpauiii TAK-385 y mnasmi Ta ceui B koxkeH
i 3aNIaHOBAHMA MOMEHT 4acy 3a Tpymamu JHiKyBaHHS. [Tpodini
f KOHLeHTpalis-uac (iHauBinyansuuil rpadix i rpadik cepemmix
; 3HAYeHb 3i CTAHAAPTHMM BiAXMeHHAM) Gyl HajaHi 3a rpynamu
mikyBaHHs. ®apmakokiHetnuHi mapametrpu TAK-385 Gynu
, BHU3HA4YeHi Ul KoxHoro cy6’ekta y  (apmakokiHeTHuHii
{ nomynsuii.  ONMCOBY — CTaTUCTHKY BUKODUCTOBYBAIH A
i y3araibHeHHA (apMaKOKiHETHYHIX napamerpiB 3a rpynamu
JiKyBaHHS.

|

19 J_Iemorpac[nqm MOKA3HUKH I[o6p0130m>u1 6ynH 3):LoposuM1/1 ,uopocﬂHMH ANOHKAMHU B
,HOCJ'HI[}K)/B&HOI nonynauii (crate, BiK, inBMeHOHaYBI, cepeiHii Bik cTaHoBuB 27,1 poky, cepeaniii IMT -
paca, ToLo) 20,87.

20 Pe3yanaTu eCl)CKTlleHOCTl He 3aCTOCOBHO.

1

Hebaxani sBuwa, ski 3a38uyaii CrIOCTEpiranmes BIPOLOBK YCBOTo
JIOCJI/DKEHHA, BKIIOYau NOPYIIEHHA MEHCTPYalbHOro LMKIY.
Yacrora HeGaxaHux ABHMLI YiTKO He Bifpi3HANAcs npu npuitomi
.npenapaTy HaTwle, Ticas cHilaHky i mo cHimawky. Ilomiphe
MiABULIEHHA piBHA Kamilo B KpoBi, ske crocTepiranocs y 1
21. Pesynsraru Gesnexu cyb’ekta, sika npuiinsna gosy 40 Mr micis chigamky Ha dasi

|6araTopasc)Boro npuiiomy, Oys10 nob6iyHUM eeKTOM, 110 NPHU3BEI0

,uo TIPUITMHEHHS TIPHITOMY JIOCJII,T_I}K)’BaHOFO npenapary, aje e

PpiBeHb HOpMaslisyBaBcs micns BiaMinu mnpenapaty. JKoaHux
] cmepreu abo cepiiosuux HebakaHHX SBUL NIPOTATOM YCBOTO
1; JTOCTI IDKEHHSA 3aPeECTPOBAHO He 6yn0

{
|
|
i
|
|
i
|

§ O,IlHOpaSOBa nepopaibHa n03a 10 80 Mr i 14-ntenni MIOBTOPHI
' mepopanbHi o3 g0 40 mr TAK-385 (pemyromikcy) nobpe
NEPEHOCHNIUCA  3[I0POBUMH  AMOHKaMH B npeMeHonaysi. [lpu
ZHPOBC,I[E:HHI oumox Oesnexu KOZIHMX KﬂlHllIHO 3HAUYIIHX 3MiH abo

22. BUCHOBOK (3aKJTHOUECHHA)
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BiZIXUTeHD BUABJIEHO He Oyno. ®apmakokiHetnka TAK-385
i’(penyronixcy) Oyna nponopuiitHoro 1031 B fianazoui 1103 Big 1 mMr
[fo 80 Mr Hatwie, onHak BoHa Oyna nponopuiiinoro 103i Big 10 Mr
710 40 Mr micns cHigaHky.

J‘TAK—385 (penyronikc) Hakonuuypaecs B opraismi npu 14-
JICHHOMY IIOBTOPHOMY MNpHiItOMi, omHak iioro KOHLEHTpalii
JI0CATand PiBHOBAXHOrO CTaHy mpotarom 7 nuiB. Koediuienr
EBHBGJIEHHX 3 ceyero TAK-385 (penyronikcy) craHoBHB MeHmuIe
3,5% posu. Tlpuiiom i SHHXKYBaB KoHIeHTpauiro TAK-385
(penyromixcy) B mnasmi. TAK-385 (penyronike) 3HMKYyBaB
CHPOBAaTKOBi KoHLeHTpauii JIT, E2, ©CI' ra NpPOrecTepoHy.
Konuentpauii E2 B  cupoparui NATPUMYBANHCA — HHXKYe

i

MEHONAY3anbHOTO PiBHA Mifl yac npuiiomy 14-neHnux MOBTOPHUX
n103 TAK-385 (penyronikcy).

