Annex 29

to the Procedure for Conducting Expert
Evaluation of Registration Materialg
Pertinent 1o Medicinal Products, which
are Submitted for State Registration (Re-
Registration) and Expert Evaluation of
Materials abouyt Introduction of Changes
to the Registration Materials during the
Validity Period of Registration Certificatc
(paragraph 4, part VI)

- Preclinical studijes report
1. Name of medicina) product (Marketing Asacol 1600 mg modified-releage tablety
Authorization number, if any):

oo
—————__ umber, if an : e e Rl —
1) type of medicinal product for which Hybrid application i

registration was conducted or planned 1o be

conducted
| : - D e —— e
12) conducted studies O yes 10 ifno, provide rationale

For Asacol 1600 mg modified-release (ablets no own non-
clinical studies have been perforined ag aminosalicylates
including mesalazine (5-ASA) arc known for more than three

As a consequence there s g large pool of human safcty
experience with mesalazine,
The proposed drug product formulation, known during
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coating, Namely a pH sensitive polymer, which dissolves at
PH 7 in the terminal ileum, and finely  dispersed
polysaccharide particles  digested by colonic bacterial
enzymes. The next layer is designed to accelerate release of
the active ingredient,
The different pharmacodynamic and phannacotherapeu%ic
effects of mesalazine and the possible  mechanisms
underlying these effects have been extensively reviewed.
Mesalazine has 3 very well-established clinical safety profile,
Much of the known animal toxicology has been superseded
by clinical safety data,
The nonclinical dats in support of the mesalazine formulation
is provided in part from bibliographic sources.
These include:
Standard Medica] text (Martindale 2015) (Sweetman and
Blake 2005)
Web-based fesources, such as publications available from the
US National Library of Medicine (NLM) PubMed® databasc /
and Toxline /
Peer-reviewed Papers from cstablished scientific Journals,
and
Anecdotal medijcal reports from Medscape®.
The applicant has conducted a literature search in December
2014 of the worldwide preclinical published literature for
mesalazine to validate tha this Module 2.4 represent a recent
and comprehensive selection of the availabje literature. The
primary focus of this  search wag on  preclinical
| pharmacology, pharmacokinetics  and toxicology. The
) additional terms J

teratogenicity, genotoxicity, carcinogenicity and reviews
e M —~lglopenicity, genof i Ry ANd reviews

e RS
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2. Pharmacology:
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were included for com

the indications proposed,
e VETIONS proposed,

e
1) primary pharmacodynamics

the ilﬂ:li_tq'gqg‘__gf T cell proliferation wag reported to be 310

pleteness but were not the main fogus
given the dogsier contains complele preclinical study reports
related

o teratogenicity, carcinogenicity angd genotoxicity. The
databases searched in December 2014 were: |
Embase 1980 — December 17, 2014

Medline 1946 .. December week 2,2014

Medline Daily Update; Medline In-Process - |1 December
2014

overall safety profile of mesalazine, both in general and for

Mesalazine is an anti-inflam atory '—c'I_g—?rE:tE;;ﬁi:él_ated
to the salicylates and active in inflammatory bowel disease
(IBD); it s considered to e the active moiety of

leukotricne synthesis in  he gastrointestinal mucoga,
Mesalazine is given by mouth or rectally in the treatment of [
acute attacks of mild to moderate UC or the maintenance of ;
remission of UC o Crohn's disease. An oral dose of 400 mg |
of mesalazine s theoretically equivalent (o | g of
sulfasalazine (Swee&rnq;lhmldjﬁlg_gg;gg@) o
Mode of action

5- ASA is known lo exert an anti-inﬂammatory effect;
however, the mechanisms appear to be numerous and varicd
{MacDermott 2000). The effect of 3-ASA in attenuating
pathophysiological changes in experimental colitis varjes
with the anima] modelchosen,

1. Inhibition of the formation and/or release of mediators |
of inflammation:

a Inhibition  of interleukin- | (IL-1) |
formation in monocytes. An in vive study in male Wistar rats
with  induced chronic  inflammation demonstrated gz
significant decrease in the production of IL-1B following
topical administration of 100 mg 5-ASA/kg/day for 14 days
(Song 2006)

b.

Inhibition of formation of INF-a from
monocytes, with related follow-on effects on NF-kB (see
below) (MacDermott 2000)

2; Inhibition of formation and/or release of
platelet activating factor (PAF). In an

in vitro study, the addition of 25, 50, or 100 HE 5-ASA/mL to
colonic mucosal

samples from patients with active UC resulted in g dose-
dependent inhibition

| In PAF release (Rachmilewitz 1990)
d

Inhibition of the release of inflammatory
compounds from neutrophils, such ag clastasc (Adeyemi
1990)

8 Capture of free radicals following incubation with 5-
ASA and suppression of lipid oxidation (Nielsen 1993);
(Goncalves 1998); (Joshi 2005). B

|
2. Inhibition of cell-mediated immune processes and cel] l,
functions: i
a Inhibition of T ¢ell proliferation. An jn

vitro  study  with peripheral  blood mononuclear cells :
demonstrated g dose-dependent inhibition of T cell |
proliferation. The median effective 5-ASA dose (EDsy) for

i
|



e e i i

UM (Stevens 1995)

b. Inhibition of  processed antigen
prescentation to T cells (Macf)ermoat2000)

! a, [nhibition of T cell and natural killer (NK)
cell eytotoxic effector cell activities (MacDermory 2000y
b. Inhibition of antibody production by B |
cells (which may lead 1o inhibition of lIgGr-induced |
phagocytosis and cytotoxicity) (MacDermoq 2000) ‘
) Inhibition of macrophage and neutrophil  (PMN)
function, including Impairment of chemotaxis and adhesion, |

{ and inhibition of certain Stages of phagocytic and cytotoxic
activities ag measured in human PMNg (Molin and Stendah
1979); (MacDermott 2000).

e s e i

3. Inhibition of lipoxygenase leading to an inhibition
of LTB,, sulphiopeptide LTs, and HETEs:
a The median inhibitory concentration

(ICs0) of 5-ASA against soybean lipoxygenase was 170 uM
inan in vitro study (Sircar 1983)

} Treatment of patients with UC twice daily
with 5-ASA (1 g} showed a decrease in levels of the
eicosanoids LTB4, PGE,, and TXB, (Case!las1995)
¢ Treatment  of Patients  with  [gp
(accompanied by an increased release of LTBs) with 5-ASA
or prednisone showed a retum to normal levels of LTBy in
the rectal lumen (Lauritsen 1986); (Peskar 1987).

Inhibition of the activation of NF-xB by 3-ASA may lead to a
decrease in  the levels of varioys genes involved in !
inflammation, and thus many of the effects of 5.-ASA may be
cxplained by inhibition of NF-kB activation (Egan 1999):
(Bantel 2000); (MacDermont 2000) (Song 2006).

5- ASA has been shown to inhibi NF-kB activation n Vitro
and in rats:

1. NF-kB transcription was inhibited in intestinal
epithelial cells (Caco-2) stimulated with IL-1 or phorbol
myristate acetate following  incubation with 5-ASA g
concentrations of 2.5, 50, 10.0, 20.0, or 40.0 mM (Egan

i
F,

i
i
|

2 5-ASA was reported (o inhibit TNF-q-
stimulated nuclear translocation of NF-xB and degradation of
IxBa, resulting in overall inhibition of NF- xR entry into the
nucleus of the cel] (MacDermott 2000)

Topical administration of 100 mg 5-ASA/kg/day for 14 days 1
resulted in a significant decrease in the expression of NF-kB !
and a significant decrease in the production of [L-1B in male

i Wistar rats (Song 2006) J
— e acfe T THAAL S { M_Mﬁ_ﬁ_‘...m..‘_.‘.._.“_!
2) sccondary pharmacodynamics | 5-ASA has well-known antioxidant properties; in vity

studies in activated polymorphonuclear granulocytes (PMNs)
have indicated a decrease in the formation of reactive oxygen
species, whereas cell-free systems have demonstrated an
Increase in the capture of free radicals following incubation
| with 5-ASA and in suppression of lipid oxidation (Goncalves
| 1998, Joshi 2005, Nielsen 1993),
f 3-ASA has been shown to activate peroxisome proliferator-
| activated réceplor-y (PPAR-y) receptors (which counteract
nuclear activation of intestinal inflammatory responses) and
to inhibit cyclooxygenase 2 (COX2) activity and thus the
release of thromboxane B: (TXB,) and prostaglandin E,
[ (PGE,), which may contribute to its potential to decrease risk
5 of CRC (MacDermott 2000, Schwab 2008).

|_Additionally, data from patients with 8D suggest ga
T | Additionally, L gt ] aoggesl 8



' prot;:tir_\,r"é effect of long-term S-ASAadmlmatrawnon on the |
development of colorectal cancer (Eaden 2000, Velayos |
.2005).

(Tanaka 1994) suggest an increase in central nervous system
(CNS) activity (slight increase in reactivity, touch response,
pain response, and pinna reflex) in mice recciving the highest
oral dose level of 1°000 mg 5- ASA/kg. Renal cffects of
increased urine volume and excretion of sodium, potassium,
and chloride were reported in rats receiving 300 and 1°00¢
mg 5-ASA/kg. Intraduodenal administration 0f 5-ASA at the
same dose levels had no effects on respiratory function, With
relevance to this GJ drug, studies in isolated rabbit ileum
showed no effect of 5-ASA at (est concentrations up 1o 1 X
104 M, while other studies in isolated guinea pig ileum at the
same dose levels have shown no effects on acetylcholine-,
histamine-, or barium chloride-induced contractions. The
lack of offects on the Gl system were also confirmed in mice
and rats, where miestinal function (transport) and gastric |
emptying rate and gastric secretion, respectively, were not
affected by 5-ASA.

Analysis of suspected serious adverse reactions reported to
the Committee on Safety of Medicines of the UK between
1991 - 1998 revealed a reporting frequency of 11.] cases
interstitial tiephritis per one million mesalazine prescriptions
(Ransford and Langman 2002). A large British epidemiologic
study (Van Staa 2004) investigated the rigk of renal disease
associated with mesalazine use. Data from the United
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disease was matched to 5 controls, Among the 19,025
mesalazine users with IBD, 130 patients developed renal
disease (incidence rate of 170 cases per 100°000 patient
years). The incidence among patients with [BL) but without
mesalazine use was 250 cases per 1007000 paticnt years and
among patients without IBD were 80 cases per 100°000

i
i
[
|
E

attributable to the underlying discase. Although renal discase
Is a recognized adverse effect of mesalazine, the incidence
appears to be low and does not appear to be related to either
the dose or type of mesalazine used,

Several studies have been published (Habal and Wolman
1994); (D" Agata 1995); (Hanauer 1996); (Walker 1997y
(Clemett and Markham 2000); (Mahmud 2002); (Loftus
2004) which on the whole confim that the incidence of
Severe or serious side effects was very low, and that
mesalazine wag gencrally well tolerated by IBD patients in
- both, short and long term use.
Pharmacodynamic drug interaction studies  were nof
identified; however, clinical data have suggested a possible
increase in the Immunosuppressive effects of azathioprine or
6- mercaptopurine or thioguanine when co-administered with
mesalazine (Dewit 2002, Hilon 201 1, Lowry 2001). There is
weak evidence that mesalazine might decrease the
anticoagulant effect of warfarin (Hilton 2011, Marinella

1998)
e

) pharmacodynamic interactions

T PR e
3. Pharmacokinetic s
1) analytical procedures and reports on their

validation validation have been performed.
e ———— o Porformed, 0

? No non-clinical éﬁ.z;lytical pro?ed{rresmand reports on their
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3) distribution

Analytical procedures and validation reports are available in
section 52,14 Reports  on Biocanalytical  ang
Analytical methods,

Following oral administration of conventional formulations, |
mesalazine would be extensively

absorbed from the UPPEr gastrointestinal tract, with ljttle of
the drug reaching the colon. Oral Preparations are therefore
generally formulated to release the drug in the terminal ileum

formulations  and this, together with  inter-individual
variation, makes comparison of pharmacokinetic (PK) data
between studies difficult. Some 20 to 50% of an oral dose is
thought to be lost to absorption in healthy subjects, but
absorption is lower in patients with active [BD (Sweetman
and Blake 2005).

The pharmacokinetics of mesalazine has been studied in
Japanese male healthy volunteers. Plasma concentrations
after single oral administration of Asacol 400 mg GR Tablets
(Asacol and FIVASA are tradenames used by the applicant
for its mesalazine formulations) (Ito 2009).
(TP0O506) studied the pharmacokinetic profile after single
dose and at steady state after multiple doses of TPOS tablets |
In comparison to Mezavant™ 200 Mg gastro-resistant |
Human distribution data are not available,
Intestinal absorption studies have shown that approximately
30 to 35% of the applied dose can be found in the mucosa
and intestinal wall when 5-ASA is injected intraluminally
into isolated perfused rat small intestine (Hartmann 1988),
(Hirayama 2011) determined 5-ASA's distribution in the
intestinal mucosa of Beagle dogs and found that it is
effectively delivered to this  tissue following  oral
administration of one Asacol 400 mg GR Tablet. These
results indicated that Asacol GR Tablets released 5-ASA in a
pH- dependent manner, resulting in efficient delivery to the
large intestine. Furthermore, the authors also compared the
mucosal 5-ASA  concentrations with the ICso values for
scavenging free radicals or suppressing LTB4 production.
The 5-ASA concentration in the large intestine was higher
than ICsp values necessary to  suppress inflammatory
| processes.
The absorbed drug is widely distributed in the body, with
affinity for connective tissue and for synovial, peritoneal, and
pleural fluid (Hanngren 1963).

-

) metabolism

15) elimination

The absorbed portion of mesalazine is almost completely
acetylated in the gut wall and in the liver to acetyl-5-
aminosalicylic acid. The rate of acetylation, and hence the
concentration of parent drug and metabolite in the systemic
circulation; is independent of the acetylator status (Sweetman
and Blake 2005).

Different study groups identified significant concentrations
of N-acetyl-5-ASA in the blood and/or urine of rats,
monkeys, and in humang (Hwang 1988, Myers 1987, Shafii

_1.1982),

e titeremees s

The acetylated metabolite is excreted mainly in urine by
tubular secretion, together with traces of the parent
compound; a clearance of about 3 to 4 ml/minute per kg has
been reported for the former. The elimination half-life of

_mesalazine is reported 0 be about 1 hour and it is 40 w050%



bound 1o plasma proteins; the acetylated metabolite has a |
half-life of up to 10 hours and is about 80% bound to plasma
proteins. Only negligible quantities of mesalazine cross the
placenta. Amounts distributed into breast milk are very smg|]
(Sweetman and Blake 2005).

There is some evidence of 3 hepatic first-pass effect,
although enterohepatic recirculation was minimal as levels of
5-ASA in the bile have been reported 1o be quite low in an i
vitro study (isolated perfused rat smal intestine and liver)
(Hartmann 1988).

An in vive study with intraduodena] administration of 3-ASA
(20 mg) in rats (Shafii 1982) showed that only 6% of 5-ASA
underwent enterohepatic  circulation after acetylation,
presumably in the liver.

following 1V administration of 5-ASA (78%) or oral
administration of uncoated 5-ASA capsules (52%) (Hirayama
2011). In contrast, urine fecovery of S5-ASA and i
metabolite 48 hours after an oral dose of 2400 mg of 5-ASA
in Eudragit S-coated capsules in humans is lower (21%)

P I e e
6) pharmacokinetic interactions (non-clinical)] There is no evidence that concomitant use of other drug
products interfere with the pharmacokinetics of mesalazine.
clinical data have Suggested a possible increase jn the
immunosuppressive effects  of azathioprine or .
mercaptopurine or thioguanine when co- administered with
mesalazine (Lowry 2001); (Dewit 2002); (Hilton 2011).
There is weak evidence that mesalazine might decrease the
| anlicoagulant effect of warfarin (Marinella 1998); (Hilton

|
L —

—— —
7) other pharmacokinetic studies ‘T No data provided
e L B 1ACOKINEHC Studies L= Gala provided

{
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4. Toxicology: i
ke SO o —— BT ks S P s USRI
1) single-dose toxicity I Single dosc toxicity data iy provided in the fol]owmg

| studies:

| Bilyard KG, Joseph EC, Metcalf R. Mesalazine: an
overview of key preclinical studies

- No Author, Pharmacokinetic evaluation of orally
administered Asacol, Mesalamine and Sulfasalazine in
beagle dogs.

- Hwang KK, Mandagere AK, Dress DT, Lacz JpP,
Dose-Dependent Pharmacokinetics of 5. Aminosalicylic
acid(5-ASA)in Cynomolgus Monkeys

Table with all details js provided in the non-clinical
overview, e
The following studies provide information about repeated -
dose toxicity:

1. Sutton M. Pilot (2 Week) Peroral Toxicopa[hoiogic
Study of 5-ASA in Rabbits. (Accession No. 3842, Project
No. 862.09.00/PB). Nerwich (NY): Norwich Eaton
Pharmaceuticals, Ine., Product Development. 1986

2 Sutton M. Pilot (2 Week) Peroral 'l‘oxicopathologic
Study of 5-ASA in Rats. (Accession No. 3843, Project No.
862.09.00/PR), Norwich (NY):  Norwich Eaton
Pharmaceuticals, Inc., Product Development. 1986,

3. Sutton M. Oncogenicity study (24-month) of 5.
ASA in the diet of swiss mice. 1996,

4, Sutton M. Two Years Carcinogenicity study of 5-
ASA in the diet of Sprague dawley rats, 1996.
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An overview (able js presented in the non-clinjcal overview,

The only notable finding was the development of mucoid
conjunctivitis  jp dogs  at  (he higher  doges.
Keratoconjunctivitis sicca (KCS), g similar syndrome, has
been reported to oceur in dogs chronically treated with
sulphorxamidcs, sulfasalazine. sulfadiazine ang 5-ASA. Thig
lesion appears to be Species-specific since no such cases of

|

i arsmcacs ——— | 18ble available in the vonclinical overview). ~
) genotoxicity: 5-ASA showed no mutagenic potential in 2 bacterial reverse
n vitro mutation  assays in Salmonella bphimurium  and  in
Escherichia col; strains at test concentrations up to 1°000
ug/plate in one study (Voogd 1980) and up 10 5000 pgiplate
in the second study (Nagasawa 1994),
There was no evidence of potentia] for 5-ASA (o cause
chromosomal aberrations in assays conducted in Chinese
| Hamster ovary (CHO) cells at lest concentrations of up to
| 280 Hg/ml for 12 hours (Witt 1992), Similarly, there were no
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Other in vitro assays showed that 5-ASA Wwas not mutagenic |
in an assay in Klebsiellg preumoniae (Voogd 1980). 5-A8A

280 pg/ml for approximately
26 hours (Witt 1992). An in vitro micronucleus assay in
| human lymphocytes was also negative a( lest concentrations

ncrease in the number of micronucleated polychromatic
erythrocytes (MNPCEs) per  1'000  polychromatic
erythrocytes. In the other assay, mice were administered
intraperitoneal doses of up to 500 mg/kg, and 5- ASA was
| again found not to cause an increase ip micronuclei in
MNPCEg (Nagasawa 1994),

The potential for 5-ASA to induce tumour formation was
examined in 2 GLP-compliant long- term dietary studies in
Swiss mice and Sprague-Daw!ey rats. There was no evidence
of a tumourigenic response in mice or rats, when tested at
maximum tolerated dose (MTD) levels of 5-ASA_

Mice were administered 5-ASA in the diet at dose levels of 0,
200, 1°000, or 2'000 mg/kgiday in he 2-year GLP
carcinogenicity study (Sutton 1996). There was no evidence
of lumourigenicity of 3-ASA; an apparent trend in the
incidence of histocytic sarcoma in the spleen of female mige
did not reach statistical significance for this tumour type,
being of low Spontancous incidence (thus requiring a
statistical significance level of p<0.025) and was considered

L T il )



the result of random biological variation, The main finding in
this study was the exacerbation of naturally-occurring
urological discase in the mice, which presented as an
increased incidence of urinary bladder distension/dilation and
renal pelvic dilation.

The highest dose tested in mice (2°000 mg/kg/day or
approximately 6’000 mg/m?), is at least 2-times the i
recommended maximum human daily dose (4'800 mg or |
2’963 mg/m® based on the assumption of an average adult !
body surface area of 1.62 m? for a 60 kg person). While the ;
AUC data for mice were 1ot reported, the Systemic exposure |
in mice is expected to have been several multiples of |
exposure for humans at 3 maximum daily dose of 4’800 mg

plain 5-ASA. Comparisons to paediatric doses would show a
higher safety margin (around 4- times), given that daily
maximum doses are lower than that in adults,
In the GLP carcinogenicity study in rats, 5-ASA was
administered vig (he diet at a daily dose of 0 (control), 60,
120, 360, or 480 mg/kg/day for 2 years (Sutton 1996}, There ‘
was no evidence of carcinogenicity of S-ASA in the rat ’
study; incidences of histocytic sarcoma/fibrous histiocytoma
in males were considered to represent random  biological
variation. Toxicities in rats were either in the GI fract
(ulcerative and inﬂammalory lesions at the highest dose
level) or in the kidney [renal Papilla findings of urothelial
| hyperplasia considered to be a reparative response 1o 5-ASA-
induced injury, and oedema in high-dose males and females, |
and inflammation (secondary to injury) and necrosis in high- |
dose males on y].
The high dose tested in the rat carcinogenicity study (480
mg/kg/day or approximately 2°880 mg/m?) is thus similar to
the maximum recommended adult dose of 80 mg 5-ASA/kg/
day (4’800 mg, or 2'963 mg/m?), and approximately twice
the adult maintenance dose of 1’481 mg/m? While this
multiple of the human dose is low, a difference in exposure
levels is likely to be more relevant, given the properties of
TPOS tablets compared to 5-ASA: the systemic exposure in
high-dose rats (AUC of 168 Hg/ml*hr) wag approximately 14

dose of 2'400 mg 5-ASA/day (based on a reported AUCy. 9,
in humans of approximately 12 pg/ml*hr following 7 daily

doses of 2°400 mg/day).
e .
No data provided

e S et

short-term studies
or mid-term studies 5 o
| No data provided e — T
In the general reproduction study, rat were administered oral
gavage doses of 5-ASA at dose levels of up 1o 480
mg/kg/day  (Norwich Eaton  Pharmaceuticals 1989).
Mortalities in the high dose 8roups were associated with
gastric ulcers, gastric haemorrhage, and/or dark erosions in
the hind stomach of some animals at 360 and 480 mg/kg/day.
Treatment with 5-ASA had no effect on fertility, geslation,
viability or lactation indices, litter size, Pup weight, or pup
survival; therc also were no effects on the number of viable
foetuses Or resorptions in dams necropsied on Gestation Day
(GD) 13. There were no 3-ASA-related foetal external or
internal anomalies noted at doses of up to 480 mg/kg/day.
The NOAEL for maternal toxicily was considered to be 240

mg/kg/day and the NOAEL for foetal toxicity was considered

; mM.“_.q,........._H..,...__.k,..‘_..H__._..m_,_._.‘_E




oot on ol | 0 be 480 mg/ke/day in rats.
cffect on fertility and early embryonic In the embryo-foetal developmental toxicology study mra"t“;——
development animals were dosed orally at up to 480 mg/kg/day on GD 6 10 '
GD 15 (Margitich 1987). Mortalities at the high dose level
Were associated with a number of clinical signs, decreased
| mean body weight and foad consumption, and incidences of
multiple stomach lesions in 1 animal. There were no
statistically significant differences in the tota] number of
implantation sites, corpora lutea, pre- or post-implantation
losses, foetal viability indices, and foetal sex distribution in
rats. Mean foetal body weights were statistically significantly
reduced (p<0.05) in the 480 mg/kg/day group, which was a
dose level that caused maternal toxicity; as such, the decrease
in foetal body weights was not considered o represent a
direct toxicity of 5-ASA. In the rabbit embryofoetal
developmental toxicity study, the same oral dose levels as
those used in the rat study caused no evidence of maternal
toxicity (Margitich 1987). There Were no  significant
differences in the mean number of corpora lutea, loetal body
weights, foetal viability  indexes, resorptions,  total
implantations, pre- or post-implantation loss, or foetal sex
distribution in rabbits. In both studies, treatment with 5-ASA
did not alter the incidence of skeletal malformations or
variations in rats and rabbits. The NOAEL for maternal
toxicity in this study was considered to be 240 mg/kg/day in
the embryofoetal study in rats. The NOAEL for embryo-
foctal development (teratogenicity) was considered to be 480
mg/kg/day in rats, while (he NOAEL for both maternal
toxicity and for embryo-foetal development was considered

1o be 480 mg/kg/day in rabbits,
— | tobed(

fembryotoxicit | Please see section above.

iprenatal and postnatal toxicity Ina peri-/post-natal study in rats, 5-ASA was administered
by oral gavage at doses up to 480 mg/kg/day on GD 14
through post-partum Day 21 (No Author 1089). Mortalities
oceurred at the dose levels of 360 and 480 my/kg/day and
were associated with GJ injuries, dosing accidents, and a
number of undermined causes of death. Reduced body
weight gains also were observed at the high dose. 5-ASA
treatment had no effect on late foetal development,
parturition, lactation, or neonatal viability. Pup weights at
240, 360 and 480 mg/kg/day were statistically significantly
lower at birth and at lactation day (LD) 4 (when compared
with the controls), however without a dose relationship, At
LD 21, pup weights in the 480 mg/kg/day dose group were
slightly (4%) but statistically significantly (p <0.05) lower
than control pups; this finding can be considered biologically
insignificant based on the magnitude of the difference, It was
concluded that there were no effects on overall pup growth
rate at any dose level. There were no 5-ASA-related external
or internal anomalies observed in any Pup examined. The
NOAEL for maternal toxicity was determined to be
240 mg/kg/day. The NOAEL for offspring development was
considered to be 120 mg/kg/day based on the transient and
minor effects on body weight, which may reflect maternal
toxicity.

Lack of congenital defects has been stated by (Ota, 1994) as
referenced in Shepard’s Catalogue of Teratogenic Agents
(Shepard 2010).

studies in which the drug is administered in | No data provided

&5) local tolerance | L. Gastrointestinal reactions




T Tosems of Gl-related findings had bm}
ASA in rats, Gl findings were noted following dosing with $-

ASA in the single and repeat-dose toxicity, carcinogenicity, {
and reproductive toxicity studies in rats, T he changes
typically consisted of necrosis, ulceration, and inflammation |
and were observed at doses of 360 mg/kg/day or higher. |
Following a single dose of 6’000 mg S-ASA 1o dogs (in
enteric coated tablet form), there wag evidence of gastric

i haemorrhagic foci in | animal (equivalent to 577 mg/kg), but

[ none in the other animal in the dose group also receiving the

| same dose (equivalent to 750 mg/kg). There were no findings

’ of local (GI) irritation in 12 month studics in dogs at doses up {

f
|

to approximately 175 to 200 mg/kg/day (5 tablets, or 2°000
mg per day),
Reactions affecting the proximal gut

In female Beagle dogs dosed orally (twice daily) with either a

suspension of 5-ASA (80 mg/kg/day) or saline for 15

consecutive days, there were no gross lesions and no
| microscopic findings atiributed to 5-ASA in the oesophagus,
i proximal stomach, antrum, or duodenum (Leddin 1993), thus

indicating that 5-ASA at this dose level was not associated
| witherosions or ulecrations in the proximalgut
7) additi_gga! toxicity studies: %T _
anligenicity (antibody production) Mesalazine, a drug for the treatment of ulcerative colitis and
Crohn's disease, was examined for anligenicity on guinea
pigs, mice and rats, In the active systemic anaphylaxis test,
guinea pigs were treated with 50 0r250 mg/kg of mesalazine i
alone or with 50mg/kg of mesalazine incorporated in |
I'reund’s complete adjuvant, however no anaphylactic |
reaction occurred. In the passive cutaneous anaphylaxis test, |
no anti-mesalazine antibody was detected in guinea pigs
sensitized with 50 or250 mg/kg of mesalazine alone or with
50 mg/kg of mesalazine incorporated in Freund's complete
adjuvant, nor in mice sensitized with 50 or 250 mg/kg
mesalazine alone or with 100 upg/head of mesalazine
incorporated in aluminium hydroxide gel. In conclusion,
mesalazine has no antigenicity under the conditions of the
S - 1994). —
immunotoxicity 5-ASA was tested for anligenicity in an active systemic
anaphylaxis test in guinea pigs, and in passive cutaneous
anaphylaxis tests in guinea pigs (using serum from -sensitised
guinea pigs) and rats (using serum from sensitised mice of
two different strains) (Wada 1994). Sensitisation occurred
using the oral route (a total of 15 doses of 50 or 250 mg/kg in
guinea pigs and mice), the subcutaneous route (50 mg 5-
ASA/kg with Freund's complete adjuvant in guinca pigs), or
the intraperitoneal route (100 pg 5-ASA/animal with
aluminium hydroxide). Challenge (ie., anaphylaxis) was
induced using serum from animals (guinea pigs or rats) that
had been dosed |-hour previously with 1°000 mg 5-ASA/kg,
In guinea pigs and mice that were sensitised, there were no
antibody titres, In the passive and active anaphylaxis tests
there were no positive responses with 5-ASA overall, Thus,
this study demonstrated that 5-ASA administered using a
variety of routes does ot elicit an immunogenicresponse.
No data provided
) No data provided S j
toxicity of metabolites The major metabolite of 5-ASA, N-acetyl-5-ASA. did not
result in a statistically significant increase in the frequency of
SCEs or micronuclei in human lymphocytes at test
concentrations up to 8 pg/ml (Mackay 1989).

mechanistic study

~he specification of mesalazine (SH_grade) sourced from
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Cambrex is ip compliance with the Ph. Eur, mesalazine

monograph [04/2013:1699, corrected 8.0]. As not alf the
impurities mentioned in this monograph are related (o the
route of synthesis used by this manufacturer, some of the
impurities listed i the respective Ph. Eur, monograph are
omitted. In line with section 3.2.8.3.2, Table 9 is listing the
known impurities and their limits relevant for the drug
substance manufacturer Cambrex. This  specification is

European Directive for the Quality of Medicines and
Healthcare (EDQM). The 0.05% limit for any other impurity |
1s below the qualification threshold stipulated by ICH M7 i
The specification of mesalazine sourced from PharmaZel] is
in compliance with the Ph. Eur. mesalazine monograph
[04/2013:1699, corrected 8.0). As not al] the impurities
mentioned in thig monograph are related 1o the route of
synthesis used by this manutacturer, some of the impurities
listed in the respective Ph, Fur, monograph are omitted, [n
line with section 3.2.8.3.2, Table 10 is listing the known
impurities and thejr limits relevant for (he drug substance
manufacturer PharmaZel]. The specification s suitable to
control the quality of the drug substance (SH grade) as
confirmed by the CEp 2003-203 granted by EDQM. The
0.05% limit for any other impurity is below the qualification
threshold stipulated by ICH M7 !

e ; ‘“‘““_ﬁ**—%—:"mw“‘\ﬁi. W
The potential for salicylates to induce nephrotoxicity is wel]

documented, including the occurrence of renal papillary

evaluate the nephrotoxic potential of 5-ASA.
In one study, female hooded rats (n = 60) were administered
5-ASA as a single I'V injection at 0 (salinc), 214, 429, or 873

jmg/kg (Calder 1972), Administration of 5-ASA  was

associated with necrosis of the proximal convoluted tubules
(13 animals) and of the renal papilla (23 out of 60 animals);
while the dose levels associated with thege loxicities were not
identified in the published report, it was noted that the
severity of damage was not consistently dose related.
Papillary damage was stjll @pparent in animals sacrificed
following the 2-week observation period, It should be noted
that the dose route utilized in this study does not represent the
intended clinical route (i.e, oral). Evidence from the
published scientific literature indicate that IBD patients on 5-
ASA treatment have an increased risk of renal disease,
however, the incidence is low and not dose-dependcm;
patients using mesalazine or sulfasalazine had comparable
risks of renal events (Van Staa 2004).

