SCHARPER

Milan, 30 November 2021

TO WHOM IT MAY CONCERN

We, Scharper S.p.A., with legal seat at Viale Ortles nr 12, 20139 Milano, the

marketing authorization holder of :
* SPASMOVAX ORO, tablets

agree with publication of the report of pre-clinical and clinical trials.

SCHARPER SP.A
Dr. Benedetto Della Beffa

[ Legal Rezcjentative

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. € Iscr. Reg. Impr. di Milano: 09098120158
Direzione e coordinamento ex art, 2497 C.C, e segg.: I1dB Holding S.p.A.




SCHARPER

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)

REPORT

about pre-clinical trials

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

Spasmovax ORO, tablets.

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

Medicinal product according complete dossier

2) TRIALS PERFORMED

Xyes | ono If no, justity

2. PHARMACOLOGY: phloroglucinol (1,3,5-trihydroxybenzene) is a non-atropinic antispasmodic agent
used by oral or intravenous/intramuscular (i.v. / i.m.) 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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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

Anti-inflammatory and analgesic effects of phloroglu-
cinol have been evaluated on zymosan-induced paw
edema in rat after single oral administration (CERB
Report, 2009).

Oral phloroglucinol at doses between 50 and 500
mg/kg induced a dose-dependent anti-inflammatory
and an analgesic effect, with no effect on prostaglan-
dins (PGs) levels. At the same doses, its metabolite -
trimethoxybenzene - induced an anti-inflammatory an-
algesic effect. In combination, the two compounds in-
duced an anti-inflammatory effect, which was similar
to the additional effects for test drug (CERB Report,
2009).

A second study has investigated the anti-inflammatory
and analgesic effects of oral phloroglucinol and 1,3,5-
trimethoxybenzene - in combination and at different
doses — in the zymosan-induced paw edema in rat.
Phloroglucinol and 1,3,5-trimethoxybenzene - both
given at 300 to 500 mg/kg — led to an anti-
inflammatory effect and statistically significant reduc-
tion in paw edema. An analgesic effect was also ob-
served through a statistically significant increase in
pain threshold. No effect on PGs level was observed.

In conclusion, combined phloroglucinol and 1,3,5-
trimethoxybenzene exerted an anti-inflammatory and
analgesic effect since 300 mg/kg. The lack of any ef-
fect on PGs suggests that these activities are independ-
ent from PGs synthesis.

Under the same conditions, oral piroxicam (10 mg/kg)
induced an analgesic effect (statistically significant de-
crease in pain threshold) and a near complete inhibi-
tion of PGs synthesis (CERB Report, 2010B}).

3) SAFETY PHARMACOLOGY

Safety pharmacology study was been carried out after
intraduodenal (100-200 mg/kg) and i.v. (10-20 mg/kg)
administration.

4) PHARMACODYNAMIC INTERACTIONS

No pharmacodynamic drug interaction has been inves-
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tigated

3. PHARMACOKINETICS: studies were carried out in rats and mice using tritiated phloroglucinol after in-

travenous administration

1) ANALYTICAL METHODS AND THEIR VALI-
DATION REPORTS

studies were carried out in rats and mice using tritiated
phloroglucinol after intravenous administration

2) ABSORPTION

studies were carried out in rats and mice using tritiated
phloroglucinol after intravenous administration

3) DISTRIBUTION

studies were carried out in rats and mice using tritiated
phloroglucinol after intravenous administration

4) METABOLISM studies were carried out in rats and mice using tritiated
phloroglucinol after intravenous administration
5) ELIMINATION studies were carried out in rats and mice using tritiated

phloroglucinol after intravenous administration

6) PHARMACOKINETIC INTERACTIONS (PRE-
CLINICAL)

No data available.

7) OTHER PHARMACOKINETIC 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% (LDsp): oral 5,200 mg/kg; i.p. 3,180
mg/kg, and s.c. 4,850 mg/kg. In mice, the L.Ds, were:
oral 4,550 mg/kg; i.p. 4,050 mg/kg, and s.c. 991 mg/kg
(CIR, 1995).

The LDs, in mice and rats by oral, s.c. and i.p. admin-
istration were closed to 4,000 mg/kg. L.v. 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 ChemlID plus lite
database from the National Library of Medicine's
(Phloroglucinol, 2012).
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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

ug/ml.

At pH 7, 3.0 mg/ml phloroglucinol induced 2.3 Trp+
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 89 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/ml with $9
activation, phloroglucinol induced 0.01 chromatid
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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
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- | Four groups of 20 pregnant female rats were treated
OPMENT EFFECTS between Day 7 and 15 of gestation with phloroglucinol
/ trimethylphloroglucinol (1/1) at doses ranging be-
tween 0 and 400 mg/kg. The macroscopic and micro-
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scopic examinations revealed no deleterious effect on
rat offspring. Phloroglucinol was not teratogenic (NO-
EL: 400 mg/kg b.w.) (EMEA MRL, 1995).

Four groups of 15 pregnant female rabbits were treated
between Day 6 and 14 of gestation with phloroglucinol
/ trimethylphloroglucinol at the doses ranging between
0 and 800 mg/kg b.w. Phloroglucinol had no adverse
effects on rabbit fetuses (NOEL: 800 mg/kg b.w.)
(EMEA_MRL, 1995).

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

Phloroglucinol was administered in a three generations
study in male and female rats. Four groups of 20 rats
have been treated at the dose levels of 0.15%, 0.31%
or 0.62% of phloroglucinol (no information about the
corresponded dose of phloroglucinol expressed in
mg/kg b.w.) in feed for 221 days (first generation), 105
days (second generation) and 115 days (third genera-
tion). Phloroglucinol induced no macroscopic lesions
or histologic alteration of organs or endocrine glands.
The anatomopathological examinations of fetuses re-
vealed no alteration (EMEA MRL, 1995).

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
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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-
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)
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and 3,4-dihydroxymandelic acid (DOMA) (Hattori,
1969).

The mechanism of action of phloroglucinol and
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 results of post marketing experience gained by
widespread clinical use in man constitute the body of
Imowledge 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
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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
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).

R

(signature)

Applicant (marketing au-
thorization holder)

Dr. Benedetto Della Beffa

(name and surname)

SCHARPER S.p.A.
Viale Ortles, 12 ;
20138 MILANO
Partita IVA n. 10771570156
Codice Fiscale n. 09098120158
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«LLAPTEP»
Hopnatok 29
po Hakasy «[po ekcnepTuay peectpauinHux
maTepianis nikapcekux 3acobis, NnogaHux Ha
AepxaBHy peectpauito (nepepeecTpaliio), a Takox
eKcnepTn3y maTepianie Wo4o BHECEHHS 3MiH A0
peecTpauiiHux MaTepianie npoTsaromM nepiogy aii
PeecTpauiiHoro noceigyeHHs (4. 4 rasa V)

3BIT
PO JOKJIHIMHI BUNIPOOYBaHHA

1. HABBA JIHIKAPCBKOI'O 3ACOBY | Cnasmosakc ORO, TabneTkn
(HOMEP PEECTPALIMHOI'O
[MTOCBIJJYEHHS, 3A HASABHOCTT):

1) BUJI JIIKAPCBKOI'O 3ACOBY Jlikapcbkuii 3aci0 3a MOBHUM J0CHE
BXE 3APECCTPOBAHOI'O ABO
MAE€ BYTU 3APEECTPOBAHUU

2) MPOBEAEHI JOCJIJPKEHHA Xrak | OHi Skio Hi, HajaiTe o0IPYHTYBAHHS

2. PAPMAKOJIOI'TYHI BJTIACTUBOCTT: ¢uopormonus (1,3,5-rpuriapokcudeH3on) € HeaTporiHOBUM
CIA3MOJIITHYHUM 3aC000M, KM BUKOPHCTOBYETHCS IIEpopaibHo abo
BHYTPILHLOBCHHO/BHYTPIIIHLOM'S3080 (B/B/ B/M) 3aBJSIKH HOI'0 CHIA3MOJIITHYHIN /Uil HA TIajaKy
MYCKYJIATypy CEHOBHUBIAHUX 1 dKOBYOBUBIIHUX HUIAXIB. DropormouuH iHridye karexoi-0O-
metuarpancdepaszy (KOMT), BUKIMKaIO9H TUM CaMUM pO3ciabiIeH s TIIaKol MYCKYJIaTypH; Horo
CHA3MOJIITHYHA JIIS JIETAILHO 33/IOKYMEHTORBAHA B MOJIENAX 1N VItro Ta in vivo 1 NiJITBEP/IKEHa IHPOKHUM
KJTHIYHUM BUKOPHCTAHHSAM.

1) OCHOBHI ®APMAKOJIOI'TYHI Jlito ¢uiopormonuny Ha po3crnadiienHs rajaKoi MyCKyJIaTypu
BJIACTHUBOCTI Oyno onucano me y 1962 p. (Cahen, 1962A; Cahen, 1962B;
Cahen, 1962D).

Crniocrepirasiacs iHridyroya Jist (pJIOporiIonuHy Ha KIITHHEA
IJIaJIKOT MYCKYIaTypH CEHOBHBIIHHUX Ta HKOBUOBUBIIHHX
uusaxie (cdinkrep Omai) sk in vitro (Cahen, 1962A), Tak i in
vivo (cobaka) (Cahen, 1962B). Moro BruiuB BHIHO Ha
CKOPOYEHIi, ajle He Ha HOPMAJILHO PO3C/IalJIeHIH riaaaKii
MYCKYJIaTypi; OUIBbIIIE TOrO, CHAa3MOJIITHYHI eEeKTH He
OIMOCEPEAKOBYIOTELCS XOmiHepriunumu perentopamu (Cahen,
1962D). ®nopormonui 301Ib1IYye KOPOHAPHUH TOTIK Y
1301b0BAaHOMY TTep(y31HHOMY ceplll KPOJIMKa, 3MEHIITYE
IHIyKOBaHe 0apiro XJIOPHIOM CKOPOYEHHS KIITHH IIa Kol
MYCKYJIATYpH 1 aHTAroHi3ye CKOPOYEHHS, O110Cepe/IKOBaH]
4epes alleTHIIXOMTHOBI Ta ICTaMIHOBI PELENnTOpH

Homep B ExoHomiko-agmiHicTpatueHomy peectpi (R.E.A.) 1270560 - CratyTHuia kanitan € 1 769 000,00 noawicTio cnnaveHu :
peecTpauiiia HoMep y ToproBomy peecTpi Minaxa: 090981201

YnpasniHHs Ta KoopaMHaLis BianosigHo Ao T, 2487 UK Ta nact.: «Inb Xongy
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«LLWAPMNEP»

In vivo (ropormoriH 3HIKYE TUCK Y )KOBYHUX HPOTOKAX.
Brums na riajky MycKynaTypy CyAHMH Ta apTeplalibHUH THCK
ne criocrepiracrbes (Cahen, 1962D).

2) BTOPUHHI DAPMAKOJIOT'TYHI
BJIACTHUBOCTI

Iporusananeny Ta 31€0010I09Y A110 (IIOPOTTIOLUHY
OLIIHIOBAJIM Ha HAOPAK JIall y UIypiB, CHPHYUHEHUI
3UMO3aHOM, IT1CJIA OJIHOPA30BOr0 MEPOPATBHOr0 NIPUHOMY
(CERB Report, 2009).

IMepopaneuuit pnopormonuy y gozax Bix 50 go 500 mr/kr
THYKYBaB JI0303aIeKHHI IPOTH3ATATBHHAN Ta 3HEO0IIO0 NI
edeKT, He BINIMBAIOYHM HA PiBeHB npoctarnanaudis (1), Y
THX XKe 103aX Horo MetaboJiT - TPUMETOKCHOCH30JI -
1HIyKYBaB [IPOTH3aNAIbHUN 3He00mo0uni eexr. Y
TMOEHAHHI 111 IB1 CTIONYKH IHAYKYBAIU POTU3ANAILHY /IO,
AKa Oyna 1oAiOHOI0 JI0 AOAATKOBUX e(eKTIB I
aocnipkysanoro npemapary (CERB Report, 2009).

Jpyre nocmizukeHHs OCHIIKYBAJIO POTH3AMNAIBHY Ta
3He00IIOBANIBHY /1110 lIepopasibHOro (Guopormonuny ta 1,3,5-
TPUMETOKCHOEH301Ty - y KOMOIHALT Ta Y pI3HUX 703aX - 1pu
HaOpAKY J1all y MYpIB, CHPHYUHECHOIO 3UMO3aHOM.
Gaopormtonun Ta 1,3,5-TpuMeToKCHUOEH3011, AKI OTPUMYBAJIH
110 300-500 Mr/kr, npu3BeIH 10 NPOTH3AIIAIBHOTO eeKTy Ta
CTaTHCTHYHO 3HAYYLIOIO 3MEHIUICHHS HAOPSKY JIallu.
3He0000YHH edeKT TAKOXK CrocTepirases dyepes
CTATHCTUUHO 3Hauylle 301TbIeHHs 00JILOBOIO HOPOTY.
Bruis Ha pisens I1I7 He ciocrepirascsi.

