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3BIT
PO AOKJIIHIYHI A0CTiIKeHHS

1. Ha3pa nikapcrkoro 3acoby (3a
HAsBHOCTI - HOMEP peecTpaIiifHoro Konxirnun Jlipka/Colchicina Lirca, Tabnetky, 1 mr
MOCBIIUEHHS):

1) THI JiKapCHKOTO 3ac00y, 32 SKUM Jlikapcbkuit  3aci6, sxuit Mae goOpe BHBUEHE MEAUYHE

npoBoIHIacs abo IIaHyeThCs 3aCTOCYBaHHsd, 3rigHo nyHKTy 1 (migmyskty 1.4) posminy III
peecTparis [Mopsinky Hakazy MO3 Vkpaian Big 23 munas 2015 poky Ne 460.
2) MPOBEJICHI TOCITi HKEHHS C  Tak I Hi SIKIIO Hi, OOTpYHTyBaTH

Kopucth xonxipry Ta #oro Micie y Teparii nogarpu Oyiau BCTaHOBICHI IIPOTAroM moHax 60 ocTaHHIX
POKiB KIiHi4HOrO 3acTocyBaHHs. HeIomaBHO KOJXIIMH OYyB pPEKOMEHIOBaHHN SK BaXJUIUBHH 3acib
JNIKYBaHHs FOCTPOTO IEPHKAPIMTY, i micis 6inbmr Hixk 20 POKIB 3acTOCyBaHHS «HE 3a iHCTpykKuiero» (off-
labels) €Bpomeiicbke ToBapucTBo Kapaiosorii (ESC) Bmowmno KOJXiMH MO IeEpIIoi JIHIl Tepamii
FOCTPOTO Ta PEIUAMBHOTO IIEPHUKApAWTY; LI HOBi MOKa3aHHS OyaM 3aTBep[KeHi OpraHaMH OXOpOHH
3mopoB's Itanii Ta ABCTpii.

3agBHUK MiArOTYBAB OIIAOH Ta PE3OME JOKIIHIYHUX Ta KIHIYHUX TOCTIIKEHB Ha OCHOBI JiTepaTypH,
HasgBHOI y BimkpuToMmy moctymi. Ll mpoueaypa BumpapgaHa THM (akToM, OO0 MeIUdHuH npodinsb
KOJXIIMHY 3a JBOMA 3alpPOIIOHOBAHUMH MMOKA3aHHSIMH 3 TOUKH 30pYy €(EeKTHBHOCTI Ta Oe3NeKH JIOKIaJHO
OIMCAHMI y HAYKOBIM JiTepaTypi y CTaTTsX, OmyOIiKOBaHHX HPOTATOM IMepioay 3 mouarky 1970-x pokiB.
OkpiM Toro, iHIm JiKapchKi 3aco0M Ha OCHOBI KOJNXIIHMHY B THX CaMHX [O3aX Ta IV 3aCTOCYBaHHS 3a
JESKMMH 13 3aIIpOIIOHOBAHUX TI0Ka3aHb (oaarpa) 3apeectposati B €C Bxe noHan 50 poxis.

Binmosiggo no monoxens Jogarky I Jupexrasu 2001/83/€C HamaroThCsI BC1 JOKYMEHTH, SIK CIPHUSTINBI,
TakK 1 HECIIPUSTIIMBI.

Jata peecrtparii konxinuay B €sponeiicekoMmy Corozi (EURD) — 30.07.1947 p. (EMA/630645/2012
Rev.32 Bix 22.07.2015 p.).

HayxoBa noxymenTaris, mofaHa juisi 3a0e3ledyeHHs KOMIUIEKCHOI Ta KPUTWUYHOI OIIHKH JTOKJIHI4HOTO
NOCIIPKEHHS JAHOIO JIKAPCHKOTO 3aco0y, OXOIUTIOE BCi aCHEKTH OLIHKM Ta BKIIIOYAE OTTISA BiATIOBITHOI
JiTepaTypd 3 ypaxyBaHHSIM TakhX KpuTepiiB: (a) HaifHOBimi Ta Haiibinpm BiamoBigHi myOuikamii; (b)
KIHIYHI OKypHalIW, W0 PEIeH3YIOThCS, (C) 3alliKaBleHICTh INOJO ICHYIOUHX Ta 3allpOIOHOBaHHUX
TEpaNeBTHYHIX TOKAa3aHb.

