Honarok 29

1o Topsaaxy npoBeeHHs eKCIepTH3H
peecTpalifiHuX MaTepiariB Ha JTiKapchKi
3ac00H, 10 MOJAITECS Ha JEPIKaBHY
PEECTpALiio (TIepepeecTpariio), a TakoxK
EKCIIEPTH3H MaTepialiB MpO BHECEHHS
3MiH JI0 peecTpaniifiHuX MaTepianis
IPOTATOM Jii peecTpaniiinoro
IIOCBiTYEHHS

(myHKT 4 pozainy IV)

3BIT
PO XOKJIHIYHI 10CTiIIKeHHS

; Hidexain
1. Haspa nikapcexoro 3aco0y (3a ¢
HasBHOCTI - HOMEP PeeCTpariifHoro

MIOCBIIYEHHS):

. Jlikapcekuit 3aci6 3 ikcoBaHOK KOMOIHALIEK
1) Tvn nikapceKoro 3acoby, 3a AKUM

[POBOMIAC ab0 MIAHYETBCS peecTpallis

y A TaK HI SIKIIO Hi, o0IpyHTYBaTH
2) mpoBeIeH] JOCIIIKEHHS

2. dapmakoJioris:

Jlist komOiHamii cXBaJIeHHX CHONYK, IIE HE
CXBaJICHHX B AKOCTI KOMOiHOBaHOI Teparii,
bapmaxogunaMiuni B3aemoaii moBuHHI GyTH
3aI0KyMEHTOBaH1. Y miTepaTypi € 6araro
HEKJIIHIYHAX JaHUX, OI0 MiATBEPIKYIOTH
panioHaNbHICTE UBOTO (hiKCOBAHOIO
KOMOiIHOBaHOTO NPOAYKTY. Byme posrnsauyro
BUOIp 3 HAlO1NbII aKTyalbHUX AOCIiKEHD, IO
CTOCYIOThCS €(DEKTIB IBOX OKPEMHX aKTHBHHX
IHIpeieHTIB.

Hi

1) nepBunHa hapmakomHamMika

2) BTOpHHHA (hapMakoJHHAMIKa

Hiskux cienudivaux dapmMaxoIoriqanux
mociikens 6esnexu Hidekainy e mposoaumocs.
Onnak, mix KoHTposneM OyB KPOB'SHUH THCK Y

1y PiB IiJ 4ac IOBTOPHOTO JOCIIKEHHS
TOKCHYHOCTI No3H. [ani mokasanu, mpo 14128
nHiB JikyBaHHA 250 Mr/kr kpemom Hidekainy
{H{yKYBaJIH 3HIDKEHHS CHCTOTIUHOTO i
J1iacToIiuHOrO apTepianrbHOro THeKy. Li nami
noKasan, mo, sk i ogikysanocs, Hipenurin
BCMOKTYETBECS U€PE3 CIIU30BY OGOHOHK’y fpsaMoT
KHILKH, 1 HiCIIs PeKTaIbHOTO BBEIEHHS MOKHA
OYiKyBAaTH CUCTEMHOTO edexTy.
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3) dapmaxosnoris 6e3nexku




JlocriuKkeRHs Ha TBapuHax 6e3riy3 i s OliHKH
KJIiHI9HOT Ta TOKCHKOJNOTiUHOT 3HAYYIOCT] 1€l
abcopOuii npu kiHiYHOMY 3acTOoCyBaHH],
(axTiuno Gyim nposeaeHi KOCTImMKEH S

4) hapmaxoIuHaMIvHI B3aeMoIil

BusyeHo GapMakoaHHAMIYHY B3aEMOIiI0
HipeIuIiHy Ta Ji10KaiHy MIOJ0 HeraTHBHOI
iHOTponHoT 1ii Hihenuminy Ta
KapIioaenpecuBHOro edeKTy Nigokainy B
1307Ib0BAHOMY JTIBOMY II€peCepIi MOPChKOT
CBUHKH,

Taxum uuHOM, 6yI10 MOKa3aHO, 10 HErATHBHA
{HOTPOMHA MOTEHIIiS MiCIIEBUX AHECTETHKIB
3HAYHO MOCHIIIOETECSA B IIPUCYTHOCTI

JUATiIPOTi PUIHHOBOTO GJI0KATOPa BXOLY KAJIbLIiI0
HITPEH/IUITIHY.

B3aemouis mipenuniny i nigoxainy, iMoBipHO,
TMOB's3aHa 31 3MEHIIEHHSIM TPHBAIOCTI MOTEHIATY
nif 1 361TbIIeHHsIM MaKCHMAaIBHOT IBHAKOCTI
puTMy (Vmax), mo npureigyerses gigokatHoM, sK
11e OyJ10 IOKa3aHO Ha COCOYKOBHX M'sI3aX
MOPCBKOI CBHHKH.

Jlociipkerns in vitro Ha imemiuHOMY cepreBomy
M's131 coOak mokasanu, mo Hieauiy gie Ha
KaJIbI[i€eBUH KaHal, B TOH 4ac gK JiJoKaiH [i€ Ha
HATpieBHI KaHa!, BAPOGIIAIOYH, TAKKM YHHOM,
npy KOMO1HOBAaHOMY 3aCTOCYBaHHI J0JATKOBHI
edexr.

Y nikapcpkoMy npenapari Hidexkain
[IPOTIIOHY€ThCS BHKOPHCTOBYBATH JIiJ0KaTH
riPOXIOPH BiAMOBIIHO 10 BiZoMoT i
KOHCOJIIIOBAHOT KOHIEHTpAIlil, 103yBaHHAM i
criocoO0oM BBeJIEHHSI, & TAKOXK BiANOBIIHO IO
3HEOO0/IOIYHX TTOKA3aHHAMHE, €EKTUBHUME IPH
JIIKyBaHH| aHAJTBHUX TPILUH i IPOKTOMOTIH.

3. dapMakoKiHeTHKa:

1) aHaJIiTHYHI METOMKHM Ta 3BITH MIOAO iX
BaJTianii

3rizno 3 npoextoM IlociGHrKa 3 HekmiHiUHOT
po3pobxu dikcoBaHHX KOMOiHAIIN JIiKapCHKHUX
saco6iB (CHMP / EMEA/CHMP/SWP/258498 /
2003), ana komOiHaIii cXBaleHHX CIONYK, 1IIe He
CXBaJICHHUX B AKOCTI KOMOiHOBaHOI Teparii, 3a
YMOBH aJIeKBaTHOI XapaKTePHCTHKH
(papMakoKiHETHKH OKPEMHUX KOMIOHEHTIB y
TBAapHH, K IIPaBHIIO, He NOTPiOHA JomaTKOBa
HEKITiHiYHA TOKYMEHTaIis 3 papMaKOKiHETHIHUX
B3a€MO/IIH,

Hie1umin cCHCTEMHO BCMOKTYETBCS Yepes
CIIH30BY 00O0JIOHKY, SIK BKa3ye Jlanpay.

Konno C. i CyriMmoTo i. BuBYamH Ha fIypax
(bapmakokineTuky i GiomocTynHicrs Hideauminy:
MiCJIsi BHY TPIiIIHBOBEHHOTO, ;

BHY TPIIIHEO/YOI€HATEHOI0, OYKKAILHOTO,

[PEKTAJBHOTO 1 YePe3IKIPHOro BBEIEHHS 3




BH3HAYEHHSAM [1JIa3MOBUX PiBHIB METOJOM a30BO1
xpomarorpadii. Bonn npogemonctpysanu
IHTEHCHBHUH MeTabouiaM npenapary Ha piBHi
[IEPUIOTO MPOXOAY B MEYiHII Imicis
{HTpayOIeHAIbHOrO BBEACHHS, IPU EOMY
piBeHb GiopoctymHoOCTi nocaras 52-57%. Taxi
piBHI Oynu 36inpnreni Ha 10-30% npu
HEIOPTaIbHOMY BBEICHHI, SIK I YHHI,
PEKTaNbHHUH | IIKIpHHH.