|

_3aABHUK (BIACHHUK peecTpaLiiiHOro
TOCBITYEHHS) E

l

@Y RLTR "a.\‘.':’
| 728638} /,yfi/

i I Ao\, KOA A
S S |
—_— e e '__\%.\%9'} e
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Hoxarok 30

no Iopsanky nposenenns excreprusn peectpaniiinux
MaTepiallis Ha TiKapChKi 3aCO0H, L0 TIOAAIOTECA Ha JEpHKaRHY
peecTpaito (epepeecTpaiio), a TakoK eKcrepTH3n
MaTepialis PO BHECEHHA 3MIH [0 peecTpalliitnux Matepianis

MPOTAroM Aii peecTpauifinoro nocsimuenns (nynxr 4 posainy
V)

3BiT npo KaiHiyHe BUNpoOGyBannsa Ne 14

jl Hassa nmapésﬂkéro 3aco0y (3& PPieko

|HaABHOCTI -HOMEp i(Penyronilcc:-l-E:C“rpa,ui011+Hopemc:’re:pm-ly auerat, 40 mMr/1 mr/0,5 mr,
peecrpaumﬂoro IIOCB]IIHCHHH) ,Taﬁne'rm BKDHTI MTiBKOBOIO 060HOHKOI{))
2 3EIHBHPIK BAT “Feneou PIXTep” VropumHa

P o A ey S e
H

BAT “l"eueon PIXTep” Yropumﬂa (HepBMHHc HaKyBaHHﬂ
BTOpPUHHE NaKyBaHHs, KOHTPOIb AKOCTI, BUITYCK cepii);
‘3. Bupobuuk Ilareon Ink., Kanana (BupoGHULTEO Hepo3(hacOBAHOrO MPOAYKTY,
i |KOHTPOIb AKOCTI)
H

|

g4. [TpoBeneni mocnigxKeHHs: X  Tak O wHi SKIIO Hi, oﬁrpyHTyBaTu

1) THI ﬂlKa]JCbKOI"O 3ac06y, 3a
JsmMM [poBoUIaca abo
HﬂaHyeTbCﬂ peempaum

J .HlKapCBKHH 3aci0 3a MOBHUM JI0CKE (aBTOHOMHHM Jocke) (HOBa E
,zufoqa pevuoBHHA)

Blﬂ,KpHTe JOCIiJPKeHHS Mn{{mxapcmm B32EMOIi Q)azn 1 ana ouiHku
BILUIMBY araTopasoBHX MEPOPalbHUX 103 EPUTPOMILIMHY Ha
(bapmakokineTuky o/jHOpa30Boi nepopansHoi 103 TAK-385
(penyromikcy) ¥ 3I0POBUX OPOCIHX YOMOBIKIB Ta *KiHOK
(TAK—385/CPH—010)

‘5 IloeHa Ha3Ba kniHiuHOTO
BUIMPOOYBAHHSA, KOJIOBAHHUIT
HOMep KJiHi4Horo
BUIIPOOYBaHHA

i
|
|
;6. ‘®asa kiniuHOro
'BanoﬁyBaHHH

‘7 [lepion npoBeseHns |
KJIiHIYHOTO BanOGyBaHHH

329 .05.2012 mo 12.07. 2012p

8. Kpau—m JI€ TIPOBOJIIIOCS Cyﬁ €KTH 6ynn 3apaxoBaHi 10 neplo,uy MiKyBaHHSA B 07 OfHOMY LeHTpi B
KJ'IlH!'-lHE: BHHpOﬁyBaHHSl sInonii.

3annaHOBaHa 20

-9. KinekicTe gocmimkyBaHux
2 1 cpalc”rwma 20

| OCHOBHOPO METOI0 LBOrO J0CII/KEHHA 6yN0 [OCIi ke HHS BIUTHRY
i epquomuHHy Ha (papMaKOKiHETHKY OJHOpPa30BOI MepopanbHOi 103H
10. Mera Ta BropuHHi L TAK-385 (penyromikey) y 30POBHX I0POCTUX ANoHLIB 000X cTaTeil.
KIIiHIYHOrO BUIIPOOYBaHHs! BTOpHHHOI{) MeTOI0 OyJo JOCHNiIKeHHA BIUIMBY €pPUTPOMILMHY Ha
j 6e3nexy Ta [EPEHOCHMICTh OIHOPa30BOT l'IE:praJ'ILHOl no3u TAK-385
’ (penyronuccy) Y 3710pOBUX 0POCIHX ﬂl'lOHLllB 060x CTaTei.