OcTaHHi# OrNAN OXOILTIOBAB HU3KY 0a3 HaHWX, 00 OTPMMATH OHOBJIEHE Ta IIOBHE YSABICHHS IIPO
JAiTepaTypy IMOJAO Pi3HHX IOCTIMKeHb OE3lEKH Ta TOKCHKOJOTIYHHUX JOCIHiIXKEHb, IPOBENEHUX 13
3aCTOCYBAHHAM JAaHOl Mif04oi pedoBHMHM. BHKOpHCTaHI Taki (apMaKoJIOTiYHI Ta TOKCHKOJIOTid4HI Oasm
JTAHUX:

- Medline (http://www.ncbi.nlm.nih.gov/PubMed/);

- TOXLINE Special (http://toxnet.nlm.nih.gov/), Bxiroyaroun:

- DART Special (http://toxnet.nlm.nih.gov/cgi-bin/sis/htmlgen?DARTETIC.htm);

- HSDB (http://toxnet.nlm.nih.gov/cgi-bin/sis/htmlgen?HSDB.htm);
- IRIS (http://www.epa.gov/iris/);

- GENETOX (http://toxnet.nlm.nih.gov/cgi-bin/sis/htmlgen? GENE’ FOleﬂm‘ !
- CCRIS (http://toxnet.nlm.nih.gov/cgi- blrﬂsw’hmﬂgcn"CCRlS htm); #-<

- TRI (http://www.epa.gov/tri/);

- CHEMIDplus (http://chem2.sis.nlm.nih. gov/chemldpluychemldhtﬁ ASp):

- CAS (http://www.cas.org/); . o

- RTECS (hitp://www.datastarweb.com/). =//




00002

ACAZTT])

Jlo HMXKYeHaBEICHUX 0a3 JaHUX OTPUMAHO JOCTYII 3 eeKTPOHHOI 6i61ioTekn KoponiBckkoro MeARYHOTO
TOBapUCTBA:

- Embase — 3 1974 poky notenep;

- EBSCO.

Oninka HasBHOI ($apMaxKoJIOrigHOl Ta TOKCHKOJOTIYHO! NOKyMEHTAlil IOA0 3aCTOCYBAaHHS KOIXIIHHY
CBIJMUTH PO KOPHCTH JAHOTO JKAPCHKOTO 3aco0y Ui IONICTIIEHHS MPOABIB TOCTPOi MOAArpd Ta JUis
1po(iTaKTHKY PEIMIUBIB, @ TAKOXK IS JNiKyBaHHS TOCTPOrO IMEPHKAPAUTY Ta HPOPITaKTHKM PELUIABHOTO
HepHKAPINUTY.

2. dapmakooris: \ -

|1) nepBUHHA (hapMakoArHaAMIKa H =

12) Bropunna (apMakoMHAMIKA | -

[3) ¢apmakosoris 6e3nexu “ -

‘4) bapMakoauHAMIYHI B3a€EMOIL || -

‘ 3. ®apMakOKiHETHKA:

1) aHaNiTHYHI METOIMKH Ta 3BiTH -
oo 1X Bamigamii

|2) BCMOKTYBaHHS | -

3) po3noin ” -

4) MmeTabotizmM H -

‘5) BUBEIACHHS -

6) hbapMaKOKiHETHYHI B3a€MOJIIT
(moxiHiysi)

7) inmmi hapMakoOKiHETUYH1
OCITIIKESHHS

[ 4. ToxcUKONOTis:

1) TOKCHYHICTB Y pa3i 0JHOPa30BOTO
BBEJICHHS

2) TOKCHYHICTH Y pa3i MOBTOPHUX
BBEJICHb

3) reHOTOKCHYHICTh: -

in vitro

in vivo (BKIIIOYAIOYH JOJATKOBY
OIIIHKY 3 TOKCUKOKIHETHKH)