Ha szaxinuenust komOiHoBanuit (roporymorms ta 1,3.5-
TPUMETOKCHOEH30II IHAYKYBAIH IIPOTH3AIAIBHY Ta
3He00moI0y 11110 3 103010 300 mr/kr. Bixcyruicrs Oyjib-
akoro BrukBy Ha I1I7 cBIAUMTE PO Te, Lo LS Ais HE 3aII€KHTE
Bix cunTesy [T,

3a TMX caMHX YMOB nepopajibHui mipokcukam (10 mr/kr)
IHIYKyBaB 3HEOONIOI0MHI e(heKT (CTATHCTHYHO 3HAUYILIE
3HMMKEHHA O0JILOBOIO MOPOTY) Ta MaiXKe [OBHE HPUIHIYEHHS
cunresy [II" (CERB Report, 2010B).

3) IABOPATOPHI JOCJITJKEHHS 3
BE3ITEKH JITKAPCBKOI'O 3ACOBY

MdapmaxoIoriune JocHiKeHHs 0e31eKu MPOBOIMIIN TTiC/Is
iHTparyoeHatbHoro (100-200 Mr/kr) Ta BHYTPIIIHLOBEHHOTO
(8/B) (10-20 Mr/kr) BBEACHHS.

4) DAPMAKO/JMHAMIYHA
B3AEMO/IT5

(DapMakoMHAMIYHA B3a€MOJIis 3ac00IB He
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JIOCITIJKYBaTacs

3. DAPMAKOKIHETHUKA: nocaiKeHHs MPOBOAMIIH Ha I1Ypax Ta MUIIAX 13 BUKOPHCTAHHAM

TPUTOBAHOIO (PIIOPOTIIOLHHY

1) AHAJITHYHI METO/IN TA 3BITH
[TPO IXHIO BAJIIJIATIIIO

JIOCIIJDKEHHS MPOBOIMIIM HA 1ypax Ta MHULIAX 13
BHKOPHUCTAHHAM TPUTOBAHOIO (UIOPOIIIIOLMHY HICIIs
BHYTPIIIHLOBEHHOI'O BBE/ICHHS

2) ABCOPBIIISA

JIOCIIJKEHHS IPOBO/IMIIM HA MIypaxX Ta MHLIAX i3
BUKOPHCTAHHAM TPUTOBAHOTO (MIOPOTITIOIMHY MICIs
BHYTPIIIHBOBEHHOI'O BBE/ICHHA

3) PO3ITO/ILI

JIOCIIJPKEHHSI IPOBO/IMIIHM Ha IIypax Ta MHUIIAX 13
BHKOPUCTAHHSAM TPUTOBAHOTO (DIIOPOIITFOIIMHY MTICITS
BHYTPIUIHBOBEHHOTO BBE/ICHHS

4) METABOJII3M

JOCJKEHHS TPOBOJIMIIM Ha LIypax Ta MHUILIAX i3
BHKOPHCTAHHAM TPUTOBAHOTO (DJIOPOTITFOIIMHY TTICIISI
BHYTPIIIHBOBEHHOTO BBEJICHHS

5) BUBE/IEHHI

JIOCITIJPKEHHA TPOBOJIMIIM HA LIypax Ta MHUIIAX 13
BHKOPUCTAHHAM TPUTOBAHOIO (DIIOPOTITIOLMHY [T1CITs
BHYTPIIIHBOBEHHOTO BBE/ICHHS

6) PAPMAKOKIHETHYHI
B3ACMOIIT (JIOKJITHIYHI)

Jlanux nemac.

7) IHIIT PAPMAKOKIHETHUYHI
JOCIHDKEHHA

Jlanux Hemae

4, TOKCHUKOJIOI'TA: TokcHKOMOTIHHI JIOCTIJIKEHHS Ta BIIHOCHI PE3YJILTATH MPEJICTABICH] B
o1y0IIiKOBaHIi JIiTEpaTypi CTOCOBHO (UIOpOrIIONHUHY. Bisbile Toro, TOCTYHMIE KOPOTKHIA OITHC
TOKCUKOJIOIYHUX JOCIHIDKeHb, MpoBseaetux 3 uopormouunom B Itanii (Roussel Maestretti, 1984), wo
OIUCYIOTh EKCIIEPHUMEHTH Ta BUCHOBKH 3 MIJICYMKOBHMH PE3YJIbTATAMH Ta BUXIHHMH JJAHUMU
(Cattabeni F. Relazione farmacotossicologica - Universita di Urbino, 19 December 1984).

1) TOKCHUYHA JI5 TTPH
OJIHOPA30BOMY BBEJIEHHI

JlocmipkeHHs (QIOpOrIIOLMHY Ha HIypax [M0Ka3ao TaKl
cmeprensHi 1031 LDso: nepopansro 5200 mr/kr; i/m 3180
mr/kr Ta i/ 4850 mr/kr. Y mumeit LDso cranoBHB:
nepopanbHo 4550 Mr/kr; i/ 4050 mr/kr i i/t 991 mr/kr (CIR,
1995).

LDso y mumeii Ta mypis npu nepopajbHOMY, /11 Ta i/1
BReaeHHi nopisHioBana 4000 mr/kr. B/B iH'ekiis go3010 250
MI/KI' HE [IPU3BOJMIIA [0 JIETAILHUX PE3YILTATIB Y CODAKN
(EMEA_MRL, 1995).

Jlani npo roctpy TOKCHUHICTE (IOPOMIONKUHY JIUIst PI3HUX
BHIB TBAPUH Takoxk Oysn orpumant 3 6a3 janux ChemlID ra

Hauionanesoi Mexnusoi 6idmiorexn (Phloroglucinol, 2012).
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[TiarBepkeno crippianomwents Mizx LDso ta
TeparneBTHUHOIO 103010 (Buite 250). /lani, orpumani 3 tici
camoi 0a3u JaHuX LI0JI0 TPHMETOKCHOCH30ITY, 10Ka3aIH
OUIBII BUCOKY TOKCHYHICTH TTOPIBHSIHO 3 (DIIOPOTIIHOIIMHOM.
Crniianouenns Mixk LDso Ta TepaneBTHuHOI0
HEepOpaIbHOIO A03010 CTAHOBUTE OMH3BKO 240
(Trimethoxybenzene, 2012).

2) TOKCUYHICTD ITPH
BATATOPA30BOMY BBEJIEHHI

Yotupu rpynu 3 8 cobak nmpoTsarom 6 MICALIB OTPHMYBAITH
cymitt (hIOPOrIIOLUIY Ta TPUMETHAPIOPOTIIOIHHY Y
crigeiHoweHH1 50:50% y no3zax 81 20 g0 125 mr/kr.
JKOHOTO TOKCHKOJIOTTYHOTO eeKTy HE CIOCTEPIraloch il
Yac KIIHIYHUX JOCIIDKeHb B XKOHIH 3 rpyIl, 10
OTPUMYBAJIH JIKyBaHHSA. JK0JIHI 3MIHH Y reMaToIor uHOMY
aHaii3i KpoBi, 610XiMiT KpoBI uu GloXiMii cedi He OyiH
nog'sizani 3 mkyBanusm, NOAEL (makcumansia
HETOKCHYHA J103a) ctanouia 125 mr/kr (EMEA MRL,
1995},

3) TEHOTOKCHUYHICTB: IN VITRO

Ouinrosanu myrarenes na Salmonella typhimiirium,
rnepeTBoOpeHHs reuis Ha Saccharomyces cerevisiae D4 ta S.-
PI. 3a gonmomororo S. cerevisiae anaiis cedl tTa meradosiuna
aKTHBALIA In vivo Takox TectyBanucs (8ig 100 zo 400
MI/KI/ieHb potsarom S auis). Kpim Toro, npoBojiuiin aHaiis
penapanii JIHK in vitro Ha JMIuioiHux KIITHHAX THOJMHH
Ta MiKposiepHuii TecT in vivo (Big 100 xo 400 mr/kr/neHs
mporaroM 2 jHiB), Y BCIX aHaiizax in vitro 3acoOm
BUrpodosysanu B koHenTpaiiax 500 - 1000 - 5000 mxr/mot.

[Tpu pH 7 3,0 mr/mn dnopormouuny inaykysanu 2.3 Trp +
KoHBepTaHTIB Ha 105 pexoHBaneceHTIB IPU KOHBEpCil
MITOTHYHOIO I'eHa 3a jlonomororo S. cerevisiae. [Tpu pH 10
TAKa 3K KUILKICTL (hrioporionuny inaykysaia 4,0
konsepranTiB Ha 105 pekonBanecuenTis. Beaxanocs, mo
301bIIEHHSA IBUKOCTI KOHBEPCIT CYTTERO BUIPI3HAECTHCH
BlJl 4aCTOTH KOHBEPCIi KOHTPOJILHUX KYJIbTYP, siki Masm 1,3
konsepranrta/105 pexonsanecuentis mpu pH 7 1a 1,4
kousepranrta/ 105 pekousanecuentie npu pH 10. bynu
3po0IIeH] BUCHOBKH BIJIHOCHO TOI'O, 1O TPHTIPOKCHILOBAHI
(eHONM CTAOTE (el KOHBEPTOICHHIIMMHU B JIYKHOMY
CEPEIOBHIILI.

Mdnopormouus 3,0 mr/mn 6e3 cyminn S9 (Cu2 +1 Mn2 +)
iykysas 0,03 pospuBy XxpoMatum/Kinituny, 0,21 oOmin
XpOMATHIAMHU/KITITHHY Ta XpomocomHi abeparnii B 10,1%
metadas y KITHHAX A€YHUKIB KHTalicbkoro xom'suxa. [Ipu
KoHuenrTpauii 3,0 Mr/min 3 akruBaiicio S9 Gropormonus
inaykysas 0,01 po3pusis
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xpoMaruau/knituny, 0,02 oOMIHIB XpoMaTHIAMU/KIIITHHY Ta
xpomocomui adepautii B 1,5% meradas. @nopormounn
BBakaBca kinacrorenuuM (CIR, 1995).

[ToBigoMIsieThCS, 110 MONI)EHOIH, 1110 MAOTh JIBI
METAariIPOKCHIILHI TPYIH B O€H30/IHOMY KUIbL, TaKi 5K
dutopormonuH, He BUpOOISUIM 3HAYHOT KUIBKOCTI PaiMKaiiB
NepeKHCy BOJIHIO Ta CYNIEPOKCHY 1 He OYIIM MyTareHHUMH
srigno tecry Eiimca. Bubiie Toro, npu adepatiisix
xpomocom Ha kinithHax AKX (seuHuka KHTaicbKoro
xoM'suka) ¢uiopormonus Oys nerarusuum (EMEA MRL,
1995).

ITix yac mowyky B 0a3i JaHUX FeHETHYHOI TOKCUKOJIOTT
(GENETOX) HauionansHoi MeauaHoi 010/110TeKkH
(Genetox, 2012) ¢roporiouus mokasas mo3uTHBHUN edekT,
1110 3A7ICKMTH B/ JI03H, HA TECT HA XPOMOCOMHI alepartii Ha
3puuaitHii undyni (A/lhim cepa), Tect Ha BUSIBICHHS
xpomocomuux abepauiit (Grant, 2012). Indopmartis oo
1,3,5-TpumeTokcHOeH30Ty BIIACYTHS.

IN VIVO (V T.U. JOJATKOBA
TOKCUKO-KIHETUYHA OLITHKA)

Jlanux Hemae

4) KAHLEPOTEHHWH ITOTEHLIAJ:

JlocnizKeHHs KaHIeporeHHoCTI HeoOX 1A 1 /Ui 3ac001B, 110
BUKOPHUCTOBYIOTBLCS IIPOTATOM IIECTH MICAIIR 200 MPOTATOM
JIOBUIOrO NEPIOJLY Yacy; e He CTOCYETHCS (hI0pOTIIIOLHUHY.
[To cyri, JuIst 3aCTOCOBYBAHOTO JIIKAPCHKOTO 3aC00y He
1oTpiOHO BUBYATH KaHIEeporenHicTs, CIij 3a3HAYUTH, 1O
(hIOPOrNMIOLMH HE € MyTATCHHUM, 1 HEMace [1JICTaB
1I03PIOBATH, 110 CHOJIYKA MOXKE MaTH OYIIb-SKHil
KAHIEPOreHHHUI TTOTEeHIial

Jlosrotpueani BunpoOyBaHHs

Jlanux Hemae

KoporkouacHi Bunpodysanus abo
BUIIPOOYBaHHA CepeIHLOT TPUBAJIOCTI

Jlanux Hemae

JlonatkoBi BUIpOOYBaHHS

Jlanux nemae

S) penpo/iyKTHBHA T4 TUI00BA
TOKCHYHICTD:

Brus Ha GepTuibHICTL Ta paHHiil
eMOpIOHAIIBHHI PO3BHTOK

Yorupu rpynu 3 20 BariTHUX CaMOK LIYPIB OTPUMYBAIIH
niKyBaHHA MK 7 1 15 gHeM BaritHOCTI
(opormotmuuom/rpumetiiidioporionaoiom (1/1) y
no3ax Bia 0 no 400 mr/kr. MakpockoriuHi ta

peecTpauitHiiA HoMep y
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MIKPOCKOITIYHI TOCTI/PKEHHS HE BUSBHUIIH IHKIATHBOTO BIIHBY
HA [IOTOMCTBO ypis. Mioporinouun He OYB TePaTOreHHUM
(NOEL («ne mae Bupakenoi aii»): 400 mr/kr macu tina)
(EMEA_ MRL, 1995).

