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Appendix 29

to the Order on the expertise of the
registration materials for the medicinal
products submitted for state registra-
tion (renewal of registration), as well as
expertise of materials concerning mak-
ing variations in registration materials
during the validity period of marketing
authorization

(p. 4 of chapter IV)

about pre-clinical trials

1. NAME OF THE MEDICINAL PRODUCT
(MARKETING AUTHORIZATION No., IF AP-
PLICABLE):

Spasmovax,40 mg/4ml solutions for injections

1) TYPE OF THE MEDICINAL PRODUCT REGIS-

TERED OR PLANNED FOR REGISTRATION

Medicinal product with a complete dossier

(autonomous dossier)

2) TRIALS PERFORMED

X yes

0 no

If no, justify

2. PHARMACOLOGY: phloroglucinol (1,3,5

used by oral or intravenous/intramuscular

~trihydroxybenzene) is a non-atropinic antispasmodic agent
(i.v./im.) for its spasmolytic properties against the smooth
muscles of the urinary and biliary tracts, Phloroglucinol inhibits the catechol-O-methyl transferase
(COMT), thus inducing a relaxation of the smooth muscle; its antispasmodic effects are well docu-
mented in in vitro and in vivo models and they are confirmed by widespread clinical use.

1) PRIMARY PHARMACOLOGY

Smooth muscle relaxing activities of phloroglucinol
have been described since 1962 (Cahen, 1962A; Ca-
hen, 1962B; Cahen, 1962D).

Phloroglucinol has shown an inhibitory activity on the
smooth muscle cells of urinary and biliary (Oddi’s
sphincter) tracts, both in vitro (Cahen, 1962A) and in
vivo (dog) (Cahen, 1962B). Its effects are evident on
contracted - but not on normally relaxed - smooth
muscle; moreover, the spasmolytic effects are not me-
diated through the cholinergic receptors (Cahen,
1962D). Phloroglucinol increases the coronary flux in
rabbit isolated perfused heart, reduces the barium chlo-
ride-induced contraction of smooth muscle cells, and
antagonizes the acetylcholine- and histamine-induced
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SCHARPER

contractions. In vivo, phloroglucinol reduces pressure
in biliary duct. No effect on vessel smooth muscle and
blood pressure is observed (Cahen, 1962D).

2) SECONDARY PHARMACOLOGY The secondary pharmacology studies were carried out
after oral administration.

3) SAFETY PHARMACOLOGY Cardiovascular effects were investigated in rabbits af-
ter intraduodenal (100-200 mg/kg) and i.v. (10-20
mg/kg) administration. Effects were recorded for 60
min and 120 min, respectively, after i.v. and intraduo-
denal administration. The authors concluded that
Spasmex do not induce any cardiovascular effect at
doses up to 15 times the daily therapeutic dose (Rous-
sel Maestretti, 1984; Cattabeni F. Relazione farma-
cotossicologica- Universita di Urbino, 19/12/1984).

4) PHARMACODYNAMIC INTERACTIONS No pharmacodynamic drug interaction has been inves-
tigated

3. PHARMACOKINETICS: studies were carried out in rats and mice using tritiated phloroglucinol (CIR,
1995; Fujie and Ito, 1972). Plasma half-life was 15 min. Distribution studies in rats showed that
phloroglucinol is mainly distributed to kidney and liver and, to a lesser extent, to intestine. Brain levels
are the lowest. After 48 hours no relevant distribution is seen in any organ. The liver showed the max-
imum percentage of recovered radioactivity followed by kidney. Within 48 hours, only 30% is excreted
by urine and feces, while around 70% was missing,

In autoradiography experiments in mice most radioactivity was detected in intestine and in urinary tract
after 15 min. Also liver and vena cava showed relevant radioactivity. After 24 hours no relevant radio-
activity was detected. Autoradiography experiments showed similar results with respect to the previous
except than in urine where autoradiography showed higher radioactivity.

1) ANALYTICAL METHODS AND THEIR VALI- | Phloroglucinol forms an intense colored compound
DATION REPORTS when mixed with modified Ehrlich reagent in the pres-
ence of trichloroacetic acid. By regulating the amount
of trichloroacetic acid it is possible to estimate
phloroglucinol in the following capacities: 1-15 pg in
the micro range and 10-50 pg in the macro range.
Once identified phloroglucinol can be separated by pa-
per chromatography (CIR, 1995).

2) ABSORPTION *H-Phloroglucinol was given i.v. at 50 mg/kg to male
Sprague-Dawley rats. Blood samples were obtained
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periodically. The results show a plasma half-life is
about 15 min, with a quick decrease of plasma concen-
trations within 4 hours (CIR, 1995; Fujie and Ito,
1972).

3) DISTRIBUTION

3H—Phloroglucinol was given i.v. at 50 mg/kg to male
Sprague-Dawley rats. Kidneys, liver, and intestine had
the greatest concentration of radioactive phloroglu-
cinol 15 min after dosing; bhe brain had the smallest
content. After 48 hours, no radioactivity was detected
in organs. The half-life in the blood was reached in 15
min and decreased rapidly within 4 hours (CIR, 1995;
Fujie and Ito, 1972).

Distribution of radioactivity in mouse shows that al-
most all of drug was eliminated in urine and faeces. A
minor aliquot was distributed to liver and vena cava 24
hours after administration (CIR, 1995; Fujie and Ito,
1972).

4) METABOLISM

Phloroglucinol is excreted in urine as parent drug, as
well as sulfo- and glucono-conjugates, hydroxylated
metabolites (dimethoxy- 1,3-hydroxy-5-benzene) or
trimethoxybenzene (EMEA_MRL, 1995).

5) ELIMINATION

Urinary and fecal elimination along 48 hours after in-
Jection was 4.2% and 22.1%, respectively, i.e. about
30% of administered dose (CIR, 1995; Fujie and Ito,
1972).

6) PHARMACOKINETIC INTERACTIONS (PRE-
CLINICAL)

No data available.

7) OTHER PHARMA COKINETIC TRIALS

None

4. TOXICOLOGY: toxicology studies and relative results are found in published literature for phloroglu-
cinol. Moreover, a summary of the studies of toxicology performed on phloroglucinol in Italy is avail-
able (Roussel Maestretti, 1984), describing experiments and conclusions with a summary of results and
original data (Cattabeni F. Relazione farmacotossicologica- Universita di Urbino, 19 December 1984).

1) SINGLE DOSE TOXICITY

In rats, phloroglucinol showed the following lethal
doses at 50% (LDso): oral 5,200 mg/kg; i.p. 3,180
mg/kg, and s.c. 4,850 mg/kg. In mice, the LDsp were;
oral 4,550 mg/kg; i.p. 4,050 mg/kg, and s.c. 991 mgkg
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(CIR, 1995).

Male mice were given single i.p. injection of
phloroglucinol dissolved in olive oil. At the smallest
dose (6 mg), no convulsions were induced. A minor
convulsion resulted from the injection of 20 mg. Be-
havior indicative of a major convulsion was not ob-
served (CIR, 1995).

The LDs, in mice and rats by oral, s.c. and i.p. admin-
istration were closed to 4,000 mg/kg. Iv. injection of
250 mg/kg was not lethal in dog (EMEA_MRL, 1995).

Acute toxicity data of phloroglucinol in different ani-
mal species were also retrieved from ChemID plus lite
database from the National Library of Medicine's
(Phloroglucinol, 2012).

A ratio higher than 250 between LDs, and therapeutic
dose is confirmed. Data retrieved from the same data-
base for trimethoxybenzene showed a higher toxicity
with respect to phloroglucinol. Ratio between LDs,
and therapeutic oral dose is around 240 (Trimethox-
ybenzene, 2012).

2) REPEATED DOSE TOXICITY Four groups of 8 dogs have been treated with a
50:50% mixture of phloroglucinol and trime-
thylphloroglucinol at doses between 20 and 125 mg/kg
for 6 months. No toxicological effects were observed
at the clinical examinations in any of the treated
groups. No alteration in haematology, blood biochem-
istry or urine biochemistry parameters were attributa-
ble to the treatment. NOAEL was 125 mg/kg
(EMEA_MRL, 1995).

3) GENOTOXICITY: Mutagenesis on Salmonella typhimurium, gene con-
IN VITRO version on Saccharomyces cerevisiae D4, and S, pom-
be P1 were evaluated. Using S. cerevisiae the urinary
assay and the host mediated assay were also tested
(100 to 400 mg/kg/day for 5 days). In vitro DNA re-
pair assay on human diploid cells and in vivo micronu-
cleus test (100 to 400 mg/kg/day for 2 days) were also
carried out. In all in vitro assays the products were
tested at the concentrations of 500 — 1,000 — 5,000

pg/ml.
At pH 7, 3.0 mg/ml phloroglucinol induced 2.3 Trpt+
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convertants per 105 survivors in a mitotic gene con-
version using S. cerevisiae. At pH 10, the same
amount of phloroglucinol induced 4.0 convertants per
105 survivors. The increase in the rate of conversion
was considered to be significantly different from the
conversion frequency of the control cultures which had
1.3 convertants/105 survivors at pH 7 and 1.4 convert-
ants/105 survivors at pH 10. Conclusions were drawn
that trihydroxylated phenols become increasingly con-
vertogenic in alkaline environments.

Phloroglucinol 3.0 mg/ml without S9 mixture (Cu2+
and Mn2+), induced 0.03 chromatid breaks/cell, 0.21
chromatid exchanges/cell, and chromosomal aberra-
tions in 10.1% of the metaphases in Chinese hamster
ovary cells. At a concentration of 3.0 mg/m! with S9
activation, phloroglucinol induced 0.01 chromatid
breaks/cell, 0.02 chromatid exchanges/cell, and chro-
mosomal aberrations in 1.5% of the metaphases.
Phloroglucinol was considered clastogenic (CIR,
1995).

It is reported that polyphenols having two meta hy-
droxyl groups in the benzene ring, such as phloroglu-
cinol, did not produce a significant amount of hydro-
gen peroxide and superoxide anion radicals and were
devoid of mutagenicity in the Ames test. Moreover, in
chromosome aberrations on CHO cells phloroglucinol
was negative (EMEA_MRL,1995),

From a search on the Genetic Toxicology
(GENETOX) database from the National Library of
Medicine's (Genetox, 2012), phloroglucinol showed a
positive, dose-related effect on a chromosomal aberra-
tion test on the common onion (Allium cepa), a test for
chromosomal aberrations detection (Grant, 2012). No
information is available for 1,3,5-trimethoxybenzene.

IN VIVO (INCLUDING ADDITIONAL TOXICO- None
KINETIC EVALUATION)

4) CANCEROGENIC POTENTIAL: Carcinogenicity studies are required for products to be
used for six months or longer periods of time; this is
not the case for phloroglucinol. As a matter of fact, no
carcinogenicity study is required for the applied me-
dicinal product. It should be mentioned any way that
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phloroglucinol is not mutagenic and there is no back-
ground to suspect that the compound could have any
carcinogenic potential

LONG-TERM TRIALS None
SHORT-TERM OR MEDIUM-TERM TRIALS None
ADDITIONAL TRIALS None

5) REPRODUCTIVE AND FETAL TOXICITY:

FERTILITY AND EARLY EMBRYONAL DEVEL-
OPMENT EFFECTS

The studies were carried out after oral administration

EMBRYOTOXICITY

From surveys (Autret-Leca, 2011; Beyens, 2003) it re-
sults that phloroglucinol is frequently prescribed dur-
ing pregnancy. An epidemiologic study investigating
the potential teratogenic risk of phloroglucinol in
pregnancy (Lacroix, 2011) did not support evidence of
a teratogenic risk for phloroglucinol in humans.
Phloroglucinol is widely used also by breastfeeding
women (Lacroix, 2005). According to the EMEA
guideline on mixed data applications, investigations of
embryo-fetal toxicity and peri/post-natal development
are not necessary if sufficient data from exposures in
pregnant women and neonates are available: this is the
case of phloroglucinol, considering published surveys.

PRENATAL AND POSTNATAL TOXICITY

The studies were carried out after oral administration

INVESTIGATIONS OF THE OFFSPRING OUT-
COMES (JUVENILE ANIMALS) AND/OR RE-
MOTE EFFECT EVALUATION

None

6) LOCAL INTOLERABILITY

The skin sensitization potential of phloroglucinol was
evaluated on Hartley guinea pigs. On each of three
consecutive days, 0.1-ml volumes, containing either
0.05 or 0.01 M of phloroglucinol in solution with NaCl
and a complete adjuvant, were injected s.c. into the
feet of 30 guinea pigs. During the same week, a fourth
injection was made at a site near the neck. Test solu-
tions were also injected s.c. 4 weeks after the first in-
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jection.

Positive reactions were observed in 6 of 15 exposed to
0.05 M phloroglucinol, and in 2 of 15 to 0.01 M. The
remaining 16 guinea pigs (two groups of 8) were in-
jected subcutaneously with either 0.1 or 0.01 M
phloroglucinol using the same induction procedure.
However, in these 16 animals the challenge phase con-
sisted of sealed cloth applications of test solutions.
Positive responses were observed in 1 of 8 exposed to
0.1 M and 3 of 8 exposed to 0.01 M. No explanation
was offered as to why a greater response was observed
in the lower exposure group (CIR, 1995).

7) ADDITIONAL TOXICITY TRIALS:

ANTIGENICITY (ANTIBODIES FORMATION)

None

IMMUNOTOXICITY

None

INVESTIGATIONS OF THE MECHANISMS OF
ACTIONS

The mechanism of action was ascribed to inhibition of
COMT.

The effects of hydroxybenzenes and related com-
pounds on the activity of rat liver COMT have been
investigated in vitro by Hattori (1969). DI-
Phenylethanolamine, phenol and resorcinol were with-
out effects. Hydroxyphenylethanolamines and hydro-
quinone inhibited the enzyme activity only at a high
concentration of 10” M. Pyrogallol and 1,2,4-
trihydroxybenzene showed the strongest inhibition of
the enzyme. The effects of pyrocatechol, phloroglu-
cinol and 1,3,5-trimethoxybenzene were intermediate.

A correlation between spasmolytic actions and COMT
inhibition of hydroxybenzenes has been found. It has
been already suggested that trihydroxybenzenes exert
the spasmolytic effect due to the inhibition of tissue
COMT activity with a subsequent increase of sym-
pathetic tone. The COMT is an enzyme which con-
tributes to the breakdown of monoamine metabolites
such as 3,4-dihydroxyphenylacetic acid (DOPAC)
and 3,4-dihydroxymandelic acid (DOMA) (Hattori,
1969).

The mechanism of action of phloroglucinol and
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1,3,5-trimethoxybenzene has been investigated in a
recent GLP-driven study, which was aimed at evalu-
ating any possible interactions between phloroglu-
cinol and trimethoxybenzene, and neurotransmitters
(acetylcholine, histamine and serotonin) and barium
chloride on isolated guinea pig ileum, each test item
separately and in combination (CERB Report, 2007).

MEDICAL ADDICTION None
METABOLITE TOXICITY None
IMPURITIES TOXICITY None
OTHER

5. CONCLUSIONS ABOUT PRE-CLINICAL
STUDY

Spasmex has been developed in the ‘60s, when regula-
tory requirements for marketing authorization of me-
dicinal products were less stringent than now. As stat-
ed by the EMEA guideline on mixed data dossier, “a
number of medicinal products already in use in hu-
mans for a long time contain active substance(s) for
which there is limited or no non-clinical information.
In order to obtain a better understanding of the inher-
ent risks of such products and to avoid blind repetition
of animal experiments, the minimum requirements for
non-clinical studies are described in this guideline. A
combination of limited nonclinical and/or clinical
Studies and of literature references from published
pharmacotoxicological information including scientifi-
cally accepted monographs and clinical trials, as well
as resulls of post marketing experience gained by
widespread clinical use in man constitute the body of
knowledge for such products. Non-clinical investiga-
tions are normally not required when there is sufficient
well-documented clinical experience to establish all
aspects of clinical efficacy and safety. Non-clinical in-
vestigations may be needed if a safety concern is rec-
ognized or suspected based on the pharmacological
class or the clinical experience with the product. The
lack of some specific non-clinical studies particularly
reproductive toxicity, genotoxicity or carcinogenicity
may also pose a safety concern. Therefore, non-
clinical investigations may be necessary to study such

8
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effects that are difficult or even impossible to detect
clinically”

Even if nonclinical toxicological data are not compli-
ant with current requirements for new medicinal prod-
ucts, safety of phloroglucinol and of 1,3,5-

methoxybenzene can be derived by their widespread
clinical use, showing a great safety of the products (see
2.5 Clinical overview).

.

™

Applicant (marketing au-

thorization holder) (signature)

Dr. Benedetto Della Beffa

(name and surname)

SCHARPER s.p.A.
Viale Ortles, 12
20139 MILANO

Partita IVA n. 10771570156

Codice Fiscale n. 09098120158
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«LWAPMEP»

Honatok 29

Ao Hakasy «[Mpo ekcnepTuay
peecTpauiiHnX MaTepianis nikapcbkux
3acobiB, nogaHux Ha OepxaBHy
peecTpauiio (NnepepeecTpaliio), a Takox
€KCnepTu3y martepianis LWoA0 BHECEHHS
3MiH A0 peecTpaLiiiHnx MaTepianis
npoTarom nepioay Aii PeectpauiiiHoro
NocBig4eHHn (4. 4 rnasa V)

3BIT

PO AOKJIiHIYHI BUNIPOOYBaHHS
1. Haspa nikapcekoro 3acoby (Homep Cnasmosakc, po3uun s in’exuiii 40 Mr/ 4 m
Peecrpaniitnoro nocinuenns, za HasgBHOCTI):
1) BU[T BXXE 3APEECTPOBAHOT'O Jlikapcekwuii 3aci6 3a TOBHHM (aBTOHOMHHNM) HOChE
JUKAPCBKOI'O 3ACOBY ABO
JIIKAPCBKOT'O 3ACOBY, 11O MAE BYTH
3APEECTPOBAHUM
2) MIPOBEJIEHI OCJIIJDKEHH A X Tak 0 Hi Ao Hi, Hanaiite 0OrpyHTYBaHHS

DJIoporIroLHH iHribye

2. PAPMAKOJIOT'TYHI BJIACTUBOCTI: ropormorn (1,3,5-tpurizpokcubenson) e HEaTpPOIMiHOBUM
CHasMOJTITHYHHM 3ac000M, KUl BUKOPHCTOBYETECs IEPOPaIbHO a00 BHYTPIlIHLOBEHHO/BHY TPIIHEOM'S3080
(8/B/ B/M) 3aB1sIKH HOro cniasmoniTHymil i Ha TIIaiky MYCKyJIaTypy CE4OBHBIIHHX 1 )KOBUOBHBIIHHX IIJIAXIB.

