Annex 30

to the Procedure for Conducting Expert
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-
Registration) and for Expert Evaluation
of Materials about Introduction of
Changes to Registration Materials during
the Validity Period of Registration
Certificate (item 4 section IV)

Clinical study report

Nel

1. Name of medicinal product (registration
certificate No, if available )

Elibria XR, 32mg and 48 mg, prolonged release

2. Applicant

UAB «Farmlyga», Republic of Lithuania

3. Manufacturer

Ache Laboratorios Farmaceuticos S.A., Brazil

4. Studies conducted:

Yes

The  process of developing  betahistine
dihydrochloride as a prolonged-release tablet
followed a rigorous pharmacokinetic evaluation
process to understand the behavior of the new
pharmaceutical form under differentconditions. The
clinical evaluations to which the  prolonged-
release  betahistine dihydrochloride formulations
were subjected were aimed at evaluating the
pharmacokinetic  profile in single-dose and
multiple-dose studieswhen administered once daily.
The immediate- release drug product administered
twice daily was used as a comparator in these
studies (Betaserc® - Abbott). Other
pharmacokinetic studies were also conducted in
order to evaluate the effect of feeding on the
prolonged release betahistine dihydrochloride
plasma bioavailability and also to evaluate the
pharmacokinetic  proportionality  between the
concentrations of 32 and 48 mg.

1) type of medicinal product, which has
been or will be registered

hybrid

5. Title of clinical trial, code number of
clinical trial

PBDS007/12 - Single Dose Study to evaluate the
pharmacokinetic behavior of the drug Betahistina
Dihydrochloride ~ Betaistina Dihydrochloride XR
48mg (Test 1 - Aché Laboratérios Farmacéuticos
S.A.) in the form of a coated extended-release
tablet and Betaistina Dihydrochloride XR 48mg
(Test 2 - Aché Laboratérios Farmacéuticos S.A. ) in
the form of a coated extended-release tablet in
relation to Betaserc® 24mg (Solvay Farma
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Ltda) in the form of a simple tablet, in healthy
volunteers of both sexes and fasting, using Liquid
Chromatography techniques.

6. Phase of clinical trial

Phase I (Pharmacokinetic Study — Single Dose)

7. Period of clinical trial

from November 2012 till December 2012

8. Countries, where clinical trial has been
conducted

Brazil

9. Number of trial subjects

planned: 18
actual: 12

10. Objective and secondary endpoints of
clinical trial

Primaries: Cmax, ASC(0-t);

Secondary: ASC(0-0) , Tmax, T1/2, Kel,
ASC_%extrap.

11. Clinical trial design

Monocentric,  open, crossed, randomized,
prospective, three treatments (Reference, Test 1
and Test 2), three periods (1, 2 and 3) and six
sequences.

12. Main inclusion criteria

Individuals between 18 and 50 years old; with BMI 4
Body Mass Index ranging from 18.50 to

24.90 and may vary up to 15% in relation to the
upper limit (18.50 to 28.63); subjected to a clinical
evaluation and considered healthy; and who freely
agreed and signed the consent form, after all the
essential elements of the protocol had been
clarified, before any procedure.

13.  Investigational medicinal product,
mode of administration and strength

In each period, the participants received, orally, a
48mg dose of Betahistine Dihydrochloride
corresponding to 1 prolonged-release tablet of the
Test 1 drug product given in a single dose or 48mg
of Betahistine Dihydrochloride corresponding to 1
prolonged-release tablet of the Test 2 drug product
administered in a single dose, according to the
randomization list, together with 200mL of water
after a period of at least 10 hours offasting (before
administration of test 1 or test 2 drug product or the
1st dose of the reference drug product) or 4 hours
of fasting (before the administration of the 2nd dose
of the reference drug product). The research
participants were instructed to take the drug
products whole, not being able to break or chew
them,

14, Reference product, dose, mode of
administration and strength

24 mg, Betaserc® (Betahistine Dihydrochlore)

- Abbott Healthcare S.A.S, equivalent to 1 simple
tablet of the reference drug product given twice
every 12 hours (totaling 48mg)

15. Concomitant therapy

NA

16. Criteria for evaluation efficacy

The 90% confidence interval of the ratio (T/R)
between the geometric means calculated by theleast
squares of ASC(0-t) and Cmax transformed into
Ln, must be between 80 and 125%.
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17. Criteria for evaluation safety

Clinical tolerability (signs and symptoms, adverse
events, laboratory parameters), BHCG for women
before each study period, vital signs (blood pressure,
temperature and pulse rate) and ECG.

18. Statistical methods

Calculations of pharmacokinetic parameters were
processed using WinNonlin 6.x (Phoenix) software
(default).

19, Demographic indices of studied
population (sex, age, race, etc.)

Population anthropometric data, healthyvolunteers of
both sexes who completed thestudy (n=12):

Age: 32 (£5.19) year

Weight: 64.18 (+7.85) Kg

Height: 1.64 (£0.08) m

BMI: 23.79 (£1.72) Kg/m?

20. Efficacy results

The results obtained meet the acceptance criteria
specified in the protocol.

21. Safety results

The clinical trial proceeded normally with no
occurrence of serious adverse reactions, In the study
in question, some pre-study tests presented results
outside the reference values, but they were analyzed
by the responsible medical team and considered to
have no clinical significance. Some volunteers
presented post-study exam values outside normal
limits. These volunteers were evaluated by the doctor
and, for those whose changes were considered
clinically significant, clinical monitoring was carried
out. All these exams were described in the
volunteer's clinical record with their respective
justifications.
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22. Conclusion (summary)

Based on the results obtained in the present study, it
is concluded that the drug products test |
(Betahistine Dihydrochloride XR 48 mg - Aché
Laboratorios Farmacéuticos S.A.) in the form of a
prolonged- release coated tablet and test 2
(Betahistine Dihydrochloride XR 48 mg - Aché
Laboratérios Farmacéuticos S.A.) in the form of a
prolonged-release coated tablet versus the reference
(Betaserc® 24mg - Solvay Farma Ltda.) in the form
of a simple tablet, are bioequivalent, under fasting
conditions.

e

Applicant (Registration
Certificate holder)

: 1xna
Aleimantas K

(surname, name, father’s name)
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Jonarok 30

1o TTopsKky poOBeeHHs eKCIIePTH3H
peecTpauiifHuX MarepiaiiB Ha JiKapchKi
3aco0u, 110 MOIAI0ThCA Ha ICPKaBHY
peecTpariio (mepepeecTpaiio), a TaKo®K
eKCIIePTH3H MaTepiajliB PO BHECEHHS
3MiH JI0 peecTpaniiHiX MaTepiaiiB
MPOTATOM il peecTpaiifHoro
HOCBI/TYEHHS

(myHKT 4 po3ainy IV)

3BIT Nel

npo KJaiHi4

He BUNIPOOYBAHHS

1. Ha3ga nikapcbkoro 3aco0y (3a HasBHOCTI
- HOMEp peecTpalliiHOro MoCBi[YeHHS )

Eni6pis XR, TaGnetku nponxonrosanoi aii, mo 32 mr
Ta 48 Mr

2. 3a9BHHK

3AT «®apmiray, Jlutosceka PecriyOnika

3. BupoGuuk

Amwe Jlabopatopioc ®apmaceytikoc C.A., bpazunis

4. IlpoBeneni gocmimKeHHSs:

Tax

[Tpouec po3poOku GeraricCTHHY JUT1APOXJIOPHIY Y
(dopmi TabrneTox TIPOJIOHTOBAHOT ot
CYNPOBOKYBaBCS peTesbHIM poLecoM
(dapMakoKiHETHYHOT  OIIHKH Ui PO3YMIiHHS
XapakTepy NposiBiB HOBOI Jikapchkoi Gopmu 3a
pisHuX ymoB. KuiHiuHi JOCHIIKEHHS, SKHAM
i 1aBaaucs npernapaTu OeraricTuny
TUTIIPOXJIOPUAY  I[pOJIOHToBaHoi i,  Oymu
CIpsMOBaHI Ha OUIHKY (apMaKOKIHETHYHOTO
npodino B JOCHIKEHHAX 3 OJHOPA30BUM Ta
GaratopazoBHM NPHIOMOM ITPH 3aCTOCYBAHHI OTHH
pa3 Ha no0y. [Ipenapat 3 HeraifHUM BUBITbHEHHSIM,
KM  3acTocOoByBanM  ABiui  Ha 100y,
BHKOPHUCTOBYBAIH SIK ITperapar MOpiBHSAHHS B [IUX
nociiukennsx (beracepk® - A66oTT). Takox Gyiu
poBeJieH] 1 (hapMaKOKiHeTHYHI TOCTIIKEHHS 3
METOK OIIHKH BIUIMBY mnpuitoMmy Dxi Ha
GiogocTynHicTe  OeTaricTHHy  AUTiIPOXIOPHIY
MPOJOHroBaHol Ail y miaa3Mi KpoBi, a Takox 3
METOIO OIIIHKH (dhapMakoKiHETHIHOT
IPONOPLIHHOCTI MiXk KOHIeHTpallismMu 32 Ta 48 mr.

1) Tin JikapebKoro 3acoly, 3a AKUM
MpoBoiMsIacs abo MIaHyeThes peecTpaltis

Lla 3asBka nojaerbca Ha riOpujaHuil JiKapchbKui
3aci0.
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5. [ToBHa Ha3Ba kiiHiyHOro BUnpodysanusa,|PBDS007/12 — JlocniukeHHst Ui OZIHOPa30BO1

KOJIOBAaHUH HOMEp KIIIHIYHOTO O3M 3 METOK  OLIHKH  (hapMakOKiHETHKH
BUIIPOOYBaHHS nikapceKoro 3aco0y berarictuny Jlurinpoxnopuay
(Betahistina Dihydrochloride) - beraricruny

Jlurigpoxmopuny XR (Betaistina Dihydrochloride
XR) 48mr (BunpoOysanns 1 - Ame JlaGopaTtopsoc
dapmaceytukoc C.A.) y popmi tabraeTku, BKpHTOT
000JIOHKOI0, 3 NMPOJIOHTOBAHUM BHBITHHEHHSM Ta
beraricruny urinpoxmopuny XR  (Betaistina
Dihydrochloride XR) 48wmr (BunpoOyBanus 2 -
Ame JlaGoparopeoc @apmaceytukoc C.A.) y
Y dopmi  Tabnerku, BKpUTOI  00OJOHKOW, 3
‘ MPOJTOHTOBAHHM BHBIJIBHEHHSAM Y TOPIBHAHHI 3
| beracepk® 24 mr [Conbgeit @apma Jltaa. (Solvay
| Farma Ltda.)] y dopmi Ttabnetku HeraiHOro
| BUBIIBHEHHS, Y 310poBUX J100poBOsbIiB 000X
cTaTel HaTecepiie, 3 BUKOPHCTAHHAM METOJIB
1 piznHHOT XpomaTorpadii.

| 6. ®aza KIiHIYHOro BUIIPoOyBaHHS Paza | (PapmakokiHeTHYHE JOCTIDKEHHS -
0JIHOPA30Ba J103a)

7. Ilepion npoBeieHHs KIHIYHOTO 3 JIucronana 2012 poky no ['pyaens 2012 poky
BUITPOOYBaHHA

8. Kpaiuu, ne mpoBoauiocs KiiHivyHe bpazumis

BUITPOOYBaHHA

9. KinbKiCTh JOC/IIKY BAHHX 3ariaHoBana: 18

dakTuuna: 12

10. MeTa Ta BTOpHHHI L1 KIIHIYHOTO ITepeunni gani: Cmax, ASC(0-t);

BUNPOOY BAHHS Bropunni: ASC (0-0), Tmax, TI1/2, Kel,
ASC_%extrap.