Yorupu rpynu 3 15 BariTHUX caMOK LIYPIB OTPUMYBa/IH
JKyBaHHs MUK 6 1 14 qHeM BariTHOCTI

(hIOPOrITIOHHOM/ TPUMETHI(DIOPOTIIIOLIMHOIOM Y 034X Bij ()
10 800 mr/kr. @IOPOTTIONMH HE MAB HETATHBHUX HACIIIJIKIB
quts roaie kponuki (NOEL: 800 mr/kr macu Tina)
(EMEA_MRL, 1995).

EMBPIOHAJIBHA TOKCHUYHICTH Onurysanns (Autret-Leca, 2011; Beyens, 2003) noka3zyiors,
1110 (PJIOPOIIIIOUMH YACTO HPU3HAYAKOTH 111 4aC BAITHOCTI.
EmijiemMionoriune QO KEHHS, 110 BUBYAIO MOTEHIIIHHUN
TEepaTOreHHUH PU3HK QIIOPOTIIIOLMHY IT1)] Yac BariTHOCTI
(Lacroix, 2011), He miaTBepauio J0Ka31B TEPaTOreHHOIO
PU3HKY GIOPOrTIOUHMHY Y JToAeH. PIOPOrIONHH HIHPOKO
BUKOPHUCTOBYETHCS TAKOAK JKIHKAMHM, 1[0 TOAYIOTH IPYIJIIO
(Lacroix, 2005). 3rigno 3 kepisauireom EMEA o710
3aCTOCYBAHHA 3MIINAHHMX JAHUX, AOCIIDKCHHA
eMOpioheTOTOKCHYHOCTI Ta MEPUHATAIIBHOIO/ITOCTHATAILHOTO
PO3BHUTKY HE € HEOOXIAHMMH, AKIIO AOCTYIHI Z0CTATHI JIaH1
1010 00’ €My CIOKMBAHHSA JIIKAPCHKOrO0 3ac00y BariTHUMHA
KIHKaMH Ta HOBOHAPO/PKEHHUMH: BPAXOBYIOUH ONy0IIKOBaHI
ONMMUTYBAHHS, 11€ CTOCYETLCA (DIIOPOTIIIOLUHY.

[IpenarasibHa Ta nocTHaTajlbHa DIOPOrIOUMH BBOIMIN B A0CHIJUKEHHI TPHOX MOKOJIIHL Ha
TOKCHIHICTh camix 1 camkax utypis. Horupu rpynu 3 20 mypis
OTpUMYBaJIH JIIKyBaHHA B j103ax 0,15%, 0,31% ado 0,62%
(roporaouMHOM (BIACYTHI AaHi PO BIANOBIIHY 103y
(bIOpOrMIOUMHY, BUPAXKEHY B MI/KI MacH TUIa) y KopMax
nporsarom 221 auis (nepiue nokoninus), 105 xuis (apyre
rmokosinus) ta 115 auis (Tpere noxoninus). Mroporaonuil e
BHKJIMKAB MAKPOCKOIIYHHUX YpaXkeHb a00 rCTOIOMN9HHX 3MIH
OprafiB 4M 3aJ103 BHYTpiHbol cekpeuii. [Tpu
AHATOMOIATOJIONYHHUX JIOCHJKEHHAX TJIO/IB 3MIH He

guseiieHo (EMEA MRL, 1995).

JlocipxeHHs MOTOMCTBA (MOJIONX Jlanux Hemae
tBapuH) ta/abo OLITHKA sijytanenoro
EDEKTY

6) MICLIEBA HEITEPEHOCHUMICTD  |[Torenuian ayrauBOCTI WKIPH 1111 Hac npuiomy
(hIOpOrTIOUMHY OLIHIOBAIH HA MOPCHKHX CBMHKAX XapTiii.
Tpu aui nocnine BeomrM 0,1 M 06’ emy, o mictuts 0,05
a0 0,01 M duopormonuny B pozuuni 3 NaCl
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TA [IOBHUM a1’ IOBAHTOM, 11/ Y HOT'Y 30 MOPCHKHX CBHHOK.
Toro x TikHs 6y110 3p00IIeHO YeTBEPTY 1H EKIIIO B MiCIl
Oins wui. JlocniypkyBani po3YMHH TaKOXK BBOMIIH I1/111
yepes 4 THHKHI [CHs mepiuol 16 ekii.

[TosuTHBHI peakuii criocTepiraauce y 6 3 15 CBUHHOK, AKUM
Beenu 0,05 M duropormonmny, Ta 'y 2 3 15, skum Been 0,01
M. Pewrri 16 MOpChbKHM CBHHKAM (IBI TPYITH 110 8) BBOMITH
nimkipHo 0,1 ado 0,01 M duioporimounny,
BUKOPHCTOBYIOUH TY camy Ipoueaypy tnaykii. Onnak y
uux 16 tBapun (aza BUNIpoOOBYBaHHA CKIaganacs 3
repMETHYHOTO HaHECEHHS JIOCIII/UKYBAHUX PO3UHHIB,
[Tosurusni Bignosiai criocrepirayiuce y 1 3 8 cBUHOK, SKHM
Beenu 0,1 M, ray 3 3 8, sskum Beenu 0,01 M. He Oyno
HAJIAaHO JKOIHOI'0 IMOACHEHHS, YOMY OlIbIIa peakiis
criocTepiranace y rpymnax 3 mexium eeeaeHaam (CIR,
1995).

7) JOJIATKOBI JIOCJITJPKEHH

TOKCHYHOCTTI:

IMYHOI'EHHICTB (POPMYBAHHS | [lanux Hemae
AHTHUTLI)

IMYHOTOKCHUYHICTD Jlanux nemae

JIOCJIJDKEHH ST MEXAHI3MIB JITH

Mexani3m aii npurcysaiu inridysannio KOMT.

Hattori (1969) nocni/ukyBaB BIUIMB T'iIPOKCHOCH30ITY Ta
criopiaHeHux cnoiyk Ha aito KOMT nedinku mypis mn vitro.
D1-¢enineranonamin, GeHOI Ta pE30PLUHUH HE MM e(PeKTIB.
I'iapokcudeniieranoyiaMinyg Ta ripOXiHOH NPUIHIYYBAIH
ito GepMenHTy IMuIe NP BUCOKIi KoHienTpanii 10~ M.
[Tiporanon ta 1,2,4-rpuriipokcuOCH30II MoKa3yBaiu
HalcunpHime npuruivenns gepmenty. Edextu
nipokarexoiy, guoporimouuny ta 1,3,5-rpumerokcudensony
Oynu cepeiHiMA.

BusiBiieHO KOpessiio MK CHA3MOIITHYHUMH JUSMHA Ta
wridysannsaM rijpokcudensonis KOMT. Bixe
BHCJIOBITIOBAIOCS IIPUITYILIEHHS, IO TPUTIPOKCHOEH30JIH
MaloTh CIIa3MOJIITHYHY /1110 BHACIIOK [PUTHIYCHHS
aktuBHOCTI KOMT TKaHUH 3 MOMANBILINM [T1ABULICHHSIM
cummnatuunoro ronycy. KOMT - 1ie depment, sikuii cipusic
PO3LIEIUIEHHIO MeTa00ITIB MOHOAMIHIB, TaKUX SK 3,4-
juriapokeudeninonrosa kuciora (DOPAC)
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ta 3,4-nurinpokcumanenena kucmora (DOMA) (Hattori,
1969).

Mexani3m aii gutopormonuny ta 1,3,5-
TpUMeTOKCHOEeH30I1y OYB HEI101aBHO JOCTIUKCHHI B
nocapkenHi, mo kepyerses GLP, ske O0yio cupsamosane
Ha OIIHKY Oy/b-1KHX MOMIMBUX B3a€MOJIIH MIXK
d)nopormonuﬂom Ta TPUMETOKCHOEH30/I0M Ta
ﬂenpomemaTopaMH (areTHIIXOJIiH, TICTaMIH Ta cepOToum)
Ta XJIOpPUIOM Oapito Ha 130JL0BaHI KIYOOBIH KHLII
MOPCBKOT CBUHKH, KOKEH JOCILIKYBAHUH 00'€KT OKpeMo
ta B noeaHandi (CERB Report, 2007).

MeaudHa 3aeKHICTh Jlanux Hemae

TokcuuHicThE META0OTITIB Jlanux nemae

TOKCHYHICTB JIOMIIIIOK Jlanux Hemae

Irme

5. BHCHOBKH 111010 IOKJIIHIYHOTO Cnasmekc 0yi1o ctBopeHo B 60-Ti pOKH, KOJIM HOPMaTHBHI
JIOCITJKEHHS BUMOI'H 1110710 Peectpauiiinoro nocBitueH s JKapchKux

3ac001B OYyJIM MEHLI KOPCTKUMH, Y IMOPIBHAHHI 3
tenepimHiMHU. Sk 3aznaveno B kepisuuuTel EMEA oo
JOCHE 31 3MIMIAHUMHM JIAHUMH, «pA0 1IKAPCLKUX 3aco0i6, AKI
62ICE BUKOPUCTOBYIOMbCS Y 100€t RPOMA2OM MPUBATO20
uacy, micmame 0i0uy peyosuHy (pevosuni), Npo AKy icHye
obmedicena dokniniuna inghopmayia abo se maxa
inghopmayisn eiocymns 308¢im. s moeo, wob kpauge
3PO3YMIMU 6AACINUGT PUSUKU MAKUX 3AC00i6 ma YHUKIYMU
CAIN020 NOBMOPEHHA eKCNePUMECHINIE Ha MBAPUNAX, }
YbOMy KepigHuymei onucamni MiHiMaloii 6umozu 0o
doxainiunux docniodcenn. CYyKYnHICIb 0OMedHceHUx
QOKIIMIYHUX MA/a60 KAIHIYHUX QOCTIOdNCeHb MaA NOCUNAHD
Ha aimepamypy 3 onyonikoeanoi hapmaxomokcukono2iunol
inghopmayii, y m.4. naykoso nputinami morozpaghii ma
KAIHIYHT 6URPOOYEAHHA, @ MAKOJIC PE3VIbManmi
ROCMMAPKeMuUH206020 00C8I0Y, HAOYMO20 6 pe3yabmani
WIUPOKO20 KATHIYHO20 6UKOPUCTNAHN Y TI0OUHU,
CMAHOBNAMb CYKYRHICIb 3HAND W0O00 MAKUX 3acobie.
J{okniniuni docrioncenns 3azsuvai He NOmpIioHi, AKWO €
docmammbo 3a00KYMeHMoGanUul K1iniuHuil 0oceio ons
BCMAHOGICHNA 6CIX AcneKkmis KIiHiwnoi eghexmuenocmi ma
Oesneku. [JJoxkniHiuni 00CAIONCEHHA MOJICYMb 3HAOOOUMUCA,
AKWO GUIHAHO 3a2pO3y CMOCO6HO Ge3neku abo
NiQO3PIOEMbCA MAKA 3A2P03a HA OCHOBI (hapMarKoI02iunozo
Kaacy abo KainiyHo2o 00cseioy i3 3acmocy8anim
JKApCcbKo20 3acoby. Bzdcymmcmb
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«WAPMNEP»

OCAKUX CREYUPTUHUX HEKTIHIUNUX QOCTIONCEHDb, 30KpeMd
PenpooyKmusHol mokcuyHocmi, 2eHomoxcuinocmi abo
KAHYEPOLEHHOCMI, MAKOIC MOJICE CINAHOSUMU 3A2PO3Y
oesneyi. Tomy modcymo Oymu HeoOXiOHI QOKAIHIUNI
docaioxcen s OJisl 6UBUEHHS MAKUX HACKIOKIB, AKL 8ANCKO
abo Hagimv HEMOINCIUCO BUAGUINU KITHIUHO Y

Hapite K10 TOKIIHIYHI TOKCHKOIOTTYHI AaH] He
BIITOBIJIAIOTE CYYaCHHM BHMOTAM /10 HOBHX JIKApChKHX
3aco0iB, Oesrnieka ¢uiopormonuny ta 1,3,5-merokcubdenszoiy
MOKe OyTH OTpHMaHa HUIAXOM X HIHPOKOTO KIHIYHOTO
BUKOPUCTAHHSA, 10 CBIIYHUTE PO BEIMKY Oe3reky 3acodin
(B, posain 2.5 Kniniuauid ormsn).

/nionuc/
3asBHUK (BJIACHHUK (ramc)
Peectpauiiinoro
MOCBIYEHHSN)

J-p Benenerro Jlenna bedda (Dr. Benedetto Della
Beffa)

/nionuc/

(TT16)

lWramn: «Wapnep C.n.A.»
Biane Optnec 12 (Viale Ortles, 12)
20139 MINNAH
Homep nnatHuka MNAOB 10771570156
IHaMBigyansHUi nogaTtkosuini Homep Ne09098120158

peecTpauiiHiuid Homep y Toprosomy peectpi Minawa: 09098120158

YnpasniHHs Ta KoopavHalis signosiaHo no cr. 2497 LIK ra nact.: «lab Xonainr C.n.A
&
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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 No.1
about clinical trial “CRO-PK-06-177"

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

SPASMOVAX ORO, tablets.