MYCKyNnaTypy; HOro crna3sMoiTHYHA i AeTANIbHO 33JIOKYMEHTOBAHa HA MOJENAX in Vitro Ta in vivo i
MiATBEPIKEHA IMUPOKUM KJIIHIYHIM BHKODUCTaHHAM.

katexoni-O-metuntpancdepasy (KOMT), pozcnabnsioun TuM caMum rIagKy

BJIIACTHUBOCTI

1) OCHOBHI ®APMAKOJIOTTYHI Hito ¢pnopormonnuy Ha posciaGienns raakoi

Myckynatypu Oy:io onucaso we y 1962 p. (Cahen, 1962A;
Cahen, 1962B; Cahen, 1962D).

Crocrepiranacs inriGyroua mis ¢bnopormouuny Ha KiriTHHE
TIIaJIKOT MYCKYIaTyp Ce4OBHBIIHHX Ta OBYOBHBITHIX
msxie (cdinkrep Omui) sk in vitro (Cahen, 1962A), tax i in
vivo (cobaka) (Cahen, 1962B). Horo srmms sumo Ha
CKOpOYeHiH, ajle He Ha HOPMAITBHO Po3ciablieniii raakiii
MYCKynaTypi; Gibiue TOro, criasMoniTHyHi edexTy He
ONOCEPE/IKOBYIOThLCS XOIIHEPTIAHHMH PELIENTOPAMH
(Cahen, 1962D). ®nopormouun 30ibIIye KOpOHAPHMI
TOTIK y i30/1b0BaHOMY nepdysiiiHoMy cepli kpomuka,
3MEHIIYe IHAYKoBaHe Gapio Xaopugom CKOPOYEHHS KITITHH
TIaJKOT MyCKYJIaTYPH i aHTaroHisye ckopodeHHs,
OIOCEPE/IKOBAHI Yepe3 aLeTHIIX0iHOBI Ta ricTaMiHOBi
peLEenTopu
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«WWAPMEP»

In vivo ¢nopormonun suwkye THCK y KOBIHIX MPOTOKaXx.
Brunis Ha rnanky myckynarypy CYAMH Ta apTepiaibHuii
THCK HE cniocTepiraethes (Cahen, 1962D).

2) BTOPUHHI ®APMAKOJIOTTYHI HocinkeHns BTOpHHHAX GapMaKoIOriYHIX BIaCTHBOCTEI
BJIACTHUBOCTI NPOBOIMIIH MICTS IEPOPATEHOTO npuioMy.

3) JJABOPATOPHI JOCJIIDKEHHS 3 Kapniosackynsphi edexrn AOCIiIXKYBAITH HA KPOIHKaX
BE3IIEKH JIIKAPCLKOI'O 3ACOBY micis inTpaayoaenansHoro (100-200 Mr/kr) Ta

BHYTpilHb0BeHHOTO (10-20 MI/KT) BBe NeHHS. Edextn
peectpysanu vepes 60 xB ta 120 xB micis B/B Ta
IHTPa/lyONIeHANILHOTO BBEIEHHS, BiATIOBIAHO. ABTopH
MIHILIK BACHOBKY, 10 CHa3MeKc He BHKIMKAE 0, HHX
edeKTiB, NOB’ A3aHUX 3 CCPLEBO-CYAMHHOIO CHCTEMOIO, B
032X, Wo B 15 pasis nepeBHIIyiOTH J06OBY TEPANeBTHYHY
no3y (Roussel Maestretti, 1984; Cattabeni F. Relazione
farmacotossicologica - Universita di Urbino, 19/12/ 1984).

4) PAPMAKOJITMHAMIYHA B3AEMO/IIA DapMakoaMHAMiYHA B3aEMOis 3aC06iB He HOCTiIKyBaIacs

3. ®PAPMAKOKIHETHKA: pocnimxesns NPOBOJIMIIA Ha IypaX Ta MHUIAX i3 BHKOPHCTAHHAM tnopormonuny
MiueHoro tputiem (CIR, 1995; Fujie and Ito, 1972). Ilepion HanisBuBenenHs 3 m1azMu CTaHOBHUB 15 xB.
Hocnizxenna posnoainy Ha mypax 110Ka3aily, 110 (IIOPOIMIONHH B OCHOBHOMY PO3MOJIIISAETHCA B HHpKax i
MeviHLi Ta, MEHLIOKW Miporo, B KHWEYHHKY. PiBeHb B MO3Ky HaliHuxumit. Yepes 48 rogun CYTTEBHH pO3noin
HE CMIOCTEPIraeThes Y JKOIHOMY OpraHi., Byito BusBneHo, mwo MakcumansHuit Bincotok BHJiIEHOT
PajlioaKTHBHOCT] NpHNAZae Ha NeviHKy, a MoTiM Ha Hupkw. [Iporsarom 48 ronuH i3 cedero Ta kanom BHBOTHTLCS
nuwe 30%, Toxi sk 61m3eKko 70% He NOTPAIUIsIIH y ceuy ado Kai.

ABTOpaziorpaiuHi excriepuMeHTH Ha Mimax Mokasaliu, 110 Haiibinblia patioakTMBHICTS Gyna BUAB/IeH B
KHIICTHHKY Ta CEUOBHBIHHUX LITAXaX yepes 15 xB. Takosk panioakTHBHiCTh GyJa BUABNEHA y MeYinIi Ta
NOPOKHHUCTII BeHi. Yepes 24 roauuu cyTresoi panioakTHBHOCTI BHABIEHO He GyIo. ApTopaziorpadiuni
CKCMIEPUMCHTH I0KA3aJIM aHAJIOTYHi Pe3yIIbTATH B MOPIBHAHHI 3 TONepeIHIMH, 33 BUHATKOM J0CIIiKEHHA
ceyi, e aBTopaiorpadis nokasana Gigei BHCOKY PaliOaKTHBHICTb.

1) AHAJIITHYHI METOJIU TA 3BITH IIPO DIOpOrIOLHH YTBOPIOE IHTEHCHBHO 3abapBJieHy croayky
[XHIO BAJIOAIIIIO pu 3MillyBaHHi 3 MoaudikoBaHUM peaxtusoM Epnixa ta
TPHXJIOPOLITOBOIO KHCIIOTOK. Perymoroun kinekicTs
TPHXJIOPOLTOBOT KHCIIOTH, MOXHA OLIHATH (OPOTIIOLHH
HAaCTyIHUM 4HHOM: 1-15 MKT y Mikpoaianasowui ta 10-50
MKT' Y Makpomianasosi. [Ticns Busenenns tdaopormonmH

MOJHA BiZlOKPEMHTH 33 JOTIOMOIOI0 XpomaTorpadii Ha
nanepi (CIR, 1995).

2) ABCOPBIIIA *H-¢rnopormomus BBoamIM BHYTPIIIHLOBEHHO CaMIAM
uypis Cnper-Jloyuni y n03i 50 Mr/kr. 3pa3KH KpoBi
OTPHMYBaIH
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nepiouyHo. PesynsTatu noka3yoTs, mo nepiox
HAMiBBHBE/ICHHA 3 I1a3MH CTAHOBHTE GH3BKO 15 XB, IIpH
4OMY Bil0YBAETHCA IIBHIIKE 3HIDKEHHS KOHLIEHTpAIIiH
Tnasmu npotarom 4 rogus (CIR, 1995; Fujie and Ito, 1972).

3) PO3IIOLI *H-(uiopormonus BeoamH BHYTPILUHEOBEHHO CaMIIAM
mypie Cnper-J{oyni y n03i 50 mr/kr. Yepes 15 xB nics
BBC/ICHHS 103 Hali/Ib1a KOHUEHTpALs pafioakTHBHOrO
thnopormouuny Gyna socepekena Y HUpPKaXx, neyinui ta
KHIICYHHKY; HAaIMEHIIUI BMicT OyB BUABIEHHMI Y MO3KY.
Yepes 48 romun patioakTuBHOCTI B OpraHax He BHSBICHO.
Ilepion naniBBMBeneHHs B KpoBi focaTascs 3a 15 xB i
LUBHAKO 3MCHUIYBaBCs npoTarom 4 romun (CIR, 1995; Fujie
and Ito, 1972).

Posnozin panioakrusrocti y Muwei noKasye, 1o Maibke
BECh TperapaT BUBOIMBCS i3 cevero Ta kanom. Yepes 24
FOIHHM i/ BBEACHHA HE3HAYHA AliKBOTa posnoninsnacs
Y nediHui Ta nopoxksHcTiif Beni (CIR, 1995; Fujie and Tto,
1972).

4) METABOIJII3M DIOPONMOLMH BHBOINTLCS 3 CEYEIO ¥ BUITIALI BUXigHOTO
Tiperapaty, a TaKOXK y BHIIAAIL CYJb(o- Ta FIKKOHO-
KOH'IOTaTiB, TiIPOKCHILOBAHUX MeTAGOMITIB (1MMETOKCH-
1,3-rinpokcu-5-6enson) ao TPHMETOKCHOEH30Ty
(EMEA_MRL, 1995).

5) BUBEJIEHHSA Bugenenns i3 ceuero ta kanom npotsrom 48 roauH micis
iH’ eKUiT cTaHOBUIO 4,2% Ta 22,1% BiANOBiAHO, TOGTO
ommzeko 30% BBeseHOT 1031 (CIR, 1995; Fujie and Ito,

1972).
6) PAPMAKOKIHETHYHI B3AEMO/III Jlannx Hemae.
(AOKJIIHIYHI)
7) THIIT ®APMAKOKIHETHUYHI Janux Hemae
HOCIIDKEHH A

4. TOKCHKOIJIOT IS1: TokcHKkonori i nocmimkeH s ta BiIHOCHI pe3y/IbTaTH NpeacTaBieHi B ony6mikoBaniii
JiTepaTypi CTOCOBHO tnopormouuny. Binsme toro, AOCTYIIHHI KOPOTKHI OIIMC TOKCHKONOMTIHUX
HOCTiIXKeHb, IPOBEISHHX 3 (hropormomHom B Itanii (Roussel Maestretti, 1984), mo onucyrots
CKCINCPUMEHTH Ta BUCHOBKH 3 I1iICYMKOBHMH Pe3yJTbTATAMH Ta BUXiTHAMH nanuMHu (Cattabeni F. Relazione
farmacotossicologica - Universita di Urbino, 19 December 1984).

1) TOKCUYHA JII4 [TPH OJHOPA3Z0OBOMY Hocnimkenns (popormoumHy Ha urypax nokasano Taki
BBEJIEHHI CMepTenbHi 1031 LDso: nepopansro 5200 MI/KT; i/ 3180
Mr/kr Ta i/u 4850 mr/kr. V mumeit LDs cTaHOBME:
nepopankto 4550 mr/kr; i/n 4050 mMr/kr i n/mr 991 Mrv/kr
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(CIR, 1995).

Cam1piM MuLei BEOAHIIH OIHOJ030BY iH’€KL{I0
aopormounHy, po3YMHEHOro B OTHBKOBIi ounii, i/m. Ipu
BBEJICHHI HaliMeHIoT 1031 (6 M) CY/JIOMH He
cnoctepiranuce. I’ exuii 103050 20 Mr NPOBOKYBAJIU MOSBY
HE3HAYHUX cynoM. [ToBeninkw, mo cBimyuTh PO cepito3Hi
CynomH, He cioctepiranocs (CIR, 1995).

LDso y mumeii Ta uyypis mpu NepopansHOMY, 1/uI Ta i/m
BBeLeHHI JopiBHIoBana 4000 mr/kr. B/s in'ekwis nozor 250
MI/KT He TIPH3BOJIMINIA /10 JIETANBHHX Pe3yNbTaTiB y cobaku
(EMEA_MRL, 1995).

Haui npo roctpy TokcuuHicTs (ropormouuny as pizaux
BUJIIB TBAPUH TaKOkK Gy/IM OTpHMaHi 3 6a3 nmanux ChemID
ta HanjonansHol MenmuHoi 6ibmioTexu (Phloroglucinol,
2012).

Iinreepmxeno cniseizHOmerHHs Mix LDso Ta
TCPANeBTHHOIO 2103050 (Buule 250). Jlawi, oTpuMani 3 iei
camol 0a3u JaHux mozo TPHUMETOKCHOEH30TY, MoKa3anu
Oinbir BHCOKY TOKCHYHICTD TIOPIBHAHO 3 (JIOPOTMOLHHOM.
CnisginHomenns mixk LDsy Ta TepaneBTHYHOIO
[IEPOPAILHOIO 103010 CTAHOBUTD ONM3BKO 240
(Trimethoxybenzene, 20 12),

2) TOKCUYHICTb [TPU BATATOPA3OBOMY
BBEJIEHHI

Horupu rpynm 3 8 cobak npotsarom 6 micsis OTPUMYBAIH
cyMmil dnopormouuny ta TPUMETHIIQIOPOrTIOLHHY Y
criBeinnomerHi 50:50% y nosax pix 20 1o 125 mr/xr.
JKomHoro TokcuKoIOriuHoro e(eKTy He CIOCTepiranoch mix
Yac KIHIYHUX JOCIIKEHb B JKOMIHIl 3 Tpy1, 110
OTPHMYBaJH JikyBaHHs. XKoaHi 3MiHH ¥ TeMaToJIOri9HOMY
aHanisi kpoBi, GioxiMiil kpoBi un Gioximii ceui He Oynn
noB'A3aHi 3 nikyaHHAM. NOAEL (MakcuMalbHa
HETOKCHYHA 103a) cTaHoBuna 125 Mr/kr (EMEA_MRL,
1995).

3) TEHOTOKCHUYHICTE:
IN VITRO

OuinroBanu MyTarenes Ha Salmonella typhimurium,
KOHBEpCIIO renis Ha Saccharomyces cerevisiae D4 ta
tharounrapumii innekc S. pombe. Taxox JOCTiKyBaIHCs
aHali3 ceyi Ta MeTaGoNiuHa aKTHBALIiS in Vivo 3a
Aomnomororo 8. Cerevisiae (Big 100 mo 400 MI/KT/IeHE
npoTsrom 5 nuis). Kpim Toro, nposoauin ananis penaparii
HJHK in vitro na qHmIOimHEMX KniTHHAX JIIOJIMHH Ta
MiKposiepHHii TecT in vivo (Big 100 o 400 MTI/KI/ ieHB
npoTarom 2 axiB). V BCiX aHanizax in vitro 3aco6u
BHNPOOOBYBaIM B KOHUEHTpaliax 500 - 1000 - 5000
MKI/MJ1,

[lpu pH 7 3,0 mr/ma haopormoumny ingykysamu 2,3 Trp +
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KOHBEPTaHTIB Ha 105 pekousanecuexTin [pH KOHBEpCil
MITOTHYHOTO I'eHa 3a I0NIOMOT0I0 S, cerevisiae. IIpu pH 10
TaKa X KilbKicTb (ropormomnny ingykyeana 4,0
KOHBepTaHTiB Ha 105 pekoHBaNECLIEHTIB. Baaxanocs, mo
30LIbIIEHHS MBHIKOCTI KOHBepCii CyTTeBO BinpisHAeTHCH
BiJl 4ACTOTH KOHBEPCii KOHTPOIBHIX KyIbTYp, AKi Manu 1,3
KOHBEpTaHTa/105 pekonBanecuentie npu pH 7 ta 1,4
KoHBepTanTa/105 peKoHBaleCLEHTIB Py pH 10. By
3po0IeHi BHCHOBKY BiIHOCHO TOTO, L0
TPHIiAPOKCHIBOBAH] (DEHONU CTAIOTE /e ali
KOHBEPTOTEHHILUMMH B JIy)XHOMY CepeIoBHLLI.

®rnopormouus 3,0 Mr/mn 6e3 cymii S9 (Cu2 +iMn2 +)
innykysas 0,03 pospusy XpoMaTHan/KniTuHy, 0,21 o6Min
XpOMaTHAaMU/KIITHHY Ta XpOMOCOMHi abepauii B 10,1%
Meraas y KIiTHHAX AEYHUKIB KHTAHCHKOTO XOM'SaKa. ITpu
KoHueHTpauii 3,0 Mr/Mi 3 akTHBanico S9 (nopormonus
innykysas 0,01 pospugis XpoMaTHaH/KiTiTHHY, 0,02 06MiHiB
XpOMaTuaMu/KIIiITHHY Ta XpoMOCOMHi aGepai B 1,5%
MeTatas. DIOPOrNIOIME BBAXKABCS KIACTOrSHHHM (CIR,
1995).

[Morinomnaserses, wo nomidpeHoH, o MalOTh AB1
METariIpOKCHIBHI IPYIIH B O€H30/IBHOMY KiNlbL{, TAKi K
(ropornonuH, He BUpOGIANK 3HAYHOT KiTbKOCT panukanis
NIEPEKHCY BOAHIO Ta CYNEPOKCHIY i He YN MyTareHHHMU
3rigso Tecty Eiimca. Binbme Toro, npH abeparinx
XpomocoM Ha kiaitunax AKX (seunuka kuTalchbkoro
XOM's14Ka) QoporouKH 6yB HeraTHBHAM (EMEA_MRL,
1995).

ITix yac nomryky B 6a3i 1aHUX reHeTHYHOT TOKCHKOIOLIT
(GENETOX) HaujonansHoi MequaHoT 6i61ioTexn
(Genetox, 2012) dnopormouus nokasas [O3UTHBHY,
A0303aNE)KHY PeaKLilo Ha TECT Ha XPOMOCOMHI abepaiii Ha
3BuyaiiHill unbyni (4/lhim cepa), Tect Ha BUABIEHHS
XpomocoMHuX abepauiii (Grant, 2012). Indopmanis oo
1,3,5-TpumerokcuGensony BizcyTHs.