ExcriepumenTansHi Mozieni Ge3sonocol mkipu
IyPiB HA OCHOBI Jaypuicynsdary 1%,
nporninerraikono 20% Tta
HaTpikikapbokcHiIMeTIIIe 0031 20% Gy
PO3pOOIICHI 3 METOK BUMIPIOBAHHS MICIIEBOTO
YEPE3MIKIPHOTO Ta CIM30BOIO BBEJCHHS
Hi(eHUITiHy Ta BUMIPIOBAHHSA CHCTEMHOT
abcopbuii Ta papMakoKiHETHKH.
DapmakoKiHeTHKa JiJoKaiHy no6pe BizoMa.
AKTUBHHH IHTPEIiE€HT, IPaBHIIEHO
chopMyTEOBaHMI, BCMOKTYETECS PEKTATBEHAM
IIAX0M. by1o nokasano, 110 BiH CHIBHO

Mo BikyeThea nucdyHKIisMu medinku. [Tpu
3BHYAHHOMY KOHTPOJI MIBHIKICTH €KCTPAKIiT
JI1JI0KaTHy Ha [Ie4iHKOBOMY piBHI cTaHOBHTH 83% i
MOJKe OyTH 3HHIKEHA I BINIMBOM JIKIB, SIKi
BTPYYalOTECS B [1€YiHKOBUH OKHCIKOBAILHUH
MeTabomi3M, Takux gk [[uMeTuus,

2) BCMOKTYBaHHS

DapMmakoKiHeTHYHI BIacTHBOCTI kpemy Hidexkain,
KPEM Ul PEKTATBHOTO 3aCTOCYBaHHs OyIIM
BHBYEHI Ha 30POBHX H00POBONBIAX. BH3naueHHs
AKTHBHHX PEYOBHH B KPOBi, 3@ JOMOMOTO0O
BaTiNalifHOr0 aHAMITHYHOrO METOY, HajIo0
HETaTHBHHH pe3ysbTaT, He OYJI0 BUSBIEHO
[IPUCYTHOCTI Hipenuminy Hi B omHil cupoBaTii
kpoBi. Kpim Toro, nuine MiHiMansHi citigu
ninokainy Oynu BHsBiIEH] y 2 namieHTis 3 12.
OnHak 1i HU3BKI KOHIEHTpanii (HuKde
KBAHTYBaHHS METO/Iy) 3HAYHO HHKYE
TEPAINEBTHYHO ePEKTHBHUX, MiATBEPIKEHUX MicIs
CHCTEMHOTO BBEJIEHHS.

Tomy cnin BHKIFOUHTH, IO MiCIieBE 3aCTOCYBAHHS
Hidekainy moxe Bu3HauaTH cucTeMHi edekTH, 1m0
BUHHKAIOTh B Pe3yJIbTaTi BCMOKTYBaHHS aKTHBHHX
[PEYOBHH.

111 10Ja/BIIOTO MIATBEP/KEHHS 1LOTO, B XOIi
KIIHIYHEX DOCHIiKeHb, He 0YJI0 MOMiYeHO
OGIYHUX peaxiiiit, 00yMOBIEHHX CHCTEMHHM
BCMOKTYBaHHAM J(BOX aKTHBHHUX iHIDEJII€HTIB 31
CIIH30BOT 000JIOHKH aHOPEKTaILHOT 06nacTi,

3) po3nomin

/1B, BHILIE




4) metabomizm

/1B, BHIIE

5) BHBEJEHHS

/1B, BHIE

6) bapmakokineTnaHi B3aemMoil
(oxmiHivHi)

OuikyeTbed, mwo hikcoBanuit KoMOIHOBaHHIA
nponykT Oyne misitu nokansHo. [IpoTte cucreMue
BCMOKTYBaHHS JIBOX aKTHBHHX iHTPEIi€HTIB He
MOJKe OYTH BUKIIOYEHO Ha TEOPETHYHIH OCHOBI.
IIpn BcMoKTyBaHHI HeOakaHa (papMaKOKiHETHYHA
B3a€MO1S MIXK HUMH He MOJKe Oy TH BHK/IIOYEHA,
BPaxoBYIOYH, 10 00H/IBa BOHH METab0Ti3yIOThCS
MEeYiHKOO,

byJ10 BUpilIEHO HE TPOBOJIMTH JOC/IDKEHHS Ha
TBapUHAX I10 IiH TeMi, OCKiNbKi € JoCTymHi
(apMaKkOKiHETHYHI JOCIIIKEHHS JIIOAHHH

7) it hapMaKoKiHETHYHI JOCII JIDKEHHS

H1

4. TOKCUKOJIOTIS:

1) ToxcHYHICTB y pasi oaHOPa30BoOro
BBEIICHHSI

Camuis 1 camok mypiB ninii Crpar J{oyi Mmopuiu
rOJIOZIOM NPOTATOM 12 rOIMH, JIKyBaIH Macoio 3
KpeMy pekransHoro Hidekain 2000 mr/kr abo 3
Kkpemy Iuraneto 2000 mr/kr (5 camuis i 5
caMOK/Tpyma).
[lypiB ciocTepiranu npotsrom 14 quis micius
TiKyBaHH:, PEECTPYIOUH CMEPTHICTE 1 OBEMIHKY
uepes 1, 2, 8, 12 rogun i wepes 1, 2, 71 14 gniB
micis nikyBanHd. [loBeninka peectpysaiacs 3
ypaxyBaHHAM PYXOBOI aKTHBHOCTI i peakTHBHOCTI
Ha aKyCTHYHY 1 MEXaHIYHY CTHMYJIAII 3a
HACTYITHOIO IIKAJIOK0:
0 = HOpMaJIbHA JiSJIBHICTh

= 3MEHLIeHHS pyXiB i peakuin Ha 20%
2 = 3MEHILEHHs pyXiB 1 peakuiit Ha 50%
3 = 3MeHIIeHHs pyXiB i peakmiii Ha 80%
JlikyBaHHs BHKJIHKAJIO JHIIE HE3HAYHE 1| MUHYIIE
3SHHKEHHS PyXOBOI akKTHBHOCTI 1 peakiii na
MeXaHiuHy cTUMysio. [Ipupict macu Tina
nporsaroM 14 nHIB micns nikyBaHHs OyB
OJHAaKOBHM y 00po0Ie€HHX i KOHTPONBHHUX TBAPHH.
[Ipu Hekpormcii He 6y/10 BUSBICHO HiIKHX
aHOMaJIilt Ha cepIli, IereHsx, Medinili, HupKax,
Ha/IHUPKOBHUX 3a/103aX, CEJIe31HIl 1 CTaTeBUX
3a5103ax.

2) TOKCHYHICTh y pa3i IIOBTOPHUX BBEJEHD

CaMIliB 1 caMOK IIypiB MOPHIIH TOJIOOM
[IPOTATOM 6 TOIHH, JIKYBaIH MAcOK 3 KPEMY
pextansHOro Hidekain 250 mr/kr / 1oby abo 3
kpemy miaanebo 250 mr/kr / 1o6y npotsrom 28
InHIB (5 camuiB i 5 camok/rpyma).

by 3adikcoBaHi HacTYNHI mapamMeTpu:

0 [Tpuitom Tki

0 Maca Tina




0 AprtepianbHuil THCK

0 YacroTa cepueBUX CKOpPOYEHE

B kiHi nikyBaHHS y TBapHH Gpaau Kpos Ha
aHaiis, a ceplle, eyiHka, HAPKH, Celle31HKyY, S€UKa
| IEYHHKH JOCIIJUKYBAIH MAaKPOCKOITIUHO i
MiKpocKoniyHO. € AMHEM [IAPaMETPOM Cepesl
OUIHIOBAHHUX, IKMiT 6YB 3MiHEHHH B pe3ynbTaTi
iKyBaHHsI, OyB KpOB'SHHH THCK, I SKOTO
HCBEIWYKE, HE 3HAYHE 3HMIKEHHS CIIOCTEpiranocs
[IOYMHAIOYH 3 2-TO THXKHS JTIKYBaHHS

3) reHOTOKCHYHICTB:
in vitro

JliTepaTypHi gaHi MpO reHOTOKCHYHICTE IHX JBOX
AKTHUBHHX IHTPeJieHTIB BiACYTHI; mpoTe
JIOCIIIIKEHH s T€HOTOKCHYHOCTI He IPOBOIMINCS 3

in vivo (BKIIIOYAIOYH JOJATKOBY OIIHKY 3
TOKCHKOKIHETHKH)

ypaxyBaHHAM 100pe 3apeKOMEH Iy BaHHM
3aCTOCYBaHHAM JIiI0KaiHy Ta Hibeauminy.

4) KaHLEPOTEHHICTh:

NOBrOCTPOKOBI TOCIIPKEHHS

Alkmo dikcoBana komOiHaLisA MICTHTE CIIONYKH,
OLIHIOBAHI SK HEKAPUWHOTEHHI, TO J0CHTiKEHHS

KOPOTKOCTPOKOBI JOCITIDKEHHS
@00 JIOCITIKEHHS! CepeIHBOT TPUBATIOCTI

KaHIIEPOTeHHOCTI 3 i€ KOMOiHaIiEe He
noTpiOHi
(CHMP/EMEA/CHMP/SWP/258498/2005). Kpim

MOJATKOBI TOCIIKEHHS

TOT0, TOCHIDKeHHS KaHI[EPOreHHOCTI He
[IPOBOMIIACS, BPAXOBYIOYH, IO U AKTHBHOTO
inrpenienTa Jo0pe 3apeKomMeHIyBaio cebe
3aCTOCY BaHHA JOCIHIKEHHS KaHIIEPOTeHHOCTI, 110
HeOOX1IHO TUTAHYBATH TiJTBKH IPH HASIBHOCTI
mi103pH Ha KaHneporenni egextu (IpumiTka
CPMP/SWP/799/95 nns xepiBHHIITBA 110
Hexmniniuniit zoxymenTanii mkapcbkux 3acobiB 3
n00pe 3apeKoMeHayBanu cebe 3aCTOCYBaHHAM).