2. APPLICANT

Scharper S.p.A. (Italy)

3. MANUFACTURER

Doppel Farmaceutici 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 (stand-alone
dossier), known active substance

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

I

7. CLINICAL TRIAL PERIOD

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

8. COUNTRIES WHERE THE CLINICAL TRIAL Switzerland

WAS PERFORMED

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

SCHARPER S.p.A — Viale Ortles,12 — 20139 Milano — Tel. 02.262916.1 — Fax 02.2401180 —~ gen@scharper.it
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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 DECI10.

| 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: PIC 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

R.E.A. 1270560 — Cap.Soc. € 1.769.000,00 iv. - P.IVA 10771570156 - Cod.Fisc. e Iscr. Reg. Impr_di Milane-06698120158
Direzione e coordinamento ex arl. 2497 C.C. e segg.. |dB Holding S.p.A. '
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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 All subjects (9 males and 8 females) were Caucasian. The
STUDIED POPULATION (SEX, AGE, RACE ETC.) | mean age was 29.6 + 8.6 years and Body Mass Index (BMI)
was 24.443.2 kg/m2. All subjects were in good physical 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.e. lower
Cunax, delayed Tynay) and extent (smaller AUCq,) 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 after 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. S-methoxyresorcinol, was quantitatively minor

21. SAFETY RESULTS Safety and general tolerability of the two formulations were
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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

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 (%) of 1.2840.18 h. MRT was 1.53+0.22 h.
Values of AUCO-t and AUC0-e0 were very close, i.e.
385.414£104.34 and 398.79+104.51 ng/mLxh, respectively.
Total body clearance (Cl / BW) and the apparent volume of
distribution (Vd / BW) were 0.22+0.11 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 0.7540.37 h and was
followed by a mono-exponential elimination, with a half-life
of about 1.3 h.

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

\
22. CONCLUSION (FINAL CONCLUSIONS) Following intravenous dosing (40 mg), plasma concentrations

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 5-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 trihydroxy- benzene bioavailability
can be very likely stated as not therapeutically relevant.

Safety data confirm a favorable tolei'ability 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 iv - P IVA 10771570156 — Cod.Fisc. e Iscr. Reg,
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APPLICANT (MARKE ﬁ AUTHORIZATION 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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Jonarok 30

10 Hakasy npo ekcrnepTusy peectpauiiiux

Marepiais JliKapcbKHX 3acobiBs, WO
MOAAIOTHLCSA HA JEPIKABHY peccTparito
(IIOHOBMEHHS peecTpalii), a TAKOMK
eKCIepTH3y MaTepiasiB 1010 BHECEHHS
3MiH J10 peecTpaiiiiHux Marepiais
[IPOTArOM Mepioay Aii peecTpauifiHoro
noceijueHns (. 4 rnaeu IV )

3BIT Ne 1

npo kiainiune sunpodysanns ""CRO-PK-06-177"

1. HA3BA JIKAPCBKOT'O 3ACOBY (HOMEP
PECCTPALIIAHOTO MOCBTYEHHS, SKILO
3ACTOCOBYETBCS):

CITABMOBAKC OPO, Tabnetku.

2. 3ASBHHMK

Ilapnep C.i.A. (Scharper S.p.A.) (Itanis)

3. BUPOBHHK

Jlonnens @apmaueyTiui C.p.., Itanis

4. TTPOBEJIEHI JOCJIIJPKEHHA:

X tak |0 Hi Skiio Hi, obrpyuryiire

1) TUTT JIKAPCBKOI'O 3ACOBY, 3A SIKUM
MPOBOJIMIIACSA ABO ITJIAHYEThCSI PEECTPALUA

Jlikapcekuii 3aci6 3 MOBHUM JIOChE (ABTOHOMHE J10ChE),
BiJlOMa Jlifova pedoBUHA

5. TTOBHA HA3BA KJIIHIYHOI'O BUITPOBYBAHHA,
KOJIOBAHMI HOMEP KJIIHIYHOT O
BHUITPOBYBAHHAA

Jocnimpkenns CRO-PK-06-177. OnHopasosa 103a, 0iMH
LEHTp, BIOKPHUTE, PAHIOMI30BaHE, NepexpecHe,
(hapMaKOKiHETHYHE 10CIiUKEHHS

6. ®A3A KJIHIYHOI'O BUITPOBYBAHH S

|

7. TTEPIOA ITPOBEJEHHS KJITHIYHOI'O
BHUITPOBYBAHHA

3 02 ksiths 2007 poky no 31 tpaeus 2007 poky

8. KPATHU, JIE ITPOBOJIATIOCS KJITHIYHE
BHUITPOBYBAHHS

[Ieiiuapis

9, KUTBKICTL JIOCJIJDKYBAHHX

3anyiaHopaHo: 16
thaktHuHO: 16




10. META TA BTOPWUHHI LTI KJITHIYHOI'O
BUITPOBYBAHHSA

Ouinury apmakokiHeTHaHuit npodins 1,3,5-
TPUriIPOKCHOEH30/1Y Mic/Isi BBEACHHA O1HOPA30BOT JIO3H
Cnasmekcy i.v. (1,3,5-tpurigpokcubenson, 40 mr) i ax 1,3,5-
Tpuriapokcubensony, Tak i 1,3,5-rpumerokcubensony nicis
pa30Boi 103u nipenapary Crniazmexc Ans npuiomy BeepeanHy
(1,3,5-rpurigpokcubenzon 160 mr nimoce 1,3,5-
tpumeTokcubenson 160 mr, 2 Tabnerkw.

11. JIU3ANH KJIHIYHOI'O BUIIPOBYBAHHSA

OnHopazoBa /1034, OJMH LEHTP, BiIKPUTE, PaHI0Mi30BaHE,
nepexpecHe, papMakOKiHETHYHE JOCIIKEHHS.

12. OCHOBHI KPUTEPII BKJIKOUEHHA

3/10poBi 06GpOBObL HOI0BIUOT T KiHOUOT cTaTi, 18-45
pokis Bmouno; 18<IMT<30 kr/m2; ATC 100-139 mm pr.cT.,
JAT 50-89 mm pr.ct., uactota myascy 50-90 ya./xs,
BUMIPIOETBCS Yepe3 5 XB y CIOKOT (CHAAYE MOOKEHH );
BIACYTHICTh KJITHIYHO 3HauyIMX Biaxunens Ha EKT (12
Bi/IBE€/IEHb); BIACYTHICTD KJIIHIYHO 3HAYYLIMX aHOMAIbHHX
(i3MYHUX JaHKUX; BIICYTHICT KJIIHIYHO 3HAYYLLMX
NaToNOriYHUX 1ab0paTOPHUX MOKA3HHUKIB, 110 CBIAYATH PO
di3uuHi 3aXBOPIOBAHHSA; BIICYTHICTh BCTAHOB/IEHOT 200
nepenbauyBaHol rinepuyTIMBOCTI 10 J1IHOUOT PEUOBHHH
ta/abo iHrpeaieHTiB y CKaajli; BIACYTHICTE aHadinakcii 10
JikiB abo anepriyHUX peakwii 3araaom; BiZICYTHICTh
BiINOBIAHKUX HUPKOBMX, MEUIHKOBUX, CEPLIEBO-CYAMHHHX,
JMXaIbHUX, WKIPHUX, reMaToNOr 4HUX, €HIOKPUHHHX YU
HEBPOJIOTIYHUX 3aXBOPIOBAHb, AKI MOKYTh MEPEILKO/LKATH
MeTi JOCIHIIPKEHHS.

13. JIOCIIIKYBAHMI JIIKAPCBKHIA 3ACIB,
CIIOCIB 3ACTOCYBAHHS, CUJIA JIIT

Tect A: Cnazmexc® i.v. pnakonu: duopormoumnon (1,3,5
tpurigpokcubenson) 40mr/4mn, Hlapnep C.n.A.», Itanis.
[Tapria N. 05022R Tepmin npuaarHocti 08 nucronana.

Tect b: Tabnerku Cnazmexc®: dnopormoumnnon (1,3,5
tpuriapokcudensoi) 80 mr rumoce 1,3.5 Tpumerokcubenson
80 mr, Ilapnep C.n.A.», Itania. [Taptis N. 05008R Tepmin
npuaatHocTi 10 rpyass.

Onun dnakox 3 Tecty A (40 mr 1,3,5 Tpurinpokcubenzosny) i
2 tabnerku 3 Tecty B (1,3,5 rpuriapoxkcubenson + 1,3.5
TpuMeTokcubensos1, 160 M) BBOJMIM 3TiAHO 3 MEPesikom
paHaoMizallii Ta MepexpecHOr CXEMOO MPOTATOM JIBOX
noc/ioBHUX nepioais. J|pa BBeaeHHs Oynu posaineHi
BUMMBAHHSM MPUHARMHI NpoTIroM 5 JHIB

14. TIPEIIAPAT [OPIBHSHHSI, 103A, CI1OCIb
3ACTOCYBAHHS CUJIA 1T

He 3actoco BYETBCH

15. CYIYTHS TEPATILS

He 3acrocoByernes




16. KPUTEPIH OLIHKK EGEKTUBHOCTI

Mepsunna kinuesa Touka: ®K 1.3,5 tpuriapokcudensony
ta 1,3,5-TpumeTokcubeH3ony nicas 0HOpa3oBol 1031
Cnasmekcy® i.v. npenapary (Tect A) Ta nperapary s
npuitomy Beepeauny Criazmekc® (tect b)

BTopmmi Kinuesi Touku: Ge3nexa Ta MepeHoCUMICTb
npenapaTm Crnasmekc®. JlocmiaHuubKe, AKICHE,
HaniBkinbKicHe gocnimkenHs Meraboniamy 1,3.5
TPUriaAPOKCHOEH30/TY Ta TPUMETOKCHDOEH3011y

17. KPUTEPI OLHKY BE3TIEKH

[To6iuni edexTu

18. CTATUCTHYHI METOJIH

®K ananis nposoamu 3a gonomoroto Kinetica ™ sepeii
4.4.1, Thermo Electron Corporation, CILIA. Cratuctuinui
aHai3 npoeoauau 3a goromoroio SAS® sepcii 9.1.2 s
Windows. JlaHi, 3a10KyMeHTOBaHI y LIbOMY J0C/iUKEHHI, Ta
BUMipIOBaHi KJ1iHiuHi napameTpu Gyu onucaHi 3
BHKOPHCTAHHAM KJIACHYHOT OITMCOBOT CTATUCTHKH JUTA
KIJIBKICHMX 3MiHHMX Ta 4aCTOTH [U1s1 IKICHUX 3MIHHMX.

19, JIEMOI'PA®IYHI TTOKAZHHMKH
JIOCJIJIKYBAHOI MONYJIALL (CTATh, BIK, PACA
TOLLO)

Vei niggocniani (9 uonosikis Ta 8 xkiHok) Oyau
106poBOIbLAMY €BponeoiaHoT pacu. Cepe/Hiii BiK CTAHOBMB
29,6 + 8,6 pokis, a ingexc Macu Tina (IMT) - 24,4 & 3,2
kr/mM2. Yci BunpofoByBaHi Manu xopouue (iznyHe Ta
[CUXiuHE 310POB A, 1O 6y/10 BU3HAYEHO HA OCHOBI icTOpIl
XBOPOOH Ta Pi3UIHOr0 0OCTEKEHHS.

20. PE3VJIbTATH EQEKTHUBHOCTI

[NopisHiooun ui aaxi 3 nanumu 1,3,5 Tpuriapokcrdensony,
3aaeThes, o Giogoetynuicts 1,3,5 TpuMeTokcHbeH30Ny B
cepeHbOMY HMKYA SIK 32 WBHAKICTIO (T0O6TO HIKUMH Cinax,
3atpuMka Tiay), Tak i 3a crynedem (menma AUCo.)
MOrIMHAHHS.

onepe/Hi fochimkenns Merabomismy Ta exckpeuii 1,3,5
TpHUriapokcHGeH30Ty MoKasasy, 1o eliMiHalig Binbysanach
371e61UIBIIOrO MPOTArOM NEpLIMX 6 FOIUH i/ BBEJACHHS
o6ox npenaparis. Mpakiiis npenapary, 1o BUBOJAUThLCSA i3
ceuelo K BMXiaHa crionyka, GyJa ay»ke masnoto (meHie 3%
J103H) NOPIBHAHO 3 KUIBKICTIO, BUAB/IECHOIO Mic/s
depmeHTaTUBHOT AeKOH ' Torauii 3 3-
IIIIOKYpoHiaasoro/apuncyibdarasoto (npubauzno 80%), 1o
BKa3y€ Ha LIBMKE BUBE/JCHHS Npenapary 3 UEHTPaIbHOTO
KOMNAPTMEHTY Mic/s KOH torauii B neyiHii. 3a uac 30upatHs
ceui npotsirom 0-6 roa y ceui He BuABneHO 1,3.5-
TPUMETOKCHBEH301Y, 1110 CBIAYMTD M1PO Te, 11O BUXI1HA
crosyka Heraiino MetabosnizyeTbes. 3,5-numetokcudenon
6yJ10 BU3HAYEHO SIK OCHOBHMM npoJykT metabonismy 1,3,5
TpumeTokcubensony. Takosx Biabynoca noganbiue
JeMETHIIOBAHHS, X04a KIHLUEBHiA NPOoLyKT, TOOTO 5-
METOKCHpe30pLmH, OyB KiJIbKiCHO HE3HAUHMM

21. PE3YJIbTATU BE3IIEKH

BesneuHicTs Ta 3arajibHa ﬂepeHOCHMlCTb JIBOX TIpenaparis
Oynu 1yKe CXOKHMMU.

f{/mf,‘a

Irimko 3 OPHHHAHOM




TIpoTArom ychoro JIOCIIDKEeHHS He MOBIOMIISI0CS MPO
BUMAAKHM HeiH(eKUIHHUX 3aXBOPIOBaHb, MOB’ I3aHUX i3
JiKyBaHHAM. BUHHK/IA OZIHA TsDKKA noGiyHa peakLis, 1o He
Hyna nos’s3aHa 3 JlikyBaHHAM. JKOJIHOro 3Ha4y1L0r0 BIIMBY
npenapartie TecTy A Ta TecTy B Ha xurresi nokasHuku, EKI'
yu 1abopPaTOpPHI NapaMeTpH He CrnocTepiraaoch

22. BUCHOBOK (BAKJIIOYEHHST)

[licns BHYTpilIHLOBEHHOTO BBeAeHHs (40 Mr) KOHUEHTpaLLIT
dnoporsoumnony (C0) y masMmi eKCTpanosoBaiuch i
signoeiganu 1607,20 + 375,23 ur/mi. Tlotim cnoctepirapcs
OveBHAHUI MOHOEKCTIOHEHLIIAILHUIA po3na, i mpenapar
BUBOIMBCA 3 NepiogioM HamiBeuBenenus (t/2) 1,28 £ 0,18
roz. Cepenniit uac peakuii cranosus 1,53 + 0,22 roa.
3nauents AUCO-t ta AUCO-00 Gynn aysxe G1n3bKUMH,
To6T0 385,41 £ 104,34 1a 398,79 + 104,51 nr/minxron
signosiano. 3aransHe BuBeacHHs 3 Tina (Cl/ BW) a
BUAMMMIL 06'eM posnoainy (Vd / BW) cranosuau 0,22 + 0,11
a/rog/kr ta 0,39 + 0,16 n/kr.

