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NON-CLINICAL STUDY REPORT

1. Name of the medicinal product (marketing
authorization number if any):

Milurit (Allopurinol) 150 mg and 200 mg tablets

1) the type of the medicinal product registered or|
planned to be registered

generic

2) conducted studies

YES

2. Pharmacology:

Egis Doc. No.: 3072: Allopurinol effect on efficacy
of oxonate-induced uricase-paralysed swimmed rats

Egis Doc. N.: 3141: Pathological significance of
hyperuricemia in shock in uricase-inhibited and
allopurinol induced xanthine oxidase-inhibited rats

1) primary pharmacodynamics

Egis Doc. No.: 3072

Uricase enzyme inhibition produces extreme
hyperuricemia, increasing the sensitivity of animals to
shock. Hyperuricemia induced by shock cause urate
nephropathy, microcrystalline formation in blood and
urate phagocytosis in white blood cells. Parallel
allopurinol treatment significantly moderated all of
these symptoms and improved the shock survival. In
the experiment it was studied the effect of allopurinol
treatment in shock survival in oxonate-induced
uricase-inhibited animals in swimming test. The result
of strong muscle work is an increased level of lactic
acid in the blood, which causes hyperuricemia alone as
well.

The degree of the hyperuricemia caused by inhibition
of uricase enzyme activity by oxonate treatment was
investigated in this experiment, furthermore how affect
the triggered hyperuricemia and its prevention by
allopurinol  treatment the animals' physical
performance.

CFY strain rats were used for the study. The forced
swim test was performed according to Frenkl et al.’s
method (1964) and the survival time was recorded.
Oxon acid K-salt was used intraperitoneally at the dose
level of 250 mg/kg bw, 1 hour before the swim test.
Allopurinol was used intragastrically, 1 hour and 12
hours before the experiment at the dose level of 100
mg/kg bw. With these dose levels complete uricase and
xantinoxidase inhibition was provoked, accordingly.
Groups were the following:

- Vehicle treated control group / 17animals

- Oxon acid treated group / 18 animals

- Oxonate and allopurinol treated group / 16
animals

- Allopurinol treated group / 19 animals

At the end of the test, blood sample was collected from
the dead animals by heart puncture and animals were

dissected.




Urate level in the serum and the allopurinol effect for
the serum dialysate was determined by using UV-Vis
spectrometry.

Egis Doc. No.: 3141

As observed before, significant hyperuricemia could
be developed in clinical shock-like conditions. Urate
level of blood increase depending on the severity of
shock in experimental animals with the uricase enzyme
as well.

Johnson’s et al. (1969) showed that oxonate selectively
inhibits uricase enzyme, thus purine metabolism of]
oxonate treated animals becomes similar to humans’.
It was demonstrated that rats pretreated with oxonate
show intense hyperuricemia in shock. Oxonate induced
uricase inhibition increases the sensitivity for shock.
Because of the endogenous hyperuricemia developed
during the shock, uric acid precipitates in the kidney
causing urate nephropathy. According to our
hypothesis, this is one of the factors to onset of renal
failure in shock. In parallel, the high level of uric acid
in blood cause in vivo uric acid precipitation in
microcrystalline form in the blood. According to
research on gout, the phagocytosis of microcrystals by
white blood cells initiates a further severe pathological
process.

The aims of the experiment were to study the role of
hyperuricemia in the pathology of shock and to answer
the following questions:

L Could be shown uric acid precipitation and
urate microcrystalline phagocytosis by white blood
cells in the blood of uricase-inhibited shock animals?

2. Could be alleviated hyperuricemia by
allopurinol treatment?
3. Could  prevent  allopurinol  treatment

nephropathy induced by shock?

CFY strain rats were used for the study. Animals were
allocated for 2 main groups:

I 4 hours tourniquet shock (shock was triggered
by bypass of hind limbs from circulation) was
produced in 36 animals, and animals were treated with:
- no tretament / 7 animals

- oxonate / 11 animals

- oxonate and allopurinol / 11 animals

- allopurinol / 7 animals.

Six hours after the unlock of tourniquet, animals were
bleeding and pathological examination were
performed.

2. In shock-survival group 30 animals were used.
Shock was induced by 5 hours arrest of hindlimbs.
After the post mortem blood sampling animals were
dissected. The survival group animals were treated:

- no treatment / 10 animals

- oxonate treated / 10 animals




- oxonate and allopurinol / 10 animals
Parameters defined:

- urate level was measured by UV-Vis
spectroscopy in the protein-free blood

- urate precipitation in the kidney tubules was
examined by macroscopic and microscopic
examination of kidney

- urate phagocytosis of white blood cells was
determined by polarization microscope

2) secondary pharmacodynamics

*

3) safety pharmacology

*

4) pharmacodynamic interactions

*

3. Pharmacokinetics:

1) analytical procedures and reports on their
validation

2) absorption

3) distribution

4) metabolism

5) elimination

6) pharmacokinetic interactions (non-clinical)

* *| ¥ ¥| ¥| *

7) other pharmacokinetic studies

4. Toxicology:

Egis Doc. No.: 3212/I/A and 3212/1I/A; Three Month
Toxicity Test with Milurit

1) single-dose toxicity

2) repeated dose toxicity

A three month toxicology test were performed with|
Milurit in 1978 by the Experimental Institute of]
Surgery of the Medical University of Debrecen.
Milurit (allopurinol) was administered in dose levels of]
24, 72 and 225 mg/kg bw/day for 90 days to
experimental rats of Long Evans species. The 80 rats
were subdivided in the following groups:

e Group I: covered 20 rats, 10 male and 10
female animals. They were given 24 mg/kg
bw/day of Milurit.

e Group II: covered 20 rats, 10 male and 10
female animals. They were given 72 mg/kg
bw/day of Milurit.

e Group III: covered 20 rats, 10 male and 10
female animals. They were given 225 mg/kg
bw/day of Milurit.

e Group IV: covered 20 rats, 10 male and 10
female animals. They were given physiological
saline solution instead of Milurit, but were kept
and treated under the same circumstances and
conditions, thus they can be considered as
controls.

Results of the experiment:

In daily doses of 24 mg/kg bw orally for three months
to rats, Milurit did not give rise to changes in the
animals’ clinical condition, bw, food- and water
consumption, qualitative and differential blood counts

compared to controls.




On daily dose of 72 mg/kg bw orally for three months
water consumption increased significantly in treated
rats compared to findings in untreated controls and in
animals given 24 mg/kg bw Milurit.

Oral doses of daily 225 mg/kg bw Milurit for three
months to Group IV male rats gave rise attack-like
clinically noticeable sickness on two occasions and led
to the loss of two animals. In group 16 body weight of]
the animals remained for behind that registered in the
two other treated groups and the male controls.
Moreover, the animals in group 16 consumed
significantly less food. Water consumption increased
significantly in female and male rats of Group IV given
largest doses of Milurit.

Histopathology findings:

1. The expertise has been complied on the basis of]
the pathological and histopathological processing,
the evaluation of findings, as well as of the
comparison with the so-called untreated control
group (20 experimental animals) kept under
similar conditions.

2. Milurit, administered in the dose of 24 mg/kg for
90 consecutive days to 20 experimental animals
did not caused alterations indicating to a toxic
effect, demonstrable by the above described
methods either in the parenchymal organs or in the
central nervous system, endocrine glands,
gastrointestinal tract, as well as in the urogenital
apparatus. The pathological alterations described
in this group that were to be found in the liver,
kidney, spleen, etc. of semiacute, semiacute-
chronic origin occurred often in forms containing
eosinophilic granulocytes, too, may be attributed
mainly to parasitosis, for a lesser part they may be
considered as being of intercurrent character.
These symptoms could be observed in the control
group as well.

