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):

FREESTOM

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

Medicinal product with complete
dossier (stand-alone dossier)
Other medicinal product

New active substance (AS)

2) conducted studies

ves no if no, justify
Pharmacology studies, Pharmacokinetics studies,
Toxicology studies.

2. Pharmacology:

1) primary pharmacodynamics

FREESTOM is a botanical drug product
mainly composed of two materials: Corydalis
tuber (CT) and Pharbitis seed. It shows 5-HT3
and D; antagonism, and 5-HTs agonism; so,
alleviates symptoms of functional dyspepsia
(FD).

Main ingredients and characteristic chemical
profile of it include seven isoquinoline
alkaloids consisting coptisine,
tetrahydropalmatine (THP), palmatine,
berberine, dehydro corydaline (DHC),




tetrahydroberberine (THB), and corydaline
(CD) which mainly separated from CT.

CD shows significant positive correlation with
both gastric emptying (GE) and
gastrointestinal transit (GIT); CD, THP, and
isoricinoleic acid increase gastric compliance;
THP and corydaline increase GE; and
isoricinoleic acid and CD have significant
restoration effects on induced-delay transit.
CTE increases GE comparable to cisapride (5-
HT3 antagonist and 5-HTs agonist).

DA-9701 (API of FREESTOM) increases
pain thresholds and decreases visceral pain of
internal organs secondary to neonatal
colorectal distention; via activation of SP, p-
ERK and c-Fos and weakens p-ERK
activation in the DRG and spinal cord.
Contraction of the GI smooth muscles
promote GE and GI motility mainly via D», 5-
HT1a, 5-HT 1, adrenergic o2, 5-HT4, and
Neruokinin NK3 receptors, as typical target
receptor of gastroprokinetics.

Among all the compounds isolated from
Pharbitis semen only isoricinoleic acid shows
high affinities for the 5-HT4 and Neruokinin
INK receptors.

Among 29 compounds isolated from
Corydalis Tuber Extract, THB and THP show
high affinities for Dopamine D3, 5-HT14, and
5-HT1s, and adrenergic o2 receptors;
however, only DHC and pseudo-DHC showed
high affinity for 5-HT4. Corydaline, showed
no affinity for any receptor.

2) secondary pharmacodynamics

A single oral dose of DA-9701 causes no
significant effect on central nervous system,
spontaneous locomotor activity, motor
coordination, or respiratory system of SD rats,
up to 100 mg/kg.

3) safety pharmacology

No significant change in the volume, sodium
ion, chloride ion, pH, total protein, specific

gravity, and bilirubin of urine of SD rats was
observed at a single oral dose of DA-9701 up

to 100 mg/kg. A mild increase of plasma




prolactin level in SD rats was observed by 30
and 100 mg/kg dosage of DA-9701 and was
relatively significantly lower than itopride’s
effect and only apparent at 100 mg/kg.

Before and for 24 hours after orally
administration single-dose of DA-9701 up to
250 mg/kg, the Beagle dogs’ weight, systolic
blood pressure, diastolic blood pressure, mean
arterial blood pressure, pulse rate, ECG RR,
PR, QRS, ST, QT, QTcf and QTcb were not
significantly different compared to the
negative controls or to pre-administration
results.

DA-9701 does not affect GI transit capacity in
mice up to 100 mg/kg.

4) pharmacodynamic interactions

DA-9701 inhibited the activity of CYP2D6.

DA-9701 and its components did not inhibit
the activity of UGT1A1, UGT1A4, UGT1A9,
and UGT2B7.

3. Pharmacokinetics:

1) analytical methods and reports on
their validation

Marker ingredients were analysed by LC-
MS/MS.

2) absorption

CA showed linear pharmacokinetics after its
intravenous and oral administration alone. The
extent of absolute oral bioavailability (F) was
less than 1% after its oral administration.

CD showed non-linear pharmacokinetics after
intravenous and oral administration of CD
alone. Saturation was reached with the dose
increase, and most of CD was removed by its
metabolism after intravenous administration.
The F value increased as the dose increased
(9.10-21.1%) after oral administration.

After oral administration of DA-9701,
Pharmacokinetics of CA was the same as
when CA was administered alone. CD showed
linear pharmacokinetics with F value 15.5-

25.7%, unlike non-linear pharmacokinetics




when CD was administered alone. THP had
linear pharmacokinetics with the AUC similar
to one which observed in CD (lower Cmax
and longer half-life than CD). DHC had lower
plasma concentration and the amount of DHC
detected in the GI tract was relatively high
compared to CD and THP. DHC also showed
linear pharmacokinetics. Very high T/P ratio
of the markers in the stomach and small
intestine highly suggested that the markers
were mainly absorbed into the stomach and
small intestine. There was no gender
difference in pharmacokinetics of CA, DHC,
and THB.

3) distribution

CA had a Vss of 128-136 mL/kg; the Vss
value of CD was 1943-2730 ml/kg. The
approximate tissue to plasma concentration
ratio (T/P) of the markers was 2 for all
ingredients except for DHC in the brain. In the
liver, the T/P ratio of the markers was more
than 8. The T/P ratio of the markers was very
high in the stomach and small intestine.

4) metabolism

After intravenous administration of CA,
approximately 70% of the dose was
metabolized, and just 0.173% of its dose was
excreted to GI without being metabolized.
Since the amount of CD that was excreted
through the GI tract was ignorable, the low
non-renal clearance was likely to be mainly
attributable to CD metabolism. Despite no
gender difference in pharmacokinetics of CA,
DHC, and THB, the AUC of CD and THP
was significantly higher in female than in
male rats.

5) elimination

CA had a clearance of 10.3-12.1 mL/min/kg,
and approximately 30% of it was excreted
with urine without being metabolized after
intravenous administration of CA. CD non-
renal clearance significantly decreased with
the dose increase. The amount of CD that was

excreted with urine and through GI tract




without being metabolized after intravenous
administration was ignorable. Mean clearance
of CD, corresponding to 1.1 and 4.5 mg/kg
dose was 23.7 and 11.7 mL/min/kg.

6) pharmacokinetic interactions
(preclinical)

After administration of amitriptyline with DA-
9701 to rats, the plasma concentration and
AUCinr of amitriptyline were significantly
lower than those after amitriptyline
administration without DA-9701. However,
plasma terminal half-life of amitriptyline did
not significantly change compared to control.

7) other pharmacokinetic studies

IN/A

4. Toxicology:

1) single use toxicity

In observation of the mortality rate, clinical
signs, body weights and necropsy findings in
experimental versus control group of SD rats,
no mortality and tendency in weight gain was
observed during the experimental period at
oral dose levels of 500, 1,000 and 2,000
mg/kg. Some clinical signs (including soft
stool, diarrhea and soiled perineal region)
were observed in all treatment groups from
administration day and recovered at days 4
and 5 respectively in females and males. As
well, no necropsy related to the test article
was detected. The study determined the lethal
dose of DA-9701 approximately a little higher
than the maximum tested dose (2,000 mg/kg)
in both males and females.

2) repeated doses toxicity

In the 4-week oral repeated-dose toxicity
study in SD rats, no mortality was observed
during the study at different dose levels (0,
100, 300 and 1,000 mg/kg/day).The 1,000
mg/kg treatment groups were observed to
have inhibition of weight gain in males due to
the decrease of food consumption, increase of
urine volume related to the increase of water
consumption, changes of red blood count

related to the anemia and adaptability-related




increase of weight of liver. The target organs
were determined to be red blood cells and
liver for both sexes and vagina for females.
INOAEL was estimated as 100 mg/kg in both
sexes.

Utilizing different dose levels (0, 30, 150 or
600 mg/kg/day) of daily oral DA-9701 in SD
rats for 26 weeks, no target organ was
determined; just a suppressed body weight
was observed in 600 mg/kg/day-female group.
In males and females, NOAEL was
respectively 600 mg/kg/day and 150
mg/kg/day.

In Beagle dogs, after repeated oral
administrations of DA-9701 for 1 week, soft
stool and vomiting were observed by 500 and
2,000 mg/kg/day; and loss or decreasing
tendency of body weight, tendency of food
consumption, decreases of Na* and CI" and
increase of K™ were observed in the female
under 2,000 mg/kg/day treatment. NOAEL
was 100 mg/kg for both sexes.

In Beagle dogs tested for 13 weeks, the target
organ was the liver because of elevation in
liver enzymes and weight increase, and
microscopic findings in the liver at 300, 600,
and 1000 mg/kg/day. The NOAEL of 100
mg/kg/day was established.

DA-9701 at doses of 0, 70, 200 and 600
mg/kg/day were orally administered daily to
Beagle dogs for 26 weeks, followed by a 4-
week recovery. Vomiting, soft stool, diarrhea,
and mucous stool were observed in males
treated at 200 mg/kg/day and in both sexes
treated at 600 mg/kg/day. Weight loss,
greenish stool, salivation, tremors, increased
liver enzymes, microscopic findings were
observed in both sexes treated at 600
mg/kg/day. NOAEL was identified as 200
mg/kg/day in both sexes.




3) genotoxicity:
in vitro

DA-9701 at concentrations of 156.3 to 5000
ug/plate both in the presence and absence of
S9 activation did not induce the significant
increase of revertant colonies for Salmonella
typhimurium strains (TA100, TA98, TA1535
and TA1537) and Escherichia coli strain WP2
(uvrA).

DA-9701 did not increase the frequency of
chromosome aberration in CHL cells.

DA-9701 did not induce micronuclei in the
bone marrow cells of ICR mice.

in vivo (including additional IN/A
assessment on toxicokinetics)

4) cancerogenicity: IN/A
Long-term studies IN/A
Short-term studies IN/A
or medium-term studies

Additional studies IN/A

5) reproductive and developmental
toxicity:

Effect on fertility and early
embryonal development

No change was observed by administration of
test substance in sexual cycle, mating
performance, implantation rate, embryonic
mortality and sperm tests. The NOAEL for
fertility and early embryonic development in
male and female SD rats is determined to be

300 mg/kg

embryotoxicity

INOAEL was 300 mg/kg in the GLP toxicity
study on dams and embryo-fetal development
of SD rats because there were no test
substance-related changes in all dosing groups

(30, 100 and 300 mg/kg).

No effect of test substance on development of

maternal body and embryonic fetuses was




observed. The NOAEL to pregnant mothers
and embryos of the New Zealand White rabbit
were determined as 1,000 mg/kg.

Prenatal and postnatal toxicity

When orally administering DA-9701 to
pregnant rats from implantation until the end
of the lactating period, no toxic effect was
observed among parental and next generation
up to 300 mg/kg/day.

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

IN/A

6) local tolerability N/A
7) additional toxicity studies:

antigenicity (formation of N/A
antibodies)

immunotoxicity IN/A

study of mechanisms of action

DA-9701, Pharbitis seed extract, Corydalis
Tuber extract, corydaline, palmatine and
chlorogenic acid on CYP and UGT were
investigated in human liver microsomes. DA-
9701, Corydalis Tuber extract and corydaline
strongly inhibited CYP2D6. CD inhibited
CYP3A4.

drug dependence IN/A
metabolite toxicity IN/A
impurity toxicity IN/A
other IN/A

5. Conclusions regarding preclinical
study

Based on the completed studies in rats and
dogs, DA-9701 acts as a 5-HT4, SHT 14, and
oz-adrenergic receptor agonist, and also as a

D; receptor antagonist. DA-9701 promotes




GE in normal and GI tract action
compromised animal models, enhances GI
motility and GI transit, enhances gastric
accommodation, aids gastric fundus relaxation
, and reduces visceral hypersensitivity caused
by colorectal distention. Animal toxicity data
suggest a favorable safety profile for use in
humans at the proposed therapeutic doses.
Based on results from the animal studies, the
doses intended for clinical use are within the

margin of safety.
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Honatok 29

1o Ilopsiiky npoBegeHHA
eKCIIePTH3H

peecTpaniiHux MaTepialiB Ha
JMIKapChKi 3aco0H, 10 MOJAIOTHC
Ha JIepXKaBHY peecTpaiio
(mepepeecTpalliio), a TAKOX
eKCIIePTU3HU MaTepialiB po
BHECEHHs 3MIH JI0 peeCcTpaIiitHux
MaTepialliB IPOTATOM il
PeecTpauiifHoro moceigueHHs
(myHKT 4 po3miny IV)

3BIT
PO AOKJIHIYHI JOCTi7KeHH

1. Ha3Ba nikapchekoro OPICTOM
3aco0y (3a HasIBHOCTI -
HOMEp PEeECTpaLiitHOro
IIOCBITYEHHS )

Jlikapcbkuii 3aci6 3 noBHUM 10ChE

1) Tum sikapceKoro
(aBTOHOMHE T0CHE)

3acoly, 3a IKHM

nposoaunacs abo Inmmii nikapcebkuii 3aci6
IIJIAHY€ThCA peecTpartis HoBa xitoua peosuna (JIP)
2) npoBeieHi TaK Hi  9KOIO Hi, 0GTPyHTYBATH
JTOCITI JDKEHHS

DapmakoorivHi JOCIiHKEHHS,
(bapMaKOKIHETHYHI JOCIIPKEHH,
TOKCHKOJIOTIYHI JOCIIHKEHHS.

2. @apMaxoJoris:

1) nepBunHHA OPICTOM - 11e 60TaHiuHUI TiKapCEKUii penapar,
(hapmakonuHaMiKa 1[0 CKJIaJIa€ThCS B OCHOBHOMY 3 ABOX PEYOBHH:
Oyns6m uyGarku (Corydalis tuber - CT) Ta Hacinas
inomei (Pharbitis). Bix mposiBisie anTarosism 5-
HT3 1 D2, aronism 5-HT4; TakuMm 90HOM, MOJIErIIYE
CHMIITOMH (QyHKIioHansHOI auctencii (FD).

OCHOBHI IHIpeIiEHTH Ta XapaKTePHUH XiMIYHUI
podink HOro BKIIOYAIOTH CiM 130XiHONIIHOBUX
QJIKQJIOI/IB, 110 CKJIAJAI0THCS 3 KONITH3HHY,
teTpariaponansmaruny (THP), manematuny,
Oepbepuny, nerizpoxopunaniny (DHC),
TeTpariapodepbepuny (THB) ta KOpH,[[aﬂlHy (C),
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K1 B OCHOBHOMY Bimokpemuieni Bix CT.

CD nokasye 3HaUMMY ITO3UTHBHY KOPEJIAILIO AK y
BUITAKY 31 criopoxHeHHsIM mutyHka (GE), Tak i
LTy HKOBO-KHIKOBUM Tpan3utoM (GIT); CD, THP,
1 130pHIMHONEBA KMCIIOTA ITiABHIIY € HITyHKOBY
BiqoBiaHicTh; THP i kopuatin npucKoprooTs
GE; a Takox i30opunuHosiesa kuciaora Ta CD MaroTh
3HAYHMH BIJHOBIIOBAILHUI BIUTHB Ha TPAH3HT i3
BHUMYILIEHOIO 3aTPUMKOIO.

CTE npuckoproe GE, nmopiBHsiHHO 3 L3anpuioM
(anTarowicr 5 - HT3 ta arownict 5-HTy).

DA-9701 (A®I ®PICTOM) niasuirye 6016081
IIOPOTH 1 3MEHIIY€ BicIepalbHui G1b BHYTPIIIHIX
OpraHiB BHACJIIZIOK PO3AYTTS KOJOPKTAILHOI'O
BIJUILTY HOBOHAPODKEHUX; Yepe3 akTHBallito SP, p-
ERK i c-Fos 1 nocina6mroe akrusarito p-ERK y
DRG Ta ciuHHOMY MO3KY.

CKopo4eHHs IMTaIK0l MyCKyIaTypH Ty HKOBO-
kuikoBoro tpakTy (GI) cpusrors motopuni GE
Ta GI B ocHOBHOMY 4epe3 D», 5 - HT14, 5-HT 1,
anpeHepreTuk oz, 5-HTs, 1 Helipoxininesi
penentopu NK3, sk TunoBuii ninsoBuit perentop
racTPONPOKIHETHKH.

Cepen ycix cHoiyK, BUIIIEHUX 3 HACIHHS
Pharbitis, Tineku i30punuHONIeBa KHCIOTA
TIPOSIBJISIE€ BUCOKY CIOpinHEHICT 1o 5-HTs Ta
HetipokiniHoBux penenrtopis NKs.

Cepen 29 crionyk, BUIITEHUX 3 €KCTPaKTy OyIs01
Corydalis, THB i THP nposiBisitoTs BUCOKY
CIIOP1IHEHICTH 10 godaminy Do, 5-HT14 Ta 5-
HT1s Ta anpeHepridHux o2-pelenTopis; OAHAK
Tinbk DHC i iceBro-DHC nposiBuiu BHCOKY
cropifHericTs 1o 5-HTs. Kopuanin He BUSBISB
CIIOPIAHEHOCTI 10 XKO/IHOTO peLenTopa.

2) BTOpUHHA
(bapmakonuHaMiKa

Onnopasosa nepopainbha 103a DA-9701 He mae
ICTOTHOIO BILTHBY Ha LIEHTPAIbHY HEPBOBY
CHUCTEMY, CIIOHTaHHY PYXOBY aKTHBHICTB,
KOOP/IHHALIi0 pyXiB 200 IHUXaNbHY CHCTEMY IIypiB
Coper-Joyni (zo 100 Mr/kr).

3) dapmakororist Ge3nexn

ITpu ompHOpasoBoMy mepopaibHOMY BBeneHH] DA-
9701 no 100 Mr/kr icTroTHUX 3MiH B 06'eMi, ioHi
HaTpito, 10Hi XIopumy, pH, 3aransHoMy 611Ky,
UTOMIH Basi Ta 6iipy6iHi ceui urypis Crper-
Jloyni He criocTepiranocs. [TomipHe migBumIeHHS
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PiBHS IPONAKTHHY B IUIa3Mi Kposi mrypis Criper-
Joyni criocTepiranocs rpu go3ysansi DA-9701 B
1031 30 1 100 mr/kr i 6y10 BiTHOCHO 3HAYHO
HIDKYE e(EKTY ITOIPHTY i MPOSBIISIOCS TLIBKH
1pu 100 Mr/kr.

Jo mepopabHOTro BBEAEHHS 0IHOPa30BOi 103H
DA-9701 mo 250 mr/kr i mpoTsrom 24 ronuH micis
BOI0 Maca Tija cobak Mmopoay Oiriik, CUCTOMIYHIIMA
apTepialbHUM TUCK, AiaCTONYHUY apTepiaTbHUM
THUCK, CEpeHil apTepialbHUil THCK, YacTOTa
mynscy, inTepand RR, PR, kommiexc QRS,
cermenT ST, inTepsan QT, QTcf (inrepsan QT 3
KopurysaHHsaM Openepika) i QTcb (intepan QT 3
kopurysanHsaM baserra) EKI™ moctoBipHo He
BIJIPI3HSUTHCS B TIOPIBHAHHI 3 HEraTUBHHUM
KOHTpOJIEM 200 pe3yIbTaTaMy MOIEePeaHbEOr0
BBEJICHHS.

DA-9701 He BrMBae Ha TPaH3UTHY 30aTHICTD
IUTYHKOBO-KHIIKOBOI'O TPaKTy y Muiuei go 100
MI/KT.

4) dhapmakoauHaMiyHi
B32EMOJIIT

DA-9701 inri6ysas aktusnicts CYP2D6.

DA-9701 Ta #foro KOMIIOHEHTH He iHTiOyBamH
axtuBHICTE UGT1A1, UGT1A4, UGT1A9 i
UGT2B?7.

3. ®apMakoKiHeTHKA:

1) aHAITHYHI METOAMKY Ta
3BITH IIOO TX Bamimarmii

Inrpenienta MapkepiB Gyiu npoaHaizoBaHi
uuixom PX-MC/MC

2) BCMOKTYBaHHs

CA BusBUB JNiHIHHY (apMaKoKiHETHKY TiTBKH
TiCIIs BHY TPiITHBOBEHHOTO Ta IEPOPATHLHOTO
BBe/IeHHsA. CTyIiHb aOCOTIOTHOI TepopanbHOi
6logoctynHocrti (F) cranosus Mermre 1% micis
NIEPOPaILHOT0 IPUHOMY.

CD noxasaB HenmiHilHYy (hapMaKoKiHETHKY ITiCIIs
BHYTPIITHEOBEHHOT'O Ta MEPOPATFHOTO BBEIEHHS
CD oxpemo. Hacuuenns Gyio gocsarayTo 3i
30UIBIIEHHSIM 103H, 1 Oitbina yactuaa CD
BUBOJMJIACS [IUIIXOM HOro Merabouismy micis
BHYTPiIIHbOBEHHOI'O BBEIEHH . 3Ha9eHHS F
30LIbLIYyBaToCs B Mipy 36ibienss qo3u (9,10-
21,1%) micnist mepopaibHOro MpUHoMY.
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ITicyst nepopansHOTO BBeZieHHs DA-9701
dapmaxokineruka CA Gyina Takoro x, sIK i npu
okpeMomy BBeleHH1 CA. CD mposiBUB iHIHHY
(apmakokiHeTuky 3i 3nauenusm F 15,5-25,7%, Ha
BiIMiHY Bif HeNiHiiHOI hapMaKOKiHETHKH IpH
okpemoMmy BBesieHHI CD. THP maB niniiiny
(bapmakoxineruky 3 AUC, aHanoriuHoro Tiif, ska
cniocrepiranacs npu CD (Huxde 3navenss Cmax i
OLIBII TPHBAITHI [ePio/] HAIIIBBUBENCHHS, HIXK Y
CD). DHC maB HIWX4y KOHIIEHTpALIiO B I171a3Mi, a
kinbkicts DHC, 110 BusiBIeHa B IIITyHKOBO-
KHILIKOBOMY TPaKTi, Oyj1a BITHOCHO BHUCOKOIO B
nopiBHsHHI 3 CD i THP. DHC Takox moka3as
NiHiiHYy hapMakokiHeTHKy. [[yxkKe BUCOKe
CITiBBIJHOIIEHHS KOHIIEHTpAIlil MapKepiB B
TKaHHHaX 10 KoHIeHTpauii B nasmi (T/P) B
IIJTYHKY 1 TOHKOMY KHILIIEYHHKY HaBOJUTh Ha
JYMKY, 1110 MapKepH B OCHOBHOMY BCMOKTYIOTECS B
IITYHOK 1 TOHKHMH KUIIeYHHK. [ eHaepHux
BiIMiHHOCTe# y dapmakokineruii CA, DHC ta
THB =e 0yJio BusiBIIEHO.

3) posmomin

CA maB 00'em posnoziny B crifikomy crani (Vss)
128-136 mur/kr; 3HavenHs Vss CD cranosmio 1943-
2730 mur/kr. [IpubnusHe criBBiqHOIIEHHS
KOHLeHTpamii Mapkepis T/P craHoBuio 2 mid Beix
IHTpeiienTiB, 3a BuHsITKOM DHC B MO3Ky. V
IeYiHIi CIiBBiTHOIIEHHS KOHIIEHTpALlii MapKepiB
T/P cranoBumo Gineiie 8. CriBBigHOIIEHHS
KOHIeHTpalii MapkepiB T/P 6ymo ay»e BUCOKHM B
IUTYHKY 1 TOHKOMY KHIIIEYHHKY.

4) metabouizm

ITicns BHyTpimHBOBeHHOTO BBeAeHHS CA
npubnusHo 70% no3u MeTabomizysanocs, i TINbKU
0,173% no3u 6yno BUBEIEHO B IILIYHKOBO-
KHAILIKOBOMY TpakTi 6e3 Merabosmizarii.

Ockinbxy kinbkicts CD, 1o Buminserses yepes G,
OyJa irHOPOBaHOI0, HU3BKUI 103aHUPKOBHIA
KJIipeHc, IMOBIpHO, OYB B OCHOBHOMY I10B'sI3aHMI1 3
Metabonizmom CD. Hespaxkarouu Ha BifICyTHICTH
TeHIEPHUX BiAMIHHOCTeH y hapmakokineTuni CA,
DHC i THB, 3nayenuss AUC CD i THP 6yno
3HAYHO BHIIE Y CAMOK, HXK Y CaMIIiB IIyPIB.

5) BUBeneHHS

Kuipenc CA cranosus 10,3-12,1 mi/xs/kr, i
npubmusHo 30% ioro KinekocTi 6ys10 BUBEIEHO 3

Py
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ceuero 0e3 Merabouizanil mcis
BHYTPILIHBOBEHHOr0 BBeleHH CA.
ITozanupxosuii kiipenc CD icToTHO 3MeHIIHBCSH 3i
30inpmenHsIM xo3u. Kinskicts CD, sixa
BUBOIMJIACS 3 CEHEI0 1 Ye€Pe3 IITYHKOBO-KUIIIKOBHH
TPaKT, He OyTy4u MeTaboIi30BaHOI0 MiC)Is
BHYTPIITHEOBEHHOT'O BBE/ICHHS, HE BPAXOBYBAjIaCs.
Cepenniii ximiperc CD, Binnosinaumii nosi 1,11 4,5
MI/KT, cknaB 23,7 1 11,7 mu/Xs/kr.

6) bapmakokineTruHi
B32€MOJI1 (TOKIiHIYHi)

ITicia BBeIeHHS IypaM aMiTpunTuiidy 3 DA-9701
KOHLIEHTpAIlisl aMiTPUNITHIIIHY B IU1a3Mi KpoBi Ta
AUCinr Oynu 3HAYHO HIDKIMMH, HiX MiCIIS BBEIEHHS
amitpunTuiiny 6e3 DA-9701. Ognak TepMiHaIbHHI
I1epio/] HaIliBBUBEICHHS aMiTPHITHIIIHY B ILIa3Mi
KpOBi He OYB ICTOTHO 3MiHEHHMI MOPiBHAHO 3
KOHTPOJIbHUM.

7) iHIIi apMaKOKiHETUYH]
JOCII1JIKeHHS

He 3acTocoByeThes

4. TOKCHKOJIOTIS:

1) Toxcu4HicTB y pasi
OJTHOPa30BOT'0 BBEJECHHS

IIpu cocTepeskeHHi 3a piBHEM CMEPTHOCTI,
KJIIHIYHUMH O3HaKaMH, Macoro Tina i
pe3yJIbTaTaMy PO3TUHY B €KCIIEpHMEHTAIBHIN 1
KOHTPOJIBHIN rpymnax mmypis Crper-Jloyi
IPOTATOM €KCIIEPUMEHTAIBHOTO ITepioly NpH
nepopabHux go3zax 500, 1000 i 2000 mr/xr
CMEPTHOCTI 1 TEHIEHMIT 10 301bIIeHHs MACcH Tina
He criocTepiranocs. Jeski KiniHiYHI 03HAKH
(BKIIOYarOuM M'sKHif CTyI1, Aiapero Ta 3a6py IHeHy
00J1aCTh TIPOMEXKHHHK) CIIOCTEPIraaucs y BCix
IpyIax JIiKyBaHHS 3 IHs BBeJEHHS Npenapary i
BiTHOBJIOBAIHCS Ha 4-H i 5-# IeHb y caMoK i
caMuiB BinnosigHo. Kpim Toro, Hiskux PO3THHIB,
TMOB'S3aHUX 3 TOCIIIKYBaHUM IIPEIMETOM,
BUSBIICHO He Oyio. B xoxi fociimkenss 6yo
BU3HA4Y€HO JieTalbHy 103y DA-9701, mo
NPUOJIU3HO TPOXH IIEPEBUIITYE MAKCUMATTBHY
BHIIPOOOBYBaHy 103y (2000 MI/KT) SIK y caMIB,
TaK 1 y CaMoOK.

2) TOKCHYHICTB ¥ pasi
TIOBTOPHUX BBEJEHb

Y 4-THKHEBOMY IIepOpPATBHOMY JIOCIiIKeHHI
TOKCHYHOCTI MIOBTOPHHX /103 y 11ypis Criper-Jloyiri
CMEPTHICTb T1i/l 9ac JOCIIiKEHHS TP Pi3HUX
piBHAX 103 (0, 100, 300 i 1000 M,r/rcr/noﬁy) HE
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crocrepiranacs. Y rpymax jgikyBaHHS 10300 1000
MI/KT cHOCTepiranocs iHribyBaHHs IPUPOCTY Mach
TiJla y CaMIliB 3a paxyHOK 3HIKEHHS CIIOIKUBAHHS
iK1, 301bIIeH s 00'eMy ceui, TOB'sI3aHOrO 31
301IBIIECHHAM CTIOKHBAHHS BOJIM, 3MiH II0Ka3HUKIB
€PHUTPOLIUTIB, MTOB'A3aHUX 3 aHEMIEIO, 1 301TbIIEHHS
MaCH MEeYiHKH, TTOB'A3aHOr0 3 afalTHBHICTIO. B
AKOCTI I[I/IbOBUX OpraHiB OyJIH BU3HAYEH]
SPUTPOLMTH Ta IeYiHKa y 000X craTel i mixsa y
CaMOK. 3HaYeHHs MAaKCHMAaJIbHOI HETOKCHYHOT il
(NOAEL) oninroBanocs sk 100 mMr/kr y o6ox
cTarTeil.

I'pu 3acTocyBanHi pisuux pisuis 1031 (0, 30, 150
a60 600 Mr/kr/mo6y) 0AEHHOTO MEpOPaIEHOTO
DA-9701 y mypiB Crper-oyi npotarom 26
TH>KHIB He 0YJI0 BU3HAUEHO JKOJHOTO I[iIbOBOIO
Oprasy; TiIIBKHU B IPYIIi CAMOK cIIOCTepiranacs
3HIDKEHA Maca Tina B 1031 600 Mr/kr/noby. V
TBapHH YOJI0BIYO1 Ta )KiHOYOI CTATi 3HAYEHHSI
NOAEL cranoBmo 600 mr/kr/noby i 150
MI/KT/100y BiAmoBigHO.

Y cobak noposu 6irns miciis 6araTopazoBoro
nepopansHoro BeeaeHHs 500 i 2000 mr/kr/moby
DA-9701 npotsarom 1 TwkHS crioctepiranucs
M'SIKHH CTyJ1 1 O/IF0BaHHS; @ Y CAMOK ITPH BBEICHH]
2000 mr/kxr/mo0y crioctepiranacs TeHASHILS 10
BTpaTH a0 3HM)KEHHS MAcH Tijla, TeHACHINS 10
CIIOXKUBAHHS 1Ki, 3HmKeHHs Nat i Cl° i 36Libirenus
K". 3nauenns NOAEL cranosumo 100 mr/kr y
000X cTaTteil.

Y cobak mopou 6irns, BHIPoGyBaHUX TPOTSIIOM
13 TrxHIB, HiTBOBMM OpranoM BUCTYIIMIIA TTEYiHKa
Yepes IiABUIIEHH PiBHS E€YiHKOBUX (EepMEHTIB i
301JIBIIEHHS BarH, 8 TAKOX MiKPOCKOITIYHHX
3HaxioK B medinmi npu 300, 600 i 1000
Mr/Kr/no6y. 3uadenns NOAEL 10yi10 BCTaHOBIIEHO
B 1031 100 mr/kr/mo0y.

DA-9701 B mosax 0, 70, 200 i 600 MI/Kr/ o6y
II€pOpaIbHO BBOAUIM cobakaM Opoau Girimb
IIOJHS IPOTATrOM 26 THXKHIB 3 MOJATBIIUM 4 -
TH)KHEBHM Bi/IHOBJIEHHSM. Y CaMIliB, SKHM
BBOIMITH 200 MI/Kr/noby, i y 060x craTe, sskum
BBO MK 600 Mr/kr/moby, criocrepiranucs
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O.0BaHHS, M'SIKHI CTYJI, Iiapes Ta CIM30BHIA CTYIL.
BrpaTa Baru, cTyi1 3eneHyBaToro Koasopy,
CIIMHOTEYa, TPEMOP, IiABUINEHHS [T€YiHKOBUX
(epMeHTiB, MiKpOCKOITIUHi 3HAXIIKH
crocTepiranucs y 000X crarei, ki OTpuMyBalu
600 mr/kr/noby. 3uavenrs NOAEL orinrosanocs
sk 200 Mr/kr y 000X cTaTei.

3) T€eHOTOKCHYHICTE: in
vitro

DA-9701 B xoHUIEHTpawiax Bizg 156,3 o 5000
MKI/TapiJIKy SIK y IPUCYTHOCTI aKTHBAIlii S9, Tax i
3a BIZICYyTHOCTI He 1HIYKyBaB 3HAYHOTO 301JIbIIEHHS
KIJIBKOCTI PeBEPTAaHTHHX KOJIOHIH [UIs IITaMiB
Salmonella typhimurium (TA100, TA98, TA1535 i
TA1537) ta mramy Escherichia coli WP2 (uvrA).