11. JInzaiin knigiyHoro BunpoOyBaHHs MoHoOIeHTpHYHE, BIZKPHTE, nepexpecHe,
paHIOMi30BaHe, TPOCHEKTHBHE, TPH METOIN
mikyBaHHs (pedepentHe, BHmpoOyBaHHsS | |
BUnpoOyBanHs 2), Tpu nepioau (1, 2 1 3) i wiicts
[OCIIII0BHOCTEI],

12. OcHOBHI KpuTepii BKIIOYSHHS Oco6u Bikom Bij 18 10 50 pokis; 3 IMT - ingexcom
MacH Tia B mexax Big 18,50 nmo 24,90, moxe
KoauBaTucss 10 15% BiZIHOCHO BepXHBOT MexKi
(18,50-28,63); sxi npoiiian KiiHiYHEe 00CTEKEHHs
1 BB@KAIOTHCSH 3/I0POBHUMH; SIKi H0OpOBIIBHO
MOTOWIHNCS 1 THAMHCaTH (GopMy 3roJH Iic/s TOro,
K iM Oynau po3'sacHeHI BCi CYTTEBI €JIeMEeHTH
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NpOTOKONy,  neped  modaTkoM  Oyns-sxol
TIpOLIELY PHL.
13, JocnimayBanuit nikapcekuit 3aciG, Y KOXHOMY Tepiofli YYacHHKH OTPUMYBAIH
crioci 3acTocyBaHHs, cHiIa il nepopansio 48 wmr  JI3  DBeraricTHRY

Iurinpoxmopuy, o Biamoeimae 1 Tabmermi
nponoHropaHoi  gii  Jikapcekoro  3acoby
BUIIpOoOYyBaHHA 1, AKy NpHitMaiy o01HOpa3oBo, abo
48 wMr JI3 Dberarictuny Hurimpoxmopmpu, mio
Bimmopizmae 1 Talmerni npononroBaHoi  Ail
nmikapcbkoro 3aco0y BHNpoOyBaHHA 2, SKY
npuiMany OAHOPa30BO, STiAHO 31  CIHCKOM
panzgomisauii, pazom 3 200 M Boam micns
moHaliMenme 10-rogusHoro ronogyBaHHs (nepen
npHuiioMoM 1mpenapaTy BHOpoOyeaHHZ 1 abo
BUNpoOyBaHHA 2, abo 1-i mo3m pedepeHTHOrO
npenapaty) a0 4-roJMHHOTO TONOAYBaHHs (Tepex
HpuiioMoM 2-1 mo3u pedepeHTHOTO IIpenapary).
Y4yacHHMKM BUTIpoOyBaHHS OyIM IPOiHCTPYKTOBAHI
npuiiMaTd  Jikapebki  3aco6M  uinmMM, He
pPO3JIaMyIOUH i HE PO3XKOBYIOUH iX,

14, Ilpenapat nopisusHNA, No3a, cniociG |24 mr, Betacepx® (GeTaricTHHY AUTiAPOXIIOpH)

SACTOCYBaHHA, Chila il - Abbott Healthcare S.A.S., exsiBanentno 1
TabneTIi HeralHOro BHBINBHEHHA pedepeHTHOrO
npernapary, o IpuitMaeTbes IBigi KoxkHi 12 rogun
(zaramoMm 48 mr)

15, CynyTHs Tepamnis H3
16. Kpurepif ontinku edhexTrsHoCTI 90% noBipunit inTeppan BimHomenHs (T/R) mix
cepenHiMH reOMEeTPHYHHMH 3HAYEeHHSAMH,

po3paxOBaHHMHM 33  METOAOM  HalMEHINHX
kBanpatie ASC(0-t) i Cmax, neperBopeHHMH B Ln,
noeuHeH 6yta Mix 801 125%.

17. Kputepif ouinku fesnexn Kniniuna nepeHocumicTh (O3HAKH T4 CHMIITOMH,
nobiuni peaxuii, naboparopui moxasuuku), f-XI'JI
I KIHOK  mepel  KOMWCHHM  mepiogom
BHIIPOOYBAHH, XKHTTEBI IOKA3HUKY (apTepiaibHuit
THCK, TeMIIepaTypa Ta dacToTa ynscy) ta EKI,

18. CraTtucTHuHi MeTOIH PospaxyHKkH (papMaKOKIHETHYHHMX MapaMerpiB
obpobnanu 32 JONOMOrOK  IpPOrpaMHOTO
sabesneuesHs  [BimHomnmin  6.x  (Demixc)
(WinNonlin 6.x (Phoenix))] (3a 3amMoBuyBanHsaM).
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19. Hemorpadivuni nokasHaKu
nociIxyBaHo! nomy il (cTaTh, BiK,
paca, ToIO)

[Morrynsauilini aHTPONOMETPHYHI JaHi, 3JOpOBi
mobpoBoabui  obox craredf, ki 3aBepHIMIH
nocnimpkeRHs (n=12);

Bik: 32 (£5,19) poxy
Bara: 64,18 (£7,85) xr
3pict: 1,64 (£0,08) m
IMT: 23,79 (£1,72) xr/m?

20, PeayanTatit edeKTMBHOCTI

OTpuMaHi pe3yJbTaTH BiNIOBINAIOTL BKA3AHHM Y
[IPOTOKOIIi KPUTEPIAM IIPUHHATHOCT].

21. PezynbTaryn Oe3mexu

Kniniune BunpoOyBaHHS NPOTIKaAe HOPMANBHO,
0e3 BHHUKHEHH:A Ccepio3HuX moGiyHuX peakiiit. ¥
OOCJIDKEHH], Ipo SKe Hae MOBa, AeAKi HOKIiHivHi
TECTH [IOKa3aJIi Pe3yNIbTaTH, IO BUXONMIH 38 MEKi
pedepeHTHMX  3Ha4yeHb, ane BOHH  Oymm
[TpoaHaNi30OBaHi  KBaNi(DIKOMEZHOK  MEIHYHOK
CPYIOK 1 He Many KNiHivHOI 3HaYyIocTi. Y qesKux
OOpOBOJBUIB TOKa3HHKH IIiCIT  JOCHiKEHHS
RUXOOMIM 3a Mexi HopMH. Lli noGpoonsui Oynu
OLliHEHi JikapeM, i s THX, 4ui 3MiHH OyimH
BH3HAHI KJIIHIYHO 3HAYYIMUME, GYNO I[POBELEHO
KIiHIYAE criocrepexends. Bel umi mocmimkenns
Oynu onucani B KMiHIUHIA kKapTui oOpoBONBIA 3
BiNIOBITHUMH OOIPYHTYBAHHSAMH,

22, BUCHOBOK (3aKTIOYEHH)

Ha mincrasi peaynbTaTiB, OTPMMaHHX B JaHOMY
nocnifokeHni, MoOxxHA 3po0HTH BHCHOBOK, IO
BUIIPOOYBaHHA JiKkapchkoro 3acoby 1 (BeraricTuny
murigpoxnopun XR 48 mr, Ame Jlaboparopioc
(Dapmaceytikoc C.A.) y dhopumi Tabnerky, BkpuTol
060JI0HKOI0, Ta BUNPOGYBaHHS JIIKAPCHKOro 3acofy
2 (berarictuny murippoxnopuz XR 48 mr, Ame
JlaGopatopioc Papmaceytikoc C.A.)) y dopmi
TabneTkH, BKpHTOI 0OONOHKOIO, € OionoriyHo
ebextuBHUMH.  A) y  ¢Qopmi  Tabnerxu
NnpoaoHroBaHoi  mil, BKpHTOl  OOOJOHKOID,
NOPIBHAHO 3  pedepeHTHHNM  HpenapaToM
(beracepk® 24 mr, TOB «Conseit ®apmar) y hopmi
TabIeTKH HeTaiHoro BHBLJIBLHEHHS, €
OiOCKBIBANIEHTHHMH  3a  YMOB npuitoMy
HaTIIeceple.

3asgBHUK (BJTACHHK
peecTpanifHOro moCcBiAYEeHHN)

(mizmic)
Anzimanmac Kynemic

(I1.1.B)
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Annex 30

to the Procedure for Conducting Expert
Evaluation of Registration Materials
Pertinent to Medicinal Products

Registration) and for Expert Evaluation
of Materials about Introduction of

the Validity Period of Registration
Certificate (item 4 section [V)

Submitted for the State Registration (Re-

Changes to Registration Materials during

Clinical study report

Ne2

1. Name of medicinal product (registration
certificate Ne, if available )

Elibria XR, 32mg and 48 mg, prolonged release

2. Applicant

UAB «Farmlyga», Republic of Lithuania

3. Manufacturer

Ache Laboratorios Farmaceuticos S.A., Brazil

4. Studies conducted:

Yes

The  process of developing  betahistine
dihydrochloride as a prolonged-release tablet
followed a rigorous pharmacokinetic evaluation
process to understand the behavior of the new
pharmaceutical form under differentconditions. The
clinical evaluations to which the  prolonged-
release  betahistine dihydrochloride formulations
were subjected were aimed at evaluating the
pharmacokinetic profile in single-dose and multiple-
dose studies when administered once daily. The
immediate- release drug product administered twice
daily was used as a comparator in these studies
(Betaserc® - Abbott). Other pharmacokinetic
studies were also conducted in order to evaluate the
effect of feeding on the prolonged release betahistine
dihydrochloride plasma bioavailability and also to
evaluate the pharmacokinetic proportionality
between the concentrations of 32 and 48 mg.

1) type of medicinal product, which has hybrid

been or will be registered

5. Title of clinical trial, code number of |PBDS018/14 - Evaluation of the relative

clinical trial bioavailability = of the drug  Betahistine
dihydrochloride - Betahistine dihydrochloride

48mg (Aché Laboratérios Farmacéuticos S.A.) in
the form of a coated extended-release tablet versus
Betaserc® 24mg (Abbott Healthcare S.A.S.) in the
form of a simple tablet, both in steady state , in
healthy volunteers of both sexes and fasting, using
Liquid Chromatography techniques

CTAHO 3 QPUTIHALG

6. Phase of clinical trial

Phase I (Pharmacokinetic — Multiple
Dose/Steady State) IprHa TOJOXKAEH

7. Period of clinical trial

from November 2014 tit Décember 2014

Vi




8. Countries, where clinical trial has been  |Brazil

conducted

9. Number of trial subjects planned: 40
actual: 30

10. Objective and secondary endpoints of
clinical trial

Primaries: Cmax_t and ASCr, =24 hours
(interval dose of the test drug);

Secondary: Cmin_t, Cmedium, Tmin, Tmax,Float.
Complementary: Cpd

11. Clinical trial design

Monocentric, open, randomized, crossover, 2
treatments (Reference and Test), 2 periods (1 and 2),
2 subgroups, multiple doses.

12. Main inclusion criteria

Individuals between 18 and 50 years old; with BMI
- Body Mass Index ranging from 18.50 to

24.90 and may vary up to 15% in relation to the
upper limit (18.50 to 28.63); subjected to a clinical
evaluation and considered healthy; andwho freely
agreed and signed the consent form,after all the
essential elements of the protocol had been clarified,
before any procedure.