The nephrotoxicity of 5-ASA was also investigated in
Fischer 344, Lister-Hooded and Spraguc-Dawley rats
following 1P injection of 600 mg 5-ASAskp (Lundberg
1995). Of these strains, Sprague-Dawf&y males were the most
susceptible to induction of nephrotoxicity. It was suggested
by the authors that low plasma levels of 5-ASA may be of
Importance to avoid nephrotoxicity in UC patients,

Ocular Toxicity Studies

In the one-year oral toxicity study in dogs, ophthalmoscopic
examination confirmed the presence of mucoid conjunctivitis
in | male and 1 female dog (at 108 mg 5-ASA/kg/day) and in
I female (at 180 mg 5-ASA/kg/day) that was considered

11
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5. Conclusions on non-clinical study

Applicant (Marketing
Authorization Holder)

(it

| study the potential for KCS to develop in dogs dosed with 5.
| ASA, Beagle dogs were orally dosed at levels of up to 100
mg/kg/day for

52 weeks (Barnett and Joseph 1987). KCS was first
diagnosed ay study week 22 and subsequently progressed
both in incidence and severity, At the end of the study, 1
male and 3 females at 100 mg/kg/day, | female at 60
mg/kg/day, and 3 females at 40 mg/kg/day,

inflammatory effect of 3-ASA. Absorption of 5-ASA from
TPOS tablets is delayed and possibly incomplete, thus
ensuring that 5-ASA reaches its therapeutic larget site in the
intcstines and can exert its effects topically, as desired, §.
ASA is metabolized 1o N-acetyl-5-ASA and is excreted
largely in the urine. Safety pharmacology investigations have
demonstrated no specific risk to patients at the dose levels
used. An acceptable therapeutic index has been established
by adequately designed toxicological studies. Tt continuous
use for more thap three decades unti] February 2015
generated a cumulative patient drug exposure of > 2.5 million
years using the WHO defined daily dose of 1.5 8 mesalazine,
This together with the good clinical tolerability (see Module
2.7.4) and efficacy (see Module 2.7.3) supports the use of
TPOS tablets i 1

 (signature)
Barbara Lange

Marcel Portmann
Head of Finance
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Annex 3()

to the Procedure for Conducting Expert
Evaluation of Registration Materialg Pertinent to
Medicinal Products, which are Submitted for
State Registration (Re—Regislration) and Expert
Evaluation of Materials about Introduction of
Changes to the Registration Materials during the
Validity Period of Registration Certificate
(paragraph 4, part V)

Clinical Study Report No - Pilot Study 8

I. Name of medicinal product (Marketing
Authorisation number, if any)

2. Applicant

Mesalazine, TPO5, Asacol 1600 mg

Tillotts Pharma AG
Baslerstrasse 15
4310 Rheinfelden

Switzerland

Tillotts Pharma AG

= yes no if'no, provide rationale

Mesalazine

6. Clinical trial phase

Observation of tablets in the stool after oral administration
of 3 tablets of TPOS once daily, open label, two cenlres

Pilot study, TPOS was developed as a line extension of the
approved 400 mg and 800 mg tablets

7. Clinical trial time frame

8. Countries where the clinical trial was
/f)nductcd

from 27 February 2013 through 03 June 2013

Switzerland and Czech Republic

9. Number of subjects

planned: 16
actual: 12

10. Primary and secondary objectives of the
clinical trial

The objective of this pilot study was 10 assess whether
ingestion of 3 tablets TPOS (of two different prototypes of
coatings), given once daily (days | 1o 3) results in

excretion of un-dissolved or partly dissolved tablets in the
s100l.

11. Clinical trial design

Ihis is an open label two centre pilot study with 12

patients with mildly active ulcerative colitis (UQ).

12. Key inclusion criteria

. Male or non-pregnant, non-lactating females, between
18 and 55 years old Females of child bearing potential

must have a negative serum pregnancy test prior to the
intake of study drug, and must use a hormonal (oral,
implantable or injectable) or a double barricr method of
birth control throughout the study. Females unable to
bear children must have documentation of such in the
source records (i.e., tubal ligation, hysterectomy, or

post-menopausal [defined as a minimum of one year




2

since the last menstrua period])).

2. UC patients with occasional streaks of blood in the stool
during the past week

3. UC patients with a stool frequency of 1 -2/day > normal
4. UC patients whose activity of disease is considered mild
by his/her treating gastroenterologist

5. Ability of patient to participate fully in all aspects of thi
clinical trial

6. Written informed consent must be obtained and
documented

13. Investigational medicinal product, method of
administration, strength

Study treatment consisted of 1600 mg mesalazine tablets
(TPOS F or TPOS G). The study drug was orally
administered as three tablets on three consecutive days,
approximately one hour before break fast (total dose =9
tablets or 14.4 ¢ mesalazine).

14, Comparator, dose, method of administration,
strength

15. Concomitant therapy

16. Efficacy cndpoints

N/A

N/A

umber of tablets appearing in the stools.

Four to seven (4-7) days before taking TPOS tablets a
blood sample (2 tubes) and a urine sample were taken for
analysis to exclude major abnormalities (see laboratory
abnormalities under exclusion criteria) indicative of
underlying and hitherto undiscovered illness. Blood 2
tubes) and urine samples were taken for safety reasons 2
weeks after intake of the last dose of study drug.

18. Statistical methods

19. Demographic data of the study population
(sex, age, race, etc.)

N/A

Formulation F Formulation G

Age

Mean 43 28
Minimum 19 21

Maximum 53 31
Gender

Male 4 2
Female 5 1

20. Efficacy outcomes

A total of 72 tablets of Formulation F were swallowed by
8 subjects and 27 tablets of Formulation G were
swallowed by 3 subjects during three consecutive days,
The results of 8 subjects, Formulation F and 3 subjects,
Formulation G were evaluable. One subject was lost to
follow-up (806F). Of the 99 Tablets swallowed in total ()

21. Safety outcomes

Formulation F
G

Any adverse events

Severe adversc events

Mild to moderated events 1
Serious adverse events

Adverse events leading to drug Interruption 0 o0
Deaths 0
0

[

appeared whole in the stools. ‘_’
11

0

1

0

0
0
1

Serious adverse events: patient 804F: Kidney stone, mild,

atients received Pethidin HCL and Novalgin and




Applicant (Marketing
Authorization Holder)

22. Conclusion (finding

recovered. The event was not related to study (reatment.
One of the 1] subjects (one was lost to follow-up)
experienced a serious adverse event and 7 subjects
expericnced 11 adverse cvents. All adverse events were
mild to moderate in severity and occurred on one day each.
All subjects recovered fully. The study was open-label
without any comparator drug.

Zero whole tablets were excreled by the evaluable study

population which took 99 tablets altogether (72

(sigrﬁﬁure)
Barbara Lange
(full name)

/L\ | % -
Marcel Portmann
Head of Finance
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Annex 30
to the Procedure for Conducting Expert Evaluation

of Registration Materials Pertinent to Medicinal
Products, which are Submitted for State
Registration (Re-chistration) and Expert
Evaluation of Materials about Introduction of
Changes to the Registration Materials during the
Validity Period of Registration Certificate
(paragraph 4, part VI)

Clinical Study Report No TP0502

1. Name of medicinal product (Marketing

Mesalazine, TPOS, Asacol 1600 mg
Authorisation humber, if any)

Tillotts Pharma AG
Baslerstrasse 15
4310 Rheinfelden

Switzerland
3. Manufacturer [I’i]!otts Pharma AG
4. Conducted studies- m yes no if no, provide rationale

1) type of medicinal product for which
registration was conducted oy planned to be
conducted

Mesalazine

TP0502: An open-label, single-site pharmaco-scintigraphic
Phase I - Study in healthy subjects and patients with
active ulcerative colitis with radio-labelled TPO5 to
cvaluate the gastro-intestinal transit and release
profiles of two different formulations,

Amendment 1: Evaluate the in vivo release characteristics
of one [1] coating formulation of a TPOS-tablet in the GI
tract compared with the (wo [2] formulations in the main

study

!6. Clinical trial phase Phase I

[z Clinical trial time frame 02 Oct 2012 to 27 January 2013

8. Countries where the clinical trial was I study centre in Basel, Switzerland.

conducted

9. Number of subjects I8 planned (17 enrolled) in the original study of testing 2
formulations, An amendment to the protocol enrolled an
additional 9 patients/subjects when the third formulation
was added,
All 26 subjects/patients completed the study. Mesalazine
was present in the blood of one subject at baseline and thus
a scparate pharmacokinetic analysis was performed
excluding that subject (502122, Formulation H).

10. Primary and secondary objectives of the The original objective of (he study (TP0502) was to

clinical trial evaluate the in vivo release characteristics of 2 different
coating formulations of 1600 mg TPOS tablets in the




11. Clinical tria] design

12. Key inclusion criferia

gastrointestinal tract with g special focus
effects of differences in coating thickness
manufacturing processes for
transit and release profiles.

on comparing the
and
TPOS on gastrointestinal

An amendment (17-September-201 2) included a third
formulation for evaluation (TPO502/A).

Open-label, single-centre study

Healthy subjects (19) and patients (7) with mildly-active
ulcerative colitis, between 1§ and 55 years old, able o
fully participate in this study and voluntarily sign informed
consent.

administration, strength

14, Comparator, dose, method of administration,
strength

13. Investigational medicinal product, method of

Oral administration of a single radiolabeled dose of the
following 3 formulations of TPos:

Formulation A: 1600mg TPO5 tablet

Formulation B: 1600 mg TPOS tablet

Formulation H: 1600 mg TPOS tablet

Duration of treatment: 1 single tablet to be administered
in the morning of the firgt day in patient/subjects that
ad fasted beginning at midnight before the first day.
N/A

=5

15. Concomitant therapy

L

16. Efficacy endpoints

Healthy subjects were to abstain from over-the-counter
(OTC) and prescription medication (including laxatives,
vitamins and natural and herbal remedies) between the
screening visit (visit 1) and completion of the study.
Occasional paracetamol (maximum 1 g over 24 hours) or
acetylsalicylic acid was permitted.

Patients were allowed to take other medications as long as

they did not have a direct pharmacological Impact on stool
motility and consistency. Oral or rectal mesalazine was not
permitted on the treatment day,
N/A

17. Safety endpoints

Adverse events, BCG, physical examination, vital signs,
clinical laboratory evaluations

18. Statistical methods

All plasma pharmacokinetic variables (normally and log-
normally distributed) were summarized using arithmetic
and geometric means, minimum, median, maximum, SD
and coefficient of variation (CV%) of geometric means,
Urine pharmacokinetic variables were summarized using
arithmelic mean, SD, minimum, median, maximum and
CV%.

Formulations were compared by calculating geometric
mean ratios and 90% confidence intervals for the main
pharmacokinetic variables, AUC,., AUC0.48y and Cpyy.
Scintigraphic data was presented as either mean (+standard
deviation) or median and quartiles and between group or
lime interval differences assessed by either Fisher's exact
or Kruskal-Wallis tests.

Stool morphology was presented as median and quartiles
and between group differences assessed by Kruskal-Wallis
lests.

19. Demographic data of the study population

A total of 26 subjects were enrolled, assessed and "




(sex, age, race, ete,)

respectively and ranged from 21.5 to 50,6 years. The mean
(+SD) age was 43.65 (£10.48), 37.85 (*13.49) and 28.21
(+2.61) years for patients administered formulation A, B
and H, respectively and ranged from 26.4 (o 52 8 years. Of
the 26 subjects enrolled, 26 ( 100%) subjects were white
and 15 (57.7%) subjects were male.

Eight (88.9%), four (50%), and five (55.6%) healthy
subjects or patients receiving Formulations A BorH
reported at least one adverse event (AE), respectively of
which 6 (Formulation A 66.7%), 4 (Formulation B: 50%)
and 2 (Formulation H- 22.2%) were deemed possibly or
probably related to study medication, Seripus adverse
events (SAEs) were reported by one (1 1.1%) healthy
subject receiving Formulation [, The most frequently
oceurring AE wag headaches, reported in 7 of 9
subjects/patients (77.8%) that received Formulation A, 4 of
8 that received Formulation B (50.0%), and 3 of 9 (33.3%)
that received Formulation H. A]] headaches were reported
of mild or moderate severity.
All three formulations of TPOS have similar
pharmacokinetic and scintigraphic properties and appear to
be safe for human use,

22. Conclusion (findings)

Applicant (Marketing ?
Authorization e I = A
j (signature)
Barbara Lange
(full name)

Marcel Portmann
Head of Finance
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Annex 30

to the Procedure for Conducting Expert
Evaluation of Registration Materials Pertinent to
Medicinal Products, which are Submitted for
State Registration (Rc~Registration) and Expert
Bvaluation of Materials about Introduction of
Changes to the Registration Materials during the
Validity Period of Registration Certificate
(paragraph 4, part VI)

Clinical Study Report No TP0503 Part |

1. Name of medicinal product (M arketing
Authorisation number, if any)

Mesalazine, TPOS5, Asacol 1600 mg

Tillotts Pharma AG
Baslerstrasse 15
4310 Rheinfelden

Switzerland

Tillotts Pharma AG

m yes no if no, provide rationale

1) type of medicinal product for which
registration was conducted or planned to be
conducted

5. Full title of the clinical trial, code number of
the clinical tria]

Mesalazine

]

TP0503: A Randomised Active-Controlled Double-Blind
and Open Label Extension Study to Evaluate the Efficacy,
Long-term Safety and Tolerability of TPO5 3.2 g/day for
the

I'reatment of Active Ulcerative Colitis (UQC).

Part I: Randomised Active-Controlled Double-Blind
Induction

NCT01903252

EudraCT No: 2013-000366-11

6. Clinical trial phase

Phase II1

7. Clinical tral time frame

2013/07/15 to 2015/10/26

8. Countries where the clinical trial was
conducted

Belarus, Belgium, Bulgaria, Canada, Czech Republic,
Denmark, Finland, France, Hungary, Ireland, Latvia,
Lithuania, Norway, Poland, Romania, Russia, Serbia,
Slovakia, Spain, Sweden, Ukraine and United Kingdom

9. Number of subjects

planned: 800
actual: 817

10. Primary and sccondary objectives of the
clinical tria)

Induction - Primary Objective

The primary objective of the induction phase was (o
determine if 8 weeks of treatment with 3.2 g/day of TPOS
is non-inferior to 3.2 g/day of Asacol in inducing clinical
and endoscopic remission (a score < 2 points on the Mayo
scoring scale, with no individual sub-score > 1 point).




Z

Secondary objectives of this study were to assess the non-

inferiority of TPOS in inducing;

- endoscopic remission (endoscopic sub-score of 0)
at Weck §

- anendoscopic response at Week 8 (reduction in
Mayo endoscopic sub-score of at least 1)

= clinical remission at Week 8 (0 points for both
stool frequency and rectal bleeding)

- arectal bleeding sub-score of ( at Week 8

- clinical and endoscopic response at Week 8

- clinical remission at Week 12

- aclinical response at Week |2

- arcclal bleeding sub-score of 0 at Week 12

- clinical remission at both Week 8 and Week |2

- aclinical response at both Week 8 and Week 12

- changes in Mayo scores at Week 8 and changes in
the PMCS at Week 8 and Week 12, respectively

- changes in rectal bleeding and stool frequency at
Week 8 and Week 12

11. Clinical trial design

This was a Phase 3, randomised, double—blind, active-
controlled, multi-centre, non-inferiority trial to evaluate
the safety and efficacy of 3.2 g of TPO5/day compared to
3.2 g/day of Asacol with an open label extension to assess
the long-term safety and tolerability of TPO5 administered
over a 26 week period.

12. Key inclusion criteria

[nclusion criteria:

(1) Male or non-pregnant, non-lactating females, 18 years
of age or older. Females of childbearing potential must
have a negative serum pregnancy test prior to
randomisation, and must use a hormonal (oral, implantable
or injectable) or barrier method of birth control throughout
the study. Females unable (o bear children must have
documentation of such in the source records (i.¢., tubal
ligation, hysterectomy, or post-menopausal [defined as a
minimum of one year since the last menstrual period]),

(2) Documented diagnosis of UC: the diagnosis of UC was
based on the site investigator's assessment and was
available al randomisation.

(3) Active UC defined by:

a. Mayo score of »5

b. Sigmoidoscopy component score 2 2 confirmed by
ceniral review and

C. Rectal bleeding component score > |
(4) Ability of the subject to participate fully in all aspects
of this clinical trial,

(5) Written informed consent must be obtained and
documented,

Induction Phase - Main criteria for exclusion include:
Subjeets who exhibit any of the following conditions are o
be excluded from the study:

(1) Severe UC defined by the following criteria:

> 6 bloody stools daily with one or more of the following;
a. oral temperature > 37.8°C or > 100.0°F

b. pulse > 90 beats/min

. haemoglobin < 10 g/dl,

(2) Proctitis: distal disease involving the rectum only i.e.
disease extending less than 15 em from the anal verge,




g/day within 4 wecks prior to randomisation. Pre-study
mesalamine therapy at a dose of 2.5g/day or less must be
stopped at Visit 2.

(4) Treatment with rectal mesalamine within 2 weeks prior
Lo randomisation

(5) Treatment with systemic or rectal steroids within 4
weceks prior to randomisation,

(6) Treatment with Immunosuppressants within 6 weeks
prior to randomisation.

(7) Treatment with infliximab or other biologics within 3
months prior to randomisation.

(8) Treatment with antibiotics within 7 days prior to
randomisation,

(9) Treatment with anti-diarrhoeals within 7 days prior to
randomisation,

(10) Treatment with nicotine patch within 7 days prior to
randomisation,

11) Received any investigational drug within 30 days
prior to randomisation.

(12) History of colectomy or partial colectomy.

(13) History of definite dysplasia in colonic biopsies.
(14) Crohn’s disease.

(15) Immediate or significant risk of toxic megacolon.
(16) Known bleeding disorders.

(17) Hypersensilivily to salicylates, aspirin, sulfasalazine
or 5-ASA.

(18) Serum creatinine > 1 5 times the upper limit of the
normal range.

(19) Aspartate aminolransferase (AST), alanine
aminotransferase (ALT), total bilirubin or alkaline
phosphatase > 2 times the upper limit of the normal range.
(20) Serious underlying disease other than UC which in
the opinion of the Investigator may interfere with the
subject’s

ability to fully participate in the study.

(21) History of alcohol or drug abuse which in the opinion
of the investigator may interfere with the subject’s ability
to comply with the study procedures,

(22) Stools positive for Clostridium difficile toxin,

(23) Pregnant or lactating women,

(24) Prior enrolment in the study.

3
(3) Treatment with oral mesalamine at a dose of > 2.5 7

13. Investigational medicinal product, m
administration, strength

cthod of (3.2 g/day of TPOS (two 1600 mg tablets administered once
daily)

14. Comparator, dose, method of admini
strength

stration, (3.2 g/day of Asacol (four 400 mg tablets administered in
the morning and four 400 mg tablets in the cvening)

15. Concomitant therapy

Prescription and non-prescription medications received by
the subject following screening were recorded in the CREF.
During study participation, subjects were asked not to take
medications that were prohibited at randomisation, with
the exception of antibiotics to treat illnesses unrelated to
e,

Subjects who required the initiation of prohibited
medication were considered treatment failures and

were withdrawn from the study.,




16. Efficacy endpoints Criteria for evaluation:
Efficacy: Efficacy cvaluations included flexible
sigmoidoscopy, the Mayo score and Partial Mayo score,
the SF-36

questionnaire, the EQ-5D, the WPAI-UC, subject and
physician global assessment ratings, and measurement of
laecal calprotectin levels,

Safety: Safety evaluations included documentation of
adverse events, physical €xaminations, vital signs, clinical
laboratory evaluations (hematology, chemistry, urinalysis),
and screening for ¢ difficile,

17. Safety endpoints

18. Statistical methods

individual component score >1 point at the Weck 8 visit, a
two-sided 95% confidence interval about the difference in
proportions between the two groups (TP0S minus Asacol)
was constructed. If the lower limit of the confidence
interval was no more than -10% it would be concluded that
treatment with TPOS was non-inferior to Asacol in
inducing clinical and endoscopic remission,

Ten pre-selected secondary remission and response
cndpoints were also evaluated for non-inferiority using
two sided 95% confidence intervals about the differences
in proportions. For other secondary endpoints two-sided
95% confidence intervals were constructed and between-
group differences compared using chi-square tests for
dichotomous endpoints and analysis of covariance for

19. Demographic data of the study population Demographic characteristics of the SAF analysis set,
(sex, age, race, etc.) including age, gender, ethnic origin, height, weight,

BMI, partia] Mayo scores, Mayo scores, smoking status,

nicotine therapy and urgency are presented in

Table 11.1. The mean age was 43.97 and 43.3] years for

the TPOS and Asacol treatment groups,

respectively and ranged from 18] to 82.1 years. The

majority of subjects (93.5%) were white and 57.3%

were male. The mean BMI for this group of subjects was

25.16. A total of 58 subjects (7.1%) were

current smokers. At baseline, the mean Mayo score was

7.7 and 7.6 for TP05 and Asacol treatment groups,
respectively.
20. Efficacy outcomes Primary Efficacy Results
Clinical and Endoscopic Remission at Week §
The clinical and endoscopic remission rates for ER
analysis data set were 22.29 and 24.6% in the TPO5 and
Asacol
groups, respectively, with a difference of -2.4%. The 95%
two-sided confidence interval about this difference was
-8.4% 10 3.5% and the associated non-inferiority p value
was 0.006. When results were adjusted for baseline
characteristics, the between group difference was -0.6%
with a 95% two-sided confidence interval from -7.1% to
6.0%. TPOS was also found to be non-inferior to Asacol in
the ITT analysis se.
The between-group difference for the Ukraine and for the
Western region met the non-inferiority criterion. Except




“C was -17.5% (95%,
idence intervals for all
regions contained zero. There was no evidence ofa
qualitative interaction (p=0.460, Gail Simon two-sided
est).
Adverse events;
In this study, 141 Tpos and 123 Asacol subjects
cxperienced TEAES. TEAE led to study drug
discontinuation in 50 subjects, 27 TPOS- and 23 Asacol-
treated subjects. Worsening of UC was the most frequently
experienced TEAE, which oceurred in 27 TPOS- and 22
Asacol-treated subjects. UC worsening was considered
moderalce in severity in 16 of the TPOS-treated and 17 of
the Asacol-treated subjects and severe in 7 TPOS- and 4
Asacol-treated subjects, respectively,

Deaths:
No deaths oceurred during this study.

Serious adverse events:

A total of 17 SALs were experienced by 15 (1.8%)
subjects, Of those |7 SAES. nine were experienced by
subjects in

the TPOS group and cight in the Asacol group. The most
frequent SAE was worsening of UC,

TPO5 (3.2 g/day) was non-inferior to Asacol (3.2g/day) in
the treatment of mildly- to moderately-active UC, Safety
profiles were similar for both TPOS and Asacol.

22. Conclusion (findings)

Applicant (Marketing { v 4 i
:Authorization Holder) A o Y ?’ww o
' * (signature)
Barbara Lange
(full name)

/ Marcel Portmann

Head of Finance
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Annex 30

to the Procedure for Conducting Expert Evaluation
of Registration Materials Pertinent to Medicinal
Products, which are Submitted for State
Registration (Re-Registration) and Expert
Evaluation of Materialg about Introduction of
Changes to the Registration Materials during the
Validity Period of Registration Certificate
(paragraph 4, part Vi)

Clinical Study Report No TP0503 Part Il

fI.gName of medicinal product (Marketing
Authorisation number, if any)

Mesalazine, TPOS3, Asacol 1600 mg

2. Applicant

3. Manufacturer

Tillotts Pharma AG

4. Conducted studies:

N yes no if no, provide rationale

1) type of medicinal product for which
registration was conducted or planned to be
conducted

Mesalazine

5. Full title of the clinjcal trial, code number of
the clinical trial

T'P0503: A Randomised Active-Controlled Double-Blind
and Open Label Extension Study to Evaluate the Efficacy,
Long-term Safety and Tolerability of TP05 3.2 g/day for

the Treatment of Active Ulcerative Colitis (UC). Part I1.
Open Label Extension
NCT01903252

EudraCT No: 201 3-000366-11

6. Clinical trial phase

Phase III

7. Clinical trial time frame

2013/09/18 to 2016/05/17

8. Countries where the clinical trial was
conducted

112 centres enrolled subjects into the double-blind
randomised induction (DBRI) study that also enrolled
subjects in the OLE: Belarus, Belgium, Bulgaria, Canada,
Czech Republic, Denmark, Finland, France, Hungary,
Ireland, Latvia, Lithuania, Norway, Poland, Romania,
Russia, Serbia, Slovakia, Spain, Sweden, Ukraine and
United Kingdom

9. Number of subjects

817 subjects treated in the DBRI phase were evaluable for
the DBRI and OLE safety (SAF) analysis set. Of these 817
subjects, 727 entered the open-label extension (OLE) and
were cvaluable for efficacy and safety analyses. As this
study was an open-label extension, all subjects who
entered the OLE were included in the analysis and thus no
per protocol (PP) population is defined.

10. Primary and secondary objectives of the
clinical trial

L

Objectives: Open-label Extension - Primary Objective
The primary objective of the open-label extension (OLE)
was to assess the safety and tolerability of TPOS over a

26-weck period in subjects achieving endoscopic and




initial phase of TP0503. Maintenance of clinical remission
by TPOS was also assessed by determining the proportion
of patients in clinical remission at the final visit.

2
[ clinical remission or exhibiting a response during the ‘(

OLE - Secondary Objectives

A secondary objective of this study was to assess whether
a dose escalation to 4.8 g/day of TPOS was effective in
inducing remission in subjects who failed (o respond to
either Asacol or TPO5 during the double-blind randomised
induction (DBRI) phase. Quality of life was also assessed
using the 36-item short form questionnaire (SF-36), the
European quality of life — 5 dimensions (EQ-5D)
questionnaire, the work productivity activity index — uc
(WPAI-UC), subject (SGA) and physician global
assessment (PGA) ratings,

Exploratory analyses of potential associations between
patient characteristics and clinical remission as wel] as
AEs or SAFs was conducted as well as the relationship
between faecal calprotectin levels and UC disease severity.
11. Clinical trial design Open label

12. Key inclusion criteria Double blind randomised induction Phase

The main inclusion and exclusion criteria for the DBR]
phase of thig study is provided in the synopsis for Part | of
this report.

OLE - Main criteria for inclusion:

(1) Attendance at the Week 8 visit and completion of
disease activity assessments prior to enrolment in the OLE
at Week 12 (responders or remitters) or Week 8§ (non-
responders).

2) At least 75% compliance with study medication in the
DBRI phase.

OLE - Criterion for exclusion:

(1) Withdrawal from the DBRI phase prior to the Week 8
visit,

13. Investigational medicinal product, method of |Remitters after double blind randomised induction (DBR1):
administration, strength 1.6g/day of open label TPOS (one tablet, once a day)
starting at Weck 12.

Responders after DBRI: 3.2g/day of open TPOS open label
(two tablets, once a day) starting at Week 12.

Non responders after DBRI: 4.8 g/day open label TPOS
open label (three tablets, once a day) starting at Week 8.
All tablets were administered orally in the morning.

14. Comparator, dose, method of administration, [N/A
strength

15. Concomitant therapy Prescription and hon-prescription medications received by
the subject during the OLE were recorded in the CRF,
Subjects were asked not to take medications that were
prohibited at randomisation during study participation,
with the exception of antibiotics ta treat illncsses
unrelated to UC. Subjects who required the initiation of
prohibited medication were considered treatment failures
and were withdrawn from the study

16. Efficacy endpoints Efficacy: Efficacy evaluations included flexible
sigmoidoscopy, the Mayo score and partial Mayo clinic




score (PMCS), the SF-36, the EQ-5D , WPAI-UC, SGA
and PGA ratings, and measurement of faecal calprotectin
levels,

I7. Safety endpoints

Safety: Safety evaluations included documentation of
adverse events, physical examinations, vital signs and
clinical laboratory evaluations (hacmatology, chemistry,
urinalysis).

18. Statistical methods

OLE Extended Induction

For Week 16 dichotomous endpoints the number and
percentage of subjects achieving the endpoints were
reported along with their associated 95% confidence
intervals (CI). Subjects who withdrew from the study are
considered non-responders. Several subgroup analyses
were performed for selected dichotomous endpoints. For
continuous secondary endpoints, descriptive statistics,
including 95% CI, are provided for the endpoints at the
beginning of the OLE extended induction phase and at
Week 16 as well as the change,

OLE Maintenance

For categorical Week 38 endpoints, including Week 38
clinical remission, the frequency and percentage of
subjects were estimated, along with 95% ClI for all
participants and for the three starting dose groups
separately. Several subgroup analyses were performed for
selected dichotomous endpoints. For continuous endpoints
descriptive statistics, including means, standard deviations
and 95% confidence intervals, were presented for the
beginning of the maintenance phase, Week 38, and for the
change during the maintenance phase. For Weck 38
clinical remission, a logistic regression was performed that
cvaluated various Week () demographic and discase
characteristics measured. Similarly, linear regression
models for faecal calprotectin levels and changes in SF-36
(PCS and MCS), EQ-5D, WPAI-UC, SGA and PGA
ratings were performed to examine their association with
various Week 0 demographic and disease characteristics.

19. Demographic data of the study population
(sex, age, race, etc.)

Two hundred and forty-three subjects who did not achieve
at least a clinical and endoscopic response to 3.2 g/day of
TPO5 or Asacol byWeek 8 of the DBRI phase entered the
OLE extended induction phase at a dosc of TPOS 0f 4.8
g/day (Table 11.1). The majority of subjects who entered
the OLE extended induction phase were white (93.4%) and
male (63.4%). The mean (SD) age of

subjects was 42.99 ( 14.36) years, with a mean (SD) body
mass index (BMI) of 24.89 (4.53). The majority of subjects
had never smoked (63.4%), and 31.7% of subjeets were
cx-smokers. Only 4.9% of enrolled subjects were smokers
at the time of the screening visit, The mean (SD) Mayo
scores and PMCS at screening were 7.6 (1.3)and 5.3 (1.2),
respectively, with 81.9% of subjects reporting urgency.
The majority of colon biopsies from subjects entering the
OLE extended induction phase exhibited a grade 5 Geboes
scores (80.5%), representing erosion or ulcerations, and a
mean (SD) RHI score of 16.8 (7.3).

20. Efficacy outcomes

Primary Efficacy Results
Al Week 38, 43.9% (95% ¢ 40.1% 10 47.7%) of all study
subjects were in clinical remission. For cach dose group,
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the percentage of subjects in clinical remission were 70.3%,
(95% CI: 63.5% to 76.5%) in the 1.6 g/day dose group,
33.9% (95% CI: 28.4% to 39.9%) inthe 3.2 g/day dosc
group and 30.7% (95% CI: 24.3%10 37.6%) in the 4.8
g/day dose group.

Secondary Efficacy Results

For all dose groups combined (n=675), 85,39, (95% CI:
82.4% to 87.9%) of subjects exhibited a clinical response
al Week 38, 79.09% (95% CI: 75.7% to 82.0%) a clinical
and endoscopic response and 61.6% (95% CI: 57.8% to
E)S .3%) an endoscopic response. Of the 675 subjects,
4.4% (95% CI: 40.7% to 48.3%) of subjects were in
clinical and endoscopic remission and 24.7% (95% CI:
21.5% to 28.2%) in endoscopic remission, F urthermore,
79.4% (95% CI: 76.2% to 82.4%) had a rectal bleeding
sub-score of 0 and 46.7% (95% CI: 42.9% 10 50.5%) had a
stool frequency sub-score of 0 at Week 38, with 65.6%
(95% CI: 61.9% to 69.2%) of subjects reporting no
urgency. Only 0.9% (95% CI: 0.3% to 1.9%) of subjects

experienced UC-related complications during the
maintcnance phase,

When the dose groups were analysed scparately, 65.8%
(95% CI: 58.9% 1o 72.4%), 39.4% (95% CI: 33.6% to
45.5%) and 29.6% (23.4% to 36.5%) of subjects in the 1.6
2/day, 3.2 g/day and 4.8 g/day dose groups, respectively
were in clinical and endoscopic remission and 37.6% (95%
Cl: 30.9% to 44.7%), 23.4% (95% CI: 18.5% to 28.8%)
and 13.6% (95% CI: 9.1% to 19.1%) of subjects were in
endoscopic remission at Week 38, respectively. For rectal
bleeding, 88.1% (95% CI: 82.8% 1o 92.2%), 76.3% (95%
CL: 70.8% to 81.2%) and 74.9%, (95% CI: 68.3% to
80.7%) of subjects in the 1.6 g/day, 3.2 g/day and 4.8
g/day dose groups had sub-scores of 0, respectively and
73.3% (95% CI: 66.6% to 79.2%), 36.9% (95% CI: 31.1%
t0 42.9%) and 33.2% (95% CI- 26.7% t0 40.2%) of

subjects had sub-scores of 0 for stool frequency,
respectively with 79,79, (95% CI: 73.5% (o 85.0%), 63.1%
(95% CIL: 57.1% to 68.9%) and 54.8% (95% CI: 47.6% to

61.8%) of subjects in the 1.6 g/day, 3.2 g/day and 4.8
g/day dose £roups reporting no urgency, respectively. Only
1.5% (95% CI: 0.3% to 4.3%), 0.7% (95% CI: 0.1% to
2.6%) and 0.5% (95% CI: 0% to 2.8%) of subjects in the
1.6 g/day, 3.2 g/day and 4.8 g/day dose groups,
respectively experienced UC-related complications during
the maintenance phase. For the continuous secondary
cndpoints (Mayo, PMCS and PMCS component scores,
SGA and PGA), Week 8 or 12/16 scores were similar to
Week 38 scores. Quality of life measures (SF-36, EQ-5D
and WPAI-UC) also had

similar scores between Week 8 or 12/16 and Week 38.
Overall, there was a net increase in the number of subjects
(n=20) employed at Week 38, 8 subjects in the 1.6 g/day
group, 4 subjects in the 3.2 g/day group and 8 subjects in
the 4.8 p/day group,

E Safety outcomes

Double blind randomised induction and open label
extension SAF Analysis Sct (Defined as any subject who
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took at least one dose of study drug from Week 0 1o chﬂ
38y

Adverse events

Over the 38-wecek study period, 43.7% ol §17 subjects
experienced at least one treatment-emergent adverse event
(TEAE), with 4.3% of study subjects having a TEAE
classified as severe and 5. 1% of subjects reporting a
serious adverse event (SALE). Ofthe 817 subjects, 17.1% of
subjects reported a TEAF that was deemed related to the
study drug and 0.7% of subjects reported a SAE
considered related to the study drug. Treatment-emergent
adverse events led o study drug interruption in 0.7% of
subjects and discontinuation in 10.4% of subjects,

A similar proportion of TEAFs occurred during the 38-
week study period regardless of the study product
administered during the DBRI phasc (TPO5 or Asacol).
Gastrointestinal disorders were the most frequently
reported TEALs (24.8% of study subjects). The most
frequent TEAEs reported that were considered related to
the study drug were also gastrointestinal disorders (9.5%)
and although < $%, renal and urinary disorders (3.1%)
were the next most frequent TEAE grouped by system
organ class, considered related to the study drug, with
leukocyturia being the most Irequently reported renal and
urinary disorder TEAL (44.0% of renal and urinary
disorders).