5) penpoayKTHBHA TOKCHYHICTB Ta
TOKCHYHUH BIUIHB Ha PO3BHTOK
IIOTOMCTRA.

Hidenunin nposBise Teparorenti ehexkra y
Iypis i Kponukie. [Topoks po3BHTKY, HMOBipHO, €
PE3yJITaTOM MOPYIIECHHS MaTKOBOI'O KPOBOTOKY.
BBeneHHA NBOTrO NpenapaTy BUKIHKAIO Pi3Hi

BIUIMB Ha (DEPTHIILHICTE 1 paHHiii
eMOpioHATBHAN PO3BUTOK

TOKCHYHI epekTn a1 emOpiona i mianenTH,
BHHKEHHs POCTY Iu1oAa (Iiypa, MUII, KpOJIHKa),
[10/I0OBKEHHS TEPMIHY BariTHOCTI abo HeBEIHKe

eMOPIOTOKCHYHICTB

HEOHATalbHE BHKABAaHHA (LypH, HE OIIHEH] y
IHIOTUX BHIIB).

[IpcHaTaJIbHa 1 IOCTHATallbHA TOKCHYHICTh

Bci 1031, NOB's3aHi 3 TepaToreHHEMH eeKTaMHu,
eMOPIOTOKCHYHICTIO 1 eMOpioToKcHYHICTIO, OY/IH
TOKCHYHI JUISl MATEPUHCBKOTO OpraHi3My i, THM He

MOCIIi[DKeHHS], TP SKHX TIpernapar
YBOJMTBCS MTIOTOMCTBY (HECTATERO3PITHM
TBapHMHaM) Ta/abo OLIHIOETHCS BijIaicHa
ist

MEHIII, BOHH Y 0araTo pasiB IepeBHUINYBaIH
MaKCHUMaIbHy J03Y, 3a3Ha4eHy JJIsi BHKOPUCTAHHS
IIFOZIMHOK0. Y OOMHHUYHHX BHIAJKaX 3arigHeHHs
in vitro, aHTarOHICTH KaJblilo, TaKi IK Hieaumin,
Oynu moB'si3aHi 3 000pOTHUMH OlOXIMIYHHMHA
3MIHAMH BiANOBIJIHO 10 amiKaJbHOT CTOPOHOIO

cnepMaToso'lea, 3 MOKJIHBHMH (bYHKHiOHaJlLHHMH




3MiHAMH CIEepPMAaTo30i1iB. Y BHNaaKax mOBTOPHOT
HEBIAYi 3arJIiJHEHH in Vitro, He IOR'S3aHOT 3
IHITUMH IPHYHHAMHE, aHTATOHICTH KalbIIiIo, TaKi
AK HIEIMIIIH, CIi pO3I/sIIaTH K MOKIIHBY
[IPHYNHY.

JlocitiKeHHs Ha Uy pax i KpoJmkax, sKi
OTPHMYBAJTH MICIeBHH JIiJOKaTH, HE BUABHIIH
PKOIHHX PH3HKIB JUIS 11018, aje He Oyiia
BCTaHOBJICHA Horo Oe3neka y moaei. Tomy,
MicLieBMH TifokaiH, cam 1mo cobi abo B o€ HaHHI,
CJTiJl 3aCTOCOBYBATH 3 00EPEKHICTIO i/ Hac
BariTHOCTi, 0cOGIMBO B mepii Micsi.

3 ormsany Ha i aani, Higekain coix posrnsanatu
K IIOTEHLIHHO HeOe3NmeuHuil Ipy BariTHOCTI Ta
rOJyBaHHI TPy IO,

6) MicIieRa MepeHOCUMICTE

3 camIlsg HOBO3ENaH/ICEKUX KPOJIUKIB Oyiu
[OTOJICH]I Ha IO He MeHIIe § cM® Ha CIuHi, i
Oy Bu3HaveHi nBi ginsaky 1m0 2 cm?. OmHy
JUISTHKY Ha KOXKHOMY KPOJIUKY GYJI0 MOKPHUTO
KpemoM pexTansHUM Hidekain 250 mr/kr, inma
Oyna HeoOpobiena. [ToB'sa3Ky HakIagaIn
npotsarom 18 roaux, a motiM TBapuH
CIIOCTepiraau MpoTIroM 14 IHIB, peccTpyrouu
3MiHH Ha 06po0eHiii mKipi, moBeaiHKOBI 3MiHH i
3MiHM auxaneHux Gyukmii i HC. Hiskux
TOKCUYHUX eeKTiB, IKi MOKYTh OyTH BifHeceH]
10 KpeMy pektanbHOro Hidekain kpem me
BUABJIEHO. Micue 3acTocyBaHHS B HOPMAILHOMY
cTaHi 1 Tomy Oysa HagOaBKa y Basi.

Hidexain OyB kiacubikoBanuii 9K Takuii, SKui
"He MOJIpazHIoE mKipy".

7) 1OMATKOBI AOCIIKEHHS TOKCHYHOCTI:

HisKuX IHIMUX DOCHiAKEeHb TOKCHYHOCTI
3asBHUKOM HE MPOBOJIHIIOCS.

AHTHIE€HHICTD (yTBOPEHHS aHTHTLI)

IMyHOTOKCHYHICTh

TOCIIPKEHHS MeXaHi3MiB mii

ITiKapchKa 3aJIeKHICTh

TOKCHYHICTE MeTaboJIiTiB

TOKCHYHICTE JTOMIIIOK

1HIIIE

5, BUCHOBKY 11010 JOKJIIHIYHOTO
BUBYEHHS

Hidexain, kpeM peKTalbHUH - 11¢ MICIIEBHI
[Ipenapar s JIIKyBaHHs aHAJbHUX TPIIIHAH.

AKTUBHI iHTpellieHTH Hieaumin i TixoKain




MalOTh TEPANEBTHYHY IO, TOECTHYIOYH
CYAMHOPO3UIMPIOBATIBHY i 3HEG0I00YY IO,
Cxema HeKTiHIYHHX JOCIIIKEHb HEe € MOBHOIO 1 He
BiZIIOBiZae BUMOraMm KEpIBHUX NPUHIIMIIIB;, HABIiTh
KOJIM MMPOBOJIUIACS TOKCHKOJIOTIUHI T€CTH, BOHH
He Bianosinanu BuMoram GLP (HanexHa
nabopaTopHa MPaKTHKA).

Tum He Menm, i IBa akTHBHI iHIpeTicHTH

[T POKO BUKOPUCTOBYIOTHCS B KIIHIUHIMH
[IPAKTHUIL, 1 BOHH, SIK IPaBHJIO, BBAXKAIOTHCS
Oe3MeYHUMHU, AKIIO X IPAaBUIBHO BBOINUTH.

Sk migoxain, Tak i Hipexunin metabomizyoThcs
MEe9iHKOI0, TOMY iX cItif 3 o6epexHicTIo
MPU3HAYATH NAIi€HTaM 3 Ie4iHKOBOIO
HEI0CTAaTHICTIO,

[ToBTOPHI MOCITiIKEHHS TOKCHYHOCTI 103
PEKTATBbHAM IIAXOM ITOKa3aiIH, IO [Ipernapar,
X04a i 106pe NePEeHOCHTHCS, YAHATE CHCTEMHY
CepLUEeBO-CYIUHHY JIi0, 1[0 BKAa3y€ Ha CHCTEMHE
BCMOKTYBaHHS aKTUBHHX iHrpemieHTis. Takum
YHHOM, PEKOMEH/IOBAHO MONIEPEIKYBATH
MAli€HTIB i3 cepleBO-CYIUHHAMHU
3aXBOPIOBAHHIMH.

Hipenunin € TepaToreHom, ToMy npenapar
MMOBHHEH OyTH NMPOTHMOKA3aHMI i 9ac
BariTHOCTI Ta JIaKTalii, a TaKOXK y MOTeHUiifHO
TITOPOJHUX JKIHOK.

[HIIi TOKCHKOJIOTIUHI acleKkTH He GyJiu omiHeHi 3a
JIOIIOMOTOI0 HEKTIHIYHUX J0C/II/KEHD, OCKIIBKH
BOHH MOBHHHI OYTH NiATBEp/PKEH] KIiHIYHUMH
[TAaHUMH.