DA-9701 e 3011bIITyBaB 4aCTOTY
XpoMmocomHIX abepariif B kiaitiuaax CHL.

DA - 9701 He inyKyBaB MiKposiipa B KJIiTHHAX
KICTKOBOTO MO3Ky Multiieit HaykoBo-aociigHoro
oHkouorigHoro iHctutyTy (ICR).

in vivo (BKIIIOYar0YH
JIOAATKOBY OIIIHKY 3
TOKCHKOKIHETHKH )

He 3acrocoByerbes

4) KaHUEPOreHHICTh:

He 3actocoByernes

JIOBIOCTPOKOBI He 3acrocoByerbes
TOCI1KEHHS
KOPOTKOCTPOKOBI He 3actocoByeTrncs
JOCIIKEHHS

abo mociuimKxeHHs
cepeIHbOl TPUBAJIOCTI

OIATKOBI JOCIIKEHHS

He 3aCTOCOBYETHCA

5) penponyKTHBHA

TOKCHYHICTH Ta

TOKCHUYHHM BIIJIUB Ha
03BHUTOK ITOTOMCTBA:

BIUIUB Ha (DEPTHIIBHICTE i

paHHii eMOpioHATBEHUH
PO3BUTOK

IIpu BBEACHHI JOCTIIKYBaHOI PEHOBHHH JKOIHUX
3MIH y CTaTeBOMY LIMKJIi, TIOKA3HUKAX CIIAPIOBAHHS,
YacTOTi IMIIIaHTalil, eMOpiOHATBEHOI CMEPTHOCTI
Ta TeCTax CIIEPMH He CIIOCTepiraaocs.
Beranosneno, mo NOAEL nist depTuiibHoCTI Ta
PaHHBOTO eMOPIOHAJIIFHOIO PO3BHTKY Y CAMIIIB i
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camok 1rypiB Crper-Jloyii crasosuts 300 Mr/kr

eMOpiOTOKCHYHICTE

NOAEL cranoBus 300 Mr/kr y mociimxeHHi
TokcuyHoCcTi GLP Ha camkax Ta eMOpioHanbHO-
(etansHOoMy po3BuTKy wiypis Crper-Jloyui,
OCKLIBKH y Tpyrnax Beix 103 (30, 100 i 300 mr/kr) e
OyJ10 3MiH, OB'3aHUX 3 AOCIIIKyBaHOO
PEUOBHHOIO.

BrumuBy nocipKkyBaHOT pe4oBHHH Ha PO3BHTOK
MaTePUHCHKOr0 OpradizMy Ta eMOpioHAILHUX
mozi He crioctepiranocs. NOAEL a4 BaritHuX
MarepiB 1 eMOpiOHIB HOBO3EIaHACHEKOro 6110T0
Kpoiauka BuzHavaM Kk 1000 mr/kr.

IIpeHaTajibHa i
ITOCTHATAJIbHA TOKCUYHICTE

IIpu nepopansHOMy BBeneHHi DA-9701 BaritHHM
caMKaM IIypiB BiJ{ IMITJIaHTAIl] 7O KiHIs
JIAKTALIHHOTO Nepioy TOKCHIHOTO eeKTy y
0aTBEKIBCBKOIO Ta HACTYIIHOTO MOKOMIHHS 10 300
MI/KI/100y He crocTepiranocs.

JOCITIKEHHS, ITPU SKHX
Tpenapat yBOJHTLCS
IIOTOMCTBY
(HecTaTeBO3pLIMM
TBapuHaMm) Ta/abo
OLIIHIOETECSI BifUalleHa [isl

He 3acTocoByeTrbes

6) MiclLieBa ITEPEHOCHMICTh

He 3acTocoByetnest

7) momaTKoBi JOCIiIKEHHS
TOKCHYHOCTI:

aQHTUIe€HHICTD (YTBOPEHHS
AHTHUTIN)

He 3acTocoByeThes

IMYHOTOKCHYHICTB

He 3acTocoByetses

JIOCJILDKEHHS MeXaHi3MiB
it

DA-9701, exctpakrt Hacinua Pharbitis, excTpakt
Oyns6 Corydalis, kopuaiis, naasMaTHH i
xnoporenosa kuciiora Ha CYP i UGT Gynu
TOCHIIKEHI B MiKpOCOMaXx MEYiHKH JIFoauHu. DA-
9701, excrpaxt 6yns6u Corydalis i kopupanin
cunbHO iHribysamn CYP2D6. CD inriGysas
CYP3A4.

JiKapchKa 3aJIeXKHICTE

He 3acTocoByerhes

TOKCHYHICTE METabOIIITIB

He 3acTocoByeThes




TOKCUYHICTH JOMIIIIOK

He 3acrocoByethest

iHIIIe

He 3actocoByernes

5. BHCHOBKY 1110710
JTIOKJTIHIYHOTO
JIOCIIKEHHS

I'pyHTYIOUHCE Ha 3aBepUIEHHUX JOCIIHKEHHIX Ha
mrypax i cobakax, DA-9701 gie sik aronicr 5-HTy,
SHTa Ta a2-agpeHepriYHUX PEeLENnTOopiB, a TAKOK AK
aHTaroHicT penentopis Da. DA-9701 crpusie GE B
HOpMaubHIH 1if Ta mii GI Ha TBapUHHAX, ITiICHITIOE
MOTOPHKY Ta TpaH3uT GI, mijcuinoe akomomariro
IUTYHKa, CIIPUse PO3C/Ia0IeHHIO IITYHKOBOIO JHA i
3MEHIIIY€ BiCIepaTIbHY TilepuyTIHBICTS,
BHKJTHKaHY KOJIOPEKTaJIbHHUM pO3TAryBaHHsAM. [[aHi
PO TOKCHYHICTB JUIsl TBAPUH CBIYaTh PO
CIIPUATIMBUI IPOQiab O€3MeKH Ui 3aCTOCYBaHHS
y JIFOIMHHU B IPOIIOHOBAHUX TEPAlIeBTHYHHX /103aX.
Buxopstuu 3 pesynpTaTiB JoCTiIKeHb Ha TBApUHAX,
A03H, NpU3HAYeH1 U1 KJIiHIYHOTO 3acTOCYBaHHS,
3HaXOIATHECS B MeXKaxX HOPMHU O€3IeKH.

3asBHUK (BIaCHUK
peecTparliitnoro
NIOCBITYECHHS)

(mimmc)

["enepanbauii gupekrop Ouera AmiMoBa

(II.1.B.)

Hionuc/nevamra
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Annex 30

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 Ne 1
on clinical trial

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

FREESTOM

2. Applicant

KUPFFER BIOTHECH, UAB, Republic of Lithuania

3. Manufacturer

Dong-A ST Co., Ltd., Republic of Korea

(2F Section B, 3F, 4F Section B) 200-23,
Baekseokgongdan 1-ro, Seobuk-gu, Cheonan-si,
Chungcheongnam-do, Republic of Korea

4. Conducted

yes no if no, justify

product, for
which registration
has been

studies:
1) type of Medicinal product with complete dossier (stand-
medicinal alone dossier)

Other medicinal
product New active




conducted or

planned

1. Full name of clinical trial
5. Full name -. Multicenter, Double-Blind, Placebo-controlled, Randomized, 4-weeks
of clinical Phase II Clinical Trial for Assessment of Efficacy and Safety of DA-9701 in
trial, code Patients with Functional Dyspepsia
number of

clinical trial

2. Code number of clinical trial
-.DA9701 FD II

6. Clinical trial
phase

Phase 11

7. Period of
clinical trial
conduction

Oct. 8,2007 ~ Jul. 18, 2008

8. Countries
where clinical
trial has been

Republic of Korea

conducted
planned: 184

9. Number of | ,c,a1:184
enrolled
population

) To evaluate the efficacy and safety of the orally administered investigational
10. Aim and drug, DA-9701 Tab. in patients with functional dyspepsia and determine the
secondary optimal dose
goals of

clinical trial

11. Design of
clinical trial

1. Double-blind, placebo-controlled, randomized, parallel, comparative study

2. Multi-center study

12. Main
criteria for
enrollment

1. Inclusion criteria

1) Male and female adults aged 18 years or older

2) Subject with at least one of the following 15 FD symptoms lasting for 3
months or more in the past 6 months; pain in upper abdomen, discomfort in
upper abdomen, burning in upper abdomen, heartburn, cramp in upper
abdomen, chest pain, early satiety, bitter tasting fluid that comes to your
mouth, postprandial fullness, pressure in upper abdomen, bloating in upper
abdomen, nausea, belching, vomiting and uneasy breathing

3) Subject with 3 points (moderate) or more in intensity or 3 points (quite
lot) or more in bothersomeness of one of the following; pain in upper

fe+)

abdomen, discomfort in upper abdomen, burning in upper abdomen, early




satiety, postprandial fullness, pressure in upper abdomen, bloating in upper
abdomen and nausea

4) Subject with no organic lesion on endoscopic examination

5) Subject who gave voluntary written consent to participating in this trial

2. Exclusion criteria

1) Subject currently on medication for another study or who participated in
another study within 4 weeks before the start of this study

2) Women of childbearing potential who are not using contraception and
pregnant or lactating women

3) Subject who had surgery that may affect gastrointestinal motility

4) Subject with gastric bleeding, intestinal obstruction or perforation, etc.

5) Subject with irritable bowel syndrome or inflammatory bowel disease

6) Subject who had any of the diseases such as reflux esophagitis,
gastroduodenal ulcer, gastric adenocarcinoma, esophageal adenocarcinoma,
pancreatic disease, etc. that may be an organic cause of dyspepsia

7) Subject with liver dysfunction (SGOT/SGPT is at least 2.5 times higher
than ULN)

8) Subject with renal dysfunction (Serum creatinine level is at least 1.5
times higher than ULN)

9) Subject with a serious condition of the heart, lungs or endocrine system,
etc.

10) Subject with psychoneurotic disease, substance dependence or
alcoholism

11) Subject currently taking drugs that may affect the efficacy evaluation of
the investigational drug (gastrointestinal motility modulator, H2 receptor
antagonist, proton pump inhibitor, nonsteroidal anti-inflammatory drug,
anticholinergics, erythromycin, steroids, and antidepressants, etc.)

12) Subject found ineligible by discretion of the investigator

13.
Investigated
medicinal
product,
method of
administration,
strength

1. Investigated medicinal product
-. DA-9701 Tab.

2. Method of administration
-. The investigational drug was orally administered 1 tablet at a time, 3
times a day before meal for 4 weeks.

3. Strength
-. 7.5mg Tab., 15mg Tab., 30mg Tab.

14. Reference
product, dose,
method of
administration,
strength

1. Reference product
-. Placebo

2. Method of administration

-. Placebo was orally administered 1 tablet at a time, 3 times a day before
meal for 4 weeks.

15. Concurrent
therapy

N/A




16. Criteria for
efficiency
assessment

1. Primary endpoint
-. Response rate of improvement in 8 FD symptoms

2. Secondary endpoint
1) Total score change of 8 FD symptoms
2) Change in NDI-K Quality of Life
3) Evaluation of patient improvement rate
4) Patient’s global assessment
5) Investigator’s global assessment
6) Total score change in postprandial fullness and early satiety
7) Total score change of 15 dyspepsia symptoms

3. Other endpoints
1) Improvement of 8 dyspepsia symptoms in NDI-K index
2) Improvement of 15 dyspepsia symptoms in NDI-K index
3) Change in the score of 15 dyspepsia symptoms in NDI-K index

4. Subgroup analysis

1) Improvement of 8 dyspepsia symptoms in NDI-K index and response
rate per sex
2) Total score change of bothersomeness of 8 FD symptoms according to
stricter inclusion criteria

17. Criteria for
safety
assessment

1. Subjective or objective adverse event analysis

2. Vital signs, electrocardiography, laboratory tests, body weight

18. Statistical
methods

1. Primary endpoint

Efficacy was evaluated based on the change in the total score of frequency,

intensity and bothersomeness in 8 FD symptoms of NDI-K index (pain in

upper abdomen, discomfort in upper abdomen, burning in upper abdomen,

early satiety, postprandial fullness, pressure in upper abdomen, bloating in

upper abdomen and nausea).

Using the sum of scores of 8 symptoms after treatment compared to before

treatment,

- ‘marked effect” was defined as the total score reduction of 75% or more,

- ‘moderate effect” was defined as reduction of at least 50% but less than
75%,

- ‘mild effect’ was defined as reduction of at least 25% and less than 50%,

- and ‘no effect or aggravation’ was defined as reduction of less than 25%.

The frequency (N) and percentage (%) of subjects with at least 50% reduction

in the total score of 8 FD symptoms at Visit 4 (after treatment) compared to

Visit 2 (before treatment) are presented. Chi-square test or Exact test were

used to compare the response rate between placebo and each dose of DA-

9701. In case of significant between-group differences, Step down Bonferroni

method was used for multiple comparison.

2. Secondary endpoint
1) Total score change of 8 FD symptoms
Descriptive statistics (number of subjects, mean, standard deviation,
median, minimum, maximum) of the total score of 8 FD symptoms at each

visit were provided. ANOVA was used to compare the mean of change in the

NS



total score of 8 FD symptoms from Visit 2 to Visit 3 and 4 between the
groups.
In case of significant between-group differences, Dunnett’s method using the
placebo group as control was applied for multiple comparison.
The intra-group change in each group was assessed using paired t-test or
Wilcoxon signed rank test.
2) NDI-K Quality of life
Descriptive statistics (number of subjects, mean, standard deviation,
median, minimum, maximum) of NDI-K subscale score and Total NDI-K
score of each visit are presented. The total score of each NDI-K subscale and
Total NDI-K at Visit 3 and 4 compared to Visit 2 were analyzed using
ANOVA.
[n case of significant between-group differences, Dunnett’s method using the
placebo group as control was applied for multiple comparison.
The intra-group change in each group was assessed using paired t-test or
Wilcoxon signed rank test.
3) Evaluation of patient improvement rate
The question ‘Did yesterday’s treatment improve your symptoms
adequately?’ (answered Yes or No) was used to compare %day-adequate
relief.
Descriptive statistics (number of subjects, mean, standard deviation, median,
minimum, maximum) of patient improvement rate at each visit are presented.
To compare the mean improvement rate between placebo and each dose of
DA-9701 per visit, ANOVA was used.
[n case of significant between-group differences, Dunnett’s method using the
placebo group as control was applied for multiple comparison.
4) Patient’s global assessment
The patient evaluated the effect of the investigational product after 4-
week treatment based on 7-Likert scale®,
*7-Likert scale:no response or aggravation, slight response, a little bit of
response, moderate response, quite a bit of response, major response, complete
response or no symptoms
Descriptive statistics (number of subjects, mean, standard deviation, median,
minimum, maximum) of Patient’s global assessment score is presented. As
Patient’s global assessment included ordinal variables, Kruskal Wallis test was
used to compare between- group differences. In case of significant between-
group differences, Wilcoxon signed rank test was used for pair-wise
comparison and Step down Bonferroni method was used for adjustment of
significance level. Additionally, Patient’s global assessment score per group
and frequency (N) and proportion (%) of each question was provided.
5) Investigator’s global assessment
After 4 weeks of treatment, the investigator evaluated efficacy as
*greatly improved, somewhat improved, no improvement, and
worsened’.Evaluation of ‘somewhat improvedor better was defined as
effective.
[n Investigator’s global assessment, the frequency (N) and proportion (%) of
subjects evaluated to be at least ‘somewhat improved’ were provided. Chi-
square test or Exact test were used to compare the difference in response rate
between placebo and each dose of DA-9701. In case of significant between-
group differences, Step down Bonferroni method was used for multiple
comparison. If analysis included revision of a variable that affected primary

o
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endpoint, Logistic regression analysis was used for measuring the difference
in response rate between the placebo and each dose of DA-9701.
6) Total score change in postprandial fullness, early satiety

Descriptive statistics (number of subjects, mean, standard deviation,
median, minimum, maximum) of the sum of postprandial fullness and early
satiety symptom scores among 15 symptoms of NDI-K Index per visit are
presented. The change in the sum of postprandial fullness and early satiety
symptom scores at Visit 3 and 4 compared to Visit 2 (before treatment) were
analyzed using ANOVA for difference between placebo and each dose of DA-
9701.
[n case of significant between-group differences, Dunnett’s method using the
placebo group as control was applied for multiple comparison.
The intra-group change in each group was assessed using paired t-test or
Wilcoxon signed rank test.

7) Total score change of 15 dyspepsia symptoms in NDI-K index

Descriptive statistics (number of subjects, mean, standard deviation,
median, minimum, maximum) of the sum of frequency, intensity, and
bothersomeness scores of 15 symptoms of NDI-K index at each visit are
presented. The change in the sum of frequency, intensity, and bothersomeness
scores of 15 symptoms at Visit 3 and 4 compared to Visit 2 were analyzed
using ANOVA for difference between placebo and each dose of DA-9701.
In case of significant between-group differences, Dunnett’s method using the
placebo group as control was applied for multiple comparison.
The intra-group change in each group was assessed using paired t-test or
Wilcoxon signed rank test.

3. Other endpoints
1) Improvement of 8 dyspepsia symptoms in NDI-K index
The frequency (N) and proportion (%) of effect category at each visit per
group are presented. Chi-square test or Exact test were used to compare the
rate between placebo and each dose of DA-9701. In case of significant
between-group differences, Chi-square test or Exact test were used for pair-
wise comparison between placebo and each dose of DA-9701 and Step down
Bonferroni method was used for adjustment of significance level.
2) Improvement of 15 dyspepsia symptoms in NDI-K index
The frequency (N) and proportion (%) of effect category at each visit per
group are presented. Chi-square test or Exact test were used to compare the
rate between placebo and each dose of DA-9701. In case of significant
between-group differences, Chi-square test or Exact test were used for pair-
wise comparison between placebo and each dose of DA-9701 and Step down
Bonferroni method was used for adjustment of significance level.
3) Change in the score of 15 dyspepsia symptoms of NDI-K index
Descriptive statistics (number of subjects, mean, standard deviation,
median, minimum, maximum) of the sum of frequency, intensity, and
bothersomeness scores of 15 symptoms in NDI-K index per symptom per visit
are presented. The frequency, intensity, and bothersomeness of each symptom
at Visit 3 and 4 compared to Visit 2 (before treatment) were analyzed using
ANOVA for difference between placebo and each dose of DA-9701.
In case of significant between-group differences, Dunnett’s method using the
placebo group as control was applied for multiple comparison. The intra-group
change in each group was assessed using paired t-test or Wilcoxon signed rank
test.
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4. Subgroup analysis

1) Response rate and improvement of 8 dyspepsia symptoms in NDI-K
index per sex

Response rate and improvement of 8 dyspepsia symptoms in NDI-K

index per sex
The Intention-To-Treat population was divided into male and female subsets.
The response rate and improvement of 8 dyspepsia symptoms in NDI-K index
per sex were analyzed following the analysis method described in primary
endpoint and other endpoints.

2) Total score change of bothersomeness of 8 FD symptoms according to
stricter inclusion criteria
Inclusion criterion 3 (subject with 3 points or higher in intensity or
bothersomeness of at least 1 of 8 FD symptoms)was changed to ‘subject with
3 points or higher in bothersomeness of at least 1 of 8§ FD symptoms’. Total
score change of bothersomeness of 8 FD symptoms according to stricter
inclusion criteria were analyzed based on this subset.
Descriptive statistics (number of subjects, mean, standard deviation, median,
minimum, maximum) of the toal score of bothersomeness of 8 FDsymptoms at
each visit is presentedThe total score change of bothersomeness in 8 FD
symptoms from Visit 2 (before administration) to Visit 3 and 4 were compared
between each dose of DA-9701 using ANOVA.
The intra-group change in each group was assessed using paired -t-test.

5. Safety evaluation

1) Subjective or objective adverse event analysis

The 90% exact confidence interval of subjects with at least 1 adverse event
(AE) and subjcts with at least 1 AE related to the investigational drug is
presented Exact test was used to compare between-group differencdes. In
addition, to evaluate linear relationship betweenAE rate and thedose, Cochran-
Armitige test

was performed. The number of cases (%) and number of events (%) of serious
adverse events (SAEs) were provided per SOC (System Organ Class) and PT
(Preferred Term).

2) Vital signs, electrocardiography, laboratory tests, body weight

Descriptive statisticsof continuous data per visit is presented. The difference
before and after administration of the investigational drug was compared
usingpaired t-testorWilcoxon signed rank test and between-group differences
were compared using ANOVA Subjects were categorized as normal or
abnormal depending on their laboratory results. The numbers of subjects
changing from normal to abnormal and abnormal to normal were compared
using McNemar test,

19.
Demographic
indicators of
the
investigated
population

The median of mean age was 37 years in placebo group, 35.5 in DA-9701
22.5 mg group, 40.0 in DA-9701 45 mg group, and 32.5 in DA-9701 90 mg
group. Between-group differences were not significant (p=0.1490). The mean
height (p=0.2341) and mean body weight (p=0.1042) also showed no
significant between-group differences.

The majority of subjects of this study were married (65.22% in placebo group,
58.70% in DA-9701 22.5 mg group, 73.91% in DA-9701 45 mg group, and
60.87% in DA-9701 90 mg), most were non-smokers (82.61% in placebo

group, 84.78% in DA-9701 22.5 mg group, 84.78% in DA-9701 45 mg group,




(gender, age,
race, etc.)

and 80.43% in DA-9701 90 mg group). There were no significant differences
in terms of marital status and smoking between groups (p=0.4619, p=0.7528,
respectively).

The rate of subjects with alcohol intake was52.17% in placebo group, 56.52%
in DA-9701 22.5 mg group, 54.35% in DA-9701 45 mg group, and 58.70% in

DA-9701 90 mg group and between- group differences were not significant
(p=0.9319).

20. Results of
efficiency

The primary endpoint of this study was the response rate of improvement of 8
FD symptoms in NDI-K index (pain in upper abdomen, discomfort in upper
abdomen, burning in upper abdomen, early saticty, postprandial fullness,
pressure in upper abdomen, bloating or distention in upper abdomen, nausea).
The response rate was defined as the rate of subjects with at least 50% reduction
in the sum of frequency, intensity, and bothersomeness scores of 8 FD
symptoms at Visit 4 (after treatment) compared to Visit 2 (before treatment).

To identify variables that affect the primary endpoint, logistic regression model
was used. Evaluation of interaction between treatment group, demographic
data and baseline characteristics showed no variables affecting primary
endpoint.

The response rate of each group was 73.91% in placebo group, 67.39% in DA-
9701 22.5 mg group, 61.90% in DA-9701 45 mg group, and 73.91% in DA-
9701 90 mg group and between- group differences were not statistically
significant (p=0.5555).

The secondary endpoint was the sum of frequency, intensity, and
bothersomeness scores of 8 FD symptoms of NDI-K index. Analysis showed
that the median of change in the score from baseline toVisit 4 significantly
decreased in all groups, however, between-group differences were not
significant (p=0.6866).

Another secondary endpoint was the subscale score and total score of NDI-K
Quality of Life. Analysis showed that the mean of change in quality of life
score form baseline to Visit 4 significantly increased in all groups, however,
between-group differences were not significant (p=0.6402). Tension/sleep,
interference with daily activities, eating/drinking, knowledge/control, and
work/study subscales all showed significant intra-group increase in score from
baseline to Visit 4, however, between-group differences were not significant
(p=0.5404, p=0.8091, p=0.4744, p=0.9505, p=0.1633, respectively).

The median of patient symptom improvement was 63.69% in placebo group,
64.90% in DA-9701 22.5 mg group, 71.92% in DA-9701 45 mg group, and
62.79% in DA-9701 90 mg group, with DA- 9701 45 mg showing higher
improvement compared to other groups, however, between- group differences
were not significant (p=0.7131).

The median of Patient’s global assessment was at least 3 points (moderate
response) in all groups and between-group differences were not
significant(p=0.7223).

Response rate measured by Investigator’s global assessment was 78.26% in
placebo group, 78.26% in DA-9701 22.5 mg group, 73.81% in DA-9701 45 mg
group, and 73.91% in DA-9701 90 mg group, with placebo and DA-9701 22.5

mg having higher response rates compared to DA-9701 45 mg and 90 mg,




however, between-group differences in response rate were not significant
(p=0.9236).

The mean of change in postprandial fullness/early satiety score from baseline
to Visit 4 significantly decreased in all groups, and between-group differences
were not significant (p=0.5903).

The median of total score change in 15 dyspepsia symptoms of NDI-K index
from baseline to Visit 4 significantly decreased in all groups, and between-
group differences were not significant (p=0.6782).

Looking at improvement in 8 FD symptoms at Visit 4, ‘moderate effect’ was
the most common in placebo group with 45.65% of subjects. ‘Marked effect’
was the most common in the 3 doses of DA-9701 (22.5 mg, 45 mg, and 90 mg)
with 39.13%, 35.71%, and 47.83% of subjects, respectively. However,
between-group differences in improvement distribution were not significant
(p=0.4160).

Looking at improvement of 15 dyspepsia symptoms of each group at Visit 4,
‘moderate effect’ was the most frequent in placebo group wtih 36.96% of
subjects. ‘Marked effect’ was the most common in the 3 doses of DA-9701
(22.5 mg, 45 mg, and 90 mg)with 41.30%, 35.71%, and 41.30% of subjects,
respectively. However, between-group differences in improvementdistribution
were not significant (p=0.7385).

Analysis of sum of frequency, intensity, and bothersomeness scores of 15
dyspepsia symptoms of NDI-K index showed between-group differences in
change from baseline to Visit 4 in all symptoms were not significant.

Analysis of the response rate of improvement in 8 FD symptoms and
improvement per sex showed that in each sex subsets, between-group
differences in symptom improvement distribution and response rate were not
significant.

Analysis of total score change of bothersomeness of 8 FD symptoms according
to stricter inclusion criteria showed that DA-9701 90 mg group had the highest
improvement in bothersomeness.

21. Results of
safety

Safety evaluation included 182 subjects and excluded 2 (DA-9701 45 mg
group, FD-1-63, FD-3-26) that were not given a single dose of the
investigational product.

The median of number of investigational drugs used per subject during the
study period was 80.5 in placebo group, 79.5 in DA-9701 22.5mg group, 80 in
DA-9701 45mg group and 81 in DA-9701 90mg group. Between-group
differences were not significant (p=0.3864).

A total of 316 AEs occurred in 113 subjects out of 182 (62.1%). Of these, 27
subjects were on placebo (58.7%, 74 events), 35 on DA-9701 22.5mg (76.1%,
77 events), 26 on DA-9701 45mg (59.1%, 83 events), and 25 on DA-9701
90mg group (54.3%, 82 events). Between- group differences in AE occurrence
were not significant (p=0.1368).

One SAE occurred in 1 subject DA-9701 45 mg group [1 subject (2.3%, 1
events)] in out of 182 (0.5%). The occurrence of SAE (90%exact confidence

interval) was 2.3% (0.1%, 10.3%). The cause of SAE was hospitalization due




to pain related to endometriosis and was deemed not related to the
investigational drug considering medical history.

A total of 52 ADRs occurred in 34 subjects out of 182 (18.7%). Of these 9
subjects were on placebo (19.6%, 10 events), 8 on DA-9701 22.5mg (17.4%, 9
events), 9 on DA-9701 45mg (20.5%, 23 events), and 8 on DA-9701 90mg
group (17.4%, 10 events).

Looking closely at AEs occurring in each group, Abdominal pain upper of
Gastrointestinal disorders category was the most common in placebo group,
occurring in 12 subjects (26.1%, 15 events).

Abdominal discomfort of Gastrointestinal disorder category was the most
common in DA- 9701 22.5mg group, occurring in 9 (19.6%, 9 events). Nausea
of gastrointestinal disorders category was the most

frequent in DA-9701 45mg group, occurring in 7 subjects (15.9%, 8 events)
and, Regurgitation of Gastrointestinal disorders category was the most
common in DA-9701 90mg group, occurring in 7 (15.2%, 8 events).

Looking closely at ADRs occurring in each group, Gastrointestinal disorders
and Investigations category ADRs were the most common in placebo,
occurring in 5 (10.9%, 5 events) and 3 subjects (6.5%, 4 events), respectively.
Diarrhoea of Gastrointestinal disorders category and blood prolactin increased
of Investigations category were the most frequent in DA-9701 22.5mg group,
each occurring in 3 (6.5%, 3 events) subjects. Diarrhoea, early satiety of
Gastrointestinal disorders category and blood creatine phosphokinase
increased of Investigations category were the most common in DA-9701 45mg
group, occurring in 2 (4.5%, 2 events), 2 (4.5%, 4 events), and 2 subjects
(4.5%, 2 events), respectively. Blood prolactin increased of Investigations
category was the most common in DA-9701 90mg group, occurring in 5
subjects (10.9%, 5 events).

As for mild ADRs in placebo group, bowel sounds abnormal, constipation,
diarrhoea of Gastrointestinal disorders category and headache of Nervous
system disorders each occurred in 1 subject (2.2%). Likewise, as for moderate
ADRs, eructation, early satiety of Gastrointestinal disorders category each
occurred in 1subject (2.2%). No subjects experienced severe ADRs.

Looking at mild ADRs in DA-9701 22.5 mg group, diarrhoea of
Gastrointestinal disorders category occurred in 3subjects (6.5%), abdominal
distension of Gastrointestinal disorders category, and dizziness of Nervous
system disorders each occurred in Isubject (2.2%). In this group 1 subject
(2.2%) had a moderate ADR, nausea of gastrointestinal disorders category. No
subjects had severe ADRs.

Looking at mild ADRs in DA-9701 45 mg group, nausea, abdominal pain
upper, early satiety, regurgitation, abdominal distension, diarrhoea, bowel
sounds abnormal of Gastrointestinal disorders category, and dyspnoea of
Respiratory, thoracic and mediastinal disorders category each occurred in
Isubject (2.3%). In this group, moderate ADRs, diarrhoea, eructation of
Gastrointestinal disorders category each occurred in 1subject (2.3%). One
subject (2.3%) experienced a severe ADR, early satiety of Gastrointestinal
disorders category.




Looking at mild ADRs in DA-9701 90 mg group, dyspnoea of Respiratory,
thoracic and mediastinal disorders occurred in 1 subject (2.2%) and 1 subject
(2.2%) had a moderate ADR, headache of Nervous system disorders. In this
group, 1 subject (2.2%) had a severe ADR, constipation of Gastrointestinal
disorders category.

The between-groups differences in the median change of hematology, blood
chemistry and other test results at Visit 3 and 4 from baseline were not
statistically significant except for LDH and Sodium levels. LDH levels
showed significant between-group differences in change from baseline to Visit
4 (p=0.0244), however, no significant differences were found between placebo
and each dose of DA9701. Sodium levels showed significant between-group
differences in change from baseline to Visit 3 (p=0.0414), however, no

significant differences were found between placebo and each dose of DA-
9701.

All test values (hematology, blood chemistry, urinalysis and others) were
categorized into normal and abnormal and the proportion of patients in each
group who changed from normal to abnormal and abnormal to normal from
baseline to Visit 4 were assessed. Significant changes were seen in Hb
(p=0.0253) and TG (p=0.0143) values in placebo group. Hb (p=0.0143), LDH
(p=0.0253), RBC (blood, p=0.0339), and Urobilinogen (p=0.0455) values
showed significant change in DA-9701 22.5mg group, however, it was
deemed not clinically significant. DA-9701 45mg and DA-9701 90mg groups
showed no significant change in any of the test items.

As for vital signs, there were no significant between-group differences in the
change of the systolic blood pressure, diastolic blood pressure and pulse rate
from baseline to Visit 3 and 4.

There were no between-group differences in the change of body weight from
baseline to Visit 4.

In physical examination, only the musculoskeletal system showed change
from baseline to Visit 4 in DA-9701 45mg group. One subject changed from
normal to abnormal and 1 changed from abnormal to normal, however,
between-group differences were not statistically significant (p=1.0000).

22.
Conclusion
(assessment)

Two meta-analyses and 45 published studies reported the placebo effect in FD
to be 6-72% (Musial F et al., 2007). Thus, verification of efficacy against
placebo is difficult in FD. The reason for such high placebo effect in FD is that
the symptomatology varied widely between patients and even within a single
patient. Considering no organic lesions are found on
esophagogastroduodenoscopy, FD can be greatly impacted by the patient’s
mental and psychological state. Retrospective studies on previously released
Mosapride and Itopride reported no superior effect compared to placebo
(Hallerback Bl et al., 2002; Talley NJ et al., 2008).

[n this study, the primary endpoint, secondary endpoint and additional analysis
showed no statistically significant results. However, a previous study on
Mosapride that used the same NDI-K index as an endpoint reported the

response rate of improvement in 8 FD symptoms to be 67.4%+9.6% and the
total score change of 8 FD symptoms to be -27.1+17.4 (Cho YK et al., 2004).