IN VIVO (V T.Y. IOJATKOBA TOKCHKO- HaHux Hemae
KIHETHYHA OLIIHKA)

4) KAHIIEPOTEHHHH IIOTEHLIIAJT: Jlociikenns KaHueporeHHOCT! HeoOXinHi U1 3aco0iB, 1mo
BHKOPHCTOBYIOTBCSA NPOTATOM ILECTH Micsauis abo
TIPOTArOM JOBLIOrO Mepiofy yacy; Lie He CTOCYEThCA
¢ropormormny. IMo cyti, wis 3aCTOCOBYBAHOIQ
nikapebkoro 3acoby He NOTPIGHO BUBYATH
KaHUeporeHHicTs. Ciix 3a3HaunTH, mo
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(hOpOrTIOIHH He € MyTareHHHM, i HeMae TiacTas
Mi103PIOBATH, 10 CTIOTYKA MOXe G6yTH KaHLEPOreHHO0

Josrotpusani BunpodysaHHs

JlaHux Hemae

KoporkouacHsi BunpoGysanus a6o
BHIIPOOYBaHHA CEPEIHBOT TPHBAIOCTI

Jannx Hemae

Honatkosi BUnpoOyBaHHs

Hauux nemae

5) PENPOAYKTHBHA TA IUIOJIOBA
TOKCHYHICTh:

Brnue na deprunericTs Ta panuiit
eMOpioHaNnbHHIT pO3BUTOK

HocmiuKeH s IPOBOMIH TTiCIA NEPOPALHONO MPHHOMY

EMBPIOHAJIEBHA TOKCHYHICTb

Onutysanns (Autret-Leca, 2011; Beyens, 2003) nokasyiots,
10 GIOPOIMIOLMH YacTO MPH3HAYAKOTE ITiJ] 4ac BariTHOCTI,
Eninemionoriune nocinimkeHns, Mo BUBYAIO TTOTEH i HHHIT
TePATOTCHHUH PU3HK (IOPOTTIIOLMHY I Yac BariTHOCTI
(Lacroix, 2011), He miaTBepAKIO NOKa3iB TEPATOreHHOTO
PH3MKY QIOpOrIOLMHY Y moeit. PIOPONIIOLMH ITHPOKO
BHKOPHCTOBYETBCA TAKOK KiHKAMH, 11O FOAYIOTH [PYLIO
(Lacroix, 2005). 3rinso 3 kepisauuTeom EMEA mono
3aCTOCYBAHHA 3MIIUAHMX JAHHX, JOCIIiKeHHS
eMOpioeTOTOKCHIHOCTI Ta
NepHHATAIEHOT0/TIOCTHATAIILHOTO PO3BHTKY HE €
HEOOXIIHMMH, AKILO TOCTYIHI 1OCTATHI AaHi moa0 06’ eMy
CII0KMBAHHS JIIKAPCHKOTO 3ac00y BAriTHUMH KiHKaMH Ta
HOBOHAPOUKEHHMHU: BPaXOBYHOUH 0my0iikoBaHi
OIHTYBAHHA, 1I¢ CTOCYETHCA (QIIOPOTIFOLHUHY.

HpeHaTaana Ta [MOCTHATaJlbHA TOKCHYIHICTE

JloCITiUKEHHS IPOBOTMIH TTC/IS NEPOPAILHONO TIPHHOMY

HlocikeHHA MOTOMCTBA (MOJIOMX TBAapHH)
Ta/abo owiHKa BijxaneHOrO edeKTy

JaHux Hemae

6) MICLIEBA HETTEPEHOCHUMICTb

IoTenuian 4y TauBocTi mWKipH Hix yac npuiiomy
(prIopormoLMHY ONIHIOBAITH HA MOPCHKHX CBHHKAX XapTii.
Tpu aui nocnine BBoaumm 0,1 Mu 06’ emy, mo Mictuts 0,05
ab0 0,01 M ¢opormouuny B posuuni 3 NaCl ta moBauM
all't0BaHTOM, I/II y Hory 30 Mopchkux cBuHOK. Toro s
THXHs 0yJ10 3p06IIeHO YeTBEPTY il €KLiF0 B Mici 6 wui.
HocnikyBani pO3YHHY TAKOK BBOLMIIM /11 Yepe3 4 TIKHI
nicis nepioi iH’ exuii.

«LAPTIEP C.n.A.» - 20139, MinaH, Biane Optnec 12 (Viale Ortles, 12 20139, Milano) - Ten. 02.262916.1 - dake 02.2401180 -
gen@scharper.it

Howmep 8 ExoHomixa-agmitictpaTuatomy peectpi (R.E.A.) 1270560 - GaTyTHuiA kaniTan € 1 768 000,00 NOBHICTIO CNNayeHuA - HoMep nnatHuka MAB 10771570156 - nonarkoawii Homep,
PeECTpaLliliHWiA HoMep y Toprosomy peecTpi Minana: 09098120158

¥YNnpasnikHA Ta KoopAMHaLs BIANOBIAHO A0 CT. 2497 LIK Ta HacT.: «1a6 XonaiHr C.n.A.»



«WWAPMNEP»

IosurusHi peakwii cocTepiranuce y 6 3 15 CBUHOK, SKHM
BBenu 0,05 M dropormormny, Tay 2 3 15, sxum e 0,01
M. Pewri 16 Mopcrkim cerHKkaM (181 rpynu mo 8) BBoaunu
niawkipHo 0,1 a6o 0,01 M duopormomny,
BUKOPHCTOBYIOYH TY CaMy NpouUeAypy iHaykuii. OauHak y
upx 16 TBapuH tasa BUNPOGOBYBaHHA CKIIAAAIACH 3
FEpPMETHYHOI0 HAHECEHH! JOC/IiIKYBaHHX PO34HHIB.
IMosutueHi Bignosiai cnoctepiranuce y 1 3 8 cBHHOK, AKuM
BBesn 0,1 M, Ta y 3 3 8, axkum Beenu 0,01 M. He Gyno
Ha/1aHO XOIHOTO MOSCHEHHA, 10MY GiNblna peakiia
crocrepiranack y rpynax 3 MeHIuM BeejeHHaM (CIR,

1995).
7) JOTATKOBI JOCIIJDKEHHS
TOKCHYHOCTI:
IMVHOI'EHHICTE (POPMYBAHHS Janux Hemae
AHTHTII)
IMYHOTOKCHYHICTb JlaHux Hemae
AOCTPKEHHA MEXAHI3MIB 11 Mexanism aii npunucysanu inriGysanno KOMT.

Hattori (1969) nocninkysas BIUIuB rigpokcubessony ta
cropinHeHnx cnonyk Ha Aito KOMT nedinku mypis in vitro.
DI-benineranonamis, heHo Ta pe3opLMH He MATH

edexris. I'inpoxcudenineranonaminy ta rigpoxiHoun
HPUTHIYYBATH JiF0 GEPMEHTY JIHIIe IPH BUCOKIH
koHuUeHTpawii 10 M. [Tiporanon Ta 1,2,4-
TPUIiAPOKCHOEH30 NOKA3yBaH HAHCHIILHIlLE TIPUTHIiYeHHS
(epmenty. Edpexru nipokatexony, ¢popormormny Ta 1,3,5-
TpUMETOKCHOeH30My Gy cepeaHiMA.

BUABIEHO KOPENALI0 MixkK CNIa3MONTITIHIHAME AiSMH Ta
iHriGyeanHam rigpoxcudensonis KOMT. Bixke
BHCJIOBIIOBAIOCH NPHITYLIEHHS, O TPUTiAPOKCHOEH3OMH
MaIOTh CHIa3MOJITHYHY Jil0 BHACII0K MPUTHIYeHHS
aktHBHOCTI KOMT TKaHMH 3 MOAANBIINM I qBMILEHHAM
cuMnatiiHoro Touycy. KOMT - ue epMenr, skuit cripusie
PO3LUCINIEHHIO MeTa00TiTiB MOHOAMIHIB, TAKUX AK 3,4~
muriapokcudeninourosa kucnora (DOPAC) ta 3,4-
marigpokcumanzenesa kucnora (DOMA) (Hattori, 1969).

Mexanism ail duiopormoiuay ta
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1,3,5-TpuMeTokcHOEH30/y HEMONABHO BHBYABRCS a
AocItiuKeHHi, mo kepyetbes GLP, ske Gyno cnpamopaHe Ha
OUiHKY OYab-AKHX MOMKIMBHX B3aEMOJLIi Mix
(hnoporroLHHOM Ta TPUMETOKCHOEH307I0M Ta
HelipoMeliaTopamy (aUEeTHIXOIIH, TiCTaMiH Ta CEpPOTOHiH)
Ta 0apiio XJIOpPHIOM Ha i30/1b0BaHIN KITyOoBil Kuu
MOPCBKOI CBHHKH, KOXEH JOCJIiIKyBaHuii 06'€KT OKpeMo Ta
B koMmOGinawii (CERB Report, 2007).

MenuaHa 3a/1eKHICTh

Janux Hemae

TokcuuHicTe MeTabomiTiB

Jlanux Hemae

TOKCHYHICTD JOMIILIOK

Hanux Hemae

IHIe

5. BHCHOBKM 110J10 IOKTiHIYHOTO JOCIHimKeHHS

Cnasmekc Gynio cTBopeHo B 60-Ti poku, K01 HOPMATHBHI
BUMOTH 1110710 PeecTpauiiiHoro nocBia4eH s TiKapchkux
3aco0iB OyH MEHII )KOPCTKHMH, y MOPIBHAHHI 3
TenepimHiMK. Sk 3a3Ha4eno B kepisuunTei EMEA mono
JIOCBE 31 3MIlIAHUMU JAHUMH, «ps0 NiKAPCoKUX 3aco6is, SKi
60IC€ GUKOPUCITROBYIOMBCA Y MO0l NPOMAZOM MPUSAN020
uacy, micmame Oilouy pedoguny (pewosunu), npo AKy icuye
obmedicena dokniniuna inghopmayis abo e maka
inghopmayis eiocymus 308cim. s mozo, ujo6 Kpawe
3pO3yMimu 61ACMUSI pusuKu Makux 3acodie ma YHuKHymu
CRINO20 NOBMOPEHHS eKCREPUMEHNIE HA MEAPUHAX, Y YboMy
KepieHuymGi onucani MiHIManeHi 6UMO2U 00 QOKAIHINHUX
Qocnidacens, Cyxynnicme obmedcenux dokniHivHUX ma/abo
KIHIYHUX QOCNIONCERb MA NOCUNAHL HA Rimepamypy 3
onybnikosanol ghapmaxomoxcuxonozivnol ingpopmayii, y
M.4. HAYKOB0 NpuiHAmi MOHO2paghii ma kniniuni
GUNPOBYBAHNA, a MAKONHC pesybmamy
HOCMMAPKeMUH206020 00¢6idy, HaBymozo 6 pesyavmani
WUPOKO20 KNIHIYHO20 BUKOPUCIMAHHS Y TIOOUHU,
CMAHOBAAMb CYKYRHICMb 3HAHb U000 MAKUX 3aco0is.
Howrniniyni docrioocenns zazeunai ne nompibHi, AKuo €
docmammuvo 3a0oKyMenmosanuil KninivHuli 00ceid ons
6CIMAHOGICHHS 6CIX acneKmie KiHiYHOI ehexmuanocmi ma
besnexu. Jokniniuni docnioocenns Moxcyme snadobumucs,
AKWO 6UIHAHO 3a2P03Y CMOCOBHO Besnexu abo
nido3pioemebes maka 3azpo3a Ha OCHOBI dapmaronoziunoco
Knacy abo ikniniuHo20 00ceidy iz 3acmocysannam
JiKapcokozo 3acoby. Biocymuicme deaxux cneyugbiunux
OOKMIHIYHUX QOCTIOCEHb, 30KpeMa PenpodyKmueHol
MOKCUYHOCMI, 2eHOMOKCUYHOCII @60 KanyepozeHHOCHI,
TRAKOHC MOJICE CIMAHO08UMU 3A2P03Y CINOCOEHO Be3neK.
Tomy mooicyme Gymu neobxioni dokniniuni docnioxcenns
0Nl GUBYEHHS IMAKUX
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«WAPMNEP»

HAcNiOKis, AKI 6axcKo abo HAGIMb HEMOICTUBO GUASUMU
KNIHIYHO Y

Hapirh sximo goxnidivei TokcHkomoriuHi qaHi He
BIATOBIIAIOTh CY4aCHHM BHMOI'aM /10 HOBHX JTIKapChKHX
3aco0is, Ge3nexa propormouuny ta 1,3,5-MeTokcuGeH30y
Moske OyTH OTpUMAaHa IUIIXOM iX IIMPOKOro KIiHIYHOTO
BHKOPHCTAHHA, IO CBiIYHMTh NP0 BEMUKY Oe3meKy 3aco0iB
(auB. posain 2.5 Kniniunuii ornsp).

/nionuc/
3asBHUK (BIIACHUK (mignumc)
Peectpauiiinoro
MOCBiTIEHHA)

H-p Benenerro Jenna bedda (Dr. Benedetto Della Beffa)
/nionuc/

(TIIB)

LWramn: «Wapnep C.n.A.»
Biane Optnec 12 (Viale Ortles, 12)
20139 MIJTAH
Homep nnathuka MAB 10771570156
IHAMBIAyanbHUiA nogatkoBuin Homep Ne09098120158
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Appendix 30

to the Order on the expertise of the
registration materials for the medic-
inal products submitted for state
registration (renewal of registra-
tion), as well as expertise of mate-
rials concerning making variations
in registration materials during the
validity period of marketing author-
ization (p. 4 of chapter IV)

REPORT
about clinical trial “CRO-PK-06-177"

1. NAME OF THE MEDICINAL PRODUCT
(MARKETING AUTHORIZATION NO., IF APPLI-
CABLE):

Spasmovax, 40 mg/4ml solutions for injections

2. APPLICANT

Scharper S.p.A. (Italy)

3, MANUFACTURER

Doppel Farmaceutici S.r.l, Italy

4. TRIALS PERFORMED:

Xyes | ono

If no, justify

1) TYPE OF THE MEDICINAL PRODUCT REGIS-
TERED OR PLANNED FOR REGISTRATION

Medicinal product according complete dossier

5. FULL NAME OF THE CLINICAL TRIAL, TRIAL
CODE NUMBER

Study CRO-PK-06-177. Single dose, single centre, open, ran-
domised, cross-over, pharmacokinetic study

6, CLINICAL TRIAL PHASE

7. CLINICAL TRIAL PERIOD

from 02-Apr-2007 to 31-May-2007

8. COUNTRIES WHERE THE CLINICAL TRIAL
WAS PERFORMED

Switzerland

9. NUMBER OF PARTICIPANTS

planned: 16
actual: 16

10. AIM AND SECONDARY OBJECTIVES OF
THE CLINICAL TRIAL

To assess the pharmacokinetic profile of 1,3,5-tri-hydroxy-
benzene following single dose administration of Spasmex i.v.
formulation (1,3,5-tri-hydroxy-benzene, 40 mg) and of both
1,3,5-tri-hydroxy-benzene and 1,3,5-tri-methoxy-benzene fol-

1
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lowing a single dose of Spasmex oral formulation (1,3,5-tri-
hydroxy-benzene 160 mg plus 1,3,5-tri-methoxy-benzene 160
mg, 2 tablets.

11. CLINICAL TRIAL DESIGN Single dose, single center, open, randomized, crossover,
pharmacokinetic study.

12, MAIN INCLUSION CRITERIA Male and female healthy volunteers, 18-45 years old inclu-
sive; 18=BMI<30 kg/m2; SBP 100-139 mmHg, DBP 50-89
mmHg, HR 50-90 bpm, measured after 5 min at rest (sitting
position); no clinically relevant abnormalities at ECG (12
leads); no clinically relevant abnormal physical findings; no
clinically relevant abnormal laboratory values indicative of
physical illness; no ascertained or presumptive hypersensitivi-
ty to the active principle and/or formulations ingredients; no
history of anaphylaxis to drugs or allergic reactions in gen-
eral; no relevant history of renal, hepatic, cardiovascular, res-
piratory, skin, hematological, endocrine or neurological dis-
eases that may interfere with the aim of the study.

13, STUDY DRUG, DOSE, METHOD OF ADMIN- | Test A: Spasmex® i.v. vials: phloroglucinol (1,3,5 tri-
ISTRATION, STRENGTH hydroxy-benzene) 40mg/4mL, Scharper S.p.A., Italy. Batch
N. 05022R, expiry date NOVOS.

Test B: Spasmex® tablets: phloroglucinol (1,3,5 tri-hydroxy-
benzene) 80 mg plus 1,3,5 tri-methoxy-benzene 80 mg,
Scharper S.p.A., Italy. Batch N. 05008R, expiry date DEC10.

One vial of Test A (40 mg 1,3,5 tri-hydroxy-benzene) and 2
tablets of Test B (1,3,5 tri-hydroxy-benzene + 1,3,5 tri-
methoxy-benzene, 160 mg) were administered according to
the randomization list and cross-over design in two subse-
quent periods. The two administrations were separated by a
wash-out of at least 5 days

14. REFERENCE DRUG, DOSE, METHOD OF Not applicable
ADMINISTRATION, STRENGTH

15. CONCOMITANT THERAPY Not applicable

16. EFFICACY ENDPOINTS Primary endpoint: PK of 1,3,5 tri-hydroxy-benzene and
1,3,5 tri-methoxy-benzene after single dose of Spasmex® i.v.
formulation (Test A) and of Spasmex® oral formulation (Test

SCHARPER 8.p.A — Viale Ortles,12 — 20139 Milano — Tel. 02.262916.1 — Fax 02.2401180 — gen@scharper.it
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B)

Secondary endpoints: safety and tolerability of the
Spasmex® formulations. Exploratory, qualitative, semiquanti-
tative metabolism study of 1,3,5 tri-hydroxy-benzene and tri-
methoxy-benzene

17. SAFETY ENDPOINTS

Adverse events

18. STATISTICAL METHODS

PK analysis was performed using Kinetica™ Version 4.4, 1,
Thermo Electron Corporation, USA. The statistical analysis
was performed using SAS® version 9.1.2 for Windows. The
data documented in this trial and the clinical parameters
measured were described using classic descriptive statistics
for quantitative variables and frequencies for qualitative vari-
ables.

