Non-Clinical Trial Reports

1. Name of the medicinal product
(number of registration certificate, if
available):

Diabact 50 mg, tablets

Medicinal product with complete dossier (stand-alone dossier), other
1) type of the medicinal product, by | medicinal product, known active substance according to item 1 (sub-
which registration was conducted or |litem 1.1) of section III of the Procedure of Order of the Ministry of]
planned Health of Ukraine dated 23.07.2015 No 460.

2) Trials conducted T yes I o If not, substantiate

The use of ['*C]-labelled urea is well-known as a breath test for the in vivo diagnosis of gastroduodenal H.
\pylori infection, which presumes that efficiency and acceptable level of safety are largely recognized.
Therefore, the Applicant considers that the adopted Guideline CPMP/SWP/799/95 October 2005 “Guideline
on the Non-Clinical Documentation for Mixed Marketing Authorization Applications” is applicable as well
as the European Commission Directive 2001/83/EC as amended.

In the context of this dossier, the Applicant provides complete nonclinical information, either by using
relevant scientific published nonclinical data, accepted monographs, published clinical data or post-
marketing experience. A lot of published experimental data exist on urea pharmacokinetic and toxicity, but
few following administration of exogenous urea. However, published nonclinical data on exogenous urea,
when completed with human experience, were judged sufficiently relevant to support the pharmacokinetic
and toxicity of urea, as a component of the diagnostic test product.

Consequently, no additional nonclinical study is provided by the Applicant and thus this application for the
request of the marketing authorization is supported by an exhaustive bibliographical review (published and
publicly available data).

Nonclinical pharmacology studies have not been conducted by the
Applicant based on the "Full-Mixed application"legal status chosen
for this registration. The Applicant considers that the adopted
Guideline CPMP/SWP/799/95 October 2005 “Guideline on the Non-
Clinical Documentation for Mixed Marketing Authorization
Applications” is applicable as well as the European Commission
Directive 2001/83/EC as amended. In the context of this dossier. the
Applicant provides complete nonclinical information, either by using
relevant sc1ent|fic pubhshed noncllmcal data, accepted monographs

2. Pharmacology:

['*C]-urea 50 mg, tablet, is intended to be use W
only, no pharmacological effect is thus expec _-_ i

[*C]-urea 50 mg, tablet, is intended to be us fc
only, no pharmacological effect is thus expect&

1) primary pharmacodynamics

2) secondary pharmacodynamics
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3) safety pharmacology

No safety pharmacology study was performed by the Applicant. To
our knowledge, no safety pharmacology studies, as defined in the
guideline ICH S7a, were conducted and published with urea.
However, safety pharmacology studies are considered non-
mandatory for the following reasons:

- Urea is not a new chemical entity,

- No serious adverse clinical events were reported in relation with this
dosage [Module 2.5, section 2.5.5].

- [C]-urea 50 mg, tablet, proposed by the Applicant, will not be used
in a new patient population or by a new route of administration,
compared to other products containing [*C]-urea already approved
and marketed,

- [C]J-urea 50 mg, tablet is intended to be used only once, and due to
the single low oral dose of 50 mg ['*C]-urea, no urea related adverse
effects on the main physiological functions are expected.

4) pharmacodynamic interactions

As [PCl-urea 50 mg, tablet, is intended to be used for diagnosis
purpose only, following a single administration,
pharmacodynamic drug interaction is expected.

no major

[ 3. Pharmacokinetics:

1) analytical procedures and reports
on their validation

[2) absorption

13) distribution

|4) metabolism

|5) excretion

6) pharmacokinetic interactions (non-
¢linical)

7) other pharmacokinetic studies

J

Nonglinical pharmacokinetics studies have not been conducted by the
Applicant based on the "Full-Mixed application”legal status chosen
for this registration. The Applicant considers that the adopted
Guideline CPMP/SWP/799/95 October 2005 “Guideline on the Non-
Clinical Documentation for Mixed Marketing Authorization
Applications” is applicable as well as the European Commission
Directive 2001/83/EC as amended. In the context of this dossier, the
Applicant provides complete nonclinical information, either by using
relevant scientific published nonclinical data, accepted monographs,
published clinical data or post-marketing experience.

[4. Toxicology:

l

1) Single dose toxicity

l

[2) Repeated dose toxicity

|

[Nonclinical toxicity studies have not been conducted by the Applicant|

3) (renotoxmty
in vitro

in vivo (including additional
assessment on toxicokinetics)

[4) Carc:nogemcﬂy

based on the "Full-Mixed application"legal status chosen for this!
registration. The Applicant considers that the adopted Guideline!
ore Chmcal

CPMP/SWP!?QQ/QS October 2005 “Guadelme On i

applicable as well as the European

fong-term studies

i provides complete nonclinical information §

2001/83/EC as amended. In the context of t ',-';
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short-term studies or mid-term
studies

additional studies

scientific published nonclinical data, accepted monographs,
published clinical data or post-marketing experience.

5) Reproductive and developmental
toxicity:

effects on fertility and early
embryonic development

[embryotoxicity

prenatal and postnatal toxicity

studies in which medication is
administered to the offspring
(immature animals) and/or long-term
effects are assessed

16) local tolerance

|7) additional toxicity studies:

Iantigenicity (antibody response)

limmunotoxicity

study of the mechanisms of action

drug dependence

toxicity of metabolites

|
|
|
|

toxicity of impurities

other

5. Conclusions on non-clinical study

['*C]-urea is considered as a well-known substance used in ['*C]-
UBT for diagnosis of H. pylori infection. So, in the context of a full-
mixed marketing authorization application, according to Article 8(3)
of Directive 2001/83/EC, all the nonclinical aspects of this dossier
were documented with the most relevant published data. In support
of this application, an extensive literature research about urea was
made. Urea nonclinical data were judged sufficient and of an
acceptable scientific quality to evaluate the pharmacodynamics,
pharmacokinetic and toxicology of exogenous urea,

Applicant (Marketing

EAF Doclea”

Authorization Holder)

No e AnSS Harle -

(signature)
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Mane-France ODORLEANS
Pharmadian Responsable

(full name)

N° 10000888200
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3BIT

PO JOKTiHIYHI Joc/TiKeHAs

1. Ha3Ba nikapcekoro 3aco0y (3a
HasgBHOCTI - HOMep peecTpauiiinoro ||/liabakt, Tabnerku mo 50 Mr
IOCBIAYEHH):

Jlikapcekuii 3aci6 3a IOBHHM J0ChE (ABTOHOMHE JOCHE), HIIHI
JmiKapcekui 3aci6, Bimoma Jifoya pedosmHA 3rigHo myHKTY |
(migmynkty 1.1) posminy III Ilopsaxy makasy MO3 Vkpainu Bix
23 mumas 2015 poky Ne 460.

2) mpoBeAeHi JOCIiKEHHS C  Tak ! Hi AKIIO Hi, 0OIpyHTYBATH

1) Tan 1ikapcekoro 3aco0y, 3a IKUM
poBorIIacs abo MIaHy€eThCS
peecTpaiis

3acTocyBaHHs MideHOi i30tonom [°C] cedoBHHH 100pe BimOMe SIK MMXATBHHMI TecT JUIs JIarHOCTHKE in
Vivo racTpofyoneHanbHol iHbexuii H. pylori, mo nmependadae, mo e)eKTHBHICTE Ta NPHAHITHHAN piBEHb
Oesnexu mpemapary 3HauHOIO Miporo Bu3HaHi. ToMy 3asBHHMK BBaXKae, IO € 3aCTOCOBHUMIE npuitHATa
Hacranosa CPMP/SWP/799/95 Bin xosras 2005 p. «Hactanora momo mokmidigHOi JIOKyMeHTAaIii JyIs
3MINIAHUX 3ajB Ha DEECTpamilo jikapcekoro 3aco0y», a Takoxk Jlupextnea €mpomeiicskoi Komicii
2001/83/€C 3i 3miHaM#u Ta TOMOBHEHHSIMH.

Y nasomy nocke 3asBHHK HAJde MOBHY MOKIiHIYHY iH(OpMairo, BUKOPHCTOBYIOUH a0 BimmoBimHi
omy0JIiKOBaHi HayKoBi JOKTiHi4HI nami, BM3HaHi MoHorpadii, omy6nikoBami pe3yibTaTH KITiHIYHHX
BHIIpOOyBaHb, ab0 MOCBIA MiCIAPEECTPaIifHOr0 3acTOCyBaHHsA. ICHYIOTH uHCIeHHI omyGIikoBaHi
eKCIIEPUMEHTAIbHI JIaHi 100 (papMaKkOKiHETHKH Ta TOKCHYHOCTI CEUOBHMHHM, aje HE3HAYHA KiTBKICTH
CTOCYETBCS 3aCTOCYBaHHSA €K30TCHHOI ce4oBMHH. OnHaK, onmyOiKoBaHi JOKIIHIYHI JaHI IIOJ0 eK30TEeHHOT
CEYOBHHH, JONOBHEHI NOCBIIOM 3aCTOCYBAHHs JIOIWHI, Oy/IM BM3HAHI JOCTATHBO 3HAUYIIAMH /IS
XapaKTepPHCTUKH (apMaKOKiHETHKH Ta TOKCHYHOCTI CEYOBHHH SK KOMIIOHEHTA JIKAPCHKOTO 3aco0y Juis
JIarHOCTHYHOTO TECTY.

Otxe, 10ATKOBI JOKTiHIYHI TOCTIIKEHHS He IIPOBOMMIKMCA 3asBHMKOM, i TOMY IS 3asiBa Ha JIepXKaBHY
peecTpanito 00rpyHTOBY€EThCS BHUepIHUM GiGiiorpadiunum orsgoM (omy6mikosaui Ta 3arajJbHOJIOCTYIIHI
JaHi).

Jokniniubi  (hapMakonoriuHi JOCI/UKEHHS HE HPOBOIMIHCH
3agBHMKOM Ha migctaBi mnpasosoro crarycy «IIoBHa 3Mimana
3asgBa», BUOpaHOro M JaHoi peectpaiii. 3adBHHK BBa)Kae, IO €
3aCTOCOBHMMH npuiiHsata HacranoBa CPMP/SWP/799/95 =Rin
x0BTHS 2005 p. «HacranoBa mogo JOKIiHIYHOT JOKyMeHTAMNil Juis
3MIIIAHMX 3adB Ha PEECTPAI[I0 JIKApCchKOro 3aco0y», a TaKoxK
JupextnBa €Bponeiicbkoi Kowmicii 2001/83/€C 3i 3minamu Ta
JOTIOBHEHHSMH. Y TaHOMY J0Ch€ 3asiBHHK HAJa€ IMOBHY JOKIiHIYHY
iH(popmanio, BUKOPHUCTOBYIOUH a00 BIAMOBI/H] i i
HAYKOBI JIOKJNiHIYHI JaHi, BH3HaHI MOHOTLPFHY
pe3yJibTaTh KIIHIYHUX BUIIPOOYBaB: /

2. ®apmakoJiorig:

:i.f\ BN
: . VRN
1) nepeuHHA papMakoIHHAMIKA JHINE 3 METOIO JIarHOCTHKH, TOMY (apMakys
OYIKY€ETBCH.
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2) BropuHHa (papMakoMHaMiKa JIHIIE 3 METOK AIarHOCTHKH, TOMY (a MaKOJ'{Ol“iT-IHF eexTy He

OYIKY€TBCS. IEPEKAAA 3POBNEHO

ST IHHT 30
ki

Hocnipkerns 3 dapmakosorii P
3) papmaxonoris Ge3nexu IPOBOAWIHCE. Hackinbku Ham ]ﬁg?klﬁ)ﬂ ARy 39T
IIPOBOJMIIACS. Ta He Oomy0JKoBaHi JOCIDKEHHs 3 (hap
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Oesmexu, sk BU3HaueHO B kepiramnTei [CH S7a.

3pemiToro, moCHiKeHHS 3 (hapMaKoiorii OGe3leKH BBAKAIOTHCS
HEODOB'I3KOBHMH 3 HACTYIIHHX TIPHYHH:

- CCYOBHHA HE € HOBOKO XiMIYHOIO CIIOMYKOO;

- He 6yn0 3apeecTpOBAHO CePHO3HUX MOOGIYHUX KIHIYHHX SBHII y
3B'S3Ky i3 3aCTOCYBaHHAM JaHoi 1031 (Mozyis 2.5, poszin 2.5.5);

- 3alpPOIIOHOBaHKH 3asBHUKOM JIiKapChKHH 3aci6 [13C] -CE4YOBHHA,
Tabnetkn 50 Mr, He Oyde 3acTOCOBYBaTHCS HOBl HOMYJIAMiT
TMALi€HTIB a00 HOBHM IIUIIXOM BBEJICHHS ITOPIBHSHO 3 iHIIMMH, BIKC
3apeECTPOBAHIMU Ta HABHAMH HA PHHKY, JiKapCHKHUME 3aco0amu,
o mictars [*Cl-cewoBuny;

- nikapcekuit 3aci6 [Cl-ceuosnna, Tabnerxy 50 mr, IIPH3HAYCHUH
AT 3aCTOCYBaHHs JIMINE OIWH pa3s, i BHACIIZOK OIHOPA30BOTO
NEPOPABHOrO MpuHoOMy HH3BKOI 1031 50 Mr ["*CJ-ceuornun me
O4iKyeThCst Oy/b-KMX MOB'S3aHMX i3 3aCTOCYBAHHAM CEYOBHHH
N00IYHKX epeKTiB 3 60Ky OCHOBHHX (i3ionoridamx (byHKIIIH.