Considering this study’s result of DA-9701 90 mg group (73.91%, -




25.13+15.37), it was deemed too early to determine the results of this study as

negative. As FD has high placebo effect, future studies should select subjects
with minimal placebo effect. Thus, this study strengthened the inclusion
criteria and additionally analyzed ‘total score change of bothersomeness of 8
FD symptoms’. As a result, the change in DA-9701 90 mg group was -

9.92+5.56 points and change in placebo group was -7.19+4.37 (p=0.0570),
which suggested market ability of DA-9701 90 mg as a FD treatment.

In safety evaluation, 52 ADRs occurred in 34 subjects out of 182 (18.7%).
There were no between-group differences in terms of ADR rate in each group
(90% exact confidence interval) (p=0.9808) nor a linear relationship
(p=0.8905). In electrocardiography, QT prolongation was not observed. The
increased prolactin level due to D2-antagonism, part of DA-9701’s mechanism
of action, occurred in 1 subject on placebo (2.2%), 3 on DA-9701 22.5 mg
(6.5%), 1 on DA-9701 45 mg (2.3%), and 5 on DA-9701 90 mg (10.9%). No
clinical symptoms related to increased prolactin level (lactation, etc.) were
observed. Compared to literature on Itopride which reported the rate of
increased prolactin level as 3.1~20.7% (Holtmann G et al. 2006, Talley NJ et
al. 2008)11), 22), DA- 9701 may be considered relatively safe, however,
further research is needed in this regard.

In conclusion, a Phase I1I trial comparing the saf @D @ﬁﬁc‘é\ DA-9701

to an active comparator is deemed necessary 3
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Homnartok 30

1o Iopsaaxy mposenenns
eKCIIEPTH3H

peecTpauiifHiX MaTepialiB Ha
JTiKapchKi 3aco0H, 110 OAAI0THCS
HAa JIEpIKaBHY peeCcTpallito
(mepepeecTpaliiio), a TAKOXK
€KCIIEPTHU3H MaTepiajiB Mpo
BHECEHHsI 3MIH JI0 PeecTpaIliiHux
MaTepiagiB IpOTAroM il
Peecrpauiiinoro

NOCBiAYeHHS (MyHKT 4

pozaimny IV)

3BIT Ne 1
Npo KJIiHIYHe BHIPOGYBAHHS

1. Ha3Ba
JIIKapChKOTo 3acoby

(3a HasiBHOCTI - P®PICTOM

HOMED

peecTpaiiiHoro

TIOCBI/TYEHHS)

o T— KYII®EP BIOTEX, YAB, JIntoschka Pecny6ika
3. BupoGuux Hour-A CT Ko., JIta., Pecny6ika Kopes

(2P Ceknis B, 3@, 4@ Cekuin B) 200-23, Ilekcokronaen
1-po, Cobyk-ry, Uxouam-ci, Yxynuxon-Hamuo,
Pecny6uika Kopes

4. IlpoBeneni
IOCIIJDKEHHS ;

TAK  HI KO Hi, 00rpyHTYBaTH

1) Tum
J1KapChKOTO
3aco0y, 3a IKUM
IIpoBoMIacs abo
IUIaHY €ThCS
eecTpallis

Jdikapcpkuii 3aci6 3 NOBHHM J0che (ABTOHOMHeE J0CKE)
Inmmii nikapebkuii 3aci6
Hogsa niroua pedyopuna (JIP)

5. IloBHa Ha3Ba
KJIIHIYHOrO
BUIIPOOYBaHHS,
KOOOBaHHUH
HOMED

1. IToeHa Ha3Ba KIIHIYHOTO BUMPOOYBAHHS

-. bararouentpose, nojpiitre crine, m1a1eb0-KOHTPOJILOBAHE,
paHoMi30BaHe, 4-THKHEBE KITiHiuHe Jociimkenns dasu I s ouinku
edexTuBHOCTI Ta Gesnexkn DA-9701 y mamieHTiB 3 (yHKIIOHATLHOO
JUCTIETICIEIO

2. Konosaunuii HoMep KIiHIYHOro BHIPo6YBaHHs
g

f//’f (reelltll 7o,




KIJIIHIYHOI O
BUIIPOOYBaHHS

-.DA9701_FD Il

6. ®aza kiIiHigYHOrO

BUIIpoOyBaHH:

Paza Il

7.Ilepion
IIPOBEIEHHS
KJIIHI9HOTO
BHIIPOOYBaHHS

3 8 xoBTH: 2007 p. mo 18 nunus 2008 p.

8. Kpainmu, ne
IIPOBOIHIIOCS
KJIIHIYHEe
BHIIPOOYBaHHS

Pecny6nika Kopes

9. KinekicTh

3amuiaHoBana; 184
taxTuyna: 184

JOCIIIJIKY BaHUX
OuinnTh eekTHBHICTS i Ge3MeKy NepopaIbHOro BBEICHHS
10. MeTa. TE} . AOCIIDKy BaHoTo nperapaty DA-9701 y tabnerkax y HAl[€HTIB 3
BTOPHHHI 1111 (yHKIIIOHATIBHOIO THCIENCiEI0 T BU3HAYHTH ONTHUMAJIBHY 103y
KJIIHIYHOTO
BUIIPOOYBaHHS
! 1. ITonsiiine crime, 11are60-KOHTPOIBOBAHE, paHIOMi30BaHe,
1 1: I.[H?’aHH apaseNbHe, MOPiBHAIBHE JOCITIKEHHS
KJIIHIYHOT'O
BUIIPOOYBaHHS 2. baraToleHTpoBe HOCTiTKeH S
. 1. Kpurepii Bxmovenns
12. OC}_I?BHI 1) Mopocri oco6u domosiyoi Ta sxinoyof crati y Bili 18 pokis i
KpHATepil crapire
BKJIIOUEHHS 2) CyG'ext 3 mpuHaiimMHi OHAM 3 HACTYIHHX 15 CHMITTOMIB FD,

IO TPHBAIOTE NPOTAroM 3 MicsANiB abo GisbIne mIpoTaAToM ocTanHix 6
MicsuiB; Gk y BepxHiif gacTuHi sxiBOTA, ;zHCKOMcbopT y BerHIH
YACTHHI JKUBOTA, TIEUiHHS Y BEPXHill YaCTHHI KUBOTA, 1evis, CYIOMH
Y BEPXHIi 9aCTHHI HBOTA, OLIb Y TPYAIX, BIXUyTTS MIBHIKOTO
HACHYeHHS, TiPKa Ha CMaK PilyHa, SKa IOTPAIlIsE B POTOBY
TIOPOXHHUHY, BIIYYTTS NIEPETTOBHEHHS B )KUBOTI, THCK Y BEpXHiit
YACTHHI )KUBOTA, 3y TTs KHBOTA Y BEPXHIl YacTHHi JKHBOTa, Hy0Ta,
BIAPHIKKa, GIIFOBAHHSA Ta YTPY/IHEHE TUXAHHS.

3) Cy0'exr 3 3 Ganamu (momipHmit piBeHs) abo GinbLie 3a
iHTeHCHBHICTIO a60 3 6amaMu (HOCUTH BHCOKHIA piBeHs) abo Ginblme
3a CIPUIHHCHIHSM KJIOMOTY OJHOTO 3 HACTYITHMX CHMIITOMIB: Gib y
BEPXHIilf YacTHHi KHBOTA, ,tmcxcomcpop'r Y BEpXHiil 9acTHHI KUBOTa,
TCYiHHS y BEPXHii YacTHHI XUBOTA, Bi9YTTS IIBHKOTO HACHYEHHSI,
Bi/[YyTTSl IEPEIIOBHEHHS B )HBOTI, THCK Y BEpXHilt YaCTHHI KHBOTA,
3MYTTH KUBOTA 1 HYI0TA.

4) Cy0'ext Ge3 oprauiqroro ypaskenus IPH €HJI0CKONIYHOMY
IOCITKEeHH]

5) CyG'ext, mo nas 106poBinEHy IICBMOBY 3rOJly Ha y4acTh y
JaHOMY BHUIIpoOyBaHHI ) ”
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2. Kpurepii BukirOueHHS

1) Cy6'ext B nanuit yac npuiimac JiKH A/ iHIIOTO JOCTIKEHHS
abo OpaB y4acTb B iHIIOMY JOCIIKEHH] IPOTATOM 4 THIKHIB 10
[I0YaTKy ILOTO JIOCIiKEHHS

2) JiHKH penpoayKTHBHOIO BiKY, SKi HE BAKOPHCTOBYIOTE
KOHTPAIIEIIIIIIO, @ TAKOXK BATITHI XiHKH a60 KIHKH, SKi FOAYIOTH
Ipy Lo

3) Cy0'exT, sKuii IepeHic omepario, ka MOXe BIUTHHYTH Ha
MOTOPHKY IIUTYHKOBO-KHIITKOBOT'O TPAKTY

4) Cy0'exT 3 ILTYHKOBOIO KPOBOTEUEIO, KHIIKOBOKO HEPOXiHICTIO
abo nepdopariiero TomO

5) Cy0'exT 3 CHHAPOMOM PO3IPATOBAHOTO KAIIEYHHKA 2060
3aIaJIbHAM 3aXBOPIOBAHHAM KHUINCYHHKA

6) Cy6'exT, y sixoro Oyu Oy/1b-sKi 3 HACTYIIHHX 3aXBOPIOBAHE:
peduTroKCHHI e30¢ariT, racTpoayoieHaIbHa BHPa3Ka,
aJICHOKapIIMHOMA IIUTYHKA, aeHOKapI[HHOMa CTPaBOXOY,
3aXBOPIOBAHH: I IIUIYHKOBOI 3aJI03H TOIIO, SKi MOXKYTh Oy TH
OpraHiYHOK NPHYHHOK AUCIIETICIT

7) Cy6'ext 3 quchynkuiero nedinku (SGOT/SGPT npunaiimui B
2,5 pasu Bumie, Hixk ULN)

8) Cy0'ext 3 mopyeHHsM QYHKIIT HUPOK (PIBEHB
KpeaTHHIHy B CHPOBATII KPOBi He MEHIIEe HiX B 1,5 pasu BHILE,
ik ULN)

9) Cy0'eKT 3 Ba>KKHM CTAHOM CEpII, JIET€HIB 200 €HIOKPHHHOT
CHCTEMH TOLIO

10) Cy6'eKT 3 ICHXOHEBPOTUYHHM 3aXBOPIOBAHHSIM,
3QJIEXKHICTIO BiJl ICHXOAKTHBHUX PEYOBHH a0
aJIKOTOJII3MOM

11) Cy6'ext B naHmii yac npuitMae Ipenapar, sKi MOXKYTh
BIUIMHYTH Ha OLIHKY e(eKTHBHOCTI OCIIiIXKYBAHOTO IIperapary
(MOIyIATOp MOTOPHKH IITYHKOBO-KHIIKOBOTO TPAKTY, AHTATOHICT
H2-penenropis, iHri6iTop MpoTOHHOT MOMITH, HECTEPOIMHHH
NPOTH3aNaIbHUH IIpenapar, aHTHXOJIIHePriuHi npernaparu,
€PUTPOMILIUH, CTEPOIN, aHTUIETIPECAHTH T4 iH.)

12) Cy6'exT BU3HAHUI HENIPUIATHHUM J1s1 BUITPOOYBaHHs Ha
PO3CY I IOCTiTHHUKA

13. JocnimkyBaHwi
JTiKapChKHit 3acio,
croci6
3aCTOCYBaHHS, CHIIA

i1

1. ocmimKyBaHuit nikapchkuit 3aci6
-.DA-9701 Tabnerku

2. Cnocib 3acTocyBaHHs
-. JocnimKyBaHHH IIpenapar 3acTOCOBYBAITH IIEPOPATBHO 110 1
tabneTui 3 pa3su Ha ICHD J0 IIH IPOTATOM 4 THIKHIB.

3. Ho3yBaHHS:
-. TabneTku 1o 7,5 mMr, mo15 mr, o 30 mr.

14. Ilpenapat
MIOPiBHSIHHSA, 1034,
crioci6
3aCTOCYBaHHS, CHJIa
Jui

1. Pedepentruii mpenapar
-, [Tmarne6o

2. Cmocib 3acTocyBaHHs
-. [Ipenmapat miarne6o 3acTocoByBajM IepopaibHO 1Mo 1 TabieTii
3 pa3u Ha JEHb JI0 114 HPOTArOM 4 THXKHIB., a
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15. CymyTus
Teparis

He 3acTocosyeTncs

16. Kpurepii
OLIIHKH
e(eKkTuBHOCTI

1. OcHoBHHIT KpuTepiif omiHKK
-. Cepenne 3HaveHHs peaxiii mominmernns 8 cummromie FD

2. BropuHHU#H KpHTEpilt OLiHKH
1) 3aranbia 3mina oninke 8 cummromis FD
2) 3MiHa IMIKaIH OI[iHKA SKOCTI JKUTTH 34 ingekcoM NDI-K
3) OriiHKa MBUAKOCTI MOJIIIIEHHS CTaHy MaricHTa
4) 3aranbHa OIiHKa, IPOBE/ICHA TTAIIEHTOM
5) 3arajibHa OIiHKA, IPOBE/IEHA TOCIiTHHKOM
6) 3araibHa 3MiHa OLIHKH BifIyTTs NEPEIOBHEHHS B JKHBOTI Ta
IMIBHIKOTO HACHYEHHS
7) 3aranbHa 3MiHa oniHKE 8 cumnToMmie FD

3. Inmi xpuTepii oninku
1) Ioninmenns 8 cummToMiB aucencii 3a iEmexcom NDI-K
2) lHominmenns 15 cummnromis aucnercii 3a inaexcom NDI-K
3) 3miHa owinku 15 cuMITOMIB MUCHEncii 3a imnexcom NDI-K

4. Ananis migrpyn

1) Honimmenns 8 cuMnToMis aucnencii 3a ingexcom NDI-K i
CepeHIM 3HAUEeHHSM IIO3UTHBHOI Peakmil KOKHOI CTaTi

2) 3aranbHa 3MiHa CIIPHYHHEHHS KIIONOTY 8 cuMmTomis FD
BI/IIOBI/THO 10 GLIBII CYBOPHX KPHTEPIiB BKIHOUCHHS

17. Kpurepii
OIIIHKH Oe3eKu

1. CyG'exruBHuit a60 06'eKTUBHMIA aHATI3 TOGIYHIX SBHIL

2. IToxa3HUKY KUTTEIisIIBHOCTI, eneKTpokapiorpadis, naGoparopui
aHaTi3{, Maca Tija

18. Cratuctnuni
METOIH

1. OcHOBHUH KpuTEpiif OmiHKK
EdexrusricTs oninroBanacs Ha 0CHOBI 3MiHE CYMapHOT OI[iHKH
HaCTOTH, iHTCHCMBHOCTI Ta CIIPHYMHEHHS KIONOTY 8 cummromis FD
3a NDI-K (6inb y Bepxniit uactuni xmusora, zmcmwbopT Y BEpXHiit
YACTHHI KHBOTA, IEYiHHs y BEPXHill YaCTHHI UBOTA, BIJTUYTTS
IIBH/IKOTO HACHYEHHS, BIIIyTTS NIEPETIOBHEHHS B KHUBOTI, THCK ¥
BEPXHIi YaCTHHI JKHBOTA, 31yTTS Y BEPXHill YacTHHI KHBOTA
HYyZ0Ta).

Bukopucranns cymu oninky 8 cummTomis micis NIKyBaHHS
IIOplBHHHO 3 OIIHKOIO JIO JIIKYBAaHHI,

"BHpaXXeHHUH e)ekT" BU3HAYABCS K 3arajbHe 3HUKEHHS OLHKH Ha
75% i 6inbe,

- "HoMipHuit eheKT" BU3HAYABCS K 3HIKEHHS He MEHIIe HiK Ha

50%, ane MeHIue Hix Ha 75%,
- "M'sikuii eeKT" BH3HAYABCS AK 3HIKEHHS HE MeHIIe Hix Ha 25% i
MeHIIe Hix Ha 50%,

- 1"BincyTHiCTE e(beI{Ty abo 3arocTperHs" 6yJI0 BU3HAYEHO SIK
SHIDKCHHS MEHINE HiX Ha 25%. [Ipencrasneno sactory (N) i
BIZICOTOK (%0) HAIi€HTIB 3 He MeHI Hixk S0%-BAM 3HIKEHHAM
3arabHOI OmiHKK 8 cumnToMiB FD 1ipu 4 Bisui (mics JKyBaHHS)
IOPIBHAHO 3 2 Bi3uTOM (10 JIleBa,HHH) M nopiBHAHHS cepeHBOrO

3HAYCHHS peakini Mk mianebo i KoxHo0 103010 DA-9701

/Mamc’///




BHKOPHCTOBYBAIIM TECT Xi-KBAJpaT abo TOUHMI KpuTepiit. V pasi
3HAYHMX MDKTPYIIOBUX BiJIMiHHOCTeI /i 6araTopasoBoro
TIOPIBHSHHS BUKOPUCTOBYBABCS IOETAIIHHI METO.T BoudeppoHi.

2. BropunHui KpuTepiit omiHkn
1) 3aransna 3mina oninkm 8 cumnromis FD

Byna npencrasiena onucosa cratucTrka (KiTbKiCTh
BUIIPOOOBYBAHHUX, CEPETHE 3HAYCHHSI, CTAHAAPTHE BiIXIICHHS,
Me7liaHa, MiHIMyM, MaKCHMyM) 3arajibHoi OIiHKH 8 cumnTomis FD
TIPH KOXHOMY BizBinyBauui. J[lnciepciiiuuii ananiz ANOVA Gys
BHKOPHCTAHHM M1 IIOPiBHAHHS CEPeIHBOI 3MIHH 3aralbHOT OIIHKI
8 cumnromis FD Bix Bisuty 2 10 BisHTY 3 Ta 4 Mix rpynamH.
¥ pasi 3HaYHUX MIKIPYIIOBHX BiMiHHOCTEH 1151 HararopazoBoro
TIOPiBHSIHII 3aCTOCOBYBABCS MeTo JJaHHeTa 3 BUKOPHCTAHHAM
rpynd mianedo B SKOCTI KOHTPOJIIO.

BHyTpitHborpymosi 3amisu B kKoskHiit rpyIi omiHOBaTHCA 32
AOTOMOT 00 ITAPHOTO t-KpHTepito abo 3HAKOBOI'O PAHTOBOT'O
KkpuTepiro Binmkoxcona.

2) IIxama OMiHKH SIKOCTI MKUTTA 3a ingexcom NDI-K

IIpezncrasnena onncoBa craTuCTHKA (KiTBKICTH
BHIIPOOOBYBAHUX, CEPE/IHE 3HAYCHHS, CTAH/IAPTHE BiAXUICHH,
MeJiana, MiHiMyM, MakcuMyM) omiaky cy6mxkamun NDI-K ta
saranbHoro NDI-K koxxHoro BijBinyBanns. 3aransHa ominka
KkoskHoT cybmkanu NDI-K i 3aransuuii NDI-K npr 3-omy Ta 4-omy
Bi/[BITyBaHHSAX B OPIBHSAHHI 3 2-HM aHATI3yBaIHCS 32 JOIOMOTOIO
ANOVA.

Y pasi 3HAYHHUX MDKIPYIIOBHX BiMiHHOCTEH 15t DaraTopasoBoro
MOPIBHSAHHS 3aCTOCOBYBABCs MeTOJ| JJaHHETA 3 BHKOPHCTAHHSM
TPYIH [1anebo B IKOCTI KOHTPOITIO.
BHyTpiumbsorpynosi sminu B kosxHil rpymi oniHoBamMCs 3a
AOTIOMOTOXO MAPHOr0 t-KpUTEpiro abo 3HAKOBOTO PaHIOBOTO
KpHTepito Binkokcona.

3) Ouinka NIBHAKOCTI MOJIMIIEH s CTAHY TalieHTa

Iuranss "Yu mominumio BYopamse miKyBaHHs Bammi
CHMIITOMH B aJieKBaTHi# Mipi?" (Biamosins "Tak" a6o "Hi")
BHKOPHCTOBYBAIIOCK JUUIsl IOPIBHSHHS % JEHHOTO aIeKBaTHOIO
IIOJIETIIICHHS.

IIpezcrapiiena omucoBa cTatueTHKA (KiTBKICTh BUIIPOOOBYBaHHX,
CEpCIIHE 3HAYCHHS, CTAHAAPTHE BiIXUIICHH, MeliaHa, MiHiMyM,
MaKCHMyM) IIBHIKOCT] IIOIIIEHHS CTAaHy TallieHTa IIPH KOXKHOMY
Bi/BifyBaHHi. {11 OPIBHAHHA CepPeIHBOr0 3HAYECHHS [OKpAIICHHS
MiXk Ianeo 1 KokHO 103010 DA-9701 32 BiJIBilyBaHHs, OYB
BHKOPHCTAaHHH Jucnepciiinuii aHamz ANOVA.
Y pasi 3HAUHHX MIKTPYIOBHX BiIMIHHOCTEH [ Oararopa3oBoro
IOPiBHAHHA 3aCTOCOBYBABCs MeTO/ JlaHHeTa 3 BUKOPUCTAHHAM
TpyIH miane6o B AKOCTI KOHTPOJIIO.

4) 3aranpHa OIliHKA, IPOBEIEHA MAIIEHTOM

IanienT oniHOBaB e(YeKT AOCITiIHKYBAHOTO [penapary Imicis
4-TIKHEBOT Teparii 3a 7-6aTbHOI0 MIKAIOK Jlikepra*.

* 7-6anbHa mkana Jlikepra: BincyTHiCT peakii a6o 3arOCTPEHHS,
HE3HAYHA peakilis, cinabka peakiis, MoMipHa peakIis, 30BCiM
cnabKa peaKilis, CHIIbHA peaxiiis, HOBHOHiHHa peaxkitig abo Pl
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BiJICYTHICTh CHMIITOMIB
IIpescrapnena onucoBa cTatucTHKA (KUIBKICTh BUIIPOOOBYBaHMX,
CEpe/IHE 3HAYCHHS, CTAHIAaPTHE BiXHUIEHHS, Me/[iana, MIHIMYM,
MaKchyM) ['nobaneroi ominku mamienta. Ockinpku [oGaibHa
OLIHKA NAlli€HTa BKIOYa/Ia IOPSAKOB] 3MiHHi, T TOpiBHAHHS
MIKIPYHOBHX BiIMiHHOCTEH 3aCTOCOBYBaBCS I(pHTele Kpacxkaina-
Bourica. ¥V pasi icToTHux MiXkrpynoBux BigminHOCTEH 11 IApHOTO
TIOPiBHSHHS BUKOPHCTOBYBABCs 3HAKOBUI PAHTOBHI KPUTEPiil
Binkokcona, a juist KOpEryBaHHs PiBHS 3HAYYIOCT] - OETATHMUI
meron bondepponi. Kpim Toro, 6ymna npencrasierna ['nobaisna
OIiHKa IAI€HTA 38 KOKHOIO IPYIIOL0, a TAKOK 9acToTa (N) i vactka
(%) KOoXKHOTO MUTAHHS.
5) 3aranpHa OLiHKa, IPOBEIEHA 10CIITHHKOM

Ilicns 4 THKHIB TiKYBaHHS TOCTiAHUK OLHUB eekTUBHICTE
K "3HaYHO MOJIIIIENHY, 110 HOMIMNIIEHY, 0€3 MOINIIeHHS i
noripmeny". Omika "zemo noinmrena a6o kpame" BBaxkkanacs
e eKTUBHOIO.
Y rnoGanehiit oninni ocmixanka Gy Basani gactora (N )i
JacTka (%) OLIHIOBaHUX BHIIPOOOBYBAHHX AK IPHHANMH] "1e1o
nosinmena". Jlyist HOpiBHAHHS Pi3HHI B 9aCTOTI peaKIii Mix
manebo Ta KOXKHO 103010 DA-9701 BUKOPHCTOBYBAH TECT Xi-
KBaapaT abo TOUHMH KpuTepilt. Y pasi 3HAYHMX MiXKTPYIOBHX
BiIMIHHOCTEH [7Is1 6araTopa3oBoro MOpiBHAHHS BHKOPHCTOBYBaBCS
noeranHui Metox bondepponi. Akimo aHani3 BKIHOUAB Meperis
3MIHHOI, IO BIUIMBAE Ha TePBHHHY KmueBy TOYKY, TO JUIS
BHMIPIOBaHHS PI3HHUIY B YacTOTi peakilii Mik mwiane6o i KOXKHOIO
no3oro DA-9701 BukoprcTOBYBaBCst JIOTiCTHIHUH perpeciituuii
aHaIi3,

6) 3araibHa 3MiHa OLIHKH Bi 149y TTs MepeNOBHEHHS B KHBOTI,
HIBUIKOTO HACHYEHHS

[Ipencrasnena onmcosa craTicTHKa (KiTBKiCTD
BHIIPOOOBYBAHHUX, CEPETHE 3HAYEHHSI, CTAH/IAPTHE BiXH/IEHHS,
MeJtiana, MiHIMyM, MaKCHMYM) CYMH OLIHOK CHMIITOMIB BIIIYTTA
MIEPETIOBHEHHS] B )KABOTI Ta IIBUIKOrO HACHYCHHS cepen 15
cumitomis inaekcy NDI-K 3a Binsinysanss. 3miny cymu ominok
CHMIITOMIB BiJIyTTsl IEPEIIOBHEHHS B )KHBOTI Ta ITBHIKOTO
HaCHYCHHA IIPH 3-0My Ta 4-0My BiJIBi/[yBaHHAX MOPIBHAHO 3 2-HM
(o JiKyBaHHS) aHAMI3yBaIH 32 1onoMoroo ANOVA mojo PI3HHMIT
MiX IU1ane6o i KoxHoo 103010 DA-9701.
Y pasi 3HaYHUX MIKTPYIOBHX BiIMIHHOCTEI 171 GaraTopasoBoro
MOPIiBHSHHS 3aCTOCOBYBABCS MeTO/| JlaHHETa 3 BUKOPHCTAHHAM rpymnu
wianebo B AKOCTI KOHTPOJIIO.
By TpilnHBOrpy OB 3MiHH B KOXKHIH IpyIi oniHIOBaMCs 32
AOTIOMOT0X0 IIAPHOTO t-KpHUTEPir0 a00 3HAKOBOTO PAaHTOBOTO
KpHTepito Binkokcona.

7) 3aranbHa 3MiHa ouiHKH 15 cHMIITOMIB mHCIIEncii 3a iHTEKCOM
NDI-K

IIpezcrasiena omicoBa cTaTueTHRA (KiTLKiCTh
BHIIPOOOBYBAHUX, CEPEHE 3HAYCHHS, CTAHJAPTHE BiAXU/ICHHS,
Me7liaHa, MiHiMyM, MaKCHMyM) CYMH OLIiHOK YacTOTH, iHTeHCHBHOCTI
Ta TPUBOXKHOCTI 15 cumirtoMiB 3a ingekcom NDI-K 3a Bi/IB1/lyBaHHSI.

3MiHy CyMH OI[iHOK YaCTOTH, iIHTEHCHBHOCTI T4 CIIPHUHHEHHS 2
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KI0moTy 15 cumnTomiB pu 3-oMy Ta 4-oMy BinBinyBanmHsax
TIOPIBHSHO 3 2-HM 6YJ10 poaHamizoBaHo 3a gonomoroo ANOVA
JJLSL BUBHAYEHHS PI3HHUII MK Iu1ane6o i KoHO0 103010 DA-9701.

¥V pa31 3HaYHHMX MDKIPYIIOBHX BiIMiHHOCTeH [yIst 6araTopasoBoro
TMOPIBHSHHS 3aCTOCOBYBABCS MeTOJ [JAHHETa 3 BHKOPHCTAHHSM TpyIu
ianedo B sKocTi KOHTPOTIO.

BHy TpimHBOrpy OB 3MiHK B KOXKHiH rpymi oniHOBammCS 3a
AOTIOMOT OO0 MAPHOT0 t-KpHTEPit0 a00 3HAKOBOTO PAHI'OBOTO
KpHuTepito Binkokcona.

3. Inmi xpuTepii oninkn
1) Honinmenns 8 cumnromir gucnencii 3a inmexcom NDI-K
ITpencrasneni gactora (N) Ta yactka (%) kareropii edexry
[IPH KOXKHOMY BiJIBi/TyBaHHI KO3KHOI rpymu. [ HOpiBHSHHS
CCPEIHBOT0 3HAYCHHS PeaKiii Mk mianeto 1 KOKHOI 103010 DA-
9701 BUKOPHCTOBYBAIIM TeCT Xi-KBaapaT a6o TouHui KpI/ITeplPI v
pasi iCTOTHUX MIXTPYTIOBHX BiIMiHHOCTe! /IS TApHOrO MOPIBHAHHS
MDX IIane6o Ta KosKHO 103010 DA-9701 BHKOPHCTOBYBAJIH TECT
Xi-KBazpar abo TOIHHH KPUTePiii, a Ul KOPHTyBaHHS piBHS
3HAYYIIOCTI - MoeTamHui MeTox Bordeppomi.
2) lonimmenns 15 cumnromiB mucnerncii 3a inexcom NDI-K
Hpencrapneni vacrora (N) Ta yactka (%) KaTeropii eexry
1IPH KOKHOMY BiJIBi/TyBaHHi KOKHOI rpymu. J{1is mOpiBHSHHS
CEPCHBOr0 3HAYCHHS peaklii MK mianeto 1 KOXKHOI 10300 DA-
9701 BHKOPHCTOBYBAIH TECT XI-KBaﬂpaT abo TouHmit Kputepiit. ¥
pasi icTOTHHX MiXTpyHoBHX BigMiHHOCTEH IS IIAPHOTO TIOPIBHSHHS
MIXK I71ane60 Ta KOKHOIO J103010 DA-9701 BHKOPHCTOBYBAJIH TECT
Xi-KBanpaT abo TouYHul KpuTepilt, a 1 KOPUTYBaHHS PiBHSI
3HAYYIIOCTI - MOETAIIHUH METO. BOHQJeppOHl
3) 3mina oninku 15 cumnToMmiB aucmencii 3a inmexcom NDI-K
IIpencrasnena omicosa craTucTHKA (KiTBKICTE
BHIIPOOOBYBAHMX, CEPE/IHE 3HAUCHHS, CTaHfapTHe BIIXUJICHHS,
MeJliaHa, MiHIMyM, MaKCHMyM) CYMH OI[iHOK YacTOTH, iHTeHCHBHOCTI
Ta CIPUYUHEHHS KIONOTY 15 cummToMiB 3a inmexcom NDI-K 3a
KOKEH CHMIITOM 3a BiIBixyBaHHs. YacToTa, iIHTEHCHBHICTD i
CHPHIHHCHHA KIIOIIOTY KOKHOTO CHMIITOMY TIpH 3-0MY Ta 4-oMy
BIZIBi/TyBaHHAX TOPIBHAHO 3 2-HM (10 JiKyBaHH:) Oy
l'Ip()aHaJIISOBaHl 3a jlonomororo ananizsy ANOVA na npeamer
pizHHII Mik nane6o i KoxHO0 103010 DA-9701.
b pa31 3HAYHUX MDKIPYIIOBUX BiIMIHHOCTEH! 715 GaraTopasoBoro
TIOPiBHSHHS 3aCTOCOBYBABCA METO [laHHEeTa 3 BUKOPHCTAHHSM IPYIIH
I1a1ebo B SKOCTi KOHTPOIIO. BHY TPilIHEOrPyNOBI 3MiHH B KOYKHIiE
IPYIIi OLHIOBAHCS 34 JOIIOMOTOKO IAPHOTO t-KpHTepiro abo
3HAKOBOT'O PaHTOBOT0 KpHTepiro Binkokcowa.
4. Ananiz niarpyn
1) YacToTa peakwii Ta momimmenHs 8 CUMITOMIB JHCITencii 3a
imnexcom NDI-K mis xoxHOT crari
Yacrora peaxuii Ta monimmenns 8 cuMITOMIB THCTIENCIT 38
inmexcom NDI-K ju1s koxHOT crari
Hacenenns 3 HaMlp0M IPOUTH Tepamniio 0yJIo po3zinene Ha
YOJIOBIYY Ta }KIHOT-Iy Hl,urpynn
HacroTa peaxuii ta moninmenns 8 CHMHIOMIB lmcnencu 3a
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iniekcom NDI-K B 3anexHoCT Big cTarti Oy npoananizoBaHi
BIIIOBIIHO [0 aHAJIITHYHOTO METOy, OIIMCAHOTr'0 B PO3IiJi
IEePBHHHOI KIHIIEBOI TOYKHM T4 iHIMHX KiHI[EBUX TOUOK.