The most frequently reported TEAL during the 38-week
study period, grouped by preferred term, was worsening of
UC, reported by 18.1% of study subjects (16.4% of
subjects taking 3.2 g/day of TPOS during the DBRI phase
and 19.9% of subjects taking Asacol during the DBR]
phasc), indicating the inefficacy of study product in those
subjects. All other TEAESs were reported by < 3% of study
subjects.

Deaths
No deaths occurred during this study.

22. Conclusion (findings)

- TPOS is safe and well-tolerated over a 38-week period.
The proportion of subjects reporling any TEAE is
comparable to the published literature.

= Adose of 1.6 g/day of TPOS is cffective in
maintaining a clinical improvement in the majority of
subjects (94.1%) that are in clinical and endoscopic
remission after 8 weeks and in clinical remission after
Week 12 of 5-ASA induction therapy. Furthermore,
these subjects are more likely to be in clinical
remission (70.3%) after 26 wecks of additional
treatment with 1.6 g/day of TP0O5 than subjects not in
clinical and endoscopic remission after § weeks or
clinical remission after 12 weeks of lreatment.

- Increasing the dose of TPOS t0 4.8 g/day seems to be
effective in inducing a clinjcal response (75.3%) or
clinical remission (21.8%) in subsets of subjects
initially unresponsive 10 3.2 g/day of TPOS,

- Increasing the dose of TPOS to 4.8 g/day does not
increase the risk of TEAEs over a 26-week period.

TPOS is effective in maintaining a clinical
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improvement in a high percentage of patients for 26
weeks,
‘Applicant (Marketing 3'

S 4 i
‘Authorization Holder) ' S f

(signature)
Barbara Lange
(full name)

Marcel Portmann
Head of Finance
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Annex 30

to the Procedure for Conducting Expert
Evaluation of Registration Materials Pertinent to
Medicinal Products, which are Submitted for
State Registration (Re~Registration) and Expert
Evaluation of Materials about Introduction of
Changes to the Registration Materials during the
Validity Period of Registration Certificate
(paragraph 4, part VD)

Clinical Study Report No TP0504

1. Name of medicinal product (Marketing
Authorisation number, if any)

2. Applicant

Mesalazine, TPOS, Asacaol 1600 mg

Tillotts Pharma AG
Baslerstrasse 15
4310 Rheinfelden

Switzerland
3. Manufacturer Tillotts Pharma AG
4. Conducted studies: m yCS no if no, provide rationale
1) type of medicinal product for which Mesalazine
registration was conducted or planned to be
conducted
5. Full title of the clinical trial, code number of  [TPO504: Pharmacokinetic characterisation of a single clnsﬂ
the clinica!l trial of TPOS tablets containing 1600 mg mesalazine under

fasted and fed conditions in comparison with 4x400 mg
Asacol tablets administered in the fasted state.
EudraCT-No.: 2014-005 387-15

6. Clinical trial phase

Phase I

7. Clinical trial time frame

2015-03-16 to 2015-06-01

8. Countries where the clinical trial was
conducted

Germany

9. Number of subjects

28 healthy subjects of both sexes (14 females and 14 males

10. Primary and secondary objectives of the
clinical trial

Comparison of the pharmacokinetic parameters of
mesalazine and Ac-5-ASA in plasma aficr oral single dose
administration of 1 tablet of TPOS | 600 mg under fasted
and fed conditions and 4 tablets of Asacol 400 mg single
dose under fasted conditions.

* Comparison of the pharmacokinetic parameters of
mesalazine and Ac-5-ASA in urine after oral single dose
administration of 1 tablet of TP0S 1600 mg under fasted
and fed conditions and 4 tablets of Asacol 400 mg single
dose under fasted conditions,

* Descriptive characterisation of safety and tolerability of
TP05 1600 mg and AsacolTM 400 mg in the study
popuiation,

11. Clinical trial design

Single centre, open-label, randomised (order of
treatments), 3 period, 6 scquence, single dose change-over




-

?
trial with administration under fasting and fed conditions ]
scparated by a washout period of at least 14 treatment free
days.

12. Key inclusion criteria

28 healthy subjects of both sexes fulfilling the following
inclusion criteria:

* Ethnic origin: Caucasian

* Age: 18 to 50 years, inclusive

* BMI: > 18.5 kg/m? and < 28.0 kg/m?

* Good state of health

* Non-smoker or ex-smoker for at least | month, no use of
c-cigarettes

* Written informed consent, after having been informed
about benefits and potential risks of the trial. as well as
details of the insurance taken out to cover the subjects
participating in the trial.

administration, strength

13. Investigational medicinal product, method of

T'PO5 1600 mg gastro-resistant tablets

1,600 mg mesalazine

oral administration (fed and fasted)

3 single dose administrations for each of the 3 treatment
periods, separated by a washout-out period of at least 14
treatment free days

Total duration of active treatment was 3 days

14. Comparator, dose, method of admin
strength

istration,

Asacol 400 mg gastro-resistant tablets

4x400 mg mesalazine

oral administration (fasted)

3 single dose administrations for each of the 3 treatment
periods, separated by a washout-out period of at least 14
treatment free days

Total duration of active treatment was 3 days

15. Concomitant therapy

In case of this phase I clinjcal trial prior and concomitant
therapeutic procedures other than medication were only

documented for treatment of PTSS / AE in the CRF by
using the unspecific documentation “other” as further
specification is not appropriate for this subject population,
Intake of medication prior to the first intended
administration of the investi gational products, which was
listed in the exclusion criteria (see chapter 9.3.2) and in the
restrictions (see chapter 9.5.1.3. 1) prevented randomisation
or would have led to withdrawal from the clinical trial. The
observation phase for intake of medication started 2 wecks
prior to intended start of the treatment and ended with the
discharge of the subject from the clinical trial.

Use of medication was not planned except hormonal
contraceptives,

Occasional physician-directed use of paracetamol starting
with the second day p.a. earliest was permitted. Single
intake of other drugs was only allowed after decision of the
Principal Investigator and the scientific director, that they
had no clinical relevance and did not confound the
interpretation of the study results.

16. Efficacy endpoints

Plasma: AUCy yys, AUCq.0, AUCexgoi, AUCG 455, Crogs
Clasty tmax, ti12, tisst, tasy, A, MRT, and t), of mesalazine and
Ac-5-ASA

Urine: Aeo.; and Aeg.yuy of mesalazine and Ac-5-ASA; In
addition the % dose excreted was calculated referring to
the dose administered.

17. Safety endpoints
=

Adverse Events (AFs) observed, mentioned upon general
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questioning, or spontancously reported will be documented
" pregnancy test
* general well-being

18. Statistical methods

All measured variables and derived pharmacokinctjc
parameters were listed individually and, il appropriate,
summarised by descriptive statistics.

19. Demographic data of the study population
(sex, age, race, ctc.)

A total of 28 subjects were enrolled, of which 26
completed the study, Mean age (+3D) was 36 (+10). Of the
28 Caucasian subjects enrolled, 14 (50%) subjects were
male

20. Lfficacy outcomes

N/A

21. Safety outcomes

According to the protocol, 28 subjects were randomised,
T'wo (2) subjects (No. 0] 4, 027) dropped out in the 2nd
period. One subject (No. 014) was withdrawn from the
rial by the investigator due 10 an AE on the Ist day of the
2nd period prior to administration of the [MP. Subject (No.
027) withdrew his consent form on the 5th day of the 2nd
period.

After IMP intake 10 out of 28 (35.71%) subjects reported
al least one AE during the study. In total 17 AEs were
reported, of which § (47.06%) were assessed as study drug
related and 9 (52.94%) as not related to the investigational

product.

One type of AE, namely “headache” (6 reports in 4
subjects) accounted for 6 out of 17 (35.29%) of the tota]
and 6 out of 8 (75 %) of the AEs assessed as study drug
related.

The intensity of all AEs was mild in 7 out of 17 cases
(41.18%), moderate in 7 out of 17 cases (41.18%) and
severe in 3 out of 17 cases (17.65%).

Of the study drug related AEs were 2 out of 8 (25.00%)
reported after Testfasted, S out of 8 (62.50%) reported
after Testfed and 1 out of 8 (12.50%) after Reference.

[n the case of study drug related AEs, the intensity wag
mild in 4 out of 8 cases (50%), moderate in 2 out of 8
cases (25%) and severe in 2 out of 8 cases (25%).

Three (3) of the mild and drug related AEs could be
associated to the Testfed and 1 AE (o the Reference
preparation,

Drug related AEs of moderate intensity could be assigned
to Testrsieq and to Testrgin | case each. Also drug related
AEs of severe intensity could be assigned to Testrgeq and
1o Testrqin 1 case each.

There were no study drug related AE with moderate or
severe intensity after Reference treatment.

At the end of the trial 16 out of 17 AESs reported after study
drug intake were resolved completely. One (1) not related
AL was assessed as “resolving”, As it was expected to be
“self-healing™ no follow-up until recovery was performed.
Four (4) subjects received drug therapy due to AE. One (N
subject underwent a non-pharmacological treatment.
There were no serious AEs reported.

No clinically relevant changes in the laboratory values,
ECG parameters, vital signs and physical parameters
related to safety were observed.

[n general the tolerability of both IMPs was completely in

accordance with the safety and tolerability profilc of the
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drug substance. —]
Subsuming results of safety evaluation, there are no

implications on the possible use of the test drug,

22, Conclusion (findings)

The study results show
* Under fasting conditions Test results in higher maximum
exposure than Reference with a factor of about 2.4 for
mesalazine and about 2.1 for Ac-5-ASA presumably due to
carlier release and resulting higher absorption in the upper
part of the GI tract. This is aggravated by reduction of the
maximum concentrations of Reference due to the
administration of 4 separated tablets to reach the whole
dose of 1600 mg.

* The extent of absorption is very similar between Test and
Reference in the fasting state, with a factor of about 1.6 for
mesalazine and 1.2 for Ac-5-ASA.

* The Test product itself shows a higher rate and extent of
absorption in the fasted state when compared with fed
conditions; however, the difference amounts onlytoa
factor of about 1.3 10 1.5.

* Under fed conditions lag-time is significantly longer than
in the fasted state. This is primarily attributed to a delayed
stomach emptying.

* The newly developed Test product demonstrates to be
relatively robust against food effects.

‘Applicant (Marketing
Authorization Holder)

7
A ‘%Mﬂ:‘
- (signature)
Barbara Lange
(full name)

Marcel Portmann
Head of Finance

N
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Annex 30

to the Procedure for Conducting Expert
Evaluation of Registration Materials Pertinent to
Medicinal Products, which are Submitted for
State Registration (Re-Registration) and Expert
Evaluation of Materjals about Introduction of
Changes to the Registration Materials during the
Validity Period of Registration Certificate
(paragraph 4, part V1)

Clinical Study Report No TP0506

I. Name of medicina] product (Marketing
Authorisation number, if any)

Mesalazine, TPO5 ,» Asacol 1600 mg

2. Applicant

T'illotts Pharma AQG
Baslerstrasse 15
4310 Rheinfelden

Switzerland

3. Manufacturer

Tillotts Pharma AG

4. Conducted studijes:

m yes no ifno, provide rationale

1) type of medicinal product for which
registration was conducted or planned to be
conducted

Mesalazine

5. Full title of the clinical trial, code number of
the clinical 1rial

TP0506: Pharmacokinetic profile after single dose and at
steady state afler multiple doses of TPOS tablets in
comparison to Reference

EudraCT-No.: 2014-005616-42

6. Clinical trial phase

Phase |

7. Clinical trial time frame

2015-03-06 to 2015-05-12

8. Countries where the clinical trial was
conducted

Germany

9. Number of subjects

28 healthy subjects of both sexes (14 female / 14 male)

10. Primary and secondary objectives of the
clinical trial

* Comparison of the pharmacokinetic parameters of
mesalazine and Ac-5-ASA in plasma afier oral single dose
administration of 3 tablets of TPOS 1600 mg and 4 tablets
of Mezavant 1200 mg after a continental breakfast

* Comparison of the pharmacokinetic parameters of
mesalazine and Ac-5-ASA in urine after oral single dose
administration of 3 tablets of TPOS 1600 mg and 4 tablets
of Mezavant 1200 mg afier a continental break fast

* Comparison of the pharmacokinetic parameters of
mesalazine and Ac-5-ASA in plasma after oral multiple
dose administration of 3 tablets of TPO5 1600 mg and 4
tablets of Mezavant 1200 mg once daily over 5
consecutive days after a continental breakfast

* Comparison of the pharmacokinetic parameters of
mesalazine and Ac-5-ASA in urine after oral multiple dose

administration of 3 tablets of TPOS 1600 mg and 4 tablets
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of Mezavant 1200 mg once daily over 5 consecutive days
alter a continental break fast

* Descriptive characterisation
TPO5 1600 mg and Mezavant
population

of safety and tolerability of
1200 mg in the study

L1. Clinical trial design

Single centre, open-label, randomised (order of
treatments), balanced, 2-period, 2-sequence, multiple dose
cross-over trial with administration under fed conditions
separated by a washout period of at Icast 14 treatment-frec
days

12. Key inclusion criteria

1. Ethnic origin: Caucasian

2. Age: 18 to 50 years, inclusive

3. Body-mass index (BMI): > 18.5 kg/m? and < 28.0 kg/m?
- Good state of health

i

. Non-smoker or ex-smoker for
e-cigarettes

6. Written informed consent, after having been informed
about benefits and potential risks of the clinical trial, as
well as details of the insurance taken out to cover the
subjects participating in the clinical trial

Ly

at least 1 month, no use of

13. Investigational medicinal product, method of
administration, strength

TPOS 1600 mg
Dose: 5 x 4,800 mg = 24,000 mg mesalazine per treatment

14. Comparator, dose, method of administration,
strength

Mezavant 1200 mg gastro-resistant tablets
Dose: 5 x 4,800 mg = 24,000 mg mesalazine per treatment

15. Concomitant therapy

T'here were no subjects who reported use of medication
during the study (after first study drug administration) due
to AEs. There were 7 subjects who reported long-term
medication (in all cases contraceplives) during the study.

16. Efficacy endpoints

N/A

17. Safety endpoints

* Adverse Events (AEs) observed, mentioned upon general
questioning, or spontaneously reported were documented
* Pregnancy test

18. Statistical methods

Analyses of variances were performed as pairwise
comparison of Test vs, Reference for AUCo s Canni,
and Aeg.aen,sd-values (single dose characterisation) as well
as AUCO-!.SS-, CT,SS', AUC, tast.md-, AUCO s,md-, Cmax,md ) Ae{l‘
pabnd and A€o.s0n ma-values (multiple dose characterisation)
including the factors formulation, period, sequence and
subject(sequence). Intra-subject variability was estimated
and period, subject and sequence cffects were determined,
Alfiliated statistical analyses were performed with an error
probability of 0.05 (type-I error probability). The
parametric point estimates for the ratio Test / Reference
and 90% confidence intervals of the above given
parameters were caleulated using the least square means
from the ANOVA of log-transformed data with subsequent
cxponential transformation.

Relative bioavailability of Test vs. Reference was assessed
by the ratios of geometric means (point estimates). 90%
confidence intervals served as interval estimates and were
determined by parametric analysis (2 one-sided t-tests).

19. Demographic data of the study population
(sex, age, race, ele.)

L

A total of 28 subjects were enrolled, of which 27
completed the study. Mean age (=SD) was 38 (£8). Of the
28 Caucasian subjects enrolled, 14 (50%) subjects were
male,




20. Efficacy outcomes

21. Safety outcomes

T

[n total 28 subjects were evaluated for safety. Twenty-
scven (27) subjects completed the clinical trial according
to the protocol. They received Test and Reference over 5
consecutive days each (5 x 3 x 1,600 mg mesalazine in
casc of Testand 5 x 4 x 1,200 mg mesalazine in casc of
Reference) resulting in a total dose of 48,000 mg
mesalazine per subject.

One (1) subject {(Subject No.: 008) withdrew her consent
on study day 2 of period II. She received 5 x 3 x 1,600 mg
= 24,000 mg mesalazine of Test in period [ and 2 x 4 x
1,200 mg = 9,600 mg mesalazine of Reference in period II
resulting in a total dose of 33,600 mg mesalazine,

One (1) subject reported 1 PTSS between start of screening
examination until 1st administration of the IMP, The PTSS
resolved until the end of the study. Tt did not worsen after
study drug intake and thus, was not included in the

cvaluation of AEs according to the protocol,

In total 9 out of 28 (32.14%) subjects reported 18 AEs
during the clinical trial, 10 AEs in 6 subjects during Test
treatment and 8 AEs in 6 subjects during Reference
treatment. The intensity of al] AEs was mild in 6 out of 18
cases (33.33%), moderate in 12 out of 18 cases (66.67%).
There were no cases classified as severe.

Seventeen (17) AEs (94.44%) were assessed as “related”
to the IMP and | AE (5.56%) as “not related” to the IMP.
Nine (9) out of 17 (52.94%) of the study drug related AEs
were reported during Test treatment and 8outof]7

47.06%) during Reference treatment.

In the case of study drug related AEs the intensity was
mild in 6 out of 17 cases (35.29%), moderate in 11 oyt of
17 cases (64.71 o). There were no cases classified as

severe”, Of the mild and study drug related AEs 3 could be
associated to the Test and Reference treatment each, Drug
related AEs of moderate intensity could be assigned to the
I'est product in 6 cases and to the Reference product in 5
cases.

One type of AE, namely “headache” (5 reports in S
subjects) accounted for 5 out of 18 (27.78%) of the total
and S out of 17 (29.41%) of the ATs assessed as study
drug related,

During period I 17 and during period I1 7 AEs were

observed.

All AEs were resolved until end of study examination.
No subject dropped out due to an AE.

There were no SAEs reported.

None of the subjects received drug therapy due to an AT off
underwent a non-pharmacological treatment or diagnostic
measurement.

No clinically relevani changes in the laboratory values,
ECG parameters, vital signs as well as physical paramcters
related to safety were observed between screening and end
of study examination,

In general the tolerability of both IMPs was in accordance
with the safety and tolerability profile of the drug
substance. There were no new or uncxpected findings

observed or reported duri ng the course of the study.
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Subsuming results of safety evaluation, there are no
implications on the possible use of the test drug.

22. Conclusion (findings)

The study results show T
* Both products behave highly similarly, and the small
differences still observed after a single dose diminished
when steady state is reached. Mean profiles show
comparable lag times for both products, In both products
late release is observed, i.e. single dosage forms start
releasing the day after administration, This is clearly
attributed to the gastric retention of the single unit enteric

coated dosage forms administered, i.e. onset of absorption
is often delayed by late migrating motor complex after
food intake (continental break fast).

* A small but consistent trend to lower bioavailabilities
amounting to around 10 % {maximum 20 % in parameters
with very high variability) is observed for Test when
compared to Reference; this observation is consistent for
AUC- and Cpax-values from plasma concentrations as well
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Honarok 29

1o Tlopsaaky npoBeaeHHs eKcrepTH3H
peecTpauiiiHux MaTepianis Ha JikapchKi
3aC00H, WO NONAIOTHCS Ha AepHKABHY
peecTpaLliro (nepepeecTpauiio), a Takox
€KCIMEepTH3K MaTepiaiB Npo BHECEHH:
3MiH 110 peecTpaLiiiHiX MaTepianis
NpOTATOM Iii peecTpauiiinoro
MOCBiYEHHA

(myHKT 4 posainy 1V)

3BiT npo aokninivMi gocaigKeHHA

1. Ha3ga nikapcekoro 3aco0y (3a HasBHOCTI -
HOMep peecTpauiifHoro nocBinueHHs);

Acakon 1600 mr TaGneTkyn 3 MoaUQiKOBAHUM BUBINbLHEHHAM

1) Tvn aikapcekoro 3acofy, 3a skum
MpoBoAK/Iacs abo MIaHYETbCA peecTpaiis

['i®puanuit nikapebkuii 3aci6

2) NpoBeneHi NOCiKEHHS

O Tak AKLLO Hi, HanaiiTe 06rpyHTYBaHHsA

HAns Acakon 1600 Mr TaGneTok 3 MOAUDIKOBAHHM BUBIIBHEHHAM
BJIACHUX JNOKNIHIYHUX NOCHiMKEeHb He NPOBOAMIOCH, OCKIIbKH
aMiHOCa/liUMIATH, BKJIIOYAIOYHM MecasiasHH (5-ASA), BinoMi Bxke
Oiflblie TpbOX NECATHIITE | € Meplo fiHieo JIiKYBaHHA
BHpaskosoro konity (BK) Bin nerkoro no momipHoro crynens
aKTHBHOCTI Ta /18l NPOhiNakTHKK peLnanBy pemityiouoro BK,
A nacnipok, icHye Benukuii nocBin GesmekH 3acTOCYBaHHSA
MecanasuHy Ams JOARHH,

3anponoHopana Jikapchka popma Jlikkapchkoro 3aco0y, nix vac
po3podku Binoma sk TPOS5, € HoBOW (opmoro Tabnetok 3
KHLWKOBOPO3YHHHUM BHUBITLHEHHAM, BKpPHTAa OOOJOHKOIO [iA
ONTHMi3allil N0CTaBKH Jikapchkoro 3acoly 10 TOBCTOI KMILKH 3
MeTOH 3abe3nedeHHA eeKTHBHOI MiCUEBOT NpoTuamanbHOl il
[HHOBawifiHe  MOKPUTTA  TabneTok  cknagaeThes 3 ABOX
¢yHKUiOHaNBbHUX wWapis. 30BHIWHIA wWwap MicTHTL ABa TpUrepu
AT PO3YHHEHHS MOKPUTTA. A came: pH-uyTnuBuil nonimep, axkuii
posunHAeTses npu pH 7 y TepmiHansHOMY Binaini knyBomoi
KMLWIKH, Ta ApibHOAMCNEPCHI roficaxapuiHi YacTHHKH, LIO
NepeTpaBiioloThes  OakTepianbHUMKU  (bepMeHTaMM  TOBCTOT
kuuwku.  Hactynuuil wap npusHaueHuil  aAng  npuckopeHHs
BHUBINIbHEHHS AiH0UOT PEHOBUHH.

Pi3Hi  dapmakonunamiuni ta dapmakoTtepaneTHUHI edekTH
MEeCala3HHY Ta MOXJIMBI MEXaHi3MM, W10 JiEekaTh B OCHOBI LMX
epexris, Oynu netanbHo BuBUeHi. MecanazuH mae myxe 1oGpe
BCTAHOBJIEHHH KiHiuHMit npodine Gesnekn. 3HauHa yacTHHA
BILOMMX TOKCHKOMOMiYHMX [AOCHIKEHb Ha TBapHHAX Oyna
3aMiHeHa JaHUMU KITHIMHOT Oe3meKH,

Hokniniuni nani Ha miaTpUMKy (opMynM MecanasMHy Hanami
yacTkoBo 3 6i0niorpadivHuX mKepen.

Jlo HUX BiIHOCATBCS:

Cranpaprthnii MmenuuHuii Texet (Martindale 2015) (Sweetman and
Blake 2005)

BeG-pecypen, Taki Ak nyOnikauil, mocrynHi B Gazi paHux
PubMed® HauioHansHoi meanyHoi 6ioniotexkn CLLIA (NLM)

Ta Toxline

Pelien3oBaHi cTaTTi 3 aBTOPHTETHHX HAyKOBHX KYpHaiB,

Ta

Bunaaxosi meanuHi it Bin Medscape®.

VY rpyaui 2014 poky 3asBHUK MpOBIB JiTepaTypHHil nNowyk
CBiTOBOT  MOKIIHIUHOT  JiTeparypu 3 Mecanasuuy, wod
niateepanTn, wo ueil Moayae 2.4 NpeacTaBise HEWOAABHIO T4
BUuepnHy BHOIPKY HasBHUX JiTepaTypHux mkepen. OcHoBHA
yBara B LbOMY MOWIYKY Oyna 3ocepe/keHa Ha AOKIIHIUHIH
tapmaxosnorii, dapmakokiHeTHUi Ta TOKcMkonorii. JlomaTkoBi
TEPMiHH «TEpaTOTeHHICTbY, «TEHOTOKCHYHICTBY,
«KaHLEPOTeHHICTb) Ta «Ornaau» OYJM BKIOYCHI IS MOBHOTH
BHKJIaNy, ajne He OyJH OCHOBHUMM, OCKIILKM IOCKE MICTHTh MOBHI




3BITM NP0 MOKMIHIUHI  JOCHIIKEHHA  TepaTOreHHOCT,
KaHUEPOreHHOCT] Ta TeHOTOKCHUHOCTI. Y rpyani 2014 poky Gyo
31iHCHEHO MOLIYK Y Takux 0azax JaHux:

Embase 1980 — 17 rpyana 2014

Medline 1946 — rpyenHs, 2 Tikaets 2014

Medline Daily Update; Medline In-Process — 11 rpyana 2014
3naunnit  macus  goctynHol  GiGmiorpadiunoi  indopmauii
3abesneuye BceDiYHY OCHOBY [ PO3YMIHHA 3arajbHOTO
npodinio  Gesnexkn MecanasMHy sAK B UITOMY, Tak i A0s
3arfporoHOBaHHUX MOKAa3aHb.

2 Mapmakonoris:

Mecanasui - ue mpoTH3analbHWIl npenapar, CTPYKTYpHO
MOB'A3aHMI 3 cajiuunataMu | aKTHBHUI MpU  3anajbHUX
3aXBOpPIOBaHHAX KuweyHHka (33K); BiH BBa)aeTbcs AKTUBHOIO
cyOcranuiero  cynbhacanazuHy. MexaHisam  #oro  mii  He
BU3HAYEHUH, ane Moke OyTH MoB'A3aHUH, NPUHAKMHI YacTKOBO, 3
iforo 30aTHICTIO [PUrHiYyBaTH MicueBMi CHHTE3
npocTarfaHAMHIB i JielikoTpieHiB y  ciu3oBili  oGononui
LTYHKOBO-KHMILIKOBOTO  TpakTy. Mecana3zuH  Npu3HA4YaloTh
nepopajibHO a0 peKTanbHO ANA MiKYBaHHs roctpux Hanaais BK
JIETKOTO Ta CEPelHbOI0 CTYNEHA TAXKKOCTI ado And MiATpUMAaHHS
pemicii BK uu xpopodu Kpona. TlepopaneHa moza 400 wmr
Mecalla3MHy TEOpPETHUHO eKBiBaneHTHa | 1 cyhbdacanasvHy
(Sweetman and Blake 2005)

1) nepeuHHa apmakoaHHaAMIKa

Mexanizm aii
Binomo, wo 5-ASA 4MHHMTL MpOTH3anmaibHy .iK0, O0IHaK
mexaHiamMu 17 #il € 4MCIAEHHHMH Ta  pi3HOMaHITHHUMH

(MacDermott, 2000). Brnue 5-ASA  Ha mnocnabGieHHs
natoizioNOrTiuHUX 3MiH MpPH  eKCNepUMeHTalLHOMY  KOMITI
3aJIeKUTh Bifl 00paHol Moaeni TBapHHH.

1. TlpurdiueHus yTBOpeHHs Ta/abo BUBiJIbHEHHS MeaiaTopis
3ananeHHs;

a. [IpurHiyeHHs yTBOpeHHs iHTepaciikiHy-1 (1JI-1) B MoHOLMTAX.
HocnimkeHnHsa in vive Ha camusax lWypis Jjinii Bicrap 3
iHIyKOBaHMM  XPOHIYHMUM  3anajJleHHAM  MpPOAEMOHCTPYBaJIO
3Ha4yHe  3HWKeHHA  npoaykuii  IL-1f  micaa  micuesoro
3actocyBanHs 100 mr 5-ASA/kr/no6y nporsarom 14 ani (Song
2006)

6. [lpurnivenss yreoperHs OHIT-o 3 MOHOLMTIB, 3 BiAMOBIAHHM
nogaibluiuM BriHBoM Ha NF-kB (aue. nmkue) (MacDermott
2000)

B. [IlpuruiueHHs yTBOpeHHs Ta/abo BHBINLHEHHs (akTopa
aktupauii Tpombountie (PAT). VYV pocnimkenni in  vitro
nonaeaHua 25, 50 aGo 100 mkr 5-ASA/Mn 710 3paskiB caH30BOI
000I0HKH TOBCTOI KHLWKH nauieHTis 3 aktuBHuM BK npussoaumno
10 J0303a]€KHOTO  MpHUrHiueHHs  BuBinbHeHHa — DAD
(Rachmilewitz 1990)

r. Iuribysanus BUBIIbHEHHS 3ananbHUX CMONYK 3 HefTpodinis,
Takux sk enacrasza (Adeyemi 1990)

1. 3aX0MneHHs BiNLHUX paiukanis nicas iHkybauil 3 5-ACK Ta
npurHiuenns okucienns minmigie (Nielsen 1993); (Goncalves
1998); (Joshi 2005) -

z. [NpurHiyeHHs  KJIiTHHHO-OMOCEPEAKOBAHHX IMYHHHX
NpoLeciB i KNITHHHUX QYHKLUIH:

a. Mpurniuenns nponidepauii T-kiitun. Jocnimkenns in vitro Ha
MOHOHY KJI€apHHX KJIITHHAX nepudepHiHOT KpOBi
NMPONEMOHCTPYBAIO 10303a/IeHe NpUrHiueHHa nponidepauii T-
wnitun,  Cepemda  edextusHa jo3a  5-ASA  (ED50) nna
npurnivenns nponidepauii T-nimdountis cranosuia 310 MkM
(CriBenc, 1995).

6. Mpurniuenus npeseHTauii o6pobneHoro anturery T-kiiTHHAM
(MacDermott 2000)

a. TlpurHivenns UMTOTOKCHYHOT akTuBHOCTI T-niMmounTis Ta
npupoanux kinepis (ITK) (MacDermott 2000)




0. INpurHiveHHs BUPOGNEHHS aHTHTIN B-KmiTHHaMmu (wo moxe
MPH3BECTH 10 npurhiveHHs IgGl-inaykoBaHoro (arounrozy Ta
LUHTOTOKCHYHOCTI) (MacDermott 2000)

B. Ilpurnivenns ¢ynkuii makpodarie Ta HeltTpoinis (PMN),
BKJIIOYAIOMH  OPYLUEHHS XEMOTAKCHCY Ta aaresii, a Takox
MPUTHIYEHHS NEBHMX cTamii (arounraproi Ta UMTOTOKCHUHOT
AKTMBHOCTI, BUMIipaHHX y PMN nioauuu (Molin and Stendahl
1979); (MacDermott 2000.

8. [nribyBanus  ninokcurewasu, wWo npusBoAMTH 110
npurHivenna LTBy, cynsgionentuanux LT Ta HETE:

a. Cepenns inribyioua koHUeHTpaLis (IC50) 5-ACR npotu
Jinokcurenasu coi cranopuna 170 mMkm Y OCHiKeHHI in vitro
(Sircar, 1983))

0. Jlikyawns nauientis 3 BK nBiui na men» 5-ASA (1 )
NOKA3aN0 3HWKEHHs piBHIB elikosaHoinis LTB4, PGE2 i TXB2
(Casellas 1995)

B. JlikyBaHus nauientis i3 33K (wo CYMPOBOKYETLCS
MABMIIEHHM BHBiINbHeHHAM LTB4) 5-ASA a6o MpenHi30HOM
Nokasano MOBEPHEHHA 10 HopmanibHoro pisus LTB4 y npoceiti
npamol knwku (Lauritsen, 1986); (Peskar, 1987).

[purnivenns axrusauii NF-xB 3a monomoroio 5-ASA moxe
NPU3BECTH 10 3HHAKEHHS PIBHIB PI3HUX reHiB, w0 GepyTh yqacTs
Y 3amaieHHi, i, TakuMm unHoM, GaraTo edekTiB 5-ASA MoxHa
NMOACHWTH NpurHiveHHsaM aktueauii NF-kB (Egan 1999); (Bantel
2000); (MacDermott 2000); (Song 2006).