3. The dosage of 72 mg/kg of Milurit for 90 days
gave rise to alterations of inflammatory character
on the duodenal mucous membrane of the
experimental animals. These alterations increased
at doses of 225 mg/kg administered for the same
period, when haemorrhagic, necrotic symptoms
could be observed on the duodenal mucosa,
spreading sometimes over the submucosa, too.
These signs may be traced back to the irritative
effect of the drug.

4. Milurit administered in a dose of 225 mg/kg for 90
days has provoked degenerative alterations,
seeming to be irreversible in the kidneys of most
experimental animals’ various degrees of severity.

5. The semiacute, semiacute-chronic inflammatory

alterations,  containing  often  eosinophilic
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granulocytes, occurring in certain organs, like the
liver, kidneys, gastrointestinal tract, are caused
mostly by parasitosis, in a lesser part may be
considered as of intercurrent character.

6. The acute plethora, described with all
experimental groups, affecting the liver, brain,
heart and lungs, etc. is a symptom being
connecting with the extermination, thus
unimportant from experimental viewpoint.

7. The fresh haemorrhages found in may be

considered as microtraumatism occurring during

the transport.

3) genotoxicity:
in vitro

in vivo (including additional toxicokinetics
assessment)

4) carcinogenicity:

long-term studies

short-term studies
or medium-term studies

additional studies

5) reproductive and developmental toxicity:

effect on fertility and early embryonic
development

embryotoxicity

pre-natal and post-natal toxicity

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

6) local tolerance

7) additional toxicity studies:

antigenicity (antibody production)

immunotoxicity

Mechanism of Action studies

drug dependence

metabolite toxicity

impurity toxicity

other

*| *| | ¥| ¥]| ¥| ¥| ¥ | *

5. Non-clinical study conclusions

The results of the primary pharmacodynamics
experiment indicated that oxonate treatment in rats
cause uricase enzyme inhibition. In these animals, the
maximum muscle work induced by forced swimming
test caused hyperuricemia. Oxonate treatment did not
make worse the rats’ performance and did not cause
urate precipitate in the kidney. Xanthinoxidase
inhibition by allopurinol treatment prevented
hyperuricemia and also significantly increased the
physical performance compared to oxonate treated and
especially to control animals’.

Allopurinol treatment increases the survival of shock.
Allopurinol can be used to alleviate shock-induced
hyperuricemia aggravated by oxonate induced

hyperuricemia and urate nephropathy. In case of]




uricase-inhibited shock animals (and partially without
inhibition), urates could be precipitated in vivo in
blood; as a result, white blood cells in the peripheral
blood show phagocytosis of microcrystals which could
be prevented by pretreatment with allopurinol. UV
spectrophotometric analysis of serum dialysate could
be used to control accumulation of metabolite induced
by shock and the effect of allopurinol. The study
suggests that a beneficial effect of allopurinol
treatment can be expected based on the pathological
effect of hyperuricemia on shock metabolic disorder.
With the prevention of hyperuricemia, a beneficial
therapeutic effect is expected in acute metabolic
disorder.

In conclusion of the three-month repeated dose toxicity
study, the consistency of the tabulated values and
biometrical comparison permit the assumption that
increased water consumption and reduced intake of]
food, as well as weight loss and illness manifested by
clinical symptoms in male animals of Group IV were
induced by the test substance. It may be stated that the
inflammatory alterations of the duodenal mucosa
induced by both the dose of 72 and 225 mg/kg bw of
Milurit, administered for 90 consecutive days, being a
moderate severity in the preceding group and more
marked in the latter one, may presumably be ascribed
to the irritative effect of the drug. Further it may be
assumed that Milurit in a dosage of 225 mg/kg has a
kidney-damaging effect which manifests itself in the
form of degenerative alterations seemingly
irreversible.

* generic product, therefore no nonclinical studies were perormed. Information was based on literature data

Applicant

(Marketing Authorisation Holder)

(signature)

Dr. HRLAHLLT I CSALA

(Full name)

EGIS PHARMACEUTICALS PLC 48,
Budapest - Hungary gals







- piBEHb ypaTiB BUMipIOBAJTH METOZIOM
YJIbTPathioneToBoi CNEKTPOCKOMNii B KPOBi, IO He MiCTHTE
Oinka

- OCaUKEHHS  ypaTiB Y  KaHagbllAX  HHUPOK
IOCITIIDKYBAIOCS 33 JIOTIOMOTOI0  MAaKpPOCKOITIYHOrO Ta
MIKPOCKOMIYHOTO IOCi/KEHHS HUPOK

- ypaToBHi (arouuTo3 JNEeHKOLMTIE BH3HAYalH 3a
IOTIOMOT OO NOJIAPU3aLiHOro MiKpockona

2) BTOpHHHA (papMaKoauHaMika

*

3) papmakonoris Gesnexu

%

4) hapmaxoauHaMiYHI B3aemoii

*

3. QapMaKoKiHETHKa:

1) aHaniTHYHi NponeAypH Ta 3BiTH Mo iX BaigaLio

2) MOTTHHAHHA

3) po3mofin

4) 06MiH peuoBUH

5) BUBEIeHHA

6) dapmakokiHeTHUHi B3aeMoaii (AOKITiHI4HI)

*

7) iHi (hapMaKOKIHETHUHI HOCHiKeHHS

*

4. (hapMaLeBTHYHOI TOKCHKOJIOTIT:

EI'IC Jlok. Ne 3212/I/A Ta 3212/1I/A; Tpumicaunuii Tect
Ha BUSABJICHHSA TOKCHYHOrO ehekTy 3 Minypurom