2) 3araybHa 3MiHa cpuurEenns KonoTy 8 cummromis FD
BiJIIOBIZHO /10 GLMIBII CYBOPHX KPHTEPIiB BKIFOUEHHs
Kpurepiit Bxmovenns 3 (cy6'exr 2 3 Ganamu aGo Bume 3a
IHTEHCHBHICTIO a60 PiBHEM CIIPHYHHEHHS KIIOMOTY NpHHaliMH] 1 3 8
cumnroMiB FD) 6yB 3minennit Ha "cy6'ext 3 3 Ganamu aGo Bume 3a
PiBHEM CTIPHYMHEHHS KJIOMOTY IpHHaiiMai | 3 8 cummromie FD". Ha
OCHOBI Ii€i MiAMHOXHHM Gy TH PoaHATI30BaH] 3MiHK CyMapHOTO
Oaiy cipuuuHEHHs KionoTy 8 cummromis FD 3a 6igsnr CYBOpPHUMH
KPHUTEPISIMU BKITIOYECHHS.
byna npencrapnena onmcosa cratuctaka (KUIbKicTs
BHIIPOGOBYBAHUX, CEPe/IHE 3HAYEHHSI, CTAH{APTHE BIIXUJICHHS,
MeZliana, MiHIMyM, MaKCHMyM) 3arajbHOT OIiHKH 8 cummToMis FD
TIPU KOXKHOMY Bi/BiTyBamui. 3araisua 3MiHa 6amis cripudunenss
TPUBOXKHOCTI 3 8 cummromamu DJ] mpotsrom mepiosy Bix 2-0ro
BI3UTY (J10 BBENIEHHS) 10 3-T0 i 4-TO IIOPIBHIOBANACH MiK KOYKHOIO
no3ot0 DA-9701 3 BuKopucTaHHAM JuCIEpCiiiHOro aHaisy
ANOVA.
BryTpimmborpynoi aminu B koskHii rpymi onisroBamucs 3a
JIOTIOMOT OO ITaPHOTO t-KPHTEPIFO.

5. Ominka Ge3mexu

1) Cy6'exruBHuit aGo 06'eKTUBHMI aHAI3 MTOGIUHIX TRHII

Byno Brxopucrano Tounuit 90%-suit 1oBipumit iHTEepBaT
BHUIIPOOOBYBaHHX 3 He MEHII Hik | MoGIYHIM sBUIIEM (1) 1
BUIIPOOOBYBaHHX 3 He MeHmIe Hixk 1 IS, moB's3anmuM 3
JIOCTI /Ky BAHMM TIPENIAPATOM, [PEICTARNEHHH TOUHAM TeCTOM, I
MOPIBHSHHS Mi’KTPYIOBHX BiaminzOCTedt. KpiM Toro, ayis ominky
TiHIHHEOT 3aesKHOCT] Mixk yacToTor0 141 Ta M03010 IIPOBOIIIH TECT
Koxkpana-Apwmirika. Kinskicts Bumauxis (%) i kinbkicTs spum (%)
cepiiosHux nobiunmx seu (CIL) 6ymu npencrasieni mo SOC
(Kiac cucremunx oprauis) i PT (nepepaskumit TepMin).

2) IlpescrapieHi MOKa3HUKHA KUTTENIIILHOCTI,
eneKTpoKapaiorpadis, 1abopaTopHi J0CIiIKEHHS, OMHCOoBa
CTaTHCTHKA MACH Tila Ge3nepepBHHX JAHAX 3a OHE BiZBi/yBaHHS.
BinmirnocTi 0 Ta niciist BBeIeHHs IOCIT UKy BAaHOTO IIpEriapary
TMOPIBHIOBAIH 32 JIONIOMOTOKO [IAPHOTO t-KPHTEpIt0, 3HAKOBOTO
PaHroBOro KpHTepiro BikokcoHa, a MiKrpymosi BimMinnocTi - 32
monomororo ananisy ANOVA. BunpoGosysasi 6yitu KnacudikoBani
SIK HOpMayTbHi 00 HEHOPMAIBHI B 3aJIeKHOCTI BiJT iX 1aGopaTopHux
pesyubraris. KinpkicTe BUIpoGOBYBaHNX, 10 3MIHIOIOTECS Bij
HOPMAJIbHOTO JI0 HEHOPMAIIBHOTO i Bil HEHOPMAILHOTO [0
HOPMAJTLHOTO, IIOPIBHIOBANIACS 33 OIIOMOroko Tecty MakHemapa.

19. Jlemorpadiuni
NIOKa3HUKH
TOCIIiHKYBaHOT
IOy AL (CTaTh,
BiK, paca, ToIio)

Mepniana cepenboro Biky craHouma 37 pokis y rpyni miarebo, 35,5
-y rpyni DA-9701 22,5 wr, 40,0 - y rpyni DA-9701 45 mr ta 32,5 - y
rpyni DA-9701 90 mr. Miskrpynosi BinminHOCTI He OynH icToTHUMH
(p=0,1490). Cepenniii 3picr (p=0,2341) i cepenrs maca Tima
(p=0,1042) Takox He BUSIBHIA iCTOTHHX MDKTPYTIOBUX
BIZIMIHHOCTEH.

-~

///./-I .w-'/'/.
oGS




Binbuiicts BUIPoGOBYBAaHEX LBOTO NOCIIKEHHS GYIH OPYIXKeHi
(65,22% B rpyni mmamne6o, 58,70% B rpymi DA-9701 22,5 wr,
73,91% B rpyni DA-9701 45 mr i 60,87% B rpymi DA-9701 90 mr),
OinbmicTs He Oymu Kypusmu (82,61% B rpyni miane6o, 84,78% B
rpyni DA-9701 22,5 mr, 84,78% B rpyni DA-9701 45 mri 80,43% B
rpyni DA-9701 90 wmr). 3mauymux BigMminzOCTEH 3a Kpurepismu
ciMeHOro cTaHy Ta HalmiHHA MiX Tpynamu He Gymo (p=0,4619,
p=0,7528 BinnmosigHo).

YacToTa BIKMBaHHS aJIKOTOJIO cKiaita 52,17% B rpyui mianebo,
56,52% B rpymi DA-9701 22,5 mr, 54,35% B rpyni DA-9701 45 mr i
58,70% B rpymi DA-9701 90 mr, i Mbkrpynosi BimminHOCTI He Gyu
3HavymumH (p=0,9319).

20. Pesynbratu
e(eKTUBHOCTI

IlepBUHHOIO KiHIIEBOIO TOYKOK IBOTO HOCIiKEHHs 6Gyla dacToTa
peakuii Ha mostimmernHs 8 cumntoMis FD 3a innexcom NDI-K (6inb y
BEPXHil YacTHHI KHBOTA, JUCKOM(OPT ¥ BEpXHill YacTHHI KHBOTA,
IEYiHHsA y BepXHill YacTHHI )KMBOTA, IIBUIKE HACHYEHH, BITUYTTH
IIEPEIIOBHCHHS B JKMBOTI, THCK y BEpXHill YacTHHI KMBOTA, 3MyTTH
KMBOTa ab0 3MyTTA y BEPXHiH YacTHHI JKMBOTA, HyHoTa). YacToTa
peaxilii BU3Havanacs K 4acToTa y MAIi€HTiB 3 He MeHI HiK 50%-
BHM 3HH)KCHHAM CyMH IIOKa3HHKIB YacTOTH, 1HTEHCHUBHOCTI Ta
CIPHYHHEHHS KI0moTy 8 cuMnToMmiB FD npu 4-omy Bisuti (micis
JIiKYBAHHS) TIOPIiBHSHO 3 2-MM BI3HTOM (JIO JiKyBaHHT).

JUIs BUSIBICHHS 3MiHHMX, IO BIUIMBAlOTh HA TEPBHHHY KiHIEBY
TO4Ky, Oysla BHKOpHCTaHa MOJENb JIOTiCTHYHOI perpecii. Ominka
B32aEMOJII MIX IpyNoOIO JiKyBaHHs, jJeMorpadidqHuMH JaHUMH Ta
BUXIJTHUMH XapaKTEPUCTHKAMHU He BHABMIIA 3MiHHHX, 110 BILTHBAIOTH
Ha [EPBUHHY KIHIIEBY TOYKY.

Hacrora peakuii koxHoi rpymu ckiana 73,91% B rpyni mname6o,
67.39% B rpyni DA-9701 22,5 mr, 61.90% B rpyni DA-9701 45 mr i
73.91% B rpyni DA-9701 90 mr, i Mixrpymnosi BifMiHHOCTI He 6Y/H
CTaTHCTHYHO 3Hadymumu (p=0,5555).

BTopuHHOIO KiHIEBOIO TOYKOK Oyia CymMa IOKA3HHKIB 9acTOTH,
IHTEHCHBHOCTI Ta CIPHYMHEHHsS KIomoty 8 cuMmTomis FD 3a
innexcoM NDI-K. Agamis moxazap, mo Memiana 3MiHH 6ajna Bim
BUXIJIHOTO PiBHA JI0 4-T0 Bi3WTy 3HAYHO 3HU3MIACH y BCiX rpymnax,
IPOTe MDKTPYIIOBI BiMiHHOCTI He Gyniu 3HadymuMe (p=0,6866).

[HIIOI0 BTOPHMHHOIO KiHIEBOW TOUKOW OyB Oam cyOmKamu i
3arayibHUA Oall OLIHKH SKOCTI JKUTTA 3a iHgekcoM NDI-K. Amnamis
II0Ka3aB, 10 CEPEIHS 3MiHa [TOKa3HHKA SKOCTI KHUTTS Bill BUXIIHOIO
PiBHS 10 4-r0 Bi3HTy icTOTHO 36inbIMIAck y Beix Tpymax, mpote
MDKIPYTIOBi BiZMIiHHOCTI He Oy/iH 3HAUyLHMH (p=0,6402). Bci
CyOIIKanM, Hampyru/CHy, BTPYYaHHS B MOBCSKICHHY JisUIBHICTB,
DKi/HaNoIB, 3HAHHS/KOHTPOIIIO Ta poOGOTH/HABYAHHS, TOKA3A/IH 3HAUHE
BHY TPIIHBOTPYIOBE 301IbIICH s GalliB Bill BUXiTHOTO PiBHS 40 4-T0
Bi3UTy, MpOTe MIKIPYmoBi BigMiHHOCTI He GyiH 3HATYIIIHMH
(p=0,5404, p=0,8091, p=0,4744, P=0,9505, p=0,1633 BITIOBIJTHO).

Meiana monimuenns cumnToMiB y manieHTis cranoBma 63,69% y

rpymi mane6o, 64,90% y rpyni DA-9701 22,5 mr, 71,92% y rpynir o

DA-9701 45 mr ta
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62,79% y rpyni DA-9701 90 mr, npuuomy rpyna DA-9701 45 mr
T0Ka3aJia OijIbII BHCOKE MOJIMIIEHHS IOPIBHAHO 3 iHIIUMHU TPyIIaMH,
MPOTe MDKIPYTIOB] BiMiHHOCTI He Oymu 3HauymmmMu (p=0,7131).

Meniana rmobagbHOT OIIHKH MAIi€HTa CKIana He MeHIe 3 Gamis
(momipHa BiANOBiZAB) Y BeiX rpymax, a MXIPYIOBi BiaMiHHOCTI He
Oynu 3Hagymumu (p=0,7223).

Yacrora peaknii, BuMipsHa TIIOGAILHOK OIIHKOK JOCTIJHHUKA,
ckrana 78,26% B rpymi manebo, 78,26% B rpymi DA-9701 22,5 wr,
73,81% B rpyni DA-9701 45 mr i 73,91% B rpyni DA-9701 90 wr,
npuyomMy 1ianedo 1 DA-9701 22,5 mr manm Ginein BHCOKI 9acTOTH
peaxuii B mopiBHAHHI 3 DA-9701 45 mr i 90 mr, ogHak MiXrpymosi
BiZIMIHHOCTi B 4acTOTi peakuii He Oyu 3Hauymmmu (p=0,9236).

Cepenne 3HaueHHA 3MIiHH [OKa3HHKA BIAYYTTA IEPENOBHEHHA B
KUBOTI/IIBH/IKOTO HACHUYCHHS BiJ BUXIZHOTO PiBHS 10 4-TO Bi3uTy
iICTOTHO 3HM3MIIOCS B YCiX IpyIIax, a MKIPYIIOBi BiMiHHOCTI He GyH
3Hagymumu (p=0,5903).

Meniana 3MiHm 3aransHoro Gana mo 15 cuMmnromax aucrerncii 3a
ingexkcom NDI-K Bin BuxigHoro pisHg g0 4-ro Bi3HTY iCTOTHO
3HM3WIACAd y BCIX TIpymax, a MDKIPYHOBi BiaMmiHHOCTI He OymH
3HagymuMH (p=0,6782).

Jupnsaice nHa monimmenHs 8§ cuMnToMiB FD ma 4-my BisuTi,
"momipauit edextr” OyB HaHOLIBLI YacTHM B rpymi mianebo y 45,65%
BHIIPOOOBYBaHuX. "Bupaxenuit eexr" OyB Hal6inbIm momUpenuii B
3 nosax DA-9701 (22,5 mr, 45 mri 90 mr) y 39,13%, 35,71%147,83%
BHIIPOOOBYBaHMX BiAmoBimHO. OpHak MIXIpymoBi BigMiHHOCTI B
PO3IOLI noinueHs He 6y 3Hauyimu (p=0,4160).

JMBIIS9UCh Ha MOMMIIEHHs 15 cuMIToMIB Aucnencii B KoxkHii rpymi
Ha 4-My Bi3uTi, "nIOMipHuH edexr" 6yB HaHOLIbII yacTHM y rpymi
wianebo B 36,96% BunpoGoByBaHux. "Bupaxenuii edext" 6y
HaiOLIbI nommpenuii B 3 nosax DA-9701 (22,5 mr, 45 Mri 90 mr) y
41,30%, 35,71% i 41,30% sumnpoGoByBanux BimmoBimHo. OjHax
MDKTPYIIOBI BiJIMIHHOCTI B pO3MO/IiIi OMIMIIEHE He Oy ITH 3HAYY IMH
(p=0,7385).

AHaji3 cymu 0aiB 9aCTOTH, IHTEHCHBHOCTI Ta CIPHYMHEHHS KJIOTIOTY
15 cmmmromiB jucnmencii 3a  impekcom NDI-K  moxazae, 1o
MDKIPYHoBi BiIMIHHOCTI NpH 3MiHI Bin BHXimHOTO piBHSA 10 4-TO
Bi3UTY 3a BCiMa CHMITOMaMH He OyJIH 3HATYIIUMH.

Ananmi3z uyacroTH peaknii Ha nominmenas 8 cumnromis FD Ta
IOJHINNEHHs 33 CTATTIO [10Ka3aB, IO B KOXHiHl cTaTesiii migrpymi
MIKTPYIOBI BiIMIHHOCTI B pO3MOMLT MOMININEHHS CHMIITOMIB i
YacTOTI peakii He Oy 3HAYY IHMH.

AHami3 3MiHM 3araJpHOTO Oala 3a CIPHYAHEHHAM KIOMOTY 3 8
cumnToMiB FD BifmoBigHo 10 Ginbin cyBopruX KpUTepiiB BKIIFOYEHHS
nokasae, o rpyna DA-9701 90 mr mana HaiGinelne nominmeHHs
CHMIITOMY CIPHYMHEHHS KJIOIIOTY.
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21. Pesyneratn
Oe3nexu

B ouinky 6esnexu Gymno Brixouero 182 cy6'eKTiB i BUKITIOUEHO 2
(I'pyna DA-9701 45 mr, FD-1-63, FD-3-26), s1ki He oTpuManm
YKOJIHOT JI03H JTOCTiKYBAHOTO IIpenapary.

Meiana KibKOCTI OCITi/KyBaHUX [IpENaparis, BUKOPHCTAHHX
OJTHHM BHIIPOOOBYBAHMM IIPOTATOM JOCIIIIKYBAHOIO MEpioy,
cknana 80,5 B rpyni miane6o, 79,5 B rpyni DA-9701 22,5 mr, 80 B
rpyni DA-9701 45 mr i 81 B rpymi DA-9701 90 mr. Misxrpymosi
BIIMIHHOCTI He Oy icroTHuME (p=0,3864).

B uinomy 316 no6iunux ssuin (IL1) mamm micne y 113 3 182
BHIPOOOBYBaHuX (62,1%). 3 Hux 27 BHIPOGOBYBAHUX TIPHAMAITH
mianebo (58,7%, 74 Bunagku), 35 - DA-9701 22,5 mr (76,1%, 77
BHIIAAKIB), 26 - DA-9701 45 mr (59,1%, 83 Bumaaxu) i 25 - DA-
9701 90 mr (54,3%, 82 Bumamxm). Mixrpymosi BigMiHHOCTI B
4acToTi BuHUKHEeHHs [15] e Gymmu snauymmmu (p=0,1368).

Onme cepiiosne I tpanmnocs y 1 cy6'exta rpyma DA-9701 45 mr
rpymd [1 cy6'exr (2,3%, 1 Bunanok)] 3i 182 (0,5%). BUHHKHEHHS
cepro3Hux [151 (90-Buii Tounuit noBipuwii inTepBan) cTaHOBHIO
2.3% (0,1%, 10,3%). IIpu4unoro cepitoznoro I Gyna
rocmitanisaiis 4epe3 6i/b, MOB'I3aHHH 3 €HIOMETPI030M, i
BBXAJIOCS, 110 BOHA HE IIOB's13aHa 3 IOCIIJKYBaHUM IIPENapaToM,
BPaXOBYIOYH ICTOPIIO XBOPOOH.

B minomy mami micie 52 no6iuni peakmii (ITP) y 34 3 182
BUIPoOOBYBaHKX (18,7%). 3 HEX 9 BUIPOGOBYBAHMX MPHIMATH
mianebo (19,6%, 10 Bunazkis), 8 - DA-9701 22,5 mr (17,4%, 9
BUNAIKIB), 9 - DA-9701 45 mr (20,5%, 23 Bumamxu) i 8 - DA-9701
90 mr (17,4%, 10 Bumaxkis).

Ipu yBaxkaomy posrmsani IT51, o sycTpiyaroTses B KoK rpyi,
0116 B JKHBOTI, 110 BITHOCHTHCS 10 KaTeropii MUTyHKOBO-KHIIKOBHX
posnajis, Oy1a HalbibII TOIMKpPEHOO B rpymi mianeso i
3ycrpivanacs y 12 sunpobosysanux (26,1%, 15 Bumazgxis).

AboMinanbHm THCKOMGMOPT KaTeropii My HKOBO-KHUITKOBUX
posnanis 6yB Ha#OiNbII omupenui y rpymi DA-9701 22,5 mr i
sycrpiuases y 9 sunpoGosysanux (19,6%, 9 sunankis). Hyxora
KaTeropii Ty HKOBO-KHINKOBHMX PO3NafiB Oyia HaiGiIbII 4acTomo B
rpyni DA-9701 45 wmr, syctpivanacs y 7 Bunpo6oByBaHuX (15,9%, 8
BHUTIAJIKIB), & BIPHIKKA KATEropil 1Ty HKOBO-KUIKOBHX PO3JIaiiB
Oyna HaiiOinbm wacToro B rpymni DA-9701 90 wr, i 3ycrpivanacs y 7
(15,2%, 8 Bunamkis).

IIpu yBaxkaomy posrmsai [1P, 1o 3ycTpivaroTses B KOXKHil rpyi,
ILTYHKOBO-KHIIKOBI PO3JIAH 1 JOCITi KeHHS kareropii [1P Gymu
HaHGLIbII OMMpPEHUME y TPy IL1ane60, 3yCTPIuatOHCcE ¥ 5
(10,9%, 5 Bumanxie) i 3 Bunpo6GoByBaHUX (6,5%, 4 BHITAJKH)
Bi/I0BiHO. [liapest KaTeropii IUTyHKOBO-KHIIKOBHX PO3JIA/IB i

I ABUIIEHHS PiBHS MPOIAKTAHY KPOBi KATETOpii HOCIiKeH Oynu
HaHOLIBII YacTHME B rpymi DA-9701 22,5 mr, i koxae 1151
3ycTpidanock y 3 (6,5%, 3 Bunanku) sunpo6osysanux. [liapes,
IIBH/IKE HACHYCHHSI KATETOPi1 IIUTYHKOBO-KHIIKOBHX PO3JIAiB 1

I ABAIIEHHY KpeaTHH(OCHOKIHAM KPOBi KaTeropii JocmimKkens «
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Tparucs Haidacrime B rpymi DA-9701 45 mr, 3ycTpivarouucs y 2
(4,5%, 2 Bunanxn), 2 (4,5%, 4 BHII3JIKH) 1 2 BUIPoOOBYBaHHX (4,5%,
2 punanxu) BinosiaHo. ITiBUIIeHHS piBHA [IPOJIAKTHHY KPOBI
KaTeropii Joc/iukens 6yo HaibLibm mommpenuM y rpym DA-9701
90 mr, i 3ycrpivanocs y 5 Burpo6osyBanux (10,9%, 5%).

Crocosro serkux I1P B rpymi miane6o, y 1 BunpoGoByBaHoro
(2,2%) cnocTepiranucs aHoMabHi KMIIKOBI Iy MH, 3aKpell, jiapes
KaTeropii NUTy HKOBO-KHITKOBHX PO3JIaiB i ronoBHumii 6ijib kateropii
pO3/1aJiB HEPBOBOT CHCTEMH. AHAIOTIYHO, CTOCOBHO noMipHEX [P,
BIZPEDKKH, MIBUIKOIO HACHYEHHS KAaTETOPiT Iy HKOBO-KHIIKOBHX
PO37aiB, KOXKHA 3 HAX 3ycTpivanacs y 1 cy6'exra (2,2%). Y
’KOJTHOTO 3 BUIIPOOOBYBAHHUX HE CIIOCTEpiraiocs ToHKkux [1P.

Hpu posrmsni nerkux ITP y rpyni DA-9701 22,5 Mr miapes kateropii
IIUTy HKOBO-KHIITKOBHX PO3JIaJIiB crocTepiranacs y 3 cy6'ekris (6,5%),
3YTTs JKHBOTA KaTEropii MITYHKOBO-KUIIKOBHX PO3JIA/IB i
3alaMOPOYeHHs KaTeropii pos/aaiiB HepBOBoi chcTeMH - y 1 cy6'exra
(2,2%). ¥ wiit rpymi 1 BunpoGosysauwuii (2, 2%) mas momipay I1P,
HYJOTY KaTeropii MIIyHKOBO-KHIIKOBUX PO3JIa/diB. Y JKOIHOIO 3
BUIIPOOOBYBAHHX He CriocTepiranocs Tsoxkux 1P,

Ipw ornsii nerkux ITP B rpyni DA-9701 45 mr mymora, 6ib y
BEPXHiif YaCTHHI JKHBOTA, IIBHIKE HACHYEHHS, BiIPHKKA, 3yTTS
JKHBOTA, Aiapes, aHOMAaNbHI KHIIKOBI LIYMH 110 KaTeropii IUTyHKOBO-
KHIIKOBHX PO3JIajliB, & TAKOXK 3a/IHIIKA [10 KATEropii [UXaIbHHX,
IPY/IHHX 1 CEPE/IOCTIHHUX PO3Ma/iB criocTepiramics y 1 cy6'exta
(2,3%). V niti rpyni nomipwi I1P, iapes, igpuxka kareropii
ILTYHKOBO-KHIIKOBHX PO3JIa/iiB 3ycTpivamics y 1 cy6'exta (2,3%). Y
OZiHOTO BHIIPOOOBYBaHOTO (2,3%) criocrepiranacs Tskka [TP, mBunke
HACHYEHHS KaTeropii IIUTyHKOBO-KUIIKOBHX PO3JIaIiB.

Hpwu orssini nerkux TP B rpyni DA-9701 90 Mr samummxa kareropii
IUXaNbHUX, TPYAHHX i CEPeIOCTIHHMX PO3JIajiiB crocTepiranacs y 1
cyb'exra (2,2%), ay 1 cy6'exra (2,2%) criocrepiranacs nomipua 1P,
TOJIOBHHH OLIIb KaTeropii posanis HepBoBoi cuctemu. Y 1iif rpymi 1
BUIIPOOyBanui (2,2%) MaB TsokKy [1P, 3akpen kaTeropii muryHKoBo-
KHIIKOBUX PO3JIA/IIB,

BigminHocTi Misk rpyniaMu B MeiaHi 3MiHH reMaToJIOTIYHHX,
XIMIYHHX ITOKa3HHKIB KPOBIi Ta iHIIUX pe3yIbTATIB aHAIi3iB Ha 3-my i
4-My Bi3WTaX Bifl BUXIZHOTO PiBHs He OyJIH CTATHCTHIHO

3HAYy MMM, 32 BUHATKOM piBHa JI/II' Ta Hatpito. Piri JIJT
TIOKAa3aJIM 3HAYHI MUKIPYIOBI BiAMIiHHOCTI B 3MiHI Bijt BUXigHOTO
piBHs 10 4-ro BizuTy (p=0,0244), mpoTe Mix wane6o i KOKHOIO
no3010 DA-9701 snadymux BigMiHHOCTEH He Gyi10 BusBIeHO. PiBHi
HAaTPIiIO MOKAa3aIH 3HAYH] MIXKIPYIIOB] BiAMIHHOCTI B 3MiHi Bij
BUXIZHOTO PiBHA 10 3-r0 Bisuty (p=0,0414), mpote Mix miaune6o i
KO3KHOIO 1103010 DA-9701 3nagymux BinmiHHOCTEH He OyI10
BUSIBJIEHO.

Bci 3Ha4enns Tectis (3aransHui, GioxiMivHMil aHATI3M KPOBI,
aHaJI3 cedi To1o) OyNm po3JieHi Ha HopMaJlbHi Ta HEeHOPMAIBH, |
OyJa oIiHeHa JacTKa [AiEHTIB Y KOKHii IPYIIi, pe3y/IbTaTH AKX
3MIHHJIHCS BiJl HOPMATBHHX JI0 HEHOPMANBHHX i Bil HEHOPMAILHHX |
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JI0 HOpMAJIbHUX BiJl BUXiJJHOTO PiBHS 10 4-r0 Bi3uTy. IcToTHI 3MiHH
criocrepiranucs B 3HaueHHsAx Hb (p=0,0253) 1 TG (p=0,0143) B
rpymi mwiane6o. 3aavennas Hb (p=0,0143), JIIT" (p=0,0253),
epuTpouTiB (kpoB, p=0,0339) i ypobininoreny (p=0,0455)
TOKa3aJIM iICTOTHY 3MiHY B rpyni DA-9701 22,5 mr, mpoTe BoHa He
Oyna Bu3HaHa KiiHiYHO 3Hauymoro. [pymu DA-9701 45 mr i DA-
9701 90 Mr He mOKa3aH iCTOTHHX 3MiH Hi B OTHOMY 3
BUIIPOOOBYBAHUX €JIEMEHTIB.

CTOCOBHO TIOKa3HHKIB IKATTEMIIBHOCTI, He OYyIO BHSBIEHO
ICTOTHAX MIDKTPYIOBHX BiAMiHHOCTEHM y 3MiHI cHcTONiYHOrO,
AiaCTONYHOrO apTepialbHOTO THCKY 1 YacTOTH IYNLCY Bif
BHXI1JTHOTO piBHA 10 3-r0 Ta 4-ro Bi3HTIB.

He Oys10 BUABIIEHO MIXKIPYIIOBHX BiMiHHOCTEH y 3MiHI MacH Tina
BiJl BUXiZTHOTO PiBH: /10 4-TO Bi3HTYy.

[Ipu disuxanpHOMY 0OCTEKEHHI TLTBKH OMOPHO-PYXOBHIA amapar
II0Ka3aB 3MiHy BiJl BUXiJHOTO PiBHSA 10 4-T0 BisuTy B rpymi DA-9701
45 mr. ¥V oxHoro cy6'exTa crioctepiraiuics 3MiHH BiJ HOPMaJIBHOT 10
HEHOPMAJIEHOI, Ta y OJHOTO - BiJl HCHOPMAIBHOI 0 HOPMAIBHOI,
IIPOTE MIKIPYTIOB BiIMiHHOCTI He OyIIH CTATHCTHYHO 3HAYYIIIUMH
(p=1,0000).

22. BucHOBOK
(3aKiTrOUeHHS)

[lBa meTa-anani3u Ta 45 onyGaiKOBaHMX JOCIIKEHD ITOKA3aIH, IO
edexr rianedo npu FD cranoButs 6-72% (Musial F et al., 2007).
Taxum unnoM, mepeBipuTH edekTUBHICTE IPOTH MUIane6o npu FD
ckiaaHo. IIpranna Takoro Bucokoro edexry miane6o mpu FD
IIOJIATAE B TOMY, 10 CUMIITOMATHKa IMPOKO BapiroBaa Mix
TAI[EHTaMH i HABITh y OJHOTO MHAIli€HTa. 3 OIVIALY Ha BiJICYTHICTH
OpraHiyHUX ypaskeHb IPH e30(aroracTpoLyoeHOCKOII], ICHXIdHmii i
IICHXOJIOTTYHUH CTaH Nalli€eHTa MOKe CHIIBHO BIUTMBATH Ha FD.
PerpocniekTrBHI JlocTiDKeHHS paHinre Brmymennx Mocanpuy ta
ITonpuy He noKazatn IepeBaXkaoyoro epeKTy B IOPiBHAHHI 3
miauebo (Hallerback BI et al., 2002; Talley NJ et al., 2008).

Y oMy JIOCIIiKEHH] IepBUHHA, BTOPHHHA KiHIIEB] TOUKH Ta
JOZATKOBHI aHaNi3 He MOKA3aJlM CTATHCTHYHO 3HAYYIUX PE3YIILTATIB.
Onuax nonepene nociipreHHs Mocanpujy, B AKOMY B SKOCTI
KiHIIEBOT TOYKH BHKOPUCTOBYBaBCs Toi e inmeke NDI-K, rokasaio,
110 YacToTa peakmii momimmeHds § cumntomis FD cknana
67,4%+9,6%, a 3aranbHa 3Mina 6ana 8§ cumnromis FD ckiania -
27,1£17,4 (Cho YK et al., 2004). BpaxoBytoun pe3ybTaTH IbOr0
moctipkenHs rpymu DA-9701 90 mr (73.91%, - 25.13+15.37), 6y70
BHPILIEHO, IO 3aHA/JTO PAHO BBAKATH PE3YJILTATH I[HOTO
nociipkenHs HeraTuBHUMH, Ockinbku FD Mae BHCOKHI edext
mianebo, B MaiOyTHIX TOCIPKEHHSX CItij BUOGHpaTu
BHIIPOOOBYBAHKX 3 MiHIMaTBbHEM eeKToM IU1ane6o. TakuM YHHOM,
1€ JIOCTiHKEHHS IOCHITHIIO KPUTEPil BKIIIOUEHHS 1 0IaTKOBO
IPOAHATI3YBal0 "3arajbHy 3MiHy Oajla ClIPHYHHEHHS KIOMOTY §
cumnTomiB FD". B pesynbrari 3mina B rpyni DA-9701 90 mr ckiana
9,9245,56 Gais, a B rpymni mranebo - 7,19+4,37 (p=0,0570), mo
CBITYMTB IPO PUHKOBY 3aaTHiCTs DA-9701 90 Mr B nikysauui FD.

ITix vac oninkm Ge3nexu Mamm Micie 52 noGiuni peakiii y 34 3 182
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BHIIpoOOBYBanuX (18,7%). He GyIto BusBIEHO Hi MiXTPyIOBHX
BiMiHHOCTE# 3a pirem [P B koxHil rpyrmi (90%-Buit TouHMI
noBipunit inTepran) (p=0,9808), Hi niHiitHoI 3anexkHOCTI (p=0,8905).
IIpu enexrpokapriorpadii moxosxkenns inreppany QT He
crocrepiranocs. [liBuimennit piBeHb MpoakTuHy, 06yMOBIEHH
D2-anraronizmom, 0 BXOAUTE B MexaHiaum jii DA-9701,
crocrepirascs y 1 Bunpo6ysanoro Ha mianeto (2,2%), y 3 - va DA-
9701 22,5 mr (6,5%), y 1 - na DA-9701 45 mr (2,3%) Tay 5 - Ha
DA-9701 90 mr (10,9%). KininigHuX CHMITOMIB, TTOB'I3aHKX 3
iIBUIEHHSM PiBHS IPOJIAKTHHY (JTAKTAIlis Ta iH.), He
crocrepiranocs. ITopiBHSHO 3 JiTepaTypHUMH BiOMOCTAMH 110
ITompuny, B AKKX MOBITOMIIATOCS PO IIBAKICTE MiBHINEHHS PIBHS
nponakTeHy Ha 3,1~20,7% (Holtmann G et al. 2006, Talley NJ et al.
2008)11), 22), DA-9701 MOXHa BBaXaTH BiTHOCHO Ge3NEYHNM,
IIPOTE B 1[EOMY BiJHOIICHHI HEOOXi/IHE IPOBEIEHHS TOJATBIIHX
TOCTIKEHb.