[Tpu nepopansHomy 3acrocysanti (160 mr) 1,3,5
TpHriapokcubeH301 LIBUAKO 3a3HaB abcopOuii: ik
koHuenTpauii 384,25 + 125,14 ur/mn 6yB 1ocarnyTHi 3a
0,75 £ 0,37 roa i cynpoBOKYBaBCsS MOHOEKCIOHEHLIIANIbHUM
BUBEJICHHSAM, Nepiol HaniBBUMBeIeHHs 6imn3bko 1,3 ro.

[Ticas nepopanbhoro npuiiomy (160 Mr) nokasHUKK Crax i
Timax 1,3-TpumeToxcubensomy cranopunu 172,29 + 167,57
ur/mn ta 1,47 £ 0,40 roa signosiaHo. [lepion
HaniBBUBEEHHS cTaHoBuB 3,63 + 1,84 rogunn.

PesynbTaTh LBOrO JOC/iPKEHHS MPOAEMOHCTPYBAIIH, 11O
1,3,5 TpuriapokcnOeH301 WBUAKO BUBOAHTHCA 3
LIEHTPAJLHOrO KOMIIAPTMEHTY Yepe3 HUPKH Mic/s KOH' torawii
FIOKYPOHOBOT KMCIIOTH Ta/abo cynbdarty B neviHui.
OcuoBuuM MeTabosiTom merabosizmy 1,3,5
TpUMETOKCHBEH30M1Y € 3,5-AUMETOKCH(EHO, TO/ SIK
NMOAASbILIE JIEMETHIIOBAHHS 10 5-METOKCHPECOPLIMHOITY,
iiMOBipHO, BIIOYBA€ETHCS, ajle € KiJIbKICHO HE3HauHMM. Xo4a
nepersopenns 1,3,5 rpumerokcubensony B 1.3.5-
TPUIIAPOKCHOEH30I1 € MOMJIMBHM, BOHO HE MOke Oy TH
JIOBEJICHMM, 1, AKLIO BOHO BinOyneTbes, HMOBIpHO Oy e
HesHaunum. Omxe, Bninus metabosnizmy 1,3,5-
TpuMeTokcHbeH3o0y Ha HiogocTynHicTs 1,3,5
TPUTiIPOKCHOEH30/TY MOXKHA 3 BEJIMKOK HMOBIPHICTIO
BM3HATH TEPANEBTHYHO HEPEJEBAHTHUM.

Jlani 6e3ne4HocTi MiATBEPIHKYIOTH CIIPUATIUBHIE NPpodiib
neperocumocTi s Cmazmekcy® i.v. Ta npenaparis s
npuiiomMy Bcepeanty Cnasmexc® y 103ax 1bOro
JIOCTIIKEHHS!

Sb> #4
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3agBHMK (BIACHHK [mianuc/
peecTpauiiiHoro (mizmc)
NOCBIZYEHHS)

Hoxrop Benenerro Jenna Bedda (Benedetto Della Beffa)

(imM’s Ta npizBuLLE)
[ITamm:
LIAPTIEP C.n.A.
Biane Oprnec, 12
Minan 20139
Homep rnatauka [T1IB 10771570156
[Moparkosuii Homep 09098120158
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SCHARPER

REPORT No. 2
about clinical trial “FRASCHINI”

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)

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

SPASMOVAX ORO, tablets

2. APPLICANT

Scharper S.p.A. (Italy)

3. MANUFACTURER

Doppel Farmaceutici S.r.L, Italy

4, TRIALS PERFORMED:

X yes

0O no

If no, justify

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

Medicinal product according complete dossier (stand-alone

dossier), known active substance

CODE NUMBER

5. FULL NAME OF THE CLINICAL TRIAL, TRIAL

Fraschini (1984)

0. CLINICAL TRIAL PHASE

7. CLINICAL TRIAL PERIOD

1984

8. COUNTRIES WHERE THE CLINICAL TRIAL
WAS PERFORMED

Italy

9. NUMBER OF PARTICIPANTS

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

10. AIM AND SECONDARY OBIJECTIVES OF
THE CLINICAL TRIAL

Assess the PK of Spasmex

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 i.v. - P.IVA 10771570156 — Cod Fisc. e Iscr. Reg. Impr. di Milano: 09098120158
Direzione e coordinamento ex art. 2497 C.C. e segg OB HoANg Sp A
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SCHARPER

11. CLINICAL TRIAL DESIGN Single dose, single center, open, PK study.

12. MAIN INCLUSION CRITERIA Healthy volunteers.

13. STUDY DRUG, DOSE, METHOD OF ADMIN- | Spasmex vials, tablets and suppositories
ISTRATION, STRENGTH

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

15. CONCOMITANT THERAPY None

16. EFFICACY ENDPOINTS PK parameters

17. SAFETY ENDPOINTS Adverse events

18. STATISTICAL METHODS Descriptive statistics.

19. DEMOGRAPHIC PARAMETERS OF THE 9 healthy volunteers (M 6 / F 3). Age 20 — 43 years

STUDIED POPULATION (SEX, AGE, RACE ETC.)

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
APPI,I? ANT (Mff ZT[NG AUTHORIZATION HOLDER)

(SIGNATURE)
DR. BENEDETTO DELLA BEFFA

SCHARPER S.p.A.

(NAME AND SURNAME) 2\(;‘15‘;99 ?ﬂ‘ii f\:f)

Partita IVA n. 10771570156
Codice Fiscale n. 09098120158

R.E.A. 1270560 — Cap.Soc. € 1,769,000,00 i.v. - P.IVA 10771570156 — Cod.Fisc. e Tscr. Reg. Impr. di Milan ﬁm15&-
Direzione e coordinamento ex art. 2497 C.C. e segg.: IdB Holding 5.p.A.




Honarok 30

10 Hakazy npo ekcriepTusy peectpauiiinnx
Marepiajis JiKapcbKUX 3ac00iB, 1110
MOAAOTHCS HA JIepPHKABHY PEECTpaLlilo
(rOHOBJIEHHA peecTpaLil), a TAKOK
EKCIIepTH3y MaTepiasis OA0 BHECEHHH
3MiH 10 PEECTpaLlifHUX MaTepiais
NPOTArOM Tepiofy Aii peectpauiiinoro
noceigyeHus (. 4 rnagu IV )

3BIT Ne 2
npo kiainiune punpodysanns "FRASCHINI"

PECCTPALIMHOTO IMOCBIIYEHHS, AKIIO
3ACTOCOBYETbCH):

1. HA3ZBA JIIKAPCHKOI'O 3ACOBY (HOMEP Cnasmosakc OPO, tabnerku.
|

2. BASIBHUK [lapnep C.n.A. (Scharper S.p.A.) (ITanis)

3. BUPOBHHK Jonnens Gapmaneytiui C.p.a., Itanis

4, TTPOBEJIEHI JIOCJIJIKEHHST: X tak |0 Hi ko Hi, obrpyHTyiiTe
1) TUIT JIKAPCHKOT'O 3ACOBY, 3A SAKMM JlikapchKuii 3aci6 3 MOBHHM /10ChE (ABTOHOMHE J10ChE),

[POBOJTMJIACS! ABO IUIAHYETBCSA PEECTPALIA  |BimOMa Ail04a peuoBHHA

5. [TOBHA HA3BA KJIIHIYHOI'O BUITPOBYBAHHS, |Fraschini (1984)
KOJIOBAHMIA HOMEP KJITHIYHOT'O
BUITPOEYBAHHS

6. MA3A KJIHIYHOI'O BUTTPOBYBAHHS I

7. TTEPIOJ [TPOBEJIEHHSA KJITHIYHOTO 1984

BUITPOBYBAHH

8. KPAIHM, JIE [TPOBOJIMJIOCEH KJIHIYHE ITasis

BHITPOBYBAHHS

9. KUILKICTh JJOCTIJDKYBAHUX 9 3noposux nobposonbuis (U 6 / A 3). Bik 20 - 43 poku

10. META TA BTOPUHHI LT KJITHIYHOT'O Ouinka @K Cnazmekcy

BUITPOBYBAHHA

11. JIM3ANH KJIHIYHOI'O BUIIPOBYBAHHSI OnHopa3zosa 103a, O/iIMH UeHTp, Binkpute, PK nocnivkenns.

%xa
3riano
|



12. OCHOBHI KPUTEPIT BKJIIOYEHH 310poBi JOOPOBOJIBLLI

13. IOCJIJLKYBAHHUIA JIIKAPCHKUI 3ACIB, dnakonu, TabneTku Ta cynozutopii Criazmekc
CITOCIB 3ACTOCYBAHHSI, CUJIA JTIT

14. TIPETIAPAT IIOPIBHAHHA, NO3A, CIIOCIb Konen
3ACTOCYBAHHS, CHJIA [T

15. CYNIYTHS TEPAIILS Konen

16. KPUTEPIT OLIHKH EQGEKTHBHOCTI [lapamerpu @K

17. KPUTEPIT OLIIHKH BE3IEKH [ToGiuni eextn

18. CTATMCTHYHI METOJIA OnucoBa cTaTMCTHKA,

19. JIEMOI'PA®IYHI TOKA3ZHUKNA 9 30posux aobpoeonsuis (U 6 /2 3). Bik 20 - 43 poku
JIOCTIJDKYBAHOT MOMY AL (CTATD, BIK, PACA

TOLO)

20. PE3VJIbTATH E@EKTUBHOCTI DIIOPOrTIOLMHON HIBHAKO BCMOKTYETBCS MMiCIs

MepopaJbHOrO T4 PEKTalbHOTO BBEAEHHS, TOAI AK 1,3,5-
TPUMETOKCHOEH3011 Ma€ MiK uepes 3 rOJIMHHM 3 4acoM
BMBEJIEHHS 3HAYHO BULUMM, HIK Y (DIIOPOTTIOLIMHOITY.

21. PE3YJIbTATH BE3IIEKH be3 nobiunux edexris.
22. BUCHOBOK (3AKJIIOUEHHS) Konen

3agBHUK (BIACHUK /mijanuc/

peecTpatiiHoro (mianme)

MOCBIA4EHHSA)

Joxtop benenerro Jlenna bedda (Benedetto Della Beffa)

(iM’st Ta npizBuLLe)
Ltamm:
IIIAPTIEP C.i.A.
Biane Optnec, 12
Minaun 20139
Homep mnatHuka [1JIB 10771570156
[Tonatkoeuit Homep 09098120158
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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 [V)

REPORT No. 3
about clinical trial “VETTORI”

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

SPASMOVAX ORO, tablets.

2. APPLICANT

Scharper S.p.A. (Italy)

3. MANUFACTURER

Doppel Farmaceutici S.r.1., Italy

4. TRIALS PERFORMED:

X yes | ono If no, justify

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

Medicinal product according complete dossier (stand-alone
dossier), known active substance

5. FULL NAME OF THE CLINICAL TRIAL, TRIAL

CODE NUMBER

Vettori (1984).

6. CLINICAL TRIAL PHASE

111

7. CLINICAL TRIAL PERIOD

1984

8. COUNTRIES WHERE THE CLINICAL TRIAL
WAS PERFORMED

Italy

9. NUMBER OF PARTICIPANTS

Patients with gastrointestinal spastic disorders. Total: 20 pa-
tients (M 14 / F 6). Age 14 — 87 years.

10. AIM AND SECONDARY OBJECTIVES OF

Assess the spasmolytic activities and safety.