IMokasano, wo 5-ASA iHribye aktupauito NF-kB in vitro Ta Yy
Ly piB:

1. TpaHckpumnuis NF-xB MPUTHIYYETbCA B
eniTeianbHuX KIiTHHAX Kuweunuka (Caco-2), CTHMYJIbOBAHHX
[JI-1 abo dop6on mipuctaty aueratom micna inky6auii 3 5-ACA B
KoHUeHTpauiax 2,5, 5,0, 10,0, 20,0 a6o 40,0 MM (Egan 1999)

2. Mosimomnanocs,  mwo  5-ASA  npurHiuye
cTumynboBady @OHIl-a  azepny TpaHcnokauiwo NF-kB Ta
Aerpajauiio IkBa, uio npu3BoAMTL 10 3aranbHOr0 NMpHUrHiYeHHs
npoHHkHeHHA NF-kB B aapo wiitnan (MacDermott, 2000)
Micuese BBenenna 100 mr 5-ASA/kr/noGy npotarom 14 amis
MPU3BEIIO A0 3HAYHOTrO 3HMMKEHHS excnpecii NF-kB Ta 3HauHoro
3HMKEHHA npoaykuii [L-1B y camuis wypis ainii Bictap (Song
2006)

2) BTOpHHHA (hapMakoIHHaMika

5-ASA  mae n1oGpe BIZOMi AHTHOKCHIAHTHI BJIACTHBOCTI;
LOCIKEHHA in Vitro Ha aKTHBOBAHMX NONIMOPhHOAAEPHHX
rpanynountax  (TIMI)  nokasanu  3MeHIUEHHA  yTBOpPEHHS
aKTHBHMX (OopM  KHCHIO, TOAi AK Oe3KNiTHHHI cucTeMH
NPOAEMOHCTPYBaH 30iIbLIEHHS 3aXONIEHHS BiJIbHUX pagukaniB
micas inky6auii 3 5-ASA | NpUrHideHHs OKMCIeHHS Jimiais
(Goncalves 1998, Joshi 2005, Nielsen 1993).

[Tokasano, wo 5-ASA aKTHBYE PELENTOPH, LI0 AKTHBYHOThCS
nponidepatopamu mepokcucom-y (PPAR-y) (aki npoTuaiiorh
panioakTHBauUil 3anmanbHUX peakuill KulieYHWka) Ta iHriGye
aKTHBHICTL UMKIOOKcHreHasn 2 (LIOT2) i, Takum umHOM,
BHBiJIbHEHHs TpomGokcany B2 (TXB2) i npocrarnanauny E2
(IMI'E2), wo moxe cnpuaTH iHoro MOTEHLIaNny Anf 3HHKEHH:
pusuky KPP (MacDermott 2000, Schwab 2008).

Kpim Toro, nawi, orpumani Bin mauientis i3 33K, ceinuate npo
MPOTEKTHBHUI edekT Tpusanoro npuilomy 5-ASA  wono
PO3BHTKY KoslopeKkTanbHoro paky (Eaden 2000, Velayos 2005).

3) dhapmakonoris Oe3nexn

HMaui (apmakonoriuux mociimkens desnexn 5-ASA (Tawuaka,
1994) cBiguate npo NiABMILEHHS aKTHUBHOCTI LEHTpanbHOI
HepsoBoi cuctemu (LIHC) (He3HauHe niABWILEHHS peakTHBHOCTI,
peakuii Ha n0THK, 601bOBOI peakuii Ta miHHoro pednekcy) y
MHLIEH, AKI OTpUMYBa HaliBuLLy nepopanbHy no3y (1'000 mr 5-




ASA/kr). Ilorizomnsnocs npo HUPKOBI edekTH 36inbuieHHs
00'eMy ceui Ta ekckpeuii HaTpiio, kaniio Ta XJIOPHAIB y wIypiB, SKi
orpumyeann 300 ta 1'000 mr 5-ASA/kr. lutpanyonenansne
BBE/IEHHS 5-ASA y THX camux 103ax He BIAMBAIO Ha IHXAIBHY
¢ynxuito. 1o cTocyeTbesi uBOro npenapary Ais JiKyBaHHS
LIKT, nocnimkeHHs Ha i301b0BaHidi knyGoBiii kHwWLi Kponis He
BHABUITH 3KOQHOTO BIUTHBY 5-ASA npu Tectosux KOHLEHTpaLisx
mo 1 X 10* M, Ttomi sk iHwi mochimkeHHs Ha i30/MLOBaHIf
KIyOOBiH KMIILI MOPCHKMX CBHHOK NpH THX e PIBHAX /103 He
BUABHIM  KOLNHOrO  BIUIMBY HAa CKOPOYEHHs, BUKINKaHI
AUETHIXOMIHOM, ricTamMiHOM aGo xnopuaom Oapito. BincyTtHicTs
BrmBy Ha cuctemy LIKT Gyna takoxk niaTeepmkena Ha mumax i
mypax, ne (yHKUi KHLIEeYHMKa (TpaHcnopT) 1 wWBMAKICTH
BHTIOPONHEHHA LWNYHKA Ta WAYHKOBA CEKpeLis, BIAMOBIAHO, He
3a3Hasanu BriuBy 5-ACK.

AHalli3 Nifo3PIOBAHHX CePHO3HMX NOBiuHIX peakuii, mpo ski
nosizomnsanoca KomiteTy 3 Gesnekn NiKapcbkUX  3aco6iB
BenukoGpuranii B nepion 1991-1998 pp., Noka3ae, WO 4yacToTa
MOBIAOMJIEHb MPO  iHTEPCTHLIAIbHHMIA HeppHuT craHosuna 11,1
BUINAIKIB Ha MiNbiioH nNpu3HaueHsb mecanasuny (Ransford i
Langman, 2002). ¥ Beankomy OpuraHcbkoMy eninemionoriunomy
nocnimkenni (Van Staa 2004) susyapcs PHIHK HHUPKOBHX
3aXBOPHOBAHb, MOB'A3aHMX i3 3aCTOCYBaHHAM mecanasuny. s
OUIHKH YACTOTH BHHHKHEHHS 3aXBOPIOBAHE HHUPOK Y JOpOCITHX
nauientip i3 33K abo npusHaueHHAM MecalasuHy, a Takox y
nauientis Ges 33K Oyau BukopucTaHi maHi 3 Gasu jaHmx
HOCIIKEHb  3aranbHOi  MpakTHKH  Benukoi Bpurauii. V¥
BKJIAICHOMY ~ aHalli3i «BUMALOK-KOHTPONLY KOWEH BHIALOK
3aXBOPIOBaHHA HUPOK OyB 3icTaBneHuiil 3 5 KOHTpPONBHHMH
Bunaakamu. Cepen 19 025 nauieuris, siki MpUHMany MecanasuH i3
33K, y 130 nauieHTiB po3BUHYyAHCS 3aXBOPIOBAHHSA HHMPOK
(wactota BUHMKHeHHA 170 Bunaakis a 100 000 MaLuieHTO-POKIB).
3axsopioBaHicTb cepen nauientis i3 33K, aki He npuiManu
MecanasHH, craHouna 250 sunaakis Ha 100'000 NaLieHTO-POKIB,
a cepen nmauienTis 6e3 33K - 80 sunankis Ha 100'000 nauienTo-
POKiB. ABTOpH MilfilUAN BHCHOBKY, WO NALiEHTH, SKi npUMaTh
MecanasnH, MaloTh MiABHILECHUH  PH3HK PO3BHTKY 3aXBOPIOBaHb
HUPOK, WO Moxke OyTH 4YacTKOBO MOB'A3aHO 3 OCHOBHUM
3aXBOPIOBAHHSAM. Xo0Ya 3aXBOPIOBAHHA HHPOK € BH3HAHHUM
noGivHuM edeKTOM MecanasuHy, 4acToTa HOro BUHUKHEHHS €
HU3BKOK i He MOB'A3aHa Hi 3 103010, Hi 3 THIOM MecanasHHy, Lo
BHKOPHCTOBYEThCA.

Byno ony6nikoBano nekinbka nocnimxens (Habal and Wolman
1994); (D" Agata 1995); (Hanauer 1996); (Walker 1997); (Clemett
and Markham 2000); (Mahmud 2002); (Loftus 2004), sxi B
ULTOMY MiATBEPMKYIOTh, LUO 4YACTOTA THKKMX abo cepHo3HHX
noGiuHKX edekTiB Oyna dyke HU3LKOIO, i LLO Mecana3uH 3araioM
nobpe  mepeHocuBes  nauientamu i3 33K sk npH
KOPOTKOCTPOKOBOMY, TaK i NPH TPHBANOMY 3aCTOCYBaHHI.

d) hapmakonnHamiuni B3aemonii

dapmMakoAMHAMIMHUX NOCIIKEHb B3aEMOAIT JTiKapChKiX 3aco6is
HE MPOBOAMIIOCSA, ONHAK KIiHIUHI [aHi CBiZyaTh Npo MOXIHBE
MOCHIIEHHs  iMyHOCYNpecHBHMX  edekTiB  asationpuHy, 6-
MepkanTonypuny  abo  TioryaHiHy  npu  omHOYacHOMY
3acTocyBaHHi 3 mecanasuom (Dewit 2002, Hilton 2011, Lowry
2001). IchywoTh cnadki 0KasM TOro, WO MecalasHH Moke
SHHKYBATH AHTHKOArylaHTHY nito Bapgapudy (Hilton 2011,
Marinella 1998)

3. @apMaKoKiHETHKa:

1) aHaniTHYHI METOAMKH Ta 3BITH WOJ0 TX
Baniauii

JIOKNiHIYHI aHaNiTHYHI Npouexypu Ta 3BiTH Npo iX Banizauiio He
POBOAHITHCA.

AHIITHYHI TpoLeNypH Ta 3BITH Npo Bajigauilo AOCTYmHI B
posaini 5.2.1.4 3BiTH npo GioaHadiTH4HI Ta aHANITHYHI METOIH.




2) BCMOKTYRaHHS

[Micna  nepopanshoro 3actocyBanns  3Buuaiinmx JKapChKHUX
3ac00iB MecanasHH iHTEHCHBHO BCMOKTYEThCH 3 BEPXHIX BiAmiNiB
UUTYHKOBO-KHIUKOBOTO ~ TPakTy, | JIMIIE He3Ha4YHa YaCTHHA
nmikapebkoro 3acofy moTtpamnfe 40 TOBCTOY KULWKKW, ToMmy
nepopanbHi Jlikapcbki 3aco0M, fAK npaeuio, PO3podfIOTHCS
TakHUM 4MHOM, W00 Nikapchkuii 3aci® BHBINLHABCA B KiHLEBUX
Billinax kny6osoi Ta ToseTol KHMLUOK, 1€ BiH, K BBa)a€TbCA,
HHHWThL NepeBaxcHo Micuesy airo. Cneundiumi XapaKTepUCTHKH
BUBIJILHEHHA NELIO BiIPi3HAIOTECA y PI3HUX npenaparis, i ue,
pasoM i3 MixiHauBinyanbHolO BapiaGenbHicTio, YCKIaaHIOE
MOPiBHsAHHS (apmakoKiHeTHUHIX (PK)  naunx MiX
AOCHiIKEHHAMKU, BBaXkaeThes, IO npubnuzHo Bin 20 mo 50%
NepopaiibHOl 103K BTpavaeThcss npu abeopbuii y 310pPOBMX
mofieH, ane abcopOuUis € HUKYOW y NALIEHTIB 3 aKTHBHOI
thopmoto 33K (Sweetman and Blake 2005).

@apMakoKiHeTHKa  MecaNasMHy — BHBYAacs y  ANOHCBKHX
3/I0POBHX [100POBOJILLIB YOM0BIYOT cTAT]. Konuenrpauii B nnasmi
Hicnst 0JHOPa30BOro NnepopaibHOro npuitoMy Ttabserok Acakon
400 mr GR (Acakon Ta FIVASA - TOProBi Ha3BW, LIO
BHKOPHUCTOBYIOTBECA ~ 3aABHMKOM  [UIs  CBOIX  Mpenaparis
Mecanasuny) (Ito 2009).

(TP0506) BuBuaBcs  apMakoKiHeTHYHUI npodine  mnichas
OAHOPa3oBOT  /103W Ta y  cTauioHapHOMY cTawi  mic/s
OaratopasoBoro mpuiiomy Tabnerok TPOS5 Yy TOpIBHAHHI 3
FacTpOpe3HCTEHTHUMH  TadneTkamu  Mesaaut™ 200 wmr
(pedepenTHuii nikapcbkuii 3acio).

3) posnojin

Hani wono posnoainy y moanHu BiacyTHI.

JocniaxkeHHs KMIWKOBOT abcopOuii nokaszanu, wio npubIH3HO Bix
30 no 35% sactocoBaHoi 1031 Moke GyTH 3HAMAEHO B CAN3ORII
00OMOHLI Ta CTiHLI KHIIEYHUMKY mnpH iHTpanoMidicueHTHOMY
BBEACHHI 5-ASA B i30/b0BaHy nepdy3osany TOHKY KHILUKY LUYpiB
(Hartmann 1988).

(Hirayama 2011) Buswaumnu posnogin 5-ASA y ChAu30Bii
000sI0HLI KHIEeYHHKa cobak nopoan Girnb i BUABHIM, 1O BOHA
€()eKTHBHO HAAXOANTb [0 Ui€i TKAHWHU micis NepopaIbLHOTO
npuifomy oxuiei Tabnetkn Acakon 400 mr GR. Lli pesynbraTn
nokasanu, wo rabnerkn Acakon GR usinbHstots 5-ASA y pH-
3aMEKHAR Crocid, 1o MpH3BOANTL 40 eEeKTHRHOT 1OCTABKH 10
TOBCTOr0 KMWEYHHKY. KpiMm Toro, aBTOpH Takok mopiBHsM
KoHueHTpauilo 5-ACR B cim3oBiii oGonoHUi 3i 3HaueHHAMH 1Csy
LIS NOTJIHHAHHS BiIbHUX paaukaiie abo NpUrHiveHHs npomykKuii
LTB4. Konuentpauis 5-ACR B ToBCTOMY KHLIeYHMKY Oyia
BHLLOKO 3a 3HaueHHA [Cso, HeoOXiAHI A5 MPUrHiYEHHS 3ananbHUX
npouecis.

AOcopOoBanuil jlikapcbkuii 3aci® WHPOKO pPo3NOAINSETHCH B
OpraHi3Mi, Mae CMOPIIHEHICTb A0 CHONYYHOT TKAHWHM, @ TAKOK
10 CHHOBI&ILHOY, MNEPUTOHEANbHOT Ta MIEBPAILHOT pPiIHHH
(Hanngren 1963).

4) meTadbonizm

AGcopfoBana  4acTHHA  MecalasMHy  Maibke  MOBHICTIO
AUETHIIFOETBCA B CTIHLI KMIIEYHWKY Ta B MEYiHLi 40 aLeTHI-5-
amiHocaniunnoBoi kucaoTH. LLBMAKICTb aLeTHMIOBAHHS, a OTHKe,
KOHLEHTpalis  BUXiHOrO npenapaty Ta Merabonity B
CHCTEMHOMY KpOBOOGIry He 3aekHMTh Bil CTATyCy aueTHIsTopa
(Sweetman and Blake 2005).

Pisui rpynn nocnigHukis BUABMAH 3HauHi KkoHueHTpauii N-
anetun-5-ACK B kposi Ta/abo ceui wypie, magn i moneii (Hwang
1988, Myers 1987, Shafii 1982).

5) BUBEJCHHSA

AuetunboBaHuii MeTaboNT BHBOAMTBECA TMEPEBAKHO 3 CEYEHD
LUUIIXOM  KaHalbLEBOl cekpeuil pasom 30 chnigamMu  BHXiZHOY
CMONMYKH; KJTiPeHE Nepuioi cTaHOBUTL NpHOIKU3HO 3-4 MI/XE Ha KT.
lepion waniBBMBE/eHHS MecaNa3WHy CTAHOBMTL OAM3bKO |
roauHu, i BiH Ha 40-50% 3B'a3yeTbcs 3 GiNkaMH MiasMu;




aleTHUILOBAHUI MeTabonliT Mae nepion Hanissuesenns mo 10
roaut i Ha 80% 3B'isyeTbes 3 Ginkamu miasmu. Jlnwe He3HauHa
KUIbKICTh MecanasuHy npoHukae uepes naaueHty. KinbkicTs, wio
POHWKAE y TPyIHE MOJIOKO, AyKe mana (Sweetman and Blake
2005).

[cnytote neski nokasm edekty MEPWIOro NPOXOMKEHHA Yepes
MeviHKy,  Xoua  eHTeporenaTrHuHa peunpkynsuis  Gyna
MiHIMANBHOIO, OCKiNbKH piBHI 5-ASA B 0By Oynu nmocurs
HH3bKUMH B JIOCTIKEHHI in vitro (i30/1b0BaHa nepdy3is ToHKOT
KHIUKH Ta nevinku mypie) (Hartmann 1988).

HocimkeHHs in vivo 3 IHTpamyoNeHaNbHUM BBeIeHHAM 5-ASA
(20 mr) mypam (Shafii 1982) nokasano, wo Tineku 6% 5-ASA
micns aleTHITIOBAHHA nijnasanocs eHTeporenaTH4Hil
UHpKynauii, IMOBIpHO, B MeYiHLi.

Lle nocuts mobpe y3romkyeTbes 3 BHNaakom y Jojiei, ocKinbku
MOBIAOMAANOCA NPO BiZHOCHO BMCOKi PiBHI BMBeneHHs 5-ASA i3
cedero uepes 48 roaAWH MicAs BHYTPILIHBOBEHHOrO BBEACHHS 5-
ASA (78%) abo nepopanbHoro npuiiomy kancyn 5-ASA Ges
obononkH (52%) (Hirayama, 2011 p.). Ha Biaminy Bin usoro,
BHBEACHHA 5-ASA Ta ii meraGonity 3 ceuecio uepez 48 romum
Mic/1s nepopanbHOro npuiiomy 103u 2'400 mr 5-ASA Y Kancynax,
BKPHTHX 060/I0HKOI0, y Moneii € Hik4uM (21%) (Myers 1987).

6) papMakokineTHHI B3aemonii (n0KiHiuHI)

Hemae pokasie Toro, wo cynyrne 3aCTOCYBAHHA  IHLUMX
JiKapchKHX 3aco6iB BrIMBac Ha (hapmakokineTHky Mecanasmumy.
Kniniuni  mani  ciguaTe  npo  MokIHBE  MOCHIEHHS
iIMyHOCYNIPECHBHHX  e()eKTiB azaTionpuHy, 6-MepKanTomypuHy
abo TioryaHiHy NpH 0OJHOYAaCHOMY 3aCTOCYBAHHI 3 Mecana3HHOM
(Lowry 2001); (Dewit 2002); (Hilton 2011). lcHytoTh cnaGki
AOKa3M TOTO, IIO MECANA3UH MOXKe 3HIKYBATH aHTHKOATYJIAHTHY
aito Bapgapuny (Marinella 1998); (Hilton 2011).

7) iHWIi (hapMaKOKIHETHYHI OCIiHKEHHS

Jlani He HanaHo

4. Tokcukosorig:

1) TOKCHYHICTB Y pasi 0HOPa30BOTO
BBEJIEHHS

HaHi npo TOKCHYHICTb MPH OAHOPA3OBOMY MPHIOMi HajaHi B
HACTYMHHX AOCTIIKEHHAX :

- Bilyard KG, Joseph EC, Metcalf R. Mesalazine: an
overview of key preclinical studies

- No Author. Pharmacokinetic evaluation of orally
administered Asacol, Mesalamine and Sulfasalazine in beagle
dogs.

- Hwang KK, Mandagere AK, Dress DT, Lacz JP. Dose-
Dependent Pharmacokinetics of 5- Aminosalicylicacid (5-ASA)
in Cynomolgus Monkeys

Tabnuus 3 ycima aeTanAMH HaBeACHA B AOKJHIYHOMY OS] .

2) TOKCHUHICTB Y pa3i MOBTOPHHX BEEJIEHD

Hactynui nocnimkenns Hagaroth iH(opMaLio Npo TOKCHYHICT
MOBTOPHUX J103:

. Sutton M. Pilot (2 Week) Peroral Toxicopathologic Study
of 5-ASA in Rabbits. (Accession No. 3842, Project No.
862.09.00/PB). Norwich (NY): Norwich Eaton Pharmaceuticals,
Inc., Product Development. 1986.

2 Sutton M. Pilot (2 Week) Peroral Toxicopathologic Study
of 5-ASA in Rats. (Accession No. 3843, Project No.
862.09.00/PR). Norwich (NY): Norwich Eaton
Pharmaceuticals, Inc., Product Development. 1986.

3. Sutton M. Oncogenicity study (24-month) of 5-ASA in
the diet of swiss mice. 1996.

4. Sutton M. Two Years Carcinogenicity study of 5-ASA in
the diet of sprague dawley rats. 1996.

Ornsinosa Tab/ulA NpeacTaBIeHa B JOKIIHIYHOMY OIS .




€ANHMM  NOMITHUM  pe3ysibTaToM OyB pO3BMTOK MyKOinHOrO
KOH''OHKTHBITY 'y cofak npu 3aCTOCYBAHHI BHMLIMX 103,
Tosinomusnocs, wo noniGHwii CHHIPOM, CHHIPOM CYXOro oka
(CCO), Bunukae y cobak, ski XPOHIYHO — OTpUMYBaH
cyibaninaminn, cynbbhacanazun, cyabdaniazun ta 5-ASA. Lle
YPOKEHHA € BHAOCNEUM(DIYHHM, OCKINILKM Y nauieHTis, fKi
NpUAMaloTh cynbdacanasun, we nosigomasnocs npo monidHi
Bumanku CCO. Cobaka He € NMPOrHOCTHYHOIO MO0 Luist
moneli womo wuboro edekry. [Ipunyckaiouu, wo mykoinHwuii
KOH'IOHKTHBIT,  iiMOBipHO, € BHAOCTEUHDIYHUM  edekToM,
nepopanbia NOAEL mna Beix iHwmx edekTis Bin woneHHoro
npuiomy 5-ASA npotarom 12 wmicauis y cobak B 0Box
HOCHUDKEHHAX  craHoBMaa  2'000 mr/cobak/noby  (wo
eKBiBasleHTHO 175-200 mr/kr/noby) (Barrett 1988, neranbHa
TabnuLs 10CTYNHA B HAOKNIHIYHOMY oraani).

3) reHOTOKCHUHICTB:
in vitro

5-ASA He BMSBHB MyTareHHOro noreHuiany B 2 GakTepianbHHX
aHani3ax 3BOPOTHHX MyTauili y Salmonella typhimurium Ta
Escherichia coli npu Tectorux KOHUeHTpauisx mo 1'000
MKr/4awka ITeTpi B ogHoMy nocnimkenwi (Voogd 1980) ta go
5'000 wmkr/yamka [etpi y ApyroMy nocnimkenui (Nagasawa
1994).

He Oyno otpumano xoaHux nokasis TOoro, wo 5-ASA Moxe
BHK/IHKATH XPOMOCOMHI abepaiil B 10C/TiKEHHAX, MPOBeICHNHX
Ha KNITHHAX S€YHMKIB  KMTAlCbKHX  XOM'SKIB (CHO) ¥
KOHUeHTpauisx 10 280 mkr/ma npotarom 12 rogun (Witt, 1992
p-). AHanoriyxo, He 6yN0 BUABIEHO CTPYKTYPHHX ab0 YHCIOBHX
XpOMOCOMHMX  alepauiii, komu  5-ASA  rtecrysann B
KOHUeHTpauisx 10 1'600 Mkr/ma npotsrom 24 a6o 48 romuu y
KiliTHHaX  siereneBux  (iGpobnacTie  kuTaiichkux  XOM'skis
(Nagasawa 1994),

IHWi  pocnimkeHHa in vitro nokazanu, wo 5-ASA He €
MyTarennum B Tecti Ha Klebsiella pneumoniae (Voogd 1980), 5-
ASA He BUKJIHKAB CECTPMHCBKHX XPOMATHAHWX OBMIiHiB (SCE) B
YMOBAX TeCTyBaHHA 10 16 MKr/Mn npotarom 72 roaun (Mackay
1989) aGo 280 mkr/mn nporsirom npu6ausko 26 romun (Witt
1992). Mikposiiepuuii ananis in vitro s AimdounTax JIOAMHH
Takok OyB HEraTUBHHUM TpPH TECTOBMX KOHUEHTpauwisx no 16
MKr/MJ1 poTsirom 72 roaus (Mackay 1989).

in vivo (BKJIIOYAK4H N0AATKOBY OLIHKY 3
TOKCUKOKIHETHKH)

Ha wmuwax Oyno nposeneno npa nocrmimkenns MiKposaep
KiCTKOBOrOo MO3ky. B omHomMy 3 Hux S-ASA  BBOMIH
BHY TPILIHBOOYEPEBUHHO LWOHA NPOTAroM 3 AHB y 103ax 10 150
mr/kr  (Witt  1992). JlikyBanus S5-ASA wHe npusseno o
CTAaTHCTHYHO 3HA4YWIOro 30iNbUIEHHS KibKOCTI MiKposaepHuX
nostixpomMuux eputpountis. (MNPCE) na 1'000 nonixpommux
epuTpountie. B iHWOMY jocnimkeHHi MHWaM  BBOAMIH
BHYTPIlIHbOOUEPEBHHHI 03 10 500 Mr/kr, | 3HOBY OyJno
BUABJEHO, WO 5-ASA He crnpuuMHAe 30ibLWIEHHS KiUIbKOCTI
MiKposzep y nonixpoMHux epurpountax (MNPCE) (Nagasawa
1994).

4) KaHLEPOTreHHICTh:

[1I0BrOCTPOKOBI A0CTiAXKEHHS

[ToreHuilina 3nathicT 5-ASA iHIyKyBaTH yTBOPEHHA MyXJHH
Oysia BHBYEHA y 2 JOBrOTPHBAIMX MIETHUHMX JOCTIIKEHHAX Ha
WBEHLAPCLKAX MHIIAX Ta ulypax minii Cnper-Hoyni, wo
Bianosinanu Bumoram GLP. He 6yno oTpuMaHo %&oaHHX 10Ka3iB
MyXJHHOYTBOPIOKOYOT  peakuil y wMuweil abo wypis npu
3aCTOCYBAHHI MAKCHMAITLHO NepeHocuMHUX 103 (MTD) 5-ASA.

Y 2-piuHomy pocnimkenni kanueporentocti GLP (Sutton 1996)
MHLIaM BBOAMIM 5-ASA B pauioni B moszax 0, 200, 1'000 a6o
2'000 mr/kr/no6y (Sutton 1996). He Gyno oTpumano Iokasis
KaHUeporeHHoCcTi 5-ASA; oueBMIHA TEHICHLIA A0 3GiNbLIEHHA
YacTOTH BHUHHKHEHHA TiCTOLMTAPHOT CApKOMM B Cene3iHLi camox
MHLIEH He LOCAr/a CTaTUCTHYHOI 3HAYYLIOCTI A8 LBOFO THITY
MYX/THH, OCKUIbKM UeH THN MyXJAHH Ma€ HH3bKY CIOHTAHHY




4acToTy (11O BUMArae piBHs CTATHCTHYHOT 3Hauywocti p<0,025) i
BBaXa€TbCA pe3yibTaTom BHNAJIKOBOT Bionoriunoi
BapiabenbHOCTi. OCHOBHHM Pe3y/NbTaTOM UBOIr0 NOCHIIKEHHS
Oy/no 3arocTpeHHs NPUPOIHUX YPOJIOTIYHUX 3aXBOPIOBaHL Yy
MHLICH, 100  MpOABIANOCA Yy  30iAbIEHHI  4acTOTH
POSTATHEHHSA/PO3IUMPEHHA  CEYOBOTO Mixypa Ta PO3LIHpEHHS
HHUPKOBOT Banif.

HaitBuwa nosa, nmocnimkena ua muwax (2'000 Mr/kr/noby abo
npubnuzno 6'000 mr/m?), wonaiimeHie Y 2 pasu nepesulLye
PEKOMEH/I0BaHy MaKCUMalbHy 1000BY 103y Ans moaunu (4'800
Mr abo 2'963 mr/m?, Buxomaum 3 NPUMYILEHHA, MO CcepenHs
M/IOLIA MOBEPXHI TiNa A0pPOCHOi MOAMHU cTaHOBUTL 1,62 m? s
moauHK Barow 60 kr). Xowa mani momo AUC mns muweli ne
MOBIAOMSINCS, O4iKYETBCA, WO CHCTEMHA eKCTO3MLLs y Mueii
Oyna y nekinbka pasiB kpaTHa eKCHO3WUIT NS JIHOAMHH npH
38CTOCYBAHHI MakcHMabHOT 1060B0OT 1031 4'800 Mr 5-ASA/noby.
Kpim Toro, cnin BpaxosyBatn 3umeny cucTeMHy abcopbuiio
MecanasuHy, IO BUBINBbHAETLCA 3 Tabnetok TPOS, MOPIiBHAHO 3
piBHEM CHCTEMHOI abcopOLii 3BHuaiiHOT S-ASA. [lopiBHAHHA 3
NMeAlaTPUYHUMM  JI03aMH  NOKa3ano 6 BHwMH 3anac Gesnexw
(npubausHo B 4 pasu), BpaxoBYHOUH, WO A06O0BI MaKCHMAIbHI
LO3W HIDKYI, HIXK Y 0pPOCITHX.

V nocninxenni kaHueporentocti GLP wa urypax 5-ASA BBoaMIHM
3 Tketo y nobosiit 103i 0 (kouTposns), 60, 120, 360 a6o 480
Mr/kr/noBy npotsrom 2 pokis (Sutton 1996). ¥V gocnimkenti Ha
Wypax He Oy/l0 OTPUMAHO 1OKa3iB KaHLEPOreHHOCTi S-ASA:
BUMAJKKM TiCTOUMTAPHOT capkoMu/diGpo3noi  ricTiounToMu y
CaMUIB  BBAXalMCs  BUMAAKOBOK  GiONOTIYHOK Bapialli€io.
ToxenynicTs y mypis nposiensnacs a6o B LLUKT (BupaskoBo-
3anaibHi ypaKeHHs MpH HaWBUUIMX 103ax), ado B HHpKax
[HHpKOBI cocoukM 3 rimepruasiero ypoTelniio, wWo BBAKAETHCA
PENapaTHBHOIO peakUielo Ha MOUIKOMKEHHS, CIPHYHHEH] 5-ASA,
Ta HaOpAK y camuiB i camok, fKi OTPHMYBanM BHCOKI 403H, a
TaKOX 3ananeHHs (BTOPHHHE MO BiIHOLICHHIO 10 NOLIKOIKEHH:)
| HEKPO3 JIHLLE Y CaMLiB, AKI OTPHMYBAJIH BHCOKI 103H].

Takum uuHOM, BHCOKAa 1033, BunMpoGyBaHa B JOCHimLKEHH]
KaHUepPOreHHOCTi Ha wypax (480 mr/kr/mo6y abo npuGmusHo
2'880 mr/m2), nounibHa 10 MakcHUMaibHOT PEKOMEHA0BAHOT 103H
ana nopocanx 80 mr 5-ASA/kr/no6y (4'800 mr abo 2'963 Mr/m2),
1 MpHOMH3HO BABIYI  MepeBMILyE MiaTpuMytouy [o3y ans
nopocaux 1'481 mr/m?. Xoua uss KpaTHICTh MIOACHKOT A03M €
HU3bKOIO, PI3HUUA B PIBHAX eKCMO3WUil, HMOBIpHO, € Ginbi
3HaUYLLoI0, BpaxoByioun BracTusocTi tabnetok TPOS nopisnaHo
3 5-ASA: CHCTEMHA €KCNO3NLLIA Y LLypiB, AKI OTPUMYBAIH BUCOK]
nosu  (AUC 168 wmkr/ma*ron), npubnuzHo B 14 pasis
NEpEeBHULLYBalla CUCTEMHY E€KCMO3MLII0 MOAWHW NpU LIOAEHHIi
miatpumyrodiit  nosi 2'400  mr 5-ASA/moBy (Ha  ocHOBi
nosigomnaens npo AUCO-12 roa y moneii npubamsuo 12
MKI/MA*ron mics 7 woaeHuux 103 2'400 mr/ao6y).

KOPOTKOCTPOKOBI IOCTIMKEHHA
a0 A0C/1i/VKEHHA CepeiHbOT TPHBAIOCTI

HaHi He HagaHO

NOAATKOBI JOC/IHKEHHA

JlaHi He HagaHo

5) penponyKTHBHA TOKCHYHICTB Ta

TOKCHYHHH BIJIMB Ha PO3BHUTOK NMOTOMCTBA:

Y mocnimkeHHi  3aranbHoi  pemponykuii uiypam  BBOIMIH
nepopaibHo 5-ASA y nosax no 480 mr/kr/noby (Norwich Eaton
Pharmaceuticals, 1989). CmepTHicTh y rpynax 3 BHCOKMMH
no3amu Oyna mMoB'S3aHa 3 BHUPA3KOK LLIYHKA, LIYHKOBOKO
KpoBOTEUeto Ta/abo TEMHUMH €PO3isiMH B 3a[HIH YaCTHHI LTy HKA
Y OeAKHX TBApHH npu nosax 360 i 480 mr/kr/noby. JlikyBanus 5-
ASA He BnMBano Ha (GepTHILHICTb, BAMTHICTb, KHTTEINATHICTD
abo nokazHMKM naKTauii, po3Mip NpuNaOLy, Bary LyUEHAT afo
BHUKHUBAHHA LUYLUEHAT, TaKOX He 6yﬂ0 BHABJIEHO BIJIMBY Ha
KUIbKICTh JKMTTE3NATHHUX iofiB abo pesopbuii B markax,
HEKpOMOBaHKX Ha 13-ii nens BariTHocTi (JIB). [1pw 3actocypanHi




203 110 480 mr/kr/noby He 6yno BusBncHO HOLHHX 30BHIilLHIX a00
BHYTPIWIHIX aHOManiii nmoma, nos'm3anux 3 5-ASA, mpu
3aCTOCYBaHHI 103 10 480 mr/kr/nody. NOAEL ans MaTepPHHCBKOT
TOKCHYHOCTI BBaKaeThes 240 mr/kr/noby, a NOAEL s
eMOPIOHANBHOT TOKCHYHOCTI BBaXKAETHCS 480 wmr/kr/nody y
LLypiB.