4) KaHIIEpOT€HHICTh: || o

TTOBrOCTPOKOBI JOCTiKEHHS ||

ACARPIA Farmaceutici S.r.l.
Sede amministrativa: Via Vivaio 17, 20122 Milano, Italy - R7E.A. _
Tel. +39.02.76008896 - Fax +39.02.76011668 - Indirizzo PEC : acarplafarmacenhctSrIﬂ]egaImall it
email : amministrazione@acarpia.it
Sede legale: Via Saluzzo 100, 10126 Torino, Italy - R.E.A. TO- 1"35@395
Codice Fiscale/P. IVA : 11607280010 - Capitale sociale € 516.456,89 int." Vers o
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KOPOTKOCTPOKOBI JOCIIiIXKEHHS ab0
JOCITiKEHHS CepeTHbO1 TPUBAJIOCTI

TOJATKOBI JOCIIIKCHHS

5) penpolyKTHBHA TOKCHYHICTh Ta
TOKCHYHHIH BIUIMB HAa PO3BHTOK
MOTOMCTBA:

BIUTHB Ha QEPTHIHHICTH 1 paHHIH
eMOpioHAIBEHIIH PO3BATOK

lemBpioTokcHuHiCTH

[peHaTagbHa i IOCTHATAIbHA
TOKCHYHICTE

TOCHTIDKEHHS, TIPU SIKUX Mpernapar
YBOIUTECS IIOTOMCTBY
(HecTaTeBO3piaMM TBapUHaM) Ta/abo
OLHIOETHCS BifmajieHa st

[6) MicIleBa IepeHOCUMICTh

7) AOZATKOBI JOCHIHKEHHS
TOKCHYHOCTI:

|aH"mre1-1Hicrb (yTBOpEHHS aHTHUTLI)

EMYHOTOKCHL].'HiCTB

mocrimKkenHs MexaHi3MiB Aif

|niKapchKa 3ATeKHICTD

[ToKcHuHiCTh MeTaGOMITiB

[ToKCHuHiCTB JOMIIIOK

1HIIIe

5. BUCHOBKH IIIOJO JOKJIIHIYHOTO
BHBYEHHS

3asgBHHK

(BIIACHUK peecTpamifHOTro MOCBITUEHH)

Sede amministrativa: Via Vivaio 17, UIE.’I Ml!hno.'i

(mimmuc)

Daniel Marie Ezio Lapeyre,
BHKOHABYMI{ THPEKTOP

Acarpla F;agzﬁaféeutlcl S.r. 1
I j (5

(AL 'j||

ACARPIA Farmaceutm S.rl
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Non-Clinical Trial Reports

1. Name of the medicinal product
(number of registration certificate, if COLCHICINA LIRCA, 1 mg tablets
available):

1) type of the medicinal product, by |[Medicinal product with well-established medicinal use according to
which registration was conducted or |litem 1 (sub-item 1.4) of section III of the Procedure of Order of the
planned Ministry of Health of Ukraine dated 23.07. 2015 Ne 460.

2) Trials conducted L yes ! no If not, substantiate

The beneficial aspects of colchicine and its place as an anti-gout therapy have been established in the last
more than 60 years of clinical use. More recently, colchicine was recommended as an important tool in acute
pericarditis and after more than 20 years of off-labels in this indications, the European Society of Cardiology
(ESC) including colchicine in the first line of treatment of acute and recurrent pericarditis; this new
indications were approved by the Italian and Austrian Health Authorities.

The applicant prepared nonclinical and clinical overviews and summaries based on the literature available
in the public domain. This procedure is justified by the fact that the medical profile, in terms of efficacy and
safety, of colchicine in the two proposed indications is thoroughly described in the scientific literature with
articles published over a period starting since the early 1970’s. Moreover, other medicinal products based on
colchicine at the same dosages and for the some of the proposed indications (gout) have been already
approved in the EU since more than 50 years.

As provided in Directive 2001/83/EC, Annex I, all documentations, both favourable and unfavourable are
communicated.

The European Union Reference Date (EURD) of Colchicine is 30/07/1947 (EMA/630645/2012 Rev.32 of]
22/07/2015).