11. Muzaiin kniniuyHoro

Bink UTe IOCTiIKeHHA MiXITiKapcbkoi B3aeMoii dazu 1.
BHHpOGYBaHHH ; PR DG P i §

12. OcHosHi xbm‘epu ! E . . i
310poBi 1opocii AnoHLi 060x crareii

I
BKJIKOUEHHSA

l13. I[OCJ'II,ZI,}KyBaHHH mxapcbmn '

3aC16 cnocid 3acTocyBaHHs, EPf:JrI),frmm«: TabneTkn no 20 Mr, nepopansHo
cnna it :
;

14. HpenapaT HOplBHﬂHHH noaa
cnoc;ﬁ 3aCTOCYBAHHA, CHIIA 1111

‘He 3aCTOCOBHO




154
48

Epl;ITpOMluHH Tabnetki o 100 wmr, 1200 Mr/106y (o 300 mr 4 pasu
Ha noﬁy), TnepopabHo

!l 3. CynyTHH Teparis

516. Kpmepu oLiHKH

; He 3acTocoBH
edexTuBHOCTI ; SEOEHD

e s
HeGaxani HBHLua (HH) }!(MTTEBI noxasumm Bara,
eneKTpoxapmorpaMa (EKI') Ta K.J'llHl'{Hl nabopaTopHi aHamsu

17. Kpurepii ouinku 6e3nexu

(1) KOHU,GHTp‘dHlH B I11a3Mi

KOHueHTpaLlll TAK-385 (penyronikcy) B mnasMi niacymoByBamu 3a
lxomﬁoro cxemoro 3actocyBans (TAK-385 (penyronikc) okpemo ta B
KoMOiHaUil 3 epUTPOMILMHOM) MPOTATOM KOXKHOTO 3allIAHOBAHOTO
inTepBany Binbopy npo6 i3 BUKODMCTAHHAM ONHCOBOT CTATHCTHKL
[padiku yacoux npodinis ans koHuentpauiit y niasmi TAK-385
(pemyromikcy) (immmBinyansui pgami Ta cepeami apudmervuni 3i
‘c*raH,uapTHHM Bigxunennam (CB) - 1n1s kKoxHOro) 6ynu cTBOpeHi s
KO3KHOI CXEMH 3aCcTOCYBaHHS. cDapmalcomHemqm (®K) mapamerpu
[3a BuHATKOM AUMC(0-tlqe) i AUMC(0-inf)] niacymoByBanu 3a
KoKHIM nepiogoM 3 BUKOPHCTAHHSM OMHCOBOI CTATUCTUKH.
JHBocropouni goBip4i intepsanu (1) (piBeHb JoBipyoro koedilienTa;
90% i 95%) BigHOweHHA MiX CXeMamH  3aCTOCYBAHHS
(koMGiHauin/okpemo) po3paxoByBanu Ha OCHOBI aucHepciiiHOro
aHanizy (ANOVA) 3 mHarypanbHUMH JIOT-TpaHC(OPMOBAHUMU
3HaquHﬂMu AUC(0-inf) ), AUC(0-120), AUC(0-tlgc) Ta Cmax TAK-
385 (penmyronikcy) B sAKOCTI 3al€KHMX 3MIHHHUX Ta CXeMaMH
g 3aCTOCYBAHH B KOCTI (ikcoBaHUX edekTiB. BuiesasHaueHuit ananis
| }rakoxc npoBoquBcsa Oe3 nor-Tpchd)opmaun g posigku. Jlor-
5 'rpchq)opmoBaHL sHaveHHs Tmax, MRT i Az Takox ouiHoBanu
, @HANOTIYHMM 4MHOM y pasi notpeGu. Kpim Toro, Gyam mposeaeHi
E f,neaxi aHaNli3u BIAMOBIAHO [0 cTaTi.

§ (2) KoedimienT BiBeIeHHs 3 ceuero

Kymynsarusni koedinicntn Busenenns TAK-385 (penmyromikcy) 3
"ceqelo (Yo mo31) mifcyMOBYBaNH 3@ KOKHOKO CXEMOIO 3aCTOCYBAHHS
jnpomrom KOMHOI0 3amjaHOBaHOro iHTepBaly Bigbopy mpo6,
BUKOPMCTOBYIOUH OIMCOBY CTAaTHCTHKY. ['padhiku wacoBux mpodinis
JUISL KyMyaTUBHUX Koediuientis euBenenns TAK-385 (penyronikcy)
3 cevero (iHauBigyaneni nawi Ta cepemni apudmernuni 3 CB s
'KO}KHOI‘O) 6ynH CTBOpeHI JUIst I{O)KHOI CXEeMH 3aCTOCYBaHHS.