3asBHUK (BJIACHHK Hew.®a.Jlem.C.p.a. e .
) : Biane ®eppoeie nenno Craro 3ona ACI, 8 Iyraiano y Kammnanii
peecTpaniiinoro nocsiguenns) GTAY. Tenls
Ten. +39 (0) 081.8195250 +39 (0) 081.9757469
Qaxc +39 081.8186893
Kon mnaruuka ITJIB 01499511218 TTonarkosuit koa 06115290634
www.newfadem.it
/nionuc, wmamn/
Aptypo e Meo
Oanoocionnii {upexrop
Hero.®a. lem.C.p.a.



Non-Clinical Trial Reports Form

1. Brand name of medicinal
product (MA number, if
applicable)

NIFECAIN

1) Type of medicine product for
which registration was
conducted or planned

Cream for rectal use

2. Pharmacology

1. Primary pharmacodynamics

For combination of approved compounds not yet approved as
combination therapy, pharmacodynamic interactions should be
documented. A lot of nonclinical data supporting the rational of
this fixed combination product are available in the literature. A
selection from the most relevant studies regarding the effects of
the two single active ingredients will be considered.

2. Secondary
pharmacodynamics

N/A

3. Safety pharmacology

No specific safety pharmacology studies were carried out with
Antrolin. Nevertheless blood pressure was monitored in rats
during the repeated dose toxicity study. Data indicated that 14
and 28 days of treatment with 250 mg/kg of Antrolin cream
induced a decrease in systolic and diastolic blood pressure.
These data indicated that, as expected, nifedipine is absorbed
through the rectal mucosa, and systemic effects can be expected
after rectal administration.

Animal studies are meaningless to assess the clinical and
toxicological relevance of this absorption in clinical use, in fact
human pharmacokinetics studies in patients were carried out

4. Pharmacodynamic
interactions

The pharmacodynamic interaction between nifedipine and
lidocaine with respect to the negative inotropic action of
nifedipine and cardiodepressant effect of lidocaine has been
studied in isolated guinea-pig left atria.

Therefore it was shown that the negative inotropic potency of
local anaesthetics was enhanced significantly in the presence of
the dihydropiridine calcium entry blocker nitrendipine.

The interaction of nifedipine and lidocaine is probably linked to
the reduction of action potential duration and the increase of
maximum upstroke velocity (Vmax) depressed by lidocaine, as
it has been shown on the guinea-pig papillary muscles.

In vitro studies on ischemic heart muscle of dogs, indicted that
nifedipine acts on calcium channel, while lidocaine act on
sodium channel, thus producing, when given in combination, a
complementary effect.

In the medicinal preparation ANTROLIN® cream, lidocaine
hydrochloride is proposed for the use according to known and
consolidated concentration, dosage and route of administration”
and according to the analgesic indication effective in the
treatment of anal fissure and proctologies. Even if published
data attribute to lidocaine an efficacy in the treatment of anal
fissure not superior of 40-50%, the analﬁesic symptomatic
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action is very useful in association with nifedipine because,
with the elimination of the symptoms, the surgical treatment
can be avoided, allowing nifedipine to act as medicine of
etiologic type, that means to determine in time a
pharmacological sphincterotomy resolving the sphincter
hypertonia at the base of the aforesaid morbid condition.
Concentrations of lidocaine and nifedipine were chosen basing
on literature clinical data

3.Pharmacokinetics
1. Analytical procedures and According to the draft Guideline on the non-clinical
reports on their validation development of fixed combinations of medicinal products

(CHMP/EMEA/CHMP/SWP/258498/2005), for combination of
approved compounds not yet approved as combination therapy,
provided that the pharmacokinetics of single components are
adequately characterised in animals, additional nonclinical
documentation on pharmacokinetic interactions is generally not
needed.

Nifedipine is systemically absorbed through mucosal tissue, as
pointed out by Landau.

Kondo S. and Sugimoto I. studied in rats pharmacokinetics and
bioavailability of nifedipine after intravenous, intraduodenal,
buccal, rectal and percutaneous administration, with
determination of the plasmatic levels by gas chromatography.
They demonstrated the drug intense metabolism at the level of
the first pass in the liver after the intraduodenal administration,
with the bioavailability levels reaching 52-57%. Such levels
were increased by 10-30% in non-portal administration, as
buccal, rectal and cutaneous.

Experimental models of hairless skin rat with a base of Lauryl
Sulfate 1%, propylene glycol 20% and sodium carboxyl
methylcellulose 20% were developed in order to measure the
topical percutaneous and mucosal administration of nifedipine
and were measured the systemic absorption and the
pharmacokinetics.

The pharmacokinetics of lidocaine is well known. The active
ingredient, properly formulated, is absorbed by rectal route. It
has been shown that it is heavily modified by liver disfunctions.
In routine controls, lidocaine’s extraction rate at the hepatic
level is 83% and could be influenced and reduced by drugs that
interfere with the hepatic oxidizing metabolism, as Cimetidine.

2. Absorption The pharmacokinetics properties of ANTROLIN® cream for
rectal use have been studied on sane volunteers. The
determination of the active substances in blood, through
validate analytic method, have had negative result, not being
found the presence of Nifedipine in any serum. Besides, only
minimum traces of Lidocaine have been found in 2 patients on
12. This low concentrations (below the quantization of the
method) are however much lower than the ones therapeutieally
efficacious verified after the systemic administration.
Therefore, should be excluded that the local administration of
ANTROLIN® may determine systemic effects resulted from
the absorption of active substances. For further confirmation of




this, during the clinical studies have not been noticed adverse
reactions due to the systemic absorption of two active
ingredients from the anorectal mucosa.

3. Distribution See above
4, Metabolism See above
5. Exeretion See above

6. Pharmacokinetic interactions
(non-clinical)

The fixed combination product is expected to act locally.
Nevertheless systemic absorption of the two active ingredients
cannot be excluded on a theoretical basis. If absorbed, an
undesired pharmacokinetic interaction between them cannot be
excluded considering that both are metabolized by the liver.,

It has been decided not to carry out animal studies on this topic,
being available human pharmacokinetic studies

7. Other pharmacokinetic
studies

4. Toxicology

1. Single dose toxicity

Male and female Sprague Dawley rats, fasted for 12 hours,
were treated by rectal rout with 2000 mg/kg Antrolin cream or
with 2000 mg/kg of placebo cream (5 males and 5
females/group).

Rats were observed throughout a 14 days period after the
treatment recording mortality and behaviour at 1, 2, 8, 12 hours
and 1, 2, 7 and 14 days after treatment. Behaviour was recorded
scoring the locomotor activity, and the reactivity to acoustic
and mechanical stimulation, according to the following scale:

0 = normal activity

1 =20% reduction of movements and reactions

2 =50% reduction of movements and reactions

3 = 80% reduction of movements and reactions

The treatment induced only low and transient reduction in
locomotor activity and reaction to mechanical stimulation.
Weight gain throughout the 14 days after treatment was similar
in treated and control animals.

At necropsy no abnormalities were detected on heart, lungs,
liver, kidney, adrenals, spleen and gonads.

2. Repeated dose toxicity

Male and female Sprague Dawley rats, fasted for 6 hours, were
treated by rectal rout with 250 mg/kg/day Antrolin cream or
with 250 mg/kg/day of placebo cream for 28 days (5 males and
5 females/group).
The following parameters were recorded:

¢ Food intake

0 Body weight

¢ Blood pressure

¢ Heart rate
At the end of treatment animals were sacrificed and bloed was
taken for analysis, while heart, liver, kidneys, spleen;testes and
ovarian were macroscopically and microscopically examined.
The only parameter, among those evaluated, which was
modified by the treatment, was the blood pressure for which a

7
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slight, not significant decrease was observed starting from the
2" week of treatment

3. Genotoxicity:
- Invitro
- Invivo (including
additional assessment on
toxicokinetics)

Literature data on genotoxicity of the two active ingredients are
not available , ; nevertheless genotoxicity studies were not
carried out considering the well established use of lidocaine and
nifedipine.

4. Carcinogenicity:
- Long-term studies
- Short-term studies or mid-
term studies
- Additional studies

[f the fixed combination contains compounds assessed as
noncarcinogenic, carcinogenicity studies with the combination
would not be needed
(CHMP/EMEA/CHMP/SWP/258498/2005). Moreover
carcinogenicity studies were not done considering that for
active ingredient of well-established use carcinogenicity
studies have to be planned only in the presence of a suspicion
of carcinogen effects (CPMP/SWP/799/95 Note for Guidance
on the Non -Clinical Documentation of Medicinal Products
with Well Established Use).