The scientific documentation submitted to provide an integrated and critical assessment of the nonclinical
evaluation of the medicinal product covers all aspects of the assessment and includes a review of the relevant
literature taking into account the following criteria: (a) Most recent and relevant publications available; (b)
Peer reviewed clinical journals; (c) Interest in the current and proposed therapeutic indications.

A recent review has been made of a series of databases, to obtain an updated and complete view of the
literature on the different safety and toxicological studies made in relation to this drug substance. The
pharmacological and toxicological databases consulted have been the following:

- Medline (http://www.ncbi.nlm.nih.gov/PubMed/)

- TOXLINE Special (http://toxnet.nlm.nih.gov/), including:

- DART Special (http://toxnet.nlm.nih.gov/cgi-bin/sis/htmlgen?DARTETIC.htm)
- HSDB (http://toxnet.nlm.nih.gov/cgi-bin/sis/htmlgen?HSDB.htm)

- IRIS (http://www.epa.gov/iris/)

- GENETOX (http://toxnet.nlm.nih.gov/cgi-bin/sis/htmlgen?GENETOX.htm)

- CCRIS (http://toxnet.nlm.nih.gov/cgi-bin/sis/htmlgen?CCRIS.htm)

- TRI (http://www.epa.gov/tri/)

- CHEMIDplus (http://chem?2.sis.nlm.nih.gov/chemidplus/chemidlite.jsp)

- CAS (http://www.cas.org/) 3 =A%

- RTECS (http://www.datastarweb.com/) > CWKPATIA It agx,'

The following databases were accessed from the Royal Society of Medicine electrd!i};c;hbrary‘ e
ACARPIA Farmaceuﬁnglﬂl 0 3 OFHTTHATOM §e ® 259
Sede amministrativa: Via Vivaio 17, 20122 Milano, Italy - R.E.A. MI-2121908

Tel. +39.02.76008896 - Fax +39.02,76011668 - Indirizzo PEC : acarpiafarmaceuticistli@legalmail it. - .email : mislifﬁé{ml@a@mia_'i;
Sede legale: Via Saluzzo 100, 10126 Torino, Italy "~ RIEE.A TO-1235695 | L AT T
Codice Fiscale/P. IVA : 11607280010 - Capitale sociale € 516.456,89 int.



- Embase 1974 to date

- EBSCO.

The assessment of the available evidence on Colchicine’s pharmacological and toxicological
documentation, favors the benefit of this medicinal product in the relief of acute gout and for the prophylaxis
of recurrent attacks, and in the treatment of acute pericarditis and prevention of recurrent pericarditis.

[2. Pharmacology: "

1) primary pharmacodynamics -

2) secondary pharmacodynamics -

|3) safety pharmacology ‘ &

ﬁ) pharmacodynamic interactions [ -

|3. Pharmacokinetics:

1) analytical procedures and reports
on their validation

2) absorption -

3) distribution =

4) metabolism " -

IS) excretion | -

6) pharmacokinetic interactions (non-
clinical)

7) other pharmacokinetic studies -

4. Toxicology:-

1) Single dose toxicity H -

2) Repeated dose toxicity | -

3) Genotoxicity:
in vitro -

in vivo (including additional
assessment on toxicokinetics)

4) Carcinogenicity:

long-term studies -

short-term studies or mid-term studies =

ladditional studies | -

5) Reproductive and developmental
toxicity:

effects on fertility and early
embryonic development

embryotoxicity -

prenatal and postnatal toxicity [ -

studies in which medication is
administered to the offspring

ACARPIA Farmaceutici S.r.L
Sede amministrativa: Via Vivaio 17, 20122 Milano, Italy - R.E.A. MI-2121908 Rt il
Tel. +39.02, 76008896 - Fax +39.02.76011668 - Indirizzo PEC : acarpiafarmaceuticisri@legalmail.it - email : mnmmlstraﬂdae@aw;a it,
Sede legale: Via Saluzzo 100, 10126 Torino, Italy - RE.A. TO-1235695 3
Codice Fiscale/P IVA : 11607280010 - Capitale sociale € 516.456,89 int. vers