1) TokcHYHMI eeKT pa3oBoi 103U

2) Tokcnunuii edhext 6araTopazoBoOro 3acToCyBaHHS
103H

Tpumicsunmii ToKCHKOIOTIMHUH TecT GyB mposeneHuil 3
Minyputom y 1978 poui ExcriepuMeHTaIbHUM iHCTHTYTOM
xipyprii Meauunoro yHisepcurery Jle6peneHa.
Minypur (anomypuHon) BBoaund B mosax 24, 72 Ta 225
MI/KT Bar Ha 00y npotsirom 90 aHiB eKkcriepHMeHTATbHUM
mypam BuAy Jlonr-Esanc. 80 wypis mominumm Ha Taki
rpYIH:
® [ rpyna: oxorteno 20 wmypie, 10 camuie Ta 10
camok. Im nasamu 24 mr/kr Baru/aeHs Minypury.
e II rpyna: oxoreno 20 mypis, 10 camuis Ta 10
camok. IM nasanu 72 Mr/kr Baru/aeHs Minypury.
* I rpyna: oxonneno 20 wmypie, 10 camuis Ta 10
camok. Im mapanmu 225 mr/kr Baru/nens Minypury.
¢ IV rpyna: oxormneHo 20 mypis, 10 camuie Ta 10
caMok. IM gaBanu dizionoriunuii consumit PO3UHH
3aMmicTe  Minypury, ane ix yrpumyBanmu Ta
MTNOROIUITHA NTIKVRAHHY 22 TUX camux oberanun ma
YMOB, TOMY IX MO)KHA BBaXKaTH KOHTPOJBHHMH
TBapHHAMH.
PesyabTaTn eKCIIePHMEeHTY:
Y noboBiii 103i 24 Mr/Kr Bard nepopanbLHo TPOTATOM TPHOX
Micsuie Minypur ue CTIPHYHHSAB y ITYPiB 3MiH KIiHiYHOTO
CTaHy, Bard, CNOXHBaHHI TKi Ta BoaM, sKicHOMy Ta
ndepeHIiifHoMy —mokasHMKax — KpoBi HNOPIBHAHO 3
MOKA3HUKAMH KOHTPOJBHOI MPyINH.
[Ipu noGosilt mo3i 72 mr/kr Baru mepopabHo MPOTATOM
TPBOX MiCALIB CIIOXKMBaHHs BOIM 3HAYHO 36iTBITYBATIOCH V]
LlypiB MOPIBHAHO 3 PE3YJETATAMH TBAPUH 3 KOHTPOJIBHOI
rPYIIY, SKMM He NPOBOJAWIH JIKYBAHHS TPENapaToM, Ta
TBAPHHAMH, SIKi OTpuMYBasi 24 Mr/kr Baru Minypury.
[LlonenHi nepopanbhi 103u 225 Mr/kr Baru Minypury, wo
AaBaJIM NPOTATOM TPbOX MicAuis wypam [V rpynm, meigi
CHPHYMHSATN HanagonoAiGHi KIiHiYHI nposBu XBopoGH Ta
MpH3BeIH 10 3arubeni nBox Teapuu. Y 16-i rpymi Bara
TBApHH 3HAYHO Bilpi3HAJacAd Bix Bark, mo Oyna
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3apeECTPOBaHa y JBOX IHIUMX TIpyMax, AKHM MPOBOIMIH
J1iKyBaHHA, Ta Y KOHTPOJIBHIM rpymni camuis. Binbie Toro,
TBAPHHH rpynd 16 CHOXKHBAIM 3HAYHO MeEHINE DKI.
CroykpBaHHS BOJIM 3Ha4yHO 3pOCJIO Y CaMIiB Ta CaMHIIb
wypis IV rpynu, siki oTpumany Hai6ineii no3u Minypury.

PesyabTaT ricronarosorii:

ExcniepTusa npoBojuiacs Ha OCHOBI MaTONOTIYHOT T2
ricronarosnoriyHoi o6po6ku, OLIHKK JaHKMX aHAi3iB, a
TAKO)K TIOPIBHAHHS 3 TaK 3BaHOK HEJIIKOBAHOIO
KOHTPOJIBHOK  rpynoio (20  eKcriepUMeHTAIBHHX
TBAapHH), YTPHMYBAHOIO B AHAJIOTIYHHX YMOBax.
Minypur, mo BBOANBCA B 1031 24 Mr/kr npotsarom 90
IHiB nocnine 20 eKcriepuMeHTAILHHM TBapHHAM, HE
CNPHYHHAB 3MiH, W0 BKa3lyBaJi © Ha TOKCHYHMIA
eeKT, 110 JEMOHCTPYETBCS ONHCAHUMH  BHILE
cnocobaMH 4YM B TMApeHXIMaTO3HMX opraHax, abo B
UEHTpaJbHiH  HEpPBOBIH  cHCTeMi, eHIOKPHHHMX
3aJ103aX, LUTYHKOBO-KHIIKOBOMY TpaKTi, a TaKOX B
ceqocTaTeBiii cucteMi. [1atoioriydi 3MiHM, OMHMCcaHi B
Wil rpyni, siki Manu 6yTH BUSBIICH] B eYiHLi, HUPKaX,
CeNle3iHll TOWO HAaMiBrOCTPOro, HAamMiBrOCTPOro
XPOHIYHOTO TMOXOJDKeHHA HacTO TPAIULIIKCA Y
¢opmax, mo MicTATE €03HMHOGDIIBHI TPaHYIOLMTH,
TAaKOXK IX MOKHa BiJIHECTH TepPeBaXKHO /10 1apasHTo3y,
MEHILOK YaCTHHOK BOHH MOXYTh PO3INIAfATHCA SK
TaKi, II0 MalOThb IHTEPKYpeHTHMH xapaktep. Llj
CHUMNTOMH MOJKH@ CIIOCTEpiraTH i B KOHTPOJIbHIM
TpyTIi.

Hosa 72 wmr/xr Minypury mnporsrom 90 aHiB
CIPUYMHMIA 3MiHM 3aMaJbHOTO  XapakTepy Ha
CIIM30Bid  OOOJIOHII  [BAHAAUATHNANOI  KHLIKH
eKcrepuMeHTanbHuX TBapuH. Lli 3minm HaGyeanu
CWIBHIIUMX TIPOABIB NpH Joszax 225 Mr/kr, mio
BBOIATBECA 32 TOM caMumii mepios, KOMM remoparivsi,
HEKPOTHYHI CHMNTOMH MOXKHA CIIOCTEpiraTi Ha
CIH30Bil 0GONOHNI JBaHAAUATHNATO! KHULIKH, iHOM
BOHH TOLIMPIOIOTECA | Ha MiACHu30By 06onoHky. Ll
O3HaKH MOXKYTb OyTH MpOCTEKEHi 10 JpaTiBIMBOrO
BIUIUBY IIpenapary.

Minypnt, akn BBOANIN B D031 225 MIYKI IPOTArOM 90
IHIB, CMPOBOKYBAaB [E€TeHEpaTHBHI 3MiHH, IO
31al0TBCS  HE3BOPOTHMMHM B  HHUpKaX OGilbLIOCTi
CKCIICPUMEHTAJIBHUX ~ TBAPMH  PI3HOTO  CTYIEHs
TSKKOCTI.

HamnisrocTpi, HamiBrocTpi XpoHiuni 3MiHK 3anansHOro
XapakTepy, 110 MICTATE YacTo e03MHOQINBHI
TPaHYJIOLMTH, IO BiAOYBAIOTHCS B MEBHHX OpraHax,
TAKHX AK [eYiHKA, HHUPKH, LLTYHKOBO-KHIIKOBHI
TPAaKT, CMNPHYMHEHI TMEPeBAKHO MAPa3HTO30M, B
MEHIIOMY CTYNEHI MOXKYTh PO3IJIALATHCA AK 3MiHH,
L0 MaKOTh IHTEPKYPEHTHHUH Xapakrep.

Toctpe TIOBHOKPOB' 11, OlHCaHe B ycix
EKCIICPUMEHTANIBHHX  TPYIl, W0 BPAKAE MEYiHKY,
MO30K, CepIle Ta JIereHi TOLIO, € CHMIITOMOM, WIO
NOB’A3YETHCA 3 OTPYEHHAM, i, TAKAM YHMHOM, €

HEBAYIMBHM 3 €KCIIEPUMEHTaIBHOI TOYKH 30pY.
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7. CBiXi KPOBOBWJIMBHM, BMABJIEHI Y TBapHH, MOXYTb
po3radaaTues AK MIKpPOTPaBMH, L0 BHHMKAKOTH TMif|
Y4ac TPaHCIOPTYBAHHS.