13. Investigational medicinal product,
mode of administration and strength

In each period, volunteers received, orally, a dose of
48mg of betahistine dihydrochloridecorresponding
to 1 coated extended-release tablet of the test drug
once a day on an empty stomach for 11 days or 24mg
of betahistine dihydrochloride corresponding to 1
simple tablet of betahistine dihydrochloride
reference medicine administered twice a day every
12 hours (totaling 48mg per day) on an empty
stomach for 11 days, according to the randomization
list, along with 200mL of water. The volunteers were
instructed to consume the medicines whole, not
breaking or chewing them.

14. Reference product, dose, mode of
administration and strength

24 mg, Betaserc® (Betahistine Dihydrochlore)

- Abbott Healthcare S.A.S., equivalent to 1 simple
tablet of the reference drug product given twice
every 12 hours (totaling 48mg)

15. Concomitant therapy

NA

16. Criteria for evaluation efficacy

The 90% confidence interval of the ratio (T/R)
between the geometric means calculated by theleast
squares of ASC(0-t) and Cmax_t transformed into
L.n, must be between 80 and 125%.

17. Criteria for evaluation safety

Clinical tolerability (signs and symptoms, adverse
events, laboratory parameters), BHCG for women
before each study period, vital signs (blood
pressure, temperature and pulserate) and ECG.

18. Statistical methods

Calculations of pharmacokinetic parameters were
processed using WinNonlin 6.x (Phoenix)software
(default).
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19. Demographic indices of studied
population (sex, age, race, etc.)

Population anthropometric data, healthyvolunteers
of both sexes who completed thestudy (n=30):
Age: 32.14 (£7.65) year

Weight: 66.46 (+11.67) Kg

Height: 1.66 (+0.08) m

BMI: 23.82 (+2.49) Kg/m?

20. Efficacy results

The results obtained meet the acceptance criteria
specified in the protocol.

21. Safety results

The clinical trial proceeded normally. In the study
in question, some pre-study tests presented results
outside the reference values, but they were analyzed
by the responsible medical team and considered to
have no clinical significance. Some volunteers
presented post-study exam values outside normal
limits. These volunteers were evaluated by the
doctor and, for those whose changes were
considered clinically significant, clinical monitoring
was carried out. All these exams were described in
the volunteer's clinical record with their respective
justifications.

22. Conclusion (summary)

Based on the results obtained with this study, it is
concluded that:

e Steady-state was achieved after 11 days of
drug administration (11 doses with a 24-hour
interval for the test drug and 22 doses with a
12-hour interval for the reference drug),
according to p-values of the steady-state
ANOVA table;

e The test products (Betahistine
Dihydrochloride 48 mg - Aché Laboratorios
Farmacéuticos S.A.) in the form of an
extended-release  coated  tablet and
comparator (Betaserc® 24 mg - Abbott
Healthcare S.A.S.) in the form of a simple
tablet, are bioequivalent, in a steady state
(after multiple doses) and in a fasting
condition.

Applicant (Registration
Certificate holder)

: \ \%}

Easenean i ,,, .-.MMM
(signature) L parmiy@?® |,
{surname, name, father's name)
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Jomartok 30

Jo Iopsaky NpoReeHHA EKCIIEPTH3H
peecTpauilinux Matepianip Ha JiKapchbki
3acobH, 110 MONAIOTECS Ha AEPKABHY
peecTpauiro (nepepeecTpallito), a TAKOX
eKCIepTH3M MaTepialliB Mpo BHECEHHA
3MiH 0 peecTpaliliHuX MaTepianis
npoTaroM Iii peectpauiifHoro
NOCBiZUeHHA

(myuxT 4 poaginy IV)

3BIT Ne2
Apo KJaiHivne BUNpoOyBanHs

1. Hasea nikapcbkoro 3acoGy (3a HasBHocTi - [EniGpis XR, TabneTky npononrosanol aii, mo 32 mMrra 48

HOMep peecTpauiiHoro rnoceigueHHs) MT

2. 3a9BHHK 3AT «Dapmiira»

3. BapoGHuxk Ame Jlaboparopioc ®apmaceytikoc C.A.,bpazunis
4. ITpoBeneHi AOCTimKEeHHS: Tak

ITponiec po3poOku OGertaricTHHy AWrigpoxnopumy y
thopmi TabneTox nmponoHroeaHol Ail cynpoBorKyBaBcs
peTeNsHEM npolecoM hapMakoKiHeTHUHOT OLIHKH 1
PO3YMiHHA XapaxTepy NpOABiB HOBOT JIIKapCuKOl hopMH
32 pizHux ymoB, Kniviuni pocnmigxeHHs, AKHM
nigaasanHes npenapaTi GeTaricTHHY AHMAPOXIOPHIY
nponoHrosanol nii, OynH cnpaMoBaHi Ha OLIHKY
¢dapmakokinernuHoro rmnpodimo B mocnimkeHHsx 3
OJHOpa30BHM Ta DaraTopasoBHM TnpHiioMOM mpH
3aCTOCYBaHHI OXHH pa3 Ha noOy. [Ipenapar 3 HeraitHuM
BUBINTLHEHHAM, AKWH 3acrocoByBany Apiui Ha noby,
BHKOPHUCTOBYBAJM SK INpernapar NOPiBHEHHA B IWX
nocaimxennnx (Beracepx® - A66orr). Takox Gynu
npoeedeHi iHmi apMakoKiHETHUHI JOCHIIKEHHA 3
METOIO OLiIHKY BIUIHBY npuitomy Dki Ha GiopocTynHicTs
OeTaricTHHy IHriIpOXNOPHAY MNpPONOHroBaHol Ail y
nnasMi - KpoBi, A& TakoX 3 METOI  OLiHKH
(hapMaKOKiHETHUHOT nponopuitiHocti MixK
KOHUEHTpauiaMu 32 Ta 48 mr.,

1) Tun nikapcsxoro sacofy, 3a AKHM [ 3asBKa NIogaeTLCs Ha riOpRAHKHA nikapebkuii 3aci6.
nposoAnnaca abo nuaHyeTbCA peecTpalis

5. [ToBHa Ha3Ba KniHiYHOrO BUNpoOyBaHHs, PBDS018/14 - Ouinka igHocHOT GilomocTymHocTi
KOZOBaHMI HOMEP KiiHiuHoro sunpoOyeanns [Jlikapeskoro 3acoby Beraricrudy Jurigpoxnopux -
betaricruny  Hurigpoxmopun 48 wmr  (Awe
JlaGopatoproc Dapmaceytuxkoc C.A.) y  dopmi
TabIeTKH, BKpUTOl ODOJOHKOI, 3 NpPONOHrOBaHHM
BHBIIbHEHHAM Y nopiHAHHI 3 JI3 Beracepx® 24 mr




[A660oTT Xenckea C.A.C. (Abbott Healthcare S.A.S.)]
y Gopmi TabneTku HeraiHOro BMBINBHEHHA, AK Y
CTALliOHAPHOMY CTaHi, TaK i y 310poBHX 1006pOBOJIbLIB
ofox crareil Ta HarTuiecepue, 3 BHKOPHCTaHHAM
METOIB piAMHHOT XpoMaTorpadii

6. dasa kniHiYHOro BUNpoGyBaHHs

Daza | (PapmakokineTHuHe aocipkeHHs - Gararopasosi
1031/ cTanioHapHuii cTaH)

7. Iepioa npoBesieHHs KAIHIYHOTO
BUNpOOyBaHHA

3 nucronana 2014 poky no rpyaens 2014 poky

8. Kpaiuu, ne npoBoauniocs KiiHiuHe
BHUITPOOYBaHHs

bpasunis

0. KinpkicTb 10CTIIKYBAHHX

sartadosano: 40

daxtuuno: 30

10. Meta Ta BTOpHHHI Lii KJIIHIYHOTO
BUIPOOYBaHHSA

[Mepeunni: Cmax_t i ASCrt, 1=24 roaunu (iHTepBaIbHa
1034 J10CTI/KYBAHOTO Mpernapary);

Bropunni: Cmin_t, Cmedium, Tmin, Tmax, Float.

Jlonarkosi: Cpd

1. nzaiin kiaidivHoro BUnpoOyBaHHA

MoOHOLEHTpHYHE, BiJIKpHTE, paHaoMi3oBaHe,
nepexpecHe, 2 npenapard  (pedepeHTHHH i
BunpoOyranuit), 2 mnepiogm (1 i 2), 2 mniarpynu,
GaraTopa3oBi 103H.

12. OcHOBHI KpHUTEpiT BKIIOYEHHS

Ocob6u Bikom Biz 18 10 50 pokis; 3 IMT - innekcom macu
Tina B Mexkax Bin 18,50 no 24,90 i moske KonuBaTHed 10
15% BiagHocHo BepxHbOl Mexi (18,50-28,63); sxi
npoHuui  KIiHiyHe 0o0CTeXeHHS |  BBaKAKOTHCH
30POBUMM; siKi J0OPOBIIBHO MOrOAWIMCA | MiANMCAIN
dbopmy 3roau nicns Toro, sk iM Oynu pos'scHeHi Bci
CYTTEBI €NEMEHTH TPOTOKONY, TMepe NoYaTkoM Oyib-
AKOT NMPOLIELY PH.

13. HocnimkyBaHuit nikapcbkuii 3acif, cniocid
3acTOCYBaHHsA, cHa il

YV  KOKHOMY mepiofi 106pOBOJBLI  OTPUMYBATH
nepopasibHo 48 mr JI3 Berarictuny uriapoxnopua, wo
pianosizae 1 rtabnerui aociikyBaHOro npenapary,
BKpHUTIH oGononkoro, 1 pa3 Ha n00y Hatwecepue
nporsarom 11 pauie, a6o 24 wmr JI3 berarictuHy
Jlurigpoxnopua, wo sianosigae 1 npocrii Tabnerui
beraricTuHy Hurinpoxsiopua, pedepeHTHOrO
npenapary, ASkui npuiimMany asivi Ha 100y koxHi 12
roauH (3aranom 48 mr Ha 100y) HaTUIiecepLE MPOTATOM
11 auiB, fK 3a3HAYEHO Y PaHAOMI30BAHOMY MEpPEiKy,

%ﬁ,{o P EeQ FCerk <7;’/‘ el % |

sanuBatoun 200 mn Boau.  JloGpoBonbui  Gynu
NPOIHCTPYKTOBAHI  BXKHMBATH KM  LIJIMMH,  He
PO3/1aMYIOUH | HE PO3/KOBYIOUH IX.
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14. INpenapat nopiBHAHHSA, 1034, crocid
3acTOCYBaHHA, cuia aii

24 wmr, beracepk® (beraricruny Jlurinpoxnopun
(Betahistine Dihydrochlore)) - A66otT Xenckea C.A.C.,
nopiBuioe 1 Tabnertui  HeralHOro  BMBIJIbHEHHS
pedepeHTHOrO npenapary, Ky NpuiMaroTh ABiYl KOXKHI
12 roauu (3aranom 48 mr)

15. CynyTHs Tepanis

H3

16. Kpurepii ouinku edekruBHOCTI

90% nosipunii inteppan BigHomenHs (T/R) wmix
cepeHiMK reoMeTPHYHHUMH 3HAYEHHAMH,
pO3paxoBaHWMH 3a METOJOM HaHMEHIUMX KBaJpaTiB
ASC(0-t) i Cmax_t, nepeTBOpeHUMH B Ln, noBuHeH
OyTH B Mexkax Bix 80 no 125%.