BIUTHB Ha EPTHIILHICTD | paHHIH
eMOpiOHANLHHIT PO3BHTOK

Y pocnimkeHHi ToKcHUHOCTI mns eMOpioHansHOro Ta nNaoKoBOrO
PO3BHTKY Ha LIypax TBapHHAM MEPOPaNbHO BBOAMIH no3y no 480
MI/kr/noby y Biui Bix 6 0 15 TwkHip (Margitich 1987).
CMepTHICTL mpu BHCOKMX m03ax Oysia nos'ssaHa 3 HH3KOIO
KIIHIUHUX  03HAK, 3MEeHIIEHHSM CepenHboi Macu Tima Ta
CMOXHBAHHA DKI, a TAaKOX BHMALKAMH MHOKHHHMX ypaKeHs
wayHka y | Teapunn. ¥V wmypis He Gya0 cTaTHCTHYHO 3HAYYIUX
BIIMIHHOCTEI y 3aranbHiii KinbkocTi Micip iMInanTauii, xosTux
TN, BTpar g0 abo micis IMIUIAHTALT, iHAEKCIB KHTTE3AATHOCT
M71011a Ta po3NoAiNY nionis 3a crattio. Cepeats maca Tina mioga
Oyna CTaTHCTH4YHO NOCTOBIPHO 3HMKeHa (p<0,05) y rpyni 480
Mr/kr/noGy, Wo € piBHEM 103, ska CIIPHYHHAE TOKCHYHICTD 5
MaTepi; TaKWM UMHOM, 3MEHWEHHS Macw Tina nmoga He
BBAXKAETBCA  MpPAMHM  MPOABOM  TOKCHYHOCTI S5-ASA. VY
NOCHIKEHHI  TOKCHYHOCTI  ana €MOPIOHATLHOTO  PO3BUTKY
KPOJMKIB Ti % PiBHI mepopanbHux 103, uio 3aCTOCOBYBATHUCA Y
AOCNUDKEHHI HA WlypaX, He BHKIMKANM JKOZHHX O3HaK
TOKCHYHOCTI 115 MaTepi (Margitich 1987). V kponukis ne Gyno
BHABIIEHO CYTTEBHX BiAMIHHOCTEll y CepenHill KibKocTi KOBTHX
Tin, Maci Tina nuona, iHaekcax MUTTEINATHOCTI M1o1a, pe3opouii,
3araiibHifl  KibKocTi  iMmnaHTauiii, BTpatax a0 abo nicns
iMrianTauii abo posnoaini miomis 3a crarTio Y Kponukis. B o6ox
JOCHIKEHHAX JiKyBaHHA S5-ASA He BniMBano Ha 4acToTy
CKENETHHX Bal po3BuTKy abo Bapiauiii y wypis Ta kponis.
NOAEL ana martepuHchkoi TOKCHYHOCTI B LUBbOMY NOCIiIKEHH]
BBaxaBca 240 Mr/kr/no0y B emOpioderansHomy gocmimkenHi Ha
wypax. NOAEL ans emGpioHansHo-(eTansnoro PO3BHUTKY
(teparorenHicTs) BBawanca 480 Mr/kr/noy y wypis, Toxi sk
NOAEL sk ana marepuHchkoi TOKCHUHOCTI, Tak i mns
eMOpioHabHO-(eTaNbHOrO Po3BUTKY BBaskancs 480 Mr/kr/nody y
KPOJHKIB

eMOpIOTOKCHUYHICTD

Bynab 1ASAa, ausitses posain Buue .

NpeHaTallbHa | MOCTHATAbHA TOKCHYHICTb

Y nepu-/mocTHaTalbHOMY AOCHIIKEHHI Ha mypax 5-ASA
BBOIHIIH nepopanbHo B no3ax 10 480 mr/kr/noby 3 14-ro mo 21-i
IeHb micas nonoris (6e3 asrtopa, 1989). CMeprenbhi BHNagku
Tpannsnucs npu gosax 360 i 480 mr/kr/noby i Gynu nos'ssani 3
ywkowkentamu LIKT, HewacHumu Bunaakamu npu 103ysaumi
Ta HU3KOIO HE3'ICOBAHMX NPHYWH CMEPTi. 3HHIKEHHS npupocty
MacH TiJla TaKOXK CTIOCTEPIranocs MpH 3acTOCYBaHHI BHCOKMX /103,
JlikypaHHa 5-ASA He BNAMBANO Ha Mi3HIM emOpioHaNLHHi
PO3BHTOK, TOJIOTH, NTAKTaLI0 a00 HEOHATAIbHY KHTTE3NATHICTD.
Bara uyuewst y nozax 240, 360 Ta 480 mr/kr/noby 6Gyuna
CTAaTHCTHHHO 3HAYYLLO MEHLLIOK NPH HAPOIKEHH] Ta Ha 4-it eHDb
naktauii (JIJT) (MopiBHsIHO 3 KOHTPOIBHOK rpyrnow), oaHak 0e3
3anexHocTi Bin 103u. Ha 21-it geus naxrauii sara LYLEHST y
rpyni 3 nosoio 480 wmr/kr/noby Gyna newo (ha 4%), ane
CTAaTHCTHYHO 0CTOBIpHO (p <0,05) HHKUOIO, Hix y KOHTPOJILH i
rpYMi; Ueit BUCHOBOK MOKHA BBAXATH GiONOTIYHO HE3HAUYLLUM,
BHXOLAYM 3 BENHYUHM PisHUUI. Byno 3pobieHo BuCHOBOK npo
BIACYTHICTb BIUIMBY HA 3aranbHy LUBHIKICTH POCTY LyUEHAT 3a
Oyab-AKOTO piBHA M03H. Y KOJAHOTO 3 OBCTEHEHHX LYUEHAT HE
crioctepiranocs  30BHiwHiX a0  BHYTpiWKIX  anomaniii,
NOB'A3aHNX i3 3acTocyBanusM 5-ASA. NOAEL nis matepuHcbkoi
TOKCHYHOCTI OyJ10 BU3HaueHo Ha pisHi 240 mr/kr/n00y. NOAEL
AnA  pO3BHTKY nOTOMcTBA Oyno Bu3HaueHo Ha pieHi 120
MI/Kr/106y Ha OCHOBI TPaH3MUTOPHOTO Ta HE3IHAYHOIO BIJIUBY Ha
Macy Tiza, Wo Moske BioGpakaTh MaTEPHHCLKY TOKCHYHICTS




BincyTHicTk BpokeHHX nedekTiB KOHCTATOBAHO (Ota, 1994) 3
NocunanHaM Ha Karanor TepaToreHHHX areHTiB [llenapna
(Shepard's Catalogue of Teratogenic Agents) (Shepard 201 0).

NOCTIAKEHHSA, TPH AKUX npenapar yBOANTLCH
NOTOMCTBY (HECTATEBO3PINHUM TBAPHHAM)
Ta/abo OUIHIOETHCA BianeHa ais

JlaHi He HanaHo

6) micLieBa nepeHoCUMicTh

1. Peakuii3 OOKy 1LY HKOBO-KHMILIKOBOIO TpakTy

Y wypiB cnocrtepiranucs sBuwa, nos'ssaHi 3 KT, npwu
3acTocyBaHHi  5-ASA. V. jochimkeHHsix TOKCHYHOCTI,
KaHUEPOTeHHOCTI  Ta  PEenpoOAYKTUBHOI  TOKCHYHOCT npH
OLHOPa30BOMY Ta OaraTopaszoBoMy BBencHHi 5-ACA y Lypis
crocTepiranucs 3minu 3 6oky LLIKT. 3Minu 3a38Huaii CKJIafanncs
3 HEKpO3y, BHPa3Kkn Ta 3anajieHHs i crocrepiranues npu gosax
360 mr/kr/no6y abo BuiLe.

[Ticns opHopasoBoro BBemenns cobakam 6'000 mr 5-ASA (y
(bopmi TaGnerok, BkpuTHX KHLIKOBOPO3YHHHOIO 000JI0HKO) y |
TBAapUHH (IO €KBiBANEHTHO 577 Mr/kr) CTOCTEPITanues UITYHKOBI
remMopariuni BOrHULIA, ajle Y WKOIHOT TBapHHH B iHWIH rpyni, Aka
TaKOXK OTpHMYBalla TaKy 103y (eKBiBaneHTHy 750 Mr/kr), Takux
ABHLL He crnocTepiramocs. ¥V [2-MicSuHHMX [OCHiKeHHSX Ha
cobakax MpH 3acTOCYBaHHI 103 mMpuGAM3HO Bin 175 mo 200
mr/kr/no6y (5 Taénerok ado 2'000 Mr Ha 100y) He Gy/10 BHABNEHO
MICLIEBOTO MOAPA3HEHHS LY HKOBO-KHILIKOBOTO TpakTy (LUKT).
2. Peakuii, wo BmMBaOTH Ha NPOKCHManbHUEE  Bigain
KHLIEYHHKa

Y camok cobak nopozu Girsib, Aki oTpuMyBanu nepopaabHo (/1Biyi
Ha JIeHb) cycnensito 5-ASA (80 mr/kr/nens) a6o ¢izionoriunuii
PO3UMH npoTarom 15 axiB nocnink, He GyN0 BHABNEHO rpyGHX
YPAKEHb | HKOAHMX MIKPOCKOMIUHMX 3HAXIZOK, MOB'A3AHMX 3 5-
ASA B cCTpaBoXoni, NpoKcHManbHOMY  Biaaini LTy HKa,
aHTpanbHoMy Biadini abo nBamanusTMnaniit kuwui (Leddin
1993), Takum 4MHOM, BKa3YIOUH Ha Te, WO 5-ASA Ha LbOMY pIBHi
M03M  HE AaCOLIIOETBCA 3 €PO3iAMH  Ta BUpa3KaMH B
NPOKCHMMaJILHOMY Bi/ULiTi KHLIEYHHKA.

7) JOAATKOBI JOCHIKEHHS TOKCHUHOCTI:

AHTHIEHHICTD (YTBOPEHHS aHTHTIN)

Mecanasus, nikapcekuii 3aci® ans JikyBaHHA BHMpa3sKOBOro
KoniTy Ta XBopoGu KpoHa, A0CHiIKyBanH Ha aHTHIEHHIiCTh Ha
MOPCbKHX CBHHKax, MHIIAX Ta wiypaX. Y TecTi Ha aKTHBHY
cHcTeMHy aHadinakciio MOPChbKi CBHHKHM oTpuMyBann 50 abo 250
MI/Kr  MecanasMHy okpemo a6o 50  mr/kr Mecalla3uHy,
BKJIIOYEHOr0 B MOBHWI an'toBanT PpelHja, MpoTe KOMHOT
aHadinakTuuHoOI peakuii He BUHUKano. V TecTi nacHeHol WwKipHOT
anadinakcii He GyJ0 BUSBIEHO AHTH-MECAJIA3MHOBHX AHTHUTIN y
MOPCbKHUX CBMHOK, ceHcuOinizosannx 50 abo 250 mr/kr
mecanasiHy abo 50 Mr/kr MecallasHHy, BKIIOYEHOTO 10 NOBHOO
an'toBanTy @peiiHaa, a Takok y Muwei, cencubinizosanux 50
abo 250 mr/kr mecanasuny a6o 100 Mkr/ros. MecanasHHy,
BKJIIOYEHOTO 0 refiio TiAPOKCHAY altoMiHi, OTike, MecanasuH
HE MA€ aHTHI€HHOT aKTHBHOCTI B YMOBaX AaHOrO JOC/iIKEHHS.

iMYHOTOKCHYHICTB

AHTHreHHiCTL 5-ASA  Gyna nepesipewa B TecTi akTUBHOT
CHCTEMHOT aHaginakcii Ha MOPCLKNX CBUHKAX Ta B TECTi MACHBHOT
wkipHoi aHadinakcii Ha MOPCBKMX CBHHKaX (3 BUKOPHCTAHHAM
CHPOBATKH BiA ceHcHGiNizoBaHHX MOPCLKHX CBHHOK) Ta ulypax (3
BHKOPHCTAHHAM CHUDOBATKH Bi ceHCHOINI30BaAHWX MULLEH ABOX
pisHux wramis) (Wada, 1994). Cencu6inizauis BinGysamacs
NEpopaeHUM WAAXoM (3aranom 15 mo3 50 a6o 250 mr/kr vy
MOPCbLKHX CBHHOK i MHueii), minmkipHum waaxom (50 mr 5-
ASA/kr 3 moBHuM an'toBaHTOM PpeiiHaa y MOPChKHX CBHHOK)
ab0 BHYTPilIHLOOYEPEBHHHAM LITAXOM (100 MKr S-ASA/TRapuHy
3 rigpokcuaom amominiio). Bukauk (To6To anadinakciro)
BHK/IHKATH 33 JONOMOTOK CHPOBATKH TBAPHH (MOPCHKMX CBHHOK
abo wiypis), AkuM 3a | roauuy 0 uporo sBoaunn 1'000 mr 5-
ASA/kr. V ceHcHOiNi30BaHNX MOPCLKHX CBHHOK i MULIEii THTPIB
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aHTUTI He crocTepiranocs. V Tecrax Ha MACHBHY Ta aKTHUBHY
aHainakciio He Gy/0 BUABIEHO KOLHOT NO3UTHBHOT peakuii Ha
5-ASA. Takum YHHOM, L€ DOC/HiAKEeHHS NPOAEMOHCTPYBANO, IO
5-ASA, BBeacHwHit pisHUMH UNTAXaMH, He BHKJIMKAE IMYHOreHHOT
BIANOBI i,

NOCIIIOKEHHS MeXaHi3MiB aii

Hani He HagaHo

iKapchKa 3anexHicTh

JaHi He HapaHo

TOKCHYHICTL MeTaboniTiB

OcHoBHHIT MeTaBoniT 5-ASA, N-auetun-5-ASA, ne MPH3BOAHB
A0 CTATHCTHYHO 3HAYYIIOro 36inblieHHs wactotn SCE abo
Mikposazep y miMdounTax TIonuHmn MpH TECTOBUX KOHLEHTpauisax
10 8 mxr/mn_(Mackay 1989).

TOKCUYHICThL AOMIILIOK

Creundikanis mecanazuny (knac SH), oTpumanoro Bia komnanii
Cambrex, innosinae moHorpadii €@ wHa  mecanasun
[04/2013:1699, y penakuii 8.0]. Ockinbku He gci JNOMILIKH,
3rajavi B uilt MoHorpadii, nos'ssani 3i cnocoGom CHHTE3y, 110
BHKOPHCTOBYETLCA LIMM BHPOOHHKOM, K 1OMilIKH, nepeJiiveHi
Y BIANOBiAHiii MoHorpadii €. Bianosiano mo posniny 3.2.8.3.2,
y Tabnuui 9 HaBemeHo nepenik BiZOMHX AOMiMIOK Ta IX
FPaHHYHUX 3HA4€Hb, 1O CTOCYIOThCH BUPOGHHKA cyOcTaHuii
Cambrex. Ls cneundikauis NpUaaTHA N8 KOHTPOMO AKOCTI
sikapebkoi  cyGeranuii  (knac SH), wo  niateepmkeno
ceprudpikatom  CEP  2004-093, nananum €Bponeiicbkoto
AUPEKTHBOIO 3 AKOCTI JikapchKUX 3acoBiB Ta OXOPOHH 310POB's
(EDQM). Mexa 0,05% n1s Oy b-AKOT IHLIOT JOMIIIKH € HHKUOI
3a kpamigikauiitnuil nopir, nepentavennii ICH M7.
Creundikauis  mecanasuny, oTpumanoro sia PharmaZell,
Bianosizae moworpadii €P Ha Mecanasun [04/2013:1699, y
penakuii 8.0]. Ockinbku He Bci NOMILUKH, 3rajaHi B Wi
MoHorpadii, mnoB'3aHi 3 crocoBowm CHHTE3Y, IO
BHKOPHCTOBYETLCS LIMM BUPOOHHKOM, JIeAKi 1OMilIKH, nepenivei
Y BiAnosinuii Monorpadii €®. Bignosiaxo 1o poszainy 3.2.8.3.2,
y Tabmuui 10 HaBemeHo nepenik BiOMMX JOMIlIOK Ta ix
TPAHHYHHX 3HAYCHb, WO CTOCYIOThCA BHPOOHMKA CyGcTaHLii
PharmaZell. Creundikauis npugatsa ans KOHTPOJIO  SKOCTI
Jikapebkoi  cyGeranuii  (knac SH), wo mninTeepakeHo
ceptudikatom CEP 2003-203, sumanum EDQM. Mexa 0,05%
wis Oyab-AKoT HIWOT AOMILIKH € HHMKYOo0 3a kBaniQikauifiHuii
nopir, nependauennii ICH M7.

iHLLIEe

[ToteHnuiiina 31aTHICTh caniunnaris BHKJIMKATH
He(POTOKCHYHICTL  100pe  3a10KYMEHTOBAHA,  BKIIOYAIOWH
BUHHKHEHHA  HHPKOBOrO  ManiIApHOrO  HeKposy  micis
GaraTopas’oBoro nepopanbHOr0 BBeAEHHA S5-ASA uypam JiHit
Crnper-oyni. Tloganblwi nocnigkenus Oynn nposeaeHi ans
OLIHKH HePOTOKCHUHOTO NoTeHwiany 5-ASA.

B omnomy nocnimkenni camkam 6e3nopomHux wypis (n = 60)
BBOIMAH 5-ASA 'y Bursai oaHOpazoBoi BHYTPIiLIHBOBEHHO]I
in'ekuii y nosax 0 (pizionoriuuuii po3uun), 214, 429 a6o 873
mr/kr  (Calder, 1972). Bsenenns 5-ASA acouilosaiocs 3
HEKPO3OM MPOKCHMANLHHX 3BHBHCTHX KaHanbuis (13 TeapuH) i
HUPKOBHX COCOYKIB (23 3 60 TBapuH); Xoua piBHi 103, NOB'A3aHi 3
UMMH  TOKCHYHHMH  edekTaMu, He OynM BU3HaueHi B
omyGnikopaHOMy  3BiTi, OyJ0 BiZ3HA4YeHO, WO THKKICTL
NOWKOIKEHHA He Oyna nocNigoBHO noB'S3aHa 3 /103010,
[Towkomwkerns naningpHoro enitenito sce Lie Gy10 OYEBHAHHM y
TBAPHH, AKUX OYJO [PHHECEHO B KEPTBY MicHs 2-THKHEBOrO
nepiony cnocrepexers. Ciia 3a3HauMTH, WO WX BREIEHHS
N034, BHMKOPHUCTAHMH Yy ULOMY NOCHIAKEHHI, He BiAMOBimae
nependauyBaHoMy KAiHi4HOMY wWwsXy (To6TO nepopajbHOMY ).
Hani 3 onyGnikoBaHoi HayKkoBOT NiTepaTypH BKasyioTh Ha Te, WO
nauientn i3 33K, aki oTpumyioth nikysanus 5-ASA, MaoTh
NiABHINEHHH PU3MK PO3BHTKY HHPKOBHX 3aXBOPIOBAHb, OHAK
YacTOTa IX BHHMKHEHHA € HM3bKOK | He 3aleHTh Bil J103H;
nauieHTH, fAKi 3aCTOCOBYBaNM MecalasuH abo cyJbhacanazu,




MaJli 3iCTaBHI
2004).
HedpoTtokcnunicts 5-ASA Takosx NOCTIKYBaM Ha Wypax JiHii
Fischer 344, Lister-Hooded Ta Sprague-Dawley micns
BHYTDIIIHBOBEHHOrO BBeneHHs 600 Mr 5-ASA/kr (Lundberg
1995). 3 uux wramis camui Sprague-Dawley 6ynu Haiiinsm
CIPUAHATIHBUMH 10  iHAYKLii He(pOTOKCHYHOCTI.  ABTOpH
MPHIYCTHIH, WO HU3bKUI piBeHb 5-ASA y nnasmi kposi moske
OyTH BaX/IMBUM 1115 YHUKHEHHS HePOTOKCHYHOCTI Y MmawieHTiB 3
BK.

Hocninxkenns O TaNBMOOTIYHOT TOKCHYHOCTI

B oanopiuvomy nmocnimkemni NepOpanbHOI TOKCHYHOCTI y cofak
odTanbmockoniuHe  obcTeKeHHS MiATBEPANNO  HAABHICTB
MYKOTIHOTrO KOH'OHKTHBITY v | KoGens Ta | camiu (npw no3i 108
Mr 5-ASA/kr/noGy) Ta y 1 camku (npu no3i 180 mr S-
ACA/kr/noby), 1o BRaXanocs nos'ssaHuM 3 nikyBanHam. 330 -
L€ 3aMajibHe 3aXBOPIOBAHHSA Oueil, BIHOCHO MowHMpeHe cepen
cobak 3 wuwactororo 3,4% (Barnett and Joseph 1987). V¥
clieliaabHOMY TOCIiIKEHH, MIPOBEIEHOMY 3 METOK) BHBYEHHSI
notexuiamy possutky 330 y cobak, ski OTpUMYBanH 103y 5-ASA,
cobaku nopoau Girib OTpUMYBaH nepopansHo 103y o 100
MI/kr/noby mpotsrom 52 TwkHiB (Barnett and Joseph 1987).

PH3HKH DO3BUTKY HHPKOBHUX sBuil (Van Staa

Brnepwe 330 6yno miarHoctoBamuii  Ha 22-My  TIDKHI
NOCHIIKEHHA | 3roAOM  MNporpecysas Sk 3a  4acTOTOI
BUHHKHEHHSA, Tak i 3a cTynmeHeMm TskkocTi. Hanpukisui

nocnimkenns y 1 vonomika Ta 3 KiHOK, fKi oTpumysann 100
Mr/Kkr/n00y, | xinkn - 60 Mr/kr/no6y Ta 3 xiHok - 40 Mr/kr/no0y,
Oyno miarHocrosaHo 330, 6e3 KOMHUX NOKA3IB 3aJ1eXKHOCTI Bij
Ao3n. He Gysio nosinomaews npo e, wo S-ASA cnpuuunse ousi
YPaKEHHS Takoro tumy y mojaei. MMoBipro, wo cobaka He €
TIPOFHOCTHYHOIO MOZEANK AN JIOAHHHM wWoao iHaykuii 330 5-
ASA.

5. BUCHOBKHM 11010 OKNIHIYHOIO BUBYEHHS

[TpoTuzanaibHa nis 5-ASA 3yMOBEHa Garatbma
papmakonoriunumu edektamn. ABcopOuis 5-ASA 3 Tabnetok
TI105 saTpumyeTbea i, Mo#AUBO, € HEMOBHOMO, WO rapaHTye, Lo
5-ASA nocsarae cBo€i TepaneBTHUHOI MiweHi B KULIEYHUKY |
MOKE YHMHHMTH CBOK Ail0 MicueBo, 3a OakaHHAM. 5-ASA
MeTabonisyeThea 10 N-auetun-5-ASA i BUBOAHTBCS MEPEBAXKHO 3
ceuero.  DapMakoNoriuHi  HocnimKeHHs 3 Oe3nekH  He
MPOAEMOHCTPYBANH CMEUH(IYHOTO PU3MKY ANS NauieHTiB npu
3aCTOCYBaHHI Tpenapary y BiANMOBiZHMX mo3ax. [MpuitHsaTHU
TepaneBTHYHUN iHaekc OyB BCTAHOBNEHHIH 32 JOMOMOrOIO
AJICKBATHO  CMJIAHOBAHMX  TOKCHKOJIOTIYHHX  JOCHiKeHb,
besnepepsHe 3acTocyBanHa NikapcbKoro 3acoly MPOTArOM MOHaA
TPBOX AECATHNITL [0 MoToro 2015 poky npu3Beno o Toro, w0
KyMY/IATHBHA €KCMO3MUIs JlikapcbKoro 3acofy sl nauieHTiB
CTaHOBMNIA MOHaA 2,5 MJIH POKIB MPH 3aCTOCYBaHHI 1060BOT 103H
1,5 r mecanasuny, susHauenoi BOO3.

Lle, pasoMm i3 n06poto KkniHiYHOW nepeHocumicTio (aHB. MOy b
2.74) ra edekrusnicTio (aus. moayns 2.7.3), NiATBEPIKYE
HOUIMbHICTh 3acTocyBaHHs Tabnetok TPOS y nauientis 3 BK
BIAMOBI/HO /10 3aNPONOHOBAHOT IHPOPMALL]. AAAAPHIHAUCHHS.

3asBHHK (BJIaCHHK
peecTpauiiiHoro nocBiaYeHHs)
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Honmatok 30

o Hopsiaky nposesieHHs ekcrnepTusu
peecTpauiiitux MaTepianis Ha Jlikapchbki
3aC00M, WO NOAAIOTLCSA Ha AepiKaBHY
peecTpauiio (nepepeectpalliio), a TaKOK
€KCrepTH3K MaTepiaiB Npo BHECEHHA
3MiH /10 peecTpauiiinux mMatepianis
NpOTAroMm Aii peecTpauiiHoro
NOCBIAYEeHH

(nynkr 4 posainy 1V)

3BiT npo kainiune BunpoSysanns Ne - IioTHe KocTizTKenHs §

1. Hasga nikapcekoro 3aco6y (3a HasiBHOCTI -
HOMEp peecTpauifHOrO NocBigYeHHs)

Mecanasun, TP05, Acakon 1600 mr

KOJOBaHHH HOMEp KJIHIYHOrO BUNpoOyBaHHs

2. 3asfBHHK Tinorc dapma AT’
bacnepuirpacce 15
4310 Paiindenbaen
IBeiiuapis
3. BupoGHuk Tinorc dapma AT
4. [poeeneHi gocaigkenns: W TaK Hi  AKLLO Hi, HajaiiTe o6rpyHTYBaHHS
1) THn nikapceKoro 3acoly, 3a SKUM Mecanasun
npoBosiiaca abo naaHyeTbes peecTpallis
5. [loBHa Ha3Ba KiHiYHOTO BUNpoGyBaHH4, Crocreperxkenns TaGleTOK Yy BHMNOPOKHEHHAX —micis

nepopanbHoro npuiiomy 3 tabnerok TP05 opuu pas Ha
100y, BIAKPHTE JOCIIKEHHS, 1B LIEHTpH

6. Pasa K1iHIYHOrO BUNPOOYBaHHS

[MinorHe pocnimkenns, TPOS 6Gymo pospobieHo s
PO3LIMpeHHs JiHIfKKH 3aTBep/KeHux Tabnerok 400 mr Ta)
800 mr

7. [epioa npoBeneHHs KiiHiuHoOro
BUIPOOYBaHHA

3 27 mororo 2013 poky no 03 uepsna 2013 poky

8. Kpaiuu, ne npoBoauiocs kiiniune
BUNPOOYBaHH:

IseHuapia Ta Yecbka Pecny6aika

9. KinbkicTb qocnimkyBaHux

3arjiaHoBaHo: 16

daxTHuHO: 12

10. Meta Ta BTOpHHHI LN KJAiHIYHOrO
BUMPOOYBaHHS

MeTor0 UBLOro MiNIOTHOrO A0CTiIKEHHS GYN0 OLIHUTH, 4K
MPU3BOANTE mpHiiom 3 Tabnerok TPO5 (nBox pisHux
MPOTOTHIIIB NOKPHTTIB) OJMH pa3 Ha JeHb (3 1-ro no 3-i
neHb) 10 eKckpeuil Hepo3uuHeHMX ab0  4acTKOBO
PO34HHEHHX TabJIETOK 3 KaloM.

1. Musaiin kniHiYHOrO BUNpoOyBaHHA

[le BiaKpHTE /BOLEHTPOBE MiNOTHE [OC/TIMKEHHS 3
y4actio 12 nauieHTis 3 Bupazkosum kositom (BK) nerkoro
CTYMEHs! AKTHBHOCTI.

12, OcHOBHI KpUTEpii BK/IHOUYEHHS

1. Yonosikn abGo HeBariTHi KiHKH, SKi He royHoTh!
rpyaato, Bikom Bia 18 mo 55 pokie JKiHku aitopoaHoro
BIKY MOBHHHI MaTH HeraTMBHHUI CMpPOBATKOBMif TecT Ha
BAariTHiCTb 10 MOYaTKy MPUHOMY  AOCHiAKYBaHOrO
npernapary Ta BUKOPMCTOBYBATH rOPMOHaJIbHI
(nepopanbHi, imnuaHtoBati abo in'ekuiitni) aGo Gap'epHi
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METOM KOHTpaLeniii, iMnnanToBani abo iy 'ekUiiHI) abo)
MOJABIHHUI 6ap EpHUIT  MeToj KOHTpauenuu MpOTATOM
yeporo pocniuienns. JXKinku, ki He MOXKyYTb MaTH aiTel,
MOBHHHI MaTH BIAMOBIAHY AOKYMEHTALiIO B MEPBUHHHX|
JIOKYMEHTaX  (HampvKk/Iaj, TMepes'sska MaTKOBHX TpyO,
ricrepektomis  a6o MocTMeHonaysalbHMH  nepio
[BM3HAUAETBCA K MiHIMYM OfIMH pik 3 MOMEHTY OCTaHHbOI
MeHCTpyaLii]).

2. Tlauientv 3 BK, y BHNOPOKHEHHSX SKHX NpoTAroM
OCTAHHBOIO THIKHS 3'SBJIAIMCS MPOXKHIKHU KPOBI.

3. MNauientn 3 BK 3 wacrorolo Bunopoxktens |- -2/noby >
HOpPMH.
4. Tlauientw 3 BK., aktushicTs 3aXBOPIOBAHHA AKHX|
UTKY UK racTpoeHTeposior OUIHIOE fIK JIETKY.

5. 3paTHICTL NalieHTa MOBHOLIHHO OpaTH yyacTb y BCix]
ACMEKTaX LbOro KIHIYHOro BUNpoOyBaHHs.

6. [ucbmoBa iHdopmoBaHa 3roaa mae OyTH oTpumaHa T4
3a/I0KYMEHTOBaHa.

13. HocnimkyBaHuii nikapcbkuii 3aci6, cnoci
3aCTOCYBAHHSA, CHIA il

JlocnimkyBane  nikyBaHHA  CKnaganocs 3 TaGieToK
Mecanasuny mo 1600 mr (TPOS F ao TP05 G).
JlocnimkyBaHuii niKapCbKnﬁ 3aci® npuimMany nepopanbHo
o Tpu TabneTKH TpH AHI MOCNinb, NpUGANH3HO 3a FOJTMHY]|
10 CHIJaHKY (3aranbHa no3a = 9 TaGieTok a6o 14,4 n
MecaslazHHy).

14. Ilpenapar nopiBHsHHs, 1034, cnociG
3aCTOCYBaHHs, cHaa aii

He 3acTocoByeTbes

15. CynyTHs Tepanis

He 3actocoByerbea

16. Kpurepii oLiHkH eexTHBHOCTI

Kinbkicts Tab1eToK, 110 3'ABAAIOTHCA Y BUIOPOKHEHHSX.

17. Kpurepii ouitku 6esneku

3a yotupu-cim (4-7) aHIB 10 nouatky npuiomy TaGneToK
TPOS5 Gyno B3aTo 3pasku kposi (2 npoBipku) Ta ceui s
aHalizy 3 METOIO BUKJTIOYEHHA OCHOBHHX Bi/IXM/IEHb (IMB.
iabopatopHi  BiaxuieHHs B posaini  "Kpurepii
BHKJIFOUEHHA"), WO BKAa3ylOThb Ha OCHOBHE Ta 10Ci He
BHABJICHE 3aXBOPIOBaHHA. 3 MeTOO (e3neku 3pasku KpoBi
(2 npobipku) Ta ceui Oynu Bigibpani uepes 2 THHKHI mics
MPHHOMY OCTaHHBOI J03H JOCIILKYBaHOrO JiKapehKOro
3acoly.

18. CtaTHCTHYHI MeTOOH

He 3acTocoryerbes

19. Jlemorpadiuni okazHUKH J0C/i 1Ky BaHOT
nonynauii (crath, Bik, paca, ToL0)

IMpenapar F Ipenapar G

Bix

Cepenniii 43 28
MiHIManbHHIA 19 24
MakcumanbHHH 53 31

Crarb

Yonosiua 4 2

DKinoua 5 |

20. PesynbraTit epeKTHBHOCTI

3aranom 72 Tabnetkn npenapary F npuitnanu 8
nocnikyBaHux i 27 Tabnetok npenapaty G npuiinsnm 3
NOCIIKYBAHUX — MPOTATOM  TPhOX  JAHIB  MOCHiJb.
Pesynbratu 8 nocnifxkysanux, ski npuiimanu npenapar F,
i 3 mocniukyBaHMX, sKi npuiiManu npenapat G, MOXH3
Oyno ouinuth. Oauu  yuacHHk Oys BTpaueHwmii ans
nopanbworo crocrepekeHHs (806F). 3 99 npuiinaTtu




ra0s1eTok 0 BUSBUIHCS LITHMH Y BHIOPOKHEHHSIX,

21. PesynbraTi Gesnexu

Ipenaparn F G
byab-ski Hebaxkani sBULLA 111
Tsxki HeGaxaHi aBuLLa 0
[lomipHi Ta MofepoBaHi 3axoau 10 1
CepiiosHi HeGaxkaHi aBULLA 10

Heb6asxkani siBuiua, wo npussoasts
/10 MPUMIHHEHHA NPHHOMY Nlikapcbkoro 3acoby 0 0
Cwmepri 0 0

Cepiiosni nebaxani svwa: nauient 804F: kaminb y
HHpKax, JIETKOTO ~ CTyMNeHs, [NaUieHTH OTpUMYBajH
[lernann HCL ta Hosanrin i ogyxanu. [ogis ue Oynal
NOB'A3aHa 3 JiKYBAHHIM Y J1OC/Ti IKEHHI.