5. Reproductive and
developmental toxicity:

- Effects on fertility and
early embryonic
development

- Embryotoxicity

- Prenatal and postnatal
toxicity

- Studies in which
medication is introduced
into the offspring
(immature animals) and /
or remote effect is
assessed

Nifedipine showed teratogenic effects in rat and rabbit42, .
Malformations are probably the result of the compromising of
the uterine hematic flow. The administration of this drug has
induced a variety of toxic effects for the embryo and the
placenta, reduced growth of the foetus (rat, mouse, rabbit),
prolongation of the gestation or small neonatal surviving (rat,
no appraised in other species).

All the dosages associated to teratogenic effects, embryo-toxics
and foetus-toxics, have been toxic for the maternal organism
and, however, they have resulted many times above the
maximum dosage indicated for the human use. In single cases
of fertilization in vitro, the calcium antagonists, like nifedipine,
were associated to reversible biochemical alterations in
correspondence of the apical side of the spermatozoon, with
possible functional alteration of the sperm. In the cases of
repeated failure of the fertilization in vitro, not referable to
other causes, the calcium antagonists, like nifedipine, should be
considered as possible cause.

Studies on rats and rabbits treated with topical lidocaine have
not brought out any risks for the foetus, but it has not been
established its safety in humans . Therefore, topical lidocaine,
by itself or in association, should be used with caution during
the pregnancy, especially the first months.

Considering these evidences, Antrolin should be considered
potentially dangerous in pregnancy and lactation.

6. Local tolerance

3 male New Zealand rabbits were shaved on an area of at least
8 cm? on their back, and two sites of 2 cm? were defined. One
site on each rabbit was covered with 250 mg/kg of Antrolin
cream, the other was untreated. Bandage was applied for18
hours and then the animals were observed for 14 days recording
alterations on treated skin, behavioural alterations and variation
in respiratory and NS functions. No toxic effects which could
be ascribed to Antrolin cream were detected. The site of
application was normal and so the weight gain.

| | gag—_
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Antrolin has been classified as “Not irritating for the skin”.

7. Additional toxicity studies:

- Antigenicity (antibody
response)

- Immunotoxicity

- Study of the mechanisms
of action

- Drug dependence

- Toxicity of metabolites

- Toxicity of impurities

- Other

No other toxicity studies were conducted by the applicant.

5. Conclusions on non-clinical
study

Antrolin cream is a topical preparation for the treatment of anal
fissures. The active ingredients nifedipine and lidocaine exert
their therapeutic effects combining a vasorelaxing and
anaesthetic action.

The pattern of nonclinical studies is not complete and it is not
compliant with Guidelines requirements; even when the
toxicological tests were carried out, they were not compliant to
GLP requirements.

Nevertheless, the two active ingredients are extensively used in
clinical practice and they are generally considered safe, if
properly administered.

Both lidocaine and nifedipine are metabolised by the liver, thus
they must be given with caution to patients with hepatic
insufficiency.

Repeated dose toxicity studies by rectal route, indicated that the
product, although well tolerated, exerts systemic cardiovascular
effects, thus indicating that systemic absorption of active
ingredients occurs. Thus, it should be advisable to give a
warning to patients with cardiovascular diseases.

Nifedipine is a teratogen, thus the product must be
contraindicated during pregnancy and lactation and in and in
potentially childbearing women.

Other toxicological aspects were not evaluated through
nonclinical studies because they need to be supported by
clinical data.

Applicant (MA holder)

Sole
“New.Fa.Dem. S.r.1.




Homarox 30

1o llopsanxy npoBeneHHs eKcriepTH3n
peecTpanifHuX MaTepianiB Ha JliKapchKi
3aco0u, 110 IOJIAIOTHCS HA IEPXKABHY
peecTpariio (IepepeecTpariio), a TaKoxK
EKCIIePTH3H MaTepiaiiB Npo BHECCHHS
3MiH JI0 peecTpamiifHuX Marepiamip
TIPOTSITOM Aii peecTpaliiiHoro

ITOCBITICHHS
(myHKT 4 po3ainy IV)
3BIT
Npo KJiHiYHe BUNPOOYBAHHA
1. Hassa sikapcekoro 3acofy (3a HasHOCTI - [Hidexain

HOMEP PEECTPaLiifHOro NoCBi14eHHs)

2. 3asBHHK

Hero.®a. Jlem. C.p..
New.Fa.Dem. S.r.l.

3. Bupobuuk

Hero.®a.Jlem. C.p.o1.
New.Fa.Dem. S.r.L.

4. IlpoBeneHi HOCIi UKEHHS

TaK  HI  sKIIO Hi, OGTpyHTYBATH

1) T nmixapeskoro 3acofy, 3a SKuM
POBOJMIIACS 200 MIIAHYEThCS PEECTpALlis

likapcpkuit 3aci6 3 pikcosanorw kombinamiero

5. IloBHa Ha3Ba KIIiHIYHOTrO BUNIPOGYBaHHS,
KOJIOBAaHMH HOMEP KJIIHIYHOr0 BHIIPOOYBaHHS

dapmakokiHeTHUHHIT 3BIiT 0 npoaykTy Hidekais,
KpeM pekTanbHui, BupobHuITBa Heto.®a. Jlem. C.p.i.

6. ®asza KJiHIYHOrO BHIPOOYBaHHS

7. Ilepioa mpoBeeHHS KIIHIYHOTO 2003
BUITPOOYBaHHA

8. Kpainu, ne nposoamiocs KiiHiuHe [Tamis
BUNIPOOYBaHHS

9. KibKicTh OCTIZIKYBaHHX 12

10. Meta Ta BTOpHHHI Lii KIIHIYHOIO
BHIIPOOYBaHHs

BuMipioBanHs piBHs reMornobiny Jiigokainy i
HiQeauIiny B CHpOBATIi KPOBI 310POBUX
noGpoBonkIiB micas 3actocyBanus Hidekain, kpem
pexTansHui 3,0 r, (aKTHBHI IHrpeaieHTH: Hideaumin
0,3% i mimokain rigpoxmopun 1,5%), BignosigHo 10
MpOICAYPH 3aCTOCYBaHHs, IPUNUHATOT 17151 JAHOTO
IPOIYKTY:

a) [Ticist 3acTocyBaHHS pa3oBoi K03u (reMaTHyHi
npobu uepes 0, 30, 60, 240, 480 1 720 xBuIHH Bix
[10YaTKy 3aCTOCYBaHHS) 1

[Ticis 3acTOCYBaHHS JO3U MOBTOPIOOTH KOKHI 12
rofuH (mpobu vepes 11 7 guis).

11. luzaifs kniHiYHOTO BUIPOOYBaHHS

Bubpano meron BEPX (BHcOKOedpeKTHBHOT piquHHOT
xpoMmarorpadii) 31 3BopoTHOIO (azoro,
CIIEKTPOYOTOMETPUIHHM JIETEKTY BAHHAM, OJIH3BEKHAM
no yiasTpadioneTororo.

MeTton 6yB kpamum yepe3 HeoOXiIHICT
iHIUBIITyanizamii CHIBHOTO METOAY 1 MOXKJIMBOCTI
BKA3aTH HA NeMaTHYHI KOHIIEHTpaIllil, MpuHaiMHI,
[IOCTYIAIOTECS THM, SIKI OTMCAHI B JIiTepaTypi-

SHalileHi 3HaueHHs Oynu HactynHumu: Hipenumin: 47




& 20 mxr/mn/*

Ulimokain: 1,5 6,0 Mmxr/ma

3Haroun GoTouyTIHBICTE Hibemuniny i 3 METOO
ONITHMI3alil BiITBOPIOBAHOCTI Pe3yIbTATIiB, BCi
orepanii Ha/l 3pa3KaMy PO3YMHIB 1 CHPOBATOK
POBOJMIIHCS B KOHTPOJbOBAHHX YMOBaXxX CBiTJa i
remnepaTypH. Kontelinepu Oymu 3axuineni Big ¢BiTia,
AKi 00epHY M aMOMIiHIEBHMHE JIHCTAMH, a OTIeparii 3
po3BeieHHs, 00po6KkH Ta Bigbopy mpob mpoBOUIHCS
B HaliBTeMHHUX yMoBax. KiMuatuy remneparypy
TepPMOCTATyBaIu IpH TeMneparypi 20+2 °C,
OTprMaHi CHPOBAaTKH 3aCTOCOBYBAIHCE 0 12 pizHUX
o6poBonbLIiB, KnacuikyBamcs Big Gyksu A 1o
Oyxsu N i mpuiimainucs B 8 pisuux Bunaakax (Big 2 1o
12 roauH nicns oIHOPA30BOroO BBEICHHS, a IIOTIM
uepes 1 1 7 IHIB micis BBeCHHS, MOBTOPIOBAHOIO
KoxkHi 12 ronun). ToMmy cupoBatku Gyiu
inentudikopani OykBeHo-udpoBuM kogom X- tun Y-
Z, ne X BKa3ye Ha marienra; Y BKasye Ha XBUIHHH
(amcio, 3a skuM ciigye 6yksa h, Bkasye Ha TOIMHHUK,
YHCJIO, 33 AKUM clligye OyKBa g, Bkasye Ha 1aHi); Z
JIOPIBHIOE HYJIIO st 3pa3kiB 10 12 roaun i 1 abo 7
U151 3pas3KiB, B3ATHX BiAMOBiAHO Yepes 117 quiB micns
MEepPIIOro BBEICHHH.