19. DEMOGRAPHIC PARAMETERS OF THE
STUDIED POPULATION (SEX, AGE, RACE ETC.)

All subjects (9 males and 8 females) were of Caucasian race.
The mean age was 29.6 + 8.6 years and Body Mass Index
(BMI) was 24.443.2 kg/m2. All subjects were in good physi-
cal and mental health as determined on the basis of medical
history and physical examination.

20. EFFECTIVENESS RESULTS

Comparing these data with those of 1,3,5 tri-hydroxy-
benzene, it seems that the bioavailability of 1,3,5 trimethoxy-
benzene is in average lower both in terms of rate (i.c. lower
Conas, delayed T,,,) and extent (smaller AUC,) of absorption.

Preliminary investigations on 1,3,5 tri-hydroxy-benzene me-
tabolism and excretion indicated that elimination occurred
mostly during the first 6 h following administration of both
formulations. The fraction of the drug eliminated in urine as
the parent compound was very small (less than 3% of the
dose) as compared to the amount detected afier enzymatic de-
conjugation with B-glucuronidase/arylsulfatase (approx.
80%), indicating a fast elimination of the drug from the cen-
tral compartment following conjugation in the liver. No 1,3,5-
tri-methoxy-benzene was detected in urine in the 0-6 h urine
collection time, suggesting that the parent compound is
promptly metabolized. 3,5-dimethoxyphenol was identified as
a major product of 1,3,5 trimethoxy-benzene metabolism. A
further demethylation also occurred, although the final prod-
uct, i.e. 5-methoxyresorcinol, was quantitatively minor

SCHARPER S.p.A ~ Viale Ortles,12 — 20139 Milano — Tel, 02.262916.1 — Fax 02.2401180 — ggrl@_s_charper.it
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21. SAFETY RESULTS

Safety and general tolerability of the two formulations were
very similar. No AEs related to the treatments were reported
throughout the study. One SAE, which was not related to
treatment, occurred. No meaningful effects of Test A and Test
B formulations on vital signs, ECGs or laboratory parameters
were observed

22. CONCLUSION (FINAL CONCLUSIONS)

Following intravenous dosing (40 mg), plasma concentrations
of phloroglucinol (C0) was extrapolated and corresponded to
1607.20 + 375.23 ng/mL. Afterwards an apparent mono-
exponential decay was observed, and the drug was cleared
with a half-life (t/2) of 1.28+0.18 h. MRT was 1.53:£0.22 h.
Values of AUCO-t and AUC0-00 were very close, i.e.
385.41£104.34 and 398.794104.51 ng/mLxh, respectively.
Total body clearance (CI / BW) and the apparent volume of
distribution (Vd / BW) were 0.22:40.11 L/h/kg and 0.39+0.16
L/kg,

When administered orally (160 mg), 1,3,5 tri-hydroxy-
benzene underwent prompt absorption: a concentration peak
of 384.25£125.14 ng/mL was reached in 0.75+0.37 h and was
followed by a mono-exponential elimination, with a hal{-life
of about 1.3 h.

After oral administration (160 mg), 1,3,5 tri-methoxy-benzene
Conax and T, values were 172.29 + 167.57 ng/ml, and 1.47 +
0.40 h, respectively. Half-life was 3.63 + 1.84 hours.

Results of this study demonstrated that 1,3,5 tri-hydroxy-
benzene is promptly eliminated from the central compartment
via the kidneys following glucuronic acid and/or sulphate
conjugation in the liver. The main metabolite of 1,3,5 tri-
methoxy-benzene metabolism is 3,5-dimethoxyphenol, while
a further demethylation to S-methoxyresorcinol probably oc-
curs but appears quantitatively minor. The transformation of
1,3,5 tri-methoxy-benzene into 1,3,5 tri-hydroxy-benzene,
although possible, cannot be proved and, if occurring, likely
negligible. Therefore, the influence of 1,3,5-tri-methoxy ben-
zene metabolism on 1,3,5 tri hydroxy- benzene bioavailability
can be very likely stated as not therapeutically relevant,

Safety data confirm a favorable tolerability profile for
Spasmex® i.v. and Spasmex® oral formulations at the doses
of the present study

R.E.A. 1270560 — Cap.Soc, € 1,769.000,00 i.v. -

P.IVA 10771570156 — Cod.Fisc. e Iscr. Reg. Impr. di Milano: 09098120158

Direzione e coordinamento ex art. 2497 C.C. e segg.: IdB Holding S.p.A.




SCHARPER
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Appendix 30

to the Order on the expertise of the
registration materials for the medic-
inal products submitted for state
registration (renewal of registra-
tion), as well as expertise of mate-
rials concerning making variations
in registration materials during the
validity period of marketing author-
ization (p. 4 of chapter IV)

REPORT
about clinical trial “FRASCHINI”

1. NAME OF THE MEDICINAL PRODUCT
(MARKETING AUTHORIZATION NO., IF APPLI-
CABLE):

Spasmovax, 40 mg/4 ml solution for injection

2. APPLICANT

Scharper S.p.A. (Italy)

3, MANUFACTURER

Doppel Farmaceutici S.r.1,, Italy

4. TRIALS PERFORMED:

Xyes | Dno If no, justify

1) TYPE OF THE MEDICINAL PRODUCT REGIS-
TERED OR PLANNED FOR REGISTRATION

Medicinal product according complete dossier

5. FULL NAME OF THE CLINICAL TRIAL, TRIAL
CODE NUMBER

Fraschini (1984)

6. CLINICAL TRIAL PHASE 1
7. CLINICAL TRIAL PERIOD 1984
8. COUNTRIES WHERE THE CLINICAL TRIAL Italy

WAS PERFORMED

9. NUMBER OF PARTICIPANTS

9 healthy volunteers (M 6/ F 3). Age 20 — 43 years

10, AIM AND SECONDARY OBIECTIVES OF
THE CLINICAL TRIAL

Assess the PK of Spasmex
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11. CLINICAL TRIAL DESIGN

Single dose, single center, open, PK study.

12. MAIN INCLUSION CRITERIA

Healthy volunteers.

13. STUDY DRUG, DOSE, METHOD OF ADMIN-
ISTRATION, STRENGTH

Spasmex vials, tablets and suppositories

14, REFERENCE DRUG, DOSE, METHOD OF None
ADMINISTRATION, STRENGTI
15. CONCOMITANT THERAPY None

16. EFFICACY ENDPOINTS

PK parameters

17. SAFETY ENDPOINTS

Adverse events

18. STATISTICAL METHODS

Descriptive statistics.

19. DEMOGRAPHIC PARAMETERS OF THE
STUDIED POPULATION (STX, AGE, RACE ETC.)

9 healthy volunteers (M 6/ F 3). Age 20 — 43 years

20. EFFECTIVENESS RESULTS

Phloroglucinol is rapidly absorbed after oral and rectal admin-
istration, while 1,3,5-tri-methoxy-benzene has a peak after 3
hours with an elimination time significantly higher than
phloroglucinol.

21, SAFETY RESULTS

No adverse events.

22. CONCLUSION (FINAL CONCLUSIONS)

None

APPLICANT (MARKETING AUTHORIZATION HOLDER)

™ A o (“ A

(SIGNATURE)

DR. BENEDETTO DELLA BEFFA

SCHARPER S.p.A.

Viale Ortles, 12
20139 MILANO

(NAME AND SURNAML)

Partita IVA n. 10771570156
Codice Fiscale n. 09098120158
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Appendix 30

to the Order on the expertise of the
registration materials for the medic-
inal products submitted for state
registration (renewal of registra-
tion), as well as expertise of mate-
rials concerning making variations
in registration materials during the
validity period of marketing author-
ization (p. 4 of chapter [V)

REPORT
about clinical trial “GERONIMO?”

1. NAME OF THE MEDICINAL PRODUCT
(MARKETING AUTHORIZATION NO., IF APPLI-
CABLE):

Spasmovax, 40 mg/4 ml solution for injection

2. APPLICANT

Scharper S.p.A. (Italy)

3. MANUFACTURER

Doppel Farmaceutici s.r.1, [taly

4.TRIALS PERFORMED:

Xyes | ono

If no, justify

1) TYPE OF THE MEDICINAL PRODUCT REGIS-
TERED OR PLANNED FOR REGISTRATION

Medicinal product according complete dossier

5. FULL NAME OF THE CLINICAL TRIAL, TRIAL | Geronimo (1984)
CODE NUMBER

6. CLINICAL TRIAL PHASE 111

7. CLINICAL TRIAL PERIOD 1984

§. COUNTRIES WHERE THE CLINICAL TRIAL Italy

WAS PERFORMED

9. NUMBER OF PARTICIPANTS

30 patients with renal cholic.

10. AIM AND SECONDARY OBIECTIVES OF
THE CLINICAL TRIAL

Assess the spasmolytic activities and safety
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1. CLINICAL TRIAL DESIGN

Randomized single-blind, controlled vs. Genurin (flavoxate)
clinical trial,

12. MAIN INCLUSION CRITERIA

Patient with renal cholic.

13. STUDY DRUG, DOSE, METHOD OF ADMIN-
ISTRATION, STRENGTH

Spasmex 2-3 vials followed by Spasmex 3-4 tablets/daily.

14. REFERENCE DRUG, DOSE, METHOD OF
ADMINISTRATION, STRENGTH

Genurin 2-3 vials followed by 3-4 tablets/daily.

15. CONCOMITANT THERAPY

None

16. EFFICACY ENDPOINTS

Spontaneous pain after 30, 60, 120 and 240 minutes since
drug administration; frequency of painful episodes; rescue
medication intake.

17. SAFETY ENDPOINTS

General tolerability (adverse events)

18. STATISTICAL METHODS

Descriptive statistics.

19. DEMOGRAPHIC PARAMETERS OF THE
STUDIED POPULATION (SEX, AGE, RACE ETC.)

30 adult patients (M 17+ F 13). Age: 14 — 87 years.

20. EFFECTIVENESS RESULTS

The i.v. or i.m. injection of Spasmex induced a fast control of
pain symptoms in the large part of patients, significantly
higher than that observed with the reference medication. The
fast control of pain has allowed to switch very quickly to the
oral administration. -

21. SAFETY RESULTS

The tolerability of Spasmex was excellent.

22. CONCLUSION (FINAL CONCLUSIONS)

Spasmex has shown a very good efficacy and tolerability, thus
representing a valid tool in the hands of medical doctors.

o

A]’]LL]CANT (MARKETING AUTHORIZATION HOLDER)
i . N
—= B

(SIGNATURE)
DR. BENEDETTO DELLA BEFFA

SCHARPER S.p.A.
Viale Ortles, 12
20139 MILANO
Partita IVA n. 107715701586

(NAME AND SURNAME)

Codice Fiscale n. 09098120158
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Appendix 30

to the Order on the expertise of the
registration materials for the medic-
inal products submitted for state
registration (renewal of registra-
tion), as well as expertise of mate-
rials concerning making variations
in registration materials during the
validity period of marketing author-
ization (p. 4 of chapter IV)

REPORT

about clinical trial “BONGI AND DURVAL”

1. NAME OF THE MEDICINAL PRODUCT
(MARKETING AUTHORIZATION NO., IF APPLI-
CABLE):

Spasmovax, 40 mg/4 ml solution for injection

2. APPLICANT

Scharper S.p.A. (Ttaly)

3. MANUFACTURER

Doppel Farmceutici S.r.1, Italy

4. TRIALS PERFORMED:

Xyes | ono If no, juslify

1) TYPE OF THE MEDICINAL PRODUCT REGIS-
TERED OR PLANNED FOR REGISTRATION

Medicinal product according complete dossier

5. FULL NAME OF THE CLINICAL TRIAL, TRIAL
CODE NUMBER

Bongi and Durval (1964)

6. CLINICAL TRIAL PHASE 11
7. CLINICAL TRIAL PERIOD 1964
8. COUNTRIES WHERE THE CLINICAL TRIAL Italy

WAS PERFORMED

9. NUMBER OF PARTICIPANTS

Patient with renal cholic, with vesical spasm due to various
reason or other urinary pain, Total: 33 patients; M 25; T 8.
Age 26-79

10. AIM AND SECONDARY OBJECTIVES OF
THE CLINICAL TRIAL

Assess the spasmolytic activities and safety.
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11. CLINICAL TRIAL DESIGN

Uncontrolled, open study

12. MAIN INCLUSION CRITERIA

Patient with renal cholic, with vesical spasm due to various
reason or other urinary pain.

13. STUDY DRUG, DOSE, METHOD OF ADMIN-
ISTRATION, STRENGTH

Spasmex vial i.v. or i.m.

|4. REFERENCE DRUG, DOSE, METHOD OF None,
ADMINISTRATION, STRENGTH

1 5. CONCOMITANT THERAPY None
16. EFFICACY ENDPOINTS Pain

17. SAFETY ENDPOINTS

Adverse events

18. STATISTICAL METHODS

Descriptive statistics.

19. DEMOGRAPHIC PARAMETERS OF THE
STUDIED POPULATION (SEX, AGE, RACE ETC.)

33 patients (25 males and 8 females), aged between 26 and
79.

20. EFFECTIVENESS RESULTS

The response to Spasmex was rapid and excellent in almost all
cases. The duration of the action was longer than other similar
compounds, and generally of 6-8-10 hours. In two cases the
intravenous treatment, at a dose of three vials on the first day
and two on the following days, led to the spontaneous expul-
sion of the calculus.

21, SAFETY RESULTS

Even in the patients undergoing antibiotic, cardiotonic, anti-
septic, sedative therapy ete. there were no signs of intolerance
or changes of the efficacy of the antispasmodic or the other
drugs used simultancously.

22. CONCLUSION (FINAL CONCLUSIONS)

The drug was used on 28 patients of both sexes, suffering
from varying intensities and nature of pain in the genitouri-
nary system, a good number of which had been operated on
and had permanent catheters, drains, splints, etc., and it al-
ways was effective and had no side effects.
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APPLi,éAN’I.‘ (MARI&F G AUTHORIZATION HOLDER)
.- B

(SIGNATURE)

DR. BENEDETTO DELLA BEFFA

ME AND SURNAME
e s SCHARPER S.p.A.
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20139 MILANO
Partita IVA n. 10771570156
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SCHARPER

Appendix 30

to the Order on the expertise of the
registration materials for the medic-
inal products submitted for state
registration (renewal of registra-
lion), as well as expertise of mate-
rials concerning making variations
in registration materials during the
validity periad of marketing author-
ization (p. 4 of chapter V)

REPORT
about clinical trial “BONGI”

1. NAME OF THE MEDICINAL PRODUCT
(MARKETING AUTHORIZATION NO., IF APPLI-
CABLE):

Spasmovax, 40 mg/4 ml solution for injection

2. APPLICANT

Scharper S.p.A. (Ttaly)

3. MANUFACTURER

Doppel Farmceutici S.r.1, Italy

4. TRIALS PERFORMED:

Xyes | ono If no, justify

1) TYPE OF THE MEDICINAL PRODUCT REGIS-
TERED OR PLANNED FOR REGISTRATION

Medicinal product according complete dossier

5. FULL NAME OF THE CLINICAL TRIAL, TRIAL | Bongi (1966)
CODE NUMBER

6. CLINICAL TRIAL PHASE 11

7. CLINICAL TRIAL PERIOD 1966

8. COUNTRIES WHERE THE CLINICAL TRIAL [taly

WAS PERFORMED

9. NUMBER OF PARTICIPANTS

33 patients.

10. AIM AND SECONDARY OBJECTIVES OF
THE CLINICAL TRIAL

Assess the spasmolytic activities and safety.

SCHARPER S.p.A — Viale Ortles, 12 — 20139 Milano — Tel. 02.262916.1 — Fax 02.240 1180 — gen@scharper.it
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1. CLINICAL TRIAL DESIGN

Uncontrolled, open study

12. MAIN INCLUSION CRITERIA

Patient with renal cholic, with vesical spasm due to various
reason or other urinary pain. In § cases, pain was caused by
renal colic typical of kidney stones, stones or clot emission (in
a patient with clear cell carcinoma of the kidney); in 5 cases
by painful bladder spasms in operated prostates and with in-
dwelling catheter: in 4 cases for pyelo-ureteral plastic surgery
in patients wearing polythene splinting left permanently in the
ureter and renal pelvis, nephrostomized or not outside; in 7
cases the pain was caused by bladder-ureteral spasms in pa-
tients undergoing bladder resection due to large papilloma or
papillary carcinomas. Referring to the former, we use to treat
the bladder mucosa with a solution of carbolic alcohol, a prac-
tice tending to eliminate the recurrence of papillomatosis. In
some subjects, this treatment leads to poorly tolerated chemi-
cal cystitis.

13. STUDY DRUG, DOSE, METHOD OF ADMIN-
ISTRATION, STRENGTH

Spasmex i.v. vials. Vials were injected every 8-12 and 24
hours depending on the intensity of pain and the dosage to be
tested.

14. REFERENCE DRUG, DOSE, METHOD OF
ADMINISTRATION, STRENGTH

None

15. CONCOMITANT THERAPY

In all cases treated, no other antispasmodic drug was ever as-
sociated with Spasmex.

16. EFFICACY ENDPOINTS

Pain.

17. SAFETY ENDPOINTS

Adverse events.

18. STATISTICAL METHODS

None

19. DEMOGRAPHIC PARAMETERS OF THE
STUDIED POPULATION (SEX, AGE, RACE ETC.)

Total: 33 patients (25 males and 8 females), aged between 26
and 79 years.

20. EFFECTIVENESS RESULTS

The response to Spasmex was rapid and excellent in almost
all cases. The duration of the action was longer than other
similar compounds, and generally of 6-8-10 hours. In two
cases the intravenous treatment, at a dose of three vials on the
first day and two on the following days, led to the spontane-
ous expulsion of the calculus.

SCHARPER 8.p.A — Viale Ortles, 12 — 20139 Mila
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21. SAFETY RESULTS None of the patients had severe azotemia or glycemia increas-
es.
22. CONCLUSION (FINAL CONCLUSIONS) Based on the results obtained, it can be stated that the drug

presented prompt and lasting action in all the morbid forms in
which it was used; in two cases (1 and 6} it determined or
promoted the expulsion of the stone responsible for the pain-
ful symptoms; it did not give any secondary reactions even
when used with the maximum posology for several days, both
intramuscularly and intravenously.