17. Kpurepii ouinku Gesneku

Kniviyna nepeHocuMicTh (03HAKM Ta CHMITTOMM,
noGiuxi peakuii, naboparopui nokasuuku), f-XI'JI ns
JKIHOK Mepesl KOXKHUM NepiosoM 10C/iUKeHHS, JKUTTEB]
MOKAa3HWUKK (apTepianbHHi  THCK, Temmneparypa Ta
yacToTa nmyascy) Ta EKI

18. CtaTHCTHYHI METOIH

Po3paxyHku (hapMaKOKiHETHUHHX napameTpis
00po6s/H 32 I0MOMOrO0 MPOrpaMHOro 3abe3neyeHHs
[BinHonnin 6.x (Denike) (WinNonlin 6.x (Phoenix))]
(3a 3aMOBYYBAHHAM).

19. JlemorpadiuHi MOKasHUKH A0CIIDKYBaHOT
nomysuii (cTare, Bik, paca, TOIIO)

[Tonynsuiini  aHTPONMOMETPHYHI  JaHi,  30pOBi
nobpoeosielli - obox  crartedf,  AKi  3aBepuUIMIM
noctipxerHs (n=30):

Bik: 32,14 (£7,65) poky
Bara: 66,46 (+11,67) kr
3pict: 1,66 (x£0,08) m
IMT: 23,82 (£2,49) kr/m®

20. Peaynbrati edekTHBHOCTI

OTpumani  pe3yabTaTH  BINOBIAAIOTE BKA3aHUM Y
MPOTOKOJI KPUTEPIAM MPHHHATHOCTI

21. PesyneraTi Ge3neku

KniniuHe J0C/HIIKEHHS NPOXOAWIO HOpMaibHO. Y
IOCITI/UKEHHI, PO AKe He MoBa, AesKi JOKIIHIYHI TECTH
MOKa3aJd  pesy/ibTaTH, 10 BHXOAWIM 3@ MexKi
pedepeHTHUX 3Ha4YeHb, ale BOHU Oyau npoaHalizoBaHi
KOMMETEeHTHOIO MEIMYHOK Tpynoo i Oyau BH3HaHI
[TAKKMH, 110 HE MAKOTh KJITHIYHOrO 3Ha4eHHs. Y Jeskux
106pOBOIBILIB MOKA3HUKY MIC/s JIOCIIKEHHS BHILLLTH
3a Mexki HopMHu. Lli noGpososbii 6y ouineHi nikapem,
i s THX, udi 3MiHM  OynM  BH3HAHI  KJIHIYHO
3HAYYLLIMMH, 6yno NpoBeIeHO K/TiHIYHe
crioctepexkenns. Bei ui gocnimkenns Oynu onucaxi B
KJIIHIUHIH  kapTui  A00poBOMBLUA 3 BiANOBIAHHMH
OOTpYHTYBaHHAMH.
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22. BUCHOBOK (3aK/II04YEHHS ) Ha ocHOBi pe3ynbTaTiB, OTPHUMAaHMX Yy LILOMY
JLOCAIKEHH], MOXHA 3p00MTH BUCHOBOK, 1110:

Crauionapuuii cran 6yB nocsruyTuit nmics 11
IHIB npuiiomy nikapeekoro 3acoby (11 no3 3
iHTepBaJIoM 24 roAMHM JUIS JI0CTiKYBAHOTO
npenaparty Ta 22 1034 3 inTepBanioM 12 roauH
s pedepeHTHOrO npenapary), 3riaHo 3 p-
3HAYEHHAMM TabaMUI CTALiOHAPHOrO CTaHy
ANOVA;

Jocnimkysani nikapeeki 3acobu (berarictuny
aurigpoxnopua 48 mr, Awe JlaGoparopioc
®apmaceyrikoc C.A.) y ¢opmi Tabnetku
nponoHropanoi Aii, BKpuToi 00070HKOW, Ta
npenapar nopisusHHa (beracepk® 24 wmr,
Ab66orT Xenckea C.A.C. ) y dopmi Tabnetku
HEeralHOro BUBIIbHEHHS € 010eKBiBAIEHTHUMH
npu cridikomy crani (nicas GaratopaszoBoro
npuiHOMYy) Ta NpH NpUHOMI HaTIecepLe.

3asBHUK (BJIACHHK

peecTpauifHOro NocBiAYeHHs)

(nignuc)
Aneimanmac Kyncmic

4
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Annex 30

to the Procedure for Conducting Expert
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-
Registration) and for Expert Evaluation
of Materials about Introduction of
Changes to Registration Materials during
the Validity Period of Registration
Certificate (item 4 section I'V)

Clinical study report
Ne3

1. Name of medicinal product (registration |[Elibria XR, 32mg and 48 mg, prolonged release
certificate Ne, if available )

2. Applicant UAB «Farmlyga», Republic of Lithuania
3. Manufacturer Ache Laboratorios Farmaceuticos S.A., Brazil
4. Studies conducted: Yes

The process of developing  betahistine
dihydrochloride as a prolonged-release tablet
followed a rigorous pharmacokinetic evaluation
process to understand the behavior of the new
pharmaceutical form under differentconditions. The
clinical evaluations to which the  prolonged-
release  betahistine dihydrochloride formulations
were subjected were aimed at evaluating the
pharmacokinetic profile in single-dose and multiple-
dose studies when administered once daily. The
immediate- release drug product administered twice
daily was used as a comparator in these studies
(Betaserc® - Abbott). Other pharmacokinetic
studies were also conducted in order to evaluate the
effect of feeding on the prolonged release betahistine
dihydrochloride plasma bioavailability and also to
evaluate the pharmacokinetic proportionality
between the concentrations of 32 and 48 mg.

1) type of medicinal product, which has hybrid
been or will be registered
5. Title of clinical trial, code number of |[PBIO021/15 - Evaluation of the pharmaceutical
clinical trial bioequivalence of the drug Betahistine
dihydrochloride — Betahistinedihydrochloride 48mg
(Aché Laboratérios Farmacéuticos S.A.) in the form
of a coated prolonged-release tablet under fasting
conditions versus Betahistine dihydrochloride 48mg
(Aché Laboratérios Farmacéuticos S.A.) in the form
of a coated tablet prolonged release after
standardized feeding, in healthyvolunteers of both
sexes, using LiquidChromatography techniques.




6. Phase of clinical trial

Phase I (Pharmacokinetic Study — Food-Effect)

7. Period of clinical trial

from June 2015 till June 2015

8. Countries, where clinical trial has been |Brazil

conducted

9. Number of trial subjects planned: 32
actual: 31

10. Objective and secondary endpoints of
clinical trial

Primaries: Cmax, ASC(0-t);

Secondary: ASC(0-0), Tmax, T1/2, Kel,
ASC_%extrap.

I 1. Clinical trial design

Monocentric, open, crossover, randomized,
prospective, two treatments (A and B), two periods,
1 subgroup, two sequences (AB andBA)

12. Main inclusion criteria

Individuals between 18 and 50 years old; with BMI
- Body Mass Index ranging from 18.50 to

24.90 and may vary up to 15% in relation to the
upper limit (18.50 to 28.63); subjected to a clinical
evaluation and considered healthy; andwho freely
agreed and signed the consent form,after all the
essential elements of the protocol had been clarified,
before any procedure.

13. Investigational medicinal product,
mode of administration and strength

In each period, volunteers received, orally, a dose of
48mg of betahistine dihydrochloride, corresponding
to 1 coated extended-release tablet of the test drug
on an empty stomach or

1 coated extended-release tablet of the test drug fed,
according to the randomization list, together with
200mL of water. In the fasting period the test was
administered after a period of at least 8 hours of
fasting while fed period the test drug was
administered 30 minutes afterthe administration of a
standardized breakfast. The volunteers were
instructed to consume the medicines whole, not
breaking or chewing them.

14. Reference product, dose, mode of NA
administration and strength
15. Concomitant therapy (NA

16. Criteria for evaluation efficacy

The 90% confidence interval of the ratio (T/R)
between the geometric means calculated by theleast
squares of ASC(0-t) and Cmax transformed into Ln,
must be between 80 and 125%.

17. Criteria for evaluation safety

Clinical tolerability (signs and symptoms, adverse
events, laboratory parameters), PpHCG for women
before each study period, vital signs (blood
pressure, temperature and pulse rate) and ECG.
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18. Statistical methods

Calculations of pharmacokinetic parameters were
processed using WinNonlin 6.x (Phoenix)software
(default). Statistical analyzes were performed in the
Bioequivalence Wizard module, which
automatically calculates confidence intervals and
estimates alladditional statistics necessary for the
study.

19. Demographic indices of studied
population (sex, age, race, etc.)

Population anthropometric data, healthyvolunteers
of both sexes who completed thestudy (n=31):

Age: 30.56 (£7.93) year

Weight: 69.63 (£7.99) Kg

Height: 1.70 (£0.08) m

BMI: 24.09 (+2.00) Kg/m?

20. Efficacy results

Pharmacokinetic parameters for the comparison
between the Test (fasting) and Test(fed)
Mean geometric ratio T/R (%)

e Cmax: 99.01(94.77 - 103.45)

e AUC(0-t): 94.95 (90.48 - 99.65)

21. Safety results

The clinical trial proceeded normally. In the study in
question. some pre-study tests presented results
outside the reference values. but they were analyzed
by the responsible medical team and considered to
have no clinical significance. Some volunteers
presented post-study exam values outside normal
limits. These volunteers were evaluated by the
doctor and. for those whose changes were
considered clinically significant. clinical monitoring
was carried out. All these exams were described in
the volunteer's clinical record with their respective
justifications.

22. Conclusion (summary)

The study demonstrated that the presence of food
does not have a significant impact on total
bioavailability of prolonged-release betahistine
dihydrochloride tablets and. therefore. the
possibility of dumping dose during its use in clinical
practice was ruled out. Regarding the drug product's
Tmax. a delay of 55% in time can be perceived to
reach the maximum plasmaconcentration when in
the presence of food (mean Tmax in fasting of 1.88
h and meanTmax after fasting 2.96 h) however this
delay did not influence the ¢lifiinat
compared to the fasted adi

Applicant (Registration

Certificate holder)

(signature) Ny
Algimantas Kupstvs "

(surname, name, father’s name)



Jonarok 30

1o Tlopsaaky 1poBeieHHs eKCIIepPTH3H
peecTpaniifHuX MaTepiaiiB Ha JIIKapchKi
3acobu, 10 MOJAI0TLCS Ha JIepKaBHY
peecTpaliro (mepepeectpaniio), a TakoxK
€KCIIePTU3U MaTepialliB 11PO BHECEHHS
3MiH JI0 peecTpalliifHuX Matepialis
NpOTATOM Jii peectpauiifnoro
MIOCBITYEHHS

(myHKT 4 posainy IV)

3BIT Ne3
npo KJaiHiuHe BUNIPoOyBaHHSA

1. Hassa nikapcnkoro 3aco0y (3a nassrocTi|[EniGpis XR, Tabnerku nposonrosanoi aii, mo 32 mr
- HOMEP peecTpanifHoOro MoCcBiI4eHHs) Ta 48 mr

2. 3asBHHUK 3AT «Dapmiira»
3. BupoOnux Ame JlaGoparopioc @apmaceytikoc C.A.,bpasunis
4. ITpoBeneHi noCIiKeHHS: Tak

ITpouec po3poOku OGeTaricTHHY AHTIAPOXIOPHIY ¥
dhopmi TabneTox IIPOJIOHTOBAHOT mii
CYNPOBOKYBABCS peTesbHUM POLECOM
(apMaKOKIHETHYHOI  OIIHKH 1A  PO3YMIHHA
XapakTepy HposiBiB HOBOI JiKapchkoi Gopmu 3a
pisHuX yMmoB. KniHiuni pocnijukeHHs, SKHM
1111aBaIuCs npenaparu OeraricTuny
JMTIIpOXJIOpUAY — mpojoHroBaHoi  aii, Oyim
CIpsAMOBaHI Ha OWIHKY (papMaKOKiHeTHYHOrO
npoisio B JOCHIDKEHHSX 3 OJHOpPA3OBHUM Ta
GaraTopa3zoBUM NPUHOMOM IIPH 3aCTOCYBAHHI OJIHH
pa3 Ha j100y. IIpenapar 3 HeraiftHUM BUBIJIBHEHHSM,
AKAH  3acTocoByBanM  JABiYi  Ha  J00y,
BHKOPHUCTOBYBAJIH SIK IIpernapar MOpiBHAHHSA B IIHX
nocnijukenHax (beracepk® - A66orT). Takoxk Oynu
npoBesieH] i GpapMaKoKiHETHYHI TOCITIDKEHHS 3
METOK) OIHKH BIJHBY mpHifloMy DKi Ha
GiomocTynHicTs  OeTaricCTHHY — JMTIAPOXJIOPHIY
NPOJIOHrOBaHOi il y 1uia3Mi KpoBi, a Takox 3
METOIO OLIHKH (hapMakOKiHETHYHOT
NPONOPIIHHOCTI MiXK KOHIIeHTpaltisiMu 32 Ta 48 mr.