12. OcHOBHI KpHTEpil BKIIOYEHHS

310poBi nanieHTH 060X cTarei

13. locniwkyBanuii iikapebKuit 3aci, croci6
3aCTOCYBaHHS, CHJIA [T

Pextaneuuit kpem Hidexain

Pexranenuii kpeM AHTPOJIIH Mae HACTYNHHUH AKiCHHI 1
KITBKICHHH CKJTaj:

100 r kpeMy MiCTATH

AxTUBHI iHrpenienTu: Hideaumnin 0,3 r, migoxain HCI
1,5 r nomoMi>kHiI pedoBHHH: OinHil BaseliH,
[IPOIIJIEHIIIKOMb, PifKi HANIBCHHTETHYHI TIIiNepHIH,
[IOJIIETUIICHTIIIKOJIB CTE€apar, HeTO-CTEAPHIIOBUIL
CIIHPT, TIIIEePHIMOHOCTEapaT, METHII-II-
rigpokcubeH30aT, Ipomnii-n-rigpokcutensoar,
OYHINCHA BOJa

14. TIpenapat nopiBHAHHS, 1034, CHOCI6 Bincytns
3aCTOCYBaHHs, cuia il
15. CynyTHs Teparmis BincyTHs

16. Kpurepii oninku edexTHBHOCTI

He 3acTocoByeThest

17. Kpurepii oninku 6esnexkn

MertoKa, MpoBeIeHa Ha CHHTETHYHHX PO3UYHHAX
HipeTuminy i TiIoKalHy riAPOXJIOPHIY, IIPEACTABIISE
HACTYITHI MEXKI KBaHTYBaHHS 1 IIOBTOPIOBAHOCTI:
Hipenumin: 0,125 mxr/mi i 0,040 MKr/Mi1 BiATOBIIHO;
Jlinoxain rizpoxmopun: 1,00 mxr/mi i 0,40 mxr/mut /M
BIJUNOBIAHO.

[IpoBeneHi Ha CHPOBATKaX, 3 YpaxyBaHHSIM BiICOTKa
3arO€HHs, TaKl 0OMEeXKeHHs HACTYITHI:

Hidenumin: 0,190 mxr/mia /ma i 0,060 Mxr/ma
BIZMOBIAHO; TiApoxmopun aigokainy: 1,50 MKr/mi i
0,50 MKr/MJT /MIT BiZIITOBITHO.

/1o xinug ineHTH}IKaNi] KOMIIOHEHTIB B CHPOBAaTKax

4ac yTPUMAaHHs IEPEBIPEHO 3a JOJGMOI00 HIOACHHHX




iH'eK1ilf cTanaapTie; nopymeHHs yacy inentudikanii
CHPOBATOK JUIs KOXKHOTO 3'€IHAHHS 1HJIMBIAyai30BaHO
IS IPEJICTAB/ICHHS BiJl Uacy yTPUMAaHHS CTAHIAPTY =+
10 BigcoTkiB. J{Jis HEBU3HAYECHUX BUIAIKIB

T ITBEP/UKEHHS IIEHTHYHOCTI CHIHAITY 3/iHCHIOBANOCS
[IJIIXOM J0/1aBaHHsl YUCTOTO MIPOAYKTY B CHPOBATKY
KpPOBI.

18. CratucTuyni MeTooH

He 3acTocoByeThes

19. lemorpadiuni MOKa3HUKH J0CIIi HKYBAHOT
nonyJsinii (cTath, Bik, paca, TOIIO)

Yososiku 1 xinku Bix 18 pokis i crapure.

20. Pesynpratu edekTHBHOCTI

He 3aCTOCOBYETECA

21. Pesynwraru Gesnexu

Me:ki MOBTOPIOBAHOCTI, 10 BITHOCATELCS 10 JTiI0KATHY
rpOXJIOpHIY, OyJIH BU3HAHI 3a10BIIBHUMH HABITh 3
YpaxyBaHHSAM TOro (QaxTy, 0 NOsBA CHCTEMHHUX
TOKCHYHHX €(DEKTIB TAKOI PEYOBHHH € HACTIIKOM
JTOCATHEHHS [eMaToJIOri9YHoro piBHA > 7+10
MKT/MIT***, Takuit piBeHb reMorno6iny Mosxe OyTH
MOCATHYTHH micas npuitoMy Bcepeauny >100 mr, B
TOH 4ac sK J1000Ba 103a, BCTAHOBJIEHA JUIS TIPOAYKTY B
Kpemi, BianmoBigae Tineku 90 mr.

22. BUCHOBOK (3aK/TFOYeHHs)

Hi B oaniif cupoBarui KpoBi He OyJI0 BUABIIEHO
[IPUCYTHOCTI Hi(peUIIIHY, B MeXKaX MOBTOPIOBAHOCTI
BHKOPHCTOBYBAHOT'O METOLY.

Y IIBOX CHPOBATKaX CIIOCTEPIraaHcs CHTHAIIM,
[IOTEHLIHHO NPHIHCYBaHI TiNOKATHY TiAPOXJIOPHIY, a B
TPHOX CHPOBATKAX CIOCTEPIraBcs aHATITHYHHM CHIHA,
[OTEHLIHHO BiTHOCHTECS 10 PHCYTHOCTI OHOTO 3
MeTabomiTiB Hibeauminy. Oquak, OLIBII HU3bKA
nepedavyBaHa KOHIGHTpaLis (HIKYE MEX
KBaHTYBaHHsI METOY ), 3HAYHO HHI)KYE KOHIICHTpAIii,
1110 BBXKAIOTHCS TEPAEBTHYHO e(DEKTHBHUMH, HE
BHMArae IoJaiblIIuX JOCIIIKEHb /IS OCTATOYHOIO
BCTAHOBJICHHS.

3asBHUK (BJIACHUK
peecTpaniiHOro mocBig4eHHs)

Hero.®a.lem.C.p.a.

Biane ®epposie nemno Craro 3ona ACI, 80014 Iiyraiano y
Kamnanii (HA), Itanis

Ten. +39 (0) 081.8195250 +39 (0) 081.9757469

Qaxc +39 081.8186893

Koa nnarauka TTJIB 01499511218 Ioaarkoenit kox 06115290634
www.newfadem.it

/mionuc, wmamn/

Aptypo de Meo

Onanoocionuii Tupextop
Herw.®a.lem.C.p.1.




Clinical Trial Report Form

1. Brand name of medicinal product
(MA number, if applicable)

NIFECAIN

2. Applicant

New.Fa.Dem. S.r.l.

3. Manufacturer

New.Fa.Dem. S.r.l.

4. Studies conducted

0X yes Ono ifnot, substantiate

1) Type of medicine product for
which registration was conducted
or planned

0.3% Nifedipine + 1.5% Lidocaine rectal cream

5. Full name of Clinical Trial
Report, CT Code

Pharmacokinetic report for the product Antrolin® cream
of the company New.Fa.Dem S.r.|

6. CT Phase

7. Period of CT 2003
8. Countries where CT conducted Italy
9. Number of studied persons 12

10. CT goal and secondary
objectives

Measure of lidocaine and nifedipine hematic levels in the
serum of healthy volunteers after application of 3.0 grams
of the product “Antrolin cream for rectal use” (active
ingredients: nifedipine 0.3% and lidocaine hydrochloride
1.5%), in accordance with the use procedure decided for
the product:

a) After application of a single dose (hematic samples at
0, 30, 60, 240, 480 and 720 minutes beginning from the
application) and

b) After applications of doses repeated every 12 hours
(samples at 1 and 7 days)

11. CT design

The method chosen was HPLC (liquid chromatography
at high efficiency) with inverse phase, spectrophotometric
detection close to ultraviolet.