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

Direzione e coordinamento ex art. 2497 C.C. e segg.: |dB Holding S.p.A
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THE CLINICAL TRIAL

11. CLINICAL TRIAL DESIGN

Double-blind parallel group vs. Buséopan.

12. MAIN INCLUSION CRITERIA

Patients with gastrointestinal spastic disorders.

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

Spasmex 3 tablets daily.

14, REFERENCE DRUG, DOSE, METHOD OF

ADMINISTRATION, STRENGTH

Buscopan 3 tablets daily

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.)

Total: 20 patients (M 14 / F 6). Age 14 — 87 years,

20. EFFECTIVENESS RESULTS

Spasmex has been found quickly effective after oral admin-
istration (18 minutes) and rectal administration (30 minutes)
with a long-lasting analgesic effect which was longer than that
of the reference medication.

21. SAFETY RESULTS

No patient needed to interrupt the treatment because of lack of
effects. No abnormal lab findings in the laboratory tests was
observed. No other adverse event was observed.

22. CONCLUSION (FINAL CONCLUSIONS)

Spasmex has been confirmed to have a high efficacy and easy
use, which are superior to those of the reference medication.

APPLICANT (MARKETING AUTHORIZATION HOLDER)
) @SI_.

(SIGNATURE)
DR. BENEDETTO DELLA BEFFA

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

Partita IVA n. 10771570156

(NAME AND SURNAME)

Codice Fiscale n. 09098120158
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Hoparok 30

1o Hakasy npo ekcriepTHsy peecTpauiiHux
MaTepiaiiB JlikapchbKHUX 3aco0iB, 1110
MOJAIOTBLCS Ha JIePIKaBHY PeecTpallito
(MOHOBNEHHS peecTpalil), a TAKOK
EKCIIEPTU3Y MaTepialliB 1010 BHECeHH s
3MiH J10 peecTpalliiHiX MaTepiailis
MPOTAroM nepioay Aii peecTpauiiHoro
noceigyeHHs (. 4 rnasu [V )

3BIT Ne 3

npo kiainiude punpodyBanus « VETTORI»

1. HA3ZBA JIIKAPCbKOI'O 3ACOBY (HOMEP
PEECTPALIMHOTO TIOCBITYEHHS, SAKIIO
3ACTOCOBYETbHCH):

Cnasmosakc OPO, rabnerku.

2. 3ASIBHHK

Ilapnep C.n.A. (Scharper S.p.A.) (Itanis)

3. BUPOBHHK

Jonnens ®apmaneyriui C.p.., Itanis

4. [TPOBEJIEHI JOCIIJIKEHHS

X Tak |0 Hi Skuio Hi, o0rpyHTyiiTe

1) THIT JIKAPCBKOI'O 3ACOBY, 3A SIKUM
TIPOBOAHIIACAH ABO TNTAHYETBCHA PEECTPALILA

JlikapceKuii 3acib 3 MOBHUM JI0CHE (aBTOHOMHE J10ChE),
BIZIOMA /1it0Ya PeYOBHHA

5. [IOBHA HA3BA KJIIHIYHOI'O BUITPOBYBAHHS,

KOJAOBHNA HOMEP KJIIHIYHOI'O BUITPOBYBAHHS

Vettori (1984).

6. MA3A KJITHIYHOTI'O BUITPOBYBAHHS

11

7. TTEPIOA ITPOBEJIEHHS KJHHIYHOI'O 1984
BUTTPOBYBAHHSA
8. KPATHH, JE ITPOBOJMIIOCS KJITHIYHE ITanis

BHUITPOBYBAHHS

9. KUIBKICTb JOCILIKYBAHUX

[TauieHTH i3 LTYHKOBO-KUILIKOBUMHM CIIACTHYHUMM
po3nagamu. 3arajibHa KinbKicTs: 20 310poBUX 100pPOBOIbLIB
(414 /K 6). Bik 14 - 87 poku.

10. META TA BTOPUHHI L{LJTI KJITHIYHOT'O
BUITPOBYBAHHA

OUiHUTH Ca3MOMITHYHY JIAIBHICTE Ta Ge3MeuHicTh.

11. AN3AMH KJIHIYHOT'O BUITPOBYBAHHSI

7



12. OCHOBHI KPUTEPIT BKJIIOUEHHSI

[TawieHTH i3 NUTYHKOBO-KMIIKOBHMH CMACTHYHUMH
poO31afgaMH.

13. JOCJIDKYBAHHWIA JTKAPCBHKHI 3ACIB,
CIOCIB 3ACTOCYBAHHS, CHJIA JIIi

3 rabnerku CnasMmexcy LIOJEHHO.

14. TIPEITAPAT ITOPIBHAHHS, JI03A, CITIOCIB
3ACTOCYBAHHSI, CHUJIA JUIT

3 Tabnerkn byckonany mo/ieHHO

15. CYITYTHA TEPATIISA

Konen

16. KPUTEPIi OLUIHKW EGEKTUBHOCTI

Bine

17. KPUTEPIT OLIIHKK BE3INEKH

[ToBiuni epexru

18. CTATUCTUYHI METOU

Onucoa CTaTUCTHKA.

19. JIEMOTI'PA®IUHI [TOKA3ZHUKH
JOCJIDKYBAHOI TTOTTYJIALIT (CTATB, BIK, PACA
TOIIO)

3aranbHa KinbKictb: 20 3p0poBux podpososbuis (U 14 /XK 6).

Bik 14 - 87 pokwu.

20. PE3YJIbTATH EGEKTUBHOCTI

Cniazmexc 6yJ10 BU3HAHO WBUAKO e(PeKTHBHUM ITic/s
nepopaibHOro npuitomy (18 XxBUIMH) Ta peKTanbHOTO
BReeHHA (30 XBUJIMH) i3 TPUBAIUM 3HEOOMIOUUM eherToM,
KU OyB AOBILIMM, HiXK Y pedpepeHTHOro npenapary.

21. PE3YJIbTATH BE3IEKU

KoaHomy mailieHTy He 10BEJI0Cs NepepHBaTH JIIKYBaHHS
yepes BiacyTHiCTb edekty. JKoanux aHomaniii nabopatopHux
NOCIiKEeHb Yy 71ab0paTOPHUX IOCTIUKEHHAX He
cniocrepiranocst. AoaHoi iHwoi nobivHol aii He

22. BUCHOBOK (3AKJTIOUEHHST)

[TinTBepmkeHo, wo Crnazmeke Mae BUCOKY €(PEKTHBHICTD Ta
3PYUHICTb BUKOPUCTAHHS, SIKI NEPEBEPILYIOTH ePEKTHBHICTD
petepeHTHOrO Npenapary.

Hoxkrop Benenerro lenna bedda (Benedetto Della Beffa)

3asBHUK (BJIACHMK /nianuc/
peecTpauiiHoro e —
MOCBIIYEHHSI )
(iM’s1 Ta npi3BuLIE)
LlTamm:
LIAPIIEP C.n.A.
Biane Optrec, 12
Minaun 20139

Homep rnatuuka ITJAB 10771570156
Tlonarkosuit Homep 09098120158

TheHTHGIKALIHA
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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 V)

REPORT No. 4
about clinical trial “GERONIMO”

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

SPASMOVAX ORO, tablets

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 (stand-alone
dossier). known active substance

5. FULL NAME OF THE CLINICAL TRIAL, TRIAL

CODE NUMBER

Geronimo (1984)

6. CLINICAL TRIAL PHASE 111
7. CLINICAL TRIAL PERIOD 1984
8. COUNTRIES WHERE THE CLINICAL TRIAL Italy

WAS PERFORMED

9. NUMBER OF PARTICIPANTS

30 patients with renal cholic.

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 02.2401180 ~ gen@scharper.it

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 segqg.: |dB Holding S.p.A.
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11. 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.

7. 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 + [ 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.

APPL?;ANT (E iRKETlNG AUTHORIZATION HOLDER)
¢ e

(SIGNATURE)
DR. BENEDETTO DELLA BEFFA

SCHARPER S.p.A.
Viale Ortles, 12
20139 MILANO
Partita IVA n. 10771570156

(NAME AND SURNAME)

Codice Fiscale n. 09098120158

Direzione e coordinamento ex art, 2497 C.C. e segg.: IdB Holding S.p.A. & o
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3r1AH0 3 OPHT IHAMDM
A

Jor 8. Sy o
‘ S

2




Honarok 30

no Haka3sy npo exkcriepTusy peectpauiinmx

MaTepiaiB JIKapchKHUX 3aco0iB. 110

MOJAl0ThCs Ha JIEPKABHY PEECTpaLLito

(MOHOBJIEHHS peecTpaLlii), a TAKOK

EKCIIEPTH3Y MaTepiasliB 11010 BHECEHH!

3MIH JI0 peecTpallifHuX MaTepiais

NPOTAroM nepioay il peecTpaliiHoro

nocsiauenns (n. 4 rnapu IV )

3BIT Ne 4

npo kiainiune punpodyBanua « GERONIMO»

1. HA3BA JIIKAPChKOI'O 3ACOBY (HOMEP
PECCTPALIIAHOIO [TOCBIJTYEHHS, AKIIO
3ACTOCOBYETHCS):

Cnazmosakc OPO, tabaeTku.

2. 3AABHHK

Ilapnep C.i.A. (Scharper S.p.A.) (Itanis)

3. BUPOBHUK

Jonmens @apmaueyriui C.p.., Itanis

4. TIPOBEEHI JOCTTKEHHS:

X Tak |O Hi Axuwio i, obrpyuryiite

1) TUITJIIKAPCBKOI'O 3ACOBY, 3A SKHM
[TPOBOJIMITACSA ABO TJTAHYETBCS PECCTPALILA

JlikapcbKui 3aci6 3 MOBHUM 10CHE (ABTOHOMHE J10ChE),
BigOMA J1il0ua PeHOBHHA

5. TTOBHA HA3BA KJIHIYHOI'O BUIIPOBYBAHHA,

KOJOBAHWI HOMEP KJITHIYHOIO
BHUITPOBYBAHHS

Geronimo (1984)

6. @A3A KJITHIYHOI'O BUTIPOBYBAHHS

111

7. TTEPIOJ1 MTPOBEJEHHS KJITHIYHOI'O
BHUITPOBYBAHHA

1984

8. KPATHHU, JIE [TPOBOIWJIOCH KJITHIYHE
BHITPOBYBAHHA

[ranis

9. KUIbKICTb JOCIIUKYBAHWX

30 nauieHTiB 3 HUPKOBOIO KOJIKOHO.

10. META TA BTOPUHHI LIJII KJIIHIYHOT'O
BUITPOBYBAHHS

OUiHWTH CTIA3MOJTITHYHY JISATBHICTh Ta Ge3nedHIcTb

11. JJU3AMH KJITHIYHOT'O BUIIPOBY BAHHS!

PannoMizoBaHe oIMHUYHE CIIiNe, KOHTPOIbOBAHE KIIHIUHE

BunpoOysanns npotu ['enypuny (drasokcary).
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X
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12. OCHOBHI KPHUTEPI BKJIIOYEHHS

[TalieHT 3 HUPKOBOIO KOJIIKOIO.

13. JIOCJI/DKY BAHUI JIKAPCHKHIA 3ACIB,
CTIOCIB 3ACTOCYBAHHS, CUJTA JIIi

Cnasmekc 2-3 ¢uakonu, notim Criazmexc 3-4
TabaeTKNH/ o AHS.

14. TIPETIAPAT TIOPIBHSIHHSI, JIO3A, CTIOCIB
3ACTOCYBAHHSI, CUJIA JIIT

Tenypin 2-3 dnakonu, notim 3-4 TabneTkn/woans.

15. CYITYTHS TEPAITIA

Kopnen

16. KPUTEPI] OLIHKHM EQEKTUBHOCTI

Crouranuuil 6inb yepes 30, 60, 120 1 240 XBUIMH 3 MOMEHTY
BBE/ICHHS MPENapary; 4actoTa XBOpoOIMBHUX eni3o/is;
pATYBAJILHHI NPUHOM JIKIB.

17. KPUTEPIT OITTHKH BE3IIEKH

3arasibHa nepeHocuMicTb (nobiuHi edekTH)

18. CTATUCTUYHI METO/IH

OnucoBa CTATHCTHKA.

19. IEMOTI'PA®IUHI TIOKA3HUKH
JIOCTITKYBAHOI MTOIMYJIALIT (CTATD, BIK, PACA
TOLLO)

30 nopocnux po6posonsuis (4 17+ XK 13). Bik: 14 -87 pokis.

20. PE3VIJIbTATH EGEKTHBHOCTI

L.v. abo i.m. in’exuis Crasmekcy CrpUYMHMIA LBHAKKUA
KOHTPOJIb 6ONBOBHX CHMITTOMIB Y 3HAYHOT YaCTHHH
MaLicHTIB, 3HAYHO BMILMIA, HI3K TOM, WO criocTepiraBes npu
BHKOpHUCTaHHI pedpeperTHOro npenapary. [Leuakuii
KOHTPOJIb 60JTH0 I03BOJIUB AYKe LBUAKO NEpeiTH Ha
nepopajibHUHA NPUHOM.

21. PE3VIJIbTATH BE3IEKH

[TepenHocumicts Cnazmexcy Oyna 4ya10BoIO.