APPLICANT (MARKETING AUTHORIZATION HOLDER)
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SCHARPER

Appendix 30

to the Order on the expertise of the
registration materials for the medic-
inal products submitted for state
registration (renewal of registra-
tion), as well as expertise of mate-
rials concerning making variations
in registration materials during the
validity period of marketing author-
ization (p. 4 of chapter IV)

REPORT

about clinical trial “LARIZZA”

1. NAME OF THE MEDICINAL PRODUCT
(MARKETING AUTHORIZATION NO., IF APPLI-
CABLE):

Spasmovax, 40 mg/4 ml solution for injection

2. APPLICANT

Scharper S.p.A. (Italy)

3. MANUFACTURER

Doppel Farmaceutici S.1.1., Italy

4, TRIALS PERFORMED:

Xyes | ono If no, justify

1) TYPE OF THE MEDICINAL PRODUCT REGIS-
TERED OR PLANNED FOR REGISTRATION

Medicinal product according complete dossier

5. FULL NAME OF THE CLINICAL TRIAL, TRIAL

CODE NUMBER

Larizza (1964)

6. CLINICAL TRIAL PHASE

111

7. CLINICAL TRIAL PERIOD

1964

8. COUNTRIES WHERE THE CLINICAL TRIAL
WAS PERFORMED

[taly.

9. NUMBER OF PARTICIPANTS

37 patients with biliary cholic.

10. AIM AND SECONDARY OBJECTIVES OF
THE CLINICAL TRIAL

Assess the spasmolytic activities and safety

1 1. CLINICAL TRIAL DESIGN

Uncontrolled, open study

SCHARPER S.p.A - Viale Ortles,12 — 20139 Milano — Tel. 02.262916.1 - Fax 02.2401180 — gen@scharper.it
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12. MAIN INCLUSION CRITERIA

Patient with biliary cholic.

13. STUDY DRUG, DOSE, METHOD OF ADMIN-
ISTRATION, STRENGTH

Spasmex one vial i.v. or i.m.
Spasmex tablets

The patients received 274 vials and 498 tablets in 160 treating
days,

14. REFERENCE DRUG, DOSE, METHOD OF None
ADMINISTRATION, STRENGTH

15. CONCOMITANT THERAPY None
16. EFFICACY ENDPOINTS Pain

17. SAFETY ENDPOINTS

Adverse events

18. STATISTICAL METHODS

Descriptive statistics.

19. DEMOGRAPHIC PARAMETERS OF THE
STUDIED POPULATION (SEX, AGE, RACE ETC.)

37 patients (17 males and 20 females), aged between 27 and
75 years.

20. EFFECTIVENESS RESULTS

The therapeutic efficacy of Spasmex administered i.v., i.m.
and orally was tested in 20 patients suffering from various
types of biliary diseases (gallstones and choledocholithiasis;
perycholecystitis; dyskinesia; post-cholecystectomy syn-
drome). The efficacy rates are excellent, ranging from 90 to
100%.

21. SAFETY RESULTS

From the checks performed on the blood composition and re-
nal function and liver function, it is possible to infer the com-
plete non-toxicity of Spasmex towards hematopoietic tissue
and of hepatic and renal parenchyma.

22. CONCLUSION (FINAL CONCLUSIONS)

The analgesic action is maximum after i.v. administration; it
occurs immediately after the end of the injection and reaches
its maximum effect after 2-3 minutes. The transience of the
spasmolytic and analgesic action of phloroglucinol has been
noticed. The association of phloroglucinol and trimethox-
ybenzene in Spasmex responds to the aim of combining the
rapidity of action of the first compound with the longer-
lasting effect of its derivative (trimethoxybenzene).
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SCHARPER

Appendix 30

to the Order on the expertise of the
registration materials for the medic-
inal products submitted for state
registration (renewal of registra-
tion), as well as expertise of mate-
rials concerning making variations
in registration materials during the
validity period of marketing author-
ization (p. 4 of chapter IV)

REPORT

about clinical trial “VAGL10”

1. NAME OF THE MEDICINAL PRODUCT
(MARKETING AUTHORIZATION NO., IFF APPLI-
CABLE):

Spasmovax, 40 mg/4 ml solution for injection

2. APPLICANT

Scharper S.p.A. (Italy)

3. MANUFACTURER

Doppel Farmaceutici S.r.l, Italy

4. TRIALS PERFORMED:

Xyes | ono If no, justify

1) TYPE OF THE MEDICINAL PRODUCT REGIS-
TERED OR PLANNED FOR REGISTRATION

Medicinal product according complete dossier

5. FULL NAME OF THE CLINICAL TRIAL, TRIAL | Vaglio (1965)
CODE NUMBER

6. CLINICAL TRIAL PHASE 11

7. CLINICAL TRIAL PERIOD 1965

8. COUNTRIES WHERE THE CLINICAL TRIAL laly

WAS PERFORMED

9. NUMBER OF PARTICIPANTS

30 patients with dynamic dystocia.

10. AIM AND SECONDARY OBIECTIVES OF
THE CLINICAL TRIAL

Assessment of efficacy and safety.
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11. CLINICAL TRIAL DESIGN

Uncontrolled, open study.

12. MAIN INCLUSION CRITERIA

Labour with dynamic dystocia.

13, STUDY DRUG, DOSE, METHOD OF ADMIN-
ISTRATION, STRENGTH

A)i.m. /i.v. vial containing: phloroglucinol 40 mg; 1,3,5-
trimethoxybenzene 0.04 mg,

B) 0.59 g tablets containing: phloroglucinol 80 mg; 1,3,5-
trimethoxybenzene 80 mg.

14, REFERENCE DRUG, DOSE, METHOD OF None
ADMINISTRATION, STRENGTH

15, CONCOMITANT THERAPY None
16. EFFICACY ENDPOINTS Pain

7. SAFETY ENDPOINTS

Adverse events

18. STATISTICAL METHODS

Descriptive statistics.

19. DEMOGRAPHIC PARAMETERS OF THE
STUDIED POPULATION (SEX, AGE, RACE ETC.)

30 women aged between 18 and 32 years.

20. EFFECTIVENESS RESULTS

In the cases of dynamic dystocia and/or oedema of the neck of
the womb, out of twenty patients treated, there was a clearly
positive result in 15 cases (75%): in the remaining 25% the
anomaly during labor did not regress after the treatment and
(generally due to the occurrence of a state of tetal distress,
with a ruptured membrane) it was necessary to perform a cae-
sarean section.

21. SAFETY RESULTS

No adverse event was observed.

22. CONCLUSION (FINAL CONCLUSIONS)

Spasmex, when administered in tablet form, and in one case
in vial form, to patients suffering from painful conditions of
the genital region (on a spastic or presumably spastic basis)
gave us good or fair results in slightly over half of the cases;
very rare or not at all in the remaining 40% of cases.
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Appendix 30
to the Order on the expertise of the

tration materials for the medic-

inal products submitted for state

tration (renewal of registra-

tion), as well as expertise of mate-

concerning making variations

in registration materials during the

ity period of marketing author-

ization (p. 4 of chapter V)

SCHARPER
regis
regis
rials
valid
REPORT

about clinical trial “GOISIS”

1. NAME OF THE MEDICINAL PRODUCT (MARKETING AUTHORIZATION
NO., IF APPLICABLE):

Spasmovax, 40 mg/4 ml solution for

injection

2. APPLICANT

Scharper S.p.A. (Italy)

3. MANUFACTURER

Doppel Farmaceutici S.r.l., Italy

4. TRIALS PERFORMED:

X o no If no, justify
yes

1) TYPE OF THE MEDICINAL PRODUCT REGISTERED OR PLANNED FOR
REGISTRATION

Medicinal product according com-
plete dossier

5. FULL NAME OF THE CLINICAL TRIAL, TRIAL CODE NUMBER Goisis (1984)
6. CLINICAL TRIAL PHASE I

7. CLINICAL TRIAL PERIOD 1984

8. COUNTRIES WHERE THE CLINICAL TRIAL WAS PERFORMED Italy

9. NUMBER OF PARTICIPANTS

40 pregnant women,

10. AIM AND SECONDARY OBJECTIVES OF THE CLINICAL TRIAL

Assess efficacy and safety

11. CLINICAL TRIAL DESIGN

Randomized, controlled study.

12. MAIN INCLUSION CRITERIA

Pregnant women.

SCHARPER S.p.A — Viale Ortles, 12 - 20139 Milano - Tel. 02.262916.1 — Fax 02.2401180 — gen@scharper.it

R.E.A. 1270560 — Cap.Soc. € 1,769.000,00 iv. - P.IVA 10771570156 — Cod.Fisc. e Iscr. Reg

. Impr. di Milano: 09098120158

Direzione e coordinamento ex art. 2497 C.C. e segg.: 1dB Holding S.p.A.

22



SCHARPER

13. STUDY DRUG, DOSE, METHOD OF ADMINISTRATION, STRENGTH

Spasmex one vial i.v. in women with

a cervical dilatation ol at least 3-4 cm.

14, REFERENCE DRUG, DOSE, METHOD OF ADMINISTRATION,
STRENGTH

Tiemonium one ampoule i.v. in wom-
en with a cervical dilatation of at least
3-4 cm.

15. CONCOMITANT THERAPY

None

16. EFFICACY ENDPOINTS

Dystocia pain; time interval between
drug administration and delivery; du-
ration of dilating effect; duration of
ejection effect; general tolerability;
Apgar index.

17. SAFETY ENDPOINTS

Adverse events

18. STATISTICAL METHODS

Descriptive statistics; Fisher exact
test; Mann-Whitney test; chi2 test.

19. DEMOGRAPHIC PARAMETERS OF THE STUDIED POPULATION (SEX,
AGE, RACEETC.)

40 women aged between 19 and 39
years (mean age: 28 years).

20. EFFECTIVENESS RESULTS

Phloroglucinol has demonstrated a
highly significant analgesic effect
compared to tiemonium sulfate,
which led to a much more collabora-
tive approach by the women during
the delivery.

21. SATETY RESULTS

No adverse event has been observed.

22. CONCLUSION (FINAL CONCLUSIONS)

It has been concluded that phloroglu-
cinol can be safely administered dur-
ing the delivery.
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LUAPIEP

Honarok 30

no Hakasy npo excrnepTHsy peectpauifHux
MaTepialiB JiKapchbKUX 3ac00iB, WO MOAAIOTHCS
Ha JIepKaBHY peecTpauito (MOHOBICHHS
peecTpallii), a TAKOX eKCIepTH3y MaTepiasip
LO/IO BHECEHHS 3MIH JI0 peecTpariiiHux
MaTepiajliB [IPOTAroM nepioay aii
peecTpauiifHoro noceiadenns (n. 4 rnapu IV )

3BIT
npo KJIiHiYHe BUnpodyBauust "'CRO-PK-06-177"

1. HA3BA JIKAPCBKOT'O 3ACOBY (HOMEP |CriasmoBakc, po3unH 1 i’ exuiii 40 Mr/4 mi
PE€CTPALIIMHOI O ITOCBIJIYEHHS, SIKIIIO
3ACTOCOBYCTBCS):

2. 3ASIBHUK «lllapnep C.n.A.» (Scharper S.p.A.) (Itanis)

3. BUPOBHHK Honnens ®apmaueyriui C.p.i, Itanis

4. IIPOBE/IEHI BUTIPOBYBAHI IS Xrak Jomi | slkuo Hi, 06rpyHTYyiiTe

1) THIT JIIKAPCBKOI'O 3ACOBY,

3APEECTPOBAHOI'O ABO

3AINIAHOBAHOI'O JIO PEECTPALII

5. [IOBHA HA3BA KJIHIYHOI'O Hocnipxenns CRO-PK-06-177. OnHopazopa 103a, 01uH

BUIPOBYBAHHS, KO BUIIPOBYBAHHSI  [LleHTp, BiIKpHTE, PaHIOMI30BaHe, NepexpecHe,
(bapMakoKiHeTHYHE JI0C/i KCHHS

6. @A3A KJIIIHIYHOT'O BUIIPOBYBAHHS I

7. IIEPIOJ KJIIHIYHOIO BUIIPOBYBAHHSA |3 02 kBitHs 2007 poky 110 31 tpasns 2007 poky
8. KPAIHM, JIE ITPOBOJIMIIOCH KJIHIYHE  |ILIBeiiuapis

BHIIPOGYBAHHA
9. KUIbKICTb YYACHHKIB 3annaHoBaHo: 16
bakTuuHo: 16
10. META TA BTOPUHHI 3ABJIAHHS Ouinutn hapmakokinetrunuii npodins 1,3,5-tpu-
KJIIHIYHOT'O BUIIPOBYBAHHS rizipoKcu-6eH307y Mic/isd BBEACHHS 0OIHOPA30BOI 1031

Cnasmekcy i.v. (1,3,5-tpu-rigpokcu-6enson, 40 mr) i sk
1,3,5-Tpu-rigpoxcu-6enzony, Tak i 1,3,5-Tpu-meTokcu-
Oenszouy micnia pasosof 103u npenapary CrnazMekc s
npuiomMy scepeauny (1,3,5-tpu-rigpokcu-6enzon 160 mr
ioc 1,3,5-tpu-Metokcu-6enzon 160 mr, 2 tabnerku.
1. META KJIIHIYHOI'O BUTTIPOBYBAHHSI | OtHOpa3oBa /103a, OMH LEHTP, BiJIKpHTE,
paHoMizoBaHe, mepexpecte, papMakoKiHETHUHE
JOCTIIKEHHS.
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YNpaBniHHS T3 KOOPAMHAELYA BIANOBIAHO A0 cT. 2497 LK Ta CC: «Ig6 Xongikr C.n.A.» (IdB Holding S.p.A.)

4 \-@
:J.cnfv:piﬂa.-:w-.tﬁ_-

659799



LUAPMEP

12. OCHOBHI KPUTEPI BKJIIQUEHHSA

310poBi 4o6poBosbLli HOMOBIYOT Ta XkiHo4oT cTaTi, 18-45
pokiB BkmtouHo; 18<IMT<30 kr/m2; ATC 100-139 mm
pr.cT., HAT 50-89 MM pt.cT., yactoTa nynscy 50-90
YA./XB, BAMIPIHOEThCS Uepe3 5 XB y CMOKoT (cuigue
NOJ0YKEHH ); BIACYTHICTb K/IIHIYHO 3HAYYIIMX BiAXUJIEHB
na EKT (12 BiaBeaeHs); BIACYTHICTD KJIIHIYHO 3HAYYILUX
aHOMaNbHUX (PI3MYHUX JaHUX; BIACYTHICT KJIIHIYHO
3HAYYIIMX NaTOJIOrYHMX 1a00PATOPHHUX MOKA3HKKIB, 10
cBiguath 11po Qi3u4Hi 3aXBOPIOBAHHSL; BIICYTHICTD
BCTAaHOBJIEHOT a0 nependayvyBaHol rinepuyTaMBOCTI 10
Ai040T pe4oBHHH Ta/ab0 iHrpeaieHTIB y cKnai;
BiACYTHICTb aHainakcii 10 Jikie abo anepriubmx
peakuiii 3aranom; BiICYTHICTh BIAANOBIIHHX HUPKOBHUX,
NEYIHKOBHX, CEPLEBO-CYANHHHX, JUXAIbHUX, INKIPHHUX,
reMaToJIOTYHUX, €HAOKPHUHHUX YH HEBPOIOTIYHUX
3aXBOPIOBAHb, SIKI MOXKYTh MEPEIIKOIKATH METI
JIOCIIDKEHHS.

CITOCIb BBEAEHHA, CHUITA

13. JJOCIIDKYBAHHWH TIPETIAPAT, JIO3A,

Tect A Cnasmeke® 1.v. (nakoHH: GIOpOrIOLHHOI
(1,3.5 tpu-rizpokcu-6enzon) 40mr/4mn, Ilapnep

C.i. Ay, Itanis [Mapris N. 05022R Tepmin npupatHoCTi
08 nucromnana.

Tect b Tabnerku Cnazmexkc®: dopormouunon (1,3,5
Tpu-rigpokeun-6en3zon) 80 mr nmoc 1,3,5 TpU-MEeTOKCH-
Oenzon 80 mr, lllapmep C.rm.A.», Itamnis [Tapris N.
05008R Tepmin npuaatHocTi 10 rpyaus.

Onun daakon 3 Tecty A (40 mr 1,3,5
TpHrigpokcnbensoiy) i 2 tabnerku 3 tecty B (1.3,5 Tpu-
rigpokcu-6enzon + 1,3,5 Tpu-metokcu-6enson, 160 mr)
BBOJIMJTH 3TIJHO 3 IepelikoM paHaomisailii ta

CITOCIb BBEJEHHSI, CHJIA

14. JIOCIIDKYBAHUWH ITPEITAPAT, JIO3A,

He 3acTocoByeThes

15. CYIIYTHS TEPAIILS

He 3acTocoByerbcs

16. KPUTEPI{ EQEKTUBHOCTI

Iepsunna kinneBa Touxa: OK 1,3,5
Tpuriapoxcubensony ta 1,3,5-tpu-merokcu-6ensony
riciia oiHopa3oBoi 1031 Crazmekcy® i.v. npenapary
(Tect A) Ta npenapary st IPUAOMY BCEpeHHY
Cnasmekc® (tect b)

Bropununi kinuesi Toukn: 6e3neka Ta nepeHOCUMICTh
npenaparip Cnazmekc®. JlocnigHuLbKe, AKiCHE,
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HariBKiNbKiCHe gocrikeHHs metaboizmy 1,3.5
TPUTiIPOKCMOEH30/1Y Ta TPU-METOKCH-0eH30I1y

17. KIHIEBI TOUYKH BE3IEYHOCTI IToGiuni edexTH

18. CTATUCTHYHI METO/IA @K ananis nposoanau 3a gornomororo Kinetica ™ gepeii
4.4.1, Thermo Electron Corporation, CIIA.
CratucTuyHMiA aHai3 MPOBOIMIIM 33 A0MOMOrow SAS®
Bepeii 9.1.2 ang Windows. aui, 3aJ0KyMeHTOBaH] y
LIbOMY JOCITIUKEHHI, Ta BUMIpIOBaHi KJIHIYHI MapaMeTpu
OyJI¥ ONMCaHI 3 BUKOPUCTAHHAM KIaCHUHOT ONMCOBOT
CTATHCTUKH 715 KITBKICHUX 3MIHHMX Ta YaCTOTH IS
AKICHUX 3MIHHHX.