Ha 3axingenns ciij 3a3HauntH, mo gociimkenss I dasu, mo
nopisHIoe 6e3nexy i edexrusricts DA-9701 3 akTHBHAM
IOPIBHAIBHUM PEIapaToM, BBAKAETHCS HEOOX1IHIM.

3asBHUK (BJIACHUK
peecTpaniifHoro
IIOCBITIECHHS)

(mmimrmc)

Onera AniMosa

(ILL.B)

HMionuc/nevamxa




Annex 30

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 Ne 2
on clinical trial

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

FREESTOM

2. Applicant

KUPFFER BIOTHECH, UAB, Republic of Lithuania

3
Manufacturer

Dong-A ST Co., Ltd., Republic of Korea

(2F Section B, 3F, 4F Section B) 200-23,
Baekseokgongdan 1-ro, Seobuk-gu, Cheonan-si,
Chungcheongnam-do, Republic of Korea




Y,

4. Conducted

yes no if no, justify

clinical trial

studies:
1) type of Medicinal product with complete dossier (stand-alone
medicinal dossier) Other medicinal product
product, for  [New active substance (AS)
which
registration
has been
conducted or
planned
1. Full name of clinical trial
5. Full name -. A Multicenter, Double-Blind, Randomized, 4-weeks Phase III Clinical
of clinical Trial Comparing the Efficacy and Safety of DA-9701 and Itopride in Patients
trial, code with Functional Dyspepsia
number of

2. Code number of clinical trial
-.DA9701 FD III

6. Clinical trial
phase

Phase 111

7. Period of
clinical trial
conduction

30 Oct. 2009 ~ 13 Sep. 2010

8. Countries
where clinical

trial has been

Republic of Korea

population

conducted

planned: 464
9. Number of actual:464
enrolled




10. Aim and
secondary
goals of
clinical trial

After oral administration of the investigational product DA-9701 in the patient
with functional dyspepsia, the efficacy and safety of DA-9701 was compared
to itopride for proving its non-inferiority

11. Design of
clinical trial

Multicenter, Double-blind, Active-controlled, Randomized, Parallel group
study

12. Main
criteria for
enrollment

1. Inclusion criteria

1) Male or female of above 20 years old

2) Patient who has one of the 15 kinds of Dyspepsia symptom for 3 months
during last 6 months (months pain in upper abdomen, discomfort in upper
abdomen, burning in upper abdomen, heartburn, cramp in upper abdomen,
chest pain, early satiety , bitter tasting fluid that comes to your mouth, fullness
after eating, pressure in upper abdomen, bloating in upper abdomen, nausea,
belching, vomiting, and uneasy breathing)
3) Patient who has the bothersomeness score of above 3 (quite a lot) among
one of the followings; pain in upper abdomen, discomfort in upper abdomen,
burning in upper abdomen, early satiety, fullness after eating, pressure in
upper abdomen, bloating in upper abdomen and nausea when screening visit
(visit 1) and before administration visit (visit 2)
4) Patient who do not have organic lesion on the endoscopic examination
5) Patient who volunteered to participate this study and signed on the
consent

2. Exclusion criteria

1) Patient who is already taking medicines for other study or participated
another study within 4 weeks
2) Woman who is pregnant, nursing mother, or do not use proper birth
control method in childbearing age
3) Patient had surgery that may affect on gastrointestinal motility
4) Patient with gastrointestinal bleeding, mechanical obstruction,
perforation etc

5) Patient with Irritable bowel syndrome or inflammatory bowel disease

6) Patient who had reflux esophagitis, gastroduodenal ulcer, gastric
adenocarcinoma, esophageal adenocarcinoma, or, pancreatic disease which
could be the organic causes of dyspepsia within 1 year

7) Patient who has the liver dysfunction (SGOT/ SGPT over 2.5 times of
upper limit)

8) Patient who has the renal dysfunction (Serum creatinine over 1.5 times
of upper limit)

9) Patient who has a serious problem in heart, lung, blood or endocrine

system etc.




10) Patient with psychoneurotic disease, alcoholism or substance
dependence

11) Patient who are taking medicines that may affect on the medicine
efficacy evaluation of the study (gastrointestinal motility modulator, H2
receptor antagonists, proton pump inhibitors, non-steroidal anti- inflammatory
drugs, anti-cholinergic, erythromycin, corticosteroids, anti-depressants etc)

12) In addition to the above items, if the investigators determine that it is
not appropriate

13.
[nvestigated
medicinal
product,
method of
administration,
strength

1. Investigated medicinal product and strength
-.DA-9701 30mg Tab., Itopride placebo Tab.

2. Method of administration
-. The investigational drug and placebo were orally administered each 1
tablet at a time, 3 times a day before meal for 4 weeks

14. Reference
product, dose,
method of
administration,
strength

1. Reference product
-. Itopride 50mg Tab., DA-9701 placebo Tab.

2. Method of administration
-. The reference drug and placebo were orally administered each 1 tablet at
a time, 3 times a day before meal for 4 weeks

15. Concurrent
therapy

N/A

16. Criteria for
efficiency
assessment

1. Primary endpoint
-. Total score change of bothersomeness in 8 kinds of functional dyspepsia

2. Secondary endpoint

1) Change in NDI-K (Nepean Dyspepsia Index-Korean version) Quality of
life

2) Evaluation of patient improvement rate

3) Patient’s global assessment

4) Investigator’s global assessment

5) Change in total score of early satiety and fullness after eating

17. Criteria for
safety

assessment

1. Adverse events including subjective or objective symptoms
. Clinical laboratory tests
. Vital signs and other safety data

4. ECG

18. Statistical
methods

1. Primary endpoint

Total score change in bothersomeness on 8 kinds of functional dyspepsia
symptoms. Regarding to the total score that bothersomeness of 8 kinds of
functional dyspepsia symptoms (‘pain in upper abdomen’, ‘discomfort in
upper abdomen’, ‘burning in upper abdomen’, ‘early satiety’, ‘fullness after
eating’, ‘pressure in upper abdomen’, ‘bloating in upper abdomen’, ‘nausea’)
were summed, technology statistics (the number of subjects, mean, standard




(G

deviation, median, minimum and maximum value) were provided per each
visit.

For comparison between groups, it is judged that DA-9710 (trial group) is not
inferior to itopride (control group) if upper limit of 95% two-sided confidence
interval of difference in calculated total score change of bothersomeness after
4 weeks of giving medication compared to baseline is same or smaller than
non-inferior clinical tolerance limit, 1.7(margin).

Comparison inside of the groups is compared by using paired t-test about
score change between before and after giving medication.

2. Secondary endpoint
1) Change in score of NDI-K (Nepean Dyspepsia Index-Korean version)
Quality of life
NDI-K Quality of life evaluation composed of total five subscales, 25
queries calculates subscale score by adding score multiplied by weight value
to each query’s score per each subscale. Technology statistics (mean, standard
deviation, median, minimum and maximum value) are provided per each visit
regarding to total NDI-K Quality of life score, which is the mean of the sum
total of final NDI-K Quality of life scores.
For comparison between groups, significance is examined through two sample
t-test or Wilcoxon rank sum test in terms of changes in total NDI-K Quality of
life score. Comparison inside of the groups is compared by using paired t-test
or Wilcoxon signed rank test about score change between before and after
giving medication.
2) Evaluation of patient improvement rate
Regarding to evaluation of patient improvement rate, technology
statistics (the number of subjects, mean, standard deviation, median, minimum
and maximum value) are provided and two sample t- test was carried out to
compare between groups.
For reference, patient’s improvement rate evaluation is calculated with ‘total
number of days that were improved/ total period of giving medication*100°
based on patient’s diary. Also, it is a principle to calculate total period of
giving medication in here as Visit2 point of time that the investigational
product was prescribed~ Visit4 (or PD). However, total period of giving
medication is calculated as Visit2 point of time that the investigational product
was prescribed ~ date when the patient diary was collected after the early
termination in terms of patients who did not have PD visit after early
termination, but sent back patient diary through mail. Vital sign examination
date is used as representative value for Visit4 (or PD), date of visiting in here.
3) Patient's global assessment
Regarding to the Patient’s global assessment, technology statistics (the
number of subjects, mean, standard deviation, median, minimum and
maximum value) are provided and difference between groups are compared by
using two sample t-test or Wilcoxon rank sum test.
Additionally, frequency (N) and ratio (%) of subject’s global assessment score
per giving group are provided.
4) Investigator's global assessment
Regarding to efficacy after giving medications for 4 weeks, it is
evaluated with s with ‘clear improvement, middle extent improvment, no
improvement, relapse’ and ‘clear improvement’ and ‘middle extent
improvment” are judged as effective. Difference in efficacy rate between
groups are compared through Chi-square test or Fisher’s exact test.




5) Change in total score of early satiety and fullness after eating
Regarding to total scores that summed score and bothersomeness on

early satiety, fullness after eating, technology statistics (mean, standard
deviation, median, minimum and maximum value) are provided per each visit.
Comparison between groups were executed through two sample t- test and
Wilcoxon rank sum test for changes in total scores and bothersomeness after
giving medication compared to before giving medication.
Comparison inside of the group compares changes after giving medication
compared to before giving medication through paired t-test and Wilcoxon
signed rank test.

19,
Demographic
indicators of
the
investigated
population
(gender, age,
race, etc.)

Subjects aged of 20~78, height of 137~189.6cm, weight of 37.5~105kg, were
randomly allocated.

Characteristically, women were around 70% in both groups among total 464
subjects who were randomly allocated, which is higher rate compared to men.
It was possible to know that most of subjects did not smoke since smokers
were around 10% in both groups.

20. Results of
efficiency

Main analysis about the clinical trials efficacy evaluation variables is FA set.
Among randomly allocated 464 subjects (DA-9701 90mg group 231 subjects,
itopride 150mg group 233 subjects), 459 subjects (DA-9701 90mg group 229
subjects, itopride 150mg group 230 subjects) excluding 5 subjects who did not
have efficacy that evaluation is possible after the administration of the
investigational product are included to the analysis subject group. 375 subjects
(80.8% - DA-9701 90mg group 185 subjects, itopride 150mg group 190
subjects) excluding subjects who had early termination and halfway exclusion
and violated major protocol were included to PP set, additional analysis group.
Conclusion about the efficacy evaluation is planned to describe based on the
FA set result, which is main analysis subject.

95% confidence interval of score change of bothersomeness about § kinds of
functional dyspepsia symptoms, major efficacy evaluation variable was [-0.28,
1.54]. Namely, upper limit of 95% confidence interval of difference between
groups, 1.54 is smaller than non-inferior clinical tolerance limit (margin), 1.7.
So, DA-9701 90mg group is not inferior to itopride 150mg group.

When taking a look at secondary efficacy evaluation variables, itopride 150mg
generally showed a little bit higher change than DA-9701 90mg group in score
change by 5 subscales of NDI-K QOL (Tension/sleep, Interference with daily
activities, Eating/Drinking, Knowledge/control, Work/study) and total score
change (average of total scores in 5 subscales) and patient’s improvement rate.
However, evaluation variable that showed statistically significant difference
did not exist (Both of NDI-K QOL 5 subscales and total core change p-
value>0.45, patient’s improvement rate p- value=0.3851).

In terms of Patient’s global assessment, DA-9701 90mg group and itopride
150mg were around 3 score and showed almost similar result, ‘a moderate
response’ (p-value=0.8489). In case of investigator’s global assessment, DA-
9701 90mg group slightly showed higher efficacy rate, but it was not a
statistically significant difference (p-value=0.695).




/Among 8 kinds of functional dyspepsia symptoms on NDI-K symptom score
table, change in total score of intensity, itopride 150mg showed statistically
significant bigger decrease compared to DA-9701 90mg group regarding to
frequency and bothersomeness about 2 kinds of symptoms, fullness after eating
and early satiety(change in total score p-value=0.0448, score change in
bothersomeness p-value=0.0251). However, this variable is difficult to put
clinical significance as the result of clinical trial, because it is watched
secondary efficacy evaluation variable for exploration and considered that it
needs to be examined through Further study in the future.

As aresult of the efficacy evaluation, there was a tendency that DA-9701 90mg
group’s effect was a little bit lower than itopride 150mg group’s. However, it
is not considered as inferior, because the difference was within non-inferior
clinical tolerance limit (margin).

21. Results of
safety

The mean medication compliance of taking the investigation products by
subjects who completed the clinical trial was 91.72% in DA-9701 90mg group
and 91.98% in itopride 150mg group. Both groups showed over 90% of
acceptance rate.

There was no statistical significance, result examined as abnormal was written
as adverse reaction and observed.

No item that showed a statistically significant difference between groups in
vital signs after the administration of the investigational product exists.
[topride 150mg group showed a statistically significant low value in diastolic
blood pressure after the administration of the investigational product
compared to before the administration, but it was changed within normal
range.

As a result of measuring ECG before/after the administration of the
investigational product, both QT and QTc did not have statistically significant
differences between groups and within group. All subjects in DA-9701 90mg
group was shown ‘normal or clinically non-significant abnormal’’. Although 1
subject in itopride 150mg group showed ‘clinically significant abnormal’ after
the administration of the investigational product, follow-up result finally
confirmed that there was little relevance and no clinical significance.

When taking a look at change in weight after the administration of the
investigational product compared to before the administration, no statistically
significant difference exists between groups. However, weight showed
statistically significant change after the administration of the investigational
product compared to before the administration in both groups, but it was
change within normal range.

[n normal/abnormal changes of laboratory examination values between groups
before/ after the administration of the investigational product, it concluded that
there was no a change in laboratory test value that has clinically significant
value. Abnormal changes that have clinical significance among all
examination items were recorded as adverse events and was finally confirmed
that there was not a clinical significance through proceeding Follow-up.

Adverse drug reactions that have causal relationship with the investigational
product were all mild except moderate 7 cases among all 50 cases. 20 subjects

(8.7%) in DA-9701 90mg had 31 cases and 18 subjects (7.8%) in itopride




150mg had 19 cases. AE and ADR did not have statistically significant
difference in occurrence rate in both giving groups.

Among adverse events that had causal relationship, Diarrhoea of
Gastrointestinal disorders were the most common, the next was Blood
prolactin increased of Investigations. Statistically significant difference did not
appear between groups and it was confirmed that there was overall low
occurrence rate, around 5%.

4 cases of Serious adverse events happened to 4 subjects during the clinical
trial period, but it was concluded that all of them did not have a causal
relationship with the investigational product or were impossible to evaluate.
Serious adverse events confirmed as impossible to evaluate as abortion that 2
cases happened to 2 subjects and all of them were subject allocated to itopride
150mg group.

As aresult of safety evaluation, it was confirmed that DA-9701 is fairly safe
drug and concluded that there was no significant difference from the aspect of
safety when comparing it with itopride 150mg group.

22.
Conclusion
(assessment)

The clinical trial evaluated its efficacy and safety with randomly allocated
464 subjects among total 545 functional dyspepsia patients who were recruited
in 17 institutions other than the Catholic university of Korea Seoul St. Mary’s
hospital. They were divided into efficacy FA set 459 subjects (DA-9701 90mg
group 229 subjects, itopride 150mg group 230 subjects), PP set 375 subjects
(DA-9701 90mg group 185 subjects, itopride 150mg group 190 subjects), and
safety set 462 subjects (DA-9701 90mg group 231 subjects, itopride 150mg
group 231 subjects).

First of all, when taking a look at efficacy result, 95% confidence interval
upper value of differences between groups about change in total score of
bothersomeness about 8 kinds of functional dyspepsia symptoms was smaller
than non-inferior clinical tolerance limit (margin). So, DA-9701 90mg group
was not inferior to itopride 150mg group. Other than this, score change per
subscale among 5 kinds of NDI-K QOL, secondary efficacy evaluation
variable (Tension/sleep, Interference with daily activities, Eating/Drinking,
Knowledge/control, Work/study), change in total score change (average of
final scores among 5 subscales), patient’s improvement rate, Patient’s global
assessment and investigator’s global assessment did not have statistical
significance between groups. However, in terms of total score change of
intensity, frequency and bothersomeness and score change of bothersomeness
on concurrent 2 kinds of symptoms, early satiety and fullness after eating
among 8 kinds of functional dyspepsia symptoms on NDI-K symptom score
table, itopride 150mg group showed higher decrease, which was statistically
significant, compared to DA-9701 90mg group. In order to consider clinical
significance about them, it is decided that it needs to be evaluated by carrying
out further study later.

When taking a look at safety analysis result, all of physical examinations, vital
signs, ECG and weight did not have statistically significant differences
between groups and it concluded that items that showed statistical significance
between groups were changes within normal range. Regarding to laboratory
test value, there were very few subjects changed from normal to abnormal
before/after the administration of the investigational product. Follow-up was

preceded for abnormal values that had clinical significance after the




administration of the investigational product, so it was finally confirmed that
there was no clinical significance in the end.

Adverse drug reaction occurrence rate was low: 31 cases on 20 subjects
(8.7%) in DA-9701 90mg group and 19 cases on 18 subjects (7.8%) in itopride
150mg group. There was no statistically significant difference between
groups.

When comprehensively evaluating through results above, DA-9701 is not
inferior in the aspect of efficacy compared to itopride, and also considered as

safe drug in safety aspect.

Applicant
(Registration
Certificate
holder)

(signatuxﬁff




JomnaTtox 30
1o Ilopsaaxy npoBeneHHs
eKCIIePTH3H
peecTpaliifHuX MaTepiaiiB Ha
JIKapchKi 3aco0u, 10 M0ar0ThCs
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Inmuii dikapcebkuii 3acio
Hoga niroua peyosuna (JIP)

5. IloBHa Ha3Ba

1. IloBHa Ha3Ba KJIiHi4HOTO BHIPOGYBaHHS
-. Bararonentpose nozgiitie crine pangomizosane 4-THKHERe

KJIIHIYHOTO Kiniane pocmimkenss 11 gasu, mo mopisHioe edexTHBHICTD i Gesmnexy,
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BUIIPOOYBaHHS

' [Tepion
MIPOBEIEHHS
KIIIHIYHOT'O
BUIIPOOYBaHHS
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8. Kpainu, ne
IIPOBOIAIIOCS
KJIIHIYHE
BUIIPOOYBaHHS

Pecny6nika Kopes

9. KinbkicTh

3ammanHoBana: 464
taktuuna: 464

JOCJII Ky BaHHX ;
[Ticis mepopansHOro BBEICHHS IOCIIKyBaHoro npenapary DA-9701

10. MeTaj TE} ) NanienTy 3 QYHKUIOHAIBHOO IUCTIENICIEr0 eheKTHBHICTD 1 Ge3mexy
BTOPHWHHI 1I1J11 DA-9701 nopiBHIOBaH 3 ITONPHIOM IS IOBEIEHHS HOTro
KJIIHIYHOTO HETOBHOI[IHHOCTI
BHUNPOOYBaHHS

. baratonentpose, nozBiiiHe crine, aKTHBHO KOHTPOJILOBAHE,
1 1_’ I_[H?’aHH panjiomMi30BaHe, mapajebHe IPYIOBe JOCITIIKEHH
KIIIHIYHOTO
BUNPOOYBaHHS

. 1. Kpurepii BKIIIOYEHHS

12. OCI??BHl 1) Ocobu yosoBiuoi abo xkiHodof crati crapie 20 pokis
KpHTEP1 2) IManienT 3 npUHAAMHI OJJTHUM 3 HACTYTIHHX 15 CHMIITOMIB
BKITFOUEHHSA AUCHEIClT, 0 TPHBAIOTh IPOTAroM 6 Micsuis (6ib y BepxHik

YaCTHHI XKUBOTA, TUCKOMDOPT y BEpXHiil YaCTHHI KUBOTA, TEUIHHS ¥
BEPXHill 4aCTHHI )KHBOTA, IEYisl, CYAOMH Y BEPXHiii YaCTHHI JKHBOTa,
OLIb y rpy/sIX, BiTYyTTS MIBHAKOrO HACHYEHHS, TipKa Ha CMaK
piIuHa, siKa IOTPAILIE B POTOBY MOPOXKHHUHY, BiIIyTTs
IEPEIIOBHEHHSA B JKUBOTI, TUCK Y BEPXHiil 9aCTHHI KHBOTA, 3y TTS
’KHBOTA Y BEpXHill yacTHHI JKMBOTA, Hy10TA, BiAPHIKKA, OJIOBAHHS Ta
yTpyIHEHe IUXaHHI).

3) llamienT, sxuit Mae OLIHKY 3a CIPUYMHEHHSIM KJIONOTY BHIIE 3
(mocuts GaraTo) cepe OHOTO 3 HACTYIIHUX BHIIAJIKIB: 611b ¥
BEPXHifl YacTHHI JKHBOTa, TUCKOMDOPT ¥ BepXHili YaCTHHI KHBOTA,
TeYiHHsA y BEPXHil YacTHHI KHUBOTA, BIIUYTTA MBH/KOTO HACHICHHS,
B4y TTs IIEPEIIOBHEHHS B JKHBOTI, THCK Y BEPXHiil YaCTHHI jKHUBOTA,
3MYTTS )KHBOTA Y BEPXHIH Y4aCTHHI )KHBOTA 1 HYZ0TA TIPH
CKPHHIHIOBOMY Bi3HTi (1-f Bi3uT) i I 9ac Bi3uTy mepes mpuitoMoM
(2-1 Bi3HUT)

4) ITamieHT, y IKOTO CHAOCKONIYHE JOCIIIKEHHS HE BHSBHIIO
OPraHi4HOrO ypaXkeHHs

5) Hauient, sxuit 106POBITBHO HOrOAUBCS OPATH y4acThb y IIOMY
JOCII/DKEHHI 1 1aB CBOKO 3rOJy ¥ MUCHKMOBIH (opmi

2. Kpurepii BukiroueHHs

1) [MamienT, sxuit Bke OpHiMae KK IS IHIIOIO J0CTIPKEHH
abo OpaB y4acTh B IHIIOMY JIOC/IDKEHH] TPOTATOM 4 THIKHIB

2) Baritna xiHKa, MaTip, sIKa FOAy€ AUTHHY TPYAII0 abo HG/

—
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BHKOPHCTOBY€ IIPaBHIILHAM METO,I KOHTPOJIFO HAPOKYBAHOCTI
B PENPOyKTUBHOMY Billi

3) IauienT, axuif nepenic onepariro, siKa MOXKE BIUIMHYTH HA
MOTOPHKY LITYHKOBO-KHIIKOBOTO TPAKTY

4) ITanieHT 3 NUTYHKOBO-KHIIIKOBOK KPOBOTEUEIO,
MEXaHIYHOIO HEeIIPOXiHICTIO, mep(opalicro, TOIIo

5) IlamieHT 3 CHHAPOMOM PO3PAaTOBAHOTO KHIICYHHKA ab0
3aIaJbHAM 3aXBOPIOBAHHAM KHINCYHHAKA

6) IauienT, sxuit MaB pediokc-e3odarit, racTpoayoneHaTLHY
BHPA3Ky, alICHOKapIIMHOMY 1IUTYHKa, aJeHOKAPIIMHOMY CTPABOXO/IY
ab0 3axBOPIOBAHHA ITiIILTYHKOBO] 3aJI03H, SIKi MOTIIH Gy TH
OpraHiYHHMH IPHYHHAMHE JUCIENCii mpoTIroM 1 poky

7) Harient 3 mucdynkmiero meginku (SGOT/ SGPT 6inbir HiX B
2,5 pasH IIepeBHIIy€ BEPXHIO MEXKY)

8) ITamienT 3 nopymenHaM GyHKIIT HHPOK (PiBEHb KpeaTHHIHY B
CHUPOBATII KPOBi 01N Hixk B 1,5 pasu nepeBHIye BEPXHIO MEKY)

9) IauienT, axuif Mae cepiio3Hi 3aXBOPIOBAHHS CEPIIA, JIETEHIB,
KpoBi a00 €HIOKPUHHOT CHCTEMH TOIIIO.

10) IlamieHT 3 ICHXOHEBPOTHYHUM 3aXBOPIOBAHHSAM,
AJIKOTOJII3MOM a0 3aJIEXKHICTIO Bifl IICHXOAKTUBHUX PEYOBUH

11) IMauienT, sikuif npuiiMae mikapeski 3aco0H, SIKi MOKYTh
BIUIMHYTH Ha OIIHKY e(peKTUBHOCTI IpernapaTy JI0CiIKEHH
(MO IATOp MOTOPHKH IILTy HKOBO-KHIIKOBOTO TPAKTY,
anTarosicta H2-penentopis, iHrGiTOPH MPOTOHHOI ITOMITH,
HECTEPOiqHI IPOTH3aNalbHi penapaTy, aHTHXOIIHEPTiuHi 3ac00H,
€PHTPOMIIHIH, KOPTHKOCTEPOIIH, aHTHACIIPECAHTH TOIIIO)

12) Kpim nmepepaxoBaHHX BHILE TYHKTIB, SKIIO JOCIIIHHKH
BCTAHOBJISITD, IO 1€ HEAOIJILHO

13. HocmimkyBaHuii
JTIKapChKuii 3acio,
crocib
3aCTOCYBaHHS, CHIIa
mit

1. TocnmimxyBanuii TiKapchKuii 3aci0 i 103yBaHHA
-. DA-9701 Tabnerxu no 30 mr, mrane6o Itonpuny dopmi
TabJIeToK.

2. Cnocib 3acTocyBaHHs
-. [Imane6o 3acrocoByBanu nepopansHo 1o 1 tabuerii 3 pasu Ha JIeHb
JI0 im¥ IpOTATOM 4 THIXKHIB.

14. Ilpenapar
IIOPiBHSHHS, 1034,
crocib
3aCTOCYBaHHs, CHJIa
Jii

1. Pedepentruii npenapar
-. Ironput Tabnetkn o 50Mr, mnarebo DA-9701 y dopmi
TabJIeTOK.

2. Cnocib 3acTocyBaHHA
-. PedhepeHTHUI npenapar 3acTOCOBY BN IEPOPAIBHO 110 1
taleTi 3 pa3u Ha JieHb A0 111 IPOTIroM 4 THIKHIB.

15. CymytHs
Teparist

He 3acTocoByeTbes




16. Kpurepii
OITiIHKH
e(eKTHBHOCTI

1. OcHOBHH# KpuTepiii omiHKn
-. 3MiHa 3arairbHOro Gaa CIpHYNHEHHS KJIOIIOTY pu 8 BHIaxX
(dyHKIiOHaNBHOT AHcTencii

2. BropunHnuii KpuTepill oiHKn

1) 3miHa mKami OMiHKK SKOCT] SKUTTA 3a imaexcom NDI-K
(Henincekmit inyiexc qucnencii - kopeifcbka Bepcis)

2) Ouinka mBHAKOCTI NOMINIEHHS CTaHY NalieHTa

3) 3arasnbHa omiHKa, IPOBEICHA MAI[IEHTOM

4) 3araneHa oniHKa, IPORE/IEHA JOCI THHKOM

5) 3miHa 3arajibHOT OIiHKH BIUYTTS MIBHIKOTO HACHUCHHS Ta

IIEPENIOBHEHHS B JKHBOTI

17. Kputepii
OILIIHKHU Oe3IeKku

1. TloGiuni gBHINa, BKIIOYarOun cy6'ekTHBHI 260 06'€KTHEH]
CHMIITOMH

2. Kninivni naGoparopsi gocitimkenus
3. ZKuTTeBO BaykIMBi TIOKA3HUKY Ta iHII 1aHi 3 Gesnexu

4. EKI'

18. CratucTuuni
METOIHU

1. OcHOBHHIT KpuTepiit omiHKK
3arayibHa OLIHKA 3MIHH CIPHYHHEHHs KJIOTIOTY 3a 8 BUIaMu
CHMIITOMIB (DyHKIIOHATBHOT mucnencii. CTOCOBHO 3aralbHOro bana,
SKUH TiZICyMOBYBaBCS 32 8 BUIAMH CHMITTOMIB (GyHKITiOHANEHOT
mucnencii ("6inp y BepxHiil yacTuHi sxuBoTA", " mackomopr y
BerHlH YACTHHI KMBOTA", "IeUiHHs y BepXHili YacTHH] jKHBOTA',
"BIMYYTTS DIBHIKOrO HACHYEHHS", "BIYYTTS [TepenOBHEHHS B
KUBOTI", "THCK y BQpXHlH YacTHHI JXHBOTA", "3.21}7TT5[ ’KHBOTA y
BEPXHIN 9acTHHI skuBoTa", "Hy10Ta"), 32 KOXKEH Bi3HT Oyna Hamana
TEXHOJIOTIYHA CTATHCTUKA (KUIBKICTh BHHp060ByBaHPIX cepenHe,
CTaHIApPTHE BIIXMIICHHS, MeIiana, MiHiMaTbHe i MAKCHMATBHE
3HAYECHHS).
J1s opiBHSHES MiXk rpynamMu BeTaHoBIEHO, mo DA-9710
(BuIIpo60ByBana rpymna) He IOCTYIAEThCS iTompuy (KOHTpOHBHa
rpyna) SAKINO BEPXHS Mexka 95%-Boro IBOCTOPOHHBOTO ,r(ompqoro
IHTEpPBAJLy Pi3HHILI B PO3PaxyHKOBOMY 3arajibHOMy Gai 3MiHu
CHPHHHEHHS KI0MOTY MiCJIst 4 THIXKHIB IIpUiiomy npenapary, B
MOPIBHSHHI 3 BUXiTHUM piBHEM, Taka 1 aG0 MEHIIa, HijX He HIK4a
KIIiHIYHA MeXa lepeHocuMocTi, 1,7 (Mexa).
IlopiBusHHS BeepeauHi rpym HOpIBHIOGTBCH 3a JIOIIOMOT 010 [TapHOTOo
T-KPUTEPIO PO 3MiHy Gasa B mepion Mix, 10 Ta mics npuiomy

Ipernapary.