(immature animals) and/or long-term
effects are assessed

6) local tolerance

7) additional toxicity studies:

antigenicity (antibody response)

limmunotoxicity

study of the mechanisms of action ||

drug dependence

toxicity of metabolites

|toxicity of impurities

other

5. Conclusions on non-clinical study

)
Applicant (Marketing ¥
Authorization Holder)

oy /;v‘// -
’dd:-)ér“':f(‘ P 07 "‘7

Daniel Marie Ezio Lapeyre

Chief Executive Officer
Acarpia Farmaceutici Srl

ACARPIA Farmaceutici S.r.l.

Sede amministrativa: Via Vivaio 17, 20122 Milano, Italy - RE.A. MI-2121908

Tel. +39.02.76008896 - Fax +39.02.76011668 - Indirizzo PEC : acarpiafarmaceuticisri@legalmail. it

- email :

Sede legale: Via Saluzzo 100, 10126 Torino, Italy - R.E.A, TO-1235695
Codice Fiscale/P. IVA : 11607280010 - Capitale sociale € 516.456,89 int. vers
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3BIT
Npo KJiHIYHe BUNIPOOyBaHHA

1. HasBa mikapcbkoro 3aco0y (3a HasiBHOCTI -

. . Konximun Jlipka/Colchicina Lirca, Tabnerku, 1 Mr
HOMEP peECTpaIliifHOrO IOCBIIYEHHST)

AKAPIIII ©®APMACEVTIUI  C.P.JI/ACARPIA

2- SaABHHK FARMACEUTICI S.R.L.

3. BupoBunx laynt ®apma Amaper ['mM6X/Haupt Pharma Amareg
GmbH

4. IIpoBeneHi JOCITiIKEHHS: T Tak I =i SIKIIIO Hi, O0IPYHTYBaTH

KininiyHu# orisix IMMoJ0 KONMXIIMHY BPaxoBYeE, IO IS JAHOTO JIHKAapChKOTO 3aco0y MOAa€cThCs
6ibmiorpadgiunmii JOAATOK IS MiATBEpPXKEHHSI 3aCTOCYBaHHS 3a TaKMMH IOKa3aHHAMH: «JlikyBaHHS
rOCTpoi Mmojarp¥ i TNpodiTaKkTHKA PENUAMBHOIO IMONATPHYHOrO apTpury» Ta «JlikyBaHHA rocTporo
IEpUKapAUTy 1 npodilakTuKa peUIuBHOrO mepukapaury». OctaHHE NoKazaHHS OyJO 3aTBEPIKEHO B
kpaini BupoOHuUIrTBa (ITams) 4 kBitHs 2017 poky.

Vei knigiugl croHTaHHi BHIPOOyBaHHS, aBTOpoM skux € M. Imazio, mpoBogumucs i3 3aCTOCyBaHHIM
npenapaty Konxinuna Jlipka, Tabnerka 1 mr, skuii mpusHauand no3or abo 1 tabrerka, abo monoBuHA
TabJIeTKH.

3agBHMK IiJArOTYBAaB OIJIAIN Ta PE3fOMe MOKIIHIYHHX Ta KIIH{YHUX TOCTIIPKEHb HAa OCHOBI JiTEpaTypH,
HasBHOI y BimkputTomy goctymi. Llg mporenypa BumpaBmana THM (akToM, IO MEAHYHMH Npodiis
KOIIXIIIMHY 3a ABOMA 3aIPONOHOBAHAMH NIOKAa3aHHSIMH 3 TOUKHU 30py €EeKTHUBHOCTI Ta Oe3leKu JOKIagHO
ONUCAHM y HAYKOBIHM JiTepaTypi y CTarTsaX, OMyOJiKOBaHUX MPOTATOM Iepiony 3 modatky 1970-x pokis.
OxpiM TOTO, IHII JiKapChKi 3acO0M HA OCHOBI KONXIMUHY B THX CaMUX J03aX Ta AJIS 3aCTOCYBaHHS 3a
JeIKHMH i3 3aIIpOIIOHOBAHHUX I0Ka3aHb (momxarpa) 3apeectposani B €C Bxe moHaz 50 pokis.