1) Tan nikapeekoro 3acofy, 3a SKUM [la 3asBka momaeTbes Ha TiOpUAHHN JTIKAPCHKHI
npoBoHIacs ado IJIaHY€EThCS peecTpallis  [3acio.

: ; [ e peQ LletO :-;71-6‘6‘/ el -




L

5. [ToBHa Ha3Ba KJIIHIYHOTO BHNIPOOYBaHHS,
KOZIOBaHHI HOMEp KJIIHIYHOTO
BUNPOOYBaHHA

PBIO021/15 - Ouinka (hapmMaLeBTHYHOT
GioeKBiBaJIeHTHOCTI JliKapchKoro 3acoby beraricTuHy
Jlurigpoxnopua - berarictuny Jluriapoxsopun 48mr
(Awe JlaGopatopboc @apmaceytukoc C.A. )y dhopmi
TabeTKH, BKPUTOT 000JIOHKOK, MPOJOHroBaHol il
Hatiecepue Ta Berarictuny durizpoxnopua 48 mr
(Awe Jlaboparopsoc @apmaceytukoc C.A.) y popmi
TabyeTky, BKpUTOT 00ONOHKOI, MPOJIOHIOBAHOT Ail
nicjs CTaHAapTU30BAaHOTO NMpHifoMy ki, Y 310pOBHX
noGpoBosbLie 000X cTareit 3a J0NOMOroK MeTOAIB
piauHHOT Xpomartorpadii.

6. daza kiaiHigHOrO BUIIPOOYBaHHS

daza I (PapmakokiHeTHYHE JOCIIUKEHHS - BIUIMB
XapUOBHX IPOJYKTiB)

7. Ilepion npoBeieHHS KIIHIYHOTO
BUNIpOOYBaHHsA

3 yepBHA 2015 poky no uepsens 2015 poky

8. Kpainu, ne npoBoauiaocs KiiHigHe
BUNIPOOYBaHHSA

bpasunis

9. KinbKiCTh AOCIIIKYBAaHUX

3arIaHoBaHo; 32

(haxTHuHO: 31

10. Meta Ta BTOpHHHI LI KJIIHIYHOTO
BUIIPOOYBaHHs

[Tepeunni gauni: Cmax, ASC(0-t);

Bropunni:  ASC(0-0), Tmax, TI1/2, Kel,
ASC_%extrap.

11. JInzaiin KaiHiYHOrO BUNPOOYBaHHS

MOHOIEHTPHYHE, BiIKpHUTE, nepexpecHe,
paHJOMI30BaHe, IPOCHEKTHBHE, JBa METOIH
mikyBanHus (A i B), aBa nepioan, 1 miarpyna, agi
nocijioBHoCTi (AB 1 BA)

12. OcHoBHI KpuTepii BKIIIOYEHHS

Ocob6wu Bikom Bix 18 1o 50 pokis; 3 IMT - ingexcom
Macu Tina B Mexkax Big 18,50 mo 24,90, mo moxe
KoMMBaTtucs 10 15% BIIHOCHO BEpXHBLOI Mexi
(18,50-28,63); sixi mpoMay KiiHiYHe 00CTeKEHH
1 BB@KAIOTHCA 3J0POBHMH; SIKI J0OPOBLIBHO
NnoroMMcs 1 miamucanu GopMy 3roJiu micis Toro,
K iM OyaM po3'acHEHI BCi ICTOTHI eJIeMEHTH
[IPOTOKOITY, nepej  rnoyatkom  Oynab-akol
TIPOLIETY PH.

13. NocnimkyBanuii gikapcbkui 3aci6,
crioci6 3acTocyBaHHs, CHiia il

Y KOKeH 1epiofx J00pOBONBII  OTPHMYBAIH
nepopanbHo 103y 48 wmr JI3  Berarictuny
JMTIApOXTIOpHA, 10 Bianosigae 1  Tabmerwi
JIOCTIIIKYBAHOT'O  JIIKAPCHKOro  3aco0y, BKPHTIH
obonoHkol0, Hartmecepue abo 1  Tabmermi
[POJIOHrOBaHOI i, 10 BKpuUTa 0OOOJIOHKOIO,

JIOCIIIJDKYBAHOTO — Nperapary, SKy I[puiiMais,
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3TiHO 31 CIECKOM paHaoMizanii, pasom 3 200 mn
BOAM. Y TepioA TroioayBaHHSA BHIPOOYBaHHS
NPOBOJMJIM Ticisl LIOHAMMeHUIe 8-roAMHHOrO
roJIOlyBaHHs, TOAI SIK Yy Mepioa npuifoMy DKi
TOCTiDKyBaHli  nperiapar  BBOAMIH yepe3d 30
XBHJIMH IICIS NPHHOMY CTaHAAPTHOIO CHIJAHKY.
J106poBosIbill Oy/H MPOIHCTPYKTOBaHI CIIOKHBATH
JTiKapchKi 3acO0M IIJIMMH, HE PO3JIAMYIOUH Ta HE
PO3IKOBYIOYH 1X.

14, Ilpenapat nopisHsiHHS, 1034, cnioci6  [H3
3aCTOCYBaHHs, CHJIa JIil
15. CynyTHs Tepanis H3

16. Kpurepii oninkn epeKTHBHOCTI

90% nosipunii intepsan sixHomenas (T/R) mix
cepeHiMU reOMETPHYHHMH 3HAYCHHIMH,
pO3paxoBaHUMH 32  METOJAOM  HaWMEHIIHX
kBajapariB ASC(0-t) i Cmax, neperBopenums B Ln,
nosuHeH Oyt Mix 80 1 125%.

17. Kpurepii oninku Oesnexu

KJtliHiuHa nepeHoCHMICTh (03HAKH Ta CHMITOMH,
HebakaHi sBHINA, JAOOpPATOpHI MOKAa3HUKH), [B-
XI'JI s kiHOK mepel KOXKHHM  TIepiogoM
UTOCITIIDKEHHS, )KUTTEB] MOKA3HUKH (apTepiansHuii
THCK, TEMIIepaTypa Ta JacTtoTa myJjscy) Ta EKI.

18. CrarHcTHYHI METOIU

PospaxyHkn  (apMakOKiHETHYHMX TnapameTpiB
o0pobnsm  3a  JONOMOrOK  IPOrPamHOro
3abesneuenns  [BinHownin  6.x  (®enikc)
(WinNonlin 6.x (Phoenix))] (3a 3amoBuyBanHsM).
CrarucTHuHMI  aHaTi3 NPOBOJAMBCA B MOJYJII
«bioexsipanenc Bizapa» (Bioequivalence Wizard),
SIKHH AaBTOMATHYHO PO3PaXOBYE JIOBIpYi IHTEPBAIH
Ta OIIHIOE BCi JIOJIATKOBI CTATHCTHYHI JaHi,
HeoOXiHI A1 TOCIiDKEeH .

19. Jlemorpadiuni nokasHuku
OCITIIKY BaHOT Oy il (cTaTh, BiK,
paca, TOIIO)

[Tonmynauifini  anTponoMeTpuuHi JaHi, 370posi
106poBoiblli 000X  crarteif, sAKi  3aBepUIMIH
stociipkenns (n=31):

Bik: 30,56 (£7,93) poky
Bara: 69,63 (+7,99) kr
3pict: 1,70 (£0,08) Mm
IMT: 24,09 (£2,00) xr/m?
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20. Pesynbrati edeKTHBHOCTI

dapMakoKiHETHYHI [apamMeTpd Ul TOPiBHSAHHS
MiK JOCTIKYBAaHUM (HaTmecepie) Ta
JTOCITTI/DKYBaHUM (3 IpHHOMaMH ki)

Cepenne reomerpuyne BigHomenus T/R (%)

e Cmax: 99,01 (94,77 - 103,45)
e - AUC (0-t): 94.95 (90.48 - 99.65)

21. PesynbraTu Ge3nexu

KiiniuHe A0CTiUKeHHs NPOTIKAJI0 HOPMAaIbHO, Y
JIOCIIIJKEeHHI, TIPO sIKe iiie MoBa, ekl JOKJIiHIYHI
TeCTH MMOKAa3aJIk pe3yJIbTaTH, 0 BUXOIATE 3a MEXKi
pedepeHTHHX  3HayeHb, ane BOHH  OyiH
[POAHANI30BaHi  KOMIETEHTHOK  MEIHYHOIO
IPYNOIO 1 BU3HAHI TAKMMH, 10 HE MAlOTh KJIHIYHOT
3Hauymocti. Jleaki  noOpoBonbii  mokazanmm
pe3yIbTaTH MicHs JOCHI/DKEHHS, [0 BUXOIUIH 32
Mmexi Hopmu. Ili  moGpoBosbui Oynu  omiHeni
mikapeMm, 1 A THX, 4ydi 3MiHH Oynu BH3HaHI
KJIIHIYHO 3HA4yIIUMH, OyJI0 NpOBEJeHO KIIiHIuHE
criocrepexkerns. Bei ni obcrexenns Oysm onucani
B KJIIHIYHIH KapTii 70OpOBOJBIS 3 BIANOBIAHHMHE
OOI'pYyHTYBaHHSIMH.

22. BUCHOBOK (3aKJIIOYEHHS)

JlocmiUKeH S NIPOAEMOHCTPYBAJIO, 1o
NPUCYTHICTE DKi HE Mae CYTTEBOTO BILUIHBY Ha
3arajpHy OlogocTynHicTe Tabnetok bBerarictuny
Jlurigpoxnopua  npojoHroBaHoi i, a OTKe,
MOJJIMBICTE  JIEMIIHTY  J03H  [OpH  HOro
3aCTOCYBaHHI B  KIiHIYHIA mnpakTuii  Oyna
sukmouena. Illono Tmax npenapary, To 3aTpumMka
B yacl Ha 55% Moxe cnpuiiMaTHCs K JOCATHEHHS
MakCUMaJIbHOT ~ KOHIEHTpauii B 1miasMmi  1Ipu
npuitomi ki (cepeans Tmax Harmecepue 1,88 rox
1 cepennst Tmax micns npuitomy Dxi 2,96 rox).
O/IHAK 11 3aTpPUMKa HE BIUIMBaja Ha MpoQiib
eiMiHaLii MOPIBHAHO 3 MPHIOMOM HaTIECepIe.