The method was preferred because of the necessity to
individualize a strong method and able to point out
hematic concentrations at least inferior of those reported
in literature - the values found were the followings:
Nifedipine: 47 + 20 pg/mL*

Lidocaine: 1.5 6.0 pg/mL

Knowing the nifedipine photosensitivity and in order to
optimize the reproducibility of the outputs, all the
operations on the sample solutions and on the serums
were conducted in controlled conditions of light and
temperature. The containers were protected from light by
wrapping them in aluminum sheets and the dilution,
treatment and sampling operations were carried out under
semi-obscure cope. The room temperature was
thermostated at 20+2 °C,

The serums received were relating to 12 different
volunteers, classified from the letter A to N and taken at 8
different times (from 2 to 12 hours after a single
administration and then at 1 and 7 days after
administrations repeated every 12 hours). Therefore, the
serums were identified with an alphanumeric code of X-




Y-Z type, where X indicates the patient; Y indicates the
minutes (a number followed by letter h indicates the
hours, a number followed by letter g indicates the days);
Z is zero for the samples till 12 hours and 1 or 7 for the
samples taken respectively at 1 and 7 days from the first
administration.

12. Basic criteria for inclusion

Healthy patients of both sexes

13. Medicinal product studied, mode
of administration, strength of action

Antrolin® rectal cream

Antrolin rectal cream has the following qualitative and
quantitative composition:

100 g of cream contain

Active ingredients: nifedipine 0.3 g, lidocaine HC1 1.5 g
Excipients: white Vaseline, propylene glycol, liquid
semisynthetic glycerides, polyethylenglycol stearate,
ceto-stearyl alcohol, glyceryl monostearate, methyl p-
hydroxybenzoate, propyl p-hydroxybenzoate, purified
water

14. Comparison drug, dose, mode of | None
administration, strength of action

15. Concomitant therapy None
16. Efficacy evaluation criteria N/A

17. Safety evaluation criteria

The methodology, carried out on synthetic solutions of
nifedipine and lidocaine hydrochloride, presents the
followings quantization and repeatability limits:
Nifedipine: 0.125 pg/mL and 0.040 pg/mL, respectively;
Lidocaine hydrochloride: 1.00 pg/mL and 0.40 pg/mL,
respectively.

Carried out on serums, in consideration of the percentage
of healing, such limits are:

Nifedipine: 0.190 pg/mL and 0.060 pg/mL, respectively;
Lidocaine hydrochloride: 1.50 pg/mL and 0.50 pg/mL,
respectively.

To the ends of the components identification in the
serums, the retention times have been verified with daily
injections of standards; the serums identification time
breach for each compound has been individuated to be
represented from the retention time of the standard = 10
percent. For the uncertain cases, the confirmation of the
signal identity was carried out by adding the pure product
to the serum.

18. Statistical methods

N/A

19. Demographic determinants of
the study population (sex, age, race,
ete.)

Males and females 18 years and older.

20. Efficacy results

N/A

21, Safety results

The repeatability limits relating to lidocaine
hydrochloride have been considered satisfying even in
consideration of the fact that the appearance of systemic
toxic effects of such substance is the consequence of
reaching the hematic level > 7+10 pg/mL***, Such
hematic level may be reached after the oral administration
of >100 mg, while the daily dose fixed for the product in
cream corresponds to only 90 mg.




22. Conclusion In no serum was found the presence of nifedipine, within
the repeatability limits of the method used.

In two serums were observed signals potentially
ascribable to lidocaine hydrochloride tracks and in three
serums was observed an analytical signal potentially
referable to the presence of one of the nifedipine
metabolites. However, the lower assumed concentration
(inferior to the quantization limits of the method), much
lower than the concentrations considered therapeutically
effective, has not required further investigations for the
definitive establishment of the presumed identity of such
signals.

Applicant (MA holder)

Sole
New.Fa.Dem. S.r.1.



Homatok 30

1o Iopsaaxy mpoBeIeHHS eKCIIepTH3H
peecTpalliifHiX MaTepialiB Ha JTIKapChKi
3aco0H, 10 MTOJAFOTHCS HA JEPIKaBHY
peecTpailiio (epepeecTpariiio), a TaKox
EKCIIEPTH3H MaTepiasiB PO BHECCHHS
3MiH JI0 peECTpalliifHuX MaTepiais
IPOTATOM Iil peecTpaniftHoro
[IOCBiTUEHHS

(myHkr 4 posainy IV)

3BIT

Npo KJIiHiYHe BUNPOOYBaHHS

- HOMEp peecTpaliifHOro MOCBiIYeHHS)

1. Hazga nikapcekoro 3aco0y (3a HassBHOCTI

Hidexain

2. 3asiBHHK

Hero.®@a.lem. C.p.u.
New.Fa.Dem. S.r.l.

3. Bupobuuxk

Hrio.®a. Jlem. C.p.o.
New.Fa.Dem. S.r.l.

4. TIpoBeneHi TOCITIHKEHH:

Tak HI  SKIIO Hi, OOIpyHTYBaTH

1) Tun nikapeskoro 3acofy, 3a IKUM
npoBoauIacs abo IIAHYEThCA PEECTpallis

Jlikapcbkuif 3aci6 3 ikcoBaHOK KoMOiHAIIE

5. IToBHa Ha3Ba KIiHIYHOTO BUNIPOOYBaHHS,
KOJOBaHUIH HOMEpP KIIIHIYHOTO
BUNPOOYBaHHs

KJITHIYHA OILIHKA TEPATIEBTUYHOI
EOEKTUBHOCTI HIGEIUIIIHY JJIA
MICLIEBOI'O 3ACTOCYBAHHA [TPU

JIIKYBAHHI AHAJIBHUX TPIIHMH

6. daza KWIIHIYHOTO BUIIPOOYBAHHS

3

7. Ilepio nmpoBeeHHS KIIHIYHOTO
BUIIPOOYBaHHs

3 08.04.1999 no 15.12.1999 p.

8. Kpaiuu, e npoBouiocs KiliHiuHe
BUIIPOOYBaHHS

TTamis

9. KinbKicTh AOCHTIIKYBaHHX

sarutaHoBano: 110 nmo-gaxry: 110

10. Mera Ta BTOPHHHI 1[I KITIHIYHOTO
BHUIIPOOYBAaHHS

[TepeBipuTH €hEKTHBHICTE MiCIIEBOTO
3aCTOCYBaHHS KpeMy Hienuminy i JifokaiHy nmpu
3aro€HHI XPOHIYHOI aHANBHOT TPIIHHH.

11. Tu3aiis KIiHIYHOTO BUIPOOYBaHHS

MOHOIIEHTPUYHE TIEPCIEKTHBHE PAaHIOMI30BaHE
O/BIMHE CITile JOCTiKEHHS 3 aKTUBHUM
IperapaToM Ha MalieHTaX, ypaKeHHX aHaTbHUMH
TPIIIAHAMH.

110 mocnimoBHUX MAIi€HTIB, AKi 3a10BOIHHAIH
KputepisM BinOopy, Oyiau po3aineHi Ha 2 Tpynu
[IPY MIEPBUHHIN KOHCYIbTALIl BiIMOBIIHO 10
KOMIT'FOTEPH30BAHOTO LIEHTPATI30BaAHOI0
panzomizaniiinoro cnucky. Onna rpyna
OTpPUMYBaJa Iperapar NOPiBHAHHA, a 1HIIA - KpeM




3 0,3% nidenuniny i 1,5% ninokainy. O6uasi
TPYIH MPOHAILIH 6-TIKHEBE JIIKYBaHHS [UIIXOM
HaHECEHHS 3 T KpeMy 110 Koy Ha | cM BcepeauHy
3a/IHBOTO MPOXOAY, NOOJIH3Y BHYTPIIIHEOTO
aHaTBHOTO c(inkTepa, KoxkHi 12 romun, TTicns
3aBEpUIEHHs JOCIIKEHHS allieHTaM 060X rpyil,
SIKi He BUIIIKyBalucs, OyJio HagaHo BUOIp Mix
J0JAaTKOBHM KYPCOM MICIIEBOTO KPEMY
Hipenuniny abo GiuHow chinkTepoTOMIEKH.
HapemTi, TpuBane crocTepeXeHHs MPOBOIHIOCS
[TOYMHAIOYUH 3 13 MicALiB mic/s 3aKiHYeHHS
mikyBaHHs. L{e 6y0 gocsarayTo muisxom
Tele()OHHUX IHTEPR'IO Ta KIIHIYHHUX 00CTEeXKEHb Ha
[IPOXaHHS MAIliEHTIB,

12. OcHOBHI KpUTEpil BKIIOYEHHS

[TalieHTH 3 XPOHIYHOIO aHATBHOIO TPIIUMHOIO.