3aran0M ,T_U'.lﬂ 1ILOrO llOCJ'Illl}KeHHS 6yJ10 obcTekeHo 48 cy6’ €eKTiB. 3
Hux 20 oTpuMyBanH HochifkysaHnit npenapar. ¥ BuGipmi mma K
aHamizy Bik (CepelHE 3HaYeHHA + CB) cra”oBus 27,8 + 3,88 poky y
HonoBikis, 24,4 + 3,44 poky y xiHok Ta 26,1 £ 3,97 poky y Beix
‘ ; " cy6’enma 3p1CT cranoeuB 170,1 + 3,54 cm, 157,5 + 4,33 cm 1a 163,8
G P # 7,52 cM BiAMOBIAHO; Bara cTaHoBUIA 65,34 + 6,014 kr, 50,25 + 6,470
;(CTaTL’ By Ao, TON0) kr Ta 57,80 + 9,843 kr signosizmo; IMT cTanoBUB 22,49 + 1,488
5 kr/M2 20,17 £ 1,947 xr/M2 i 21,33 + 2,064 kr/m2 BigmoBinHo, He
| BUABIAOYM CYTTEBUX BiJIMIHHOCTEH MiX 9ONIOBIKaMM Ta XiHKaMH, |
| Kle 3poCTY Ta Barm. !

|
!
|
|

18. CraTucTHYHI MeTOH

[19. Hemorpadiuni nokasHUKH

‘2(} Pesynbram eq)eKTMBHOCTl He SaCTOCOBHO

v BH6lpI_I1 s aHamzy GesneKH YacToTa HeO@KAHUX ABHLL TiA Yac
| JiKyBaHHA cTaHoBHIA 35% (7/20 cy6’ekTiB, 7 noAii) y BCix cy6’ ekTiB.
, Yactora HeGakaHMX ABMIL MiJl Yac KOXKHOrO Iepioly JNiKyBaHHS
21. Pesynbratu Gesneku ctaHoBuna 5% (1/20 cy6’exTiB, 1 BUMA0K) y iepio puitoMy TinbKH
| penyromkcy, 0% (0/20 cy©’extiB, 0 BHUmagkiB) y mepiog npuﬂomy;

bk eputpomiuuny Ta 30% ( 6/20 cy6’ekTiB, 6 moniii) y mepion |
KOMOIHOBAHOro 3acTocyBaHs. Yci Hebakani sABHINA TMix dac)
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f JEJIiKYBaHHH CHOCTEpPIrauch TiNbkK y kiHok (70%, 7/10 E‘Sfﬁ’EKTiB, 7|
i MoJii) Ta BKIIOYAIH NOPYIICHHS MEHCTpyallbHOro HUKny (50%, 5/10
’)KiHOK), meTpoparito (10%, 1/10 xinok) Ta aiapero (10%, 1/10 HKiHOK).
g EBci HeDaKaHi ABMILA BBaXanucs [OB’A3AHUMH 3 JOCTiKYBaHUM
{‘ TpenaparoM, Oy/M JIETKMMH 3a CTYNEHeM TSKKOCTi Ta MHHYIH Oe3
5‘ Oyab-KOro NikyBaHHS.
' KuniniyHo 3Ha9ymux 3MiH KIiHiYHEX nabopaTopHuX napamerpis (Ximii
CHpOBAaTKH  KpOBIi, remaroiorii Ta aHanisy ceui), IKHTTEBHX
%noxasnﬂKiB, MacH Tina ta pesynstatie EKT y xoasoro cy0’exTa He

jcrocTepiranocs.

il'lpu sacrocyBanHi TAK-385 (penyronikcy) y kom6isauii 3
i EpUTPOMILMHOM  ekcriosuiis TAK-385 (pemyromixcy) B mnasmi
22. BUCHOBOK (3aK/TIOYeHHS) 30inbwyBanacs npubnHzHO B 6 pasie, XKoauoi Bisuuni B T1/2 Ta
j HUPKOBOMY knipenci  (CLr) Mikx nepiomoM  koMGiHOBaHOTO
; 3aCTOCYBaHHS Ta MepiogoM MOHoOTeparii peyronikcom He 6yi1o.

|
|
e
|

3asBHUK (BIACHUK :
PpeecTpartiitHoro moceigyeHHs)
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