4) bapmakoauHamMiuHi B3aeMOIiT

Ockimbxu [°C]-cedouna, Tabmetku 50 Mr, npusHadena s
3aCTOCYBAHHS JIMIIE 3 METOI JIarHOCTHKH, MICIA OIHOPA30BOTO
IPHHOMY HE OUiKY€ThCs 3HAYHUX (apMaKoIHHAMIYHAX B3a€MOIIH.

|3. DapMaKOKiHETHKA:

1) aHanmiTHYHI METOIUKH Ta 3BITH
010 1X Bamimarii

|2) BCMOKTYBaHHS

|3) po3IoALT

|4) MeTabomiam

[5) BHUBE/ICHHS

6) bapmakoKiHeTHYHI B3a€MOJIiT

Joxniniuni jocmimKenns (papMaKOKiHETHKH He NpOBOIMIMCH
3asBHUKOM Ha migcTaBi npasoBoro cratycy «IloBHa 3MimaHa
3as1Ba», BHOpaHoro s Iiei peectpaiii. 3asBHHK BBaxae, Mo €
3aCTOCOBHMMH npwuifHaTa HacramoBa CPMP/SWP/799/95 Bix
koBTHS 2005 p. «HacTanopa mogo JokImiHIYHOI HOKyMeHTamii s
3MIMIAHUX 3asB HA PEECTPalilo JIKAPCHKOTO 3aco0y», a TaKoxk
HMupextuBa €pponeiicekoi Komicii 2001/83/€C 3i 3minmamu Ta
JIOTIOBHEHHAMH. Y TaHOMY J0Che 3asBHHK HAJAE IOBHY JOKTiHIYHY

3) reHOTOKCHYHICTh:

in vitro

in Vivo (BKJIIOYAKYH J10JaTKOBY
OIIHKY 3 TOKCHKOKIHETHKH )

|4) KaHIIEPOICHHICTB!

‘,HOBFOCTpOKOBi JIOCITIIKEeHHS

KOPOTKOCTPOKOBI JIOC/Ii IKEHHS ab0
JOCIIIKEHHS CepeIHbOI TPHBAIOCTI

—

JIONIATKOBI JIOCII UK HHS

5) penpoiyKTHBHA TOKCHYHICTb Ta
TOKCHYHHH BIUIMB Ha PO3BHTOK
[IOTOMCTBA:

(noxisiuni) 1Hq)opmam}o BHKOPUCTOBYIOYH a00 BiAnmosimui omy6Giikosani
HAYKOBI JOKJTiHiuHi jami, Bu3Ha®i Moworpadii, omyGrikoBaui

7) inwi papmakokineTHIHi pe3yibTaTi KJTIHIYHHX BUIIPOOYBaHBb, abo JOCBIJ

JIOCII1JOKEHHS HICIIIPEECTPANiIHOTO 3aCTOCYBAHHS.

L4. Toxcukomnoris:

1) TokcHYHICTE y pasi 01HOPa30BOro

BBEJICHHS

2) TOKCHYHICTh Y pa3i MOBTOPHUX

PReJIERD JIoKTiHiuHl  TOKCHKOJIOriUHI JOCTiIKEHHS He MPOBOAMIHCS

3aABHAKOM Ha MiJCTaBl IPaBOBOIO cTatycy «HOBHa 3MilIana
3asBa», BHOpaHOro s miei peectpartii. SeBFRamR
3acTocoBHMMM  npuiHiTa HacTanoBag
x0BTHA 2005 p. «Hacranosa mozo ,[[.- ; ‘
3MIIIaHUX 3asB HA PEECTPALiio mK'f“;‘
JupexruBa Caponeiicekoi Komicii BF0
JOTIOBHEHHAMH. Y JaHOMY J0Che 3agBRYFK
BHKOPHCTOBYIOUH a00 %

BilI

Nl E
| Takox

indopmartiro, JIIKOBaHi
HAyKOBI [JOKIIHIYHI JIaHi, BH3HaHi gidtifo 6 nmeKOBaHl
pe3ynbTaTH KJIHIYHHX BUINPOOYBAHb, abo JIOCBIJ

HIC/IAPEECTPALIHHOTO 3aCTOCYBAHHSI.

IEPEKNAL 3POBNEHO
3r {AHO 3 OPHT IHANOM

AocToBiPHICTD
NEPEKNAAY 3ACRIAYYD

Kinayeic H'B'\\



BIUIMB HA (EPTUIILHICTH i paHHiit
eMOpPIOHATBHAI PO3BHTOK

LeMﬁpiOTOKGHquCTb

[pEHATAIbHA 1 IOCTHATATBHA
TOKCHYHICTh

JOCITDKEHHS], IPH SKHX Tpenapar
YBOJHTECS IOTOMCTBY
(HecTaTeBO3pimuM TBapuHaM) Ta/abo
OIIHIOEThCS BilIaneHa st

|6) MiCIIeBa IEPEHOCHMICTE

7) IOAaTKOBI OCIKEHHST
TOKCHYHOCTI:

AHTUICHHICTh (YTBOPEHHS aHTHTII)

IMYHOTOKCHYHICTB

@cninmeﬂﬁﬂ MeXaHI3MiB dii

|ni1<apcr;1ca 3aJIEKHICTD

|TOKCH‘IHiCTL MeTabomiTIB

TOKCHYHICTE JOMIlIOK

|i£me

5. BHCHOBKH MO0 AOKHIYHOTO
BHBYCHHS

[*C]-ceuoBuna posrmsmacthes sik J00pe BiZloMa pedyoBHHA, SKa
3actocoByeThest At [*CJ-ypeasHoro auxambsHOro tecty (YAT) mna
miarnoctukn inQexuii H. pylori. OTKe, B KOHTEKCTi IOBHOI
3MIIIAHOI 3a9BH Ha JEpP)KAaBHY PeecTpaIilo, 3TigHO 31 cTaTTero 8 3)
HMupexrusr 2001/83/€C, yei noxminiumi acmekTs gaHoro mocke
Oynnm  3aJ0KyMeHTOBaHI y BHIVIAAI HAMGUIBII  BiMMOBiTHHX
omyOnmikoBaHuX gaHuX. Ha migTeepmkenHs wiei 3asgBH OyB
NPOBEJICHUH DPO3MIMPEHUH MONIYK JITEpaTypHHX JDKEpeNl IHoJIo
ceuoBHHH. JIOK/IiHIYHI [aHi IIOZO CceYOBMHM Oyi1M BH3HAHI
JOCTaTHIMH Ta TPUUHATHHMH 3a HAyKOBOKO SIKICTIO JUIS OIIHKH
(apmakonuHamiki, (hapMaKOKIHETHKH TAa TOKCHUYHOCTI €K30TeHHOT
CEYOBHHH.

3asBHHK [mirmuc]
(BnacHHUK peecTpaliiiHOro (migrmuc)
TIOCBI/TYEHHS) HOPJIEAHC Mapi-®panc

(moBHE iM’51)

[[Itamm:
JIABOPATOPII MAWOJII CITIH/T
Mapi-®panc [JOPJIEAHC
BinnosinanbHuit hapmanest
9 [Hepo30ipIHBO|

: .":. ‘Aenwd‘o"“aum“""‘ KOA
3 38002596 7
Nei

o 4
MEPEKNAR 3POBNEHO
3r{AHO 3 OPHT IHANOM
AoCTOBIPHICTD
MEPEKNAAY 3ACBIAYYD

Kinayelc H.B.\\



Clinical Trial Report No 1

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

Babact 50 mg, tablets

2. Applicant

Laboratoires Mayoly Spindler, France

3. Manufacturer

Idifarma Desarrollo Farmaceutico, S.L., Spain

4. Trials conducted:

M yes O no If not, substantiate

1) type of the medicinal product, by which
registration was conducted or planned

Medicinal product with complete dossier (stand-alone
dossier), other medicinal product, known active substance
according to item 1 (sub-item 1.1) of section III of the
Procedure of Order of the Ministry of Health of Ukraine
dated 23.07.2015 No 460.

5. Full name of the Clinical Trial, clinical trial
code

A comparison between two different urea breath test
protocols: '*C-urea tablets versus 3C-urea in water
solution,

DB 004
6. Clinical trial phase Phase III
7. Period of the clinical trial 24/03/1999 - 01/11/1999
8. Countries where the clinical trial was Finland

conducted

9. Number of study participants

planned: 150 patients
actual: 149 patients completed the study and were
analyzed.

10. Goal and secondary objectives of the
clinical trial

Primary objective
To compare a rapidly disintegrating tablet containing 13C-

urea (diabact UBT™) with the conventional !3C-urea
water solution (Hp-PLUS™) for the detection of
Helicobacter pylori infection, (Hp), using the urea breath
test. The objective is to test for equivalence between the
two methods with regard to classification (Hp-negative /
Hp-positive).

Secondary objectives

rapid urease tests and histqifgical-in o q.} b ot
biopsy samples taken duri / i s

methods and the two urea yeath

““ \ \C-\ Ip.emm:inauiﬁnnﬁ KO, A
RUE S 38002596
N L o
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11. Design of the clinical trial

wash-out period of maximum 28 days,

The study was conducted as a cross-over trial consisting of
two diagnostic periods. The study drugs were administered
orally once at each treatment period. The treatment periods
were performed in random order and were separated by a

12. Main inclusion criteria

- Age between 18 and 80 years.

- Has given consent to participate in the study.

- Has been given written and verbal information and has
had the opportunity to ask questions about the study.

13. The investigational medicinal product,
method of administration, strength

13C-urea, tablets 100 mg, Batch U8173.
Method of administration: oral route
strength: single dose (100mg)

14. Comparator, dose, method of
administration, strength

“C-urea, water solution 100mg, (Hp-PLUS™),
Method of administration: oral route
strength: single dose (100mg)

st saLiiHMAl KOA ¢
AL X |perTudivauiinuit KO |

38002596 /a7
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15. Concomitant therapy

Any pharmaceutical treatment interfering with the
performance of the urea breath test were not allowed
before enrolment into the study and were prohibited during
the study period.

- Treatment with antisecretory (H2 blockers, proton pump
inhibitors) or prokinetic drug or regular antacid treatment
in 18 days preceding the study, or a known requirement of
any of these drugs during the study period

- Treatment with any antibiotic drug in four weeks
preceding the study or a known requirement for any of
these drugs during the study period.

No patients received an excluded concomitant treatment

Other:

ASA, alendronat, acrivastin, amilorid.hydrochlorid,
atenolol, atrovastatin, beklometason, betaxolol,
bezafibrat, bisoprolol, budesonid, buspiron, cytotoxin,
diclofenak, diltiazem, disulfiram, estradiol, estradiol-
nortestisteron, estradiolvalerat, estradiolvalerat-
levonorgestrel, fluoxetin, felodipin, flutikason,
fluvastatin, furosemid, glibenklamid, glimepirid, glipizid,
hydroklorotiazid- amilorid.hydrochlorid,
hydroxokobalamin, ibuprofen-codeinphosphat,
indometacin, insulin, isosorbidmononitrat, isradipin,
kaliumchlorid, karbamazepin, karvedilol, ketoprofen,
levomepromazin, levonorgestrel, levothyroxin, lisinopril,
losartan, lovastatin, isosorbid-5-nitrat, megestrolacetat,
metoprolol, mirtazapin, natr, aurothiomalas, neurobion,
nifedipin, oxazepam, prednisolon, primidon, salbutamol,
salmeterol, simvastin, sotalol, sulfaslazin, teofyllin,
terbutalin, testa isphagula, warfarin, verapamil, vit B12
depot caps., vit. B12-inj., zopiclon

16. Efficacy evaluation criteria

Positive and negative test results based on excess 8! CO,
excretion (per mil) in expired breath measured by isotope
ratio mass spectrometry

17. Safety evaluation criteria

Spontaneous Adverse Event reports

3r TAHO 3 OPUT IHANOM
H.B.KiHAYPIC \,\



18. Statistical methods

The classifications with the two diagnostic methods were
almost identical so there was no need to test for sequernce
effect.