3) reHOTOKCHYHICTS:
in vitro

in vivo (B ToMy 4HCIIi JOAATKOBA OLIiHKA
TOKCHKOKIHETHKH)

4) KaHUEPOI€HHICTh:

TPUBAJTI HOCTiJPKEHHS

KOPOTKOCTPOKORI JTOCIiIXKeHHS
200 cepeTHbOCTPOKOBI JOCHiIPKeHHA

I0JaTKOBI JOCTIMKEeHHA

5) TokcHyHHi edekT Ha PernpoIyKTHBHY (QyHKILO i
BHYTPIIIHBOYTPOOHHIT PO3BHTOK:

BIUTMB Ha (EPTHIBHICTh Ta paHHil eMOpioHaIbHNMI
PO3BHTOK

eMOpIOTOKCHYHICTh

TOKCHYHHH e()eKT Ha BHYTPIITHEOYTPOOHUH
PO3BHTOK MIIOAY Ta Y MiCAAMOJIOTOBHIA Nepion

OCTiZKeHHS, POTATOM SKHX Ipenapar BBOAATh
MOTOMCTBY (HE3piluM TBapHHaM) Ta/abo
IOBFOCTPOKOBI e()eKTH O HIOKOThCA

6) MicueBa TONepaHTHICT

7) IONATKOBI JHOCHIUKEHHS TOKCHYHOTO eexTy:

AHTHI€HHICTh (BUPOOJIEHHA aHTUTIN)

iMyHOTOKCHUHICTh

JlocnimkeHHA MeXaHi3My [ii mpenapaty

MeAMKaMeHTO3Ha 3aJIeKHICTD

TOKCHYHMI eeKkT MeTaboItiTy

TOKCHYHUH eeKT TOMIKH

*

iHmIe

*

5. BUCHOBKH JOKIIHIYHOTO HOCHIIKEHHA

Pesynbratu MEPBHHHOTO (bapMakoJMHAMIYHOTO
€KCIIEPUMEHTY TOKa3aJH, WO JIIKyBaHHA OKCOHATOM |
LIypiB BUK/IMKA€E NPUTHIYeHHS (EepMEHTY ypHKash. Y LuX
TBAPHH MaKCHMajlpHa po0oTa M’S3iB, BUKIMKAHA TECTOM
BUMYIIEHOrO IUIaBaHHA, BHUK/IWKANA TiMepypHKEMIo.
JlikyBaHHS OKCOHATOM He IOTipIUMIO MOKA3HHKH LIYPiB i
He CIPUYMHUIO ocany ypaTiB y Hupui. [IpurxiueHHs
KCAaHTHHOKCHJa3M  TIpH  JIIKYBaHHI  aJlONypHHOJIOM
3ano0irajlo BUHMKHEHHIO IinepypuKeMil, a TAKOXK CYTTERO
30iipLIyBaIo  Bi3MYHY TNpaue3sfaTHICTh MOPIBHAHO 3
JiKyBaHHSM OKCOHATOM, OCOOJIHBO B KOHTPOJBHiH rpymi
TBapHH.

JlikyBaHHS ~ ajlomypuHONIOM  30iMblIye  [OKA3HHKH
BIKMBaHHA Yy CTaHi INOKY. AJIONMYPHHOI — MOXKHA|
34CTOCOBYBATH  [Uld  IIOJIETLIEHHS  TilepypHKeMmil,

CHIPUYMHEHOI HIOKOM, IO IOCHIIOETBCS TilepypUKEMIEIO,
CTIPHYHHEHOIO OKCOHATOM, Ta YpaToBOw Hedponaticio, Y
BUMAKY LIOKY, LI0 BUKIMKaHMH iHriOyBaHHAM ypukasu (i
4acTKOBO Oe3 iHribyBaHHs), ypaTti MOXKyTh OYTH OCa/UKeHi
in Vivo B KPOBI; fIK pe3y/IbTaT, TeHKOLMTH B epudepuuHiii
KPOBi BMABIAIOTE (DaroLMTO3 MIKPOKPHCTANiB, SKOIro
MOXKHA 3anobirTu MOTePeTHBOKO obpobkoro
ANOIypHHOIOM. Y ®-CHeKTpOPOTOMETPHYUHMI  aHAJTi3
CHPOBATKOBOIO Jiai3zaTy Moxke OyTH BHKOPUCTaHMH s
KOHTPOJIKO ~HAKOIMYEHHA MeTaGoJliTy, BHKIMKAHOI'O
IIOKOM, T4  BU3HA4YCHHA  €(EKTy  aIOMypUHOILY.

HocnipkeHHa  103BOJIAE NMPUIYCTHTH, IO CIPHATIMBHIL




BIUIMB JIIKYBaHHS aJIOIYPHHOIIOM MOJKHAa O4YiKyBaTH,
BUXOAAYM 3 IIaTOJOTIUHOrO BIUIMBY TiNepypHKeMil Hal
nopyuieHHss oOMiHY pEYOBHH, BHKJIMKAHOIO IIOKOBHM
craHoM. IIpu mnpodinakTHLi rinepypHkeMil OYiKyeTbCs
CIpPUATIMBUN TepaneBTHUHWI edeKkT y pasi pi3koro
Nopy1LIeHHs 0OMiHy PEYOBHH.

Ha 3akiHYeHHS TPUMICSYHOTO MOCHIKEHHS TOKCHYHOTO
edexTy GaraTopa3oBoro 3acTOCYBaHHS HO3H MOCIiIOBHICT
Ta0MMUHUX TIOKa3HHKIB Ta OlOMETpHYHE MOpIBHAHHS
NO3BOJIAIOTL MPHITYCTHTH, 1O 30UIBLICHHSA CIIOKHBaHHS
BOZM Ta 3MEHLICHHS CIIOXKUBAHHSA [Ki, 2 TAKOXK BTpaTa Bark
Ta 3aXBOPIOBAHHA, 10 TMPOABJIAIOTECA  KIIHIYHHMH
cuMOToMaMH Yy camuiB rpynd IV, Oynu iHgykoBaHi
IOCITi/DKYBAHOIO pevOBHUHOK. MOXKHA KOHCTaTyBaTH, IO
3anaibHi 3MiHM y CnM30Biii 000NIOHLI ABaHaAUATUIAION
KHIIKH, BHKJIHKaHI 103010 Minypura 72 Ta 225 MI/Kr Barm,
1110 BBOAATECS NPOTAroM 90 1HIB MOCHiIb, MAIOTh CEPEIHIO
TSOKKICTE Yy TomepenHid rpymi Ta Oilbll  SCKpaBO
TIPOABNIAIOTECA B OCTaHHIN, IMOBipHO, Lle Moxke OyTH
BiJIHECEHO N0 mojpasHiorouoi Ail npenapaty. dani MoxkHa
NpUITYCTUTH, 1o Minyput y 103i 225 MI/Kr Mae ypaxkarody
nito Ha (QYHKIII0 HUPOK, fKa IPOABISETHCA Y BHIVIALI

JCTCHEPATHBHHX 3MiH, Ha nepmuﬁ 1oy g, HE3BOPOTHHX.

* reHepHYHMIT TpenapaT, TOMY KOJHHX AOKTIHIYHAX DOCTiIKeHb He IpoBoamiocs. IndopmMantia rpyHTyBanacs Ha

JiTepaTypHHUX HAHHX

3asBHUK (BIACHUK
peecTpaliifHOro nocBinueHHs)

(mignuc)

(TTIB)

1EPEKNAR BUKCHATA

MENIbHWK T .B.
nwnnonKBmasaL;7za

/3



N
&LEGIs
- MIANIYPIT, ma6nemxu 200 me

3BITH

PO KJIIHIYHI BUIIPOOYBaHHS
MIJIYPUT®, TadjeTkH no 200 mr

o 30, ado o 50, ado o 60, ado mo 70, ado mo 80, ado
mo 90, a6o mo 100, a00 mo 120 TadseToK y Q1aKoHi;

no 1 ¢prakoHy B KapTOHHINA KOpoOWi Ta o 10
Ta0JIeTOK Y OJ1icTepi; mo 3, a60 mo 4, a6o o 5, ado mo
6, 200 mo 7, a00 nmo 8, a6o mo 9, a60 mo 10 ad6o mo 12
0s1icTEepiB B KAPTOHHINA KOPOOIIi