2. BropuHHHI KpuTepiil OniHKH
1) 3wmina nokasHuKa AKOCTI JKUTTA 3a iHmekcom NDI-K
(Hemincekuii inmexc pucnencii - Kope#cbKa Bepcis)

Owinka MoKa3sHHUKA AKOCTI 3KHTTS 32 NDI- K, mo cknamaetbes
BCHOTO 3 IT'ATH HiUKa, 25 3aIHTiB 069HCIIOE MiAMKALY, T0AI04H
0au1, HOMHOKEHHH Ha BArOBe 3HAYEHHS, 10 Gally KOXKHOTO 3aIATY 110
KOJXKHI 1mimurkani. TexHosoriuna cratucThka (cepemme 3HAYEHHS,
CTaHJAapTHE BIOXHMIEHH, Me/liana, MiHIMaTbHE i MaKCHMAITLHE

3HAYCHHs) HAIAEThCS HA KOJKEH Bi3UT IMOZO 3aralbHOrO baa sikperi
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kuTTs 38 NDI-K, sxuit € cepeniv 3Ha4eHHsM MiIcyMKOBOT cyMu
OLIIHKH AKOCTI JKHTTA 3 NDI-K.
JUtst MOPIBHAHHSA MK TPYIIaMH 3HAYYIIICTh IOCTIKYEThCS 3a
JIOTIOMOTOXO JIBOX BHOIPKOBHUX t-KpUTEpiiB a00 KPUTEPIIO CyMH paHTiB
BinKokcoHa 3 TOUKH 30py 3MiH 3arabHOIO MOKA3HHKA SKOCTI KUTTS
3a iexcom NDI-K. [TopisHsiHuS Becepenuni rpym MOPIiBHIOETHCA 3a
NOTIOMOTOX0 ITAPHOTO T-KPHUTEPito abo kpuTepito Binkokcona npo
3MiHy 6ana B IepioJ1 Mix, 10 Ta IIic/is NPHHOMY Ipenapary.
2) Omuinka MBHIKOCTI MOMINIIEHHS CTAHY Nal[i€HTa
CTOCOBHO OLIHKY IMBUAKOCT] MOJINIIEHHS CTAHy TIAI[i€HTA IS
IOPIBHAHHSA MK IpyIiamMu 6yJia MpoBe/ieHa TEXHOIOrYHa CTATHCTHKA
(kinpKicTs BUIPOGOBYBAHHX, CEPeIHE 3HAYECHHS, CTAHIAPTHE
BIIXWJICHHs, MeiaHa, MiHIMaJIbHE 1 MAKCHMATbHE 3Ha4eHHs) i t-
KpHTepii IBOX 3pa3KiB.
JUtst TOBiJIKH, OIiHKa MIBHAKOCTI TOMIIEHHs CTaHy NalieHTa
PO3paxoByeThCS K "3arajibHa KilbKiCTh JIHIB, B SIKi CIIOCTEpiraluch
MOKpaIleHHs/ 3aralbHUH nepiox mpuitomy ikis* 100" Ha ocHOBI
IMO/ICHHHKA NawienTa. KpiM Toro, npHHIHI po3paxyHKy 3araisHOro
nepiofly mpuifoMy JTiKiB sk MOMEHT Yacy 2-I0 Bi3UTy, KOIH OYB
NIPU3HAYCHHH JOCIIIKY BaHuH pemapar~ 4-My Bisuty (aGo PD).
Tum He MeHI, 3aranbHul nepiox NpUHOMY JIKIB PO3PaXOBYETHCS K
MOMEHT Yacy 2-To Bi3HTY, KOJH JIOCII JI)KyBaHUH Ipenapar 6ys
IIPU3HAYCHUH ~ Jara, Koiu OyJI0 B3ATO IOAEHHHK TAIli€HTa /s
AOCTPOKOBOTO IIPUITWHEHHS JTIKyBaHHSA 3 TOUKH 30py HAIi€HTIB, sIKi
He Oynn Ha PD BisuTi micist 10cTpOKOBOIO IpHIMHHEHHS NIKyBaHH,
ane MoICHHHK NarienTa Oyo BifnpasiIeHo Hasa nomroio. Jlata
OOCTEXEHHS JKUTTEBO BAXKIIHBHUX 03HAK MA€ PEIPE3CHTATHBHE
3HAYeHHs 171 4-10 BisuTy (abo PD), nara Bi3uTy 3asHaueHa.
3) 3aranbHa OIiHKa, TPOBE/EHA TAIEHTOM
3 IpHUBOAY 3arajbHOT OIiHKH, IIPOBEJIEHOT MAIliEHTOM,
HaJIa€ThCA TEXHOJIOTIYHA CTATHCTHKA (KiIBKICTh BUTIPOGOBYBAaHHX,
CepelHE 3HAYCHHA, CTaH/IaPTHE BIAXWICHHS, MEliaHa, MiHIMaIbHE 1
MaKCHMajbHe 3HAYCHHS) i IOPIiBHIOIOTHCS BiIMIHHOCTI Mik Tpynamu
3a IOTIOMOT 010 t-KpHUTEPito abo KPHUTepilo cyMH paHTiB Binkokcona
JIBOX 3pa3KiB.
Kpim toro, HaBogsiTeest wactora (N) i criBBijHOmIEHHS (%) bay
3arajbHOI OIHKM Cy6'eKTa KOXKHOT IpyIIH.
4) 3aranbpHa OLiHKA, TPOBEICHA HOCIITHAKOM
ITfo crocyeThes edeKTHBHOCTI Mmicis MpHioMy JTiKiB MIPOTSTOM
4 THXKHIB, TO BOHA OI[HIOETBCS 32 KPUTEPIsIMH OYEBUIHOTO
MOJMIIEH S, TOMIIIIEHHs CepeIHFOIO CTYIIEHS, BIZICYTHOCTI
TMOJINIIEHHS, PEIUAMBY", a "OYeBHIHE MO " i "o IIIeHHs
CEPEIHEOrO CTYIIEHs" BBAXKAIOThCs eheKTUBHUMH. BinmminnocTi B
TIOKa3HUKaX e(EKTUBHOCT] MiJK IpyTaMy MOPIBHIOIOTHCS 34
AOIOMOTOKO KPHTEPIFO Xi-KBaapar abo TouHoro kputepito Mimepa.
5) 3MiHa 3arajbHOI OI[IHKH BiJ4yTTS IIBHKOTO HACHYEHHS Ta
MICPENIOBHEHHS B JKHBOTI
3 IPHBOJY 3aralbHOI OLIHKH, SKa IiICyMOBYe 6l i piBeHD
COPHYMHEHHS KJIOIOTY 3a BiUyTTSIM HIBH/KOTO HACHYEHHS,
Bi/IYy TTSIM IIEPEIIOBHEHHS B HBOTI, HAIACTHCS TEXHOMOTIHA
CTaTHCTHKA (CEPeIHE SHAYCHHS, CTAHIAPTHE BiIXHIICHHS, Meiana,
MIHIMAIEHE | MaKCHMAIIbHE 3HAYEHH) 110 KQJKHOMY BI3HTY., e
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IlopiBHAHHA MiK IpyIaMH IPOBOIKIIOCS 3a JOTIOMOTOIO t-KPHTEPIIO
Ta KPATEPIiIO CyMH paHTiB BiIKOKCOHA IBOX 3pa3KiB /I BU3HAUCHHS
3MiH 3aranbHUX OalliB i CIPHYIHHEHHS KJIONOTY MePiomy Mmicis
IMPHHOMY JIIKiB IIOPiBHSIHO 3 IIEPiOOM J0 NPHIIOMY JIKIB.
llopiBHsAHHS BCepeaUHi TPYIIH MOPIBHIOE 3MIHM MicIa MpHiOMY JIiKiB
NOPiBHSIHO 3 IIePioIoM 10 IIPHITOMY JIKiB 32 JOOMOTOIO TAPHOTO T-
KPHTEPIIO i 3HAKOBOT'O PAHIOBOTrO KpHTEpito BinkokcoHa.

19. demorpadiuni
TIOKa3HUKH
JIOCITIIKYBaHO1
MOMy ALl (cTaTs,
BIK, paca, TOIIIO)

BunpobosyBasi y Bini 20-78 pokis, 3poctom 137-189 ¢M, Baroro
37,5-105 xr OyJyin po3no/IijieHi BUIAIKOBHM YHHOM.

XapaxTepHo, IIT0 KIHKH cTaHOBHIH 01u3pK0 70% B 060X rpymax i3
3araJbHOro yncia 464 BunpoOoBYBaHUX, SKi OyIH po3momineHi
BHIIAJIKOBHM YHHOM, L0 € BULIUM ITOKa3HHKOM B MODPiBHSAHHI 3
yosioBikamu. JlaHi J03BOJISIIM Ti3HATHCS, 10 OIIBIIICTE
BUNPOOOBYBaHMX He TTAJIMIIN, TaK K KypLi cTaHoBu/IM Oau3bK0 10%
B 000X rpynax.

20. Pesynbratu
e(eKTUBHOCTI

OcHOBHMM aHalmi30M 3MIHHHX OLIHKH e()eKTHBHOCTI KIIHIUHHX
nociikeHb € Habip FA. Cepen BumankoBo oOpanux 464 cy6'ekTis
(231 cyb'extiB rpynu DA-9701 90 mr, 233 cyG'exTiB rpymu iTompus
150mr), 459 cyG'exri (229 cyO'extis rpyma DA-9701 90 mr, 230
cyO'exTiB rpymu itompmna 150Mr) kpiM 5 cyG'ekTiB, y SKHMX
e(exTHBHICTP HE CHOCTepiranach, Oe OIIHKAa MOMXJIMBA IIiCIs
BBEJICHHs JOCIILIKYBaHOTO IIpenapaTy, BKIFOYEH] VIS aHali3y TPyIH
cyb'extiB. 375 cy6'extiB (80,8% - 185 cy6'exrie rpymu DA-9701 90
mr, 190 cy6'exrtiB rpynu itonpuy 150Mr), 3a BHHSTKOM ocCi0, ski
JOCTPOKOBO 3aBEpIIMIM y4acTb 1 OyJMM BHKIIOYEHI 3 TIOJOBHHH
JOCTIKEHHS, TOPYIIUBIIKM OCHOBHHI IIPOTOKOJ, OYIIM BKJIFOUYEHI 10
nomatkoBoi rpynu a”amizy PP. BucHoBok mpo orinky edexTuBHOCTI
IIAaHYEThCS ONMCATH Ha OCHOBI pesynsrary Habopy FA, mo €
OCHOBHHM IIPEIMETOM aHAi3y.

3a 95%-BuUM JOBipuMM iHTepBaOM 3MiHH Oaja CIOPHYHHEHHS
KIOIOTY 3a 8 BHAaMH CHUMITOMIB (YHKIIOHATBHOI JHCIIENCIT,
OCHOBHOIO 3MiHHOIO oriHKH edekTiBHOCTI OYB [-0,28, 1,54]. A came,
BepxHsI Meka 95%-BOro JIOBIpyOro iHTEpBANY BiAMIHHOCTI Mik |
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rpynmamu, 1,54 € MeHIOI, HDK He HIKYa KIHIYHA Mexa
nepeHocuMocTi (Mexa) 1,7. Tak ynHOM, rpyma DA-9701 90 mr He
mocTynaeTbes rpymi itonpua 150mr.

[Ipu po3rnsjai BTOPHHHMX 3MiHHHMX OLIHOK e(eKTHMBHOCTI, IpyIma
iTonpua 150Mr 3a3BUYaif IOKa3yBaa TPOXH OiIBIIT BHCOKI 3MiHH, HiXk
rpyna DA-9701 90mr, B 3mini 6amiB mo 5 cyOmxamaM ITOKasHHKa
AKocTi KUTTA 3a ingexcoM NDI-K (Hampy)keHHs/COH, BTpy4aHHS B
MOBCAKJICHHY TiSTIBHICTB, Ta/Harol, 3HAHHS/KOHTPOJIb,
poboTa/HaBuaHHsA) 1 3arajbHid 3MiHI OaniB (cepeiHe 3HAYEHHS
3aragpHuX OamiB 1Mo 5 cyOIukanaM) i MBHAKOCTI [OJIMIIEHHS CTaHy
namieaTa. OgHak OIiHOYHOI 3MIHHOI, IO MOKa3ajga CTATHCTHYHO
3HAYYIIy PI3HUINO, He icHyBaIo (sik s cyOukan NDI-K QOL 5, tax
11714 3aranbpHOT 3MiHH si/pa p-3HayeHHs>0,45, p-3HaYeHHS IMBHIKOCTI
nostimmenHs namienta=0,3851).

3 TOYKH 30py 3arajbHOI OLIHKH, IPOBEAEHOI nauieHToM, rpymna DA-
9701 90 wmr i itompun 150 mr nabpamu 6mm3pko 3 Ganu 1 MOKa3aln
Maliyke ~ aHaJOrIYHHH  pe3yiprar, 'HOMIpHY peakuiro"  (p-
3naueHHs=0,8489). VYV pasi 3aranpHOi ONIHKH, IPOBEIEHOI
JociigaukomM, rpyna DA-9701 90 mr nokaszaia TpOXH BHINMI piBeHB
eeKTUBHOCTI, aje pi3HUUL He Oyjla CTATHCTUYHO 3HAYYIIOH (p-
3HaueHHs=0,695).

Cepen 8 BmaiB cuMITOMIB (yHKIiOHANBHOI aucnencii B Tabiuii
ominka cuMmnroMiB NDI-K, momo 3MiHEH 3aransHoro 0Oana
iHTeHCHBHOCTI, iTompua 150 Mr mokasaB CTaTHCTHYHO 3HAYYLIe
Olblne 3HWKEHHS B MOPiBHsHHI 3 rpynor DA-9701 90 mr BigHOCHO
YaCTOTH 1 CHOpPUYMHEHHS KJIONOTY ONHM3bKO 2 BHIIB CHMIITOMIB,
BiIyTTS TEPEIOBHEHHS MICA DK I MBHAKOTO HACHYCHHS (3MiHA
saranpHOrO Oasia p-3nadenns=0,0448, smina Oana cHpUYHHEHHS
xionory p-3HadeHus=0,0251). Oanak il 3MiHHIM Bakko HazaTH
KIJIiHIYHE 3HAYEHHS B pe3yJIbTaTi KJIIHIYHUX BUIPOOYBaHb, OCKUIBKH
BOHA € BTOPHHHOK 3MiHHOK OLIHKH e(eKTUBHOCTI st JOCIIIIKEHHS
i BBaKaeTbCH, 10 B MaiOyTHhOMY BoHa HOTpeOye MOJANIBIIOrO
BHBYEHHSL.

B pesynbrarti ominku eeKTHBHOCTI Oy/1a BUABIEHA TEHACHINA TPOXH
MeHmoro edekry y rpymi DA-9701 90 mr mopiBHSHO 3 IpyNoR
itompun 150 wmr. OpHak BiH He BB@XKAEThCS HETOBHOIIHHHM,
OCKITbKHM pi3HMIOM Oyjla B MeXax HE HIDKYOI KIIHIYHOI Mexi
TIEPEHOCHMOCTI (Mexa).

21. Pe3synbTatu
Oe3neku

CepenHs MeMKaMEHTO3HA BiIIOBITHICTD IPUIOMY TOCTIKYBaHUX
npenaparis cy0'eKTam, 110 3aBEePUIMIHA KIIHIYHEe JOCITIKEeHHS,
cknana 91,72% B rpyni DA-9701 90 mri 91,98% B rpymi iTonpury
150 mr. O6uzei rpynu nmokasany Ginere 90% npuiHATHOCTI.

CratrcTHYHOT 3HAYYIIOCTI He OYJI0 BUABIEHO, PE3yJIBbTAT,
PO3TISAHYTHI K aHOMaJBHUH, OYB 3amucanuii K MoOiuHa peaKiis i
crocTepiraBcsi.

He icHye 0qHOTrO IYHKTY, AKHI 10Ka3aB OM CTATHCTHYIHO
3HAYYIUIY PI3HUIO MK IPyIIaMH 32 JKUTTEBUMH IOKa3HUKaMH
ITiCIIs BBEJICHHS JIOCIIDKYBaHOTO IIpenapary.

I'pyna itonpuay 150 Mr mokazana cTaTUCTUYHO 3HAYYINE HU3BKE
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3Ha4YEHHs 11aCTOJIIYHOTO apTepialbHOTO TUCKY ITiCIIs BBEJIEHHS
JOCIILPKYBAaHOTO IIperapaTy IOPiBHSHO 31 3HAYEHHSIM JI0 BBEICHH,
ajie BOHO 0YJ10 3MiHEHe B MeKax HOPMH.

B pesynbrari onintoanns EKT no/micins BBeieHHSI JOCIIKYBAHOTO
npenapaty sx inrepsai QT, Tak i QTc He Mai CTaTHCTHYHO
3HAYYIIMX BIAMIHHOCTEH M IpynamH i BcepenuHi rpymu. Bei
BHIpoOoByBaHi B rpymi DA-9701 90 mr mokazanmu "HopMalibHe 200
KITIHIYHO HE3HAUYIIE BiaxuieHHs Big HopMu". Xoda 1 cy0'ekT y
rpymi itornpua 150 Mr nmokazas "KIIiHIYHO 3HAYyIIi aHOMaIbHI"
pe3yIbTaTH IicHs BBEISHHS JOCII/IKYBaHOTO Ipenapary, pe3yabTar
ITOJTAJIBIIIOTO CIIOCTEPEIKEHHS OCTATOYHO IiITBEPAUB, 110
aKTyalbHOCTI Oy10 MaJlo, a KIiHIYHA 3HAYYIIiCTh Oyiia BiICYTHS.

I1pu po3risiai 3MIHH Bard miCJIsA BBEJIESHHS JOCIIDKYBaHOTO
Ipernapary B IOPIBHSHHI 3 Baroro 10 BBEICHHS CTATHCTUYHO
3HaYymoi pizHuLi Mk rpynaMu He Oyno BusBieHo. OnHak Bara
MOKa3ajia CTATHCTHYHO 3HAYYIIY 3MiHY ITiCII BBEJCHHS
JOCII[DKYBaHOT0 IIPErapary MOPIBHIHO 3 BArOI0 10 BBEJCHHS B 000X
rpynax, aje s 3Mina 0yJjia B Mexax HOpMH.

[Tpyr HOpMATBHUX/AaHOMAJIBHIX 3MiHAX MIKIPYIIOBHX IIOKa3HUKIB
1a00paTOPHUX JOCTIHKEHb A0/ BBEICHHS JOCITI 1Ky BaHOTO
npenapary OyB 3po0IieHHiT BUCHOBOK IIPO BiICYTHICTb 3MiHH
MTOKa3HHKIB J1Ta00paTOPHUX JOCTIKEHD 3 KITIHIYHO 3HAYy UM
3HAYCHHAM, AHOMAJIBHI 3MiHH, II0 MAIOTh KITiHIYHE 3HAYEHHS Cepe/l
yCiX IIOKa3HUKIB 00cTe)EeHHs, OYJIM 3apeecTpoBaHi Ak mo0ivHi sBHUIIA,
i B KiHIIEBOMY ITiJICYMKY IOJaJIbLIIe CIOCTEPEeIKEHHS MiATBEPAUIIO, 110
KJIiHIUHE 3HaYeHHs OYJI0 BiZICYTHE.

Bci mobiuni peakitii, o MarTh IPUYIHHHO-HACIIIKOBHI 3B'S30K 3
JOCITKYBAHHUM IMpenapaToM, OyJIu JTETKAMH, 32 BHHSITKOM IIOMipHHX
7 Bunaakie 3 ycix 50. YV 20 cy6'exris (8,7%) B rpyni DA-9701 90 mr
criocrepirascs 31 Bumajaok, ay 18 cy6'exris (7,8%) B rpyni iTonpun
150 mr - 19 Bumankis. [To6iyHi sBuma Ta modiuHi peakiii He ManH
CTATHCTHYHO 3HAYYINOI Pi3HMIN 38 UACTOTOO IOSIBU B 000X IpyIax.

Cepen moOIUHHX SBHIIL, 110 MaIH IPHYHHHO-HACIIJKOBHH 3B'A30K,
Halbinp yacTumu Oyiia giapes IUTyHKOBO-KHIIKOBHX PO3JIajliB,
HACTYIHE MicIle 3aifHSB ITiIBUIIEHU# PiBEeHD IIPONAKTHHY KPOBI 3
nocrimkerb, CTaTHCTHYHO 3HAYYIIOT PI3HHIN MiX IpyIaMH He
croctepiranocs, i OyIio mATBEPKEHO, IO B I[LIOMY 9acTOTAa IOSBH
Oya HU3BKOIO - OJH3BK0 5%.

4 BUIAJIKK CEPHO3HKMX MOOIYHUX SBUII[ CIIOCTEPIrauch y 4
BUIPOOOBYBAHUX IIPOTATOM IIepioy KIiHIYHUX BUIIPOOyBaHb, aje
OyB 3p0o0sieHHiT BHCHOBOK, 10 BC1 BOHHM HE MaIH IIPHYHHHO-
HACJTIIKOBOTO 3B'33KY 3 JIOCIIKYBaHHM TpenaparoM abo Oyiau
HeMOKITHBI [tst orinku. Cepio3Hi moGiuHi SBUINA, MiATBEP/UKEH SK
HEMOJKJIHBI JI7IST OI[iHKH, TaKi AK abopT, 2 pa3u ClocTepirajiuce y 2
BHITPOOOBYBAHHX, 1 BOHM OYIIH BiHEeceHi 10 rpynH itonpuny 150
MT.

B pesyssTarti ominku Ge3nexu Oyo miareepmkeno, mo DA-9701 e
JOCHTH O€3MEYHNM IIpernapaToM, i 0yao 3pobieHo BHCHOBOK IIPO
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BIACYTHICTB iCTOTHOI i3HHII 3 TOUKH 30py Ge3MeKH TPH IOPIBHSHHI
Horo 3 rpynor ironpuuay 150 mr.

22. BucHoBok
(3aKITFOUeHHS)

Kniniyne nocmimkenHs omiHioBaio eGexTuBHICTS i Gesmexy 3a
JIOTIOMOI 00 paHJ0Mi30BaHUX 464 BUIIPOOOBYBAaHUX i3 3ara/IbHOTO
yucna 545 nanieHTiB 3 QYHKIIIOHAIBHOO JUCTIENCIE0, SKi OyIn
obpani B 17 ycranosax, okpim mikapri Cearoi Mapii Ceyibcbkoro
Karomuneskoro Yuisepcurery Kopei. Bonu posaimumucs ua 459
cy0'extiB Habopy edextuBHOCTI FA (229 cy6'exris rpynu DA-9701
90 mr, 230 cy6'exTiB rpymu itonpuxy 150mr rpynn), 375 cy6'exTin
uabopy PP (185 cy6'exrie rpynu DA-9701 90 mr, 190 cy6'exris
rpynd itonpun 150mr), i 462 cy6'extis Habopy Gesneku (231
cy6'extiB rpynmu DA-9701 90 mr, 231 cy6'exris rpynu itonpun
150mr).

ITepm 3a Bce, pu po3ruiszi pe3yasTariB eekTuBHOCTI 95%-BHM
JOBipYHii iIHTEpBall BEPXHLOI'O 3HAYEHHS BIJIMIHHOCTEH MK IpylaMu
PO 3MiHY 3arajbHOTO Oajia CIipHYHHEHHS KJIONOTY 3a 8 BHaaMu
CHMIITOMIB (DYHKITIOHAIBHOI JHCIIENcii OyB MEHIIE, HijK HE HIKYA
KJIiHiYHA MeXa nepeHocuMocTi (Mexa). Tak unaoM, rpymna DA-9701
90 Mr me noctynanacs rpymi itonpug 150mr. Kpim mporo, 3mina dana
no cybmxkan cepexn S5 Buais NDI-K QOL, Bropuina 3MiHHA OLIHKH
eheKTUBHOCTI (HANpPYIKEHHS/COH, BTPYYaHHS B IIOBCAKICHHY
HisIBHICTB, DKa/Hamol, 3HAHHA/KOHTPOIIb, pobOTa/HABYAHHS), 3MiHA
3arayibHO1 3MiHH Oana (cepeaHe 3HAYCHHS KiHIEeBUX OalliB 1o 5
cyOmxkanam), NBUIKICTE MOJIMINCHHS CTaHy MAaI[icHTa, 3arajbHa
OIIHKa, IPOBE/IeHa MaIli€EHTOM, i 3araybHa OIliHKa, TPOBEeHa
JOCIITHUKOM, He MaJld CTATUCTHYHOI 3HAYYIIOCTI MK IPyIIaMH.
Opnnak, 3 TOUKH 30py 3arajibHOI 3MiHH OI[IHKH iHTEHCHBHOCTI,
9aCTOTH H CIIPHYMHEHHS KJIOIOTY Ta 3MIiHH OLIHKH CIIPHYHHEHHS
KIIOIIOTY IO OJTHOYACHUM 2 BHJIaM CHMIITOMIB, BiIIyTTsI IIBHIKOTO
HACHYEHHI Ta IIEPEIIOBHEHHS B )KUBOTI mmicys Dxki cepent 8 BUIIB
CHMITOMIB (DYHKIIOHAIBHOI JIUCIIENCT 32 TaOIMIEI0 OIIHKH
cumnroMiB NDI-K, rpyna itonpuay 150 mr nokasasia 611b11 BUCOKE
3HIDKEHHS, SIKe OyJI0 CTaTUCTHYHO 3HAYYLIMM, B IOPiBHSIHHI 3
rpynor DA-9701 90 mr. Ilns Toro, mob po3risHyTH X KIiHIYHY
3HAYYLIICTh, BUPIIIEHO, [0 BOHK MOBHHHI OYTH OI[iHEH] ITUIIXOM
IIPOBEJICHHS NOJJAJIBIIOTO TOCTTI IKSHHS.

ITpu posrnsaznl pe3ynbTaTiB aHami3y Oesnexu Bel GizudHi
o0cTeKeHHs, HKUTTEBO BaxkiuBl nmokasuuky, EKI 1 Bara ne Mamu
CTATHCTUYHO 3HAYYyIIMX BIAMIHHOCTEH MiX TpymamMy, i 6yio
3p0o0JIEHO BUCHOBOK, 10 €JIEMEHTH, SIKi IIOKA3aJIH CTATHCTHYHY
3HAYYIIICTh MK TpynaMu, Oyiu 3MiHeHi B Mexxax HopMu. CTOCOBHO
3Ha4eHHs 1abopaTopHOTO BUITPOOYBaHHS, H0/IiC/IA BBEICHH
JOCIIDKYBaHOT 0 IIperapary 0yJio Jyxe Majio BUIIpoOOBYBaHHX, Y
SKAX CIIOCTEPIraaycs 3MiHH BiZl HOPMAJIBLHOT 0 AHOMAIIBHOT.
[MoganeuioMy crocTepeXeHHs MepeayBalld aHOMAIBHI 3HAYEHHS, K]
MaJIi KJIiHIYHY 3HAYyIIiCTh Iicisl BBEACHHS JOCIiKYBAHOTO
[Ipenapary, TOMy B pe3yIbTari 0yJo miaTBepkeHo, 10 KIIiHiYHa
3HAUYIIICTh Y KIHIIEBOMY IiJICYMKY OyJia BiZICYTHSL

YacToTa nosiBr HeOKaHUX JTIKAPCHKUX peakuiif Oyia Hu3bKo10: 31

BUNaOK y 20 cy6'exris (8,7%) y rpyni DA-9701 90 mr ta 19

(,/5{/ L

Al

% Y/
“Wn I/ ‘//"
{;’(/,c v




BunankiB y 18 cy6'extis (7,8%) y rpymi itonmpumy 150 mr.,
CraTticTHYHO 3HAYYIIOT Pi3HHUIN MK rpynamu He 6yJ10 BUSIBIIEHO.

ITpu Bcebiunil oniHLi pe3yibTariB, HaBeeHUX Buie, DA-9701 He
JIMIIE HE TIOCTYIIA€ThCS B aCEKT €(DEKTUBHOCTI B IOPIBHAHHI 3
iTonpuaoM, a H po3risaacTees K Oe3NeuHnit mpenapar B acreKTi
Oe3nexH.

3asgBHUK (BIIACHUK
PEeECTpAIliitHOTO
TIOCBITYCHHS )

(migmmc)

[enepanpauii mupexktop Onera AmiMoBa

(Il.1.B.)

ITionuc/nevamea




Annex 30

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 Ne 3
on clinical trial

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

FREESTOM

2. Applicant

KUPFFER BIOTHECH, UAB, Republic of Lithuania

3. Manufacturer

Dong-A ST Co., Ltd., Republic of Korea

(2F Section B, 3F, 4F Section B) 200-23, Baekseokgongdan 1-
ro, Seobuk-gu, Cheonan-si, Chungcheongnam-do,
Republic of Korea

studies:

4. Conducted yes no if no, justify

1) type of
medicinal

product, for
which
registration
has been
conducted or
planned

Medicinal product with complete dossier (stand-alone

dossier)

Other medicinal product
New active substance (AS)




5. Full name
of clinical
trial, code
number of
clinical trial

Motilitone® PMS Re-examination Report

6. Clinical trial
phase

Phase IV

7. Period of
clinical trial
conduction

From May 16, 2011 to May 15, 2015

8. Countries
where clinical
trial has been

Republic of Korea

clinical trial

conducted

9. Number of planned: 723

enrolled actual:723

population

10. Aim and The purpose of this investigation is to identify problems, questions, etc.
secondary related to the following matters:

goals of (1) Serious adverse events and adverse drug reactions (Serious AE, ADR)

Causing death or life threatening

Requiring inpatient hospitalization or prolongation of existing
hospitalization

Resulting in persistent or significant disability/incapacity

Causing a congenital anomaly/birth defect

Other medically important circumstances=
(2) Unexpected adverse events and adverse drug reactions that are not
reflected in precautions
(3) Adverse drug reactions already known
(4) Adverse events due to drug misuse/abuse or drug interaction
(5) Non-serious adverse drug reaction caused by drugs other than (1)~(4)
(6) Information related to safety and efficacy of other drugs (effects of
clinical trial values, etc.)

11. Design of
clinical trial

(1) Investigation method (continuous surveillance method)

After signing a contract with the doctor in charge of investigation, the cases
for starting (initiating) administration of this drug should be continuously
(without omissions) listed on the investigation sheet up to the number of
cases requested.

(2) Follow-up plan




The follow-up period would not be set separately as the administration
situation may vary depending on the condition of the subjects.

After the initial visit, the administration would be made according to the
prescription, and the follow-up visit would be made on the day determined
by the doctor in charge of investigation or on the day desired by the subject,
which shall be recorded on the investigation sheet.

12_' Mam Patients to be administered with the investigational drug according to the
criteria for medical judgment of the investigators among patients with functional
enrollment dyspepsia
13. ) 1. Investigated medicinal product
[nvestigated -. Motilitone® tab.
medicinal
product, 2. Method of administration
method of -. Normally, adults should take one tablet orally three times a day before
administration,[meals
strength 3. Strength
-. 30mg Tab.

14. Reference
product, dose,
method of
administration,
strength

INot applicable

15. Concurrent
therapy

N/A

16. Criteria for
efficiency
assessment

If the drug has been administered for at least 4 weeks according to the
prescription of the attending physicians and a corresponding follow-up is
made, the efficacy evaluation shall be performed on the last observation day
and, if the administration is discontinued, it is evaluated on the day of
discontinuing the administration. The efficacy evaluation shall be performed
over the overall improvement rather than evaluating any single symptom as
symptoms mainly complained by each subject are different. Based on
“improvement after administration” for the symptom before administration
of this drug to the final effect determination date, and the medical
examination by interview at the final evaluation, it shall be classified as
improvement/invariance/aggravation/indeterminate result.

The specific criteria for overall efficacy evaluation are as follow.

Improvement | A case that a patient has no symptom of functional
dyspepsia compared to that before administrating the drug

or that the discomfort during nomal daily life is alleviated




Invariance A case that the symptom does not change to a degree
similar to the discomfort experienced by the patient during
normal daily life compared to that before administering
the drug

Aggravation | A case that the symptom gets aggravated to the extent that
the discomfort during normal daily life gets more severe
compared to before administering the drug

A case that it is not possible to determine the
Indeterminate | improvement/invariance/aggravation of a patient (state
result reasons)

17. Criteria for

safety

assessment

Existence of adverse reactions occurred during or after the administration of
the drug, symptoms, date of occurence, date of disappearance, severity,
continuous administration status of the drug, results, causal relationhip, SAE
status and opinions of the investigators

18. Statistical

1) Safety analysis method

methods Suggest the occurrence rate by patient background factor and treatment
factor for the subjects for the safety evaluation and analyze if the occurrence
rate of the adverse event by factor is statistically significantly through Chi-
squared test or Fisher’s exact test.
2) Efficacy analysis method
Suggest the efficacy ratio by patient background factor and treatment factor
for the subjects for efficacy evaluation and analyze if the impression rate of
the adverse event by factor is statistically through Chi-squared test or
Fisher’s exact test.
19. . |The demographic characteristics for the subjects were classified into age,
Demographic gender, pregnancy status (in the case of female), children or the elderly by
indicators of |age depending on the basic information factors set forth in the investigation
the sheet.
investigated _
inial o The age of the subjects was calculated based on the date of the first
1(3 P d administration and the date of birth, and the analysis was made with the age
ender, age, . oo
rfce s )g at the time of the first administration. The average age was 55.88+15.80

years ranging from 12 years old to 91 years old. The age group of 50~59
years old was the largest with 23.80% (114 out of 605 subjects).

The gender distribution of the subjects was 40.99% male (248 out of 605
subjects) and 59.01% female (357 out of 605 subjects), which shows the
distribution of females is higher. This matches with the results of many
studies that the incident rate of functional dyspepsia is higher in female than
male (Mahadeva S ef al., World J Gastroenterol, 2006). In addition, as the
gender distribution of the subjects was reported that functional dyspepsia has
a greater effect on the quality of life for women than for men in general
(Welen K et al., Gend Med, 2008), it may be interpreted that more medical

treatment is required for female.




[t was found that 0.28% (1 out of 357 subjects) were pregnant when
Motilitone tablets were administered among the female subjects.

Calculation for children subjects was counted for the reference age of 19
years. Among the subjects, children subjects less than 19 years old were
1.49% (9 out of 605 subjects).

[n order to analyze the elderly among the subjects, those over 65 years old
were classified as the elderly. The elderly more than 65 years old were
32.07% (194 out of 605 subjects) and the elderly less than 65 years old were
67.93% (411 out of 605 subjects).

20. Results of
efficiency

(1) Results of overall improvement efficacy evaluation

Cases of which efficacy evaluation was performed through the follow-up for
the subjects with functional dyspepsia who was administered more than 4
weeks out of 605 safety evaulation subjects were selected as subjects for the
efficacy evaluation. The subjects for the efficacy evaluation were 453, and
the final efficacy evaluation of the investigation for this use was evaluated as
an overall improvement. Based on «improvement after administration» for
the symptoms before administration of this drug to the final effect
determination date, and the medical examination by interview at the final
evaluation, it was classified as
improvement/invariance/aggravation/indeterminate result.