The two diagnostic methods were compared for
equivalence using McNemar's test. The result given as
95%-confidence interval was to be compared (o the
equivalence limits (+10%)

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

Gender: Female: 99; Male: 50

Age (years): mean: 52; range: 23-78
Female: mean: 52; range: 24-78
Male: mean: 51; range: 23-74

20. Efficacy results

The 95% confidence interval for the difference in
classification between the diagnostic tests, (~1.6%: 3.0%),
is inside the stated equivalence limits + 10% so
equivalence between the tests was concluded.

One of 48 true positive patients (gold standard) was
wrongly classified as negative by each diagnostic test, The
95%-confidence interval for the difference in sensitivity
between the diagnostic tests is (x0) so equivalence was
concluded.

One of 101 true negative patients (gold standard) was
wrongly classified as positive with the Diabact UBT test.
All 101 true negative patients were correctly classified by
the Hp-PLUS™ test. The 95%-confidence interval for the
difference in specificity between the tests is (-1%; 3%) so
equivalence was concluded.

21. Safety results

A single per oral dose of 100 mg '*C-urea is considered
negligible (< 4%) in relation to the daily endogenous urea
turnover. One patient reported problems swallowing
tablets.

22, Conclusion

Equivalence between the diagnostic tests Diabact UBT™
and Hp-PLUS™ for the classification of patients as Hp-
positive and Hp-negative was concluded.

The two tests were also concluded to be equivalent with

Applicant (Marketing /é/

regard to sensitivity and specificity of the diagnostic tests.

=

Authorization Holder) " i

(signatufe) &
Clotilde CLEMENT LABORATOIRES MavA

8 avenue ds gy

78401 CHATOR.
Té101 34 80 55 55 - Tél6copRGE.
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3BIT

Npo KjiainiyHe BUNpoOysanns Ne 1

1. Hasga nikapcbkoro 3aco6y (3a HasiBHOCTI -
HOMEp PEECTPALiHHOTO IOCBITYEHHS)

Hia6akr, Tabretku o 50 mr

B- 3asBHHK l|£a60pa’ropi'1' Maiioni Crinpmep, ®panmis
[3. Bupobuuk —|@i(papMa Hecappoino ®apmaceyriko, C.JL., Icnanis

4. TlpoBezneni mocigKeHHS:

i .

M  Tax T wmi SKIIO Hi, 0OTpyHTYBATH

1) Tvn mikapceKoro 3acoby, 3a AKUM
NPOBOAMIIACS a00 IIIAHYETHCS PEECTpaLis

Jlikapcekuit 3aci6 3a TIOBHUM [OChE (aBTOHOMHE
JOCBE), iHIIHE JKapchKmi 3acif, Bigoma iiroua
PEYOBHHA 3TiHO MyHKTY 1 (mimnymkty 1.1) poaainy III
[opsinky Hakasy MO3 Vkpaiau Big 23 mumas 2015
poky Ne 460.

5. lloBHa Ha3Ba KITiHIYHOTO BUIIPOOYBaHHS,
KOJJOBaHHH HOMED KIIHIYHOrO BUIIPOOYBaHHS

ITopiBHAHHA ABOX pI3HHX NPOTOKOMIB IPOBEXEHHS
YPEasHOT0 IHXANBHOTO TecTy: 3 '’C-cedoBHHOIO
dbopmi Tabnetok Ta 3 C-cevorunu y (dopMmi BogHOrO
PO3YHHY.

DB 004

|6. Dasa KJIiHIYHOTO BUIIPOOYBAHHS

-

| Dazalll ]

7. Ilepion npoBejieHHsI KIIHIYHOTO
BUIIPOOYBaHHS

324.03.1999 p. 10 01.11.1999 p.

8. Kpainu, e mpoBoiiocs kiiHigHe
BUIIPOOYBaHHA

DiHnIHIIS

9. KinbKicTb JOCHIHKYyBaHHX

3antanoBana: 150 marmieHTis.
Daktuuna: 149 mamieHTIB 3aBEPIIMIN OCITIIKEHHS
Ta iXH1 Jafi 0yi10 mpoanasizoBaHo.

10. MeTa Ta BropuHHI 1iii KiIiHiYHOrO
BUIIPOOyBaHHS

OcHoBHa MeTa:
[TopiBHATH IMIBHAKOPO3YMHHI TabIeTKH, [0 MIiCTSTH
PC-ceuouny (Mliabaxr YAT™), 3i crammapraam
BOZHHM po3unHoM “C-cedosnnn (Hp-PLUS™) mpy
BU3HaueHH] iubekuii Helicobacter pylori (Hp) =a
JOTIOMOror0 ypeasHoro auxanbHoro tecty (YT). Meta
TOJIATae y JOCIIZMNKEHHI eKBIBAJIGHTHOCTI TBOX METOIIB
mozo kinacudikanii (Hp-weratusui/Hp-no3uTusHi).
BropuHHA I1iJ1B:
[TopiBHATH pe3ynbTaTy,
IMBHIKAX ~ YpeasHHX
JOCILUKeHb  B3STHX ITiJI &t
CEPOJIOTIYHUMH  METOI4 y
TeCTaMH. :

T, BHKOHAHHI
~FH0ROTOTIUHIX

11. Mu3aiin KmiHIYHOrO BUIIPOOYBaHHS

HocmimxeHHs:  mPoBOXY
BHIIPOOYBaHHS, 1O CKIIAIaTORELr FEATHOCTHYHAX
mepiomiB.  JIocHimKyBaHi TpelApaTH  [pU3HAYATH
MEPOPAIBHO ONUH pa3 )| KopEPALY jﬁ}gaghonepioﬂﬂ
AOCIIDKEHHS TPOBOIMZRGH] [y) APBYFHFOMY, fIPAIKY Ta
Oymu _posgireni mepiof0w10piMpBanys npoTArom

WEPEKNAARY 3ACBiAYYyD
Kinayric H.B.



LioHaiOUTEIIe 28 nHiB.

12. OcHOBHI kpuTepii BKIFOUEHHS

- Bik Biz 18 10 80 POKIB.

- [apopmoBana 3rosa Ha yuacts y nocmimkeri.

- Hamana nauienty mucemosa Ta yena iH(opMmais Ta
MOJKIIHBICTD IIOCTABMTH MUTAHHS 100 JOC/TiIKEHHS.

13. NocmimxyBasuit ikapesKuit 3aci6, crmoci
3aCTOCYBaHHS, CHJIA il

1°C-ceosuna, Tabrerkn 100 ur. [apris U173,
Croci6 3acTocyBanHs: nepopanbHo.
Cuua mii: pasosa nosa (100 mr).

14. TIpenapat nopiBHAHHS, 1034, CHOCIO
3aCTOCYBaHHs, CHIA JIii

BC-ceuonuna, BoxHuit posuns, 100 Mr (Hp-PLUS™),
Croci6 3acTocyBanHs: mepopassHo.
Cuua fii: pasosa jo03a (100 mr).

15. CymyTHs Tepamis

Byne-sxe MEIMKaMEHTO3HE  JIIKyBaHHS, 1o
[IEPEHIKO/KATIO BUKOHAHHIO YPEasHOro JUXaJbHOIO
TECTy, HE JOMYCKAJIOCH 10 BKITIOUEHHS B JOCIIKEHHS
Ta 3a00POHSTOCS MPOTATOM IIEPIOY JOCITiKEHHS.

- JlikyBaHHS  aHTHCEKPETOPHMMH  3acoGamm
(6moxatopu Ha-rictaminoBHX peuenTopis, iHTiOiTOpH
OPOTOHHOI Mommu) abo npomHeTHqHHM IIpenaparom,
abo CHUCTEMaTHYHe  JTiKyBaHHS AHTaIUIHHUMH
npenapartamu 3a 18 nHiB mepex mocmimxenHsM, aGo
BCTaHOBJICHA HEOOXIAHICTE y OyIb-SKOMy 3 X

IIPENapaTiB IPOTSITOM NMEPIOLY TOCIIKEHHS

- JlikyBanHs Gy/Ib-SIKHM MpeNapaTtoM aHTHOIOTHKIB 3a
YOTHPH THXKHI [0 JOCHIIKeHHS ab0 BCTAHOBIICHA
HeOOXIOHICTE y Oyap-KOMY 3 muX [Ipenaparis
IIPOTATOM IIEPIOAY JOC/I IKEHHS.

}KO,I[GH NAI[EHT HE OTPHMYBaB 3a00pOHEHE CYIIYTHE
NiKyBaHHS.

Ixie:

Aneruncanimunoa kuciota (ACK), aJIeHIpOHAT,
aKpUBaCTHH, aMUIOPHIY TiIpPOXJIOpUJ, AaTeHOMOI,
aTopBacTaTHH, OeknomeTasoH, Gerakcoson, Gesadibpar,
Oicomponon,  Oyneconin, 6ycmipoH, HHMTOTOKCHH,
nuKnobenak, uitiasem, aucyidipam, ecTpazmiol,
€CTPamioN-HOPTECTOCTEPOH,  €CTPAiONy Bajepar,
ecTpamiony  Baiepar- JIEBOHOpIecTper, (hyokceTHH,
(henomumin, (bnyTHKa?,OH : \ bypocemiz.
rribeHKIamin, riuimMemip a. nop'rlaaml—
aMinopumy TAPOXTH Oxo0aIaMin,

i0ynpoden-koueiny ¢ IHCYITiH
130copOisy MOHOHITP XJIOpHIL.
Kapbamasernin, NE L Sxpgronpoden
JICBOMEIIPOMA3HH,  JICBORQEFEE FBOTHPOKCHH,
T3MHOTIPHIL, JI03apTaH, JIOBAGLELHET 130c0p61,uy 5-

HITpaT, METeCTpOJly alleTar, METOI‘IpOJIO.J‘I MipTasarin,

HATpio aypotiomanafye p g HAKROGIORS 1E Hidesmmin.
OKcasenam, —IIpeHi3Gy oy § (TRHMPHTH.H AGEIOyTamor,
CaIbMETEPOII, CHMBAcTAfH.T 0TI T ¢yibhacanazuu,
Teopinin, _TepOyTamiflE P Rifi A yspitGal Ay Y Bappapum,

Kidayeic H.B.




BEpalaMil, Kamcymu BiTaminy B gemo, im'exmii
BiTaMiny B2, 3omikion.

16. Kpurepii ouinku edexruBrOCTI

[losutuBHi Ta HeraTWBHI pe3ynbTaTH 3aEKHO BiJl
3HAYEHHs| HAITMUIKY BHjineHHs §°CO, (y opomiie) y
TOBITpi, O BHIMXAETHCS, BU3HAYEHOTO METOIOM MAC-
CIIEKTPOMETPIi I30TOMHUX CITiBBiAHOIIEHD.

|17. Kputepii oninku Geznexn

CrioHTanHi noBigoMiIeHHs po nobiuni sBUInA. —]

18. Cratuctiuni MeTomu

Knacudikamii  3a  gomomoroio IBOX  METOIB

AiarHOCTHKH Oy/H Maifike 0HAKOBHMH, TOMY He 0yi0
HEOOXITHOCTI MepeRipsATH e(eKT MocIiJOBHOCTI.

JlBa  giarmoctuuni Mmertomm MOPIBHIOBAIH  LI[0JI0
€KBIBAJICHTHOCTI 3a JOIIOMOT010 KPHTEpiio MakHewmapa.
Pesynbrar, mpencrasnenuit y Burism 95 % JIOBIPYOTO
iHTepBanmy, cmig  Oylo HOpIBHATH 3 Mexamu
eKBiBaJleHTHOCTI (+ 10 %).

19. lemorpaciuni mokasHuku mocmimkyBasoi
IOy AT (CTaTh, BiK, paca, Tomo)

Crars: xinku: 99 oci6; gonosiku: 50 oci6.

Bik (pokn): cepenniii: 52; niamazon: 23—78.
Kinku: cepenniit: 52; mianazon: 24—78.
YHouosiku: cepenniit: 51; giamazon: 23—74.

20. Pe3yneTaTi eeKTHBHOCTI

95%  nosipuwuii IHTepBanm Juid  pI3HULII  MiXK
JiarHOCTHYHHMH TECTAMH II0I0 knacudikarii (-1,6 %—
3,0%) 3HaxXomUTBCA B MeXaX 3a3HAYCHHX MeEx
ekBiBaeHTHOCTI + 10 %, TOMY eKBiBaTeHTHICTh TecTin
OyJ10 BCTaHOBIIEHO.