3asBHUK (BJIIACHHK
peecTpaiifHoro nocBiJueHHs)

-
j;D, COIEL FEe A,

(mizmmc)

_ Aneimanmac Kyncmic
(IL1.B.)

Ny kpPain
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Annex 30

to the Procedure for Conducting Expert
Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-
Registration) and for Expert Evaluation
of Materials about Introduction of
Changes to Registration Materials during
the Validity Period of Registration
Certificate (item 4 section ['V)

Clinical study report
Ned

1. Name of medicinal product (registration |Elibria XR, 32mg and 48 mg, prolonged release
certificate Ne, if available )

2. Applicant UAB «Farmlyga», Republic of Lithuania
3. Manufacturer Ache Laboratorios Farmaceuticos S.A., Brazil
4. Studies conducted: Yes

The  process of developing  betahistine
dihydrochloride as a prolonged-release tablet
followed a rigorous pharmacokinetic evaluation
process to understand the behavior of the new
pharmaceutical form under differentconditions. The
clinical evaluations to which the  prolonged-
release  betahistine dihydrochloride formulations
were subjected were aimed at evaluating the
pharmacokinetic profile in single-dose and multiple-
dose studies when administered once daily. The
immediate- release drug product administered twice
daily was used as a comparator in these studies
(Betaserc® - Abbott). Other pharmacokinetic
studies were also conducted in order to evaluate the
effect of feeding on the prolonged release betahistine
dihydrochloride plasma bioavailability and also to
evaluate the pharmacokinetic proportionality
between the concentrations of 32 and 48 mg.

1) type of medicinal product, which has hybrid
been or will be registered
5. Title of clinical trial. code number of [PBDS 001/15 - Evaluation of the relative
clinical trial bioavailability of the drug Dihydrochloride
betahistine — Betahistine dihydrochloride 32mg
(Test 1 - Aché Laboratorios Farmacéuticos S.A.) in
the form of a coated extended-release tablet versus
betahistine dihydrochloride 48mg (Test 2 - Aché
Laboratérios Farmacéuticos S.A.) in the form of a
coated extended-release tablet. in healthy volunteers
of both sexes and fasting. using Liquid

Chromatography techgilgrﬁsf{ 0 3 OPUTTHAJIOM
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6. Phase of clinical trial

Phase 1 (Pharmacokinetic Study - Dose
proportionality)

7. Period of clinical trial

from June 2015 till June 2015

8. Countries. where clinical trial has been |Brazil

conducted

9. Number of trial subjects planned: 32
actual: 31

10. Objective and secondary endpoints of
clinical trial

Primaries: Cmax_D; ASC(0-t) D;

Secondary: ASC(0-00) D; Tmax; T1/2; Kel;
ASC_%extrap.

11. Clinical trial design

Open. randomized. 2 treatments (A and B). 2
sequences (AB and BA). 1 subgroup. 2 periods.
crossover and single dose.

12. Main inclusion criteria

Individuals between 18 and 50 years old; with BMI
- Body Mass Index ranging from 18.50 to

24.90 and may vary up to 15% in relation tothe
upper limit (18.50 to 28.63); subjected to a clinical
evaluation and considered healthy; and who freely
agreed and signed the consent form.after all the
essential elements of the protocol had been clarified.
before any procedure.

13.  Investigational medicinal product.
mode of administration and strength

In each period. volunteers received. orally. a dose of
32mg of betahistine dihydrochloride. corresponding
to 1 prolonged-release tablet of test drug 1. or 48mg
of betahistine dihydrochloride. corresponding to 1
prolonged-release tablet of test drug 2. according to
the randomization list. along with 200mL of water
after a period of at least 8 hours of fasting. The
volunteers were instructed to consume the
medicines whole. not breaking or chewing them.

14. Reference product. dose. mode of NA
administration and strength
15. Concomitant therapy NA

16. Criteria for evaluation efficacy

The 90% confidence interval of the ratio (T/R)
between the geometric means calculated by theleast
squares of ASC(0-t) and Cmax transformed into Ln.
must be between 80 and 125%.

17. Criteria for evaluation safety

Clinical tolerability (signs and symptoms. adverse
events. laboratory parameters). BHCG for women
before each study period. vital signs (blood
pressure. temperature and pulse rate) and ECG.

18. Statistical methods

Calculations of pharmacokinetic parameters were
processed using WinNonlin 6.x (Phoenix)software
(default).

FLAHO 3 QPUTTHAJIOM
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18. Statistical methods

Calculations of pharmacokinetic parameters were
processed using WinNonlin 6.x (Phoenix)software
(default).

19, Demographic indices of studied
population (sex. age. race. etc.)

Population  anthropometric data. healthy
volunteers of both sexes who completed the
study (n=31):

Age: 31.06 (£7.48) year

Weight: 66.66 (£7.99) Kg

Height: 1.66 (+0.07) m

BMI: 24.07 (+2.21) Kg/m?

|
20. Efficacy results

The results obtained meet the acceptance criteria
specified in the protocol.

21. Safety results

The clinical trial proceeded normally. In the study in
question. some pre-study tests presented results
outside the reference values. but they were analyzed
by the responsible medical team and considered to
have no clinical significance. Some volunteers
presented post-study exam values outside normal
limits. These volunteers were evaluated by the
doctor and. for those whose changes were
considered clinically significant. clinical monitoring
was carried out. All these exams were described in
the volunteer's clinical record with their respective
justifications.

22. Conclusion (summary)

Based on the results obtained with the present study,
it is concluded that the products test 1 (Betahistine
dihydrochloride 32 mg- Aché Laboratérios
Farmacéuticos S.A.) in the form of a prolonged-
release coated tablet and test 2 (Betahistine
dihydrochloride 48 mg - Aché Laboratorios
Farmacéuticos S.A.) in the form of a prolonged-
release coated tablet, are bioequivalent, in fast
condition, after normalization of pharmacokinetic
parameters by the respective dose

Applicant (Registration
Certificate holder)

N.s;m_‘l“ (“Q‘i ‘

(signature)
(surname, name, father's na&é}‘:

N

Wy, }

armiy gd .1

{Procedure amended by new annex 30 according to MoH Ukraine Order Ne 1528 of 27.06.2019 }
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Jonatox 30

no Tlopsaky nmpoBe/ileHHs eKCIepTH3H
peecTpaiiifHux MaTepiaiiB Ha JiKapChKi
3aco0w, 1110 1M0/1aI0ThCA Ha JIePXKaBHY
peecTpaiio (nepepeecTpaiiio), a TakoxK
eKCIIePTH3H MaTepiasiB PO BHECEHHS
3MiH JI0 peecTpaliifHux Marepiaiis
NPOTATOM JIii peecTpaniinoro
MOCBIIYEHHS

(nyHKT 4 pozainy IV)

3BIT Ned
npo KJiHiYHe BHNPOoOyBaHHSA

1. Ha3Ba nikapcekoro 3aco0y (3a HasBHOCTI
- HOMEp peecTpaLiifHoro nocsi4eHHs)

EniGpis XR, Tabnerku nponorrosanoi aii, no 32 mr,
Ta 48 Mr

2. 3asgBHUK

3AT «Dapmiiray»

3. BupoGuuk

Ame JTaGoparopioc @apmaceytikoc C.A.,Bpasuis

4. TIpoBeieHi JOCITIKeHHS:

Tax

[Iponec po3pobku GeTaricTHHY AUTIAPOXIOPHIY Y
popmi TabneToK MPOJIOHTOBAHOT mif
CYIIPOBO/IKYBaBCs peTebHUM IPOLIECOM
(papMaKOKiHETHYHOT OIIHKKM JUIL  PO3YMIHHSA
XapakTepy NposBiB HOBOI Jikapcekoi (opmu 3a
pisaux ymoB. Kuiniuni jgocnimkeHHs, AKAM
i iaBajimcs npernaparu GeraricTuHy
JQUTIAPOXJIOpUAY  mpojoHroBanoi  ail, Oymwm
CHpsAMOBaHI HA OUIHKY (papMakOKiHETHYHOrO
npodinio B JIOCTI/DKEHHSX 3 OJHOPAa30BHM Ta
GaraTopa3zoBUM IIPUITOMOM IIPH 3aCTOCYBAHHI OJIHH
pa3 Ha 100y. [Ipenapar 3 HeraliHUM BHBITBHEHHSAM,
SAKHI 3aCTOCOBYBa/M  JIBidi Ha o0y,
BHKOPHUCTOBYBAJIM 5K Iperapar MOpiBHAHHA B IIHX
nociijkerHsx (beracepk® - A66oTT). Takox Oyin
npoBeeHi iHmi papMaKOKiHETHYHI ZOCITIKEHHS 3
METOI0 OLIHKM BIUTMBY mnpuifomy Tki Ha
GiogocTynHicTh  OeTaricTHHY  JAMTIAPOXJIOPHIY
NponoHroBaHoi il y muia3Mi KpoBi, a TakoX 3
METOI0 OLIIHKH (hapmakoKiHeTHYHOT
NPONOPUIHHOCTI MiXK KOHIEHTpawisMu 32 Ta 48 Mr.

1) TN niKapceKoro 3acoly, 3a sKHM
npoBoAHIacs abo MIaHy€ETHCS peecTpailis

1l# 3asBKa nogaeTbes Ha riOpuaHHUH JHIKapCHKU
3acib.

%ﬂ: FEC. ek D
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PBDS 001/15 - Ouinka BigHOCHOT 6i0A0CTYMHOCTI
npenapaty  Beraricruny  Jluriapoxmopua -
Berarictuny durigpoxnopua 32mr (BunpoGysanns |1
- Awe Jlabopatopeoc ®@apmaceytukoc C.A.) y dopmi
rabnerky, Bkpuroi oboioHKo, npotH berarictuny
Jlurizpoxnopun 48 wmr (BunpoOysanus 2 - Awe
JlaGopatopsoc @apmaceytukoc C.A.) y dopmi
TabneTku, BKpUTOI OOONOHKOK, 3 IMPOJIOHIOBAHUM
BUBIJILHEHHSIM Y  310pOBUX J100poBO/bLIB 000X
crateii HaTwlecepue 3 BHKOPHCTAHHAM METOJIB
pianHHOT Xpomartorpadii.

5. IloBHa Ha3Ba KJIiHIYHOTO BUNPOOYBaHHS,
KOZIOBaHH#H HOMEp KJIiHIYHOro
BUNPOOYBaHHA

6. ®a3za KIiHIYHOro BUIIpOOYBaHHA ®aza [ (DapmakoKiHETHYHE JOCHIDKEHHS -
MPONOPUIHHICTE 103H)

7. Ilepion npoBeeHHA KIIHIYHOTO 3 yepsHs 2015 poky no yepsens 2015 poky
BUIIPOOYBaHHA

8. Kpaiuu, 1e npoBoanIocs KiiHIYHE bpazunis
BUITPOOYBaHHS

9. KinbKicTh IOCTIKY BaHUX 3ar1aHoBaHo: 32

(dhaxTuyno: 31

10. Mera Ta BTOpHHHI LTI KJIIHIYHOTO [lepeuuni nani: Cmax_D: ASC(0-t) D;

i poty Mt Bropunni: ASC(0-0) D; Tmax; TI1/2; Kel;
ASC_%extrap.