22. BUCHOBOK (3aK/I04eHHS )

B oanoro 3 11 yuachukis (oaun Oye BTpaueHuii a1
MOAANBIIOrO CMOCTEPEIKEHHS) BUHUIUIO Cepiio3He mobiume]
ABHILIE, a Y 7 y4acHHKIB - 11 noGiunux seuuy. Vei noiuni
peakuii Oy/iu IErkoro Ta NOMipPHOro CTYMeHs TAXKKOCTI Ta
BHHHKAQJIM MPOTArOM OAHOrO [HA KOXHA. Bci yuacHukm
noBHicTIO onyskanu. JlocnimkenHs Gyno Binkputhm, 6e3
PKOJIHOTO Mpenapary nopiBHAHHS.

Hynae uinux Ttabnerok Gynmo BuBeseHo 3 OpraHismy
Jl0CIiLKYBAHOT  NOMyAALl, sKka 3aranom npuiiHana 99
rabnerok (72 Tabnetkm npenapary F, 27 rabnerox]

‘3aHBHHK (BnacHHUK

:peec*rpauiﬁmro MOCBIAYEHHS)

| MegerceQeeee s
fe MW%&

npenapaty G) npoTarom Tpbox leIBr\ ERR O

L____
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no IMopsiaky npoeeneHus ekcnepTisu
peecTpauifiiux Matepianis Ha Jikapebki
3aco0u, 1110 NOJAI0TECS HA JepKaBHy
peecTpatlito (mepepeccTpatiiio), a Takosk
€KCMepTH3H MaTepiaiB Npo BHeCEHHs
3MiH 110 peecTpauiiiHux mMarepianis
TNPOTATOM Jii peecTpauiiHoro
MOCBIAYEHHS

(nyHkr 4 posainy V)

3BiT npo kainiune Bunpodysanus Ne TP0502

1. Ha3Ba nikapcbkoro 3acoby (3a HasiBHOCTI -
HOMEp PeECTPaLifHOro MOCBiAHeHH:)

Mecanasun, TP0OS, Acakon 1600 mr

2. 3asgBHHK Tinorc ®apma AT
bacnepupacce 15
4310 Paiindenbaen
[IBeiiuapis
3. BupoGHuk Tinorc ®apma Al
4. INpoeeneHi gociimKeHHs: N TaK HI  AKLIO Hi, HagaiiTe oGrpyHTyBaHHS
[) TMn nikapebkoro 3acofy, 3a SKUM Mecanazun
MPOBOAMNACA ab0 NIaHyeThes peecTpaltis
5. [loBua Ha3Ba kiiHIYHOrO BMNIPOOYBAHHS, TP0502: Biakpure O/IHOLIEHTPOBE dapmako-
KOZOBaHHIA HOMEp KJIiHIYHOrO BUNpoOyBaHHs  [CUMHTHrpadiuHe aocinimkenns | dasm 3a  yuwacTio
3/I0POBHX  100pPOBO/ILLUIB  Ta MNALICHTIE 3  AKTHBHHM

BHPAa3KOBHM KOJITOM 3 pafioakTHBHOIO MiTko TP05 s
OLUIHKH NpodiNiB  LITYHKOBO-KMIIKOBOTO TpaH3UTY Tal
BHBIJIbHEHHSA IBOX Pi3HUX JIIKAPCHKHX HOpM.

[lonpaBka 1: OUIHWTH XapakTePHCTHKH BHBINLHCHHA i
vivo oauiei [1] dopmynu nokpurrs TPO5-tabnetku B
LLIKT y nopiasnni 3 geoma [2] Gopmynamu B ocHoBHOMY|
NIOCJTi JDKEHHI

6. Maza KniHiYHOrO BUMPOOYBaHHA

Daza |

7. Ilepion npoBeaeHHs KNIHIYHOrO
BHINPOOYBaHHA

02 sxoBTHa 2012 - 27 ciuna 2013

8. KpaiHu, ie npoBOAMIOCS KiliHiYHE
BUNPOOYBaHHS

| HaBuanbHuit uenTp y Baseni, LLseiiuapis.

0. KinbkicTb gocnimKyBaHux

I8 sannanopanux (17 3anyueHWX) B OpPHriHATbHOMY|
[OC/IKEHHI 3 TecTyBaHHs 2 npenapartis. [Tonpaskoio 10
MPOTOKOJY Oyno BKJTFOYEHO J0JaTKOBO 9
nauienTis/cy6'ekTis, konm Gys10 foaaHo TpeTio hopmydy.

Yei 26 cyG'ekTiB/NaLieHTIB 3aBEPLUMIH  JOCTiKEHHS.
Mecanasun OyB NPUCYTHIH y KPOBI OIHOrO y4acHHKA Hal
MOYaTKOBOMY  €Tari  [0CHi/UKEHHs, TOMY OKpPEMHIi
(bapmakokiHeTHuHuit  ananiz Oy nposejeHuii  Ges
ypaxyBaHHsA uporo yqacHuka (502122, npenapat H).

10. MeTa Ta BTOPHHHI LTI KJTIHIYHOTO

[Toyatkora merta pochimkeHHs (TP0502) nonsrana B

OUiHLi XapaKTePUCTHK BHMBUIBHEHHS in vivo 2 pi3HH
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BUNPOOYyBaHHA

peuentyp mnokputta Ttabnerok TPOS no 1600 mr y
LLTYHKOBO-KHLIKOBOMY TPaKTi 3 0COGAHBHM aKLEHTOM H

MOPIBHAHHI BIIMBY BiAMiHHOCTEH Y WOPCTKOCTI MOKPHTTH
Ta BHPOOHMUMX mnpouecax mis TPOS wa LTy HKOBO-|
KHUIKOBHH TPaH3UT Ta npoifti BUBINbHEHHS.

[Tonpaeka (17 sepecus 2012 POKY) BKJIIOHa/a TPETIO
opmyny ans ouinkn (TPO502/A).

11, Jluzaiin kniniusoro BunpoGyanHs

Binkpute oaHoueHTpoBe fociimKeHHS

12. OcHoBHi kpuTepii BKIIOYEHHS

310poBi ocobu (19) Ta nauienTw (7) 3 necneundiunum
BHPA3KOBHM KOJIITOM JIETKOFO CTYNEHs aKTHBHOCTI, BiKOM
BiA 18 10 55 pokie, 3maTHI NoRHOUIHHO Opati yuacTsb yj
LUbOMY  1OC/IMKEHHI Ta  no6GpoBiNBHO  mianucaTH
iHpopMoBaHy 3roay.

13. Hocnimkysannii nikapebkuid 3aci6, cnoci6
3aCTOCYBaHHsA, cHNa ail

[lepopaneHe  BReneHHS OAHOPa3oOBOT  paliOaKTHBHO)
MIYEHOT 1031 HACTYNHMX 3 npenaparis TP(5:

[Ipenapar A: 1600 mr TPO5 TaGnerka

[Ipenapar B: 1600 mr TP05 Ta6nerka

[Ipenapat H: 1600 mr TPO5 Ta6neTka

Tpusanicrs mikyBaums: | Tabnetka MPH3HAYAETHCH
BpaHUi MNepLioro aHs NaLIEHTAM/I0CTIIDKYBAHUM,  SIKI
MOCTH/IK 3 OMIBHOYI HANEPELOHI NEpPLIOro AHS.,

14. TlpenapaT nopisHanHs#, 1034, crioci6
3dCTOCYBAHHS, cHiA il

He 3actocoeyeThes

15. CynyTHs Tepanis

300poBi  cy6'ekTH nOBMHHI Gy YTPHMYBATHCS  Bijl
Oe3peLlenTypHHUX Ta pelenTypHUX JIiKiB (BKITIOYAIOUH
MPOHOCHI, BITAMIHH, HATYPabHI Ta POCTUHHI 3aco0M) Mixg
CKPHHIHFOBMM  Bi3MUTOM (BisuT 1) Ta 3aBEPLUEHHAIM
nocnikenHs.  JI03BOAABCS  enizoaMuHMil npuiom
napaueramony (Makcumym 1 r nporsrom 24 romun) a6o
ALIETHIICANTILIMIIOBOT KUC/IOTH.

[lauienram Oyno nozeoneHo npuiiMati iHwi npenapar,
AKIIO BOHK HE Ml NMpsmMoro (apMakosoriyHoro BITHBY
Ha  MOTOPHKY  Ta  KOHCHCTEHLIIO  BHIOPOXKHEHb.
[lepopanbuuii abo pekranbHuii MecanasuH He 103BOAABCSH
B I€Hb JTIKYBaHHA.

16. Kpurepii ouinku edekTHBHOCTI

He 3acrocoByeThes

17. Kputepii ouinku Gesneku

Hebaxani ssuuia, EKT, disukanshe obcTexens, sUTTEB]
MOKA3HHKH, KJiHi4YHi n1abopaTopHi aocimkeHHs

18. CraTucTHuHI MeTOAM

Ycei dapmakokineTHUHI 3MiHHI naasMu (HOpManbHO T4
IOTHOPMAIBHO  po3noaineHi) Oynu  ysaraabHeHi 3
BHKOPHCTAHHSM  Cepe/Hboro  apudmeTHuHOro  Ta
reoMeTpHYHOrO 3HAYEHb, MiHIMYMY, MeiaHH,
makcumymy, SD Ta koediuienta sapiauii (CV%)
reOMETPHYHOr0 CepeIHbOrO.

DapMaKkOKiHETHYHI NOKA3HHKK Ccedi Oynu ysaranbHeHi 3
BHKOPHCTaHHAM  ceépeaHboro  apudgwmetruyHoro, SD,
MiHIMYMY, MeaiaHu, Makcumymy Ta CV%.

Jlikapcbki 3acO6M  MOPIBHIOBAIM  LISAXOM PO3paxyHKy|
CEPEIHbOr€OMETPHUHHX CIIBBIAHOLIEHb Ta 90% A0BipumX
IHTEPB/IIB U1 OCHOBHHX (hapMaKOKiHETHUHHX 3MIHHMX,
AUCO-t, AUCO0-48h Ta Cyax.

Cumnrurpadiuni paui Gynu npeacrasieni y Bursaai
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CEpPeAHLOrO 3HaueHHs (+ cTaHaapTHe BinXWieHHs) abo)
MENiaHH Ta KBapTMNiB, a MiKIpynoBi aGo 4acosi
IHTEPBA/IM  OLHIOBAJMCA  3a  JOMOMOFOK  TOYHOIO
kpurepito Piwepa aGo kpurepito Kpyckana-Yonica.
Mopdonoris kany 6yna npeacrasiena Y BUMIAAI MeIiaHu
Ta KBAPTH/IB, @ MIKIPYNOBI BiAMIHHOCT] OLHIOBAIHCS 34
kputepiem Kpyckana-Yonnica.

19. lemorpadiuni nokasHuku nocnimkysaHol
MonynAUii (cTarth, Bik, paca, ToLo)

3aranomM y [JOCHiJUKEeHHI B3sM yuacte 26 ocif, axi
MPOHLIIK OUIHKY Ta 3aBepLIMM JOCTIKEHHSA., 3 HMX
nepwi 9 oci6 orpumyBanu npemapar A (6 3I0POBHX|
100poBOABLIB  Ta 3 mauieHTH), HactynHi 8 ocif
OTpuMyBanH npenapat B (6 3nopoeux 1o6posoabuis ta 2
nmauieHTH), a octani 9 oci6 orpumysanu npenapar H (6
3/10pOBHX 10OPOBOLLIB Ta 2 MALlIEHTH).

Cepenniii Bik (+SD) cranoBue 27,10 (£4,91), 33,34
(£12,25) Ta 26,00 (£2,35) pokis a1s 310poBHX 0CiB, fKi
OTpumyBasu npenapat A (50:50 HaniBoprauiunmii),
npenapat B (70:30 wanisopraniunuit) Ta npenapar H
(70:30 Boanwmit), BianosiaHo, i Bapitosas Bix 21,5 10 50.6
poki. Cepeaniii Bik (+SD) craHoBu 43,65 (+10,48),
37,85 (£13,49) i 28,21 (£2,61) pokis ans nauieHTis, ski
OTpUMyBanu npenapatd A, B i H, BianosiaHo, i Bapitosan
BN 26,4 no 52,8 pokis. 3 26 yuacuukis 26 (100%) Gyau
Ginumu, a 15 (57,7%) — vonoBikamH.

20. Pesynprati epexTHBHOCTI

He 3acrocoByethes

21. PesynbraTi Ge3neku

Bicim (88,9%), wotupu (50%) Ta n'ste (55,6%) 3[0POBHX
oci6 abo mauieHTis, gki oTpumyBanu npenapatu A, B aGo
H, noBigoMuiM woHaiMeHIe NMpo ogHe HebaxkaHe ABMILE
(HA), 3 sxux 6 (npenapar A: 66,7%), 4 (npenapar B:
50%) Ta 2 (npenapat H: 22,2%) Gyaum mnoe's3ani 3
NMPUAOMOM  JOC/IMKYBAHOrO  JliKapchbKOro  3acoby|
BianosiaHo. [lpo cepiiosni Hebasani sBHwa (HAD)
noBioMuB  oauH  (11,1%) 3n0poBuii  cy6'ekt, sKuid
oTpumyeae npenapat H. Haiuacriwnm HS 6ye ronosnuii
Oinb, npo skuii nosinomunu 7 3 9 cy6'exTie/mauieHTis
(77,8%), saki orpumyBanu npenapat A, 4 3 8, ski
oTrpumyBanu npenapat B (50,0%), i 3 3 9 (33.3%), sxi
oTpumyBanu npenapat H. Bei ronoeni Goni Gynu nerkorof
ab0 MOMIpHOro CTYMEHs TAKKOCTI.

22. BUcHOBOK (3aKmioueHHs)

Bei tpu npenapatu TP0S mators cxosxi papmakokiHeTHuHI
Ta cuumHTHrpadivuHi BAACTHBOCTI | € Ge3neyHUMH JUIs
UTFOIMHH. B T
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no Ilopsaky nposeneHns excneprusm
PeecTpaUifHHX MaTepianis Ha ikapcbKi
3aCO0H, LIO NOAAIOTLCS Ha JIepIKABHY
peectpauito (nepepeectpatito), a Takosk
€KCMEPTH3M MATepianiB Mpo BHECEHHS
3MiH J10 peecTpauifHuX Matepianis
MpoTAroM Aii peectpauiiitoro
NOCBIAYEHHHA

(myHkT 4 posainy V)

3BiT npo kainiune Bunpodyanus Ne TP0503 Yacruna I

1. Haspa nikapcbkoro 3aco6y (3a HasBHOCTI -
HOMEp peecTpaliHHOro MOCBiAYEeHH:)

Mecanasun, TP0S, Acakon 1600 mr

KOI0BaHHH HOMEP KJIiHIYHOTO BHMpoGyBaHHs

2. 3asBHHUK Tinorc ®apma AT’
bacnepuirpacce 15
4310 Paiindensnen
LBeiiuapis
3. BupoOHuk Tinorc ®apma AT’
4. [poseneHi nocimkeHHs: B TaK HI  AKLIO Hi, HagaiTe oGrpyHTYBaHHS
1) TN nikapeekoro 3acofy, 3a AKUM Mecanazun
npoBoauacs abo nnaHyeTbes peecTpalis
5. IloBHa Ha3Ba KIIHIYHOTO BUNPOGYBaHH, TP0503: PanpomizoBane aKTHBHO-KOHTPOJIbOBAHE

Mo/BiHHe clline Ta BIAKPHUTE po3LIMpeHe LOCTiKEHHS 11
OUIHKH  eeKTHBHOCTI, JOBrOCTPOKOBOI GesnekH Tal
nepeHocumocti npenapaty TPO5 3.2 /106y ans nikysanms
AKTHBHOI'O BHpaskoBoro koity (BK).

Yactuna [ PanjomizoBaHa AKTHBHO-KOHTPOJIbOBaHA|
noABiHHA crina iHayKLig

NCT01903252
EudraCT Ne: 2013-000366-11

6. ®a3za KIiHIYHOrO BUNPOOYBaHHA

Daza Il

7. llepioa npoBefieHHs KJIiHIYHOrO
BUNpoOyBaHHA

15.07.2013-26.10.2015

8. Kpaiuu, ae npoBoaunocs KiiHiune
BUIIPOOYBaHHS

Binopycs, benbris, bonrapis, Kanaaa, Yechka PecriyGunika,
Janis, @innanais, Opanuis, Yropuuna, Ipnauais, Jlareis,
Jlutea, Hopseris, [lonbwa, Pymynis, Pocis, Cep0is,
Cnoauunna, Icnawuis, IllBeuis, Ykpaina Ta Benuka
bpuranis

9. KinexicTs nocaimkyBanux

3aruiaHoBaHo: 800

chakTuuHo: 817

10. MeTa Ta BTOpHHHI LT KNiHIYHOTO
BHMPOOYBaHHA

IHyKuis - ocHOBHA MeTa

OCHOBHOIO METOIO iHAYKLIHHOT (hazu GyJ10 BU3HAUMTH, Ui
HE MOCTyMaeThes 8-THikHeBe NikyBaHHs 3,2 r/no6y TPOS
3,2 r/noby Acakony B iHAYKYBaHHi KNiHiuHOi Tal
eH/locKoMivHOT pemiciT (ouinka < 2 Ganis 3a wkanoro Meiio,
NMPH LBOMY KOAECH OKPEMHI NOKa3HWK He MepeBHIIyE |
Oan).
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BropuuuuMu uinamu uboro gocaimkenns Oy./1 ouinka
Henepesepuerocti TPOS5 B inaykyBaHHi:
- eHaocKomiyHa pemicis (enmockoniunmii
cybpesynbTar 0) Ha 8-My THIKHI
- EHJOCKOMIYHA  BiAMNOBIAL Ha 8-My  TKHI
(3HMIKEHHSI  €HJIOCKOTIIYHOro cybpesyabraTy 34
lkanoto Mekio woxaiiMenwe Ha 1)
- KJiHiYHa pemicis Ha 8-my TukHi (0 Ganie sk 3al

HaCTOTY BHMOPOXKHEHb, TaK | 3a peKTalbHi
KpOBROTEUI)

- cybpesyabTaT pekrtanbHoi kpoBoTeui 0 Ha 8-my]
THXKHI

- KIIHIYHAa Ta eHA0CKOMiuHAa BIANOBiOb Ha 8-my
THIKH]

- KJiHiYHa pemicis Ha 12-My THoKHI

- KJIHIYHA BIANOBIAL Ha |2-My THoKHi

- cyOpesyabTat pektanbHoi kpooTeui 0 Ha 12-my
THIKHI

- KJIiHIYHa peMmicis sk Ha 8-My, Tak i Ha 12-my THIKHI

- KJliHi4Ha BiANOBIAbL Ak Ha 8-My, Tak i Ha 12-my
THXKHI

- 3MiHH 32 WKanoo MeHo Ha 8-My THKHI Ta 3MiHK 34
wranoto PMCS na 8-my Ta 12-mMy TipkHax
BiAMOBIAHO

- 3MIHM  pPeKTalbHOI  KpPOBOTEYI Ta  YacTOTH
BHNOPOXKHEHb Ha 8-My Ta 12-My THIKHAX

I'l. u3aiin krinivHOro BUNpo6yBaHHs

[le Oyno paHmomizoBane, noxeiiiHe ciine, aKTHBHO-
KOHTPOJIbOBAHE, OaraToueHTpoBE, HenepexpecHe
nociimkeHHs 3 dasu 4ns oUinky Ge3neku Ta e(eKTHBHOCTI
3,2 r TPOS Ha no6y B nopieHsHHI 3 3,2 1 Ha 100y Acakony
3 BIAKPUTHM MPOJOBKEHHAM /18 OLIHKH JOBrOCTPOKOBOI
Oe3nekH Ta MepeHOCHMOCTi TPOS, wo 3acrocosysascs
MpOTAroM 26 THHKHIB.

12. OcHoBHI KpUTEpIT BKAIOYEHHS

Kpurepii sinbopy:

(1) Yonosikn aGo HeBariTHi iHKW, fKi He rOAyIOTH
rpyanto, Bikom Bin 18 pokis. JKinku 3 penpomykrueHum
MOTEHLIANOM MOBHHHI MaTH HEraTMBHUI CHPOBATKOBHii
TECT Ha BariTHICTb /10 paHAOMi3auii Ta BUKOPHCTOBYBATH
FOpPMOHANIBHI (MepopanbHi, iMniaHToBaHi abo iH'eKuiliHi)
abo OGap'epHi MeToaM  KOHTpOMIO HapOKYBaHOCTI
MPOTAroM ychoro nociifukeHHs. MiHku, ki He MOXKyTh
MaTH JiTed, MOBUHHI MaTH BILMOBIAHY MOKYMEHTALLO Y]
MepBHHHIA  MenuuHid  nokymenTauii  (Hanpukiag,
nepes'aska  MaTkOBMX  TpyD,  ricrepektomis  aGo
NOCTMEHONAY3a/IbHHIA Mepion [BU3HAYAETBCS AK MIHIMYM
OZIMH PIK 3 MOMEHTY OCTaHHBOT MEHCTPYaLLii]).

(2) 3anokymenToBanuii aiartos BK: aiarnos BK Gasysascs
Ha OUIHUI JocifHMka Ta OyB [OCTYMHHMI mnig uac
paHaoMizauil,

(3) AxtuBHui BK Bu3HauaeTbes 3a 10noMorolo:

a. Ouinka 3a wkanow Meiio >5

b. Ouinka komnoHeHTa curmoinockonii > 2, MiATBEpKEHA
LIEHTPAJIbHUM OIJISII0M Ta

c. OLiHKa KOMIMOHEHTa PeKTAILHOT KPOBOTEH] > |

(4) 3natHicTb cy6'ekTa MOBHOUIHHO GpaTH yuacTsh y BCiX
acreKTax LbOro KJIiHIYHOro BUNpoOyBaHHs.

(5) Iucbmosa iHopMoRaHa 3roaa mae 6yTH oTpuMaHa Tal
3a/10KYMEHTOBaHa.
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[nnykuiiina dasa - OcHosni KPHUTEpIT Ans BUKIHOUEHHS
BKJIIOHAKOTb:

Jlocnimkysani, siki ACMOHCTPYIOTb Oy/ib-AKY 3 HAaCTYMHMX|
03HAK, NOBHHHI OYTH BUKJIIOYEHI 3 1OCi ke HHS:

(1) Tsxkuii nepe6ir BK  Busnauaerbes 34 TaKMMH
KPHTEpisAMH:

> 6 KPOB'SHHCTHX BHIMOPOIKHEHb Ha no0y 3 oaHuM abo|
IIEKINIbKOMA 3 HACTYTTHHX CHMIITOMIB:

d. Temnepatypa B poTOBiH noposkuuui > 37,8°C abo >
100,0°F

b. nyabe > 90 yn/xs

c. remornodin < 10 r/gn

(2) TlpokTuT: aucTanbHe 3aXBOPIOBAHHA, IO OXOIUIKE
HULIC  MpAMY  KHMIIKY, TOOTO 3aXBOpPIOBAHHA, 110
MOLIHPIOETLCS HA BIACTaHb MeHIle 15 cM Bia aHATBLHOrO
OTBOpY.

(3) JlikypanHs mepopanbHuM Mmecanamizom y mozi > 2.5
r/noby nporsarom 4 TwkHiB 10 panzomizauii. Ilepen
JLOCITIKEHHAM Tepartis MecanaMiHoM y 103i 2,5 r/noby abo,
MEHLLE NOBUHHA OyTH NpunuHeHa Ha BizuTi 2.

(4) JlikyBaHHS peKTalbHHM Me3anaMiHOM npoTsirom 2
TH3KHIB 10 paHaoMizanii

(5) JlikyBanns cucremMuumMu abo pekTanbHUMH CTepoinamu
MpoTArom 4 THIKHIB 10 paHaoMizaLlii,

(6) JlikyBanHs iMyHOAENIPECAHTAMM MPOTSTOM 6 THIKHIB 10
paHAoMI3aLLii.

(7) JlixyBanns indaikcumabom aGo iHwmuMM GionoriuHuMu
VIIKAPCBKMMK  3aco0amMu  npoTsrom 3 Micauwie a0
paHoMizaLii.

(8) Jlikyranns aHTHGIOTHKAMHM npotsarom 7 OHIB A0
paHzoMizaLlii.

(9) JlikyBanus npotupiapelinumu 3acobamu nporsarom 7
UTHIB J10 paHAOMI3aLLil.

(10) JlikyBanHs HIKOTHHOBHM MIACTHPOM MpoTAroM 7 AHiB
10 paHaoMisawii.

(11) Otpumysann Oyab-skuii gocnimkyBaHuii npenapar
npotsrom 30 aHiB 10 panaomizatii.

(12) Konekromis abo yacTkoBa KONEKTOMIs B aHaMHE3.
(13) ABna aucnnasis B 6ioncii TOBCTOT KHLIKH B aHAMHE3].
(14) XBopo6a Kpona.

(15) Heraiihuit  aGo  3Haunuil  PU3HK  TOKCHYHOTO
MErakoJIoHy.

(16) Binomi nopyiuents sropranus Kposi.

(17) TMigeuinena yyTauBicTL A0 caniuunaris, acrnipuHy,
cynbdacanazuy abo 5-ASA.

(18) Kpearunin cupoeatku kposi > 1,5 pasu euiue
BEPXHBOI MEKi HOPMH.

(19 AcnapraramiHotpaHcepasa (ACT),
antaniHaminotpancdepasa (AJIT), saranshuii Ginipy6iH a6o
yscHa ocdarasa > 2 pazu BULIE BEPXHLOT MEKi HOPMH.
(20) CepiiosHe ocHOBHE 3axBOpIOBaHHS, BiaMinue Bix BK,
SIKE, Ha IYMKY J0C/IHHKA, MOXE BIUIMHYTH HA 3/aTHICTh
cy0'ekTa NOBHOLIHHO GPAaTH y4acThb y 110G/ IXKEHH.

(21) 3nomkuBauHa ankorosem abo HapKOTHKAMH B
aHamHesi, Ake, Ha MKy J0C/iAHHKA, MOXeE BIUIMHYTH Hal
3ATHICTb cy0'exra JAOTPUMYBATHCH rnpouenyp|
1OCTI DKEHHS.




(22) Kan nosurusuuii na Tokcun Clostridium difficile.
(23) Barithi a6o »xiHkH, Wo roayiors TPY.AAI0.
(24) onepeanii 3anuc Ha noCHiIKEHHS.

13. JlocnimiyBanuit nikapebkuii 3aci6, cnocié
34CTOCYRaHHA, cuna mii

3,2 r/neus TPO5 (agi Tabnetku no 1600 mr O[MH pa3 Ha
NIEHb)

14. Tlpenapar nopieHsHHA, 1033, Crocit
34CTOCYBAHHA, CHA All

3,2 r/nens Acakon (YoTHpH TabneTku no 400 Mr BpaHLli Ta
4OTHPH TabaeTku no 400 Mr BBeuepi)

15. CynyTths Tepanis

Peuentypui ta 6e3peuentypHi nikapebki 3aco6u, OTpHMaHi
cyG'ektom nicna ckpuninry, peecrpyeanucs B CRF. [Tig]
Hac y4acTi B A0C/I/KEHHI NaLiEHTIB NPOCHIH He npuiiMarth
niku, Aki 6ynu 3a6opoHeHi npu paHaOMi3aLii, 33 BUHATKOM
aHTHOIOTHKIB UTA JIIKYBaHHS 3aXBOPIOBAHE, He MOB'S3aHUX]
3 BK.

Cy6'ektn, ski  norpeGyBanu nouaTky  mnpuifomy
3a00POHEHHX NTiKIB, BBayKAAMCA TAKMMH, L0 He JOCAIIH
ycnixy B JIiKyBaHHi, | GyJiM BUBEIGH] 3 1OCi/KEHHS.

16. Kputepil ouilku eexTHBHOCTI

Kpurepii ouinoBanns:

Edextnnicrs: Ouinka edexktvBHocT! BKIIOYaNa THYHKY]
CHIMOINOCKOMIO, WwKany Meito Ta yactkosy wkany Meiio,
onutyBaabHuk SF-36, EQ-5D, WPAI-UC, peiituuru
raodanpHOl  OUIHKM mMauieHTa Ta Jlikaps, a Takow
BMMIPIOBAHHA PiBHS KaJlbNPOTEKTHHY Yy (heKamiax.

17. Kpurepii ouinku 6esneku

Besnexa: Ouinka Gesnekn BKIIOYANa [OKYMEHTYBAHHS
HeO@wKaHUX ABHLL, (Bi3UKATbHI  OGCTEKEHHS, IKHTTEBO
BayK/THBI TOKA3HUKH, KJIiHIYHI naGopaTopHi aoc/igkeHHs
(remaTonoris, Ximis, avanis ceui) Ta ckpuninr na C.

difficile.

18. CratHcTHUHI MeTOaH

CrarHcTHuHI MeTOAH:

Jlns nepBMHHOT  KiHUEBOI  TOYKM, KJIiHiUHOT T4l
EH/I0CKOMIYHOT peMicii, BU3HAYEHOT K OLIHKA 32 LIKAJIOK)
Mei#io <2 Ganis Ge3 OLIHKH 3a OKPEMHMH KOMIMOHEHTAMH
>1 bana Ha 8-my THxkHI, GyB noGynoBanuii ABOCTOPOHHII
95% nosipuuii iHTEpBaN WOAO Pi3HHLI B NPOMOPLILX Mix
neoma rpynamu (TPOS minyc Acakon). SIkGu HUKHA Mexal
10BIpYOTO iHTEpBay cTaHOBHAa He Ginbe -10%, MoskHal
Oyno 6 3pobuTH BHCHOBOK, WO nikyBanus TP05 He
nocTynaerbesi Acakony B IHAYKYBaHHI KJiHIYHOI Ta
€HI0CKOMIYHOT pemicii

lecatb nonepeaHbo BiAiGpaHUX BTOPHUHHMX KiHLEBHX
TOYOK pemicii Ta Bianosigi Takoxk Oynu ouiHeHi Ha
BI/ICYTHICTb MepeBar 3 BUKOPUCTAHHAM JIBOCTOPOHHIX 95%
JIOBIpUKMX iHTEpBasIiB 00 BiAMIHHOCTEH Yy MpOMOpLisX.
J1n9 iHLWKMX BTOPHHHKX KiHUEBHX TO4OK Gy noGyaoBaHi
JIBOCTOPOHHI  95% joBipui iHTepBanW, a MiKIpyMNoBi
BIZIMIHHOCTi TMOPIBHIOBA/IMCA 3a JI0MOMOrOK TECTIB Xi-
KBaApaT Ans  JMXOTOMIYHHX  KIHUEBHX TOYOK i
KOBapiaLliHHOro aHaJli3y /Ul BTOPHHHMX KiHLECBHX TOUOK.

19. Jlemorpadiuti nokazsHUKH 10CIi A3y BAHOT
nonynauii (craTe, BiK, paca, TOLLO)

Jlemorpadiuni XapakrepucTHkM yuacHukis ananizy SAF,
BKJTOUAKOUH BiK, CTaTh, €THIUHE MOXO/LKEHHS, 3piCT, Bary,
IMT, uacTioBi 6anu 3a wkanow Meiio, Hanu 3a WKANOK)
Me#o, cTaTyc KypiHHs, HIKOTHHOBY Tepamilo Ta
YpreHTHicTh, HaBeneHi B Tabauui 11.1. Cepeawiii BiK
craHoBuE 43,97 Ta 43,31 poky ans rpyn aikysanus TP0S
Ta ACakonoM BIANOBIAHO i konuBascs Big 18,1 no 82,1

poky. binbwicte nauienTis (93,5%) 6ynu Ginumu, 57,3% -
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yonosikamu. Cepeaniit IMT ans ujei FPYNH NaLieHTIB
CTaHOBMB  25,16. 3araiom 58 oci6 (7,1%) 6yan
TenepiliHiMK Kypusamu. Ha MOYaTKOBOMY eTari cepe/Hiii
Gan 3a wkano Meiio craHoeus 7.7 Ta 7,6 nas rpyn
imikysannsa TP0S Ta Acakonom BinnosizHo.