Omun i3 48 mauieHTiB 3 iCTHHHO MTO3MTHBHHUM
pe3ynpTaToM (3070THH cTaHmapr) 6yB IOMHIKOBO
KiacudikoBaHu i K HEraTUBHUH KOXHHUM
JIarHOCTHIHEM TecToM. 95 % moBipumii IHTepBaT I
PI3HHII YyTIHBOCTI MiarHOCTHYHHMX TECTIB CTAHOBHTE
(£ 0), ToMy exBiBaJI€HTHICTE 6YII0 BCTAHOBIICHO.

Omur i3 101 namieHTa 3 ICTHHHO HEraTHBHHM
Pe3yJIbTaToOM (30JI0THH CcTaHZApT) OYB IOMHIKOBO
KJIACH(IKOBaHMH SK O3UTHBHMIA IPH [IPOBE/ICHHI Tecry
3 npenaparom [liadaxkt YT. Vci 101 namient 3 ictunno
HEraTHBHHM PE3YIIETATOM Oy IIPABHIILHO
KIacH(ikoBaHi MpH MPOBEIEHHI TecTy 3 mpenapaTom
Hp-PLUS™. 95 9% nogipunii imreppanm mis pismuui
CIEUH(IYHOCTI TECTIB  CLanemTErm, (-1%-3%), Tomy
eKBiBACHTHICTB Gy1o gt S

21. PesynpraTu Gesnexu

PasoBa mepopais
BBAKAETHCS HE3HAUHE
0OMIHOM  eHJoreHHg::
IIOBiJOMHB IIPO TPY/IHY

22. BHCHOBOK (3aK/IFOYEHHS)

TECTIB 3 MpemnapaTaMmu o NPT ta Hp-PLUS™

npu Kiaacudikarii HaIIi€I-ﬁ?%]?J E{f{(nlgﬁ_r{i%id/lérﬁ?ﬁlﬁlx Ta Hp-

HETaTHBHHX. :
HQ 3 OPUT |HANOM
JBa TecTn TaKoOXK %g/ﬁém PEHY - CKBIBATCHTHHMHU

00 YYTIHBOCTI Ta peliclfy W%FWMCTH‘IHHX

Kinayeic H.B.
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Clinical Trial Report No 2

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

Diabact 50 mg, tablets

2. Applicant

Laboratoires Mayoly Spindler, France

3. Manufacturer

Idifarma Desarrollo Farmaceutico, S.L., Spain

4. Trials conducted:

M yes O no If not, substantiate

1) type of the medicinal product, by which
registration was conducted or planned

Medicinal product with complete dossier (stand-alone
dossier), other medicinal product, known active substance
according to item 1 (sub-item 1.1) of section III of the
Procedure of Order of the Ministry of Health of Ukraine
dated 23.07.2015 No 460.

5. Full name of the Clinical Trial, clinical trial
code

A study to compare '3C-urea formulated as a tablet with
13C-urea in water solution for the detection of Helicobacter
pylori infection

DB 01A
6. Clinical trial phase Phase III
7. Period of the clinical trial 24/05/1995 — 22/08/1995
8. Countries where the clinical trial was Sweden

conducted

9. Number of study participants

planned: 40 patients

actual: 40 patients. All patients completed both phases of
the study

10. Goal and secondary objectives of the
clinical trial

Primary objective:

The primary efficacy variable was the excess 8*CO,
excretion (per mil), in expired breath measured by ratio
mass spectrometry.

- Peak excess 6'*CO; excretion (per mil), in expired breath.
- Time to peak excess 3'3CO, excretion (per mil), in
expired breath.

Secondary objective:
Not applicable

11. Design of the clinical trial

urea given as a tablet wif] 7,
solution. Both formulation f

EO patients,

3 1AHO 3 OPUT iHANOM
H.B.KiHAYPIC \



12. Main inclusion criteria

-Age above 18 years.

-History ~ of  upper  gastrointestinal complains
(gastroesophageal reflux (n=5), gastric ulcer (n=4),
duodenal ulcer (n=3), non-ulcer dyspepsia (n=28)).

-Has given consent to participate in the study.

-Has been given written and verbal information and has
had the opportunity to ask questions about the study.

13. The investigational medicinal product,
method of administration, strength

Diabact UBT. 100 mg "C-urea (batch p6412), Tablet
Batch: NU 5185

Method of administration: oral route

Strength: 2 tablets (50 mg each)

14. Comparator, dose, method of
administration, strength

"3C-urea (Cambridge Isotope Laboratories, Boston, USA,
batch p6412).

Method of administration: oral route

Strength: 100 mg was dissolved in 2.5 ml distilled water

15. Concomitant therapy

No acid antisecretory drugs or acid neutralizing drugs will
be allowed in two weeks preceding the study or a known
requirement for any of these drugs during the study period.
No antibiotic drugs will be allowed in two weeks
preceding the study or a known requirement for any of
these drugs during the study period.

No patients received an excluded concomitant treatment

Other:

Isradipin, Bendroflumethiazid, Enalapril, Insulin,
Atenolol, Digoxin, Salmeterol, Salbutamol, Metoprolol,
ASA

16. Efficacy evaluation criteria

An excess 8'°CO; excretion, in expired breath of more than
5 per mil, using the European standard protocol (water|
solution described wide supra), was considered positive for

17. Safety evaluation criteria

i

£

: |

Helicobacter pylori infection |
?

Spontaneous Adverse Event reports

18. Statistical methods

The treatment groups were compared for equivalence, for |
Hp- and Hp+ separately, using analysis of variance at the |
5% level. Before the statistical ET 4 '
were transformed to the natyfabys fnicos
treatments were also compafed|
obtained using a previousl§ @Q
5 8*CO; per mil. BN

ith regard ta7

PRGN i

38002596/ S

3T 1AHO 3 OPUT IHANOM
H.B.HIHHYPIC\
\



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

Gender: Female: 8; Male: 32

Age (year): Mean: 55.0; range: 30-81
Female: Mean:48.0; range: 34-72
Male: Mean:56.7; range: 30-81

Race: Caucasian: 40

20. Efficacy results

* Administration of ""C-urea as tablets prevents urea
hydrolysis in the oropharynx.

* Peak value for exhaled excess 5'*CO; in Hp-positive
patients was significantly higher after administration of
C-urea tablets compared with '*C-urea water solution.

* There was a clear-cut difference in time to peak value of
exhaled excess 8'*CO; (10 vs. 40 min) after administration
of *C-urea tablets and water solution respectively.

* Using "*C-urea tablets, makes it possible to diagnose Hp
infection with a reliability of 99.7% from a single 10 min
breath sample

21. Safety results

A single per oral dose of 100mg '*C-urea is considered
negligible (<4%) in relation to the daily endogenous urea
turnover

The reported adverse events are limited to a slight sour
taste immediately after intake of the citric acid containing
13C-urea tablets.

22. Conclusion

The present study shows greater discrepancy in exhaled
excess §°COz values between Hp-positive and Hp-
negative patients, using the solid dosage form compared
with the conventional technique giving *C-urea as a water
solution. This may very well be because when the
oropharynx is bypassed, all urea is left to be hydrolyzed in
the stomach.

Supplying *C-urea in tablets makes it possible to diagnose
Hp infection with a reliability of 99.7% from a 10-min
breath sample. In comparison with conventional breath
tests, the tablet-based 'C-urea UBT excels in speed,
simplicity, low costs and widespread availability.
Therefore, putting safety concerns into perspective, the
tablet *C-UBT appears to be the ideal method for routine
clinical use.

Applicant (Marketing

Authorization Holder) (signature)
e Clotilde CLEMENT ‘ ;
P //,;/’ ) : T::l!,qemmikaulﬁunﬁ Kon /\: :
0// ;{f LABORATOIRES MAYDRL SRIMBLETS
4 S i
6 avenue de I'Eur

T 01 34 80 55 55 - Telécopiy 01184 BOF5BR U T | HATIOM
H,B,uiHnyPic\.\




3BIT

npo KJIiHiYHe BunpodyBanns Ne 2

- HOMep PeeCcTpalifHoro MOCBiYeHHs)

1. Hassa nikapcbkoro 3acofy (3a HasBHOCTI

HMiabaxt, Tabietku o 50 mr

|2. 3asgBHUK ||Ha60paT0pi'1' Maitoni Crinuiep, ®panuis —|
3. Bupobuux {g;@;;i);aa Hecappouto  ®@apmaceytiko, C.JI.,
4. IIpoBeneni JocTimKeHHS: M Tax C i AKIIO Hi, O0IpyHTYBATH

1) Tun nikapeekoro 3aco0y, 3a SKUM

IPOBOIHIIACA 200 MIAHYETHCS peecTpallis

Jlikapcwkuii 3aci6 3a MOBHEM I0ChEe (ABTOHOMHE
J0CkE), IHIMHH JTiKapchKuil 3acib, Bimoma iroua
peyoBHHA 3rigHO NyHKTY | (migmymkry 1.1)
posniny III Iopsaky Hakasy MO3 Vkpainu Big 23
munHs 2015 poky Ne 460.

KOJIOBAaHHH HOMED KIIIHIYHOTO
BHIIPOOYBaHHS

5. IloBHa Ha3Ba KniHiYHOTO BUIPOOYBAHHS,

JIOCIIIKEHHS 3 METOIO TOPIBHSHHS Mpenapary
C-ceosunu y popmi tabrerox Ta *C-cevopmnn
y GopMi BOJHOrO pO3YMHY /I BH3HAYCHHS
inbexuii Helicobacter pylori.

DB 01A

L6. Maza KIHIYHOrO BUIPOOYBaHHS

|| ®aza1n

7. Ilepion npoBeneHHs KIiHIYHOTO
BHIIPOOYBAaHHA

324.05.1995 p. 10 22.08.1995 p.

8. Kpainu, e npoBoaumocs KiiHi9He
BUNPOOyBaHHA

IBeris

9. KinpkicTh nociimKkyBagmx

3amnanoBana: 40 mamiesTiB.
Qaktruna: 40 namientis. VYei
3aBepUIMIH O0HABI (hasH JOCIiIHKEHHS.

MalicHTH

10. Meta Ta BropuHHi 1i/1i KIiHigHOTO
BUIPOOYBaHHS

OcHoBHa MeTa:

OcHOBHOIO ~ 3MiHHOIO — edekTHBHOCTI  6YiI0
3HAYEHHS HAMIIKYy BualeHHs 6°COy (y
NpOMiJe) y HOBITpi, O BHANXAETHCS, BA3HAUCHE
METOZOM Mac-CIeKTPOMETpii 130TOMHUX
CIIiBBiIHOIIICHE.

- MakcumanbHe 3HAUeHHS Ha/UIMIIKY BHJTLICHHS
3'3CO; (y mpomirne) y mositpi :

- Uac y10 pocsraenHs Mgty

Bropuuna 11iib;
He sactocorne.

11. JIn3aiin KIiHIYHOTO BUIIPOOYBAaHHS

Binkpure paHI0Mi30BaHE
JAOCII/DKEHHSA, Yy sKOMy mopiBHioBamu >C-
cedoBuny y dopmi tabneflsi® B FCEcSERDSHEHO y
dopmi  BommOro  pozusfyl A HDGEHIBA H mitehAD Ay

npmsHavann  y  surARE T0BP&BoTh  so3m

WEFERAAAY JACETAYYD

Hinaypic H.B.\\



40 mariedram.

12. OcHOBHI KpHUTepii BKIIOUEHHS

- Bix nonan 18 pokis.

- Ckapru 3 GOKy BepXHiX BiAmiNiB IITyHKOBO-

KHIIKOBOTO  TpakTy  (ractpoesodareanbHuii

pedimokc (n=35), Bupaska wulyHKa (n=4),

HEBHpa3KoBa JucIencis (n = 28)) B anamuesi.

* Indopmonana 3roga Ha yuacTs y mociimkenHi.

* Hamana mamienty rmmceMoBa Ta  ycHa
inopmaris Ta MOMUIMBICT  IIOCTABHTH
3allUTaHHsA UIOH0 TOC/Ti[DKEHHS.

13. TocnimkyBauuii nikapeskuii 3aci6,
crocib 3acTocyBaHHs, CHIA il

Hiabakr YAT. 100 Mr "“C-ceuosmnm (mapris
p6412), Tabnetku, maptis: NU 5185.

Croci6 3acTocyBaHHS: IEPOPATBHO.

Cuna mii: 2 Tabnetku (o 50 Mr xoxHa).

14. Ilpenapar nopiBHAHHS, 1034, CIIOCI6
3aCTOCYBaHHS, CHJIA il

C-ceuopuna (Cambridge Isotope Laboratories,
bocron, CIIIA, napris p6412).

Crocib 3acTocyBaHHs: IIEPOPATBHO.

Cuma pii: 100 Mr posumsmmm B 2.5 M
JHCTHJIEOBAHOI BOJIH.