Bignosiguo mo monoxens Homatky I JupektuBu 2001/83/€C HamaroTeCs BCI JAOKYMEHTH, SIK
CTIPUSTIINBI, TaK 1 HECIIPUSTIIMBI.

Jara peectparii xonxinpny B €Bponeiickkomy Corosi (EURD) — 30.07.1947 p. (EMA/630645/2012
Rev.49 Bix 16.10.2016 p.). YV CIIA VYrmpapmiHHIM 3 KOHTPONIO 3a SKICTIO XapUOBHX IPOAYKTIB Ta
nikapcpkux 3aco6iB (FDA) y munui 2009 poxy cxBaneHO NaHMH Ipenapar A JiKyBaHHA TOCTPHUX
CIaNaxiB MOAArpHYHOTO apTPUTY.

B ormsmi xiniHIYHMX BHIPOOYBaHb KOJXIIMHY MPEICTAaBIEHI IOCHIAHHS Ha BIAMOBIMHI omyOiikoBaHI
HAyKOBi JliTepaTypHi Jpkepena 3 ocoOMMBAM akKLEHTOM Ha mokianHi ¢apmaxosoriuni mMoHorpadil s
3abe3eueHHs KOMILIEKCHOI Ta KPHTHYHOI OIliHKH KIIIHIYHOIO JOCITIDKEHHS AaHOTO JIIKapChKOro 3acoly.
Bxmoueni ny6aikanii 6ynu BimiOpani 3a TaKMMH KpUTEpisMU: (@) HANHOBINI Ta HAHOIMBIN BiAMOBimHI
nybmikamii; (b) KiIiHIYHI JKypHTH, IO PEUEH3YIOTHCH; (C) 3alliKaBIEHICTh MO0 3alpOIOHOBAHUX
TEPATICBTUYHHUX T10Ka3aHb.

OctanHi#f OrsA OXOILNIOBAaB HU3KY 0a3s NaHuX, W00 OTPHMATH OHOBJICHE Ta MOBHE YSABIICHHS TIPO
mTepaTypy MO0 PI3HHUX KIIHIYHHX Ta (bapMaKOJIorquHx JOCITiIKEHb, HpOBe,ILeHﬁX cT
naHoi Ai040i pedoBHHH. BukopucTaHi Taki KIiHiuHI Ta ¢papMakonoridi 6a3u aaﬂnx

- Medline (http://www.ncbi.nlm.nih.gov/PubMed/). :

Jlo HwkueHaBeleHUX 0a3 NaHHX OTPHMaHO ;[OCT}U 3 enempomml 6:6mo‘1‘%1¢ﬁf i“KfnﬁPchhkoro
MEIUYHOI'0 TOBApUCTRA! FHICT i :

- Embase — 3 1974 poky notenep;

- EBSCO.
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3rizHoO i3 3aCHOBAHMMM Ha JOKasaX peKoMeHpaarisMu €Bpomeichkoi jirm 60poThOU 3 PeBMAaTU3MOM
(EULAR) moao mojarpd, KOJXIIHH € MpenapaToM, PeKOMEHIOBaHUM IS JIKyBaHHsS TOCTPHX HamajiB
3axBoproBanHs 3 edexTuHicTIO 0,87 (95 % moBipumii inTepsan: 0,25-1,50). s npodinakTHKH rOCTpUX
HamajiB MOJAarpd TaKOX PEKOMEHIYEThCS KOMXIMUH 10300 1 Mr/moby abo 1BOMa IOIOBHHHMMH J103aMHU
o 0,5 Mr (moyioBuHA TabIeTKH).

Binmosigo m0 HacTaHoB €Bpomeiicbkkoro TopapucTBa Kapmionorii (ESC) 2015 poky, KoaxiumumH
PEKOMEH/IYEThCS K Tepalis mepinoi JiiHil mpu roctpoMy nepuxapiuTi (kiaac I, piBeHb gokazoBocTi A).
[Ipu penuONBHOMY [EPHUKAPAMUTI TAKOX PEKOMEHIYETBCS 3acTOCOBYBaTH KoIXiluH (xnac I, piBeHs
J0Ka30BOCTI A).