BHpPoOHUUTBA 3AT @apmaneBTnuHuUii 3aBoa
EI'IC



CLINICAL TRIAL REPORT

1. Name of the Milurit 200 mg tablets
medicinal product

(marketing

authorization number

if any)

2. Applicant Egis Pharmaceuticals PL.C
3. The manufacturer |Egis Pharmaceuticals PLC
4. Conducted studies: [yes no  if not, justify

1) the type of the
medicinal product
registered or planned
to be registered

generic

5. Full name of the
clinical trial, clinical
trial encoded number

A Four-Way Crossover, Randomized, Two-Sequence, Full Replicate, Open-label,
Single-dose, Fed, Bioequivalence Study of Allopurinol 200 mg tablets (EGIS) Versus
Zyloric 200 mg tablets, in Normal, Healthy, Non-Smoking Male and Female Subjects

MC-0227

6. Clinical trial phase

phase I (bioequivalence study)

7. Clinical trial from 08/04/2017 to 10/05/2017
period

8. Countries where |Canada

the clinical trial was

conducted

0. The number of  [planned: 36

e actual: 36

10. Goal and
secondary objectives
of the clinical trial

Primary Objective: To demonstrate and assess the bioequivalence between the
following products under fed conditions:

Test Product (T): Allopurinol 200 mg Tablet

Reference Product (R): Zyloric (allopurinol) 200 mg Tablet

Secondary Objective: To monitor the safety and tolerability of a single oral dose of
investigational medicinal products,

11. Clinical trial
design

randomized, four-way crossover, two-sequence, full-replicate, open-label, single-dose,
fed

12, Main inclusion
criteria

Healthy, non-smoking male or female volunteers within the age range of 18 to 65 years
(both inclusive), having a Body Mass Index (BMI) greater than or equal to 18.5 kg/m?
and less than or equal to 29.9 kg/m?.

They had negative tests for drugs of abuse, alcohol, nicotine, hepatitis B-surface
antigen, hepatitis C and human immunodeficiency virus (HIV).

They did not have any significant diseases or clinically significant abnormal findings
during screening, medical history, physical & clinical examinations, laboratory
evaluations, 12-lead ECG recording and vital signs measurement.

They were able to comprehend the nature of the study, to provide consent and to allow
completion of all assessments.

They were willing to use an acceptable and effective method of contraception during]
the study.

Female volunteers had a negative pregnancy test.

13. Investigational
medicinal product,
method of

Allopurinol 200 mg tablets (EGIS)




administration,
strength

single oral dose (200 mg) was administered to the subjects at 30 minutes after serving
the high fat meal. The IMP was administered in sitting posture with 240 mL of drinking
water at ambient temperature. The IMP administration was carried out as per the
randomization schedule and under open-label conditions.

14. Reference drug,
dosage, method of
administration,

strength

Zyloric 200 mg tablets

single oral dose (200 mg) was administered to the subjects at 30 minutes after serving
the high fat meal. The IMP was administered in sitting posture with 240 mL of drinking
water at ambient temperature. The IMP administration was carried out as per the
randomization schedule and under open-label conditions,

15. Concomitant
therapy

NA

16. Efficacy
evaluation criteria

For efficacy evaluation, a total of 22 blood samples were collected in each period at the
time points specified in the protocol. Standard non-compartmental pharmacokinetic
parameters were derived for Allopurinol.

17. Safety evaluation
criteria

Safety was assessed from the screening period to the end of the study. It was assessed
through clinical examinations, vital signs assessment, 12-lead Electrocardiogram
(ECG), clinical laboratory parameters (e.g. biochemistry, hematology, serology and
urinalysis), subjective symptomatology and monitoring of adverse events.

18. Statistical
methods

Descriptive statistics are calculated and reported for all pharmacokinetic parameters of]
Allopurinol.

ANOVA, power and ratio analysis for In-transformed pharmacokinetic parameters
Crmax, AUCo.rand AUCs., for Allopurinol are computed.

Using two-one sided tests for bioequivalence, 90% confidence intervals for the ratio of]
the geometric least-squares means between drug formulations are calculated for
Intransformed pharmacokinetic parameters Crax, AUCo.rand AUCy. for Allopurinol.

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

Gender Count Race Count
Female 18 Caucasian 17
Male 18 Black 12

Hispanic of Latino 4
Asian 3
N=36 Age Height Weight BMI Value
(years) (cm) (kg) (kg/m?)
min 18 153,9 55 19,3
max 62 190,6 103.4 29,9
mean 39,4 168,8 74,2 25,9
SD 11,67 8,98 12,37 2,75

20. Efficacy results

The pharmacokinetic parameters of Allopurinol for Test Product-T and Reference
Product-R are summarized in the following table:

Descriptive Statistics of Formulation Means for Allopurinol (N = 36)

Parameters (Units) Mean = SD
(untransformed data)

Test Product-T Reference Product-R
(N =72 Observations) (N =72 Observations)
Taun (b)) 2.250 (0.333 - 6.000) 2.509 (0.500 - 6.000)
Cinax (ng/mL) 1039.579 + 549.4632 1288.116 + 841.8119
AUCp (ng.h/mL) 2774.988 + 1292.6051 2902.777 + 1541.2868
AUCo.» (ng.h/mL) 2843.719 + 1318.0268" 2963.127 + 1549.4605%
Az (1/h) 0.743 £ 0.1062" 0.725+0.1268°%
ty (h) 0.952 +0.1402" 0.990 +0.2014%
AUC %Extrap obs (%) 1.261 £ 0.7034" 1.397 + 0.8954°




“Tmax is represented in median (min-max) value,

"N = 67 observations and N = 70 observations; Subject Nos, 1010 (Period-III, T2), 1020 (Period-I and 1V,
R1 and T2), 1021 (Period-1V, T2), 1022 (Period ITI, T2), 1033 (Period-I, R1) and 1035 (Period-I, T1)
having terminal rate constant (Az) cannot be estimated based on obtained concentration data. Hence, AUCo.
= and other elimination phase dependent parameters cannot be calculated.

The intra-subject CV and within subject standard deviation of reference product (SWR)
wasg estimated using PROC GLM of SAS® Version 9.3 (SAS Institute Inc., USA) for
Allopurinol results are summarized in the following table:

Intra-subject CV and Within-Subject Standard Deviation of Reference Product-

R for Allopurinol (N = 72 Observations)

Dependent InCrax InAUC,., InAUC,.."
Intra-subject CV of Reference
Product-R (%) 46.9 14.7 13.2
Within-subject Standard Deviation
of Reference Product-R —— S i5la

"N = 70 observations;

Intra-subject CV of reference product for In-transformed pharmacokinetic parameter]
Cmax was found to be > 30%; hence, Cuax limit is widened up to (71.27 — 140.31%)
using the formula, [U, L] = exp [+k-Swr], where U is the upper limit of the acceptance
range, L is the lower limit of the acceptance range, k is the regulatory constant set to
0.760 and Swr is the within-subject standard deviation of the In-transformed values of]
Cmax of the reference product.