15. CynytHs Teparmis

3acTocyBanHsi OyIb-KHX aQHTHCEKPETOPHHX
nperaparis abo NpenapariB, M0 HEHTPaNi3ylOTH
COJISIHY KHCJIOTY, HE IOILyCKaIOCs 3a IBa THIKHI 10
AociikeHHs ab0 BCTAHOBJIEHA HEOOXiHICTH ¥
Oyap-sikoMy 3 [UX 3aco0iB MPOTArOM Tepiody
JOCIi IPKESHHS.

3actocyBanHs  Gynp-sIKOro 3 mpemaparis
aHTHOIOTHKIB He JOIYyCKajlocs 3a JBa THKHI 10
JOCIII/KEHHST ab0 BCTAaHOBJIEHA HEOOXimHICTE y
OyZb-AKOMY 3 LIMX NPENapartiB IPOTATOM HEPioLy
JIOCTIJKEHHS],

Jonen mnamieHT He oOTpuMyBaB 3aGopoHEHe
CYIIyTHE J1iKyBaHHS.

IHmme:

Icpanumin, Genapoduymeriasun, —enananpui,
IHCYJTiH, AaTeHOJIOJ, JUTOKCHH, calaMeTepoJI,
canp0yTaMol, MEeTONpOJIOL, aueTanamuHHOBa
kuciota (ACK). 7 ;

16. Kpurepii ominku epeKTHBHOCTI

70 nporoxony €rpler
(BOAHMIH pO3UMH, OmHggH
MO3UTUBHUM  PE3yJIbTHIO
Helicobacter pylori.

U?. Kpurepii oninku 6e3nexn

CHoHTaHHI MOBiTOMJIEHHS HpO BO1UH] SBHIIA.

18. CratucTHuni MeToan

'pyne  nikysaHHS "ﬁtﬂ]ﬁiﬁﬂlﬁdha?ﬂ/ﬂ b/l Ediano
exBiBanenTHocti, g 3 Hi Horé (HE g+ l
BHKOPHCTOBYIOUH aHAII3 if ﬂl!l(c:ﬂthl 5 %
Ilepen CTaTﬂcqumﬂEP fbntACBy BHl

Kinayeic H.B.



3HA4YCHHS OYJIM IepeBeieHi y KAty HaTypaTbHHX
norapumis. Ilpemaparn Takok TOpiBHIOBAH
BIANIOBITHO O /iarHo3y, BCTAHOBJEHOTO 3
BUKODUCTAHHAM  paHillle  BH3HAYeHOI  Mexi
knacudikarii, suagerns §'>CO; 5 %o.

19. lemorpadiuni moxasHuxu

JIOCIIIKYBAHOI IIOMYJIALiT (CTaTh, Bik, paca,

TOIIIO)

Crarts: xiHKH: 8 0ci0; yosioBikH: 42 0cobmH.

Bix (poku): cepenaniii: 55,0; mianazon: 30-81.
Kinku: cepenmiit: 48,0; nianazon: 34-72.
Yonosixu: cepenniii: 56,7; mianazon: 30-81.

Pacosa npunanesHicTs: eponeoinna paca: 40
ocib.

20. PesynpraTn eeKTHBHOCTI

* Ilpuiiom *C-ceuosunu y  TabimeTkax
3aro0irae riipoiizy CeYOBHHH Y POTOTIIOTIII.

* Makcumanbhe 3Havenns nammmky 8'3CO;
Yy TMOBiTPi, W0 BHAMXaeThes, y Hp-
MO3UTHBHHX NALEHTIB OYJI0 3HAYHO BHINAM
micig  mpuiiomy Tabnerok  *C-cewoBmum
[OPIBHAHO 3 BOJHAM po3dudHOM °C-
CEYOBHHH.

* Binmivena yitko BHpaxkeHa pizHMIA y yaci
J0 JOCATHEHHSI MaKCHMAJILHOTO 3HAYeHHS
Hammmky  8"CO, y  mositpi, mo
BHJIPIX&ETBCFI (10 nmpotu 40 xBuIMH) micis
npuiiomy '*C-ceyoBmHm y Tabnerkax Ta y
(opmi BoIHOrO po3unHy BiANOBiAHO.

* 3acrocyBanus ‘C-cedoBHHH y TaGreTkax
Haja€ MOXIMBICTH miarHocryBatu Hp-
iH(exnio 3 iMoBipHicTIO 99,7 % 3 ofHiel 10-
XBHJIMHHOI IIpOOH MOBITPSL.

21. PesynpraTu Ge3nexu

Pazoa nepopansha j03a 100 mr *C-ceuopunu
BBAXAECTBCA HE3HA4YHOK (<4%) mopiBHAHO 3
J1000BHM 0OMiIHOM €HIOIEHHOT CEHOBHHH,

[lobiuni sBMIIa, 1po sKi MOBimOMIISLIOCH,
OOMEXKYBAMCSA  JIETKHM KHCIHM  TPHCMAKOM
Bi,upa3y MiCIs IPUHOMY JIMMOHHOI KHCIOTH, IO
MicTUThCA y Tabnerkax *C- ~CEHOBHHH.

22. BUCHOROK (3aKJIIOUEHHS)

Oinplry po30KHICTE .--
8*CO, y mnositpi, mqffs
NO3UTHBHHMH Ta Hp-H

IPH 3aCTOCYBaHHI TBUAGH redliKapesKo] ?_a
HOPIBHSHO 31 CTamjaps EIOANKOIO
3aCTOCYBaHHA BC-ceuon S f’ Me#oTHOTO

posunny. Ile  3HauHOMO ==
NOSACHIOBATHCS THM, [0 [IPH TPOXOJKEHH] ucpes
POTOTJIOTKY  Best ceqoﬁEJEE Hofhbud Pt 84 H (rst
rigponisy B mrynky. 37 [AHO 3 OPHT [HANOM
IMocrauarnus *C-ceuopflh TPBfSbekAx Hamae
MOXTHBICTh mamocWaErﬁ"A“pﬁﬁ%Hﬂ%“ 3

RTnayplc H.B_,\\

et



iMoBiphicTio 99,7 % 3 10-xBEAMHHOI mpOGH
MOBITPS, IO BHAMXaeTbess. IlopiBHsHO  3i
CTaHNAapPTHUMM [UXAJbHUMHM TectaMu YT i3
3aCTOCYBaHHAM TabreTox BC-cevopunn
BIIIPI3HAETBCS IIBH/IKICTIO, TIPOCTOTO), HU3LKOKO
BApTICTI0O Ta IIMPOKOK HocTymHicTio. Tomy, 3
Ornsy Ha mHTaHHS Oesmexu, YT 3 13C-
CEYOBHHOIO B  TadleTKax  MpeCTaBISETHCS
ilealbHEM METOIOM JUIl PYTHHHOTO KIIHIYHOIO
3aCTOCYBaHHA.

3asBHHUK [minmuc]
(BMacHUK peecTparifiHoro (migmuc)
IIOCBITYCHHS ) Knorineaa KIEMEHT

;?Lg - 2Ccen—
et 7

[TIITamr:
JJABOPATOPIT MAMOJII CITIHJUJIEP
6 aBento 1e ' Epon — m.c. 51
78401 HIATY Cenexc
Ten. 01 34 80 55 55 — ®axc 01 34 80 55 81]

MEPEKAAR 3POBAEHO
3T 1AHO 3 OPHT IHANOM

AocTosiphicTs
MEPEKNARY 3ACBIAYYD

Kinayeic H.B.L\




Clinical Trial Report No 3

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

Diabact 50 mg, tablets

2. Applicant

Laboratoires Mayoly Spindler, France

3. Manufacturer

Idifarma Desarrollo Farmaceutico, S.L., Spain

4. Trials conducted:

M yes O no If not, substantiate

1) type of the medicinal product, by which
registration was conducted or planned

Medicinal product with complete dossier (stand-alone
dossier), other medicinal product, known active substance
according to item 1 (sub-item 1.1) of section III of the
Procedure of Order of the Ministry of Health of Ukraine
dated 23.07.2015 No 460.

5. Full name of the Clinical Trial, clinical trial
code

Evaluation of low dose '*C-urea and non-fasting condition
for the diagnosis of Helicobacter pylori using the urea
breath test.

DB 008
6. Clinical trial phase Phase IV
7. Period of the clinical trial 09/08/2001 — 10/10/2001
8. Countries where the clinical trial was Sweden

conducted

9. Number of study participants

planned: 150 patients.
actual: 150 patients completed the study and were
analyzed.

10. Goal and secondary objectives of the
clinical trial

Main objective:
The objective is to test for equivalence between the two
protocols C-UBT 100mg vs. *C-UBT 50mg fasting and
between the two protocols 3C-UBT 50mg fasting vs. 3C-
UBT 50mg non-fasting with regard to classification (Hp-
/Hp+).

Secondary objective:

Comparison between breath test results obtained with
conventional IRMS technology and a recently developed
CRS device.

The optimal cut-off for the 50mg dosesdugi
non-fasting condition will be '

11. Design of the clinical trial

37 1AHO 3 OPHT IHANOM
H.B,Hiﬁﬂ.ypic'\,\



12. Main inclusion criteria

- Age above 18 years.

- Has given consent to participate in the study.

- Has been given written and verbal information and has
had the opportunity to ask questions about the study.

13. The investigational medicinal product,
method of administration, strength

BC-urea, tablets 50mg, Batch no: DO1003A
Method of administration: oral route
Strength: single dose (one 50mg tablet)

14. Comparator, dose, method of
administration, strength

13C-urea, tablets 100mg, Batch no: D01003A
Method of administration: oral route
Strength: single dose (two 50mg tablets)

15. Concomitant therapy

Any pharmaceutical treatment interfering with the
performance of the urea breath test was not allowed before
enrolment into the study and during the study period.

- Treatment with antisecretory (H2 blockers, proton pump
inhibitors) drugs in two weeks preceding the study, or a
known requirement of any of these drugs during the study
period

- Treatment with any antibiotic drug in four weeks
preceding the study or a known requirement for any of
these drugs during the study period.

Three patients were excluded because they received
concomitant treatment (antibiotics)

16. Efficacy evaluation criteria

Positive and negative test results based on excess §'3CO,
excretion (per mil) in expired breath measured by isotope
ratio mass spectrometry.

17. Safety evaluation criteria

Spontaneous Adverse Event reports

18. Statistical methods

The diagnostic tests were compared for equivalence using
Mc Nemar’s test. The result given as 95%-confidence
interval was compared to the equivalence limits (1 0%).

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

Gender: Female: 105; Male: 45

Age (year): Mean: 47.0; range: 18-88
Female: Mean: 45.9; range: 18-88
Male: Mean: 49.6; range: 20-77

37 |AHO 3 OPUr IHANOM
H.B.HIHAYPIC \\




20. Efficacy results

Diabact UBT [*C-UBT 100 mg] fasting compared to [\*C-
UBT 50 mg] fasting with regard to classification (Hp-
/Hp+t): the 95% confidence interval for the difference in
classification between the methods is (-0,64%:1 97%) well
inside the stated equivalence limits + 10% so equivalence
is concluded.

Diabact UBT 50 mg["’C] fasting compared to UBT 50
mg["*C] non- fasting with regard to classification (Hp-
/Hp+): the 95% confidence interval for the difference in
classification between the methods is (0.41%;6.25%) well
inside the stated equivalence limits + 10% so equivalence
is concluded.

21. Safety results

A single per oral dose of 100mg '*C-urea is considered
negligible (< 4%) in relation to the daily endogenous urea
turnover

22. Conclusion

Equivalence between the diagnostic tests [BC-UBT
100mg] fasting and {*C-UBT 50mg] fasting urea breath
test for classification of patients as HP- or HP+ was
concluded in fasting patients.

Equivalence between the diagnostic tests ['*C-UBT 50mg]
fasting and [*C-UBT 50mg] non-fasting urea breath test
for classification of patients as HP- or HP+ was also
concluded.

Applicant (Marketing
Authorization Holder)

(signature)
Clotilde C'LEM'EN'{ABORATO!RES

MAYOLY SPINDLER

& avenue de

3rIAHO 3 OPUT IHANOM
H.B.HIHAYPC \\



3BIT

npo KjiHivHe Bunpodysanus Ne 3

1. Haspa mikapcekoro 3aco6y (3a HassBHOCT -
HOMEp PeeCTpaIiftHOro IOCBiI4EHHST)

HiaGakt, Tabnerku mo S0 mr

2. 3a9BHHK

”J'Iaﬁopa’ropii‘ Maiioni Crinpnep, ®@panuis —l

B. BupoGuuk

f@i(bapMa Hecappomno ®apmaceyriko, C.J1L., ICI‘IaHiSI—I

4. IlpoBezeni qOCTiIKEHHS:

M rax C m AKIIO Hi, 06IpyHTYBaTH

1) Tun nikapcexoro 3aco0y, 3a IKuM
IPOBO/IMJIACS a00 IIAHYETECS peecTpariis

Jlikapcekuit 3aci6 3a moBHHM Joche (aBTOHOMHE
10Che), iHmMH Jtikapcekuii 3aci6, Bimoma niroua
peyoBHHa 3rifHo myrKTy 1 (mimmyskty 1.1) posmimy
III Tlopsanxy Hakasy MO3 Ykpainu Biz 23 iwmHs
2015 poky Ne 460.