Indopmariis om0 KIiHIYHAX NAHUX, OOTOBOPIOBAaHA B OIVLIAL KIIHIYHMX BHIIpOOyBaHb (MOIYIH 2.5),
i ITPUMYE 3aCTOCYBaHHS 3a 3alIPOIOHOBAHHUMH MOKA3aHHIMH.

Jlikapchkuit 3aci0, skuif Mae noOpe BUBYEHE MEIUYHE
1) Tum jrikapchkoro 3aco0y, 3a sIKUM 3aCTOCYBaHHs, 3rifHO NyHKTY 1 (migmyskty 1.4)
IIPOBO/IMIIACS ab0 MAHYETHCS PEECTPALIis po3ainy III INopsoxy makazy MO3 Vkpainu Big 23
nmunHs 2015 poky Ne 460.

5. IloBHa Ha3Ba KJIIHIYHOIO BUNPOOYBaHHS, -
KOJOBaHU# HOMEP KIJIIHIYHOTO BUITPOOYBaHHS

6. ®a3a KIiHIYHOTO BHIIPOOYBAHHS -

7. Ilepionx mpoBeIeHHS KIIIHIYHOTO 3 1o
BHITPOOYBaHHS

8. Kpaiuu, e mpoBoaumocs KIiHIdHEe =
BUITPOOYBaHHS

3annaHoBaHa:

dakTuyHa:

10. Merta Ta BTOPHHHI ITUT KITIHIYHOTO -
BHTIPOOYBaHHS

9. KinpKicTh JOCTLIKYBAaHUX

11. JIu3aiin KJIiHiYHOrO BUIPOOYBaHHS I -

12. OcHOBHI KpuTepii BKIIIOYEHHS -

13. ocmimxyBaHwuii TikapceKuit 3acib, crocid -
3aCTOCYBaHHsl, CHJIA Jii

14. Ipenapat nopiBHAHHS, /1034, CIIOCIO -
3aCTOCYBaHHS, cuia jii

15. CynyTHs Teparis =

16. Kpurepii oninkm ehexTUBHOCTI -

17. Kpurepii OliHKH Ge3MeKH s P THADVM

18. CTaTHCTHYHI METOIH \ LA ‘A § ol R

W S STETR:Y

19. JeMorpagiuni HOKa3HUKA TOCIIIKYBAHOT g /
monysiii (cTaTh, Bik, paca, TOIIO) nHAYRIC H B :

ACARPIA Farmaceutici S.r.l. :- = PATIH Hsﬂ»
Sede amministrativa: Via Vivaio 17, 20122 Milano, Italy - R.E.A. MI- 2l"1908 ol ey, I
Tel. +39.02.76008896 - Fax +39.02.76011668 - Indirizzo PEC : acarpiafannaceutlms;i‘aleﬁa!fmmht =
email : amministrazione@acarpia.it 2077 :
Sede legale: Via Saluzzo 100, 10126 Torino, Italy - R.E.A. TO- 1235695 St Lo =
Codice Fiscale/P. IVA : 11607280010 - Capitale sociale € 516.456,89 int. vers
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20. Pesynbraru ehEeKTHBHOCTI | -

21. PesynpTaTu Ge3nexn | B

22. BUCHOBOK (3aKJIIOUCHHS) | -

3agBHUK
(BIaCHHUK peecTpaifHOTO IMOCBITYECHHS)

(mmiamwuc)
Daniel Marie Ezio Lapeyre,
BHKOHABYHH JUPEKTOP
Acarpia Farmaceutici S.r.1.