19. JIEMOI'PA®IYHI [TAPAMETPH Vei nigaocniani (9 yonosikis ta 8 xiHok) 6ynu
JAOCIIKYBAHOI'O HACEJIEHHSI (CTATD, |noGposobusamu eBponeoinHol pacu. CepeHii Bik
BIK, PACA TOLLO) craHoBHB 29,6 + 8.6 pokiB, a ingexc macu Tina (IMT) -

24,4 £ 3,2 xr/m2. Yci Bunpo6GoByBaHi Mai Xopolie
(izuyHe Ta ncuxivyHe 3740poOB’s, WO Oy/I0 BU3HAYEHO HA
OCHOBI icTopii XBOpOOH Ta (PI3UUHOr0 0OCTEHKEHHS.

20. PE3YJIbTATH EQEKTHBHOCTI [TopiBHiotoun wi naui 3 ganumu 1,3,5
TpUriapokcubeHsony, 3aaerbed, wo Giogoctynuicts 1,3,5
TPHUMETOKCHOEH30My B CepeJHbOMY HU3KYA SK 3a
WBHAKICTIO (TOOTO HIKYMH Crax, 3aTpUMKa Trmax), Tak i
3a crynenem (meHma AUC.) moriMHaHHs.

ITonepenHi nocnimxenHs merabonizmy Ta ekckpetii 1,3,5
TPUTiAPOKCUMOEH30/1y NOKA3AaIIH, 110 eliMiHalis
BifOyBanace 31e011b1IOr0 MPOTATrOM MEPIIUX 6 FOJHUH
nicsis BBEEHHS 000X mpenapartiB. @pakuis npenapary,
10 BUBOJMTHCS 13 CEUCHO SIK BUXiAHA crniosyka, 6yna
IyKe Majoto (MeHiue 3% [1031) MOPIBHSHO 3 KIJIBKICTIO,
BHABIICHOIO Mic/s (pepMEeHTAaTHRHOT JIeKOH'toraii 6-
FIOKYpOHifasoto/apuicyabdarazor (npubiuzto 80%),
110 BKa3ye Ha LUBM/KE BUBEJEHHS Mpernapary 3
LEHTPaJLHOI0 KOMIAPTMEHTY Mic/Ast KOH orallii B
neuinui. 3a uac 30upanHs cevi npotsrom 0-6 rox y ceui
He BUsABJIEHO 1,3,5-TpumMerokcubeH30y, MO CBIAUYMTE
Mpo Te, IO BHXi/IHA CMIOYKa HerailHo MeTaboi3yeThes.
3,5-qumeTokcudpeHo OyII0 BU3HAYEHO K OCHOBHHIH
npoaykt merabonizmy 1,3,5 rpumeroxcubenzony. Takox
BiIOyn0CA Moianplie AeMETHIIOBAHHS, X0Ua KIHLEBUIA
MPOJYKT, TOOTO 5-METOKCUPE30pLMH, OYB KiJIbKICHO

HC3HAYHUM
3
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21. PE3VJIbTATH BE3IIEYHOCTI BezneuHicTh Ta 3arajibHa EpEHOCHUMICTB ABOX
npenapatis OyJiu Jyxe cX0kuMH. I1poTsarom ycboro
NOCTIIXKEHHS HE TOBIIOMIISIOCS TIPO BHITAAKH
HeiH(eKLUIfHUX 3aXBOPIOBAHb, MOB’ A3aHUX i3
niKyBanHsAM. Bunukna ogHa Tsokka no6iyna peakuis, 1o
He Oyna nop’s3ana 3 nikyBanHsM. YXKoaHoro 3Hauymoro
BIJIMBY Mpenaparis TecTy A Ta Tecty B Ha sKUTTER]
nokasuuk, EKI" yn nabopartopHi napamerpu ne
CrocTepiraioch

22. BUCHOBOK (OCTATOYHI BUCHOBKH) (ITicnst BHYTpinIHEOBEHHOTO BBeAEHHS (40 MT)
KoHUeHTpauii ¢pnopormonunony (C0) y niasmi
eKCTpPanoIoBaNKCh i Bianosiganu 1607,20 + 375,23
ur/mn. [lortim criocrepiraBest o4eBUAHMIN
MOHOEKCTIOHEHLIaJIbHH1I po3Miaj, i mpenapart BUBOJMBCS 3
nepiogom HamnieBuBeaeHHs (t%%) 1,28 = 0,18 roa.
Cepenniit yac peaxuii cranoeus 1,53 £ 0,22 rop.
3nauenns AUCO-t ta AUCO-0 6ynu gyse 6au3bKUMH,
To0TO 385.4U104.34 Ta 398,79 £ 104,51 Hr/mnxron
Bi/UTOBIAHO. 3araneHe BUBeAcHHs 3 Tina (Cl/ B) Ta
BHAMMHH 00'eM posnoainy (Vd / BW) ctanosuiu 0,22 +
0,11 n/rop/kr ta 0,39 + 0,16 n/kr.

I1pu nepopansHomy 3actocyBani (160 mr) 1,3,5
TPUTiAPOKCHOEH307T IBUAKO 3a3HaB aGcopOuil: mik
koHuentpauii 384,25 £+ 125,14 ur/ma Oye gocaruyThii 3a
0,75 + 0,37 roz i cynpoBo/uKyBaBcs
MOHOEKCIOHEHLIaIbHUM BUBEICHHAM, Iepioj
HarniBBUBeAeHH OIM3bKo 1,3 roj.

[Ticns nepopansHoro npuitomy (160 Mr) nokasHuku Crmax
I Tiax 1,3-Tpumerokcubenzony cranopuiu 172,29 +
167,57 ur/mn ta 1,47 + 0,40 roa Bignosiauo. Ilepiog
HamiBBUBeACHHs cTaHOBUB 3,63 £ 1,84 rogunu.

Pe3ynpTaTi LbOro A0CiKEHHS MPOAEMOHCTPYBAIIH, 1O
1,3,5 TpuriapokcubeH301 WBHAKO BUBOAUTHCH 3
LEHTPAIBHOIO KOMIIAPTMEHTY Yepe3 HUPKH ITicIis
KOH'HOrauii rIoKypoOHOBOT KHCIOTH Ta/abo cyibdaty B
neyinui. OcHoBHUM MeTabonitom merabonizmy 1,3,5
TpuMeToKcHbensouy € 3,5-aumerokcudeHo, Toai AK
noJanbuie JeMETHIIOBAHHSA 10 S-METOKCHPECOPLMHOIY,
AMOBIpHO, BiAOyBa€eThCs, alle € KiJbKICHO He3HAUHUM.
Xoya nepersopenns 1,3,5 Tpumerokcubensony B 1,3,5-

4
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TPHTiAPOKCHOEH30JT € MOXKIIMBHM, BOHO He MOYe GyTH
AOBE/IEHUM, I, AKLIO BOHO Bigbyaerbes, iMoBipHO Oyze
He3HauHuM, Oxe, BB MetaGonismy 1,3,5-
TpUMeTOKCUubeH30m1y Ha GiogocTynHicTs 1,3,5
TPUTIIPOKCUOEH301TY MOYKHA 3 BEAMKOIO HMOBIPHICTIO
BU3HATH TEPareBTHYHO HEPEeNeBAHTHHUM.

Jlani Gezneunocti NiATBepIKYIOTH CHPUATAUBHIT
npodine nepeHocumocti A Cmazmekcy® i.v. Ta
npenaparis juis npuidomy ecepeanny Cnasmekc® y
032X UbOTO JIOCIIIKEHHS

3asBHUK (BIaCHHUK /mignuc/
peecTpauiifHoro
MOCBITYEHHs ) (miguc)

Hokrop benenerro Henna bBedda (Benedetto Della
Beffa)

(iM’s1 Ta npi3BHLIE)

Hlramn: ILIAPTIEP C.n.A.

Biane Optnec, 12

Minau 20139

Homep nnaruuka ITAB 10771570156
Iogarkoeuit Homep 09098120158
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Honartok 30

1o Hakasy npo excriepTH3y peecTpaiiifHux
MaTepiais JIKapchbKUX 3ac00iB, IO [10AI0ThEs
Ha JIEPXKABHY PeECTpaLiio (IOHOBJIEHHS
peecTpatlil), a TAKOXK eKCIIepTU3y MaTepiaiis
I10/10 BHECEHHS 3MiH J10 peecTpaliiHuX
marepiaiB MpoOTIroM nepiony il
peectpauiiiHoro nocsigyeHHs (1. 4 ruasu IV )

3BIT
npo Kjiaidiude punpodysanust ""FRASCHINI"

1. HA3BA JIIKAPCBKOTI'O 3ACOBY (HOMEP  [CriazMoBakc, po3uuH st iH ekuiid 40 mr/4 mn
PEECTPALIITHOTO ITOCBITYEHHS, SKIIO

3ACTOCOBY€TBCH):

2. 3ASIBHUK «laprep C.n.A.» (Scharper S.p.A.) (ITanis)

3. BUPOBHHUK Honnens @apmaueyriui C.p.a, Iranis

4, TTPOBEJEHI BUTTPOEYBAHHS: X Tak |oO Hi Sxuwio Hi, obrpyHTYiiTe

1) THUIT JIIKAPCBEKOI'O 3ACOBY,
3APEECTPOBAHOI'O ABO 3AITJIAHOBAHOI'O
JIO PECCTPATIIT
5. TIOBHA HA3BA KJIIHIYHOI'O Fraschini (1984)
BUITPOBYBAHHS, KOJ1 BUTIPOBYBAHHA

6. DA3A KJITHIYHOIO BUITPOBYBAHHS 1

7. TIEPIO KJIIHIYHOI'O BUITPOBYBAHHA 1984

8. KPATHH, JIE ITPOBOIMJIOCH KJIIHIYHE ITanis

BHITPOBYBAHHA
9. KUIBKICTh YYACHHUKIB 9 3mopoux gobporonelir (U 6 /K 3). Bik 20 - 43 poku
10. META TA BTOPMHHI 3ABJIAHHS Ouinka @K Cnaszmekcy

KJITHIYHOI'O BUTTPOEYBAHHA
11. META KJIIHIYHOI'O BUTTPOBYBAHHSI  |OgHOpa3soea 103a, OAKH LeHTp, Biakpurte, DK
JOCITI/IKEHHSI.

12. OCHOBHI KPUTEPIi BKJIIOUEHHA 310poBi 100pOBOJIBLL.

13. JIOCJIJDKYBAHMA IPEIIAPAT, 103A,  |PnakoHu, TabneTky Ta cynozuropii Criasmekxc
CITOCIB BBEJIEHHS1, CHJIA
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14. IOCIJUKYBAHUWM IIPETTAPAT, 03A,  [Konen
CIIOCIE BBEJEHHSI, CHIIA
15. CVITYTHS TEPAIILA Konen

16. KPUTEPIi EOEKTUBHOCTI

[Tapamerpu ®K

17. KIHLIEBI TOYKH BE3IIEYHOCTI

[ToGiuHi edektu

18. CTATUCTHYHI METO/IA

OnucoBa CTATUCTHKA.

19. JIEMOI' PA®IYHI [TAPAMETPU
JOCJIJDKYBAHOI'O HACEJIEHHSI (CTATB,
BIK, PACA TOII0O)

9 3poposux ao6poeoasuis (U 6 /3K 3). Bik 20 -43 poKu

20. PE3VJITATU EGEKTUBHOCTI

@10pOrmOUMHOI IHBHIKO BECMOKTYETHCA icIIst
NEpPOpaILHOrO Ta PEKTA/IbHOrO BBeAEHHA, Toi Ak 1,3,5-
TPUMETOKCUOEH30J1 Ma€E MiK Yepe3 3 roAHHHU 3 Yacom
BHBE/ICHHA 3HAYHO BHLIMM, HLK Y JIOpOrIIOLHHOILY.

21. PE3VJIbTATH BE3IIEYHOCT]I

be3 noGiunux edekrip

Koneu

22. BUCHOBOK (OCTATOYHI BHCHOBKH)
3asBHHUK (BJIACHUK /mignuc/
peecTpauiiHoro

TOCBI/14eHHS) (miarmc)

Hoxrop Benenerro [enna bedda (Benedetto Della

Beffa)

(iM’s1 Ta npi3BHLLE)

ramn: IHAPTIEP C.n.A.

Biane Oprnec, 12

Minau 20139

Homep nnaruuxka [1JIB 10771570156
[Toparkoeuii Homep 09098120158
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Honatok 30

a0 Hakasy npo excriepTu3y peectpaliiHux
MaTepiajis JiKapchKHX 3aC00iB, 1O NOJAIOTHCS
Ha JepiKaBHY peecTpallito (MOHOBIEHHS
peccTpaii), a TAKOXK eKCTepTH3y MaTepialie
LII0JI0 BHECEHHs 3MiH /10 peecTpalifHuX
MartepialiB npoTIroM mepioay aii
peectpauiiiHoro rmociayenns (m. 4 rnasu [V )

3BIT

npo KJiniude Bunpodysanns «GERONIMO»

1. HA3BA JIIKAPCBKOI'O 3ACOBY (HOMEP
PECCTPALIIMHOIO ITOCBIAYEHHS, SKIIO

Cnia3MoBakc, po3uuH aus in’exuii 40 mr/4 mn

3ACTOCOBYETBHCS):
2. 3ASIBHUK «llapnep C.m.A.» (Scharper S.p.A.) (ITanis)
3. BUPOBHUK Jonnens @apmaneytiui C.p.a, Itanis

4., TTPOBEJIEHI BUTTPOBYBAHHSI: X tak |0 Hi SIkuo Hi, oOTpyHTY#HTE
1) THIT JIIKAPCBKOI'O 3ACOBY,

3APEECTPOBAHOI'O ALO

3ATVIAHOBAHOI'O JIO PEECTPALUIT

5. ITOBHA HA3BA KJIIHIYHOTI'O Geronimo (1984)

BUIIPOBYBAHHSA, KOJI BUIIPOBYBAHHS

6. DA3A KIITHIYHOI'O BUTTPOBYBAHHJI I11

7. TIEPIO/] KJIIHIYHOI'O BUITPOBYBAHHA  [1984

8. KPAIHH, JIE TPOBOIMJIOCH KJIHIYHE  |ITanis

BHITPOGYBAHHJI

9. KUTBKICTh YYACHHMKIB

30 mauieHTiB 3 HUPKOBOK KOJIKOHO.

10. META TA BTOPUHHI 3ABJIAHHS
KJIHIYHOTO BUTIPOBYBAHHS

OLHUTH CTa3MOITHYHY [isIbHICTE Ta Ge3NeuHICTh

11. META KJIIHIYHOI'O BUITPOGYBAHHI

PangomizoBade 0 MHUYHE CJliNe, KOHTPOJILOBAHE
KiiHiuge BunpobysanHs npotH I'enypuny (dpnasokcary).

12. OCHOBHI KPUTEPI BKJIIOYEHHS

ITauieHT 3 HIPKOBOK KOJTiKOIO.

13. JOCIIDKYBAHUM TTPEMIAPAT, JO3A,
CIIOCIE BBEJIEHHS, CHIJIA

Cnazmekc 2-3 ¢pakonu, notim Cnazmexc 3-4
TabIeTKH/ L0 HS.

14. OCNJKYBAHUM [TPETIAPAT, 103A,
CITIOCIB BBEJIEHHS, CHUJIA

Cnasmekc 2-3 daakonu, notim Cnazmexe 3-4
TaONETKH/LIOIHSI.

15. CYIIYTHS TEPATIIA

Koneun

32
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16. KPUTEPII EGEKTUBHOCTI

Cniontannui 6inb uepes 30, 60, 120 i 240 xBuauH 3
MOMEHTY BBEEHHS NPEnapaTy; 4acToTa XBopoOIHBHUX
eIi30/iB; PATYBAILHHHA PUIAOM JIIKiB.

17. KIHLEBI TOYKH BE3ITEYHOCTI

3arajibHa [epeHoCUMIcTh (1odiuHi edekTH)

18. CTATUCTHUYHI METOH

OnucoBa CTaTUCTHKA.

19. JIEMOT PA®IYHI [TAPAMETPHA
JIOCIDKYBAHOI O HACEJIEHHS (CTATS,
BIK, PACA TOIIO)

30 popocnux pobpoeonsuie (U 17 + K 13). Bik: 14 -87
POKIB.

20. PE3VIIBTATHU EGEKTUBHOCTI

[.v. abo 1.m. i ekuis Cnasmexcy cnpUuMHKUIA LIBHIKHN
KOHTPOJ1b OOIOBUX CUMMNTOMIB Y 3HAUHOT YaCTHHH
Nalli€HTIiB, 3HAYHO BULUMH, HIK TOH, 110 CrocTEpiraBes
pU BUKOPHUCTaHHI pedepeHTHOro npenapary. LIBuakuii
KOHTPOJ1b 00O 103BOJIMB YK€ IUBHKO MEPEHTH Ha
nepopanbHUl IpHitoM

21. PE3VIBTATH BE3IEYHOCTI

ITepenocumicte Cnazmekcy 6yna uya0BoI0.

22. BUCHOBOK (OCTATOYHI BUCHOBKH)

Cnasmekc npoJeMOHCTPyBaB ye X0pouly
e(heKTHBHICTD T4 EPEHOCUMICTD, MPEACTABIAIOUYN TAKMM
YMHOM Jitounii 3acib y pykax jikapis.

3asBHUK (BJIACHHK /mignuc/
peectpaLiiHoro (migmnuc)
IOCBiUeHHs)

Hoxrop Benenerro [lenna bedga (Benedetto Della

Beffa)

(iM’s1 Ta TIpi3BHILIE)

HlIramm: HIAPIIEP C.n.A.