When improment was defined as effective, while
invariance/aggravation/indeterminate result were defined as invalid, the
efficacy ratio was 96.03% (435 out of 453 subjects). In the invalid subjects,
the overall improvement was «Invariable» 3.31% (15 out of 453 subjects),
«Aggravated» 0.00% (0 out of 453 subjects), and «Indeterminate result»
0.66% (3 out of 453 subjects).

(2) Results of efficacy evaluation by factors of the subjects

[n order to figure out the factors affecting the efficacy evaluation of this drug,
the efficacy ratio by factor for 453 subjects was identified in the same way as
considered in the safety evaluation and it was anlyzed whether there is a
statistically significant difference between factors, through Chi-square test or
Fisher's exact test. Among the factors, as the information on the subjects for
efficacy evaluation whose pregnancy status was «Present» or whose renal
disease status was «Present» were not collected and so excluded from the
subjects to be analyzed.

Among the analysis factors, the efficacy ratio based on age was the lowest as
79.17% (19 out of 24 patients) in 80~89 years old, and all other administration
groups showed more than 90% efficacy ratio. There was a statistically
significant difference when Chi-square test was performed on the efficacy
ratio according to age (p=0.0067). The number of samples in each age group

was 1~113 subjects, showing a large difference between the groups while the
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efficacy ratio did not show a strong trend. Therefore, it seems that the efficacy
according to age cannot be determined only with the statistical significance.

The efficacy ratio corresponding to allergy was 50.00% (2 out of 4 subjects)
in subjects with allergy, and 96.44% (433 out of 449 subjects) in subjects
without allergy, showing that the subjects with allergy were lower. There was
a statistically significant difference when Fisher's exact test was performed
on the efficacy ratio according to the presence or absence of allergy
(p=0.0085). However, since there is a large difference in the number of
samples by group, it is difficult to determine the efficacy according to the
presence or absence of allergy only with the statistical significance.

There was no statistical significance between groups related with gender,
child status, elderly status, morbidity period, comorbidities, liver disease, past
medical history (other than indications), and concomitant drugs.

21. Results of
safety

(1) Status on occurrence of adverse events and adverse drug reactions
Regardless of the causal relationship, the occurrence rate of adverse events
was 7.11% (43 out of 605 subjects, 47 cases). Detailed names of adverse
events were classified into System Organ Class (SOC) and Preferred Term
(PT) of WHO-ART092, and the occurrence rate of adverse events, the
number of subjects occurred and the number of case occurred were
presented.

For the collected adverse events, 1.65% of Dizziness (10 out of 605 subjects,
10 cases), 2.31% of Constipation (14 out of 605 subjects, 14 cases), 2.31% of]
Diarrhoea (14 out of 605 subjects, 14 cases), 0.83% of Pruritus (5 out of 605
subjects, 5 cases), 0.66% of Urticaria (4 out of 605 subjects, 4 cases) were
reported. All the collected adverse events were those reflected in the license.

Among the collected adverse events, the occurrence rate of adverse drug
reactions for which the investigators determined to have a causal relationship
with this drug was 3.97% (24 out of 605 subjects, 25 cases).

0.17% of Dizziness (1 out of 605 subjects, 1 case), 1.65% of Constipation
(10 out of 605 subjects, 10 cases), 1.65% of Diarrhoea (10 out of 605
subjects, 10 cases), 0.33% of Prutitus (2 out of 605 subjects, 2 cases), 0.33%
of Urticaria (2 out of 605 subjects, 2 cases) were reported as adverse drug
reactions. In addition, 6 adverse events were collected from 6 subjects who
dropped out from the safety evaluation subjects. There were 1 case of
Dizziness, 1 case of Constipation, 2 cases of Diarrhoea, and 2 cases of Rash
for the collected adverse events.

The severity of adverse events was classified into mild, moderate, and
severe. As a result of the investigation, the subjects with mild adverse event
out of all subjects were 6.94% (42 out of 605 subjects, 45 cases), the subjects
with moderate adverse event occurrence was 0.33% (2 out of 605 patients, 2
cases), and there was no subject with severe adverse events. Most of these
adverse events were those of mild adverse events and the adverse events

reported as moderate were 1 case of Diarrhea and 1 case of Urticaria. In all 2
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cases, Motilitone tab. was administered continuously, Diarrhoea disappeared
and Urticaria was improved.

Administration of this drug by adverse event was classified as “continued”,
“reduced”, or “discontinued”. Among all the subjects, 6.78% (41 out of 605
subjects, 45 cases) continued to be administered with this drug after the
occurrence of adverse events, those who discontinued the administration
were 0.33% (2 out of 605 subjects, 2 cases) and there was no subject who
was administered with the reduced dosage. Among 40 out of 41 subjects who
continued to be administered with this drug, 43 cases had the mild adverse
events, and 2 cases from 2 subjects had 2 moderate adverse events. Severity
of the subjects who discontinued the administration of this drug was “mild”.

The results of adverse events were classified as “disappeared”, “improved”,
“invariable” or “aggravated”. As a result, there were 6.28% of “disappeared”
(38 out of 605 patients, 42 casese), 0.17% of “improved” (1 out of 605
patients, 1 case), 0.66% of “invariable” (4 out of 605 patients, 4 cases), and
there was no “aggravated”. Among the subjects with occurrence of adverse
events, most of them were “disappeard” occupying 88.37% (38 out of 43
subjects, 42 cases).

Among 42 cases of “disappeard” adverse events from 38 subjects, the
number of adverse events that disappeared even after continuous
administration of this drug acoounted for the majority of 41 cases from 37
subjects.

The causal relationship between the adverse events and this drug was
classified as “certain”, “probable/likely”, “possible”, “unlikely”,
“conditional/unclassified”, and “unassessable/unclassifiable”, based on
Regulation on the management of safety information for pharmaceutical
products, efc.. In case of ‘certain”, “probable/likely”, “possible”,
“conditional/unclassified” and “unassessable/unclassifiable”, as there is the
causal relationship, and so only the case of “unlikely” was considered not to

have the causal relationship.

The adverse events evaluated as with causaul relationship with this drug had
1.98% of “possible™ (12 out of 605 subjects, 13 cases), 1.82% of
“conditional/unclassified” (11 out of 605 subjects, 11 cases), and 0.17% of
“unassessable/unclassifiable” (1 out of 605 subjects, 1 case). The adverse
events determined not to have causal relationships were 3.47% of “unlikely”
(21 out of 605 subjects, 22 cases).

(2) Serious adverse events and adverse drug reactions

For serious adverse events and adverse drug reactions, the investigator was
asked to report them immediately upon finding if applicable among the
adverse events that occurred to the subjects regardless of the causual
relationship during administration of this drug.

@ Causing death or life threatening

@ Requiring inpatient hospitalization or prolongation of existing
hospitalization

(3 Resulting in persistent or significant disability/incapacity




@ Causing a congenital anomaly/birth defect

® Other medically important circumstances

No serious adverse events or adverse drug reactions occurred in this
investigation.

(3) Unexpected adverse events, adverse drug reactions, and reflection status
of matters on the license

There were no unexpected adverse events that were not reflected in the
license among the adverse events that were expressed in this investigation.
There were also no unexpected adverse drug reactions that are not reflected
in the license.

(4) Expression trend of adverse events by factor by subjects

[n order to identify the factors affecting the adverse event occurrence rate
from subjects to be administered with Motilitone Tab., Chi-square test or
Fisher’s exact test was performed for demographic characteristics (age,
gender, pregnancy status, children and elderly), medical background
(morbidity period, presence of comorbidities, presence of renal disease,
presence of liver disease, presence of past medical history (excluding
indications, presence of allergy and presence of concomitant drugs) and
administration situation (total administration period).

According to the analysis of the occurrence in the adverse events by factor of
subjects, it was statistically analyzed that there was a significant difference in
the morbidity period (p=0.0383). Among the factors, the presence or absence
of renal disease was not applicable as information on the renal disease
patients were not collected during the period of this investigation.

The occurrence rate of adverse events by age was 18.18% (2 out of 11
subjects, 2 cases) in 10~19 years old, 15.38% (4 out of 26 subjects, 4 cases)
in 80~89 years old, 8.18% (9 out of 110 subjects, 12 cases) in 70~79 years
old. There was no statistically significant difference between groups

(p=0.5322).

The occurrence rate of adverse events was 7.26% for male (18 out of 248
patients, 20 cases) and 7.00% for female (25 out of 357 subjects, 27 cases).
There was no statistically significant difference in the occurrence rate of
adverse events between groups (p=0.9043).

There was only one subject who was pregnant when Motilitone Tab. was
administered, and no adverse event was found.

The occurrence rate of adverse events in children under 19 years old was
11.11% (1 out of 9 subjects, 1 case), and 1 case of “constipation” was
reported as a name of detailed adverse event. The occurrence rate of adverse
events in subjects more than 19 years old was 7.05% (42 out of 596 subjects,
46 cases). There was no statistically significant difference in the occurrence
rate of adverse events between the two groups (p=0.4873).

The occurrence rate of adverse events in subjects under 65 years old was
6.57% (27 out of 411 subjects, 27 cases). The occurrence rate of adverse
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events in the elderly more than 65 years old was 8.25% (16 out of 194
subjects, 20 cases), and “constipation” was mainly reported. There was no

statistically significant difference between the elderly and non-elderly groups
(p=0.4534).

The occurrence rate of adverse events in the group with the morbidity period
of more than | year was the highest 13.04% (15 out of 115 subjects, 18
cases), followed by 8.06% of the group of 6 months ~ 1 year (5 out of 62
subjects, 5 cases), 6.30% of the group of 3~6 months (8 out of 127 subjects,
8 cases), and 4.98% of the group of less than 3 months (15 out of 301
subjects, 16 cases). Although there was a statistically significant difference
between groups (p=0.0383), it is difficult to judge this only with statistical
significance because the difference in the number of samples between each
group is large.

The adverse event occurrence rate of subjects with comorbidities when this
drug was administered was 8.02% (38 out of 474 subjects, 42 cases), and the
occurrence rate of the group without comorbidities was 3.82% (5 out of 131
subjects, 5 cases). There was no statistically significant difference between
the two groups (p=0.0977).

Since there was no collection of subjects with renal disease, the difference in
the occurrence rates of adverse events between the two groups was not
analyzed.

The occurrence rate of adverse events in the subjects with liver disease was
9.09% (1 out of 11 subjects, 1 case), and “constipation” was reported as a
name of the detailed adverse event. The occurrence rate of adverse events in
the subjects without liver disease was 7.07% (42 out of 594 subjects, 46
cases). There was no statistically significant difference between the two
groups (p=0.5587).

The occurrence rate of adverse events in the group with a past medical
history was 0.00% (0 out of 16 subjects, 0 cases), and the occurrence rate of
adverse events in the group without a past medical history was 7.30% (43 out
of 589 subjects, 47 cases). All adverse events occurred in subjects without a
past medical history. There was no statistically significant difference
between the two groups (p=0.6193).

The occurrence rate of adverse events in the allergic group was 20.00% (1
out of 5 subjcts, 1 case), and the occurrence rate of adverse events in the non-
allergic group was 7.00% (42 out of 600 subjects, 46 cases). There was no
statistically significant difference between the two groups (p=0.3092).

The occurrence rate of adverse events in the group treated with the
concomitant drug was 7.92% (37 out of 467 subjects, 41 cases), and the
occurrence rate of adverse events in the group not administered with the
concomitant drug was 4.35% (6 out of 138 subjects, 6 cases). There was no
statistically significant difference in the occurrence rate of adverse events
between the two groups (p=0.1510.)

The occurrence rate of adverse events throughout the full administration
period was 7.24% (11 out of 152 subjects) in the group less than 28 days (4




weeks) and 7.06% (32 out of 453 subjects) in the group longer than 28 days
(4 weeks). There was no statistically significant difference between the
groups in the occurrence rate of adverse events throughout the whole
administration period (p=0.9428).

22.
Conclusion
(assesment)

Dong-A ST Motilitone Tab., an herbal medicine extracted from Corydalis
tuber and Pharbitis seed, improves the symptom of functional dyspepsia.
This investigation was conducted to establish the safety of Motilitone tab.
with the patients with functional dyspepsia in the actual medical
environment.

During the re-examiniation period (May 16%, 2011 ~ May 15, 2015), total
723 subjects from 45 institutions were enrolled and 605 safety evaluation
subjects and 453 efficacy evaluation subjects were analyzed, respectively.

47 adverse event cases of 43 subjects out of 605 subjects were collected,
which showed the occurrence rate of 7.11% (43 out of 605 subjects, 47
cases). The occurrence rate of adverse drug reactions which the investigators
determined to have the causal relationship out of the adverse events collected
was 3.97% (24 out of 605 subjects, 25 cases). The main adverse events
reported were “constipation”, “diarrhea”, and “dizziness”.

The collected adverse events were all adverse events reflected in the license
and there were not serious adverse events / adverse drug reactions.

As for the severity, the mild cases were 6.94% (42 out of 605 subjects, 45
cases) and the moderate cases were 0.33% (2 out of 605 subjects, 2 cases),
which showed that the mild cases were most. The results of advese events
were 6.28% of “disappeared™ (38 out of 605 subjects, 42 cases), 0.17% of
“improved” (1 out of 605 subjects, 1 case), 0.66% of “invariable” (4 out of
605 subjects, 4 cases), and 0.00% of “aggravated” (0 out of 605 patients, 0
cases), for which the most of adverse events were “disappeared”.

According to the results of the analysis of the adverse event occurrence
based on the demographic characteristics, medical background and
administration status of the subjects by Chi-square test or Fisher’s exact test,
the occurrence rate of adverse events based on the period of morbidity
showed a statistical significance, however the difference in the number of
subjects by the groups was so large that it was not possible to determine only
with the statistical significance. When analyzing the detailed information
such as severity and outcome of the collected adverse events and the
occurrence by factor, the severity was mainly “mild” (95.74%, 45 out of 47
cases), and most of the outcome was “disappeared” (89.36%, 42 out of 47
cases) and no special point was found.

The overall improvement efficacy ratio of 453 subjects for the efficacy
evaluation was 96.03% (435 out of 453 subjects).

According to the results of the analysis of the efficacy based on the
demographic characteristics and medical background of the subjects, it was

confirmed that there was a statistical significance between the groups only




with respect to age and presence/absence of allergy. As discussed above,
there was a large difference in the number of subjects by the groups, and in
particular, the efficacy ratio did not show any trend in the age category.
Therefore, it is not possible to determine the efficacy based on age and
presence/absence of allergy only with the statistical significance.

From the results of this investigation, the overall occurrence rate of adverse
events was low and most of them were mild adverse events, which was
analyzed that the safety was excellent. High efficacy ratio was found in
patients with functional dyspepsia. Therefore, Motilitone Tab. seems to be a
very useful drug for treatment of functional dyspepsia.
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JKapCBKOTO 3aco0y

(3a HasIBHOCTI -
HOMeEp
PEECTpAIIIHOTO
IIOCBIAUEHH)

OPICTOM

2. 3a9BHHUK

YAB KYII®EP BIOTEX, JlutoBcbka Pecny0Jiika

3. Bupobuuk

Hour-A CT Ko., JITa., Pecny6uika Kopes

(2® Cekuis b, 3@, 4® Cekuis b) 200-23, Ilexcokronaex
1-po, Colbyk-ry, Uxonan-ci, UYUxynuxon-Hamuo,
Pecny6uika Kopesi 2® Cekuisn b, 3@, 4@ Cekuin b)

4. IlpoBeneHi
TOCITi JKEHHS :

TakK

1) Tun
JTIKapChKOTO
3aco0y, 3a SKUM
npoBoamiacs abo
TUTAHY €ThCS
peecTpalis

Jlikapcebkuii 3a¢i0 3 MOBHUM JI0CHE (ABTOHOMHE J0ChE)

Inmmii JikapesKuii 3acio
HoBa akTuBHa peuoBnHa (AP)

5. IloBHa Ha3Ba
KIIIHIYHOT'O
BUNPOOYBaHHS,
KOJOBaHHN
HOMeED
KJIIHIMHOTO

Morinitor® IIpoToKos MOBTOPHOTO MOCT-MaPKETHHIOBOTO
HArJISI0BOTO J0CIII/DKEHHS




BHIIPOOYBaHHS

s ®aza IV
6. ®aza KIIHIYHOTro
BUITPOOYBaHHS
7 Tepion 3 16 TpaBusa 2011 p. mo 15 Tpasua 2015 p.
IIPOBEIECHHS
KJIITHIYHOT'O
BUIIPOOYBaHHS
%, Wit 1 Pecmry6nixa Kopest
TIPOBOTHIIOCS
KJIIHIYHE
BUIIPOOYBaHHS
9. Kinbkicts 723
TOCII1DKYBaHUX
MeTor0 1BOT0 JIOCHIKEHHS € BHSBJICHHS Po0JIeM, MUTaHb TOIIO,
10. MeTa- TE? . II0 CTOCYIOTHCS HACTYIIHHX ITUTAHb:
BTOPHHHI LT (1) Cepitosni no6iuni sBrma Ta M00i4HI peakiii Ha JiKapchKuii
KJIIHIYHOTO 3aci6 (cepitosni 14, [1P)
BUIIPOOYBaHHS o cripranHAIOTE cMepTh ab0 3arPOXKYIOTh HKUTTIO
[Ilo BUMAararoTh cTanioHapHoi rocmitanizanii abo NpoaOBKEHHS
icHy104O0T rocmiTamizanii
B pesynbTati SKUX BUHHKAE CTilika a0 3Ha4YHa
iHBaJIi THICTE/HETpaIe3JaTHICTh
[Ilo BHKJIMKAIOTH BPOKEHY aHOMAIiF0/BpOKeHUH fedekT
[HImi MeauYHO BasIMB] OOCTAaBHHH =
(2) Hecnorisani moGivsi sBria Ta MOOIYHI peakilii Ha IiKapChKui
3aci0, SKi He BimoOpakeHi B 3aCTepeskeHHsIX 1010 3aco0y
(3) Bake Bimomi moGiumi peakmii Ha TiKapchbKHi 3aci0
(4) IToGiyHi sBUINA, CIPUYMHEH] 3aCTOCYBaHHAM 3ac00y He 3a
TIPU3HAYCHHSIM/3I0BXABAHHAM a00 B3aEMOJIIEI0 3 IIKapCHKHMH
3aco0amMu
(5) Hecepiio3na mobiuna peakiiis Ha JiKapchKHii 3aci0, cripuYnHEeHa
IHITIMEA TTpenapaTtamu, kpiM (1) ~ (4)
(6) Indopmanis, mo crocyerbes Oe3nexkn Ta epeKTHBHOCTI IHIIHX
mpernapariB (BIUIMB 3HAYEeHb KJIHIYHHX BUNPOOYBaHb TOIIO)
- (1) Merox pocmipkeHHs (MeTo Oe3mepepBHOTO CIIOCTEPEKEHHA)
11. uzaiin ITics miANMMCAHHA KOHTPAKTY 3 JIKApeM, BiAMOBIaIbHUM 32
KJTIHIYHOTO IOCTIKEHHS, BUIIAIKY Ha MOYaTKy (iHiI[IFOBaHHS) BBE/IEHHS IIOTO
BUIPOOYBaHHS npemnapary ¢l mocTiifao (6e3 mpormycKiB) mepepaxoByBaTH B JIHCTI

JOCTIDKEHHS 0 KiIEKOCTI 3aMHTYBAaHUX BHIIAIKIB.

(2) Ilnan momanbIoro CrocTepeKeHHs

TTepion criocTepeKeHHs He BCTAHOBIIIOETECS OKPEMO, OCKITBKH
CHTYAIlisl 13 32CTOCYBAHHAM IIperapaTy MoyKe 3MIHIOBATUCS 3AJIEXKHO
BiJl CTaHy MAIli€HTIB.

[Ticis mepiroro Bi3WTY IpemapaT 3acTOCOBYETHCS BIAIOBIIHO 10
PELIENTA, @ Bi3UT [I0JAJIBIIOT0 CIIOCTCPCIKCHHS IIPOBOJUTHMCThES Y
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JIeHb, BASHAYCHHH TiKapeM, SKHii IIPOBOJUTH AOCTiIKEHHS, a00 B
JCHB 3T1HO 3 OakaHHsIM Cy0’€KTa, IO 3aHUCYETHCA B JIMCTI
JOCTIKEHHS.

12. OcHoBHI
KpuTepii
BKJIFOUEHHS

[NanienTu cepen naiieHTiB 3 GyHKIIIOHATHHOO JUCIETICIEIO, TKHM
CJTLJ{ BBOJJUTH JOCTIIDKYBAHHM MTPErapar BiAMOBiIHO 0 MEUYHOIO
BHCHOBKY JOCJiIHUKIB

13. locnimkyBaHuit
JNiKapchKuii 3acio,
crocid
3aCTOCYBaHHS, CHJIA
mit

1. locnmipKy BaHmi JTiKapchKuii 3acih
-. Morinitos® TabneTkn

2. Cnoci6 3actocyBaHHS
-. Slx mpaBuII0, TopoCil IPAHMAKOTh 10 OAHIH TabueTni
HepopaIbHO TPUYI HA IEHB TTepe]T IPHHOMOM TKi.

3. Jlo3yBaHHS::
-. Tabnetku mmo 30 mr.

14. ITpemnapar
IIOPiBHSHHSA, 1034,
cIIocio
3aCTOCYBaHHS, CHJIa

as

bigh!

He 3acTtocoByeThCs

15. CynyTtas
Teparnis

He 3aCTOCOBYETBCA

16. Kputepii
OLIIHKH
e(heKTUBHOCTI

SIK1o mpemnapar 3acTOCOBYBABCS IPOTATOM LIOHaAMeHIne 4
THOKHIB 3a IPH3HAYECHHAM JTiKapiB, Ta IPOBOAUTECS BiAMIOBIIHE
CIIOCTEepEIKEeHHS, OI[IHKY e()eKTUBHOCTI CIIiJl IPOBOIUTH B
OCTaHHIH} JIeHb CIIOCTEPEIKEeHHS, a Y pa3i MPUIHHEHHS IpHioMy —
B JIeHb IPUITUHEHHS npuifoMy. OniHKy e)eKTUBHOCTI CITif
IIPOBOJMTH Ha OCHOBI 3aTraJIbHOTO IOJIMIIEHHS, a He OLIHIOBAaTH
OyOb-IKUH OKpEeMHH CHMITOM, OCKIJIbKH CUMIITOMH, Ha fAKI
CKapXaThCsl HAIiEHTH, Pi3Hi. BUXOISYH 3 «ITONIITIICHHS MTiCTsT
3aCTOCYBAHHSY II0JI0 CHMIITOMY JI0 3aCTOCYBaHHS Iperapary 10
IIaTH BU3HAYCHHS KiHIIEBOTO e(eKTy, Ta MEIHIHOTO OTJIALY
IUITXOM OIIMTYBAHHS IIiJl Yac OCTATOYHOI OLIHKH, BiH
KIacu(iKyeTHCS AK MOJIIIEHHI/He3MIHHICTE/3aTOCTPEHHS/
HEBH3HAYEHUH pe3ybTar.

Hmxde HaBeeHi KOHKPETHI KPUTEPIT 3aralbHOI OLIHKH
eheKTUBHOCTI.

[oninmreHHs Bumnanok, Kou y marieHTa Hemae
CHMIITOMIB (DYHKIIOHAIBEHOT THCHIENCIT
MOPIBHSAHO 3 THM, 1[0 CIIOCTEpiranocs
nepen] 3acTOCYBaHHAM IIpenapary, abo
KOJTH JUCKOM(OPT I 9ac HOPMaTLHOTO

IMOBCAKICHHOTO JXHUTTSA 3MCHIITYETLCA.

Bunaok, Koy CUMITOM He 3MIHIOEThCS
JI0 CTYTIEeHI, moaiOHOT 1o auckoMpopTy,
SAKHH BigdyBac MaIlieHT i Jac

Hesminuicts
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HOPMAJIBHOTO IIOBCSKICHHOTO KHUTT,
IIOPIBHSAHO 3 THM, IO CIIOCTEPIraaocs
nepesl 3aCTOCYBaHHIM IIpenapary
Bunanok, KoIu CUMITOM IHOCHITIOETHCS
HACTUIBKH, 10 AHCKoMQOpT mix yac
HOPMAJTLHOTO TIOBCAKIEHHOTO YKUTTS CTAE
Oinbi cepito3HUM Y MOPIBHAHHI 3 THM,
IO CIIOCTEPIraIocs nepes
3aCTOCYBaHHSM IIpenapary

Bunanok, Komu HEMOXKIIUBO BU3HAYUTH
MIOJIMIIIeHHS/He3MIHHICTh/3ar0CTPEHHS
CTaHy nalicHTa (HaBeCTH IPUYMHH)

3arocTpeHHS

Hesuznauenui
pe3yibTar

17. Kpurepii
OLIIHKHY Oe3eKH

HasiBHiCTh mOOI9HIX peaxiriif, o BUHAKIN mix yac abo micns
3aCTOCYBAHHS IIperapary, CAMIITOMH, 1aTa BUHUKHEHHS, JaTa
3HHKHEHHSI, TSOKKICTE, cTaH 0e3lepepBHOro 3aCTOCYBaHHS
mpemnapary, pe3yiabTaTH, IPHYHHHO-HACIIJKOBHH 3B’ 430K, CTaH
cepitozaux 1S Ta mymMKH HOCHiHUKIB

18. CratucTUUHI
METOIH

1) Meropn aHamizy Oe3mexu

3anponoHyBaTH I OLIHKH O€3MEeKH YacTOTy BHHUKHEHHS
HOGIYHKX ABHUI [T Cy0’ €KTIB 38 BUXITHUM (DAKTOPOM IallieHTa Ta
Koe(ilieHTOM JTIKyBaHHS Ta IPOaHai3yBaTH 3a JONOMOIOO
KpUTEpito Xi-kBajpar abo TouHoro kputepito @imepa, 9u yacToTa
BHHHKHEHHS TTOOIYHIX SBHII 32 (AaKTOPOM € CTATHCTHYHO
3HAYYIIOKO.

2) Meton aHaii3y epeKTHBHOCTI

3anpononyBati KoedinieHT eeKTUBHOCTI 3a BUXITHUM (haKTOpOM
manienTa Ta Koe(illieHToM JIiKyBaHHS Ui ¢y0’ €KTiB I OLIHKH
e(heKTHBHOCTI Ta MpoaHai3yBaTH, HaCK1IbKH CTaTHCTHYHO
3HAYYIA YaCTOTA BAHHKHEHHS OOIYHOT0 SBHINA B 3aJICIKHOCTI B1J
daxTopy 3a TOIOMOrOI0 KPUTEPIO Xi-KBaApaT abo TOYHOIO
kpurepio Oimepa.

19. lemorpadiuni
[IOKa3HUKH
JOCII Ky BaHOT
MOMYJIALiT (CTaTh,
BiK, paca, TOILO)

Jemorpadidni xapakTepucTUKH ¢y’ ekTiB Oymu knacu(ikoBaHi 3a
BiKOM, CTATTIO, CTATYCOM BariTHOCTI (y BHIIAAKY *iHOK), AITbMH 4H
OIBME IIOXHJIOTO BiKy 3@ BIKOM 3aJIe’KHO Bifl OCHOBHHX (haKTOpiB
indopmarrii, BUKIIaAeHNX Y TaOIHUII JOCIiIKEHHS.

Bik manienTiB po3paxoByBaJIi Ha OCHOBI JaTH MEPIIOTO BBEACHH Ta
JaTH HAPOKEHHS, a AHAII3 IIPOBO/IUIH 3 YPaxyBaHHAM BiKy Ha
MOMeEHT Tiepinoro eeefenHs. Cepenuiit Bik cranoBuB 55,88 = 15,80
pokiB Bij 12 10 91 poky. Bikosa rpymna Big 50 mo 59 pokis Oyia
Haibinbmoro 3 23,80% (114 i3 605 cy6’exTiB).

Tenyiepuuii posnofin cy6'exris cranoBus 40,99% qonosikis (248 i3
605 cy6’exri) Ta 59,01% xinok (357 i3 605 cyb'exTiB), 0
CBiZIYMTH PO Te, IO PO3MOMALNT KiHOK BHIe. Lle 30iracThes 3
pesyibTaraMu 6arathoX JOCITiIPKEHD, IO PiBeHb (PyHKIIOHAIBHOT
JUCIIENCiT BUIMIA Y %IHOK, HIXK Y YOJIOBIKIB (Mahadeva Setal.,
World J Gastroenterol, 2006). Kpm TOT'0, OCKUIBKH nomnomnanocg
PO IeHAEPHHI po3moAin cy6’ eKTiB, 10 q)yHKumHanLHa qwcrencis.
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Mae OlIBIIMI BIIMB Ha SKICTh JKUTTS KiHOK, Hi’K YOJOBIKIB ¥
ninomy (Welen K et al., Gend Med, 2008), Mo3kHa IHTEpIpETYBaTH,
110 KIHKaM MeIMYHE JIIKyBaHHs MOTpiOHO B O1IBIIi# Mipi.

Byno Bugpneno, mo 0,28% (1 3 357 cy6’ekriB) Oy BariTHUMH [IpH
3acTOCyBaHHI Ta0eTok MOTUIITOHY JKIHKaMH.

PospaxyHok st AiTeH-110CIiTHUX [1IpaXx0ByBaIH It
pedepenTHoro Biky 19 pokie. Cepes JOCTiIKyBaHHUX, JITH BiKOM 10
19 pokis cranoBmu 1,49% (9 i3 605 cy6’exTiB).

Jlnst Toro, o6 mpoaHalti3yBaTH JIFOJIEH IIOXAIOr0 BiKy cepel
cy0’exTiB, ocobu crapmre 65 pokis Oymu kiacupikoBaHi K JIOIH
HOXHJIOTO BiKy. JItou moxXunoro Biky ctapiue 65 poKiB CTaHOBHIIH
32,07% (194 i3 605 cy6’exTiB), a BikoM a0 65 pokiB — 67,93% (411
i3 605 cy0’€ekTiB).

20. Pesynbraru
e(heKTHBHOCTI

(1) PesynpTaTs OMiHKH €(EKTHBHOCTI 3arajlbHOTO [OJIIIIEHHS

Bunanku, y SKuX ONIHKA €(EKTHBHOCTI MPOBOJIUIACE IIISXOM
MOJAJBINOTO CIIOCTEPEKEHHA 3a CyO’eKTaMH 3 (YHKIIOHAIBEHOKO
JHCIIENCICIO, AKUM BBOJIHIIH TIperIapaT IpoTaroM Oibiie 4 THIKHIB 13
605 cy6’exriB ominku 6e3mexu, Oyiu obpaHi Sk cy0’ €eKTH VISl OLIHKH
epextuBHOCTI. Beroro Oyno 453 ocobu cepen cy0’ekTiB OLIHKM
epexkruBHOCT], a e(EeKTHBHICTH JOCIUDKEHHS [UId  I(BOIO
3acToCyBaHHs Oyjia OCTATOYHO OI[HEHA K «3arajJbHe IMOJINIIECHHY.
BUXOI94l 3 IOJIMIICHHS MICs 3aCTOCYBAHHSA) CHMIITOMIB Hepes
BBEJIEHHSIM I[HOTO IIperapary 0 AATH BU3HAYEHHS KIHIEBOTO e(eKTy
TAa MEIHYHOrO OIJILYy 3a pe3yNbTaTaMH OIUTYBaHHA IIJ 4ac
0CTaTO4HO1 OLIIHKH, BiH OyB KracubikoBaHUH AK
MOJIIIINEHHs/HE3MIHHICTB/3ar0CTPEeHHS/HeBURHAYCHUH pe3y IbTar.

Koma  mokpamenns  Oyno  Bu3HaHO  e(EKTHBHMM,  a
HE3MIHHICTB/3arOCTPEHHA/HEBU3HAYECHUH  pesyibTar BH3HAHO
HepificauM, kxoedinieHt edextuBHOCTI ckinaB 96,03% (435 3 453
cy0'ekTiB). Y XBOpHX MAI[i€HTIB 3arajbHe MOJIMIIEHHS CTAHOBUIIO
«Hesminnicte» 3,31% (15 3453 cy6’exriB), «3aroctpenss» 0,00% (0
3 453 cy6’exriB) Ta «Hesnsnauenuii pesyiaerary 0,66% (3 3 453
cy0’exTiB).