The relative bioavailability analyses (i.e. geometric least squares means, ratios, 90%
confidence interval, acceptance criteria and power) of Test Product-T vs. Reference
Product-R for Allopurinol are summarized in the following table:

|Relative Bioavailability Results for Allopurinol (N = 36)

Geometric Least Squares Means
Parameters Test Product-T Reference Product-R Ratio
(N =72 Observations) (N = 72 Observations) (T/R) %
InCinax 926.327 1092.944 84.8
InAUCq.¢ 2594.394 2678.568 96.9
InAUCo 2642.154" 2736.849° 96.5
0 . .

i 90 A:Il(llt(;?i'i;llence Accepta;:;:e)(:‘rlterm Power (%)
1nCinax 76.28 - 94.17 71.27 - 140.31 100.0
InAUC.4 93.63 -100.19 80.00 - 125.00 100.0
InAUCj.0 93.35-99.84 N/AP 100.0

"N = 67 observations and *N = 70 observations.

21. Safety results

Adverse events

Twenty-two (22) adverse events (AEs) were reported by twelve (12) subjects during
conduct of the study.

Three (3) AEs were reported in Period-I, two (2) AEs were reported in Period-II, five
(5) AEs were reported in Period-III and twelve (12) AEs were reported in Period-IV of
the study.

Fifteen (15) AEs were reported in subjects after administration of Reference Product-
R and seven (7) AEs were reported in subjects after administration of Test Product-T.

All the AEs were mild in nature.

The relation to the study drug was considered as reasonable possibility for seventeen
(17) AEs and as no reasonable possibility for five (5) AEs.

Out of total reported twenty-two (22) AEs, six (6) AEs were resolved after
nonpharmacological action, one (1) AE was resolved after pharmacological action and
fifteen (15) AEs were resolved with no action taken.




There were no deaths, serious or significant AEs reported during the conduct of the
study.

22. Conclusion

Test Product-T when compared with the Reference Product-R meets the bioequivalence
criteria with respect t0 Cmax and AUCy. for Allopurinol under fed condition as per
criteria set in the protocol.

Data from this study demonstrated that the test and the reference products were well
tolerated. Twenty-two (22) adverse events (AEs) were reported by twelve (12) subjects
during conduct of the study. There were no deaths, serious or significant AEs during
the conduct of the study.

There were no clinically significant findings in the vital signs assessment or the
laboratory tests in any of the subjects in the study except for Subject Nos. 1009, 1014,
1019, 1023, 1026 and 1030. They had abnormal laboratory values during post-study|
safety assessment. Adverse events were recorded for the same and the subjects were,
followed up until resolution of their AEs.

Applicant

(signature)

(Marketing Authorisation Holder)

Dr. HAALT I CLAabA

(Full name)

EGIS PHARMACEUTICALS PLC 48R,

Budapest - Hungary ggls




3BIT ITPO KJIIHIYHE BUITPOBYBAHHA

1. Ha3ga nikapcbkoro
3aco0y (3a HasgsBHOCTI -
HOMep peectpauiiiHoro
MOCBiTYEHHS)

Mimyput 200 Mr TabneTku

2. 3asBHHUK «EI'IC dapmacerotikaic [TJIC» (Egis Pharmaceuticals PLC)
3. BupobHuk «El'IC ®apmaceiotukaic [JIC» (Egis Pharmaceuticals PLC)
4, TIposeeHi Tak Hi AKILO Hi, 0OIpYHTYBaTH

JOCITiIKEHHA:

1) Tun nikapcbKoro TEHEPHK

3aco0y, 3a AKUM
nposoamiacs abo

MIaHy€ThCS
peectpallis
5. IloBHa Ha3Ba [TepexpecHe PpaHOOMI30BaHE BiOKPUTE MOCTIMKEHHA 3 YOTHPMa [epiogaMH, 3 IBOMa
KJIiHIYHOTO MOC/iIOBHOCTAMH, 3 AW3aifHOM, IO MOBTOPIOETECS, IS OLIHKH GioeKBiBalIeHTHOCTI Pa3oBol
BUMPoOyBaHHS, no3u mpenapaty «Anomypunon 200 mr, tadnerku» (ETIC (EGIS)) Ta mpemapaty «3uiopik
KOJIOBaHUI HOMEP 200 mr, TaGneTKN» y 3A0POBUX YOJIOBIKIB Ta KiHOK, IO HE MAIATh, HA YOHI mpuifoMy Tki
KJIiHIYHOTO MC-0227
BUNpoOYBaHHA
6. ®aza kniniunoro |¢asa I (mocnimxenns GioekBiBaseHTHOCTI)
BUMPOOYBaHHS
7. Iepion 3 08.04.2017 no 10.05.2017
npoBeaCcHHA
KJIIHIYHOTO
BUNPOOYBaHHA
8. Kpaiuuy, ne Kanana
MPOBOJMIIOCS
KJliHIYHe
BHUINPOOYBAHHSA
9. KinbkicTs 3ariaHOBaHa
IOCTiIKyBaHHX 136
haxTnuHa:
36

10. Mera Ta BTOpHHHI
Uil KNiHIYHOTO

Ocuosua Meta pocnimkeHHsa: [IpomeMOHCTpYBaTH Ta OLIHUTH Ol0GKBIBAJIEHTHICTh MiMK
TaKMMK npenapaTamMu Ha GoHi npuitoMy Dxi:

BUINIPOOYBaHHA Bunpo6osysanuii npenapar (T): Anomyputon 200 mr, TabiaeTku
[Tpenapat nopisusauaHA (R): 3inopik (anomypunon) 200 mr, TabyieTku

BropunHa mera: KontpomoBatu Ge3rneky Ta NEpeHOCHMICTh pa30BOi MEpOpanbHOI H03U

JOCITIIKYBAHHUX JTIKAPCHKHX 3ac00iB.
11. Juzaiin IlepexpecHe paHIOMi30BaHe BiAKpHTE MOCHIMKEHHS 3 4YOTUPMA MepiojamMu, 3 [ABOMa
KIiHIYHOTO NOCAIIOBHOCTAMH, 3 AM3aMHOM, 110 NOBTOPIOETHCA, IIA OLIHKH Gi0eKBiBAJICHTHOCTI pa3oBol
BUNPOOYBaHHA J1034 Ha (hOHI mpHHOMY TKi
12. OcHoBHi 3nopoBi noOpoRObLI, YONOBIKM Ta XiHKH, HeKypui, BikoM Big 18 no 65 pokie (BKIIOYHO) 3

KpuTepii BKITIOYEHHA

inpexcom macu tina (IMT) Big 18,5 kr/m?.

i 10 29,9 kr/m2.

PesyneraTti IXHIX TecTiB Ha BKHMBAaHHA HApKOTUYHHX PEYOBHMH, AaJKOTOMIO, HiKOTHHY,
MOBEpPXHEBOro aHTUreHy rematuty B, renaruty C Ta Bipycy imyHomedimuty moauau (BLJI)
HEraTHUBHI.

IMix vac ckpuHiHry, 300py aHamHe3y, (pi3UMHMX Ta KJIiHIYHMX oOCTeeHb, MpPOBEIEHHA
naboparopHux gochimkens, EKD y 12 BigBe[eHHMX Ta BUMiPHOBAHHA OCHOBHHX IMOKa3HUKIB
KUTTELISANLHOCTI Y HUX He OyJIO BUSIBJIEHO MOJHUX CYTTEBHX 3aXBOPIOBaHb a00 KIIiHIUHO
3HAUYIUUX BiIXWIEHb.

Bonn 3mMornu 3po3yMiTH Xapakrep AOCHiIKEeHHA, HalaTH 3roAy Ta J03BOJMTH 3aBEPLIMTH BCi
OILIHKH.

BoHu Oy/n roToBi BHKOPHCTOBYBATH NPUIHATHHH Ta edeKTHBHMN METOA KOHTpaulenuii mix
4ac JOCHifAKeHH.