L4 CaRPATIRL T Y 20
Kb N

'\. _.'-I- . !;!9HTL1¢:H3|4[;‘%HL1E Ko
by '-;-‘-. . 380025596

ACARPIA Farmaceutici S.r.l. p
Sede amministrativa: Via Vivaio 17, 20122 Milano, Italy - R.E.A. MI-212 1908
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Clinical Trial Report

1. Name of the medicinal product (number of

registration certificate, if available) COECHICINATLIRCA, Il mgiablets

2. Applicant ACARPIA FARMACEUTICI S.R.L.
3. Manufacturer Haupt Pharma Amareg GmbH, Germany
4. Trials conducted: C yes 1 no If not, substantiate

The clinical overview of colchicine takes into account that for this medicinal product a bibliographic application is
being submitted to obtain the following indications “Treatment of acute gouty and for prophylaxis of recurrent gouty
arthritis” and “Treatment of acute pericarditis and prevention of recurrent pericarditis”. This last indication were
approved in the country of origin (Italy) on 04 April 2017.

All the clinical spontaneous trials having as author M. Imazio have been conducted using the drug product Colchicina
Lirca 1 mg tablet administering either one tablet or half tablet.

The applicant prepared nonclinical and clinical overviews and summaries based on the literature available in the
public domain. This procedure is justified by the fact that the medical profile, in terms of efficacy and safety, of
colchicine in the two proposed indications is thoroughly described in the scientific literature with articles published
over a period starting since the early 1970’s. Moreover, other medicinal products based on colchicine at the same
dosages and for the some of the proposed indications (gout) have been already approved in the EU since more than
50 years.

As provided in Directive 2001/83/EC, Annex I, all documentations, both favourable and unfavourable are
communicated.

The European Union Reference Date (EURD) of Colchicine is 30/07/1947 (EMA/630645/2012 Rev.49 of
16/10/2016). In the USA, the FDA approved this drug in July 2009 as a treatment for acute flares of gouty arthritis.

In the clinical overview of colchicine, reference was made to relevant published scientific literature, with special
emphasis to detailed pharmacological monographs, to provide an integrated and critical assessment of the clinical
evaluation of the medicinal product. Publications included were selected based on the following criteria: (a) Most
recent and relevant publications available; (b) Peer reviewed clinical journals; (c) Interest in the proposed therapeutic
indications.

A recent review has been made of a series of databases, to obtain an updated and complete view of the literature on
the different clinical and pharmacological studies made in relation to this drug substance. The clinical and
pharmacological databases consulted have been the following:

- Medline (http://www.ncbi.nlm.nih.gov/PubMed/)

The following databases were accessed from the Royal Society of Medicine electronic library:

- Embase 1974 to date

- EBSCO.

According to the European League Against Rheumatism (EULAR) evidence based recommendations for gout,
colchicine is a recommended drug for acute attacks with an effect size of 0.87 (95 % confidence interval, 0.25 to 1.50).
For prophylaxis against acute attacks, colchicine 1 mg/daily or two half doses of 0.5 mg (half tablet) is also
recommended.

According to the 2015 European Society of Cardiology (ESC) guidelines, colchicine is recomniended,as first-line
therapy for acute pericarditis (Class I, level of evidence A). In recurrent pericarditis, colchmine is also recommended
(Class 1, level of evidence A). & 3

The clinical information discussed in clinical overview (Module 2.5) support the propesed indicatlons
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1) type of the medicinal product, by which
registration was conducted or planned

Medicinal product with well-established medicinal use
according to item 1 (sub-item 1.4) of section III of the
Procedure of Order of the Ministry of Health of Ukraine dated
23.07. 2015 Ne 460.

5. Full name of the Clinical Trial, clinical trial code

6. Clinical trial phase

7. Period of the clinical trial from till

8. Countries where the clinical trial was conducted -
.. planned:

9. Number of study participants actual-

10. Goal and secondary objectives of the clinical
trial

11. Design of the clinical trial

12. Main inclusion criteria

13. The investigational medicinal product, method
of administration, strength

14. Comparator, dose, méthod of administration,
strength ‘

15. Concomitant therapy

16. Efficacy evaluation criteria

17. Safety evaluation criteria

18. Statistical methods

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

20. Efficacy results

21. Safety results

22. Conclusion
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Applicant (Marketing
Authorization Holder)

ACARPIA Farmaceutici S.r.l.
Sede amministrativa: Via Vivaio 17, 20122 Milano, Italy - RE A MI-2121908

Daniel Marie Ezio Lapeyre
Chief Executive Officer
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