(2) PesynbraTi OLiHKH e()eKTHBHOCTI 3a Cy0’ €KTHAMH (paKTopaMu

Jlnsa toro, mo® 3’sicyBaTH YMHHHKH, IO BIUIMBAIOTH Ha OIIHKY
eexkTUBHOCTI IBOrO mpenapary, Koe(ilieHT e(peKTHBHOCTI 3a
(akropom st 453 cy6’exTiB OyB imeHTH]iKOBaHMI Tak camo, 5K 1
npH OUiHI Oe3meky, 1 Oyio mpoaHani30BaHO, UM ICHY€E CTATHCTHYHO
3HA4Yylla pisHHLA MK ¢akropamu, 3a JOIMOMOTOI0 KPHUTEPII0 Xi-
KBagpara abo Touroro kputepito @imepa. Cepen GakTopiB, OCKIIEKH
iHpopmaris mo cy®’exrax Uis OIHKH e(eKTHBHOCTI, YMH CTaH
BariTHOCTI OyB «HasBHUM» 200 YHH CTaH HUPKOBOI'O 3aXBOPIOBAHHSI
OyB «HagsBHUM», He Oyia 316pana i TOMy BUK/IFOUEHA JIJIS aHaJli3y.
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Cepen ¢axropis ananizy koedinieHT e(peKTHBHOCTI Ha OCHOBI BiKy
OyB HaiiHuK4uM 1 cranoBuB 79,17% (19 3 24 nauienTis) y Biui 80-89
POKIB, a Bci iHII rpynu mokasamu Outbin HiK 90%-Buit koedimieHTt
e(eKTHBHOCTI. ICHyBama CTaTUCTHYHO 3HAYyIla PI3HULH, KOJIH
BUIPOOOBYBAH Xi-KBajpaT Ha Koe(inicHT e(eKTHBHOCTI BiIIIOBIIHO
no Biky (p = 0,0067). KinbkicTh 3pa3skiB y KOXKHiH BIKOBIM rpyIi
cranoBuna 1~113 cy0'exTiB, M0 MOKA3ye BEIWKY Pi3HUIIO MIXK
rpynaMu, ToMi Sk KoedimieHT eheKTHBHOCTI He ITOKa3aB TeHIeHMIT 10
migsumenns. Tomy ckopirme 3a Bce epeKTHBHICTH 3TiHO 3 BIKOM HE
MOJKHA BU3HAYHTH JIHIIE 34 JOTMOMOTO CTATUCTHYHOI 3HATYIIIOCTI.

Koedimient edextusHocTi, BigmoBinuuii aneprii, cranorus 50,00%
(2 3 4 cy6’exriB) y cy0’ekriB 3 ameprieio Ta 96,44% (433 3 449
cy6’ekTiB) y cy0’exTiB Oe3 Hel, 10 CBITIHTH IIPO Te, IO Cy0’€KTH 3
QIepriclo CTaHOBWIM MEHIIYy KUIBKiCTh. ICHyBama CTATHCTHYHO
3HAYyIa Pi3HHIE [P IPOBEIEHHI TOYHOro kpurtepito Pimepa Ha
koedimienT eGeKTUBHOCTI BiAMOBIIHO 10 HAIBHOCTI 260 BiJICYTHOCTI
aneprii (p = 0,0085). OxHak, OCKiTBKM iCHY€ BeJIHMKa Pi3HULS B
KizpKocTi Tpo6 3a Ipymamy, BaKKO BH3HAYMTH e(EeKTHBHICTH
BinoBigHO 10 HagBHOCTI abo BigcyTHOCTI aneprii mHme 3i
CTaTHCTHYHOIO 3HAYHMICTIO.

Misx rpymamMu, OB’ I3aHUMHU 31 CTATTIO, CTATyCOM JUTHHH, TOXHUIIOr0
BiKy, IIEpioZioM 3aXBOPIOBAHOCTI, CYIMyTHIMH 3aXBOPIOBAHHSIMH,
3aXBOPIOBAHHAMHM II€YiHKH, 1CTOPi€0 XBOpoOM (KpiM IOKa3aHb) Ta
CymyTHIME IpernapataMu, He OyJI0 BHABIEHO CTaTHCTHYHOL
3HAYYIIOCTI.

21. Pe3ynbraTu
Oe3neku

(1) Craryc BUHHKHEHHS TOOIYHHX SIBHII Ta MOOIYHAX peakilii Ha
NiKapchKUH 3acid

HesanexHo Bi IpHYMHHO-HACIIAKOBOIO 3B’ 3Ky, 4aCTOTa
BHHHKHEHHs o6i4Hux aui cranosmna 7,11% (43 i3 605
cy6’exTiB, 47 Bunajkis). JleTanpHi HA3BU HECIIPHATIMBHX IOIiH
Oy knacudixkosani 3a Kiacom cucremuux opranis (SOC) ta
Baxxanum Tepminom (PT) srigno 3 BOO3-ART092, a Takox
[PEICTABIEHO YaCTOTY BUHUKHEHHS MOOIYHUX ABUII, KiTbKICTh
cy6’eKTiB Ta KiTBKICTh BUIIAJIKIB.

Cepen 310panux BUITAIKIB TOOIYHAX SIBUII MOBIIOMIIANIOCH ITPO
1,65% 3amamopouenns (10 3 605 cy6’exris, 10 Bunaaxkis), 2,31%
sakpeny (14 i3 605 cy6’exris, 14 Bunazkis), 2,31% niapei (14 i3
605 cy6’exriB, 14 Bunakis), 0,83% cepbinns (5 i3 605 cy6’exTis,
5 punaykis), 0,66% xporus’ stk (4 13 605 cy0’ekTiB, 4 BUIIAIKH).
Vi 3i6pani Bumaaky HecpusTIuBi moail Oy BinoOpaxkeHi B
JineHsii.

Cepen 3i0panux BUIIAAKIB TOOTYHUX SABMII YaCTOTA BAHHKHECHHA
noGiYHMX peakiliif Ha JikapchKui 3aci0, MO0 AKUX AOCITITHHKH
BCTAHOBHJIM IIPHYHHHO-HACIIIIKOBHI 3B’ SI30K 13 MM IpenapaToM,
cranoBmia 3,97% (24 i3 605 cy6’exTiB, 25 BUNAJKIB).

B sxocTi BUmaaKiB mobiYHMX peaxiiiil Ha Jikapchkuil 3acib Oyo
sapeecTpoBano 0,17% 3anaMmopoueHHs (h i3 605 cy0’exTis, 1 ,
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BHUIAJI0K), 1,65% 3akpemy (10 i3 605 cy6’exris, 10 Bumaakis),
1,65% niapei (10 i3 605 cy6’exriB, 10 Bumaakis), 0,33% cBepOiHHs
(23605 cyb’exriB, 2 Bunanku), 0,33% kponus’suku (2 3 605
cy0’exTiB, 2 Bunaku). Kpim Toro, 6yio 3i6pano 6 BUIaaKis
no0i9HKX ABHIL Y 6 cy0’eKTIB, AKi BHOYIIH 3 OLIHIOBAHHS OE3MEKH.
3 noRiOMIIEHUX TOOIYHMX ABUIN OYII0 3apeecTpoBano | BHIIAIOK
3alaMOpOY€eHHsI, | BUIaJ0K 3aKpeny, 2 BUMaaku aiapei ta 2
BUIIAJIKH BHCHITAHHS.

Cryniab TsDKKOCTI MoOIYHIX SBHII KiIacu(iKyBalli SIK JIETKi,
IOMIipHI Ta TSDKKI. B pe3ymnbraTi qocimimpkeHHs cepell yeix cy0’exTiB
Oyi10 3apeectpoBano 6,94% cy0’eKTiB 3 JerKUMH MOOIYHAMH
asummamu (42 i3 605 cy0’exTiB, 45 BUNAIKIB), 3 HOMIPHUMHU —
0,33% (2 i3 605 nauieHTiB, 2 BUMAIKH), MALIEHTIB 3 BAXXKUMHI
MOOIYHUMH SIBUIIAMH HE OYJI0 BUABIICHO. BiMBIIICTE IIUX MOOIYHHAX
sBUII OyJTH TOOIYHUMHE SBHIIAMH JIETKOTO CTYIICHS, a Io0igHi
peaktlii, Ipo sKi MOBiIOMJISIIOCS SK ITOMIPHI, CTAHOBHIIH 1 BHIIAIOK
Iiapei Ta | BUIIAZOK KPOMUB’ SHKH. Y 2 BUIaaKax TablIeTKH
MorTiniToHy 3aCTOCOBYBaIH Oe3nepepBHO, 03HAKH Aiapel 3HUKIH Ta
CTYIIHB NIPOSIBY KPOITUB SIHKH 3MEHIITHBCS.

3acTocyBaHHSI IIBOI'O IIpenapary 3a NoOIYHUMH siBUIAMH OyI10
KJIAaCU()IKOBAHO AK «IIPOJIOBKEHOY, «3MEHIIEHO» ab0
«IIPHIHHEHOY. 3-TTOMIK ycix cy0’exTiB 6,78% (41 13 605 cy6’exris,
45 BunaKiB) MPOJOBKYBAIN IPHAMATH LE# IIpenapar micys
BUHUKHEHHs NOOIYHUX SIBHIL, CEPE]| THX, XTO IIPHITMHUB
3actocyBanHs, - 0,33% (2 i3 605 cy6’exTiB, 2 BUnamKu), cy0’eKTiB,
SIK1 3aCTOCYBaIM MeHITy o3y, He Oyino. Cepen 40 i3 41 nmarienTa,
K1 IPOIORKYBAIH NIPHIMATH Liel IIpenapar, crocrepiranocs 43
BHIIAIKH JIETKHX MOOIYHUX SBHUII, 1 2 BUIAOKHA ¥ 2 cy0 €eKTiB 3 2
IOMIpHUMH TOOIYHUMY sIBHINAMHU. TsHKKICTh NANIEHTIB, SKi
TIPUITAHIIIN 3aCTOCYBaHHS Ipenapary, Oya «JIerkoioy.

PesynpraT moGiuamX sBHII OyJIH KiIacH(piKoBaHI K «3HHKII,
«TIOJTIIIIIEH] », «He3MiHHI» abo «3aroctpeni». B pesynsTati Oyo
3apeecTpoBaHo 6,28% «3uuKIHX» ABui (38 i3 605 narieHTis, 42
Bunanku), 0,17% «nomimuenuxy (1 i3 605 nanienTis, 1 BUnanox),
0,66% «ueaminuux» (4 3 605 namienris, 4 BUIAIKH), 1 He
CIIOCTEPIraylocst KOJHOTO BHIIAIKY «3arOCTPEHHY. Y OLIBIIOCTI
cy0’eKTiB i3 BUHUKHEHHSIM MOOIYHUX SBUII BOHHU Oy IH
«3HHUKIUMIY, 3aiimaroun 88,37% (38 13 43 cyb’exriB, 42 BUIIAAKH).

Cepen 42 BunajikiB «3HHKIUX» T00IYHUX sBUIL Y 38 cy0’eKTIiB
KIJIBKICTB MOOIYHMX SIBUIN, AKi 3HUKJIM HABITH ITic/Is Oe3repepBHOro
[PHIOMY LIBOTO IperapaTy, CTaHOBMIa O11bIIicTh 13 41 BUNAAKy y
37 cy6’exriB.

[IpuuanHHO-HACTIIKOBHIA 3B’ 130K MIXK TOOIYHIMH SBHIIAMH Ta UM

UA L I 49

npenapatoM OyB KiacubiKoBaHH K “TIeBHHI", “HMOBIpHHI",
“MOXIIUBHUR”, “MayioiMOBipHUIL”, “yMOBHUM/HekIacudikoBaHUH”
Ta “He ouiHIOBaHMH/HeKknacu(pikoBaHuit”, Ha mijcTaBi [1on0oceH s
npo Ynpasiinus iHghopmayii npo besnexy papmayesmuunux

3acobie mowo. Tax K y BUMANKAX 3 KTIEBHUM), «AMOBIPHUMY,

>l

«MOKIHBHM», «yMOBHHM/HEK/IACH(QIKOBAHHM» Ta «HE N
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OLIIHIOBaHHM/HEKTacH(iKOBAaHUM) 3B’ I3KOM ICHYE IIPHUHHHO-
HACIIIIKOBHH 3B’ 30K, JIHIIE BHIAI0K 3 «MATOHMOBIPHEM»
3B’SI3KOM He Mae MPUIHHHO-HACIIIKOBOTO 3B’ SI3KY.

[To6iuni sBUINA, SIKi OI[IHIOIOTECS TAKHMMH, [0 MAKOTh MIPUYHHHO-
HaCJiJIKOBHIf 3B’ 130K 13 3aCTOCYBAHHSIM L(OTO IIpenapaTy, CKIIaIH
1,98% «wmosxmuBux» (12 i3 605 cy6’ekriB, 13 Bunaaxis), 1,82%
«ymoBHHX/HekmacHpikoBarux» (11 i3 605 cy6’exris, 11 BumaaKis)
10,17 % «ue ouintoBaHux/Heknacudikosanux» (1 i3 605 cyd’exris,
1 Bunanok) 38’ s13kiB. [To6iyHi sBUINA, SKi OyJIM BU3HAYEH] TAKHMH,
L0 HEe MAKOTh IIPUYHMHHO-HACIIAKOBHX 3B’ A3KiB, ckinamu 3,47%
«ManoiMoBipHuX» (21 3 605 cy6'ekTiB, 22 BUITAIKH) 3B’ A3KIiB.

(2) Cepito3ni nobivH1 ABHIIA Ta TOOIUHI peakIlii Ha JiKapChKUH
3aci6

oo cepito3HUX MOOGIYHUX SBHUIN TA TOOIYHUX peakilii Ha
TiKapchbKHH 3aci0, JOCTiTHUKY OYJI0 3aIIpOIOHOBAHO ITOBIIOMUTH
IIPO HUX HETallHO IIPU BHUSBICHHI, AKIIO 11 3aCTOCOBHO cepejl
OOIYHUX SIBHIL, [0 TPAIUIUIACH y ¢y0’€KTiB, HE3aIeKHO Bill
IPUIHHHO-HACITIAKOBHX 3B’ A3KiB I/l 4ac 3aCTOCYBaHHS IILOTO

mpenapary.
(1) CpuauHEHHS CMepTi Ul 3arpo3a KUTTIO

(2) Bumarae cramioHapHOi rocriramizarii abo IpoJoB/KeHHs
icHy1040i rocmiTamizarii '

(3) IpuBeeHnHs 10 CTiifkol 4u 3HAUHOL
1HBAITi HOCTI/He i€31aTHOCTI

(4) CipruHHEHHS BPOPKEHOT aHOMATiI/BPOIKEHOTO TeeKTY
(5) Inmi MeMYHO BaXKITHBI 06CTABHHHE

VY upomy gociiiuKeHHI He OYJI0 BUSIBIIEHO CepHO3HUX MTOOIYHUX
siBHII 200 MOOIYHUX peakiiii Ha JikapchKui 3acif.

(3) Hecnioxisani mo6iuni sBua, modivni peaxiii Ha JTiKapchKui
3acib Ta craryc BioOpayKeHHs MUTaHb Y JileH3i1

Cepen noOIYHHX SBHII, BHPAKEHUX Y IBOMY JIOCIiKeHH], He 0yTI0
HECIOIIBaHUX MOOIYHUX ABHII, SKI He OyH BioOpaxKeHi B
ninensii. Taxox He OyJ0 HecrmoAiBaHUX MOOIYHUX peakliif Ha
3aci0, He BimoOpaxeHuX y JileHsil.

(4) Tennentis BHpakeHHs MOOIUHUX SBUIL 3a Cy0’ €KTHUMHU
GbakTopamu

Jlist Toro, o6 BU3HAYKUTH (aKTOpH, 10 BIUIMBAIOTE HA YaCTOTY
BUHUKHEHHS MOOIYHUX SBHIN Y Cy0’€KTIB, AKHM CIIiJl
3acTocOBYBaTH MOTLIITOH TabIeTKH, A BU3HAYECHHS
neMorpadiuHIX XapakTepHUCTHK (BiK, CTaTh, CTAH BATITHOCTI, TH
Ta MAIiEHTH OXUJIOrO BiKy), MEJIMYHOTO HOCBIY (Iepion
3aXBOPIOBAHOCTI, HASBHICTH CYIyTHIX 3aXBOPIOBaHb, HAABHICTh
HUPKOBUX 3aXBOPIOBaHb, HAABHICTH 3aXBOPIOBAHb MIEUIHKH,
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HasABHICTB aJeprii Ta HasSBHICTh IPHIOMY CYIIyTHIX Ipenaparis) Ta
TI0JIOJKEHHS 3aCTOCYBaHHs (3araJibHUM Mepioj 3aCTOCY BaHH)
BU3HAYaIM KpUTepil Xi-kBaapar abo TouHuit kputepiit @imepa.

3riJIHO 3 aHAJII30M BHHHKHEHHs MMOOIYHUX ABHII 33 CY0’ €KTHUMH
(bakTopaMu, OyJI0 CTATHCTHYHO IPOAHAII30BAHO, 10 ICHYE iCTOTHA
pizuung y nepioai 3axBoproBanocTi (p = 0,0383). Cepen pakxropis
HasABHICTE YH BiJICYTHICTH HUPKOBHX 3aXBOPIOBaHb HE
3aCTOCOBYBAIMCS, OCKINIBKH 1H(OpMAaLlis ITPO MAIi€HTIB 13
HHUPKOBOIO HEIOCTATHICTIO HE 30Upaliacs MPOTATOM TEPioJy IIHOT0o
TIOCIiIKEHHS.

YacToTa BUHHKHEHHS N00IYHMX sIBUII 3a BikoM ctaHoBmiia 18,18%
(2 3 11 cy6’exriB, 2 Bunaaky) y Bii 10~19 pokis, 15,38% (4 3 26
cy0’exTiB, 4 Bunaaku) y Bini 80~89 pokis, 8,18% (913 110
cy6’exTiB, 12 Bunazakis) y Bimi 70~79 pokis. Mix rpynamMu He
CroCTepiranocs CTAaTUCTHYHO 3Ha4yInol pizaumi (p = 0,5322).

YacroTa mobiyHuX sBHII cTaHoBIIA 7,26% y yoosikie (18 3 248
namienTis, 20 Bumaakis) ta 7,00% y xkinok (25 3 357 nauientis, 27
BHUIAJKIB). Y 4acTOTi BUHHKHEHHS MOOIYHUX SBHI MK IpylIaMi
He CIIOCTEepirayiocs CTaTHCTHYHO 3Hauymol pisaumi (p = 0,9043).

Byia TiNbKH 0jHa BariTHa NalieHTKa IiJ] 9ac 3aCTOCyBaHHS
TabneTok MoTiniToHy, IpH IbOMY MOOIYHUX ABULT HE OYJI0
BUSIBIIEHO.

YacToTa BUHUKHEHHS TOOIYHAX SIBUII Y AiTel BikoM 10 19 pokip
cranoBmia 11,11% (1 3 9 cy6’exTiB, 1 Bunanok), a 1 Bunamox
“3akperny” OyB 3apeecTpOBaHHIH K Ha3Ba AETATHHOTO OOIYHOIO
sBuia. YacroTa BHHHKHEHHS MOOIYHKX SBHI Yy ocib crapme 19
pokie cranoBua 7,05% (42 3 596 cy6’ekriB, 46 BUMaKiB). Y
YaCTOTI BHHUKHEHHS MOOIYHIX SBUIN MK IBOMA IpynaMu He 6yi10
BHSABJIEHO CTATHCTHYHO 3HauyInol pizauui (p = 0,4873).

YacToTa BHHHKHEHHS OOIYHHX ABUII Y ¢y0’€KTIB BIKOM MOJIOJALIE
65 pokis cranosmia 6,57% (27 i3 411 cy6’exriB, 27 BUIAJKIB).
YacToTa BHHUKHEHHS MOOIYHHX SBHII Y JIFOJEH MOXHIIOTO BIKY
crapmie 65 pokis ctanoBuna 8,25% (16 i3 194 cy6’ekris, 20
BHIIAJIKIB), i B OCHOBHOMY TIOBiIOMJISIIOCS TIPO «3aKpery. Mix
IpyIIaMH IIOXHJIOTO Ta HE IOXMJIOTO BIKY He OyJI0 BUABJIEHO
CTATHCTUYHO 3HAUYIoi pizHuii (p = 0,4534).

YacToTa BAHUKHEHHS IIO01YHUX SIBUI Y TPYIIL 3 IEpiooM
3aXBOPIOBAHOCTI Oinbime 1 poky Oy:a HaliHmoo 13,04% (15 i3
115 cy©’exriB, 18 Bunmasakig), 8,06% y rpymi 3 nepiozoM 6
Micsnis~1 poky (5 i3 3 62 cy6’exrTiB, 5 Bunajkis), 6,30% y rpymi 3
nepiogoM 3~6 micsimiB (8 i3 127 cy6’exrin, 8 Bunankis) 1 4,98% y
rpymi 3 mepiogom menmte 3 micsnis (15 3 301 cy6’exra, 16
BHINAKIB). X0Ya iCHyBaJIa CTATHCTHYHO 3HAYYINA PI3HULIS MiX
rpynamu (p = 0,0383), poOuTH BUCHOBKH IIpO IIe JTUIIE 3 OOKY
CTATHCTHYHOT 3HAYYNIOCTI BAYKKO, OCKUIBKH PI3HHIA B KITBKOCTI
BUOIPOK MK KOMKHOIO IPYIION0 BEJIMKA.
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3aXBOPIOBaHHAMH IIiJ] Yac 3aCTOCYBAHHS EOTO Mperapary
cranoBuna 8,02% (38 3 474 cy6’exriB, 42 BUIIAIKH), & YACTOTA
BUHHKHEHH y IpyIi 6e3 cymyTHIX 3axBoproBanb — 3,82% (5 i3 131
cy0’exTiB, 5 BHIaKIB). MiX MU IBOMA TPyIaMu He OyJI0
BHSBJIEHO CTATHCTUYHO 3HaUymoi pizuuui (p = 0,0977).

Ockinbku He OyI10 360py HaHHX Cy0’€KTIB i3 3aXBOPIOBAHHAMHA
HHPOK, PI3HHUIIS Y 4aCTOTI BAHHKHEHHS MOOIYHHUX ABHII MiJK 1BOMa
rpynamu He OyJia IpoaHali30BaHa.

YacToTa BUHHKHEHHS ITOOIYHHX SBHII Y MAI[IEHTIB 13
3aXBOPIOBaHHAMH NediHky craHoBuIa 9,09% (1 3 11 cy6’ekris, 1
BHIIQJI0K), & IIPO “3aKpen’ MOBiAOMIISBCS K PO HA3BY JETAIHHOTO
1o6iuHoro sepuia. Yactora moGiYHIX ABHIN Y MAIi€HTIB 6e3
3axXBOpIOBaHHA ne4inku cranosuia 7,07% (42 3 594 cy6’exris, 46
BUMAKiB). Mi IIMMU JIBOMA rpynamu He OyJi0 BUSBJIEHO
CTATUCTUYHO 3Hauymoi pizaumi (p = 0,5587).

Yacrora BHHHKHEHHSA TOOIYHKX SBHUII Y TPYIIi 3 OMEPEIHIM
agamue3oM craHoBmiIa 0,00% (0 3 16 cy®’exrip, 0 BUIaKiB), a
4acToTa iX BUHHKHEHHS B Ipy1i 6€3 monepeJHboro aHaMHe3y —
7,30% (43 3 589 cy6’exTiB, 47 Bunaakie). Yci mobiuxi spuina
BHHHKAJIK Yy NAIl€HTIB 6e3 anamHe3y. M IUMH JBOMa IpyIaMH
He OyJI0 BUSIBJIEHO CTATHCTHYHO 3Hauyloi pizauu (p = 0,6193).

YactoTa BHHUKHEHHS TOOIYHIX SBHII Y aleprivHii rpyIi
cranoBuia 20,00% (1 3 5 cy6’exriB, 1 BUnamoK), a yactora ix
BHHHMKHEHHs B Heanepriunii rpymi — 7,00% (42 3 600 cy6’exris, 46
BHINAJKIB). Mk MH IBOMa IpynaMu He OyJ10 BHSBIEHO
CTaTUCTHYHO 3Hauymoi pisuuui (p = 0,3092).

YacTtoTa BUHUKHEHHS IOOIYHUX SIBUII Y TPYIIl, sIKa 3aCTOCOBYBajIa
CyIyTHilf penapat, craHoBmIa 7,92% (37 i3 467 cy6’exriB, 41
BHIIAJIOK), @ YaCTOTa X BUHUKHEHHs Y TPYIIi, AKa HE 3aCTOCOByBaJia
CyIyTHi# npenapar, - 4,35% (6 i3 138 cy6’exriB, 6 BUIaaKis). ¥
9acTOTI BUHUKHEHHS ITOOIYHUX SBUIN MK ABOMa rpymnamMu He Oyi1o
BHSBJICHO CTATUCTHYHO 3Hauymoi pizaui (p = 0,1510).

YacToTa BHHHKHEHHS II001YHUX SBHUII IIPOTATOM YCBOI'O IIEPIOLy
3acTocyBaHHs npenapary cranoBuia 7,24% (11 13 152 cy6’exTiB) y
rpyni i3 3acTocyBaHHAM MeHIe 28 nHiB (4 TikHI) Ta 7,06% (32 3
453 cy0’€eKTIB) y TPy i3 3aCTOCYBaHHAM JI0BIIe 28 aHIB (4 THXKHI).
VY yacToTi BUHUKHEHHS TOOTYHUX SIBUII IIPOTATOM YCHOTO TIEPIOy
3aCTOCYBAHHS MK I'pyrnaMHu He 0yJ10 BUABJIEHO CTATHCTHYHO
3Hauymoi pizaumi (p = 0,9428).

22. BUCHOBOK Moriniton Tabnerku BupoOHunTBa lorr-A CT, nikapeskuit 3aci6
(3aKIFOUCHHS) POCITHHHOTO MTOXOXKEHHS, IO CKIIATAEThCs 3 OyIp0H dydaTku
(Corydalis) Ta nacinns imomei (Pharbitis), mokpaniye camnToMu
¢byskioHansHO1 gucnencii. Jlane mocnipkeHHS OY10 MPOBEAEHO
IUIs BCTAHOBJIEHHS Oe3reku 3acTocyBaHHs TabneTok MOTiiTOHY Y
[ALI€HTIB 3 QYHKIIOHATHHOIO IUCIIEIICIEIO B peabHOMY MEIUIHOMY

CepeIOBMIIT. - 7./

= //?é Lftﬂcztj (.../5. =
/ g - .

v .!)’é.'




IIporarom nepiomy moeropHoro obcresxenus (16 tpasus 2011 p. —
15 TpaBusa 2015 p.) 6ymo 3apaxosano 723 cy6’ekriB 3 45 ycTaHOB Ta
IIPOaHaTi30BaHO BiANMOBIAHO 605 cy0’€KTiB 1/Ig OI[iHKH Oe3eKH Ta
453 cy6’exTiB 17151 OIIHKH €(heKTHBHOCTI.

Byno 316pano 47 BunaakiB BHHHKHEHHS HECIIPUATIMBUX ABHI y 43
13 605 cy0’exTiB, 1110 1MOKA3aI0 YacToTy BUHUKHEHHS 7,11% (43 i3
605 cy6’extiB, 47 Bunaakis). Yactora BHHHKHEHHS MOGIYHIX
peax1iii Ha JikapchKrii 3aci0, SKi, Ha TyMKY JOC/IIAHHKIB, MaIH
IIPUYHHHO-HACTIIKOBUH 3B’ 30K 13 310paHiuMHU OOIYHUMHE SBUIIAMH,
cranoBuiia 3,97% (24 i3 605 cy6’exris, 25 Bunaaxis). OCHOBHUMH
HMOOIYHUMH SBHIAMH, PO SAKi HOBILIOMIIANIOCS, OYJIH: «3aKper,
«Iiapesy Ta «3armaMOpOYESHHS.

3i6pani nobivHi SBHUINA — Iie Bel MOOiYHI SBHIIA, BioOpaskeHi B
TIIEHsi, 1 cepio3HnX MoOIYHUX SBHIY/MOOIYHEX peaKIii Ha
nixapcbkuii 3aci6 He OyJI0 3apeecTpoBaHo.

CTOCOBHO CTYIEHS TSKKOCTI, JIETKi BUIIAJKH CTAaHOBHIIH 6,94% (42
13 605 cy6’exTiB, 45 Bunmankis), a cepemni — 0,33% (2 i3 605
cy0’€eKTiB, 2 BUNAIKHK), IO ITOKA3aJI0, IO JIETKHX BHITAKIiB O6yII0
Halibineine. Pesynprarn no6iuHuX SBUIN cKiIanu 6,28% «3HHKIHX»
(38 3 605 cy6’exriB, 42 Bunaaku), 0,17% «nominmennx» (1 i3 605
cy6’exriB, 1 Bunamok), 0,66% «uesminaux» (4 3 605 mamienTis, 4
Bunanxu) ta 0,00% «3aroctpenux» (0 i3 605 nmarientis, 0 BUnagkis),
3 IKHX OIIBIIICTE TOOIYHMX SRUIL «3HUKIIHY.

3rifiHO 3 pe3yJIbTaTaMU aHali3y BHHUKHEHHSI MOOIYHOTO ABHUINA Ha
OCHOBI JieMorpadiuHix XapaKTepHCTHK, MEIUTHOTO CTaHy Ta
cTaTycy 3acTOCyBaHHS 3aco0y cy0’ekTaMu 3a KpUTepieM Xi-KBajpara
abo TounHM kputepiem dimepa, 4acTOTa BAHUKHEHHS 10019HHX
SBUII HA OCHOBI IIEPi0Oy 3aXBOPIOBAHOCTI MOKA3a/Ia CTATUCTHYHY
3HAYYIIICTh, OHAK PI3HHUI B KUILKOCTI BUIIPOOOBYBaHHX 32
rpynamu OyJia HaCTIIBKH BEJTHKOIO, 110 BU3HAYHMTH 11 JIUIIE 32
JOTIOMOTOI0 CTATHCTHYHOI 3HAYYINOCTI He BAAIoCs. AHa3
neTanbHo1 iH(opMaltii, Takoi K CTYMiHb TSDKKOCTI Ta pe3yIbTaT
310paHux MOGIYHUX SBHII Ta IX BHHHKHEHHS 3a (haKTOpaMHu, [I0Ka3as,
IO CTYIIHb TAKKOCTL OyB HepeBakHO «erkum» (95,74%, 45 3 47
BUIIAJKIB), a OLIBIIICTE pe3yabTaTiB «3HUKATHY (89,36 %, 42 i3 47
BUIIAJIKIB), TOMY O0COOJIMBUX IIPOsBIB He OYJIO 3HAHIEHO.

3aranbHuil KoedimieHT e)eKTHBHOCTI MOKpaIeHHs st 453
cy0’eKTiB 3a oLiHKOI0 eekTHBHOCTI cKiaB 96,03% (435 3 453
cy0’€eKTiB).

3a pesynbTaTaMu aHaTi3y e(eKTHBHOCTI, 3aCHOBAHOTO Ha
aeMorpadiyHuX XapakTepUCTHKAX Ta MEAUYHOMY JOCBiji Cy0’€KTiB,
OyJ10 iATBEPPKEHO, 110 MiXK TPyIaMH iCHYE CTATHCTHYHA
3HAYYIIICTH JIMIIIE 010 BiKy Ta HAsSBHOCTI/BiAcyTHOCTI aneprii. Sk
3a3Havyanocs BUMIE, iCHY€ BEIUKA PI3HUI B KUIBKOCTI
BHIIPOOOBYBAHHX 3a IPYIAMH, 1, 30KpeMa, Koe(illieHT eeKTHBHOCTI
He M0Ka3ye )KOAHOI TeHIeHIIiT Y BiKOBii kareropii. ToMy HEMOKIHBO
BU3HAYUTH e(DEKTUBHICTH Ha OCHOBI BIKY Ta HaHBHOCTi/BiHCYTHOCTi/_,_ ¥
aJIeprii JiMuIe 31 CTATUCTUYHO 3HAUYIIICTIO. N
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3a pe3yabTaTaMy [BOTO JOCIIKEHHS 3arajibHa 4acToTa
BHHHUKHEHHS MOOIYHUX sSBHI OyJia HU3BKOIO, 1 OLIBIIICTE 3 HUX OyiH
JIETKAMH, Takox OyJ10 mpoaHanizoBaHo, mo 6e3mnexa 6ya
BIZIMIHHOIO. ¥ MaIi€HTiB 3 GYHKIIOHAIBHOO JUCIIENCIEr 0YII0
CIIOCTEPEIKEHO BUCOKUH KoedinieHT edextuBHOCTI. Tomy
BHSBJISIETBCS, 10 MOTIIITOH TabIeTKH € Ty’ke KOPUCHUM
TIKApCHKUM 3ac000M ISt JTIKyBaHHS (QYHKIIOHAILHOT AMCIIENCiT.
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