20. Pesynbratn edekTHBHOCTI

[lepBHuni pesyabraTn edexrusuocri

Kniniuna Ta engockoniyua pemicis Ha 8-My THXKHI
[Tokasnuku kiiniunoT Ta engockoniunoi pemicii 3a jaHumu
ananisy IIT craHoBunn 22,2% Tta 24.6% y rpynax TP05 Ta
Acakosly  BIANOBIAHO, 3  pisHuuero y -24%. 95%
IBOCTOPOHHIH AOBIpUHMI iHTepBan wWiel pisHMUi cTAHOBHE
Big -8,4% 1o 3,5%, a noB'szaHe 3 UMM 3HAYEHHS P
HENEPEBHLLEHHA cTanoBH10 0,006. Konu pesynbratu 6ymy
CKOPHIOBaHi Ha BMXi[HI XapakTepucTHKH, PI3HULA M
rpynamu craHosuia -0,6% 3 95% neoctoponiM aoBipummM
iHTepBanom Bin -7,1% 1o 6,0%. Byno Takox BCTaHOBJIEHO,
wo TPOS He noctynaertscs Acakony B Habopi ananizy ITT.
PisHuua Mk rpynamu B Vkpaiui Ta 3axiIHOMy perioHi
BIANOBiNana KpuTepilo HecmiBnagiHHA. 3a BHHATKOM
CxinHoi €Bponu, e pi3HULS cTaHOBUIA -17,5% (95% JI
BIN -28,7% 1o -5,7%), nosipui inteppanu ana seix perioHie
opiBHIOBanH Hy/10. He Gyno BMsBAEHO KOAHMX 03HAK
aKicHoi Bzaemonii (p=0,460, nBocroponHiii Tect Ieiina
CaiiMoHa),

21. Pesynbraru Gesneku

Hebaxkani siBuma:

Y ubomy jociimkenni y 141 yuacuuka, skuii npuiimas
TPOS, Ta 123 yuacHukiB, ski npuiiManu Acakos, BUHHUKIIH
TEAE. TEAE npusgean 10 npunnHeHHs npuiomy
jlocaikyBanoro npenapatry y 50 oci6, 27 ocib, ki
oTpumyBanu TPOS, ta 23 ocobu, siki otpumysanu Acakon.
Haituactiwmm  sunagkom  TEAE  6Gyso MoripLUeHHS
nepebiry BK, ske cnocrepiranocs y 27 oci6, ski
orpumysann TPOS, Ta y 22 ocif, siki oTpumyBanu Acakon.
[NoripwenHs nepebiry BX BBaxanocs MOMIpHUM 33
CTYNEHEeM TAKKOCTI y 16 ocib, ski orpumysanu TP0S, ta 17
ocib, aki oTpumyBanu Acakon, i TskuMm y 7 ocib, ski
otpumyBann TPOS, Tta 4 oci6, ski orpumysanu Acakon,
BiAMOBIHO.

Jleranbui BUunagku:
MMix wac nocnimkenns He Gyso 3adikcoBaHO KOAHOIO
NIETabHOrO BUMA/KY.

Cepiios3ni nebaskaui aBnma:

Beboro y 15 (1,8%) nauientie 6yno 3apeectposano 17
CHAL. 3 unx 17 CHA nes'stb cnocTepiranucs y rpyni TPO5
| BiciM - y rpyni Acakony. Haituacriwmnm HeGaskaHum
ABHILIEM OyJ10 noripiieHHs nepebiry BUpaskoBOro Komiry.

22. BucHorok (3akioueHHs)

TPO5 (3,2 r/noby) ne nocrynases Acakony (3,2 r/noby) y

vikyBanHi BK Bin nerkoi 1o nomipHo akTuHOT (hopm.

[Tpodini 6ezneku Gynu noniGHny%mg;r{ﬁjﬂf%Tax i ans
& W

AcakoJy.

3asBHHK (BJIACHHK

peecTpauifHOro MocBiI4eHHs)
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Honarok 30

Ao [lopsaky nposenenns excneprusu
peecTpauiifHux martepianis Ha NiKapebKi
3aC00M, L0 NOAAIOTHCS Ha JIepIKABHY
peecTpauiio (nepepeecTpauiio), a Takosi
CKCMEPTH3M MATEPIANTIB PO BHECEHHS
3MiH 10 peecTpauiiinux marepianis
npoTArom aii peectpauiiiHoro
MOCBiIYEHHS

(MyHKT 4 po3ainy V)

3BiT npo kiainiune BunpoGysanus Ne TP0503 Yacruua I1

1. Hazea nikapcekoro 3acoby (3a HasiBHOCTi -
HOMEP PeECTPaLiHHOrO MOCBiAYEHHS)

Mecanasun, TP0S, Acakon 1600 mr

KOJI0BaHHH HOMEp KJIHIYHOrO BUNPOOYBaHHs:

2. 3asBHUHK Tinorc ®apma A
bacnepuitpacce 15
4310 Paiindensaen
LIBelinapis
3. Bupobuuk Tinorc dapma A’
4. TlposeneHi gocnimxeHHs: W TaK Hi  AKWIO Hi, HaaiiTe OGrpyHTYBaHHS
1) Tun nikapcekoro 3aco0y, 3a AKHUM Mecanazun
npoBoauiacs abo NIaHyeThes peecTpallis
5. IloeHa HasBa KniHiuHOro BUNPOGYBaHHS, TP0503: PanjomizoBane AKTHBHO-KOHTPOJILOBAHE,

Mo/BiHHe cline Ta BIAKpUTE PO3IINpPeHe A0C/iKeHHs TS
OLIHKH  e(DEeKTHBHOCTI, [0BrOCTPOKOBOi Ge3nekH Ta
nepeHocumocti  npenapaty TP0S 3,2 r/noby ans
MiKYBaHHS aKTHBHOIO BMPa3KoBoro kojity (BK). Yactuua
II.

Binkpure poswmpene nocnimkenns (OLE)

INCT01903252

EudraCT Ne: 2013-000366-11

6. Pasa KIiHIYHOrO BUNPOOYBaHHS

Daza I1]

7. Ilepion npoBeseHHs KaiHiYHOrO
BUNPOOYBaHHs

18.09.2013-17.05.2016

8. Kpaiuu, ne npoBoaunocs kininiuxe
BHITPOOYBaHHS

112 ueHTpiB 3anyunnu y4acHMkiB 10 NOABIHHOrO ciinoro
paHIOMi30BaHOrO iHAyKUiliHOro aocnimkenns (DBRI), 8
AKOMY Tako:k Opanu ydacTs gocnimpkysani OLE: Binopycs,
benbris, Bonrapis, Kanama, Yexis, [anis, Oiunauaid,
@panuis, Yropuuta, Ipnanais, Jlareis, JluTsa, Hopgeris,
[Monbiwa, Pymynis, Pocis, Cep6ia, Cnopauumna, Icnasis,
LIeewis, Ykpaina ta Cniomyuene KoponiscTso.

9. KislbKicTb AoC/inKyBaHHX

817 nauienTis, sKi OTpUMyBaNH JlikyBauns y dasi DBRI,
Oyau ouineni ans HaGopy ananisy Gesnekn DBRI ta OLE
(SAF). 3 unx 817 cy6'exrie 727 ysiiiwnu 1o Biakpuroro
npooBkeHoro aocnimkends (OLE) i Gynu ouineni ans
aHanisy edekruBHocti Ta Oesnexu. OCKIIbKH  Le
MOCiUKEHHS  OYI0  BIAKPUTHM  MPONOBXKEHHAM, BC
cy0'extH, gki ysifinu B OLE, Gy skatoueni B ananis, i,

TaKHM 4HHOM, Tmonyasuis Ha nporokon (PP) He
BH3HaUEHa.
10. Meta Ta BTOpHHHI LiAi KJAIHIYHOTO Objectives: Bigkpure posmmupene aocaimkenus -




BHIIPOOYBaHH:A

[lepmoueprora uian:

OcHOBHOM METO BiIKPHTOrO pO3LIMPEHOr!
ocnimienns  (OLE)  6yno  owuinuru Oesmeky T
nepeHocuMicTh npenapaty TP0S [POTArOM 26-TH3KHEBOT
nepiofy y nauwieHTiB, ski nocsriau €HIO0CKOMIYHOT T
KJIiHIYHOT peMicii abo TNPOAEMOHCTPYBANH BiANOBIAL mifgf
“ac noyaTkoBoi (azu nocnimkenns TP0S03. [Tixrpumanns
KiHiYHOT  pemicii 3a  gomomoroto  TPOS TaKOK]
OLIHIOBANIOCS LUISIXOM BH3HAYEHHS YaCTKM MaLieHTIB Y
CTaH! KATHIYHOT peMIcii Nz yac oCTaHHBOrO Bi3UTY.

Binxpure posmnpene nocaigxenns — Bropuuna uian
Bropunnoio mMeTolo uboro gocigkes OyJ10 OUIHKUTH, UK
niasuieHHs 1034 TPOS no 4.8 r/noby e edexTHBHHM s
IHAYKUIT pemicii y nauienti, ski He BianoBinM i Ha
Acakon, Hi uHa TPO05 nmizx uac NoABiHHOT  cainoi
paHioMizoBaHoi (asu inayKuiiiHoT ¢azu (DBRI). fkicTy
PKHTTA  TAaKOXK OLIHIOBA/IM 33 J0MOMOrOI0  KOPOTKOTO
OnuTyBanbhHka 3 36 nywkrtis (SF-36), €poneiicbkoro
ONMUTYBA/IbHUKA AKOCTI JKHTTA - 5 BUMIpiB (EQ-5D),
IHIGKCY MPOAYKTHBHOCTI npaui - UC (WPAI-UC),
cyO'ekrnHoi ouinkn (SGA) Ta rnoGansHoi  owLiHKM
itikapem (PGA).

[IpoBeneHo nocnigHuUbKMi aHanis noreHuiliHuX 38'93KiB
MDK ~ XapaKTepHCTHKaMM  MALIEHTIB Ta  KJIIHIYHOW
pemicieto, a Takoxk AE abo CAE, a Takoi B33aEMO3B'A3KY|
MiX piBHeM (ekanbHOro KalnblPOTEKTHHY Ta TAXKKICTIO
nepebiry HBK..

1'1. Tuzaitn kiinivHoro BunpoGyBaHHs

Binkpure

12. OcHoBHI KpHTEpii BKIOUEHHS

[Toasitina cina panaomizosana ingykuiiina (haza

OCHOBHI KpHTEpIi BIIFOUEHHS Ta BUK/IIOUEHHS s eTamny
DBRI uboro pocnimkenns uaseneni B pestomMe 70
YacTtunu I uporo 3sity.

OLE - OcHoBHI kpuTepii 115 BKIIOYEHHS:

(1) Biasinysanus Bisuty Ha 8-my Twkui Ta 3aBepLUEHHS
OLIHKH aKTUBHOCTI 3aXBOPIOBAHHA 10 3apaxyBaHHa B OLE
Ha 12-My TiokHI (pecrionaenTu abo pemitepu) abo Ha 8-my]
THKHI (HEPECTIOHAEHTH).

(2) Wlonaiimenwe 75% aoTpuMaHHs pexHMYy npHHOMY)|
V10CJTi Ky BAHKX nipenapatie y dasi DBRI.

OLE — Kputepiii BuKk10ueHHS:

(1) Buxia 3 etany DBRI 10 BisuTy Ha 8-My TiKHi.

13. HocnipxyBanuii ikapebkuii 3aci6, croci
3aCTOCYBaHHA, CHIa il

Pemitepu nicna  noasiiinoi  cainoi  pannomizoeanoi
aykuii (DBRI): 1,6 r/n06y siakpuroro npenapaty TP05
(onna Tabnetka, oanH pa3s Ha 106y), nounHaiouu 3 12-ro
THIAKHS.

Pecrnonnentn nicns DBRI: 3,2 r/n06y BinkpHTOi eTHKETKH
TPO5 (aBi TabneTku, omun pas Ha no6y), nounHaouH 3 12-
ro THXKHS.

Ocobu, saki He Biamoeinu mnicna DBRI: 4,8 r/aewn
BiAKpUTOi eTHketkn TPOS (Tpu TabneTkn omuH pas Ha
[I€Hb), MOYUHAIOYH 3 8-I0 THIKHS.

Bei TabneTku npuiimanu nepopajibHO BpaHLi

14. Ilpenapat nopieHsaHHA, 1034, cnoci6
3aCTOCYBaHHA, CHIIa il

He 3acTtocoByeTbes
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15. CynyTtHs Tepanis

Peuentypui ta Gespeuentypi nikapebki 3aco0H, OTpHUMaHi
cy6'extom nig yac OLE, peectpyBanuca B CRF. Cy6'ekrin
MPOCHIH HE NpuiiMaTk Jiku, ski Gynu 3ab0poHeHi npu
panjoMizalii nig vac yuacti B AOCJTiKEHHI, 32 BUHSTKOM
AHTHOIOTHKIB NSl JliKyBaHHS 3aXBOPKOBAHb, HE MOB'A3aHMX]
3 BK. CyG'extu, sxi norpebyeanu MoYaTKy rpHioMY|
3a00pOHeHNX NiKiB, BBaXKATHCS TAKHMHM, WO HE AOCATIH
YCTXY B 1iKYBaHHI, | Gy1u BUBeneH] 3 n0CKEHHS,

16. Kpurepii ouinku edextHBHOCT

Edekrusnicts: Ouinka edexrusHocTi BKMIOUANa THYUKY]
CHIMOT10CKOMIIO, OLHKY 3a wwkanolo Meiio Ta 4acTKOBY
KJIHIYHY OUiHKY 3a wKaiolo Meiio (PMCS), SF-36, EQ-
5D, WPAI-UC, SGA Ta PGA. a Takox BUMipIOBaHHS
PiBHS KaJbMPOTEKTHHY Y (hekanisx.

17. Kpurepii ouitku 6e3nexmu

Besneka: Ouinka 6Gesneku ekmouana NOKYMEHTYBaHHA
HeObwKkaHUX  aBUWL,  i3uuHuMii OrfifAfl, MOKAa3HWKH
PKUTTEISILHOCTI Ta KiIiHiuHI NaGopaTopHi AoCHiKeHHS
(remarosoris, 6ioximis, aHanis ceyi).

18. CrarucTHyHI MeTou

OLE Poswmupena inaykuis

JI1si  IMXOTOMIYMHMX  KiHUEBMX TOYOK 16-r0  THOKHS
MOBIAOMJIANIOCS MPO KiNbKiCTb Ta BiACOTOK YUYACHHKIB, fKi
OCATIIM KIHUEBMX TOYOK, pa3oM 3 BiAMOBiAHHUMH 95%
NOBipuMMH  inTepanamu  (JI1). HocnimkyBai, ki
NPHUITHHUIIA YHaCTh y JOCIIKEHHI, BBAKAIOTLCA TAKMMH,
Lo He BIAMOBIAM. JIns oGpaHMX AMXOTOMIYHMX KiHLEBMX]
TOUOK Oyn0 npoBeaeHo KifbKa aHamisip niarpyn. s
Oe3nepepBHUX BTOPHHHUX KiHLUEBMX TOYOK HABELEHO
OMUCOBY CTAaTHCTHKY, BKIOUaOUun 95% JII, nna kiHuesux|
TOYOK Ha nouaTky dasu poswuperoi inaykuii OLE Ta ua)
16-My THKHI, a TaKOXK A9 3MiHK.

OLE IMiarpumyioua g03a

JIns  KaTeropuuHUX  KiHUEBMX Touok  TH3KHS 38,
BKJIIOHAIOUM  KJIIHIYHY pemicito Tukua 38, ouinropanu
4acTOTy Ta BIACOTOK cyG'ekTiB, a Takoxk 95% JI nns Beix;
YUaCHHKIB Ta 7S TPLOX IPYI CTapTOBMX 103 okpemo. s
00paHHX IMXOTOMIYHHX KiHLEBHX TOUOK Gyio MPOBENEHO)|
Kilbka  miarpynoBux — awanizie. Jlna OeanepepBHHX]
KiHLEBHUX TOYOK Oyna npejcTaBIeHa ONUCOBA CTATHUCTHKA,
BKJTIOUAIOUH CEpPe/IHI 3HAUeHHS, CTAHAPTHI BiAXMICHHS Ta
95% noeipui inTepeanu, ans nouarky dasu MiATPUMYIOYO]
repanii, 38-ro THKHA Ta s 3MiH npotarom  asu
niATpUMYytouoi Tepanii. [lns kniiunoi pemicii Ha 38-my
mTKHI  Oyna  nposeseHa  noricTHuHa perpecisi, fKal
OUiHIOBaNA Pi3Hi  Jemorpadiuni  XapakTepucTHKH Tl
XapakTepPUCTHKH 3aXBOPIOBAHHSA, BUMIpSHI Ha 0-My THKHI.
AHaJoriuHo, Oy/nM BHKOHaHi NiHiiiHi perpeciiini mopeni
IS PIBHIB KanbNPOTEKTHHY y dekaniax Ta 3min y SF-36
(PCS ta MCS), EQ-5D, WPAI-UC, SGA Tta PGA, wmo6|
JIOCTIAMTH  iX  3B'A30K 3 pisHWMM  JemorpadiusiMu
XApaKkTePUCTHKAMH Ta XapaKTEPHCTHKAMH 3aXBOPHOBAHHS
Ha TwxHi 0,

19. lemorpadiuni mokasHukH goc/iaKyBaHOT
nonynauii (crath, Bik, paca, Touio)

JIBICTI  COpPOK TpM JOCiHiIKyBaHi, AKki He AOCATIHM
MPUHAHMHI KNiHIYHOT Ta eHgockonivuHoi Bianosiai Ha 3,2
r/no6y TPOS aGo Acakon Ha 8-my Twxwui ¢asu DBRI,
yBifnm y dasy poswupenoi inaykuii OLE 3 gosoio TP05
4.8 r/noby (tabn. 11.1). Binbwicts aocnimkysauux, ski
yBiflLAK y a3y poswmnpenol inaykuii OLE, 6yau Ginumu
(93,4%) Ta wvonosikamu (63,4%). Cepeaniii (SD) BiK]
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JloCiKkyBaHUX cTaHoBuB 42,99 (14,36) POKY, cepeaHiii
(SD) inpekc macu tina (IMT) - 24,89 (4,53). BinbiuicTy)
OCTIUKYBAHHX HIKOM HE KypHITH (63,4%), a 31,7% 6ynu
KOJIMIWHIMKH Kypuamu. Jluwe 4,9% pecriongenTis KYpHIH
Mifl 4ac CKPHHIHIOBOrO Bi3MWTY. Cepenne 3Hauyenna (SD
OaniB 3a wkanoro Meiio Ta PMCS nig uac CKPHHIHTY]
craHosuio 7,6 (1,3) ta 5,3 (1,2) sianoeiano, MPH LBOMY)
81,9% nocniwkysanux mnoeinomMuau npo Heo6xigHicTH
TepMiHOBOro obcTekeHHs. BinblicTs GionTaTis TOBCTOI
KHLIKH, OTPMMAHHUX B/l 10C/TIAKYBaHHX, AKi BXOJWIH 10
PO3IIMPEHOT iHAyKUiHHOT (asu OLE, manu 5 Ganis 3a
kanow [eboeca (80,5%), wo cBiguuno npo epo3ii abo
BHpa3kH, a cepeaniii (SD) inaeke RHI cranoeus 16,8 (7.3
Gana.

20. Pesynbratu edexruHoCTI

PesyabTaTn nepenuuoi epexTusnocTi

Ha 38-my mwxni 43,9% (95% I: eix 40,1% no 47,7%)
BCIX Y4YacHMKiB gocnifpkeHHs nepeGyBaiu Yy CTaHi
KIiHIYHOT pewmicii. ¥V  koxHiii rpyni go3  Bigcorox
JOCTIKYBaHUX 3 KJIIHIYHOIO pemicieio craHoBuB 70,3%
(95% Al Bin 63,5% no 76,5%) y rpyni nosu 1,6 r/nody,
33.9% (95% [I: ein 28,4% no 39,9%) y rpyni aosu 3,2
r/noBy Ta 30,7% (95% Ml: Bin 24,3% no 37,6%) y rpymi
nosu 4,8 r/noby.

PesyibTaTn BropuHHOT edeKTHBHOCTI

/s Beix rpyn 103 (n=675) 85,3% (95% JI: Bin 82,4% nol
87,9%) nocnimKkyBaHuX ManM KIiHiYHY Bignosias Ha 38
My TwkHi, 79,0% (95% I Bin 75,7% no 82,0%) -
KJIIHIYHY Ta €HIOCKOMi4Hy Bianosiae Ta 61,6% (95% JII:
Bix 57,8% mo 65,3%) - enmockoniuny Bianoeiae. 3 675
nauientis 44,4% (95% JlI: 40,7% - 48,3%) nepeGypamu B
KJTiHIYHIH Ta eHaockomiuHii pemicii, a 24,7% (95% JII:
21,5% - 28,2%) - B ennockoniuHiii pemicii. Kpim Toro,
79,4% (95% [Hl: sin 76,2% no 82,4%) manu cy66an 3a
MOKAa3HMKOM pekTanbHol kposoteui 0, a 46,7% (95% JlI:
Bixa 42,9% pno 50,5%) manu cyG6an 3a MOKa3sHUKOM
4aCTOTH BUMOpOxkHeHb 0 Ha 38-mMy THXKHI, NpH LbOMY
65,6% (95% JI: Bin 61,9% no 69,2%) nauieHTiB
MNOBIZIOMM/IM NP0 BiACYTHiCTH ypreuTHocTi. Jluwe 0,9%
(95% MI: Bin 0,3% mo 1,9%) nocnimkysaHux 3a3Haiu
yCcknaaHeHb, noB'azanux 3 BK, nig  uac tdazu
MiATPUMYIOYOT Tepartii.

[Ipu okpemomy ananizi rpyn nos 65,8% (95% JI: sipf
58,9% no 72,4%), 39,4% (95% Jl: Bin 33,6% no 45,5%)
ra 29,6% (Bia 23,4% no 36,5%) nocnimkyBanux y rpynax
o3 1,6 r/noby, 3,2 r/noby ta 4. 8 r/noby, eianosiaHo,
nepebyBany y IKJIIHIYHIH Ta eHgockoniuuiii pewmicii, aj
37,6% (95% JI: Bin 30,9% no 44,7%), 23,4% (95% JII:
Bia 18,5% no 28,8%) Ta 13,6% (95% JI: Bin 9,1% no
19,1%) nauienrie nepeGyBanu B eHAOCKOMIUHIN peMmicii Hal
38-My TwiHi, BianoeiaHo. Jlna pektanbHOi KpoBOTEui
88,1% (95% JI: Bia 82,8% no 92,2%), 76,3% (95% AI:
Bia 70,8% no 81,2%) ta 74,9% (95% JI: Bia 68,3% nol
80,7%) nauientis y rpynax no3 1,6 r/aoby, 3,2 r/noby Ta
4,8 r/noby manu cy6banu 0 signosigHo ta 73,3% (95% J1I:
Bill 66,6% no 79,2%), 36,9% (95% HI: sin 31,1% no
42,9%) i 33. 2% (95% JI: Bin 26,7% no 40,2%) nauieHTip
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Maau cy66anu 0 s 4acTOTH BUMOPOIKHEHE BIANOBIAHO,
npu ueomy 79,7% (95% [II: Bin 73,5% no 85,0%), 63,1%]
(95% JII: Bin 57,1% no 68,9%) ta 54,8% (95% JII: sin|
47,6% no 61,8%) nauientie y rpynax nos 1,6 r/noby, 3,2
r/noby ta 4,8 r/noby noeigomuau, wo He BiYYBaIOTh
MoTpedH y TepMiHOBOMY NpPHHOMI Mpenapary BiAMOBiAHO.
Jlnwe 1,5% (95% JI: Bin 0,3% no 4,3%), 0,7% (95% JI:
Bia 0,1% no 2,6%) ta 0,5% (95% JI: Bin 0% mo 2,8%)
naiieHTis y rpynax o3 1,6 r/aofy, 3,2 r/aoby Tta 4,8
r/noy BiANOBIAHO 3a3HaM yCKNAAHEHb, MOB'S3aHKX 3 BK,
ma  vac  ¢asM  NiATPUMYBaIbHOI tepanii.  [ns
Oe3nepepBHUX BTOPHHHMX KiHUEBMX TOYOK (OLHKA 34
wkanoo Meio, PMCS i komnonenris PMCS, SGA i
PGA) nokasuuku Tixns 8 abo 12/16 6ynu noaiGHumu no)
NokasHUKIB THxHA 38. TMokasnukk skocti xurta (SF-36,
EQ-5D ta WPAI-UC) Takosk Manu noaiGHi 3HaueHHs Mix
8-m abo 12/16-M TikHeM Ta 38-M THIKHEM.

3aranom, Ha 38-My TwxKHI crocTepiranocs  uucTe
30iIbLIeHHs KinbKOCTI aocnimkyBanux (n=20), saki Gy
nmpauesiawToBani: 8 nociuKyBaHux y rpyni 1,6 r/noby, 4
y4acHUKH y rpymi 3,2 r/noby Ta 8 nocnimkyeanux y rpymi
4,8 r/noby.

21. PesynbraTu Hesneku

[Moneifinuii cninuii  paHgoMizoBaHWd  inaykuilinuii T4
BIAKPHUTHIA  poswupennit  nabip ans  awanizy SAR
(Bu3Ha4yaeTbea AK Oyab-skui  cyG'ekT, sAKMH NpUiiHAB
NpHHAHMHI OAHY 103y J0C/iLKYBaHOTO npenapaty 3 0-ro
no 38-i THKAEHD):

Hebaxani sBuma

[IpoTtarom 38-TuskHeBoro nepioay aociimkenns y 43,7% 3
817 pocninkyBaHHX BHHUKIIO LOHANMEHLLE OHE nobiuHe
ABHLIE, NOB'A3aHe 3 jikysanHam (TEAE), npuuomy y 4,3%
nocnipkysanux TEAE 6yno knacudikoBaHo sk Tikke, a
5,1%  jmocnikyBaHMX — MOBIAOMMIAM  MNpo  cepHo3He
HeOaxane seuwe (CHS). 3 817 pocnimkysanux 17,1%
nociikyBaHux noeizomunu npo TEAE, aki Beaxkanucs
MOB'A3aHUMH 3 JOCHiKyBaHMM npenapatom, | 0,7%
MOCHiIKYBaHUX roBigoMuan npo CHS, saxi BBa}KaﬂHCSq
MOB'A3aHUMH 3 JOCTIKYBaHUM JIiIKapChbKHM  3acobom,
Hebaskani sBula, noB'a3aHi 3 JIKYBaHHSM, NPU3BEIH 10
NEpPepUBaHHA MPUHOMY  OCHIIKYBAHOTO JIIKAPCLKOIO)
3acoby y 0,7% nocipkyBaHWX Ta NPUNMHEHHS MPHHOMY
y 10,4% cyG'ekriB.

Monibna wactka TEAE cnocrepiranacs nporsrom 38-
THIKHEBOTO MNEPIONY AOCHIIKEHHS HE3aleXHO BiJ TOro,
KMl 10CHiKYBaHUI npenapaT 3acTOCOBYBalW MiA 4ac]
¢aszu  DBRI (TPO5 abo Acakon). Haiiuacriue]
MOBIZIOMIISIOCS MPO LLUAYHKOBO-KHILKOBI posnaau (24,8%)
cy0'ekTiB  pocnimkeHHs). Haiuactiwumu TEAE  saki
BBAXKAJIMCA [MOB'A3aHUMHM 3 JOCHIAKYBAHHM JIIKAPChKUM
3aco00M, Oy/iIM TakoX LUIYHKOBO-KWIUKOBI  pO3/iaau
(9,5%), 1 xoua ix uacroTa craHoBuna < 5%, posnaau 3
OOKYy HHpPOK Ta ce4dyoBHAUIbHOT cucTemu (3,1%) Oynu
HacTynHHMH 3a 4actoroto TEAE, srpynopanux 3a
K1acaMH CHCTEMHHMX OpraHiB, sKi BBAXAJIUCSA MOB'SI3aHHMH
3 JOCHIKYBAHUM  JIKAPCBKMM  33aC000M, MpHYOMY
nelikounTypia Oyna HaivacTiumM TEAE 3 Goky HUpOK T4
CEeHOBH/IIBHOI CHCTEMH, PO sike nosigomsiocs (44,0%|
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Bunaakie TEAE 3 Goky HUPOK Ta Ce4YOBHIUILHO]
CHUCTEMH).

Haiiuacriwuum TEAE MpoTAroM 38-THIKHEBOro mepiony]
OCITIIDKEHHS], 3rPYNOBAHUM 3a GaskaHHM TepMiHoM, Gynol
noripuienns nepebiry BX, npo ske nosizommiu 18,1%
yHacHuKiB gocaigkeHns (16,4% YUYacHHKIB, Ki npuiiMany
3,2 r/no6y TI105 nin yac dazu DBRI ta 19 ,9% yuacHukiB,
sKi npuiiMann Acakon mig uac hazu DBRI), wo ceiauuts
npo HeeeKTUBHICTL N0CHimKYBaHOrO npenapary y uux|
YYaCHHKIB  nocnmimkenus. [lpo  Bei  immi  TEAE]
noBinoMIAnK < 3% yuacHWKIB A0CiKeHHS.

JletanbHi BUDAAKH
[Min uwac nocmimkenns we Gyno 3a()iKCOBAHO 3KOHOIO
JIETAJIbHOIO BHIMA/KY.

22. BUCHOBOK (3aK/touenHs)

- TPOS5 Gesneunnii i 1o6pe nepeHocHTbCS nporsrom 38-
THXKHEBOTO nepioay. Bincotok mocnimkysanux, siki
noigomasnu npo Gyas-aki TEAE, MoxkHa MOPIBHATH
3 AaHUMH onyG1iKoBaHOT JliTepaTypH.

- Jlosa 1,6 r/noby TPO5 edektusna mns HI,HTpHMaHHﬂ
KJIiHIYHOTO MOKpalleHHs y 6inbliocTi ,acommxyaa:—mx
(94,1%), saxi  nepeGysaioT y  kiiniunmiii  Ta
CHAOCKOIIYHIH pemicii Hepes 8 THXKHIB Ta y KIIiHIUHii
pemicii uepes 12 mixHiB inayKuifiHOT Tepanii S-ASA.
Kpim Toro, ui ﬂocmm«yaam 3 OLIbLIOKD HMOBIpHICTO
nepeCyBatoTh y KiiHiuHii pemicii (70,3%) micns 26
THIKHIB JI0/IaTKOBOTO JliKyBaHHs 1,6 r/,[106y TPO5, Hixg
AOCHiKYBaHi, AKI He JOCAMIM  KIiHiuHOT T4l
€HJIOCKOMIYHOT pemicii yepes 8 THikHIB aGo KiiHIuHO]
pemicii uepes 12 THKHIB JlikyBaHHS.

- 30inbwenns no3u TPOS no 4,8 r/noby e e(eKTUBHUM
s ingykuil  kaidiveoi  Bigmosini  (75.3%) a6o
KaiHiunoi  pemicii  (21,8%) vy nigrpynax
JOCTIDKYBAHUX, AKi CMOYATKY He pearysanu Ha 3,2
r/noby TP0S,

- 30inbwenns nosu TPOS no 4,8 r/no6y He 36inbiuye
pusk TEAE npotsarom 26-TixHeBoro nepioxy.

- TPOS  edektuHuii vy nim‘pnmui KJIIHIYHOrO|
MOKPALUEHHA Y BHCOKOIO BI,LICOW‘*,&OCJHI[)KYB&HHX
MPOTArom 26 THHKHIB. T

3asBHUK (BIACHUK

\peec*rpauiﬁHoro MOCBIA4eHHS)

e e

Sty Olguawd T
el i =



Hopatok 30

Ao Hopsaky nposesenns ekcrnepruzu
peecTpauiiiHux MaTepiasis Ha Jikapcbki
3aco0H, L0 NONAKTHLCS Ha AePKaBHY
peecTpauito (nepepeecTpauiio), a TAKOK
eKCIePTH3H MaTepialiB NPoO BHECEHHS
3MiH /10 peecTpauiiinux marepianis
NpoTAroM aii peectpauiiiHoro
MOCBIQYEHHS

(myHKT 4 pozniny 1V)

3BiT 1po Kainiune Bunpodysanns Ne TP0504

HOMep peecTpaUiHHOro NOCBiAYeHHs)

1. Hasga sikapcbkoro 3aco0y (3a HassBHOCTI -

Mecanaszun, TP0OS, Acakon 1600 mr

npoBojuacs abo njaHyeTbes peecTpallis

2. 3a8BHUK Tinorc ®apma AI'
bacneplrpacce 15
4310 Paitndensaen
Llgeliuapis
3. BupoGHuxk Tinorc ®apma AT
4. TpoBeneHi nocmikeHHs: W TaK HI  AKIWIO Hi, HajalTe O6IpyHTYBaHHS
1) THn nikapcbKkoro 3acoGy, 3a SKUM Mecanazun

5. TloBHa Ha3Ba KJiHi4HOrO BUNIPOOYBaHHS,
KOI0BAHHH HOMEP KJIIHIYHOTO BUNpOByBaHHs

TP0504: MapmakokiHeTHuHa XapaKTepHCTHKAa pa3oBOi
no3n Tabnetok TPOS, wo micrars 1600 Mr mecanasuny,
HaTUlecepue Ta MIc/As iAM y MOpPIBHAHHI 3 TabneTkamu
Acakon 4x400 mr, sKi npuiimMan HaTLeceple.
EudraCT-Ne: 2014-005587-15

6. Ma3za K1iHIYHOrO BUNpPOOYyBaHHS

MDaza |

7. Ilepion npoBeeHHA KIIHIYHOIO
BUIIPOOYBAHHS

16.03.2015-01.06.2015

8. Kpainu, ne npoBoamnocs kiiHiuHe
BHIIPOOYBaHHA

Himeuumna

9. KinbKicTh qocmimKyBaHux

28 3mopoBux oci6 o6ox crareii (14 skiHok i 14 yonosikis)

10. MeTa Ta BTOpHMHHI LiJli KJIiHIYHOrO
BUITPOOYBAHHS

[TopiBHAHHS (apMaKOKIHETHUHHX MapaMeTpiB MecanasuHy
ma Ac-5-ASA 'y nuasMmi KpoBi micns repopanbHOro
oaHopazosoro npuiiomy | Tabnerku TP05 1600 wmr
HaTulecepue Ta nicns inu, Ta 4 Tabnerok Acakony 400 mn
HaTlecepLe.