Biane Optnec, 12

Minan 20139

Howmep nnatuuka [1IB 10771570156
ITopatkoBuit Homep 09098120158
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Honatok 30
Ao Hakasy npo excneprusy peectpauiiinux

Marepiajip jikapcbKuX 3aco6iB, WO MOJAIOTLCS HA
ACPKABHY peecTpallito (OHOBJIEHHS peccTpallil), a
TAKOXK eKCTEePTH3y MaTepialiB 00 BHECEHHS 3MiH
0 peecTpaLifHuX MaTepiajiie NpoTAroM nepiomy aif

peectpaniinoro nocpigduenHs (n. 4 rnasu [V)

3BIT

npo KiiHiyne Bunpodysanus '""BONGI AND DURVAL"

1. HA3BA JIIKAPCBKOI'O 3ACOBY (HOMEP
PEECTPALIHHOIO ITOCBTYEHHS, SIKILO

CnasmoBaxc, pozuun ana in’exuiii 40 mr/4 mi

3ACTOCOBYETBLCS):
2. 3ASBHHK «lllapnep C.n.A.» (Scharper S.p.A.) (Itanis)
3. BUPOBHHK Honnene ®apmaneyriui C.p.a, Itais

4. IIPOBEJJEHI BUTIPOBYBAHHSI:

X tax |o Hi Ao Hi, o6rpyHTYHTE

1) THIT JIIKAPCBKOT'O 3ACOBY,
3APECCTPOBAHOI'O ABO 3AITJIAHOBAHOI'O
J10 PEECTPALIIT

5. TTOBHA HA3BA KJIIHIYHOTO
BUIIPOBYBAHHSI, KOJ1 BUTIPOBYBAHHS

Bongi and Durval (1964)

6. DA3ZA KJIHIYHOIO BUIPOBYBAHHS

111

7. TIEPIO 1 KJTHIYHOI'O BUITPOEYBAHHS

1964

8. KPATHH, JIE IPOBOIMJIOCH KJITHIYHE
BHUITPOEYBAHH:

Itania

9. KUIBKICTh YYACHHKIB

[TatienT 3 HUPKOBOIO KOJIBKOKO, 31 CHA3MOM MixXypa
BHACJIII0K PI3HUX MPUYMH a00 IHILMMH CEUOBUMH
Oonamu. 3aranbHa Kinekicts: 33 nauienta; Y 25; 3K 8.
Bik 26 -79

10. META TA BTOPMHHI 3ABIAHHSI
KJITHIMHOI'O BUIIPOBYBAHHS

OUiHNTH ca3MONITHYHY JiSABHICTE TA GE3NeUHICTD.

11. META KJIIHIYHOT'O BUIIPOBYBAHHS

HekoHTposbOBaHe, BiIKpHUTe JOCTIIKeHHS

12. OCHOBHI KPUTEPIf BKJIIOUYEHHS

[Tawient 3 HMpKOBOIO KOMBKOLO, 31 Ca3mMoM Mixypa
BHACJIIOK Pi3HUX NMPUYHH a60 iHIIMMH CeYOBUMH
Gossimu.

13. JIOCJIDKYBAHUH [TPEITAPAT, JIO3A.,
CIIOCIB BBEJIEHHS, CUJIA

Cnasmexc oauH pakon i.v. abo i.m.

14. JIOCJIJUKYBAHHIM [IPETIAPAT, 103A,  |YKozen.
CI1OCIB BBEJIEHHSI, CHJIA
15. CYIIYTHSI TEPAITLS [?Koaen

«lllapnep C.n.A.» (SCHARPER S.p.A) - 20139, Minax, Biane Optaec 12 (Viale

Ortles, 12 20139, Milan) - Ten. 02.262916.1 - ake 02.2401180 - gen(@scharper. it

Homep e ExoHomiko-agMiHicTpaTeHOMy peectpi (R.E.A.) 1270560 - CraryTHui kanitan € 1 769 000,00 NOBHICTIO CNAYeHMii - Homep nnaTtHwka MOB 10771570156 - non,a-rso;nﬂ o
PpeecTpaLjiiiHui Homep y ToprosomMy peectpi Minana: 09098120158 e £

YnpaeniHHs Ta KOOpAMHALIA BIANOBIAHO A0 CT. 2497 LIK Ta CC: «Ia6 XongiHr C.n.A.» {IdB Helding S.p.A.)
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16. KPUTEPIT EOEKTUBHOCTI

bine

17. KIHLEBI TOUKH BE3ITEYHOCTI

[To6Giuni epexTn

18. CTATUCTHYHI METO/IU

OrnucoBa cTaTUCTHKA.

19. JIEMOI' PA®IYHI [TAPAMETPH
JIOCTIJI)KYBAHOI'O HACEJIEHHS (CTAT,
BIK, PACA TOILIO)

33 nauienrie (25 4osoBiKiB Ta 8 xiHOK), BikoM Big 26 10
79 pokiB.

20. PE3YJIbTATH EQEKTUBHOCTI

Peakuis Ha Cnazmekc OyJa LWIBH/KOKO Ta Yy/I0BOIO
Maitxe y Beix Bunaaxax. Tpusanicts aii 6yna Ginboro,
HIK y IHIIMX TTOAIOHMX CIIONYK, i, AK MpaBHio, 6-8-10
rofnH. Y [ABOX BUIIA/[KaX BHYTPIUIHBOBEHHE JiKyBaHHS Y
1031 TpOX (IIAKOHIB Y MEPIIKii JeHb Ta JBOX Y HACTYIIHI
JIHI IIPU3BEJIO 10 CIIOHTAHHOIO BUBEIEHHS
KOHKPEMEHTIB.

21. PE3VJIbTATHU BE3IIEUHOCTI

HagiTe y nawientie, ski npoxoanau aHtnGioTHyny,
Kap/lioTOHIYHY, aHTUCEIITUYHY, CEJaTHBHY TEPAIilo
TOLLO, HE CIIOCTEPIranocs 03HaK HenepeHocuMocTi abo
3MiHH e(heKTUBHOCTI CMIa3MOIITHKIB Ta IHIINX
Npenaparis, 10 BUKOPHUCTOBYBAIHMCE OJHOUACHO.

22. BUCHOBOK (OCTATOYHI BUCHOBKH)

IIpenapar 3acrocoByBascs 28 nmauientamu 060X cTarei,
K1 CTpaXkJaiu pisHUM 32 iHTEHCHBHICTIO Ta XapakTepoM
GoneM B ceqocTaTeBiil CUCTEMI, BETMKA KiTBKICTh IKHX
Oyna npoonepoBaHa Ta MaJa NOCTilHI KaTeTepH,
APEHaXI, LUHMU TOLLO, | BiH 3aBXkaH OYB e(peKTHBHUM Ta
He MaB NOOIYHUX edeKTiB.

«lllapnep C.n.A.» (SCHARPER S.p.A) - 20139, Minan, Biane Oprnec 12 (Viale Ortles, 12 20139, Milan) - en. 02.262916.1 - take 02.2401180 - gen(@scharper.it

Homep 8 ExoHoMiko-agmiHicTpaTuaromy peectpi (R.E.A.) 1270560 - CTatyTHwi kanitan € 1 769 000,00 noBHICTI0 crinaseHuii - Homep nnatHika MAB 10771570156 - nogaTkosui
PeEcTpaviiHniA Homep y ToproBomy pescTpi Minana: 08098120158

YnpaBniHHsA Ta koopAWHaLis BianosigHo no cT. 2497 LIK Ta CC: «IaB XongiHr C.n.A.» (IdB Holding S.p.A.)
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3asBHUK (BJIIACHHUK /mignuc/
peecTpauiitHoro
[IOCBi/IYEHHS) (mignuc)

Hoxrop benenerro [lenna bedpa (Benedetto Della
Beffa)

(iM’s1 Ta npi3BUILE)

Itamn: HIAPIIEP C.n.A.

Biane Optnec, 12

Minan 20139

Homep naarauka [1JIB 10771570156
IToparkoeuii Homep 09098120158

«llapnep C.n.A.» (SCHARPER S.p.A) - 20139, Minan, Biane Opraec 12 (Viale Ortles, 12 20139, Milan) - ten. 02.262916.1 - daxc 02.2401180 - gen(@scharper. it

Homep & EkoHomike-aamiHicTpaTveHomy peectpi (R.E.A.) 1270560 - CTaTyTHuii kanitan € 1 768 000,00 nosHicTIO cnnadeHui - Homep nnatHuka N8B 10771570156 - I'ID.CI,aTKOBIﬂ i
PeecTpauiiiHWiA Homep y ToproBoMy peecTpi Minaxa: 09098120158

YnpaeninHs Ta KoopAKHALIA BIANOBIAHC 40 cT. 2497 LK Ta CC: «Ia6 XonaiHr C.n.A.» (IdB Holding S.p.A.)
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Jonarox 30

o Haka3zy npo ekcrnepTusy peecTpaLiiHIX
MatepiaiiB JIiKapChbKHX 3aco0iB, U0 MOJAIOTECA Ha
JepKaBHy peecTpauito (MOHOBJICHHA peecTpallii), a
TAKOXK €KCTIePTU3y MaTepiaiB 1010 BHECCHHA 3MIH
J10 peecTpalifHuX MarepialliB IPOTATOM Mepiojy it
peecTpauiifHOro MoCBiMYCHHS (n. 4 rnaBu V)

3BIT
npo KJiHiuHe BUNPOOYBaHHS «BONGI»

1. HA3BA JIIKAPCBKOI'O 3ACOBY (HOMEP Cria3MOBaKc, po34MH UIs iH exuii 40 mr/4 mn
PECCTPALUMHOI'O [TOCBIUEHHS, AKIILO

3ACTOCOBYETBCA):

2. 3ASIBHUK «llapnep C.m.A.» (Scharper S.p.A.) (Itanis)

3. BUPOBHHK Tonnens @apmaueyTiui C.p.J, Iranis

4, TIPOBEJIEHI BUITPOBYBAHHS: X tak |0 Hi [ Ao Hi, oOrpyHTYHTE

1) THIT JIKAPCBKOT'O 3ACOBY,
3APEECTPOBAHOI'O ABO 3AIVIAHOBAHOI'O
JIO PEECTPALLIT
5. TTOBHA HA3BA KJIHIYHOI'O Bongi (1966)
BUITPOBYBAHHS1, KOJI BUITPOBYBAHHSA
6. ©DA3A KJIIHIYHOI'O BUITPOBYBAHHA I11
7. TIEPIOJ] KJIHIYHOI'O BUMIPOBYBAHHS || 966
8. KPAIHHM, [IE [IPOBOAUJIOCH KIIIHIYHE ITanis

BUIIPOBYBAHH:I
9. KIJIbKICTh YYACHUKIB 33 nmanjenTa.
10. META TA BTOPHHHI 3ABJIAHHSI OLIHMTH CHIA3MOTITUYHY JisUIBHICTB Ta Oe3MeUHICTh.

KJIIHIYHOI'O BUTTPOBYBAHHA
11. META KJIHIYHOI'O BUIIPOBYBAHHSI  |HeKoHTpOJILOBaHE, BiKpUTE JOCIIIKEHHSA

12. OCHOBHI KPUTEPII BKJIIOYEHHS TlaLieHT 3 HUPKOBOIO KOJIBKOKO, 3i CMIa3MOM MIXypa
BHACJI 10K Pi3HUX NPUUKMH 200 IHIMMH CEUOBHMHU
Gonsamu. V 8 Bunaakax 6inp OyB BUKIMKAHHI HUPKOBOIO
KOJIIKOIO, THIIOBOKO UIsl KAMEHIB Y HUPKaX, kameHiB abo
BUJILIEHHS 3rYCTKiB (Y MAlieHTa 3 CBITI0KIITHHHAM
paKoOM HHPKH); ¥ 5 BUNAAKAX OoMicHUMMU ciazMamu
CeyoBOT0 MiXypa B OIEPOBAHMX IIPOCTATAX Ta 3
[OCTIHHKUM KaTeTepoM: Y 4 BUIAJIKaxX /s MJIaCTHKH
[i€10-CeYOBOLIB Y MALIEHTIB, AKi HOCATH I0/1ieTHIEHOBI
IIMHH, 1[0 3aIHAKTHCS MOCTIHHO B CEY0BOAI Ta
HUPKOBi JloXaHL(, HeppocToMizoBaHi a00 BIACYTHI

1
«Illapnep C.n.A.» (SCHARPER S.p.A) - 20139, Minan, Biane Opraec 12 (Viale Ortles, 12 20139, Milan) - tes. 02.262916.1 - daxc 02.2401180 - gen@scharper.it

Homep & EKOHOMIKO-aAMIHICTDATUBHOMY peectpi (R.E.A.) 1270560 - CratyTHuii KaniTan € 1 769 000,00 nosHicTIO crnayeHwi - Homep nnatHuka MOB 10771570166 - nog;@a@li.
PEECTPaLiAHUIA HOMED Y TCProBoMy peectpi Minana: 09098120158 ol
YnpaenisHa T8 KOOpAMHELYA BIANOBIAHO AO CT. 2497 UK Ta CC: «lab Xonaikr C.n.A.» (Id8 Holding S.pA) / F 3
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30BHi; v 7 Bunaakax 0is OyB CIpUYHHEHHH cniazMaMu
CEeUyOBOro MiXypa Ta CeuyoBOJ1Y Y NALeHTIR, SKI
MepeHeciv pe3eKLil0 CeUOBOro MiXypa uepe3 BEUKy

naniziomy abo

COCOUKOBI KapuuHOMH. [Tocunatouncek Ha BKazaHe, MU
BUKOPHCTOBYEMO 11 0OpPOOKH CIM30BOI CEUOBOIO
MiXypa po3uHH KapOoJIOBOro CIUPTY - NPAKTHKY, 110
yCyBa€ peLUIMB namnizoMarosy. ¥ neskux cy0'ekTiB Take
JIKYBaHHS! [PU3BOAMTE 10 TIOTaHO NMEPEHOCHMOro
XIMIYHOIO LUCTHUTY.

13. JJOCIIJKYBAHMI ITPEITAPAT, JIO3A,
CIIOCIb BBEJIEHHS, CHJIA

Cnasmekc i.v. ¢nakonn @IakoHU BBOIMIM KOxKHI 8-12
Ta 24 TOIHHH 3aJeXHO Bij] IHTEHCHBHOCTI 00O Ta
JI03YBaHHs, 110 JOCIIKYBaJIOCh.

14. JTIOCIIJDKYBAHUIM [IPETIAPAT, JI03A,
CITOCIb BBEJIEHH S, CHIIA

Konen

15. CYITYTHS TEPATIILA

V BeixX BUNAJAKax JIKYBaHHA KOJEH 1HIINH
CMa3sMOJIITHYHHIA IpenapaT HIKOJIM He [10€IHYBAaBCs 31
Cna3smekcoMm.

16. KPUTEPIT EOEKTUBHOCTI

Binek.

17. KIHLEBI TOYKH BE3IIEYHOCTI

[To6iuHi edeKTH.

18. CTATUCTHYHI METO/IU

Konen

19. JEMOI' PA®IYHI ITAPAMETPH
JOCIIDKYBAHOI'O HACEJIEHHS (CTATbD,
BIK, PACA TOILO)

3arajeHa KinbKicTb: 33 mauieHTie (25 yonosikis Ta 8
)KIHOK), BIKOM Bia 26 10 79 pokiB.

20. PE3VJIbTATH EGEKTHBHOCTI

Peakuis Ha Cnazmekc Oyna WBHIKOIO Ta YyA0BOIO
Maibke y Beix Bunajkax. Tpusanicte aii 6yna 6inbiuoro,
HIX Y IHIIMX NOAIOHKX cronyK, 1, K npasuio, 6-8-10
roguH. Y IBOX BHMAJKaX BHYTPILIHEOBEHHE JIKyBaHHS Yy
1031 TppOX (IIAKOHIB Y NEepLUMii JIeHb Ta JBOX Y HACTYITHI
IHI TIPH3BEJIO /10 CIIOHTAHHOIO BUBEJCHHS
KOHKPEMEHTIB.

21. PE3VIIBTATH BE3ITEYHOCTI

JKonen 3 nauienTis He MaB BUpaxeHOT azoTeMii abo
301IbIIEHHS TIIiKeMil.

«lapnep C.m.A.» (SCHARPER S.p.A) - 20139, Minan, Biane Opraec 12 (Viale Ortles, 12 20139, Milan) - Ten. 02.262916.1 - daxc 02.2401180 - gen@scharper. it

Homep B ExoHoMika-aaMiHicTpaTMBHOMY peecTpi (R.E.A.) 1270660 - CtatyTHwii kanitan € 1 769 000,00 noBHICTH CNnadeHud - Homep nnathuka MAB 10771570156 - nnqarngagﬁ»ﬂé‘jé‘?pi :"‘*-.‘..,
PeecTpauiiiHiA Homep y ToproBoMy peectpi Minana: 09098120158 4§ ¢ ——

YnpaeniHHa Ta KOOpAMHALA BiANoBiaHo A0 cT. 2497 LIK ta CC: «InB Xonainr C.n.A.» (IdB Holding S.p.A.)
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22. BUCHOBOK (OCTATOYHI BUCHOBKH) |Ha migcTaBi oTpuMaHuX pe3yJbTaTiB MOXKHA
CTBEp/UKYBATH, L0 MpenapaT Map LUBUIKY Ta TPUBATY
JIEO Y BCIX MATOJIONIYHUX (hopMax, y SKHX HOro
3aCTOCOBYBa/M; y ABOX Bunagkax (1 Ta 6) ue Bu3Haumno
abo crpusI0 BUTHAHHIO KaMEHIO, BIATIOBIAAIBHOIO 3a
XBOPOOJIMBI CHMIITOMMU; BiH HE J1aBaB JKOJIHUX
BTOPMHHHX peakuiil, HABITh MPH 3aCTOCYBAHHI Y
MaKCHMAalbHIN 1031 POTArOM AEKIIBKOX qHIB, AK
BHYTPILIHLOM SI30BO, TaK | BHYTPILIHBOBEHHO.

3asiBHUK (BJIACHUK /mignuc/
peecTpartiiHoro
NOCBI{4EHHS) (mianuc)

Hoxkrop benenerro Hesna bedda (Benedetto Della
Beffa)

(imM’s1 Ta npizBHILE)

[Irammn: IIIAPITEP C.n.A.