5. IloBHa Ha3Ba KIIiHIYHOrO BUIPOOYBAHHSI,
KOJIOBaHHH HOMEP KIIIHIYHOTO BHIIPOOYBaHHS

Ominka Hu3BKOT m03u *C-ceuoBuHu Ta CTaHy HeE
HaTlle i JgiarHoctuku Helicobacter pylori 3a

AOTIOMOT0I0 YPea3HOTO JMXAIBHOTO TECTY.
DB 008.

|6. @a3a KIiHIYHOTO BHIIPOOYBaHHS

®aza [V |

7. Ilepion mpoBeieHHs KIIHIYHOTO
BHIIPOOYBaHHS

309.08.2001 p. mo 10.10.2001 p.

8. Kpainu, Jte mpoBoaunocs kiiiniune
BHIIPOOYBaHHSA

ITBeris

9. Kinpkicts mocmimKyBaHuX

3amnanoBana: 150 namienTis.
DakTHyHa: 150 NaIieHTiB 3aBEPIIHIIH
JIOCILDKEHHSI Ta IXHI AaHi 6y10 mpoaHatizoBaHo.

10. MeTa Ta BTOpHHHI LiJIi KJIiHIYHOTO
BUIIPOOyBaHHS

OcHoBHa MeTa:

Mera nomsrae y nocmimxenni exsisameHTHOCTI
JBOX mpotokoms — C-VIT 100 mr IOPIBHAHO 3
l3C-Y,Z[T 50 Mr HarIie, a TAKOX JBOX IPOTOKOJIB —
BC-YIT 50 mr uarme nopisasiHo 3 BC-VT 50 mr
HE Hatmle 1mox0 Kiacudikanii (Hp-neratusni/Hp-
[IO3UTHBHI ).

BropuHHa 11i)1b:

ITopiBHSHHSL ~ pe3yNbTaTiB  JMXAIBHOTO TECTY,
OTPHMaHHX 3a JOIOMO APTHOI METOIUKH
Mac-ClieKTpoMeTpii  J¥a :
(IRMS) Ta 3a nonomgms
IPHIaay CIEKTPOMGLPA
Ciajty CHTHauy B qagfi

Byzne pospaxoBan®\@tii

1. Jluzaitn KNiHI9HOTO BUIIPOOYBAHHS

PSP wacTkoBO

paHjioMi30BaHe nepexpecHe O6YBaHH}I 3 TpbOMa
nepiogamu. NNEPEKNAR 3POGNEHO

12. OcHOBHI KpuTepii BKIIOYEHHS

- Bik noaz 18 pokis TTATO 3 OFAT THANOM |

3
- InopmoBana 3roma HMF& Eﬁ&gsl

Kinayelc H.B.h




- Hanana nanienty muceMoBa Ta ycua iH(opmaris Ta
MOJKJIUBICTE HOCTaBUTH MIUTAHHS 11010
JIOCITiJKEHHS.

13. MocmimkyBanuii Tikapepkuii 3aci6, cmoci6
3aCTOCYBaHHS, CHIIA i1

PC-ceuoBuna, Tabmerkm 50mr. Ilapria Ne
DO1003A.
Crocib 3acTocyBaHHS: NepopaIbHO.

Cuia gii: pasopa mo03a (1 tabnerka 103010 50 M),

14. IIpenapat nmopiBHAHHS, 1034, CIIOCIO
3aCTOCYBAaHHSA, CHJIA Jil

3C-ceuoBuna, Tabmetku 100 Mmr. ITaptisz  Ne
DO01003A.

Crocib 3acTocyBaHHSA: MepOpaIBHO.

Cuna zii: pasosa no3a (2 tabnerku o 50 Mr).

15. CynyTHs Tepamis

Bynp-sike  MemMKaMeHTO3He  TiKyBaHHS, 1O
IEPEMKOIKAI0 BUKOHAHHIO YpEasHOro IMXAIBHOTO
TECTy, 3a0OpOHSIOCS mepel BKIIOYCHHSM B
JIOCIII/DKEHHS Ta IPOTAIOM NEPiOIy JOCIiIKEHHS.

- JlikyBaHHS  aHTHCEKPETOPHHMH  3aco0amu
(6rokaropu Ha-ricraminoBux penenTopie, HribiTopu
IPOTOHHOI ~ MOMIIM) 32 1Ba THXHI  mepesn
JOCTiDKEeHHsM ab0 BCTAHOBNIEHA HEOOXiAHICTD y
Oyzb-SIKOMY 3 WX IIpENapatiB mpOTSToM Iepioy
JOCITiJDKEHH.

- JlikyBanns Oy[b-IKHM MpenapaTtoM aHTHOIOTHKIB
3a YOTHPH THIKHI 10 JOCIIiIKEHHsI a00 BCTAHOBIEHA
HEOOXiTHICTE y Oyab-sKOMy 3 mux Ipernaparis
[POTATOM HEPIOAY AOCHTI IKEHHSL.

Tprox namientie 6yn0 BHKIIOYEHO 3 JIOCIT1KEHHS,
OCKUTBKH BOHH OTPHMYBAJIH CYIIYyTHE JiKyBaHHS
(aHTHOIOTHKH).

16. KpuTepii oninku edexrusHoCTi

[losutuBHI Ta HeraTuBHI pesynsTatm Tecrty,
BHXO/IS9H 31 3HAYEHHS HAUIMIIKY BAaiieHHs & °CO;
(y mpomise) y moBiTpi, 10 BHINXAETHCS, BH3HAYCHE
METOIOM Mac-CIeKTPOMETPil 130TOIHHX
CIIiBBIIHOIIIEHb.

[17. Kpurepii oninku 6e3nexu

[ CronranHi moBigoMIeHHsS po no6ivHi sBUINA. |

18. CrarucTuudi MeToan

JlilarHOCTHYHI ~ TECTH  TNOpIBHIOBATH  IIOJO
eKBiBaJEHTHOCTI  3a H0PQIQ,,  KPHTEpIIo
MakHemapa. Pesynprar, g (IR BUTIIA
95 % nosipuoro inTepBa =\

19. lemorpadiuni nokazuuky 10CTimKyBaHOT
HOIYJIALI (CTaTh, BIiK, paca, TOIIO)

B%‘L{Ifl; 45%0c10,
HTAQIKAiHMG Ko Y.,

X\ 38002596 P

20. PesymbraTu eekTHBHOCTI

Hiabakr YIT [PC-YJT 100 mr] marme nopisHsHO
3 [PC-YT 50 mr] HATINE QAR [ FOBIAKA AT (Hp-
/Hp+): 95 % JOBIpYHE- (i TepRasp pirl IAFFoM Mix
MeTonaMu oo  Kiackfyxamii pH1Q.68 %—1.97 %)

SHAXOIUThCH B WEWaK[IAA¥a3nddediiy 0 mex

Kinayelc H.B.\\



eKBiBaIeHTHOCTI + 10 %, Tomy OyII0 eKBiBaeHTHICTE
BCTaHOBIICHO.

HiaGaxt YT 50 mr ['*C] marme nopisus=o 3 YAT
50 mr ["*C] we marme wmozmo knacudixanii (Hp-
/Hp+): 95 % nosipunii inTepsan mmst pisHUII Mik
MeTomamMu  moao kiaacudixanii (0,41 %—6,25 %)
3HaXOOUTBECA B MeXax  3a3HAUYEHHX  MEX
eKkBiBasieHTHOCTI £ 10 %, TOMy eKBiBaIeHTHiCTE GyI10
BCTAHOBJICHO.

21. Pezynpraru Oe3nexu

Pazopa mepopaneHa no3a 100 Mr '*C-ceuoBunm
BBXKAETBCA  He3Ha4yHOKO (<4%) mopiBHIHO 3
J1060BHM 0OMIHOM €HIOTEHHOI CEYOBHHH.

22. BUCHOBOK (3aK/II04EHHS)

Byno BCTAHOBJIEHO €KBIBAICHTHICTh
piarHocTHaHEX Metomk [PC-VIT 100 mr] marme
ta [*C-Y]IT 50 Mr] Hatime ypeasHOro AHXATBHOTO
Tecty mpH Knacubikamii mamientiB sk Hp-
HeraTuBHUX a60 Hp-no3uTHBHEX.

Takoxx  Oymo  BcTaHOBIEHO — eKBiBAJIEHTHICTH
niarHocTHuHKX Metoauk [*C-VT 50 mr] Harme Ta
[PC-VAT 50 mMr] He HaTiIe ypeasHOro MMXATBHOIO
TeCTy 1pd Kinach(ikanii mamientie sk Hp-
HeraTMBHUX a60 Hp-mo3HTHBHUX.

3agBHHK

(BIIaCHHK peecTpaiiiHOro

TOCBITYEHHS) Knotinieaa KIEMEHT

@%4«,9,«5{ 1Lt~

[[ITamm:
JIABOPATOPIT MAMOJII CIIIH/IJIEP
6 aBento zie 1’Epon —m.c. 51
78401 IATY Cenexc
Ten. 01 34 80 55 55 — daxc 01 34 80 55 81]

MIEPEKNAR 3POBNEHO
37 [AHO 3 OPHT IHANOM

RocToBIPHICTD
NEPEKNAAY 3ACBIAYYD
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Clinical Trial Report No 4

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

Diabact 50 mg, tablets

2. Applicant

Laboratoires Mayoly Spindler, France

3. Manufacturer

Idifarma Desarrollo Farmaceutico, S.L., Spain

4. Trials conducted:

M yes O no If not, substantiate

1) type of the medicinal product, by which
registration was conducted or planned

Medicinal product with complete dossier (stand-alone
dossier), other medicinal product, known active substance
according to item 1 (sub-item 1.1) of section III of the
Procedure of Order of the Ministry of Health of Ukraine
dated 23.07.2015 No 460.

5. Full name of the Clinical Trial, clinical trial
code

The prevalence of Helicobacter pylori infection in patients
with functional dyspepsia.
DYS 01B

6. Clinical trial phase

Phase II

7. Period of the clinical trial

13/01/1998 — 08/10/1998

8. Countries where the clinical trial was
conducted

Sweden

9. Number of study participants

planned: 207 patients
actual: 170 patients completed the study and were
analyzed.

10. Goal and secondary objectives of the
clinical trial

Primary objective:
To apply a biometric method for determining the optimal

cut-off of a tablet-based urea breath test, diabact UBT, in
a patient population with functional dyspepsia.

Secondary objectives:

To determine the proportion of patients infected with
Helicobacter pylori among patients with functional
dyspepsia.

11. Design of the clinical trial

In this open, non-comparative study,'*C-Urea Breath Test
(UBT) was performed in a patlent populatlon with
functional dyspepsia. L

3 1HHO 3 OPUT IHANOM
H,B,HIHMPiCI{



12. Main inclusion criteria

« Age between 18 and 60 years

* At least three episodes of mild epigastric pain/discomfort
during the run-in week

« Clinically normal laboratory values at the time of the pre-
eniry evaluation

* Signed informed consent to participate in the study

13. The investigational medicinal product,
method of administration, strength

BC-urea, 100 mg. Batch U6517 and U7463,
Method of administration: oral route
Strength: single dose (two 50mg tablets)

14. Comparator, dose, method of
administration, strength

None
Method of administration: Not applicable
Strength: Not applicable

15. Concomitant therapy

Treatment with NSAIDs, antibiotics, prostaglandins,
prokinetics, acid suppressing agents and antacids must be
stopped two weeks before enrolment into the study and are
prohibited during the study period.

2 patients received an excluded concomitant treatment
(fluconazole and lymecyclin/tetracyclin)

Other:

terbinafine, carisoprodol, oestrogen hormone,
levomepromazin, oestradiol, medroxyprogesteron,
paracetamol, codein.phosph., oestaradiol, nortestosteron,
fluconazol, cyclizin, paracetamol, oestrocen hormone,
adhesive plaster, sumatriptan

16. Efficacy evaluation criteria

Excess 8"CO; excretion (per mil) in expired breath
measured by isotope ratio mass spectrometry

17. Safety evaluation criteria

Spontaneous Adverse Event reports.

18. Statistical methods

Logarithmic transformation of gastric urease activity in the
patient population yields separate populations (of Hp-
negative and Hp-positive patients), each normally
distributed.