22. BUCHOBOK (BAIJIIOYEHHST)

CriazmeKkc NpoaeMOHCTPYBAB Jlyxe Xopolily eexTHBHICTb Ta
MEPEHOCHMICTh, TPEJICTABISIOUH TAKMM YHHOM Jitouui 3acid
Y pyKax jikapis.

3asBHHUK (BIIACHUK /mignuc/

peecTpauiitoro

. mignuc
MOCBiAMEHH) (muipmse)

Hoxtop Benenerro Henna bedda (Benedetto Della Befta)

(im’s Ta npi3BHILE)

Irammn:
HIAPIIEP C.n.A.
Biane Optnec, 12
Minau 20139
Homep nnatuuka [1/1B 10771570156
[MTonatkoBuii Homep 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 No. 5
about clinical trial “LARIZZA”

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

SPASMOVAX ORO, tablets

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 (stand-alone
dossier), known active substance

5. FULL NAME OF THE CLINICAL TRIAL, TRIAL | Larizza (1964)
CODE NUMBER

6. CLINICAL TRIAL PHASE 11

7. CLINICAL TRIAL PERIOD 1964

8. COUNTRIES WHERE THE CLINICAL TRIAL Italy.

WAS PERFORMED

9. NUMBER OF PARTICIPANTS

37 patients with biliary cholic.

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 02.2401180 — gen@scharper.it

R.E.A. 1270560 ~ Cap.Soc. € 1.769.000,00 i.v. - P.IVA 10771570156 — Cod.Fisc. e Iscr. Reg. Impr. di Milano: 09088120158
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SCHARPER

1. CLINICAL TRIAL DESIGN

Uncontrolled, open study

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

1 7. SAFETY ENDPOINTS

Adverse events

18. STATISTICAL METHODS

Descriptive statistics.

19. DEMOGRAPHIC PARAMETERS OF THLE
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-

Direzione e coordinamento ex art. 2497 C.C. e segg.: 1dB Holding S.p.A.
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lasting effect of its derivative (trimethoxybenzene).

APPLIZiANT (MARKETING AUTHORIZATION HOLDER)

(SIGNATURE)
DR. BENEDETTO DELLA BEFFA SCHARPER S.p.A.

Viale Ortles, 12 &
20139 MILANO

(NAME AND SURNAME) Partita IVA n. 10771570156
Codice Fiscale n. 09098120158

SCHARPER S.p.A — Viale Ortles, 12 — 20139 Milano — Tel. 02.262916.1 — Fax 02.2401180 — gen@scharper.it
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JHonaroxk 30

no Haka3sy npo ekcneprusy peectpaiiiux
marepiasis JiKapcbKux 3acobiB, 110
NOAAIOThCS HA IePIKABHY PEECTpaLLiio
(NMOHOBJIEHHS PeECTpaLii), a TAKOK
EKCIIEPTH3Y MaTepiasiB U040 BHECECHHS!
3MiH 0 peecTpaLiiHnuX MaTepiaiie
MPOTArOM Mnepioay il peecTpauinHoro
nocsigyenns (n. 4 rnasu 1V )

3BIT Ne 5

npo kiiniune sunpodyBanus «LARIZZA»

1. HA3BA JIKAPCBKOI'O 3ACOBY (HOMEP
PECCTPALIHOIO ITOCBIJTYEHHS, AKIIO
3ACTOCOBYETHCS):

Cnasmosakc OPO, TabneTku.

2. 3ASBHUK

Ilaprniep C.n.A. (Scharper S.p.A.) (Itanis)

3. BUPOBHHK

Jonnens @apmaueyriui C.p.i., ITanis

4. [TPOBEJIEHI DOCJIJDKEHHA:

X rak |0 Hi HAkuwio Hi, obrpyuryiite

1) TUIT JIIKAPCBKOI'O 3ACOBY, 3A SIKUM
[TPOBOJIMJIACS ABO TUIAHYETBCA PECCTPALILA

Jlikapcbkuii 3aciG 3 NOBHUM /10ChE (aBTOHOMHE J10CHE),
BiZloMa jiloua pevyoBHHa

5. TTOBHA HA3BA KJIIHIYHOT'O BUITPOEYBAHHSL, |Larizza (1964)
KOJIOBAHUI HOMEP KJITHIYHOTO

BUITPOBYBAHHS

6. DA3A KJIHIYHOI'O BUIIPOBYBAHHS 111

7. [1EPIOA ITPOBEAEHHS KJIHIYHOI'O 1964
BUIPOBYBAHHS

8. KPAIHM, JIE ITIPOBOJAWIIOCH KJITHIYHE Itanis.

BHUITPOBYBAHHA

9. KUIBKICTb JOCJIJDKYBAHHX

37 naiieHTiB XBOPHX Ha KOBYHI KOTIKH.

10. META TA BTOPUHHI LTI KJITHIYHOI'O
BUITPOBYBAHHA

OuiHUTH CHIA3MOJIITHYHY JisJIbHICTb Ta Oe3MeyHICTb

11. JIM3AMH KJIHIYHOTO BUTTPOBYBAHHS

HekoHTposiboBaHe, BIAKPUTE JOCIIKEHHS

P>
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12. OCHOBHI KPUTEPIT BKJTIOUEHHA

IlatieHT XBOPHI Ha JKOBUHI KOJIIKH.

13. JIOCJIJDKYBAHUMN JIKAPCbKUI 3ACIB,
CTIOCIB 3ACTOCYBAHHS, CUJIA JUT

Cnasmekc ojiuH (hakoH i.v. abo i.m.
Tabnerkn Cnazmekc

3a 160 nikyBajabHUX AHIB naieHTH otpumann 274 dnakonu
Ta 498 rabnerok.

14. TIPEINAPAT ITOPIBHSIHHS, J1O3A, CI1OCIb Konen
3ACTOCYBAHHS, CUJIA JI

15. CYITYTHS TEPAIILA Konen
16. KPUTEPI] OILITHKHA EGEKTUBHOCTI bine

17. KPUTEPIT OL{IHKH BE3IEKH

[1o6iuni edexTn

18. CTATUCTWYHI METO/IU

OnucoBa CTaTUCTHKA.

19. JIEMOI PA®IYHI TIOKA3HHUKH
NOCIDKYBAHOI TTOTTYJIALUT (CTATb, BIK, PACA
TOLLO)

37 nauienris (17 yosnosikis Ta 20 xiHOK), Bikom Bij 27 10 75
POKIB.

20. PE3VJIbTATH EQEKTUBHOCTI

Tepanesruuna edpekTHBHICTE CriazmMeKcy, 110 BBOJANUTLCH i.V.,
i.m. i nepopaibHO TecTyBaau 20 NALIEHTIB, AKI CTPAKAAIOTH
Ha Pi3Hi THIH KOBYOBHBIJIHUX 3aXBOPIOBAHBL (3KOBUHOKAM siHA
XBOpOo6a Ta X0NeA0X0ITia3; NEPHXOIELMCTUT: IMCKIHE3 s,
cuHapom noctxoneurctekromii). [Tokasnuku edexrusHocTi
BiaminHi i cranosisTh Bij1 90 1o 100%.

21. PE3YJIbTATH BE3IEKH

3 nepeBipok ckiaaay Kposi Ta QyHKUIT HUPOK Ta PyHKLIT
NeYiHKKM MOYKHA 3pOGUTH BUCHOBOK MPO MOBHY HETOKCUUHICTD
Cnasmekcy 11010 KPOBOTBOPHOT TKAHHHH Ta NEYiHKOBOT Ta
HUPKOBOT MapeHXiMu.

22. BUCHOBOK (3AKJIIOYEHHST)

3nebomoroua J1is MaKCHMMallbHa Iic/is BBEJCHHS 1.V.) Lie
BiAGyBa€eTHCs Bifipasy nicss 3akiHYeHHs i €KLUii Ta gocsrac
CBOro MakcHMalibHoro edekrty uyepes 2-3 xsuinnu. [lomiveno
CKOPOMHHYILICTh CIIa3MOJITHYHOT Ta 3Heb001040T il
(dnopormounnony. [oeananus GroporaoOLHMHOIY Ta
TpumeTokcubeH3oy y Cnazmekci BIANOBI1AE MeTi M0€AHATH
WIBMAKICTD AiT MePIoT Crojiyku 3 OUibL TPUBAIHUM edekTom 11
MOX1AHOro (TpumeTokcubeHsony).

)
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3asBHUK (BJIACHUK /mianumc/

peecTpauiiHoro

. (mianuc)
MOCBI/IUEHHS)

Jloktop benenerro Jlenna beddpa (Benedetto Della Beffa)

(im’st Ta npizeuie)
Liramn:
LIAPIIEP C.n.A.
Biane Optaec, 12
Misan 20139
Homep nmathuka [1IB 10771570156
[Monarkosuii Homep 09098120158
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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 No. 6
about clinical trial “VAGLIO”

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

SPASMOVAX ORO, tablets

2. APPLICANT

Scharper S.p.A. (Italy)

3. MANUFACTURER

Doppel Farmaceutici S.r.l., Italy

4. TRIALS PERFORMED:

X yes | ono If no, justify

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

Medicinal product according complete dossier (stand-alone
dossier), known active substance

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

Vaglio (1965)

6. CLINICAL TRIAL PHASE

111

7. CLINICAL TRIAL PERIOD

1965

8. COUNTRIES WHERE THE CLINICAL TRIAL
WAS PERFORMED

Italy

9. NUMBER OF PARTICIPANTS

30 patients with dynamic dystocia.

10. AIM AND SECONDARY OBJECTIVES OF
THE CLINICAL TRIAL

Assessment of efficacy and safety.

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 i.v. - P.IVA 10771570156 — Cod Fisc. e Iscr. Reg. Impr. di Milano: 09098120158
Direzione e coordinamento ex art. 2497 C.C. e segg.: |dB Holding S.p.A.
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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

17. 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 fetal 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.

R.E.A. 1270560 — Cap.Soc. € 1,760.000,00 iv. -

P.IVA 10771570156 — Cod Fisc. e Iscr. Reg. impr. di Milano: 0909812
Direzione e coordinamento ex art. 2497 C.C. e segg.: |dB Holding 5.p A.
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Jloparok 30

10 Hakasy 1po ekcrnepTusy peccTpautiiiux
marepianie nikapcbkux 3acobis, 110
M0AAKOTLCS HA JIEPIKABHY PeeECTpaLlito
(NMOHOBJIEHHS peecTpaLil), a TAKOK
eKCMepTH3y MaTepiaip 010 BHECEHHS
3MiH /IO PEeECTpaLifHuX MaTepiais
MpOTAroM nepiojay Aii peecTpauiiHoro
noceiguenns (. 4 rnagu 1V )

npo Kiainiune Bunpodbysanus "VAGLIO"

1. HA3BA JHKAPCBKOI'O 3ACOBY (HOMEP
PEECTPALIIMHOI'O IMOCBITYEHHA, SAKIIO
3ACTOCOBYETLCA):

Cnasmopakc OPO, Tabnetku.

2. 3ASIBHUK

[lapnep C.n.A. (Scharper S.p.A.) (Itanis)

3. BUPOBHHK

Jlonnens @apmaueytiui C.p.., Itanis

4. TTPOBEJIEHI IOCTIJDKEHHA:

X Tak

O Hi

Slkuio ui, oOrpyHTyiTe

1) TUIT JHIKAPCBHKOTO 3ACOBY, 3A SIKMM
[TPOBOJIUITACSH ABO IJIAHYETHCS PECCTPALLLA

JlikapcbKuii 3aci6 3 NOBHUM 10CLE (aBTOHOMHE J10ChE),
BiZlOMa /1if04a pevoBHHA

5. [TOBHA HA3BA KJIIHIYHOIO BUIIPOBYBAHHA, |Vaglio (1965)
KOJIOBAHUI HOMEP KJITHIYHOTO

BUITPOBYBAHHSI

6. DA3A KJIHIYHOI'O BUIIPOBYBAHHS 111

7. TTEPIOJI [TPOBEAEHHS KJIITHIYHOTO 1965
BUITPOBYBAHHS

8. KPAIHM, JIE ITPOBOJTHJIOCE KJITHIYHE Iranis

BHITPOBYBAHHA

9. KUILKICTb JIOCIJIKYBAHUX

30 nauieHTIB 3 AHHAMIYHOKO JIMCTOLICHO,

10. META TA BTOPHUHHI LTI KJIIHIYHOT'O
BUITPOBYBAHHS

OuiHuTH e(h)eKTHBHICTEL Ta Oe3NeUHICTb.

Vo
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11. JIMBANH KJIHIYHOI'O BUITPOBYBAHHSA

HekoHTposiboBaHe, BIZAKPUTE JIOCITIKEHHS.

12. OCHOBHI KPUTEPIT BKJIKOYEHHS

[Tonory 3 IMHAMIYHOK JIUCTOLIEI0.

13. JIOCJIUKYBAHWIM JIIKAPCHKHH 3ACIE,
CTOCIB 3ACTOCYBAHHS, CUJIA JUIi

A)im./ i.v. ¢uakoH, wo MicTuTh: paopormouuHony 40 mr;
1,3,5-rpumerokcubenzony 0,04 mr.

B) 0,59 r tabnerok, wo MicTaTh: dnopornournony 80 mr;
1,3,5-tpumerokcubensony 80 mr.