Biane Optrec, 12

Minan 20139

Homep nnatauxa [1JIB 10771570156
IlopatkoBuii Homep 09098120158

«Ilapnep C.m.A.» (SCHARPER S.p.A) - 20139, Minan, Biane Opriec 12 (Viale Ortles, 12 20139, Milan) - ten, 02,262916.1 - daxe 02.2401180 - pen@scharper. it

PEECTPALiNHWIA HOMEp Yy ToproBoMy peectpi Minana: 09098120158
YnpaeniHHA Ta KOOPAWHALIS BigNOBIAHO Ao cT. 2497 LK ta CC: «Iab XongiHr C.n.A.» (IdB Holding S.p.A.)
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Honarok 30

Ao Haka3sy npo excrieprusy peectpauiiinux
martepiasiB JiKapcbKUX 3aco0iB, IO MOJAIOTLCS HA
JEp>KaBHY peecTpallito (MOHOBIEHHs peecTpallii), a
TaKOX EKCIEePTU3Y MaTepiaiB LIO/10 BHECEHHS 3MIH
J0 peecTpalifHUX MaTepiaiiB NpoTsAroM nepioay ail
peecTpauiitHoro moceigueHHs (. 4 rmasu [V )

3BIT

npo KJIiHiYHe BUnpodyBaHHst « LARIZZA»

1. HA3BA JIIKAPCBKOI'O 3ACOBY (HOMEP
PECCTPALIIMHOIO [OCBIIYEHHS, SIKIL[O

CnazmoBakce, po3uuH ans in’exuii 40 Mr/4 mi

3ACTOCOBYETHCA):
2. 3ASBHHK «Mapnep C.r.A.» (Scharper S.p.A.) (Itanis)
3. BUPOBHUK

Honmens @apmaneyriui C.p.i, Itanis

4. TIPOBE/IEHI BUTIPOBYBAHHA:

X tak |oO Hi

SKuo Hi, oOrpyHTYiiTE

1) THIT JIIKAPCBKOI'O 3ACOBY,

3APECCTPOBAHOI'O ABO 3ATTJIAHOBAHOI'O
10 PECCTPATIIL

5. TTOBHA HA3BA KJITHIYHOT'O
BUIMPOBYBAHHS, KOJ1 BUTTIPOBYBAHHSI

Larizza (1964)

BHUITPOEYBAHHA

6. DA3A KJIIHIYHOIO BUTIPOBYBAHHSI I11
7. TIEPIO KJITHIYHOI'O BUIIPOBYBAHHS 1964
8. KPATHM, IE MPOBOIMJIOCEH KJIIHIYHE Itanis.

9. KUILKICTh YYACHUKIB

37 nauieHTiB XBOPUX HA JKOBYHI KOJIIKH.

10. META TA BTOPHMHHI 3ABJJAHHS
KJIHIYHOI'O BUTIPOBYBAHHS

OUuiHHTH ca3MOITHYHY AiANBHICTh Ta Oe3MeuHicTh

11. META KJIIHIYHOI'O BUTIPOEYBAHHS

HekoHTposOBaHe, BIAKPUTE JOCTIKEHHS

12. OCHOBHI KPUTEPI] BKJIIOUEHH

[TatienT XBOpHii HA JKOBYHI KOJIIKH.

«llapnep C.n.A.» (SCHARPER S.p.A) - 20139, Minan, Biane Oprnec 12 (Viale Ortles, 12 20139, Milan) - Ten. 02.262916.1 - pakc 02.2401180 - gen(@scharper. it

Homep B ExoHomiko-agminictpatueHomMy peectpi (R.E.A.) 1270560 - CtatyTHwia kanitan € 1 769 000,00 noBHICTIO cninayeHui - Homep nnathuka MAB 10771570156 - nogaTkoBWiA HOMep,

peecTpaLjiiHviA HoMep y ToproBoMy peecTp: Minada: 09098120158
YnpaeniHHs Ta koopAWHAaLiS BiANOBIAHO A0 CT. 24897 LIK Ta CC. «Igb XonpjHr C.n.A.» (IdB Holding S.p.A.)
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13. JIOCIIJBKYBAHWH TIPEITAPAT, 103A,
CIIOCIB BBEJIEHH:, CHJIA

Cnasmexc oauH ¢uiakoH i.v. abo i.m.
Tabnerkn Cnazmekc

3a 160 nikyBanbHMX JHIB nauicHTy orpumanu 274
¢nakonu ta 498 Tabnerok.

14. JOCIIDKYBAHHH [TPETAPAT, 1034, | MKonen
CIIOCIB

BBEJIEHHSI, CUJIA

15. CYIIYTHS TEPAITLSI XKopnen
16. KPUTEPI] E@EKTUBHOCTI Bine

17. KIHLEBI TOYKH BE3ITEYHOCTI

[To6iuni edexrn

18. CTATUCTUYHI METOIH

OnucoBa cTaTHCTHKA.

19. JIEMOTPA®IYHI [TAPAMETPH
JOCIIJIKYBAHOI'O HACEJIEHHS (CTATS,
BIK. PACA TOIIIQ)

37 nauientis (17 vonosikis Ta 20 xiHoK), BiKoM Bix 27
10 75 poKiB.

20. PE3VJIBTATH EGEKTHBHOCTI

Tepaneptuuna epexruBHicTs CriazMexcy, 1o
BBOAMTHCA i.V., i.m. i nepopasibHo TectyBany 20
NALIEHTIR, SIKI CTPAXKAAIOTE HA Pi3HI THITH
KOBYOBMBIIHUX 3aXBOPIOBAHE (JKOBYHOKAM sIHA
XBopoOa Ta X0/1e10X01iTia3; NepUXOIELUCTHT;
JAMCKIHE31s; CHHAPOM MOCTXONELUCTEKTOMIT).
[TokasHuku edekTHBHOCTI BIAMIHHI | CTAHOBAATE Bix 90

1o 100%.

21. PE3VJIbTATH BE3IIEYHOCTI

3 nepeBipok ckiaay Kpori Ta GpyHKUIT HUPOK Ta QyHKLT
MeYiHKK MOYKHA 3pOOMTH BUCHOBOK IIPO [TOBHY
HeTOoKcHuHicTh CriazMeKcy o0 KpOBOTBOPHOT
TKaHMHH Ta NEYIHKOBOI Ta HUPKOBOI NAPEHXIMH.

22. BUCHOBOK (OCTATOYHI BACHOBKHM)

3Hebomo0ua Jisd MaKCUMallbHa Mic/id BBEASHHS 1.V.; 11e
BiAOyBaeThCS BiApa3y Micis 3aKiHYeHHs iH’ €Kil Ta
J0csirae CBOro MakcUManbHoro eexty uepes 2-3
XBHIMHU. [loMi4eHO CKOPOMHHYILICTD CHA3MOIITHYHOT
Ta 3Hebomoroyoi Aii GpuropormounHony. [loennanHs
(noporarounHONy Ta TpUMeToKcubeH301y y Crnasmekci
BIANOBIJIa€ METI NOECAHATH LWUBKUAKICTE il nepIuoi
CIOJYKH 3 GiNbll TPUBAIUM eeKTOM il MoXiaHoro
(TpuMeTOKCHOEH30.TY).
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WAPMEP
3asBHUK (BIACHHK /mipnuac/
peecTpauiiHoro
MOCBIIYEHH) (miamuc)

Hoxtop benenerro [denna bedda (Benedetto Della
Beffa)

(imM’s Ta 1pi3BuLIe)

IWramn: HIAPTIEP C.n.A.

Biane Optnec, 12

Miman 20139

Homep nnatauka [1JIB 10771570156
IToparkoBuit Homep 09098120158

«llapnep C.i.A» (SCHARPER S.p.A) - 20139, Minan, Biare Optnec 12 (Viale Ortles, 12 20139, Milan) - en. 02.262916.1 - gakc 02.2401 180 - genscharper. it

Homep B ExoHoMiko-agmiHicTpaTueHoMy peecTpi (R.E.A.) 1270560 - CraryTHui kanitan € 1 769 000,00 nosHicTio cnnayeHui - HoMep nnatHwka MAB 10771570156 - nogaTkoeuit HOMEp,
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LWAPMNEP

Honarok 30

no Hakasy npo ekcnepTusy peecTpaiiiHux
Marepiais JiKapcbKUX 3aco0iB, L0 MOJA0THCA HA
AeprKaBHY peecTpallito (OHOB/IEHHA peecTpaii), a
TAKOX €KCHEPTU3y MaTepialik 10/10 BHECEHHS 3MiH
J10 peecTpallifHUX MaTepiajiB NPOTAroM mepioay aii
peecrpauiiinoro noceinueHHs (n. 4 rnasu V)

3BIT

npo kjiiHiuyHe Bunpodyeanus "VAGLIO"

1. HA3BA JIIKAPCHKOT'O 3ACOBY (HOMEP
PEECTPALIIHOTO NOCBIYEHHS, SIKIIO

CrniasmoBakc, po3uuH A7st iH exuii 40 Mr/4 ma

3ACTOCOBYETHCA):
2. 3ASIBHUK «apnep C.m.A.» (Scharper S.p.A.) (Itanis)
3. BUPOBHHUK Honnens @apmaueyTtiui C.p.a, Itanis

4. [TPOBEJJEHI BUITPOBYBAHHSI:

X Tak |oO Hi

Axwo Hi, obrpyHTYyHTE

1) TUIT JIIKAPCBKOI'O 3ACOBY,
3APEECTPOBAHOI'O ABO 3AITJIAHOBAHOT' O
10 PECCTPAINTL

5. TIOBHA HA3BA KJIIHIYHOI'O
BUITPOBYBAHLA, KO BUITPOEYBAHHS

Vaglio (1965)

6. DA3A KJIHIYHOI'O BUITPOBYBAHHS

II1

7. IIEPIO KJIIHIYHOT'O BUTIPOBYBAHHS

1965

8. KPATHU, JIE [IPOBOJIMJIOCH KJIIHIYHE
BHITPOLYBAHHSI

ITanis

9. KUIBKICTh YYACHHKIB

30 nanieHTIB 3 AHHAMIYHOIO JHCTOLIIEIO.

10. META TA BTOPUHHI 3ABJIAHHS
KJIMHIYHOT O BUITPOBYBAHHA

Ouinuty epeKTHBHICTb Ta O€3MECHICTb.

11. META KJIIHIYHOI'O BUITPOBYBAHHS

HekonrponboBaye, BIAKPHTE A0CTIZKEHHS.

12. OCHOBHI KPHUTEPIT BKJIIOYEHISI

TToJiory 3 AMHAMIYHOK AHCTOLIEKO.
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LLAPTEP

13. JIOCIIJKYBAHHWM IPEIIAPAT, JIO3A,
CIOCIB BBEJIEHHA, CUJIA

A) i.m./ i.v. (praKoH, IO MICTUTE: QropormoLuHony 40
mr; 1,3.5-tpumerokcudensony 0,04 mr.

b) 0,59 r tabnerok, wo mictare: GnoporaounHony 80
mr; 1,3,5-tpumertokcubenzomny 80 mr.

14. TOCIIJDKYBAHWM ITPEITAPAT, 1034,  [2Konen
CITIOCIE BBEJEHHS, CHIIA

15. CVITVTHSI TEPATIIS Konen
16. KPUTEPI{ EGEKTHBHOCTI Bine

7. KIHLIEBI TOUKH BE3IEYHOCTI

[ToGiuHi edpexktu

18. CTATUCTHUYHI METO/H

OrnucoBa CTATUCTHKA.

19. JEMOT'PA®IYHI TAPAMETPH
JIOCJIIKYBAHOI'O HACEJIEHHA (CTATD,
BIK, PACA TOII[O)

30 xinok y Biui Bia 18 mo 32 pokis.

20. PE3VJIbTATH EGEKTUBHOCTI

Y Bunaakax JUHaAMiYHOT JUcToNil Ta/abo HabpsaKy
WMHAKK MATKK 3 JIBAALATH [POJIKOBAHMX MaLIeHTIB y 15
Bunazaxax (75%) 0yB 4iTKO 103UTHUBHUI pe3ynbTaT: Yy
petutH 25% aHoManis nij yac nojorie He perpecypania
nic/s JUKyBaHHs i (SK [IPAaBUII0, YHACIII0K BHHUKHEHHS
CTaHy AMCTpecy I10/a 3 pO3pPUBOM MeMOpaHH)
HeoOxiHO Oyno 3poOHTH KecapiB PO3THH.

21. PE3YJIbTATH BE3IEYHOCTI

HKonaHoi inwoi no6iunoi Aii He croctepiranocs.

22. BUCHOBOK (OCTATOYHI BHCHOBKH)

Cnasmexkc, npu BBeIeHH1 y popMi TaONIETOK, a B OJHOMY
BUNaAKy y popMi (akoHiB, nauieHTam, ki
CTPa’KAatoTh Bijl XBOPOOIUBHUX CTAHIB CTATEBUX OPraHiB
(Ha cacTUYHIM YK HMOBIpHO CIACTUYHIM MiaCcTaBi), 1aB
xopouii abo cripaBeIMBI pe3yibTaTH JIMLIEe B MOJOBHHI
BUMAJKiB; 1yKe piakicHi abo B3araiii BIACYTHI y peluTi
40% BHUMNAnKIB.
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LWAPIMNEP
3asBHHUK (BIIACHUK /mianuc/
peecTpariiitHoro
MOCBiUEHHS) (miammc)

Hoxrop benenerro [enna bedda (Benedetto Della
Beffa)

(iM’s Ta npizuILE)

ramm: IHAPTIEP C.n.A.

Biane Optnec, 12

Minan 20139

Howmep nnatnuka [1IB 10771570156
[TonarkoBuit Homep 09098120158
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PEECTPALIIMHOTO [OCBIJUEHH, SIKIO
BACTOCOBYETBCH):

1. HA3BA JIIKAPCBKOT'O 3ACOBY (HOMEP

46

LWAPMNEP

Jlonatox 30

no Hakasy mpo eKCIepTH3y peecTpaLiiiHmX
matepiaip JiKapeeKHX 2acoBiB, O NMOAAIOTHCA Ha
AepIKABHY peecTpaLiio (NoHOBJIEHHA peec1‘paui‘1’), a
TAKOYK EKCTIEPTH3Y MATeplallB 10/10 BHECEHHA 3MIH
710 peecTpalliiiHiX marepianis MpoTAroM nepioay Ali
peecTpaLiiHoro noceiguennst (1. 4 rnasy V)

3BIT

npo KaiHiuHe punpo0yBaHHs1 "GOISIS"

Cria3MOBaKc, po3yMH And i exuiiii 40 mr/4 ma

2. 3AABHHUK

«I1lapnep C.mA» (Scharper S.p.A.) (Itanis)

3. BUPOBHHUK

Jlonneb dapwmaueyTiul C.p.n, Iranis

4. TIPOBEAEHI BUITPORYBAHHA:

1) THIT JIIKAPCBKOTO 3ACOBY,

I P A
5. T0BHA HA3BA KJIHIYHOTO
BUIIPOBYBAHHA, KO BUITPOBYBAHH:

6. DA3A KJIIHIYHOI'O BUITPOBYBAHHSI

3APEECTPOBAHOI'O ABO 3AIUIAHOBAHOTO

KO Hi, OOTPYHTYHTE

Goisis (1984)

7. TIEPIOJ KJITHIYHOT'O BUIIPOBYBAHIA

8. KpAIHW, IE [IPOBOIUIIOCH KJIHIYHE
BUITPOBYBAHHA

[Tanis

9. KUIbKICTb YYACHHKIB

\40 BAriTHUX JKIHOK

10. META TA BTOPUHHI 3ABJAHHA
KJIHATYHOTO BUIIPOBYBAHHS

OwuiHUTH eeKTHBHICTb Ta GesnedHicTh

11. META KJIIHIYHOI'O BUITPOBYBAHHSI

PanjoMizoBaHe, KOHTPOJILOBAHE NOCTIKEHHS.

12. OCHOBHI KPUTEPI BIJTIOUEHHA

BariTHi *IHKH.

-
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WAPMNEP

13. JOCIDKYBAHMIA IIPETIAPAT, JIO3A,
CIIOCIB BBEEHHS, CHUJIA

Cnasmekc ommuu diakon i.v. Y KIHOK 3 pO3KpHTTAM
WIMAKK MaTKH He MeH1ue 3-4 cu.

14. IOCIIJOKYBAHH [IPENIAPAT, J103A.
CIIOCIB BBEJIEHHS, CHIIA

TiemonimMym opun Quakon iv, Y KIHOK 3 pO3KpHUTTAM
UHHKA MATKH He MeHLie 3-4 oM.

15. CVIIVTHS TEPATIIS

Kopen

16. KPHUTEPIf EOEKTUBHOCT]

Binb npu aucrouii: vacosui IHTEPBAN MiX BBEIEHHAM
[pelapaty Ta HAPOIKEHHSM; TPHBATICTE
PO3LIMPIOBANIEHOTO eeKTyY; TpUBAIiCTH edekry
BUBENICHHA, 3aranbHa NepeHOCHMIcT; [Haeke Anrapa.

17. KIHIEBI TOYKH BE3MEYHOCT]

[1o6iyHi edektu

18. CTATHUCTHYHI METOJIH

Onucosa cratucruka; Tounuii Tect ®Dimepa; Tect
Mauna-Vithi; tecr chi?.

19. IEMOT'PA®IYHI TAPAMETPH
AOCIIKYBAHOIO HACEJIEHHS (CTAT,
BIK, PACA TOLLO)

40 sxiHoK y Bini Big 19 g0 39 POKiB (cepeHiii Bik: 28
POKIB ).

20. PE3VJIbTATH EGEKTUBHOCT]

DI0POrOLHHON POAEMOHCTPYBAR HAA3BUYAIIHMH
3HeDOMOOUHIT eheKT MOpiBHAHO 3 cynbharom TiMoHiro,
L0 MPHU3BENO /10 OINBIIOT rOTOBHOCTI 3KiHOK
CHIBMPALIOBATH Mij YaC MOTONE,

21. PE3YJIBTATH BE3ITEYHOCTI

Koanoi iHmoi nobiunoi noxif ne crocTepiranocs.

22. BUCHOBOK (OCTATOYHI BACH I0BKH)

Byno 3po6ieno Bucrorok, 1O (IOPOrIIOIHHO MOsKHA
Oe3neuHo BBOAMTH nif yac mosoris,

3asBHUK (BIacHUK /minnuc/
peecTparliiinoro
MOCBIIYeHHS ) (migmuc)

Hokrop Benenerro Jenna Bedda (Benedetto Della

Beffa)

(iM’s Ta npizBuIIE)

HIramn: HIAPITEP C.ii.A.

Biane Optnec, 12

Minan 20139

Howmep nnaruuxa ITAB 10771570156
IMoparkoruii HoMep (09098120158
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