Adjusted for relative frequencies, their normal probability !
density function intercepts at one pomt estnnated as {he é
log cut-off. At this pomt the probability

DA rease activity
AT

2
\=
5
=

3r [AHO 3 OPUT [HANOM
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19. Demographic characteristic of study
population (gender, age, race, etc.)

Gender: Female: 75; Male: 95

Age (year): Mean: 33.9; range: 20-63
Female: Mean: 38; range: 20-60
Male: Mean: 42; range: 20-63

Race: Caucasian: 169; Mongolian: 1

Nicotine use: 30
Alcohol use; 152

Length (¢cm): Mean: 174.2; range: 150-195
Weight (kg): Mean: 75.4; range: 49-110

20. Efficacy results

In the studied dyspeptic population, the optimal cut-off
point was 1.4 (1.43) 8 per mil. At this point, the risk of
obtaining a false diagnosis was 0.12 %

Mean excess 8°CO; excretion (per mil) among Hp-
positive patients (n=23) was 25.50 (3.27-95.92 excess
8'3C0; excretion)

Mean excess "°CO; excretion (per mil) among Hp-
negative patients (1=147) was 0.24 (-0.89-1.28 excess
8"1*CO; excretion)

21. Safety results

A single per oral dose of 100 mg '*C-urea is considered
negligible (< 4%) in relation to the daily endogenous urea
turnover.

None of the reported adverse events during the study
period were classified as study drug related.

22. Conclusion

In the group of 170 dyspeptic patients, 13 % of the patients
had an excess 8'°CO; excretion exceeding 1.4 per mil 10
minutes after 1*C-urea intake, and were thus classified as
Hp-positive. In these patients, the mean excess §3CO,
excretion value was 25.50 per mil (range 3.27-95.92)

Applicant (Marketing - % LABORATOIR
Authorization Holder) / (signature)
_#~ Clotildle CLEMENT

3r IAHO 3 OPHT IHANOM
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3BIT

npo kiinidHe BHOpoOyBanus Ne 4

1. Ha3ga nikapcbkoro 3acofy (3a HassBHOCTI -
HOMEp PEECTPALiMHOTO OCBiTYeHHS)

Hiabaxr, Tabnetky no 50 mr

ES’MBHHK

—”HaﬁopaTopii' Mationi Crinmnep, ®pantiis

3. Bupobuux Imq)apma Hecapponno  ®apmaceytiko, C.JL,
Icnanis
4. IIposeneni JocimKeH S M Tak C =i AKIIO Hi, 00IpyHTYBaTH

1) Tan slikapcekoro 3acofy, 3a SKEM
IPOBOHIIACS 400 IIaHYEThCS PEECTPALTis

Jlikapcokuit 3aci6 3a mOBHEM J0ChE (aBTOHOMHE
A0CbE), iHIME Tikapchkwit 3aci, Bimoma miroua
PeUOBHHA 3rifHO MyHKTY 1 (migmynkTy 1.1) po3zity
IIT Hopsanky makasy MO3 Vkpaiuu Big 23 aumms
2015 poky Ne 460.

5. IloBHa Ha3Ba KIiHIYHOrO BUIPOGYBAHHS,
KOJIOBaHHH HOMED KITiHIYHOTO BHIPOOYBAaHHS

Hommpenicts indexuii Helicobacter pylori cepe
NAI€ATIB 3 GYHKIIOHATEHOIO AUCIIENCIELO,
DYS 01B

E. da3a KJIiHiYHOTO BHIPOOYBaHHS

sl —

7. Ilepion npoBeeHHs KIIiHIYHOTO
BUNPOOYBaHHSI

3 13.01.1998 p. mo 08.10.1998 p.

8. Kpaiuu, ne nmposomunocs kiinidae
BHITPOOYBaHHS

[IIBemia

9. KinbkicTs nociimpKyBaHux

3ammanosana: 207 manieuTis.
daxTryna; 170 MAali€HTIB 3aBEPUIHIIH
JOCTIJUKEHHS Ta IXHi Jani 610 nmpoaHamizoBaHo.

10. Meta ta BropuuHi iy KIiHIYHOrO
BHIIPOOYBaHHS

OcHoBHa MeTa:

3actocyBatH  GloMeTpuuHMi  MeToxm s
BH3HAQYEHHS  ONTUMAIBHOI TOYKH  BiJCIKaHHSI
YPEa3HOIro [IUXABHOIO TECTy i3 3acTOCyBaHHAM
rabnerok, Jliabakr VT, y rpymi nauientis 3
(GYHKIIOHATBHOIO JIUCIIETICIETO.
BropunHa 1i/s:

BusHaunTH 4acTKy namnieHTiB,
Helicobacter  pylori,  cepen
(YHKIIOHATBHOIO JTHCIENCiEO.

iH(iKOBaHHX
MamieHTiB 3

11. Tu3aiis KIiHIYHOrO BAMPOOYBAHHS

Y  npamomy  Biakputomy

HENOPiBHAIBHOMY
JOCTIDKCHH] ypeasHuil e

12. OcHOBHI KpHTEpil BKIIOYEHHS

13C-cevormHOIO TIPOBOA, Y L PRJICHTIB 3
(ysKUiOHATEHOIO THCHEREICTO. S22
*  Bixsin 18 5o 60 perein«KPATIA JTTTIN T =T
* Ionaiivenmme 3 § "}@nﬂmﬁeawﬁﬂﬁ\* 0

JIETKOTO  CTYTIEHS % IE
TPOTSATOM IOTOYHOTOREHHF - <. 04

* KuiniuHo HOpManbHi NAOOPEFIPHI TOKA3HUKH
Ha  MOMEHT  OOCTEeXEHHS  Halepeno/Hi
BKJTFOUEHHS B 1oCTIVBREHHAA 3POBNEHO

* [igmacana ind@IMdskiS oMR| #a] yMacTs v
TOCIi KEHHI. RocToBiPHICTD

WEPERNARY JACETAYYD
Kinayeic H.B. l\




13. locnimxyBaruii nikapchkuii 3aci6, crmocio
3aCTOCYBaHHS, CHJIA JIii

BC-ceqoruna, 100 mr. TTaprii U6517 ta U7463,
Crocib 3acTocyBanHs: nepopaibHo.
Cruua 1ii: pasosa n03a (2 tabierku mo 50 MT).

14. TIpenapar nopisusuus, 103a, croci6
3aCTOCYBaHHs, CHJIA il

BincyrHii.
Crioci6 3acTocyBanHs: He 3aCTOCOBHE.
Cuia zii: He 3aCTOCOBHE.

15. CynyTHs Teparis

JlikyBanns i3  3acTOCYBaHHAM HecTepOiHHX
nporusananeHux 3acobiB (HII33), antubiorukis,
NpOCTAl/IaH/MHIB, TIPOKIHETHKIB, 3acobiB, 1o
3HHXKYIOTh KHCJIOTHICTh, TA aHTALUIBE HeoOXimHo
TIPUNIAHATH 33 J1Ba TH)KHI [0 BKIIOYEHHS B
AOCIDKEHHA Ta 3a00POHEHO MPOTSroM nepiomy
JOCITI IKECHH.

2 mauienTd oTpHMyBanu 3abopoHeHe CYIIYTHE
TiKyBaHHS (pnyxonazon Ta
JIMENUKITiH/TeTPAUKIIiH).

Innre:
TepOinain, Kapicompomoi, TrOPMOH ecTporew,
JI€BOMENIPOMA3HH, ecTpamion,

ME/IPOKCUIIPOTECTEPOH, — TApaleTaMol, KoJAeiHy
Q)ocq)a'r €CTPaiolN, HOPTECTOCTEPOH, (IIYKOHA30II,
IUKI3MH, —I1apaleTaMol, TOpPMOH €CTpOT€H,
JIeHKOIIaCTHp, CYMATPHUIITaH.

16. Kpurepii oninku edexTuBHOCTI

3uayeHHs HaUMIKy  BuAiterHs 3°CO, (y
IIPOMiJle) y IOBITPi, IO BHAMXAETHCS, BU3HAYCHE
METO/IOM Mac-CIeKTPOMETpii i3oTonHmx
CIIiBBIIHOIICHb.

|17. Kputepii orinku 6esnexkn

CroHTanHi TOBiTOMIICHHS PO MOGiYHI SBHMIA.

18. CratucTHuni MeTomH

Y pesynbrati norapudmiunoi Tpancdopmarii
AKTHBHOCTI IIYHKOBOI ypeasd B  MOMyJSmii
HALi€EHTIB  OTPHMAaHO OKpeMi piBHOMIipHO
posmomineni rpymu  (Hp-nerarwBmi Ta Hp-
MO3UTHBHI MMAI[ieHTH).

CxopuroBana 3a  BiIHOCHHMHM  4acTOTaMM
HOpMajlbHa (YHKIiS IMinbHOCTI  #iMoBipHOCTEI!
HepepuBac B O/Hii Touwi, anﬂaqum K norapnd)M
BiACiKamHA. YV Wil __g@ME.,  BiporiaHicTs
XUOHOIIO3HTHBHOTO B A
pillleHHs 1po Te, 361

19. Jlemorpadivni mokasHUKH 10CITiIKyBaHOT
nomnyJsAnii (cTars, BiK, paca, TOIIO)

Bik (poxu): memiana: 33, 9 ,mana:son 20-63.

Kinku: meniana: 38; [lEamspii 20R601EHO

YHomosiku: menianag g4 ftasasdid RDHEB0M
AOCTOBIPHICTD

— NEPERNARY SACBIAYGY
Kinayeic H.B.



PacoBa npunanexHicTs: €BpoOIIeOiHa paca: 169
0ocib; MoHTOMO IHA paca: 1 ocoba.

BikuBanus HikoTHHY: 30 0Ci6.
BxxuBanng ankoromo: 152 oci6.

3pict (cm): cepenre 3HaveHHs: 174,2; niamazon:
150-195.

Maca rina (xr): cepente 3sHauenss: 75,4;
niamaszon: 49-110.

20. Pesynbraru edekTHBHOCTI

Y nocmimkysamiii nomymaumii namienTiB 3
JUCTETICIEI0  ONTHMAIbHA  TOYKA  BiACIKAHHS
craHoBuna 1,4 (1,43) & npomine. V miit Toumni PH3HK
BCTAHOBJICHHS IIOMHJIKOBOTO /iarHO3y CTAHOBHE
0,12 %.

Cepenne 3HaueHHs HaMMIIKY BUgineHHs 6°CO,
(y mpomine) cepex Hp-mosuTuBHEX mamieHTIB
(n=23) cranoBumno 25,50 (HaWIHIIOK BULUICHHS §
BCo, 3,27-95,92)

Cepenne 3HaueHHs HaMIIKY BugineHHs §'3CO,
(y mpomine) cepen Hp-HerarwBHMX maIieHTIB
(n=147) cranosmwio 0,24 (HammumoOK BH/IJICHHS
3'°CO, -0,89-1,28)

21. Pesynbratn 6e3nexu

OnnopasoBa mepopamsHa go3a 100 mr SC-
CCUOBHHHM  BB@KAETBCA  HE3HAYHOIO (< 4%)
IOPIBHAHO 3 J0GOBAM OGMIHOM EHJIOreHHOL
CCUOBHHH.

Koane i3 nobiunmx sBuIL, 3apeecTPOBaHUX
IPOTSArOM  Mepiofy  JIOCHIIKEHHS, He Oyio
Knacu(ikoBaHO sK TOB's3aHe i3 3aCTOCYBAHHAM
npernapary.

22. BUCHOBOK (3aKJIIOUCHHS)

Y rpyni 3 170 nauiedriB 3 gucrenciero 13 %
MALIEHTIB MaTH HAUIHIIOK BHIICHHS 813C0,, mo
nepesuntye 1.4 %o gepes 10 XBriMH micis mpuitomy
BC-cevopunmy, i TakuM unHOM Oyiu knacudikoBani
K Hp-mosutuBHi. VY 1uX mnamicHTis cepenHe
3HAYCHHs HAIIHINKY BHAiLIeHHS 8°CO, cTaHoBMIO

3asiBHUK

(BIacHHK peecTpaliiiHoro
IIOCBITYEHHS)

Enegpemcmlisne
bt 71O

78401 IIIATY Cenekc
Tex. 01 34 80 55 55 P& 1 33P0 55N |
3T 1AHO 3 OPHT iHANOM
AocToBiPHicTh
NEPEKNARY 3ACBIAYYD

Hinayeic H.B, \\




Clinical Trial Report No 5

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

Diabact 50 mg, tablets

2. Applicant

Laboratoires Mayoly Spindler, France

3. Manufacturer

Idifarma Desarrollo Farmaceutico, S.L., Spain

4. Trials conducted:

M yes O no If not, substantiate

1) type of the medicinal product, by which
registration was conducted or planned

Medicinal product with complete dossier (stand-alone
dossier), other medicinal product, known active substance
according to item 1 (sub-item 1.1) of section III of the
Procedure of Order of the Ministry of Health of Ukraine
dated 23.07.2015 No 460.