JKiHkH-100pOBOJIbLI NPONILIM TECT Ha BariTHICTh, AKWIf JaB HEraTUBHHII pe3ybTaT.

13. JocmimkyBaHuit
JiKapchKHii 3acib,
crocio

Anonypunon 200 mr, Tabaetku (ET'IC)




3aCTOCYBaHHS,
cuna nif

pa3zoea mepopanbHa no3a (200 mr) BBomwiaacs cy0’ekram BumpoOyBaHHA 4epe3 30 XBWIMH
micns npuifoMy ki 3 BUCOKMM BMicToM kupy. JlocnimkyBaHuit nikapcekuii 3acio (IMP)
npuiiMand B CHAAHOMY TOJOXkKEeHHi 3 240 My muTHOI BOAM KiMHaTHOI Temnepatypu. JJI3
npuiiManu 3rifHo 3 rpadikoM paHmoMisallii Ta y BIIKpHTHX YMOBAaX.

14. Ilpenapat
MOPIBHSHHSA, 1034,
cnocid 3acTocyBaHH,
cuna mit

3inopix 200 Mr, TabneTku

pasoBa mepopaibHa mosza (200 mr) BBommnmaca cy®’extam BUmpoOyBaHHS depe3 30 XBHJIHH
michasa mpuifoMy DKi 3 BHCOKHM BMicTOM Jkupy. Hdocmimkysanwmii mikapcekuii 3aci6 (IMP)
TpUAMany B CHAAYOMY MOJIOXKeHHI 3 240 M nuTHOI BoAM KiMHaTHOi Temmeparypd. JJI3
NpHifMaNH 3rigHo 3 rpadikoM paHmIoMizallil Ta y BITKPUTHX YMOBaX.

15. CynytHs He nepenbaueno

Tepanis

16. Kpurepil Jlist ouiHky edeKTHBHOCTI B XOJi KOXHOTO 4acOBOTO Mepiody, BKa3aHOTO B NMPOTOKoIi, OyJ10
OLIIHKH 3i0pano B 3araieHOMY 22 3pa3kd kposi. Jns AJIONYPHHONY BH3HAUWIH CTaHIAPTHI
e(eKTHBHOCTI HEKOMIMApTMEHTHI (hapMakOKiHETHYHI MapaMeTpH.

17. Kputepii ominku
Ge3nexu

BesneKky OLUHIOBANH Bil Nepiofy CKPHMHIHTY M0 KiHLA AOCHimkeHHs. Ii omiHroBamu 3a
JIOTIOMOTOIO KITIHIYHMX 00CTeKeHb, BUMIPIOBAHHA OCHOBHHX IIOKA3HHKIB XXHTTEIiANBHOCTI,
enextpokapaiorpamu (EKI) y 12 BigBemeHHSX, KIHIYHMX 1a0OpaTOpHUX HapameTpiB
(nanpuknan, 6ioximii, remarosorii, cepomorii Ta aHami3y cedi), cyd’€eKTHBHOI CHMITOMATHKH
Ta MOHITOPHHIY TIODIUHUX SIBULL

18.
CrartucTHyHI
METOIH

OmnwmcoBi cTaTHCTHYHI JaHi PO3pPaxOBYIOTH T4 MOBIIOMIAIOTE IUIA BCIX (apMaKkOKiHETHYHHX
napameTpis AJIONYpUHOIY.

[IpoBomaTe aHamis Bapiauiii, BrMBY Ta criBBigHomenHs ANOVA amns morapudMidHO
nepeTBOpeHHX (apMakoKiHeTHUHHX napameTpiB Cuax, AUCo. Ta AUC. TSt ATIOITY pHHOIY.

3a J0MOMOro IBOX OJHOCTOPOHHIX KpHTEpiiB A GioekBiBalleHTHOCTI po3paxoBymoTh 90%
noBipui iHTepBamM [ CHiBBIIHONIEHHS CEpPeNHIX 3HAYCHb TIEOMETPHUYHMX CEpelHiX,
pO3paxoBaHUX METONOM HAHMEHINHX KBaApaTiB, MDK NpemapaTtaMu Ui JorapudMiuHO
nepetBopeHuX hapMakoKiHeTHIHHX NapaMeTpiB Cmax, AUCo+ Ta AUCo U1 AOMypHHOIY.

19. Nemorpadiuni
MOKa3HUKH
JocnimKyBaHol
nonyJasauii (cTats,
BiK, paca, ToLI0)

CraTthb KinbkicTh Paca KinbkicTh
Kingu 18 E€BporneoinHa 17
YonoBikH 18 Herpoinna 12

Icmanmi abo 4

JaTHHOAMEepHKaHII

Asiatu 3
KesiE Bik 3pict Bara IMT (kr/m?)

(pokiB) (c™m) (kr)

MiH 18 153,9 55 19,3
MaKc 62 190,6 103,4 29.9
CepenHe 394 168,8 74,2 25,9
3HAYEHHA
CB 11,67 8,98 12,37 2,75

20. Pesynbratu
e eKTHBHOCTI

@apMakoKiHeTUYHI NapaMeTpu AJIONypHHOMY 111 BUIPOOOBYBaHOTO Mpenaparty-1 Ta
npenapary NopiBHAHHA-R y3araipHeHI y HacTymHii Tabmwi:

OnncoBa cTaTHCTHKA cepeHiX 3HAYeHb npenapaTy AnonypuHoay (N = 36)

TMapametpu (Oaunuui) CepenHe 3HAYEHHS
+CB
(nHerpancdopmoBaHi
aaui)

BunpoGopyBannii npenapar-| IlpenapaT nopiBHsaHHS-P
T (N =72 cnocrepeskeHHH)
(N =72 cnocrepeskeHHs)

Tousx (D* 2,250 (0,333 - 6,000) 2,509 (0,500 - 6,000)
Conax (H/MIT) 1039,579 + 549,4632 1288,116 + 841,8119
AUCo.; (ur.r/mmn) 2774,988 + 1292,6051 2902,777 + 1541,2868
AUCo... (Hr.r/mn) 2843,719 + 1318,0268" 2963,127 + 1549,4605°
(/1) 0,743 + 0,1062" 0,725 + 0,1268°

ty, (r) 0,952 + 0,1402" 0,990 + 0,2014°

% exctpanonsoBanoi AUC
(%0)

1,261 £ 0,7034"

1,397 + 0,8954°




*Tmax npeJcTaBieHuii B cepeiHboMY (Min-max) 3Ha4eHH.

*N - 67 cnocTepeskens i *N = 70 croctepeiens; Cy0 exti Ne 1010 (Tepion-I11, T2), 1020 (Iepion-I i IV, P11 T2),
1021 (Tepioa-1V, T2), 1022 (Ilepioa-1l, T2), 1033 (Mepioa-I, P1) Ta 1035 (Ilepioa-I, T1), mo MawTs kOHCTAHTY
WBHAKOCTI TEPMIHAIBHOTO BHBEACHHSA (A,) HEMOM/IMBO OUIHMTH HA OCHOBI OTPHMAHMX JAHHX TPO KOHLEHTPALLIO.
Omie, napametpu AUCq.0 Ta iHwi (akTopH, Lo 3a1eKaTh Bill (a3 BUBEASHHS, HEMOKIMBO OGUHCIHUTH,

MixcyG'ekTHuit KkoedimieHT Bapiawii Ta BHYTpPIlIHBOCYG’€KTHE CTaHAAPTHE BIIXWICHHST
npenapaty nopisraaas (SWR) ouinrosanu 3a nonomororo PROC GLM Bepceii SAS® sepcii
9.3 (SAS Institute Inc., CIIIA) mia pe3ynsTaTiB ANOMYPUHOINY, 3BEJIEHMX Y HACTYIHIH
Tabnuui:

Miskcy6'ekTHHIT KoedinieHT Bapianii Ta BHYTPIIHEOCYD’ €EKTHE CTAHAAPTHE BiIXHJIEHHHA
npenapary nopiBHAHHA-

P st Anonypusony (N =72 cnocTepeKeHHs)

3anexxunii InCmax InAUCo- InAUCo-,"
Miskey6'ekTHHIT KoedinienT
Bapiauii npenapaTy nopiBHAHHA- 46,9 14,7 132
P (%)
BuyTpillHLOrpynoBe cTaHAapTHE 0.4456 0.1464 0.1315
BiIXWJIEHHS IpenapaTy nopiBHAHHA-P ’ ’ :

AN = 70 criocTepeKeHb;

MixcyG'ekTHuil  koedimienT Bapiauii npemaparTy TNOpiBHAHHA ans  JiorapudMivHO
TepeTBOpeHoro (GapMakoKiHeTHYHOro napamerpa Cmax CTaHOBUB > 30%; oTke, MeXKa Cmax
posmuproeThea 1o (71,27 - 140,31%) 3a nonomoroio gopmynu [U, L] = exp [£k- Swe], e U —
BEPXHA MeXKa Niana3oHy NMPUHHATHHX 3HAYeHb, L — HWKHA MexXa Aianas’oHy NpHIiHATHMX
3HayeHb, K — peryaATopHa KOHCTaHTa, BcTaHoBleHa Ha 0,760, a SWR — 1e
BHYTPILIHEOIPYIIOBE CTaHJapTHE BiIXHUIEHHA norapu(pMiuHO TIEPETBOPEHUX
dapmakokineTHuHIX MapaMeTpie Cmax npenapaty MOPiBHAHHS.

Awmani3n BimHocHoi GiomocTynHocTi (TO6TO cepeiHi 3HAUEHHA TEOMETPHUYHHMX CEPEAHIX,
PO3paxoBaHMX METOJOM HalMEHIIHX KBaApatiB, criBBinHouIeHHs, 90% HoBipuuil iHTepBar,
KpuTepii MPUHHATTA Ta BIUIMB) BHMpoOOBYBaHOrO mpenapaTy-T MOpPIBHAHO 3 TpemnapaToM
nopiBHAHHEA-P 118 ANOMypHHONTY 3BeJIeH] Y HaCTymHii Tabmuui:

BigxocHi pesynbTaTi GiogocTynHocti aist Anonypunony (N = 36)
TeoMeTpHYHI HaliMeHIUi KBaApaTH4Hi 3aco0u

IMapameTpu BunpoGosyBaHHii IMpenapat nopisusinHga-P |CniBBignomenns
npenapat-T (N =72 cnocrepexennst) |(T/P) %
(N =72 cnocTepekeHHs)
InCrax 926,327 1092,944 84,8
InAUCo.t 2594,394 2678,568 96,9
InAUCo.0 2642,154" 2736,849° 96,5
90% Hosipumnii Kpurepil npuiinsiTHocTi CraTHcTHYHA

xpnueryu iHTepBEI:n S (‘I’;)) nory:xHictb (%)
InCrnax 76,28-94,17 71,27-140,31 100,0
InAUCo., 93,63-100,19 80,00-125,00 100,0
InAUCo.0 93,35-99,84 N/AP 100,0

"N = 67 cnoctepexkens i *N = 70 cnocTepeskeHs.

21. Pesynetatu
Oesnexu

Hebaxani apuma

IMpo meagusate nsa (22) moGiuni seuwa ([LA) nosinomneHo neaHaauateMa (12) cy6’exramu
Ti Yac MpOBEISHHS JOCHTiIKEHHS.

ITpo tpu (3) 15 nosimomunu y [epioa-I, mpo aea (2) 1A nosinomunn y Ilepion-II, mpo o’ ate
(5) 1151 nosigomumu y nepioa-IIl, ta npo asanaguats (12) IS noimomumu y IV mepioni
JOCIiIKEHHA.

[osigomnsocs mpo ' stHapuate (15) TIA y cy©’extiB micns BBeleHHA Npenapaty
nopiBHAHHA-P, a mpo ciM (7) TIJ moBimomMunu y cyG’ektiB micns 3acTOCyBaHHA
BUNPOOOBYBAHOTO Npenapaty-T.

Bci IT5 manu cnabkuii xapakrep.

BinHOmEHHA [0 DOCIIIKYyBaHOTO Mpernapary BBaXanocs oBIPYHTOBAHOIO MOKJIHBICTIO IUIL
ciMaaguaTy (17) TS Ta HeoOrpyHTOBAHOK MOMKIMBICTEO Ana I aATH (5) TLSLL

I3 3arajibHOI KiNbkoCTi 3apeecTpoBanux asaauaTy asox (22) I wicts (6) TIS Gynn Bupimeni
Mic/s BKUBaHHA HeapMaKoJIOridHOro 3axony, oaue (1) I1A Gyno BupilueHe micis BXXHUBaHHA
dapMakooriyHoro 3axony, a 1’ aTHaauATh (15) TS Oynu BupilueHi Ge3 BXKUBAHHA 3aX0/IB.




-

Tlix uac NpoOBeJCHHA NOCIIIKEHHA HE Gyno 3adikcoBaHO BUMALKIB CMeEpTi, cepilo3HUX HH
anauyuwx 51

22. BHCHOBOK

BunpoGosysannii npenapar-T y nopiBHAHHI 3 TpenapaToM nopisHsHHA-P  BiAnoBinae
KpHTEpLAM GioekpisamentHocti moA0 Cmex T2 AUCos w1 ANomypuHONy B YMOBax

npuiiManHa micns ki BiIMOBIAHO /10 KPUTEPIiB, BCTAHOBICHHX Y TPOTOKOMI.

Jlani uporo AOCHiMKEHHS TPOIEMOHCTPYBAIH, IO BUMPOOOBYBaHUii Npenapar Ta npenapar
nopiBHAHHs 106pe nepeHocATbCs. I1po nBaauATE ABa (22) no6iuni aeuua (T151) noBitoMIeHo
neanamaTbMa (12) cy6’exTamMu MmiA yac MPOBEACHHA nocnimxenns. [ig yac MpoBeNeHHA
oG DKeHHs He 6y10 3a(ikcoBaHO BUMA/IKIB cMEpTi, CEpHOHIX i 3HATYLIHX 141

He Gy/0 BUABJIEHO JKOJAHMX KIIHIYHO 3HAYYIINX BiZXWIEHb TIPH BUMIPIOBaHHI OCHOBHHX
OKa3HUKIB JKHTTENisTbHOCTI a60 MpoBenieHHi 1ab0paTOPHUX IOCHi/KEHb HI B OJHOMY 3
cy0’ eKTiB JOCHIIKEHH A, OKPIM cy6’extiB NeNe 1009, 1014, 1019, 1023, 1026 Ta 1030. ¥ HHX
BUSBJICHO BiIXWICHHS J1a00paTOPHHX MOKA3HHKIB Mill Yac OLHKH Ge3MeKH MicIA NPOBeACHHA
nochimkents. TToGiuni ssuma Oy 3adikcoaHi B OAHUX i Tux camux cy0’ekriB, i 33 HUMH
criocTepirany 10 Bupimenns [, ki B HUX BUABHIA.

3aABHUK

/mimmuc/
(mimmuc)

(BJIACHHMK PEeeCTpaLiiiHoro nocsimgenHs)
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