11. [{n3aiin kniniyHoro BunpoOyBaHH:A Binkpure, panomizoBate. 2 MeTOM JiKyBaHHS (A 1
B). 2 nmocnigoBHocti (AB i BA). 1 miarpyna. 2
MepioJH., MepeXpecHuil Ta 0/IHOPA3OBHI.

12. OcHoBHI KpuTepii BKIOYEHHSA OcoOu Bikom Bix 18 1o 50 pokis; 3 IMT - ingexcom
MacH Tijia B Mexax Big 18,50 no 24,90, mo moxe
KosmMBaTues 10 15% 1o BIHOMIEHHIO JI0 BEPXHBOT
meki  (18,50-28,63); saxi  npoituumm  KiiHiuHe
00CTe)KEeHHs |1 BBXKAIOTBCA 3JA0POBHMHM;  fKi
noOpoBinbHO moroaunucs i mianucamd  (opmy
3roAM micng Toro, K iM Oyam pos'acHeHi Bci
OCHOBHI €JIEMEHTH IPOTOKOIY Mepea MO4aTKOM
Oy 1b-AKOT poLey pH.

13. ocnikyBaHuii JlikapceKuit 3acib, Y kokeH mnepion A00pOBOJIBII  OTPHMYBAIH
crnoci0 3acTocyBaHHs, cHaa il nepopaibHo  jgo3y 32 wmr JI3  Berarictuny
Jlurinpoxnopua, 1mo Bianosimae 1 Ttabnerui
MPOJIOHIOBaHOI Ail AOCIiKYBaHOro npenapary 1,
abo 48 wmr berarictuny Jlurigpoxmopua, 1o
Bianosizae 1 rabGnerni  mposioHroBaHoi il
TOCITIZKYBAHOTO Tpernapary 2, 3riJHO 31 CIHCKOM
paHaomizanii, pasom 3 200 Ma Boau micns nepioxy

2 B s B
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HoHaiMeHIe 8-roAMHHOTO roJ10/1y BaHHS.
JloGpoBonblli Oy/H NPOIHCTPYKTOBaHI CHIOKHBATH
KK LIJTHMH, HE pO3JIaMYIOUH Ta HE PO3)KOBYIOYH
1X.

14. Ilpenapar nopiBusHHA, 1034, criocid  [H3
3aCTOCYBaHHA, CHIIa JUii
15. CynyTHs Teparnis H3

16. Kpurepii oninku edekTHBHOCTI

90% noeipunii intepsan BigHomenus (T/R) mixk
CepeHIMH reOMETPHYHHUMH 3HAUEHHAMH,
pPO3paxOBaHUMHM 38  METOAOM  HAHMEHIIMX
kBaaparis ASC(0-t) i Cmax, nepeTBopeHuMu B Ln.
noBuHeH O6yTH Mixk 80 1 125%.

17. Kpurepii oninku 6e3nexu

KiiniyHa rnepeHocuMicTh (03HAKH Ta CHMIITOMH.
HeOaxkaHi sBMLIA. J1aOOpATOpHI MOKa3HHKH). f-
XI'Jl npns KiHOK mepel  KOKHHM — IepioaoM
TOCITI/DKEHHS. JKUTTEBI MOKA3HUKU (apTepiaibHuil
THCK. TEMIiepaTypa Ta yacrora nyjscy) ta EKI.

18. Craructnuni MeToau

PospaxyHku  (apMakOKiHETHYHHX I1apameTpiB
o0pobnsiim 32 JIONOMOrol  MPOrpamMHOro
3abe3neyueHHs [BinHounin  6.x  (®enikc)
(WinNonlin 6.x (Phoenix))] (3a 3amoBYyBaHHAM).

19. lemorpadiuni nokasHuku
JIOCITIJKY BAHOT onyJisiiii (craTh, BiK,
paca, TOLO)

[TonynsuiiiHi  aHTPONOMETPHYHI JaHi, 30pOBi
noGpoBosbLl 000X cTaTe, sKi MpoHIIH

imocaipkenns (n=31):
Bik: 31,06 (£7,48) poxy
Bara: 66,66 (£7,99) kr
3pict: 1,66 (£0,07) m
IMT: 24,07 (£2,21) kr/m?

20. Pesynbrati edekTHBHOCTI

OTtpumani pe3ysJbTaTH BiJANOBINAIOTE BKAa3aHWUM Y
NPOTOKOJI KPUTEPISM NPUIHHATHOCTI

21. PesynbraTu Ge3nexku

KniniyHe DOCHiyKeHHs TPOTIKaI0 HOpMaibHO. Y
JTOCIII/DKEHHI, PO sKe iijie MoBa, JIesKl JOKIiHIYH]
TECTH NOKA3aJI Pe3yJ/IbTaTH, 1110 BUXOIATH 32 MeXi
peepeHTHHX  3HAYeHb, ane BOHH  Oy/H
MpOaHali30BaHi  KOMIICTEHTHOK  MEIHYHOK
rPYyTOIO i BU3HAHI TAKHMH, 10 HE MAIOTh KIiHIYHOT
sHauymoceti. Jleski  ngo6poBonbii  mokazanu
pe3yabTaTH IS JOCITIKeHHS, 110 BUXOIHIH 3a

mexxi  Hopmu. Ili  noOpoBonbui Oynu  ouiHewi

3 S
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nmikapeM, 1 JUid THX, 4Ml 3MiHM OylH BH3HaHI
KJIHIYHO 3HAaYylIMMHM, OyJ10 NPOBEACHO KIiHIYHE
crioctepexennd. Bei ui obcrexenns Oy onucani
B KJTIHIYHIA KapTii JOOPOBONBIS 3 BiINOBIAHUMH
OOIPYHTYBaHHAMH.,

22. BucHOBOK (3aK/T04eHHA)

Ha nmigcraBi pe3yipTaTiB, OTPHMaHMX IpH
MPOBEJICHHI  JIAaHOTO  JIOCIIJUKEeHHS, 3po0ieHo
BHCHOBOK, 1110 BUIpoOyBaHHS JiKapchkux 3aco0is
1 (betaricTuHy QUTiAPOXIOPHA AUTiApOXIopHa 32
mr - Ame JlaGopatopioc ®apmaceyrikoc C.A.) y
dopmi TabneTkn NpONOHroBaHOI Aii, BKPUTOL
obononkow, Ta BunpoOysanHs 2 (berarictuny
mrigpoxnopun 48 mr - Awme JlaGopatopioc
®apmaceytikoc C.A.) vy dopmi Tabretku
npoJioHroBaHoi  Aif, BKpuUTOI 000MOHKOW, €
OioeKBIBAICHTHUMH TpH TIpHHOMI HaTIEceple
micns HOpMastizauii (hapMaKOKiHETHYHHUX
napaMeTpiB 3a J0MOMOIOIO BiAMOBIIHOT 103H.

3asaBHUK (BJIACHHK
peecTpauiifHoro nNocBiTueHH )

(nionuc)
Anzimanmac Kyncmic
(I11B)
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Annex 29

to the Order of expert evaluation conduction
of registration materials on medicinal
products submitted to state

registration (re-registration), as well as
expert evaluation of materials on making
amendments to registration materials

during validity term of

Registration Certificate

(point 4 section IV)

REPORT
on preclinical studies

1. Name of medicinal product (if available
- Registration Certificate number):

Elibria XR, 32mg and 48 mg, prolonged release

1) Type of medicinal product, for which
registration has been conducted or planned

This application is for a hybrid medicinal product.

2) Conducted studies

No

The product is a hybrid medicinal product, as defined
in Article 10 (3) of Directive 2001/83/EC.

2. Pharmacology:

1) Primary pharmacodynamics

Betahistine is a partial H receptor agonist and a pre-
sinaptic Hz receptor antagonist. Studies in different
animal species suggest that betahistine might up- or
down-regulate enzymes involved in the synthesis and
metabolism of histamine. Other studies (ex vivo and
in vivo) suggest that betahistine and its metabolites
can increase the blood flow to the cochlear channel
and vestibular system, which might be related with
the therapeutic function of the drug. These results,
however, are high variable depending on the
experiment design and animal species used in the
study.

2) Secondary pharmacodynamics

No preclinical information is available.

3) Safety pharmacology

No preclinical information is available.

4) Pharmacodynamic interactions

Betahistine should be taken with caution if other
drugs that act on histamin receptors are being used af]
the same time.
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3. Pharmacokinetics:

1) Analytical methods and reports on their
validation

NA

In rats, betahistine is rapidly absorbed after oral

2) Absorption administration and converted to its metabolite 2-
pyridylacetic acid (2-PAA).

3) Distribution No' information on preclinical distribution is
available.

4) Metabolism The main metabolite identified in preclinical studies

is 2-PAA.

5) Elimination

Betahistin is eliminated in the form of its metabolites.

6) Pharmacokinetic interactions
(preclinical)

[No preclinical information is available.

7) Other pharmacokinetic studies

[No preclinical information is available.

4. Toxicology:

1) Single dose toxicity

No preclinical information is available.

2) Repeated doses toxicity

No preclinical information is available.

3) Genotoxicity in vitro

No preclinical information is available.

4) Genotoxicity in vivo (including
additional assessment on toxicokinetics)

No preclinical information is available.

4, Cancerogenicity:

1) Long-term studies

No preclinical information is available.

2) Short-term studies
or medium-term studies

No preclinical information is available.

3) Additional studies

No preclinical information is available.

5. Reproductive and developmental toxicity:

1) Effect on fertility and early embryonal
development

No effects on fertility were observed in male and
female rats. No evidence of teratogenicity was
observed in rats treated with doses up to 1000 mg/kg,
or in rabbits treated with doses up to 25 mg/kg.

2) Embryotoxicity

[No preclinical information is available.
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3) Prenatal and postnatal toxicity

No effects on pre- and post-natal development were
observed in rats treated with doses up to 100 mg/kg.
Animals treated with the dose of 1000 mg/kg had less
viable offspring, and offspring presenting lighter]
height and weight. The relevance of this finding to
humans is unknown.

4) Studies where the product is
administered to offspring (immature
animals) and/or remote effect is estimated

No preclinical information is available.

6. Local Tolerability

No preclinical information is available.

7. Additional toxicity studies:

1) Antigenicity (formation of antibodies)

INo preclinical information is available.

2) Immunotoxicity

INo preclinical information is available.

3) Study of mechanisms of action

INo preclinical information is available.

4) Drug dependence

INo preclinical information is available.

5) Metabolite toxicity

No preclinical information is available.

All new impurities were evaluated and qualified in

6) Impurity toxicity accordance with ICH recommendations. No
impurity-related risks were identified.
7) Other INo preclinical information is available.