5. Full name of the Clinical Trial, clinical trial
code

Determination of optimal cut-off value for a novel tablet-
based Urea Breath Test (UBT).
DB 007

6. Clinical trial phase

Phase III

7. Period of the clinical trial

14/06/1996 — 24/08/1998

8. Countries where the clinical trial was
conducted

Sweden

9. Number of study participants

planned: 901 patients.
actual: 885 patients were included in the analysis.

10. Goal and secondary objectives of the
clinical trial

Primary objective: To apply a biometric method for
determining the optimal cut-off of a tablet based urea
breath test, diabact UBT, in 901 patients prescribed diabact
UBT on a named patient basis.

Secondary objective:
Not applicable

11. Design of the clinical trial

The study was conducted retrospectively on un-identified
patient records during the period [14/06/1996-24/08/1998]
PC-Urea Breath Test (UBT) was performed in 901
patients prescribed diabact UBT during this period.

12. Main inclusion criteria

* Tested for Helicobacter pylori siatsing
100mg prescribed on a \-P.«ji ¥

* Available data regardingfae;
regarding pre/post treatmenf indlic:

3T 1AHO 3 OPUT IHANOM
H.B.KIHAYPIC
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13. The investigational medicinal product,
method of administration, strength

diabact UBT. 100mg *C-urea
Method of administration: oral route
Strength: single dose (two 50mg tablets)

14. Comparator, dose, method of
administration, strength

None
Method of administration: Not applicable
Strength: Not applicable

15. Concomitant therapy

According to recommendations, the patients were fasted
for at least 4 hours prior to urea intake.

Systemic antibiotic therapy within 4 weeks prior to test
procedure were not allowed.

16. Efficacy evaluation criteria

Excess 3'*CO; excretion (per mil) in expired breath
measured by isotope ratio mass spectrometry

17. Safety evaluation criteria

Adverse event reports,

18. Statistical methods

Logarithmic transformation of gastric urease activity in the
patient population yields separate populations (of Hp-
negative and Hp-positive patients), each normally
distributed.

Adjusted for relative frequencies, their normal probability
density function intercepts at one point, estimated as the
log cut-off. At this point, the probability of a false positive
or false negative decision of whether gastric urease activity
is increased or not is the smallest.

Hence, its antilogarithm is used as the cut-off value.

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

Gender: Female 425; Male 460

Age (year): Mean: 50.5 Range: 9-93
Female: Mean: 50.5; range: 11-84
Male: Mean: 50.6; range: 9-93

20. Efficacy results

In the studied patient population, the optimal cut-off point
was 1.5 (1.51) 8 per mil. At this point, the risk of obtaining
a false diagnosis was 0.55 %

-Mean excess §'°CO; excretion (per mil) among Hp-
positive patients (n=198) was 18.66 (1.65 - 122.26 excess
313CO; excretion)

-Mean excess 8'°CO, excretion (per mil) among Hp-
negative patients (n=687) was 0.12 @5 '
33 CO; excretion) SR

21. Safety results

A single per oral dose of !-
negligible (< 4%) in relation ,l
turnover. Blo;

3r[AHO 3 OPHT IHANOM
H.B,HIHEYPIC\,\



In the group of 885 patients, 22% of the patients had a
excess 8'°CO; excretion exceeding 1.5 per mil 10 minutes
22. Conclusion after *C-urea intake, and were thus classified as Hp-
positive. At this cut-off point, the risk of obtaining a false
diagnosis was 0.55 %

Authorization Holder) (signature)
Clotilde CLEMENT

Applicant (Marketing /gf %
e

LABORATOIRES MAYOLY SPINDLER
B avenue de PEurope - gp 51
78401 CHATOU Cadex

Tél 01 24 80 55 55 .. Télbcopia 01 34 89 3581

3r1AHO 3 OPUT IHANOM
H.B.KiHAYPIC
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npo KJIiHiYHe BHOpoOyBaHus Ne 5

1. Ha3spa nikapcekoro 3aco6y (3a HassBHOCTI -
HOMEp peecTpaniifHOro mocsiueHHs)

Hiabakr, TabmeTkn o 50 mr

2. asBHHK JIaboparopii Maitoni Crinmep, ®panmis l
3. BupoOuuxk —I@i(papMa Hecapponno @apmaceyriko, C.J1., Icnanis 1

4. TIpoBeneHi qoCiKEHHS:

M rak 1 B

AKIIO Hi, 00TpyHTYBaTH

1) T nikapeekoro 3acoby, 3a AKuM
NpoBOAUIACS ab0 MIaHYEThCS PEECTPAILis

Jlikapchkuit 3aci6 3a MOBHMM 1OCHE (aBTOHOMHE
J0ChE), IHIIME TiKapchkuil 3aci6, Bimoma miroua
peyoBHHA 3riAHO MyHKTY 1 (mizmynkty 1.1) posaizy
IIT Topanxy wakasy MO3 Vkpaiau Bix 23 aumas
2015 poky Ne 460.

5. IloBHa Ha3Ba KIIIHIYHOrO BHIPOOYBaHHI,
KOJIOBAHHH HOMED KJIIHIYHOTO BUIPOOYBaHHS

Bu3Ha4eHHS ONTHMAJBHOI TOYKH  BiACIKAHHS
HOBOTO ypeasHoro muxanpHoro Ttecty (YJT) i3
3aCTOCYBaHHSAM TabIIETOK,

DB 007.

|Q(I)a3a KJIiHIYHOTO BUIIPOOYBaHHS

| ®azalll |

7. Ilepion npoBeeH s KIiHITHOTO
BHITPOOYBaHHS

314.06.1996 p. mo 24.08.1998 p.

8. Kpainwu, 1ie npoBoaunocs kiiniune
BHUIIPOOYBaHHS

IIBemnis

3amnanoBana: 901 mamienr.,

10. MeTa Ta BropHiHHi i K1iHiYHOTO
BHIIPOOYBaHHS

9. KifbKicTh D0CHiKyBaHHX @aktiuHa: 885 mamieHTiB, gaHi  SAKHUX Oyi0
BKJTFOYEHO B aHAIIR.
OcHoBHaA MeTa:
3acrocyBaru OiomeTpHuHH METO. IUIst
BU3HAYCHHS  ONTHMAIBHOI  TOYKH  BiACIiKAHHS

YP€asHOro IHMXaJIbHOTO TECTY i3 3acTOCYBaHHSIM
tabnerok, [iabakr YT, y 901 namienrta, sxum
npusHaueHo [liabakr Y/IT na inmuBinyansHiit ocHoBi

BropuHHa 11ij1b:
He 3actocosne.

11. Jluzaiin KIiHi9YHOTrO BHIPOOYBAHHS

HOCIDKEHHS  TIPOBOAMIIOCH PETPOCIEKTHBHO 3
BUKOPHCTaHHAM HEIIEHTH(IKOBAHMX KapT MAIi€HTIB
HpOTHI‘OM nepiony [14.06. 1996~

BC-ypeasunit  muxannngl:
npoBesieHo 901 nariey

12. OcHOBHI KpuTEpIi BKIOYEHHS

100 mr,

OCHOBI. Rl 5:0105
* HaseHi mani mojgo Ble, oA Ta iH(popMaItis

CTOCOBHO IOKa3aHb JI0 Ta [iCIIs TiKyBaHHS.

13. ocmimkyBauuii tikapcbkuit 3aci6, cmoci6
3aCTOCYBaHHS, CHJIA Uil

JliaGaxt Y JIT. 100 w1 CEETRuIROE NERD
Crioci6 3acrocysantia; f1é C§ aQE]aﬂ]ﬁM [HANOM
4 E[i'ﬂlllcf}d) 50 Mr)

Cuta aii: pazosa 1034
Hinayelc H.B.
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14. Ilpenapat nopisuauHs, 1033, cHOCiO
3acTOCYBaHHs, CHJIA Jii

Bincyrhii.
Croci6 3acTocyBaHHS: He 3aCTOCOBHE.
Cuua fiii: He 3aCTOCOBHE.

15. CynyTHs Tepamis

3riHO 3 PEKOMEHJAIiSIMH, TAI[EHTH TOI0IyBAIH
OPOTArOM INOHAHMeEHIe 4 roguH [0 M[pHioMy
CEUOBHHH.

3abopoHsiacs  cHCTeMHa  aHTHOIOTHKOTeparis
MPOTATOM 4 THKHIB JI0 IPOBEIEHHS TECTY.

16. Kpurepii oninku edpekTHBHOCTI

3HaueHHs HAMIOKY BujineHs 8°CO; (y
IpOMije) y TNOBITpi, L0 BHIMXAETHCHA, BHU3HAYCHE
METOI0M Mac-CIeKTPOMETpil 130TOMHAX
CIiBBITHOIIICHB.

| 17. Kpurepii oninku 6e3mneku

| Tosinomsenns mpo mo6Giusi suma. I

18. CrarucTiuHi METOIH

Y pesymbrati norapudmiunoi  TpaHchopmariii
aKTHBHOCTI ~ LLTYHKOBOI  ypeasH B  MOILyJIAIi
TaIlieHTiB OTPUMAHO OKpeMi PiBHOMIPHO po3moineHi
rpynu (Hp-neratusai Ta Hp-nosurushi namienty).

Ckopuroaa  3a  BIJIHOCHHMH  YacTOTAMH
HOpManbHa (QYHKIiS IWiNBHOCTI  HMOBipHOCTEH
TIEPepPHBAE B OJHIA TOYINI, BU3HAUYEHIH AK Jorapudpm
BiJICIKaHHS. ¥ i TOYII BIpOTiHICTB
XHOHOMO3HTHBHOIO YH XHOHOHEraTHBHOIO PillleHHS
po Te, 30UIBINYETHCS YH Hi, aKTHBHICTh IILTYHKOBOI
ypeasu, € HalMeHIIIO10,

Omxe, il aHTHIOTapHOM BHKOPHCTOBYETHCS SK
TOYKA BiJICIKaHHS.

19. lemorpadiuni moka3HUKE JOCIiIKYBaHOT
nomysnii (craTs, Bik, paca, TOIIO)

Cratb: xiHKH: 425 0cib; yonosiku: 460 ocib.

Bix (pokn): cepenuiii: 50,5; nianazon: 9-93.
Kinku: cepenmiii: 50,5; nrianazon: 11-84.
Yono.iku: cepemniii: 50,6; nianazon: 9-93.

20. Pesynbratu epeKTHBHOCTI

v JOCIIJDKYBaHii HOILY ST HAITi€HTIB
ONTHMaJbHA TOYKA BiACIKAHHA cTaHOBWIa O 1,5
(1,51) mpomine. ¥ miif ToYI[i pU3HMK BCTAHOBICHHS
IIOMMJIKOBOTO JliarHo3y cTaHoBuB 0,55 %.

- CepenHe 3Ha4YeHHs HaAIMIIKY BHAiIeHHS 8°CO;

313C0,1,65-122,.26). 4 N

- CepenHe sHaueHHASHAN 8’3C02
(y mpomine) y rpyget
(n=687) craHOBHIIO §
513C0; -2,05-1,38).

21. Pe3ynbratu Gesmexn

PazoBa mnepopanena 3
BBAXKAETHCS  HE3HAYHOIO MOPIBHAHO 3
JTI0OOBHM OOMIHOM CHJIOMEHHOI CEYOBHHH.

22. BUCHOBOK (3aKTFOYCHHS )

YV rpym 3 885 nadf@ffwﬁﬂnﬁﬂ %3 P tbffdtris mamm
sammamok suientih | B¢, OR ik ATLE MG, yepes

10 XBHIHH mmicis 1 E%%?Xﬂj@ﬂ:k% HHH, 1 TaKUM
qUHOM OyIu KHaCH WI—%@% {Hﬂ 1.V uii

— RIAAYFIC H.B, b\




TOUIIl BICIKAHHS PU3HK BCTAHOBJIEHHS OMHIKOBOTO
nmiarHo3y ctaHoBuB 0,55 %.

3asBHUK [mimmuc]
(BIaCHMK peecTpaliiHoro (miamuc)
IIOCB1{YEHHS) Kuaortiasaa KIEMEHT

[[LITamm:

JIABOPATOPIi MAMOJII CITIHIUIEP
6 aBeHto ne 1’'Epon —m.c. 51
78401 IIATY Cenexc
Ten. 01 34 80 55 55 — Dakc 01 34 80 55 81]

é pecel— 2
g‘% v

MEPEKNAR 3POBNEHO
3T [AHO 3 OPHT iHANOM

A0CTOBIPHICTD
NEPEKNARY 3ACBIAYYD

Kinaypic H.B. \\