. [TopiBHsHHS dapmakokiHeTHUHUX  MapameTpis
mecanasuHy ta Ac-5-ASA y cedi micns nepopaibHOro
ofHOpasoBoro npuiomy 1 Ttabmerku TPO5 1600 wmn
HaTLlecepue Ta micas inv ta 4 tabnetok Acakony 400 mn
HaTLlecepLe.

* OnucoBa xapakTepucTHka Oe3neku Ta MepeHOCHMOCTI
npenapatie TPOS 1600 mr Tta AcakonTM 400 mr vy
TOCTI[DKY BaHiH nonynauir,

11. qu3aiin kiiHi4YHOro BUNpodyBaHHs

OnHOLEHTpOBe,  BiAKpHUTE, paHaOMizoBaHe (MOPAAOK]
UTiKYBaHHS), 3-nepioanuHe, 6 MOCAIA0BHOCTEH,
OJJHOKpAaTHE JOC/IKEHHA 31 3MIHOK [03H 3 MpHHOMOM
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HaTLLeCepLE Ta MiC/s /M, po3ineHe nepiogoM BUBEEHHS
LoHakMeHLe 14 BilbHUX Bif iKyBaHHS AHiB.

12. OcHoBHI kpuTepil BKIHOUEHHS

28  300pOBHX  NOCHADKYBAHMX — 0BOX cTaTeH, ki
BI/INOBIJAIOTH HACTYMTHHM KPHTEPIsM BKJIIOYEHHS:

* ETHiune noxomkeHHs: npeacrasuuku €BPOMNEOIAHOT pacH
* Bik: Bia 18 1o 50 pokie Bkt0uHO

* IMT: > 18,5 kr/m? Ta < 28,0 kr/m?

* ['apHuit ctaH 310poB's

* He xyputb abo He kypuB ioHaiimeHwe | MicHlb, He
BHKOPHCTOBYE €/IEKTPOHHI cHrapeTy

* IlucemoBa iHpopmoBana 3rona  nicns OTPHMaHH3
iHpopmauiil npo nepepard Ta noTeHUiHH] PH3HKH
BUMPODYBAHHA, a TakoX JeTali CTpaxyBaHHA, LW1O
MOKPHBAE  JI0CIHIIKYBaHMX, sKi  OepyTb  yu4acTb Y|
BHIIPOOYBaHHI.

13. HocnimkyBanuit nikapebkuii 3aci6, cnoci6
34CTOCYBaHHS, CHa Oil

TPO5 1600 mr taGneTku KMIIKOBOPO3YMHHI

1,600 Mr mecanazun

NepopalibHe 3aCTOCYBAHHS (HATILECepLie Ta Micns inm)

3 MpUIHOMHM OHOPA30BOT 103U TS KOJKHOTO 3 3 nepiomis|
UiKyBaHHSA, PO3IINEHHX NEpiOOM BHBEAEHHS TPHUBATICTIO
LoHalMeH e |4 BiIbHUX Bid JIiKyBaHHS aHiB

3aranbHa TPHBAMICTb AKTMBHOIO JIiKYBaHHS CTAHOBMAA 3
HI

14. Ilpenapat nopisHsaHHA, 1034, cnocif
3aCTOCYBAHH3, cuma aii

Acakon 400 mMr TaGieTKH KHIWKOBOPO3UHHHI

4x400 Mr mecanasun

MepopalibHe 3aCTOCYBaHHA (HaTLLeCepLE)

3 npuHOMM 0HOPA30BOT 103H ANA KOWKHOrO 3 3 nepioain
MiKYBAaHHS, PO3INEHUX MEPiOAOM BUBEICHHS TPHBATICTIO
LOHaHMeHLE 14 BilbHUX BiJ JIIKYBAHHS JHIB

3aranbHa TPUBAJIICTL AKTHBHOTO NiKYBAaHHS CTAHOBMJA 3
AHI

15. CynyTHs Tepanis

Y BUNAAKY UBOrO KIIHIYHOrO AOCHimkeHHs | thazu
MOMEPE/H] Ta CYMyTHI TepaneBTHYHI NpoLeaypH, BiaMiHHI
BiJ ME/IHKaMEHTO3HOro JKYBaHHS, Oynu

3a/J0KYMEHTOBaHi siMwe ans jikysauns [TTCP / HJ »
OP® 3 BuKOpUCTaHHAM HecneundiuHOT JOKyMEHTALl]
"iHwe", ockinbkW noganblwa cneuudikauis  He ¢
OLINBHO 1 L€ 10Ci Ky BAHOT nomy AsLi.

[lpuitom nikiB 10 nepuioro 3annaHoBaHoOro NpHHOMY]
[IOCITI/UKYBAHHX — Mpenaparis, 1o 0y/J0 3a3Ha4YeHO B
KpHTepisX  BHKMoueHHs (auB. posmin  9.3.2) Ta
obmeskeHHax (auB. posain  9.5.1.3.1), NepeLKo/KaB
paHzomisauii abo npusBiB GM 40 BHMXOAY 3 KJiHI4YHOrQ
BunpoOysanHs. Pasa croctepexeHHs 3a npHitoMoM
JIIKapChKOro 3aco0y mMmoumHamacs 3a 2 THKHI J10
3aIlIaHOBAHOIO MOYATKY JIKYBaHHS | 3aKkiHdyBanacs 3
BHBEJICHHAM Cy0'eKTa 3 KIIIHIYHOTO BUNPOOYBaHHS.
[lpuiioM nikie He nnaHyBanocs, OKpiM TOPMOHAIbHHX|
KOHTpaLENTHBIB.

Enizonnune 3aCTOCYBaHHS rapaueTaMony 33
MPU3HAYEHHAM JIiKaps, NOYHHAKOYM 3 APYrOro AHA Ha pik,|
Oyno  nossoseHo.  OpHopasoBuil  npuiiom  iHIIMX
npenaparie 103BOJABCH TiIbKH MiC/s PillIEHHs KepiBHUKA
KIiHIYHUX BUMPOOYBAHL TAa HAYKOBOrO KEPIBHMKA, LU0
BOHH HE MalOTh KJIIHIYHOIO 3HAYEHHS | He BIUIMBAIOTL Hal
IHTEPMPETALLIO PE3YJIbTATIB AOCTIAKEHHS. .
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16. Kpurepii oLiHku eekTHRHOCTI

[Mnasma: AUCo.nush AUCo.m, AUchpmﬂ.‘;,, AUC0-48i1, Cmax,
Clast, tmax, 1172, Tlasts Ufirsts A, MRT tlag MeEcanasuHy Ta Ac-5-
ASA

Ceua: Aeosi Ta Aeouas Mecanasuuy ta Ac-5-ASA; Kpim
TOr0, pO3paxoByBanu % BHBEAEHOT [03M, BUXO/SYH 3|
BBEJIEHOI 103H

17. Kpurepii ouinku 6e3nexu

HeGaxani asuwa (H), axi cnocrepiratorses, 3rajyloThcs
Mpd  3arallbHOMY  OMWTYBaHHI a0  CMOHTaHHO)
MOBIAOMAAOTLCSH, OyAYTh 3a10KYMEHTOBaHI
- TECT Ha BariTHICTh

- 3araJibHe CAMOIIOYYTTS

18. CtaTHCTHYUHI MeTOIH

Bei Bumipsni  sminni Ta  noximmi  dapmakokiHeTHuHi
napameTpu OysiM nepepaxoBani OKpemo i, 3a HeoGXiaHOCTI,
y3arajibHeHi 3a IONIOMOroK0 OMHCOBOT CTATHCTHKH.

19. lemorpadpiuni nokasH1kH 10¢imKyBaHOT
momynsAuii (craTe, BiK, paca, TOLI0)

3aranom Gyno 3anyuyeno 28 mocnimKyeaHHX, 3 SKMX 26
3aBeplIHIM fgochimkeHHs. Cepenniil Bik (+SD) ctaHoBHB
36 pokis (£10). 3 28 yuacHukis eBponeoiaHoi pacu 14
(50%) Oyau yonosikamu.

20. PesynbTaTh epeKTHBHOCTI

He 3acTocoByeTbes

21. Pesynbraru Oesnexu

3rizno 3 mpoTokonom, Gyno  pangomizoaHo 28
nocnimkysanux. Jea (2) yuacuuku (Ne 014, 027) BUOYIH
v 2-my nepioni. Onun yuachuk (Ne 014) Gye BuBeaeHwuii
OCIIAHMKOM 3 JlociliukeHHs vepes AE B 1-ii aenb 2-ro
nepioay no seeaeHHs IT1T1. Cy6'ekt (Ne 027) Bigkiukas
CBOIO iH(pOpMOBaHy 3rojly Ha 5-if AeHb 2-ro nepiomy.
[Micns  mpuitomy ITIT 10 3 28 (35,71%) cyG'ekrip
MOBIIOMHUAM TIpO  wOHaWMeHwe oaHe HS mig  wad)
ociikeHHs. 3aranom Oyno 3apeectpoBano 17 HSl, 3
akux 8 (47,06%) Oynu  ouiHeHi sk nos's3ami 3
NIOC/IKYBAaHUM  mipenapatom, a 9 (52,94%) - sk He
MOB'A3aHi 3 10CTIIKYBAHHM MPOLYKTOM.

Oaun Tvn HSL, a came "ronoeuuii 6inb" (6 nosinommens yj
4 cyb'ekriB), ctaHoBuB 6 3 17 (35,29%) Bia 3aranbHoi
kinbkocTi Ta 6 3 8 (75%) Bia kinbkocti HS, ouinenux sy
MOB'A3aHI 3 10C/LKY BAHHM JIIKAPChKHM 3ac000M.
[urencusnicts ycix HA Gyna nerkowo B 7 3 17 Bunaakis
(41,18%), nomiproto B 7 3 17 sunaakie (41,18%) i
TSKKOIO B 3 3 17 Bunaakis (17.65%).

3 nocnimkysanux HJSI, noe'ssanux 3 npenaparamu, 2 3 8
(25,00%) 6ynu 3apeectporani nicns npuifomy npenapary]
Testrsed, 5 3 8 (62,50%) - micns mpuiiomy npenapary
Testrea 1 1 3 8 (12,50%) - micis npuiiomy 3 pedepeHTHOrO
npenapary.

Y  Bunaaky JochimkyBanux  HS,  nos'asanux 3
iKapCbKMMH 3ac00aMH, iHTeHCHBHICTB GyJla Jlerkoio y 4 3
8 unaakis (50%), nomipHow y 2 3 8 Bunaakis (25%) Ta|
kKoo ¥ 2 3 8 Bunaakis (25%).

Tpu (3) 3 nerkux Ta NoB's3aHMX 3 JiKapcbkUMH 3acobaMu
HA moxyTe 6yTH noe's3axi 3 npenapatom Testfed Ta 1 HS
- 3 pehpepeHTHHUM NIpenaparom.

Menukamentosi  HA  nomipHoT iHTeHcHBHOCTI  GyiH
3adikcoBaHi y Testrsiea Ta Testrd N0 | BUMAAKY Y KOKHIl
rpyni. Takox meanxameHtosHi HSl Tsxkoro crynens
TSKKOCTI MO OyTH npusHaveHi Testiased | TeSted 10 |
BHUITAJKY.

[licns pedepeHTHOro JiKyBaHHA He CHOCTEpiranocs
MOB'A3aHUX 3 J0CJiLKyBaHHM npenapatoM HS momipHoi




ab0 TAKKOT IHTEHCHBHOCT!.

Hanpukinui  nocnimkenns 16 3 17 HA, npo sxi
MOBIIOMIANIOCA  micas NpUAOMY  J10CTIIKYBaHOTO)
npenapaty, nosHicTio suukan. Oane (1) He nos'ssane 3
npuiiomom npenapaty HS Gyno ouineno sk Take, mo
"Munae". Ockinbku ouikyBamocs "caMOBiAHOBIOBaHHs",
MOAANBLIE CHOCTEPEIKEHHS 10 OJlY>KAHHS HE MPOBOMIIOC.
Hotupu (4) nocnimkysani oTpumysanu ME&HKaMEeHTO3HY)
repanito y 38'sky 3 HSA. Oamu (1) J0CTIDKY BAHUiA
NPOXOJHB HEMEANKAMEHTO3HE JIiKYBAHHSI.

[Ipo cepito3Hi HSl e moBimomusiocs.

Kniniuno 3nauywmnx 3min naBopartopHmx MOKAa3HHUKIB,
napamerpie  EKT, nokasuukis  surremisnbHocti Tl
(i3MYHKX mapameTpis, NOB'A3aHMX 3 Gesmekolo, He
criocTepiranocs.

3aranom nepeHocumicts o6ox ITITT noswicTio Bianosizana
npopimo  Gesnekh Ta  NEPEHOCHMOCTI JKapCLKOi
pedoBHHM,

3a pesynbTatamu OUIHKM Ge3NeKH Hemae SKOIHHUX
HAC/IIAKIB AN MOKJIMBOTO 3aCTOCYBAHHS J0C/i1KYBaHOTO
U1iKapcbKOro 3acofy.

22. BucHorok (3akimoyenns) PesynbraTh BUNpoOyaHHs nokasyroTh, 1wo

* B ymoBax HaTwecepue Test nmokasas BuLLy MakcHMaIbHY|
EKCMO3HLLIIO, HidK pedepeHTHHMIT npenapar, 3 koeditieHToM
npubausno 2,4 s Mecanasuuy Ta npubausto 2,1 ans Ac-
5-ASA, wo, #MOBIpHO, mNOB'A3aHO 3 GisblL paHHiM
BUBUILHEHHAM i, fAK Hacnigok, BMwoo abcopGliero y]
BEPXHIH 4acTMHI  LITYHKOBO-KMLWKOBOrO TpakTy. Llg
MOCHJIIOETLCA 3HHIKEHHAM MaKCHMabHUX KOHLEHTpaLliii
pedepeHTHOrO npenapaTy BHAC/1iA0K MpHiioMy 4 OKpeMHX|
TabneToK A1 JoCSArHEeHHs noBHOT 103K 1600 Mr

* Cryninp  abcopOuii ayxke cxoxuii Mik Test Tal
pedbepeHTHHM MNpemapaTtoM Yy cTaHi HaTuiecepue, 3
koediuientom Gau3bko 1,6 ans mecanasuny ta 1,2 ans Ac-
5-ASA.

* CaMm TecToBHMI NPOAYKT JIEMOHCTPYE BMILY LIBMAKICTD i
CTYNiHb 3aCBOEHHSA HATLLECEpPLE MOPIBHAHO 3 MPUHOMOM
micsig iaM, NpoTe pi3HUUS CTaHOBHMTL aHwe Big 1,3 o 1,5
(axropa.

* B yMoBax cuToCTi Tar-taiiM 3HauHO QOBLIMI, Hi% Y cTaH]
HaTwecepue. Lle noe'asaHo Hacammepen i3 3aTPUMKOIO
CMOPOMKHEHHS LLTYHKA.

* HewonasHo  po3pobnenuit  TecToBMH  mpoaykT
[IEMOHCTPYE BIAHOCHY CTIHKIiCTh 110 WW"?’%?%B”}‘
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Hopatok 30

Ao Ilopaaky nposeneHHs ekcnepTusu
peecTpaLiiHUX MaTepianis Ha Nikapcbki
3aCO0M, O NONAKOTLCS HA JAEPIKABHY
peecTpalliio (nepepeectpaiiio), a Takox
EKCMEePTH3H MaTepiaiB Npo BHECEHHs
3MIH J10 peecTpauiiinix marepianis
MpOTAroM Jii peecTpallifiHoro
MOCBiYEHHS

(nmyHkT 4 poszainy V)

3BiT npo kainiune Bunpodysanns Ne TP0506

HOMEp peecTpaliifHOro NocBiAueHHs)

1. Ha3ga slikapcbkoro 3aco0y (3a HasBHOCTI -

Mecanasun, TP0OS, Acakon 1600 mr

KOJIOBAHMH HOMEp KJIIHIYHOTrO BHNIPOOYBaHHS

2. 3a9BHUK Tinorc ®apma AT’
bacnepuwrpacce 15
4310 Paiindensaen
Lpefinapis
3. BupoOHuk Tinorc dapma A’
4. [lposeaeHi 1oCTiKeHHS: B TaK HI  AKLO Hi, HagalTe 06rpyHTYBaHHS
1) Tun nikapebkoro 3acofy, 3a kUM Mecanasun
nposoauiacsa abo NIaHyeTbLCA peecTpaLlis
5. IloBHa Ha3Ba K1iHIYHOTO BUNPOOYBaHHs, TP0506: DapmaKOKiHETUUHHH npoginb nicns

ONHOPa30BOI JO3M Ta y CTaUiOHAPHOMY CTaHi Micns
Oaratopazosoro npuiomy Ttabnerok TP05 nopisHaHo 3
pedepeHTHUM npenaparom

EudraCT-Ne: 2014-005616-42

6. Maza KNIHIYHOrO BUNPOOYBaHHA

Daza |

7. Ilepion npoBeaeHHs KJIIHIYHOTO
BUMpoOYyBaHHS

06.03.2015-12.05.2015

8. Kpaiuu, ne npoBoaunocs kiiHiuHe
BUITPOOYRAHHSI

Himeuunna

9. KinbkicTb g0caiaKyBaHHX

28 310poBHX nociakyBaHHX 060X cTaTed (14 xkinok / 14
YOJTOBIKIB)

10. MeTa Ta BTOpUHHI LiNi KJAiHIYHOTO
BUMPOOYBaHHS

* llopiBHaHHa  (apMaKOKiHETHYHHX  mapameTpis
mecanasuHy Ta Ac-5-ASA y nnasmi  KkpoBi micis
MepopajgbHOrO MpHHOMY oaHOpa3oBoi J03H 3 TabneToK
TP0S 1600 mr ta 4 tabnerok MesaBanty 1200 mr micns
ITerkoro cHigaHky

. [MopiBHsHHS (hapmMaKkOKIHETHYHHX napamerpis
mecanasuHy ta Ac-5-ASA y cedi micas nepopaibHOTO
npuioMy oiHopa30Boi 1031 3 Tabnerok TPO5 1600 mr T4
4 Tabnetok MeszaranTy 1200 Mr nic/is Ierkoro CHigaHKy

. [lTopiBHAHHS (hapMaKOKIHETHYHUX  MapaMeTpie
mecanasuHy Ta Ac-5-ASA y nnasmi  kpoBi micas
nepopajibHoro GaratTopaszoeoro npuiomy 3 Tabaerok TP0S
1600 mr Ta 4 Tabnerok Me3zapanTty 1200 Mr oauH pa3s Ha
100y MpoTArom S AHIB MOCMib MiC/as Nerkoro CHiaHKy

*  [lopiBHsaHHA  (apMaKOKIHETHYHWX  mapameTpis
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MecanasHHy Ta Ac-5-ASA y ceui nicns nepopanbHoro
npukiomy Garatopasoeux 103 3 Tabnerok TP05 1600 mr T4
4 rtabnetok Mesasanty 1200 mr ogun pa3 Ha pno0y]|
MPOTAroM 5 AHIB NOCMINb Mic/s JErKoro CHiJaHKy

* Onucora Xapakrtepucrika Gesneku Ta MEPEHOCUMOCTI
npenaparie TPOS 1600 mr Tta Mesapant 1200 mr Y]
NOCIIDKYBaHIH nonynsuii

I'l. iuzaiin kniniuHoro BunpoGyeanms

OnnouenTpoee,  Bigkpure, paHioMizoBaHe  (mopsaoK
U1iKYBaHHs), 30anaHcosaHe, 2-nepioguune, 2-nocnifosHe,
rnepexpecHe 0araTono3oBe JOCHimKEHHS 3 NpHHOMOM
nicns i, posnineHe MepiofioM BUBEAEHHS LIOHAMMeHIIe
14 nuiB Ges nikyBaHHs

12. OcHoBHI kpHTepiT BKIIOYEHHS

. ETHiune noxomkeHns: NPEACTaBHUKH €BPONEOINHO]
pacu

2. Bik: Big 18 10 50 POKIB BKJIFOYHO

3. Inpexe macu tina (IMT): > 18,5 kr/m2 Ta < 28,0 kr/m?

4. lapuuii ctan 310pos's

5. He kypute abo He kypup wonaiivenue | Micsillb, He
BHKOPHCTOBYE €/IEKTPOHHI CHrapeTy

6. TlucemoBa iHdopMoBaHa 3roma micis OTPHMaHH3
inpopmauii npo nepemarn Ta notewuiiini PH3HKH
KJIIHIYHOrO BHUNPOOYBAHHS, a TaKOX aeTai CTpaxyBaHHS,
L0 TMOKPHBAE JOCTI/DKYBAHHMX, fIKi GepyTb yuwacTh y
KJiHIYHOMY BHNpoGyBaHHi

13. NocnimxyBanuii nikapebkuii 3aci6, cnoci6
3aCTOCYBAHHS, CHJIa Jil

TPO5 1600 mr
Mosa: 5 x 4,800 mr = 24,000 mr MecajlasuHy Ha Kype
JTiKyBaHHS

14. Tlpenapar nopieHsHHs, 103a, cnociod
3aCTOCYBAaHHS, CUa aif

MesapanT 1200 mr Tabnerku KHIIKOBOPO3YHHHI
Mlosa: 5 x 4,800 mr = 24,000 mg MeCallasHHy Ha Kypc|
UTiKyBaHHS

15. Cynyrhs Tepanis

He Gyno xonoro aocnimkysanoro, skuii 6 nopizomus npo|
BYKMBAHHS JIIKIB Mg uac gocaimkenus (nicss nepLoro
NPUAOMY 10CIUKYBAHOTO Mpenapary) y 3B'3Ky 3 HSL.
byno 7  nocnimkyeamux, ski  noeizomuin npo
VIOBTOTPHBAIMH ~ NpuHoM  Jiikie  (y  BCiX  BMnagkax
KOHTPALENTHBIB) M/l Yac A0C/iKEHHS,

16. Kpurepii ouinku edektupHoCTi

He 3actocoByeTbcs

17. Kpurepii ouinku Ge3nekn

* Hebaxani ssuwa (HS), sxi crocTepiranucs,
3rajlyBaqucs [4 4ac 3arajbHOr0 OMUTYBaHHA abo
CMIOHTAHHO MOBIAOMJIAIHCA, GyJ/IH 320Ky MEHTOBaHI

* TecT Ha BariTHicTDL

18. CTaTHCcTHYHI MeTo/H

Jlvcniepciiituii ananiz npoBoannK AK nonapHe NIOPIBHAHHS
Tect 3 pedepeHTHHM npenapartom ais 3HaueHbA UCo.4h sa-,
Crax.sd-» Ta Aeo.24n,sd-values (xapaxTtepucrika OJIHOPa30BOI
1o3H) a Takok AUCq.ss., Ct,88-, AUCo.uastmd-s AUCo-0md-,
Clnnx,md-, AeO-EJh,md Ta Aeﬂ-()Oh,md'ValueS (XapaKTepHCTHKa
Oaratopa3oBoi  J03M)  BKIKOYAKOYM (hopMyJIHOBAHHS
dakropis, nepion, MOCHIAOBHICTL  Ta  cyG'ekT
(nocnioBHICTS). OuiHtoBanu BHYTPILIHBOrPYMOBY
BapiaGesibHICTh Ta BU3HAuanH eekTH nepioay, cyG'ekra Ta
nociifosHocti. [loe's3ani  craTHCTHuHI  ananisu Oynu
nposefeHi 3 iiMoBipHicTIO nomunku 0,05 (fiMOBIpHicTH)
nomMuiakud tumy I). TlapameTpuuHi ToukoBi OLiHKH ms
criBBiaHowenus Tect/Pedepentnuii npenapar Tta 90%
JIOBIpYi IHTepBaH 1A HABSACHHX BHILE NapaMeTpiB Oynu
po3paxoBaHi 3 BMKOPHCTaHHAM HaliMeHLIH
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KBaJpaTHUHMX 3HadeHb 3 ANOVA nor-tpancdopMoBanmx|
(AAHHX 3 NO/IANIBLINM EKCTIOHEHLIAbHUM IEPETBOPEHHAM.
Binnochy Gionoctynnicts MOCNIUKYBaHOrO  Mpenaparyl
MOPiBHAHO 3 pedepeHTHHM OUHIOBAJIH 34
CIBBIJHOWIEHHAM  cepeanix FEOMETPHYHUX  BEJIMYHH
(ToukoBi ouiHku). 90% JOBipui iHTepBanu cayrysanu
IHTEPBAILHUIMU  OLIIHKAMH | Oyan  Bu3HaueHi 3a
J10MOMOrOI0 NapaMeTpUYHOTo aHanizy (2 OJIHOCTOPOHHI t-
recTH).

19. Ilemorpadiuni nokaznuku AOCITIAKYBaHOT
nonynsuii (crate, Bik, paca, Towo)

3aranom Gysno sanyueno 28 AOCTIKYBAHHUX, 3 SKHX 27
3aBEPLIMAM fochikenHs. Cepeatiil Bik (£SD) cranoBug
38 pokie (£8). 3 28 YUYAaCHHKIB €BpOINeoinHOT pacu 14
(50%) 6yau yonorikamu,

20. Pesynbratyn edektusHoCT

He 3actocoByeTbes

21. PesynbraTn Gesnexu

3aranom 6ys0 ouiHeHo Oesneky 28 nocnimkyeanmx.
HBanuars cim (27) NOCHIKYBAHHUX 3aBEPLUMITH KJliHiuHel
JIOCIIKEHHS.  BIAMOBImHO  j10 nporokony.  Bouwu
OTPHMYBA/IH  TECTOBMH Ta pedepeHTHHH npenapaTu
MpOTAroM 5 AHiB nocninb (5 x 3 x 1 600 mr Mecala3HHY Y|
BHMAAKY TECTOBOro npenapary ta 5 x 4 x 1 200 mr
MECanasiHy y BHNaaky pedepeHTHOro npenapaty), B
PEe3yabTaTi 4YOro 3araibHa 703a cranosuna 48 000 M
MECAasHHy Ha OJIHOTO JI0C/1 15Ky BAHOHOT O,

Onna (1) mocnimiysana (No 008) Biakiukana cBoIO
3roay Ha 2-H AeHb JochigKeHHs nepiony II. Boua)
oTpuMania 5 x 3 x 1 600 mr = 24 000 mr MecalazHHy
Tecr npenapary y nepiogi [ ta 2 x 4 x 1200 mr = 9
600 mr mecanasuny PedepentHoro npenapary y
nepioxi I, mo cranosuths 3aranemy no3y 33 600 mn
MecalasHHy.

Omun (1) pocnimkyBanuii nosizomus npo | BHMaaok
[ITCP Mix noyaTkom cKpHHiHrOBOro obGcTerkeHHs Ta |-M
BeeseHHAM IMIL. [ITCP munys no kiHus pgocaimkens.
Bin He noripumees micns MPHHOMY  10CHIAKYBAHOTO
Mpenapary i, TaKHM 4MHOM, He GyB BKJIIOUEHHIT B OLIHKY
AE 3riaHo 3 nporokonom.

Baranom 9 3 28 (32,14%) AOCHIAKYBAHHX MOBiAOMMIIH 11PO
18 AE nin uac kniniunoro nocnipxenns, 10 AE y 6
J1OCITDKYBAHHX Mi/l Yac TECTOBOIO nikyBaHHsi Ta 8 AE y 6
JOC/IKYBAHUX  MiA  4ac  pedepeHTHOro TIKYBaHHS,
InTetcuhicTh yeix AE Gyna nerkoro y 6 3 18 Bunaakis
(33,33%), nomipHoto - y 12 3 18 unankis (66,67%). He
OyJ10 3KOAHOrO BUMAAKY, KNACH(IKOBAHOrO K THIKKHIA.
CiMHaauate  (17) HS  (94,44%) Oynn  ouiHeHi K
"nos'azani" 3 IMI1, a 1 HA (5,56%) - sk "He nos'ssani" 3]
[TIL. Ies'ats (9) 3 17 (52,94%) HA, nos'ssanux 3 Tec
npenapatoM, Oy 3apeecTpoBaHi mig 4yac TeCTOBOroO
likyBaHHa Ta 8 3 17 (47,06%) nia uac pedepeHTHOrO
UTiKyBaHHS.

Y BHMaAKy dOCTiDKYyBaHHUX —MegMKaMeHTO3HHX AE
iHTEHCHBHICTB 6yJ1a Nerkoto B 6 3 17 Bunasakis (35,29%),
momipuoto B 11 3 17 Bunagkis (64,71%). He Byno
PKOZTHOrO  BHMAJKY, KJIACH(IKOBAHOrO SK "THKKMi", 3
VIErKHX Ta MoB'asanux 3 Tect npenapatom HA no 3 moru
Oyru nos'ssani 3 TecrT Ta pedepeHTHHM JKyBaHHAM,
Menukamentosui HSl nomipHoi iHTeHcHBHOCTI Moriw
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Oyt nos'ssani 3 Tecr npenapaTtoMm y 6 BHmagkax Ta 3
Pedepenthum npenapatom v 5 sunankax

Omur tan HS, a came "ronoBuuit  6inp" (5
MOBIJOMIIEHE Y 5 AOC/IIMKYBAHKHX), CTAHOBMB 5 3 18
(27,78%) Bin 3aranbHol KinbkocTi Ta 5 3 17 (29,41%)
Bil KinbkocTi HSI, omiHeHmx sk noB'si3adl 3 Tec
IIpenapaKkToM.

[porsirom I nepioay cnocrepiranocs 11, a nporsarom 11
nepioxy - 7 HAL.

Bei HA 6yan pupiweni a0 kinus nocnimkenns.

PKozien yuachuk He BuGys uepes HSl.

He nosigomnsnocs npo xonni CHS.

Kozen 3 nocniwkyBanux He oTpuMyBaB MeqMKaMeHTO3HOI
Tepanii  y 3B'3KY 3 H5l, He NpPOXO/IUB
HEMEHKAMEHTO3HOrO  JIikyBaHHA abo0  JlarHOCTHYHMX]
oOcTerkeHs.

JKomnux  KIIHIYHO 3HAUYWIMX  3MiH y habopaTopHux|
nokasHukax, napamertpax EKI, xutreBo Bamiveux
MNOKa3HUKAX, a TAKOXK (HI3MYHUX NapameTpax, MOB'A3aHHX 3
Geanekolo, He crocTepiranocs B nepioa Mixk CKPHHIHTOM |
34BEPILEHHAM JIOC/IIKEHHS,

3aranom nepexocumicts o6ox I Bianosizana npodinol
e3neku Ta nepeHoCHMOCTI Nikapebkoi pevoBuHH. [Tix yac
NOC/IDKEHHS. He Oyn0 BHABICHO KOAHUX HOBMX aGo)
HEOUIKYBAHMX Pe3YJIbTATIB, NPO AKi 6YJ10 6 MOBiLOMIEHO.
Bpaxosyroun pesynbTat oUiHkM Ge3neku, HeMae sKOIHHX
HACIIIAKIB TS MOYKIIHBOTO 3aCTOCYBAHHS J0CIiDKY BAHOTO
npenapary.

22. BucHOBOK (3aktoueHHs)

PesyibTaTi BHnpo6ysans MOKas3yoOTh, WO

* Obuasa NpoayKTH MoBOAATLCH 1yiKe CXOKE, 2 HEBEJHKI
Bi/IMIHHOCTI, AKi Bce e CroCTEpIratOThes  michs
OIHOPA30BOro MPHHOMY, 3MEHILYIOTBCSA MPU AOCSATHEHH]
ctauioHapHoro crany. Cepenni npodini  nokasyioTh
MOPIBHAHHHI Yac 3aTPUMKH /18 060X npenaparis. B oGox
MPOAYKTAaX CHOCTEPIracThesi Mi3HE BHBIAbLHEHHS, TOGTO
OKpeMi Jlikapceki (OPMH MOYMHAIOTH BUBINLHATHCA Hal
HACTYNHWH aeHb nicna  npuiiomy. lLle, oueBHaHO,
MOB'I3aHO 31  IIJYHKOBOK  PETEHUICI0  BBEACHMX]
JUKAPCBKHX  (OPM,  BKPHUTMX  KHIIKOBOPO3YMHHOIO
oGontonkoto,  TO6TO  mouatok  abcopbuii  wacTo
3aTPHMYETBCA  4epe3  MNi3Hilk  Mirpylouuil  pyXoBwii
KOMIUIEKC nicia npuidoMy i (Jlerkuit cHinaHok).

* Hepenuka, ane crifika TeHACHUIS 10 3HMKEHHS
Gionoctynnocti npubnusHo Ha 10 % (makcumym 20 % y
napaMeTpax 3 Jly:;e  BHCOKOK  BapiabesbHICTIO)
criocrepiraetbes ana TecTy nopisHsHo 3 PedepentHum
MpenapaToM; L€  CIOCTEPEIKEHHS  Y3rOMKyeThes  3i
3HadeHHAMH AUC i Cpay Bil KOHUEHTpauiit y nnasmi, a

NI
TAKOXK J/1sl eKCKpeLii 3 ceﬁ.g M. Kijg R,
P
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