14. TTPEMAPAT TTOPIBHAHHS, JIO3A, CITIOCIB Konen
3ACTOCYBAHHSI, CUJIA JII

15. CYITYTHS TEPATIIA Konen
16. KPUTEPII OLIIHKHW E®EKTUBHOCTI bine

17. KPUTEPIT OLLIHKH BE3IEKH

[Tobiuni ehextn

18. CTATUCTUUHI METO/JIH

Onucosa CTaTUCTHKA.

19. JIEMOI'PA®IYHI TOKA3ZHUKH
JIOCJIDKYBAHOI MONYJIALIL (CTATb, BIK, PACA
TOLLLO)

30 xinok y Biui Bia 18 1o 32 pokis.

20. PE3VIILTATH EQEKTUBHOCTI

V BUNajikax AHHAMIYHOT AMCTOLIT Ta/ab0 HAOPAKY LIKHKK
MaTKH 3 JBaJILATH NPOTIKOBAHWX NaUieHTIB y 15 BUnaakax
(75%) 6yB 4iTKO NO3UTHBHMIA pe3ysbTaT: y pewrtu 25%
aHoOMaJIis Nij1 Yac MoJoriB He perpecyBasa Micias AikyBaHHs i
(K NpaBKIIO, YHACTIJOK BUHMKHEHHS CTaHy JIMCTpecy Iuiojia
3 po3puBOM MeMOpaHH) HeobXinHO 6ys10 3pobuTy Kecapis
PO3THH.

21. PE3YJIIBTATH BE3IEKH

JKoanot inuioi mobiuHoT Aii He cnocrepiranocs.

22. BUCHOBOK (3AKJTIOYEHHS)

Cnasmekc, npy BBeaeHHi y dopmi TabneTok, a B 0iHOMY
BUNaAKY ¥ hopmi (GIaKoHIB, NalieHTaM, K CTPaXK1aloTh Bijl
XBOPOOIUBHX CTAHIB CTATEBMX OPraHiB (Ha CrACTUUHIN YK
HMOBIpHO criacTHuHIM niAcTasi), 1as xopouii abo
CrpaBeA/IuBi pe3yJibTaTH JIMLLE B 110JI0BMHI BUNAZKIB; /1ykKe
piakicHi abo 3arani BiacyTHi y pewri 40% Bunazkis.

Tepensa
3riano {opurlug”
Sor #.8-
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3agBHUK (BIACHUK /mignuc/
peecTpaiiiHoro (mianKc)
MOCBIAYEHHS)

Jloxtop Benenerro Jlenna bedga (Benedetto Della Beffa)

(imM’s Ta npizeuILe)
HTamm:
ILIAPITIEP C.n.A.
Biane Optnec, 12
Minan 20139
Homep nnatauka [JIB 10771570156
[Monarkosuit Homep 09098120158
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REPORT No. 7
about clinical trial “FOTI”

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)

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

SPASMOVAX ORO, tablets

2. APPLICANT

Scharper S.p.A. (Italy)

3. MANUFACTURER

Doppel Farmceutici S.r.l., Italy

4. TRIALS PERFORMED:

X yes

o no

If no, justify

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

Medicinal product according complete dossier (stand-alone
dossier), known active substance

5. FULL NAME OF THE CLINICAL TRIAL, TRIAL | Foti (1971)
CODE NUMBER

6. CLINICAL TRIAL PHASE 11

7. CLINICAL TRIAL PERIOD 1971

8. COUNTRIES WHERE THE CLINICAL TRIAL Italy

WAS PERFORMED

9. NUMBER OF PARTICIPANTS

106 pregnant women.

10. AIM AND SECONDARY OBJECTIVES OF
THE CLINICAL TRIAL

Assessment of efficacy and safety.

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 i.v. - P.IVA 10771570156 - Cod Fisc. e Iscr. Reg. Impr. di Milano: 09098120158
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SCHARPER
1 1. CLINICAL TRIAL DESIGN Uncontrolled, open study.
12. MAIN INCLUSION CRITERIA Pregnant women.

13. STUDY DRUG, DOSE, METHOD OF ADMIN- | Spasmex suppositories

ISTRATION, STRENGTH Spasmex tablets

The tablets (1-2 80 mg tablets of phloroglucinol and 80 mg of
trimethoxy benzene at intervals of 1-1/2 hour between them)
were administered to 30 patients; suppositories (2 supposito-
ries of 150 mg of phloroglucinol and 150 mg of trimethoxy
benzene at intervals of one hour between them) to 16 patients.

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

15. CONCOMITANT THERAPY None

16. EFFICACY ENDPOINTS Pain

1 7. SAFETY ENDPOINTS Adverse events

18. STATISTICAL METHODS Descriptive statistics.

19. DEMOGRAPHIC PARAMETERS OF THE Pregnant women aged between 18 and 32. S

STUDIED POPULATION (SEX, AGE, RACE ETC.)

20. EFFECTIVENESS RESULTS The average time of the overall duration of the labor (period
of dilation + completion of delivery) both in the pluriparae
and in the primiparae, was far longer compared with a control
group which were not given any or a different antispastic
treatment, similarly to that observed by other authors. Moreo-
ver, satisfactory results were obtained with the use of the drug
in thn reatened abortion and in threatened premature labor; in
these latter cases the administration of Spasmex at the doses
referred to and for a sufficiently long period of treatment, did
not give rise to signs of intolerance, even when combined
with other drugs (analeptics, cardiorespiratory agents, chemo-
therapy agents, antiemetics, energetic disintoxicants) or used
alternatively to replace other antispastic preparations not tol-
erated by the patients.

21. SAFETY RESULTS No side-effects were observed in either the mother or the fe-
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| 22. CONCLUSION (FINAL CONCLUSIONS) The case histories described allow to conclude that, at the

| doses and via the routes referred to, Spasmex exhibits marked
spasmolytic action, suitable for promoting the dilation of the
neck of the uterus both during normal and pathological labor

| (especially in total or partial dyskinesia). In labor guided or
induced with oxytocin, the results were good in direct relation
to the stage of dilation of the neck of the uterus in which the
drug was administered.
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Jlonartok 30

710 Hakasy npo excrneprusy peectpauiiHmx
matepia/iiB JiKapcbKUX 3acobiB, 110
NOJAIOTLCA Ha JIEPIKABHY PEECTPaLLito
(NOHOBJEHHS peecTpallii), a TaKoXK
€KCIIePTH3y MaTepiaiiB WOJ0 BHECEHHS
3MiH JIO peecTpalifHuX Matepianis
MPOTArOM nepioay Aii peectpauiinHoro
nocsigueHns (. 4 rnagu V)

3BIT Ne 7

npo kiainiune sunpodbysauus "FOTI"
1. HA3BA JIIKAPCBKOI'O 3ACOBY (HOMEP Cnasmoakc OPO, TabneTku.
PECCTPALIIMHOI'O INMOCBIIYEHHS, SIKLLO
3ACTOCOBYETHCA):
2. 3ASABHUK Lapnep C.n.A. (Scharper S.p.A.) (Itanis)
3. BUPOBHHK Jonnens Mapmaneytiui C.p.i., lranis
4, TIPOBEJAEHI JOCTJDKEHHA: X rak |0 Hi Slkuto Hi, ob6rpyHTyiiTe
1) THIT JIKAPCBKOI'O 3ACOBY, 3A SIKUM Jlikapcekwit 3aci6 3 NOBHUM 10ChE (ABTOHOMHE JIOCHE),

[TPOBOJIMJIACS ABO TTAHYETBCS PECCTPALLA  |Biioma aitoda peHoBHHA

5. TTOBHA HA3BA KJIIHIYHOI'O BUITPOBYBAHHSL, |Foti (1971)
KOJIOBAHWI HOMEP KJITHIYHOT O

BUITPOBYBAHHSI

6. DA3A KJITHIYHOI'O BUTIPOBYBAHHSA I11

7. [TEPIOA MPOBEJEHHA KJITHIYHOIO 1971
BHUITPOBYBAHHS

8. KPAIHHU, JIE MPOBOJIUJIOCS KJIHIYHE Iranis

BUITPOBYBAHHS

9. KUIBKICTb JOCJIJDKYBAHUX 106 BariTHUX KIHOK.

10. META TA BTOPMHHI LWL KJIHIYMHOTO Ouinnt eekTHBHICTL Ta 6e3NeUHICT.
BUITPOBYBAHHA

11, AM3AMH KJITHIYHOI O BUITPOBYBAHHS HekoHTponboBaHe, BIAKPHTE 10C/IUKEHHA.

3rt:nno 90!’”&# L0
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12. OCHOBHI KPUTEPIl BKJIIOYEHH S

BariTHi )IHKH.

13. JIOCJIJDKY BAHUIM JIIKAPCBKHI 3ACIB,
CIOCIB 3ACTOCYBAHHSA, CHUJIA JlIT

Cynosurtopii Cnasmekc
Tabnerku Cnazmekc

Ta6nerku (1-2 Tabnerku 80 mr dnopornouuHony ta 80 mr
TpUMeTOKCcHOEeH301y 3 iHTepBaoM 1-1/2 roguHn MK HUMH)
peoanau 30 naiieHram; cynosuropiie (2 cynosuropii no 150
mr aopormountony Ta 150 Mr pumerokcubensony

3 IHTEPBAJIOM B OJIHY FOJIMHY MK HUMK) 16 nauicHram.

14. TIPENAPAT TMOPIBHSHHS, JIO3A, CIOCIB Konen
3ACTOCYBAHHS, CHUJIA JIT

15. CYITYTHS TEPAIIIS Kojen
16, KPUTEPIT OLIIHKH EQEKTUBHOCTI bink

17. KPUTEPIT OLIIHKH BE3IEKH

[ToGiuni epextn

18. CTATUCTHUYHI METOJIH

OnucoBa CTATHUCTHKA.

19. JIEMOI' PA®IYHI [TOKA3HHUKH
JIOCJIDKYBAHOI MOMYJISALUT (CTATB, BIK, PACA
TOLL0)

BaritHi kiHku y Biui Bia 18 10 32 pokis.

20. PE3YJIBTATH E®@EKTUBHOCTI

CepeHiii 4yac 3arajibHOT TPMBAJIOCTI NONOTIB (Nepio
PO3KPUTTA + 3aBEPLICHHA MOJOTIB) AK Y THX, XTO BKe
HapO/UKYBAaB, TakK i y THX, XTO HapoOJLKye Briepuie, OyB
Habarato JOBLINM MOPIBHIHO 3 KOHTPOJILHOIO FPYTION0, AKiH
He NMPOBOAWIIM YKOAHOT a00 IHIIOT AHTHCNACTUYHOT Tepanii,
noiGHO 110 TOT, 1O CNOCTEPIracThes IHIUMH aBTOPAMH.
Binbie Toro, 3a00BibHI pesyabrati Oy OTpUMaHi i3
3aCTOCYBAHHAM NPENapaTy npu 3arposi nepepuBaHHs
BAriTHOCTI Ta NepeAYacHMX MoJIOriB; Y LUHX OCTAHHIX
Bunazkax npuitom Cnasmekcy y 3a3HaveHux 7103ax ta
MPOTATOM JIOCHTb TPUBAIIOTO MEPIOAY JiKyBaHHS HE
BUK/IMKAB 03HAK HETNEPEHOCUMOCTI HABITL Y MOEHAHHI 3
iHUIMMH NipenapataMu (aHaaenTHKamMH,
KapaiopecnipaTopHUMH 3acobaMu, XiMioTepaneBTHYHUMH
3acobamu, NpoTHOIIOBOTHUMH 3ac00aMM, EHEPreTHYHHMH
A€3IHTOKCUKaHTaMK) a0 BUKOPUCTOBYBABCSH B SKOCTI
AILTEPHATHBH U1 3aMIHK IHILMX QHTHCNACTHUHUX
npenaparie, ki NallieHTH He NEPEHOCHATh.
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21. PE3VJIBTATH BE3IEKH [To6iunmx eexTiB HE cnocTepiranocs Hi y Matepi, Hiy
} ioaa.
22. BUCHOBOK (BAKJIKOUEHHST) Onucani icTopii XBOpoOH 103BONAIOTE 3pOOHTH BUCHOBOK,

110 Y 3a3HA4YEHMX 103aX I 32 BKa3aHUMHU criocodamu
3actocyBaHHs CriazMeKkc BUSBIISE BUPAKEHY CMA3MOIITHUHY
JUK0, TIPUIATHY JUIS COPUSHHA PO3KPUTTA IIHHKH MATKH AK
1iJ1 4a¢ HOPMAJILHUX, TaK 1 [PH MaTOJOr YHUX 10JI0rax
(ocoGnuBo npu MoBHiH abo yacTkoBii auckinesit). [pu
nosiorax, kepoBaHux abo iHJ1yKOBAHMX OKCHTOLIMHOM,
pesyabTaTi 6yJM XOPOLIMMH Y NPSAMOMY BIZAHOLIEHHI /10

| eTany po3KpUTTS LWIMHKH MAaTKH, HA SKOMY BBO/IHIIH

npenapar.

3asBHUK (BJIACHHUK /mianuc/
peecTpauiiHoro
[OCBIIYEHHS)

(nianuc)

Jloktop benenerro Jlenna bedda (Benedetto Della Befta)

‘ (im’s Ta npi3suiLe)
Hltamn:
ILIAPIIEP C.n.A.
Biane Optaec, 12
Minan 20139
Homep mnathuka [1JIB 10771570156
[TopatkoBuit Homep 09098120158

b K.