8. Conclusions regarding preclinical study

Preclinical studies show that betahistine acts on the
histaminergic system, having functions that could
contribute for vertigo treatment when applied in
clinics. Although information on preclinical
development is not completely available, the drug has
been used for treatment of Meniére’s disease for|
decades and its risk-benefit assessment is established
in the clinical medical literature.
The product we are applying for marketing
authorization is a generic drug. Therefore, it has the
same active ingredient of the reference listed product.
Consequently, no new preclinical studies were
Aqiace &the reference drug is
armacodynamics,

Applicant (Registration

Certificate holder)
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J1o [Mopsiiky npoBe/ieHHS eKCIePTH3H
peecTpaliifHiX MaTepiaiB Ha JIiKapchKi
3aco0w, 1110 [0JIAI0THCS HA JIepKaBHY
peecTpariio (nepepeecTpailito), a TakoxK
eKCIIepTH3HM MaTepiaiiB PO BHECEHHS
3MiH JI0 peecTpauiifHuX MaTepiaiis
IPOTATOM Jiii peecTpariifHoro

ITOCBITYEHHS
(mynxr 4 pozniny 1V)
3BIT
Npo AOKJIIHIYHI TOCTIKeHHSI

1. Ha3Ba nikapcekoro 3aco0y (3a Eniopia XR, Tabnerku nponoHrosanoi aii, no 32 mr
HassBHOCTI - HOMEp peecTpariiftHoro Ta 48 mMr
MOCBITYEHHS )
1) Tin nikapcbkoro 3aco0y, 3a AKUM [l 3asBKa mojaeThCss Ha TiOPUAHMMA JTiKapChKHH

npoBonacs abo raHyeThes peectpalist [3acio.

2) NpOBeeH] AOCTIKSHHS Hi

[IpogykTr € riOpmaHUM JiKapchbKUM 3acoboMm, K
Bu3Ha4yeHo y Crarti 10 (3) Iupextusu 2001/83/€C.

2. ®apmakonoris:

1) nepBunHa papMakoanHaMiKa beraricTHH € 4acTKOBHM aroHicTom Hi-penenrtopis
Ta NMpEeCHHANTHYHUM aHTaroHicroM Hi-penenTopis.
JlocnimkeHHs Ha Pi3HUX BUJAX TBAPHH CBIAYATE IPO
Te, mo OeraricTHH MoXke niaBHILyBaTH abo
3HHJKYBATH aKTHBHICTH (epMeHTiB, mo OepyTs
V4acTh Y CHHTE31 Ta Meraboni3Mi ricraMiny. 3riaHo
3 IHIIMMH JOCIDKEHHAMH (€X Vivo Ta in vivo)
MPHUITYCKAEThCH, 1110 OeTaricTHH Ta ioro MetabouiTh
MOXYTh MOCHJTIOBATH KPOBOIIOCTAYaHHS
| KOXJIGAPHOTO KaHaJly Ta BecTHOY/IspHOro amapaty,
| mo Moxe OyTH I0B'S3aHO 3  TepaneBTHYHONO
| (dyukuiero npenapary. Lli pesyabraTi, ojHaK, JyKe
BapiabesnbHi 1 3aeXaTh BiJl U3aiiHy eKCepHMeHTY
Ta BHIIB TBapHH, SKi BHKOPUCTOBYBAIHCA B

ITOCTTIKEHHI,

2) BTOpHHHA (hapMaKoIHHaMiKa PKoanol indopManii mo/10 JOKTHIYHAX JT0CTIIKEHb,
HEMae.

3) dpapmakonoris 6e3nexu DKonuoi indopmanii mo/10 JOKIIHIYHUX 10CTiKEHb
HEMaE,
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4) papmakoauHamivHi B3aeMOil

BerarictiH cnij nmpuiMaTH 3 00epekHICTIO, SKIIO
0JIHOYACHO 3aCTOCOBYIOTHCS IHIII TIpenaparti, sKi
JIFOTH HA IiCTaMiHOBI pelenTopH.

3. dapMakoKiHeTHKA:

1) aHATITHYHI METOJIHKH Ta 3BITH OO iX
Batifanii

H3

2) BCMOKTYBaHH$

VY urypiB GeraricTHH MIBHAKO BCMOKTYETBCS ICIS
MepOPaTLHOrO 3aCTOCYBAHHS 1 NMEPETBOPIOETHCA Hal
MeTabomiT 2-mipuaHI-oUTOBY KHCIOTY (2-PAA).

3) posnojii

DKomuol indopmanii moo JOKIIHIYHAX A0CITIIKEHb
HEeMae,

4) meTaboiizm

OcHOBHUM MeTabOiTOM, BHABICHAM Y JAOKIIHIYHHX!
ITOCTILDKEHHAX, € 2-PAA.

5) BUBEICHHS

beTaricTUH BUBOJUTHCS Y BHIUIAAI MeTabOITIB.

6) hapMaKOKiHETHYHI B3a€MO/Iil
(MOKJTiHIYHI)

DKoauoi indopMartii oo JOKIIHIYHHX T0CTIIKEHb
HEMaE.

7) iHwi dapMakoKiHeTHYHI JOCITIDKEHHS

DKotHoi ingopMaltii o0 JOKIIHIYHUX JOCIIDKEHB)
HeMae.

4. Toxcukooris:

1) TOKCHYHICTB y pa3i 0AHOPa30BOTO
BBE/ICHHSA

DKonnol indopmanii o0 JOKTHIMHHX J10CITI/IKEHB,
HEMae.

2) TOKCHYHICTB ¥ Pa3i NOBTOPHUX BBEJICHb

DKomol indopmartii 1mo/10 JOKIHIYHIX JI0CITIUKeHb
HeMae.

3) reHOTOKCHYHICTD:
in vitro

DKoanol indopmauii mo10 JOKTIHIYHAX JA0CITIUKEHb
HeMae.

in vivo (BKJIIOYAKOYH JI0JIaTKOBY OIIHKY 3
TOKCHKOKIHETHKH )

DKonmol indopmanii moao TOKTHIYHHX J10CTIIKEeHb
HeMae.,

4) KaHLIEPOTeHHICTE:

1) IOBrocTpoKOBi AOCIIKEHHS

DKoauoi iHdopMartiil o0 JOKIIHIYHEX JOCIiKEHH,
HEMae.
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g g DKouoT iHdopmanii o0 JOKJIHIYHUX T0CITIIKEHb
2) KOPOTKOCTPOKOBI JOC/iIKEHHS i
abo 1oCIiKEHH s CepeIHbOT >
TPHBAJIOCTI
3) MOmAaTKOBI JIOCIHIKEHHS YKoauoi indopManii moxo JOKITIHIYHHX JOCTiKeHb
HeMae.

5) penpoayKTHBHA TOKCHYHICTE Ta
TOKCHYHMH BIUTMB Ha PO3BHTOK
OTOMCTBA!

1) BrmB Ha QepTHibHICTD | paHHii  [Y caMIliB i caMOK IIypiB HE CIIOCTEPIrayocs BILIUBY

eMOpIOHAIBHUHA PO3BHTOK Ha QepTHIBHICTE. Y LIYPIB, AKi OTPUMYBAIH 1034 J10
1000 Mr/kr, Ta y KpoJiB, IKi OTPUMYBAIH 1034 J10 25
MI/KT, O3HAK TepaTOreHHOCTI HE BHSBJIEHO.

2) eMOpiOTOKCHYHICTD DKomnoi indopmanii 111010 TOKTIHIYHUX JIOCITIPKEHE
HEMaEe.

3) npeHaTanbHA i MOCTHATATbLHA Y mypiB, ski oTpuMyBamu 103y no 100 mr/kr, He

TOKCHYHICTb CIIOCTEpIranocsl JKONHOTO BIUIMBY Ha IIpe- Taj

MOCTHATAIBHUH  PO3BMTOK.  TBapuHHM,  sKi

oTpuMyBamu jgo3y 1000 Mr/kr, Mamm MeHI
PKHUTTE3/IaTHE TIOTOMCTBO, @ TAaKOX IOTOMCTBO 3
MEHIIIMM 3POCTOM I MEHIIIOKO Baror. PeseBaHTHICTD
IBOIO BHCHOBKY U JIOJMHH  3QJIHIIAETHCS
HEeBi0MOIO.

4) nocnimxenHs, npu skux npenapat PKoxwoi indopMariil oo JOKIIHIYHEX JTOCTIKEHb
YBOJUTBCS IOTOMCTBY HEMae.
(HecTaTeBO3PLINM TBAPHHAM )
Ta/ab0 OLIHIOETHCS BiAaIeHa His

6) MicueBa MepeHOCHMICTh Koanoi indopmanii Mmoo JOKIIHIMHUX J0CI1KEHb
HeMae,

7) 1OAATKOBI JAOCTIPKEHHS TOKCHYHOCTI:

1) anTurennicts (yrBopeHus anTuTi) PKoanol iHpopManii 1010 AOKTIHIYHMX JOCITIDKEHE
HEMaEe.

2) IMYHOTOKCHYHICTh UKoanoi indopmanii 1mo/10 JOKTIHIYHUX TOCITiKEHE)
HEeMae.

|

3) JnocnifpkeHHS MeXaHi3MiB il DKoano1 iHgopManii 1o 0 AOKIHIYHEX JOCITIIKEHb ‘
HEMaE. ‘
|
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4) nikapchKa 3aJeXHICTh JKoaHoT ingopMaliii mo/0 JOKIHIYHUX HOCTKEHb
HeMae.

5) TOKCHYHICTh MeTabOJIITIB DKonuoi ingopmartii moa0 JOKIHIYHEX JOCITIIKEHb
HEeMae.

6) TOKCHYHICTB JIOMIIIIOK Bcei HOBI pomimku Oy onineni Ta kBaniikoBaHi

BIMOBIAHO 10  pekoMeHzauiii  MixHapoaHOl
KoH(epeHuii 3 rapMoHizauii TEXHIYHUX BHMOT JIO
peecTpanii  ¢GapMaueBTHYHHX  [POAYKTIB mv[i
Bukopuctanus  momunoro  (ICH).  Pusukis,
NOB'AI3aHUX 3 JIOMIIIKaMH, BUABIIEHO He OyJ10.

7) iHue Koauoi indopmanii moao JOKTIHIYHAX J0CTIUKEHD
i HEMaAe.
} 8) BHCHOBKH 110/10 JIOKJIIHIYHOTO Jlokmigiyni JOCHIKEHHS IIOKa3yHOTh, 1110
| BUBYCHHS OeraricTHH Ji€ Ha TiCTaMiHepriuHy CHCTEMY,
‘ BUKOHYIOUM  QyHKIil, sKi MOXYTh CIPHATH

JTIKYBAHHIO 3allaMOpPOYEHHST IPH 3aCTOCYBaHHI B
KIHIYHAX [isX. Xoda iHdopMallis npo JOKITiHIYHI
JTOCITI/DKEHHS HE € IOBHICTIO JOCTYIIHOIO, TIperapar,
BUKOPHCTOBYETbCA U JIIKYBaHHS  XBOpOOH
Menpepa TPOTATOM JIECATHIIITH, a HOro OIliHKaj
CIIIBBIIHOIIEHHS!  PU3UMK/KOPUCTH  BH3HA4YeHA B
KITIHIYHIH MeIHYHIH TiTepaTypi.

[Ipenapar, Ha #AKHi# MH IOJAEMO 3asABKYy Ha)
peecTpaniio, € reHepHYHHM JHKapCHKHM 3acoboM.
Orxe, BIH Mae Ty camMy MiIOYY pPEYOBHHY, IO i
| pedepeHTHHH Npenapar.

OTxKe, JKOAHUX HOBHUX MOKJIIHIYHHX HOCHIPKEHL HE
MIPOBOIHIIOCS, OCKITBKH O4iKYETHCS €KBIBAJIEHTHICTD
3  pedepeHTHHUM IpenapatoM 3 TOYKH 30pY

(apMakoqHHAMIKH, (hapMakoOKiHETHKH Ta|
TOKCHKOJIOT1I.
3assauk (Bnacuuk
Peectpauifinoro .
i e (nionuc)
[TocBiguenssi) ; ;
Aneimanmac Kynemic
(T11B)
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