13. MocaimxyBanuii gikapcekuii 3acib,
CIIOCIO 3aCTOCYBaHHSI, CHIIa il

Micuese 3actocysanus kpemy 0,3% nipenuniny i
1,5% mifokainy 3 r, peKTajabHE BBEJICHHS

14. TIpenapaT nopiBHsHHS, 1034, CIIOCIO
3acTOCYBaHHs, CHJIa il

Micnesa aeratHa Masb 3 r 1,5% nimokainy i 1%
TiIPOKOPTH30HY , PEKTalIbHE BBEJCHHA

15. CynyTHs Teparis

BincyTHs

16. Kputepii ouinku e(heKTHBHOCTI

[lepBHHHI KpUTepil: 3aroeHHs XPOHIYHOT aHATBHOT
TPILIIMHH, 1[0 BU3HAYAETHCS NP AHOCKOIIIT, KO
eniTenizanis abo yTBopeHHs pyOus Jgocsraiocs Ha
42-i nens Teparii.

BropuHHI KpuTepii: yMOBH, AKi MorH 6
[TOJIETIIHTH ITPOLEC 3aTOEHHS 33 PAXYHOK
SHIDKEHHS CEPEeHBOT0 aHAIBHOIO THCKY, GYHKIIT
BHYTPIIIHEOI aKTHBHOCTI aHAJIBHOTO chinkTepa i
38 paxXyHOK IIOJIETIIEHHs aHansHOro 6o, 11i
YMOBH OyIId BCTAaHOBJICH]I Ha BUXIJHOMY piBHI i Ha
21-# neHs.

17. Kpurepii oninku 6e3nexu

Oninka mobiuHuX edexTis.

18. CraTucTHuHI METOIH

CraTHCTHYHMH aHaJi3 TPOBOIUBCS 3a
CTaHIAPTHUMH METOAMKAMH 3 BUKOPHUCTAHHAM
CTaTUCTUYHOTO MAKETy IS colialbHuX Hayk 8.0 i
nporpamuoro 3abesnevenss Epi-Info nns
po3paxyHKy po3mipy Bubipku. 11106 mokasaru
nepeBary JiKyBaHHs HideaumiHoM Hax
KOHTPOJIBHUM JIIKYBaHHIM, PO3Mip BHOIPKH LBOTO
NOCTiKEHHS OyB BCTAHOBJICHUH HA HACTYIHIN
ocHOBI: piBeHb 3HauymocTi (l-alpha) = 95%;
NOoTyKHicTk fociimkenHs (1-Beta) = 80%;
O4iKyBaHa IIBUAKICTh JIKYBaHHS B KOHTPOJIBHIN
rpyni = 50%; ouikyBaHa NIBHIKICTE JIIKyBaHHS B
rpymi Hidenuniny = 80%. J{s MUX IpHIYIIEHD
noTpibHo Oyio npuHaiimMHi 45 manienTiB as 060X
BUIIB JIIKyBaHHS. 3aralbHUM yCIIixX TiKyBaHHsI
(mepBUHHI KpUTEpil) aHAII3YBaBCA MIJIAXOM
OPIBHAHHS BCEPEMHI KOXKHOI TPYIIH pe3yILTaTiB
Y BUXIIHOMY cTaHi i Ha 42-i 1€Hb 3a JOIIOMOT 00

t-kpurepito CThIOJIEHTA IS TAPHUX JaHUX i t-




kputepito Cteionenta P < 0,05 BBaxarcs
CTaTHCTHYHO 3Ha4YyIuM. BTopuHHI 3MiHHI
e(heKTHBHOCTI aHaJli3yBaIKCs 3a JOIIOMOTOK)
KpHUTepito t-kputepito CTbIO/IEHTA Ta t-KPUTEPiIO
CTheioaeHTA.

19. demorpadivni NoKazHUKH
VIOCTIi Ky BaHOI momy i (cTarTs, BiK,
paca, TOIIO)

YonoBiky i xkinku Bix 18 pokiB i crapiue.

20. PesynbTati eeKTHBHOCTI

binp, OIiHIOBaHHH CHMOTOMATHYHO Yepe3 21 J1eHp
Teparii, 6yB BigcyTHiit abo OyB nomipuum y 87,3 1
10,9% BianoBiaHo B rpyni Hieuniny mopiBHAHO
3 10,91 58,2% B KOHTpOJNIBHIH Ipymi, IpH LUBOMY
ctifikuit 6inb coctepiraBea y 30,9% ocramuix (p
< 0,001). 3aroesHs XpoHiYHOT aHATHHOT TPIIHHH
(emiTenizanis abo yTBopeHHs pyOus) Binbymocs
yepes 6 THXHIB Tepanil y 94,5% narienTis, gki
orpumyBanu Hidbegumin, Ha BigMminy Bix 16,4%
naieHTiB KOHTpossHOT rpynu (p < 0,001).
Cepenniit i ciokifiHuii THCK OyB 3HUKEHUIH HA
11% nicns 21 nus nikyeanHs., Y rpymi
Hipeauminy TOCTOBIPHUX 3MiH MAKCHMaIbHHX
NOBIMEHUX CKOPOYEHb HE criocTepiranocs. OaHak,
Yy KOHTPOJIbHIH IrpyIi cepelHill aHaIbHHIT THCK
crokoro 30inpmuBes Ha 4,4%

[Ticnis 3aBepiienHs npouenypu "3aciimieHus" Ta
MEIlaHu CIocTepexkeHns y 18 micsmis - XpoHiyHa
aHaJIbHA TPilMHA 3aKUIa y 52 marieHTiB y rpyri
Hibenuniny uepes 6 THXKHIB Teparmil. 2 nmamieHTH
TiKyBaluCsl JOJATKOBHM KYpPCOM MICIIEBOTO
HideaUIiHy i TiT0KaiHOBOrO Kpemy, a OJIHH-
cinkreporoMiero. 3 3 52 nanienTiB y rpymi
HipeAUIIIHY Mali PEUHIHB TPIIIHHHA IPOTIroM |
poky. OgHoMy nauienty Oyja BUKOHaHA
cinkTepoTOMis, a 2 Nali€HTH BHITIKYBAIHCS 3a
TIOIIOMOTOK0 JIOATKOBOTO KYPCY MiCIIEBOTO
Hipeauminy 1 TiI0KaTHOBOrO Kpemy. ¥
KOHTPOJILHIA TPyl XpOHiYHA aHAIbHA TPIilHHA
3a)Kuia y 9 mauieHTiB yepes MicTh THIKHIB
Teparnii, aze y 5 3 HUX IPOTArOM OJHOTO POKY
CTaBCA PElUAMB TPIIMHH. 4 3 46 naIieHTiB, y
SIKUX 3arO€HHA He B1I0YyJIOCh crmovaTky, Oyau
[poJiikoBaHi chinkTepoToMiero. 3romom, 5
MAIi€HTIB 3 PEIUAUBYIOYOIO TPIIHHOIKO 1 42
[alieHTam, y SsKHX CIIOYaTKy He 0YyJIO 3aroeHHs,
10BENOCA BUOMPATH MIXK 1HITMM KypCoM
MiciieBoro Hideauminy i migokaiHOBOTO Kpemy i
c(hiHKTEPOTOMIEIO:

2 niepeHecau cgiHkTepoToMmito, a 45 Bubpamn
10JIATKOBHH KypC JIIKYBaHHS Ma33k0 MiCIEBOTO
3aCTOCYBaHHS 3 HieIUMiHOM Ta JiijokaiHoM. 43

BIJIIKYBAJIHCS, a 2 epeHecn ciHKTepOTOMIIO.




21. Pesynbraru Gesnexu DKozieH manieHT He BUOYB 3 MOCIIIKEHHS, 1 Hi B
OJIHOTO He Oyn0 MOoOIYHUX SBUII, SIKI BUMAraiau
BUIAJIEHHA 3 IIpoueaypu "3acuimienas”. Yepes
IIICTh THIKHIB NiaCTONIYHHUIM apTepianbHuil THCK
iCTOTHO He Bifpi3HABCA BiJ piBHA [0 JIiKyBaHHS B
obox rpynax. ¥ jKoAHOro narienTa, Sk
3aCTOCOBYBAB Hi(heJUIIIHOBHIT KpeM, He
[PO3BUHYJIACA IOCTYpaibHa rinoTeH3is abo He
criocTepiranocs Oyab-IKUX CHCTEMHHX MOOIYHHX
edexTiB (Hanpukia, roloBHHMH 6ilb,
MOYepPBOHIHHA a00 HAOPAK UNIMKOIOTOK). TiNibKH Y
OIHOTIO MaIliEHTa B TPYIIi, IO OTPUMYBaa
HieuIiH, i y TPhOX MaIi€HTiB B KOHTPONBHIl
rpyImi criocTepiraiacs He3HAYHA JIOKaIbHA
rinepemisi, Ika 3HUKJIA I1CJIs1 IPUNMHEHHS Teparii.

22. BUCHOBOK (3aK/TIOUEHHS) TepanesTuune 3acrocyBanHs Hidequniny, skuii B
JITaHKH 9ac 3aCTOCOBYETHCS IIPH CEPIIEBO-
CYIMHHHX I1aTOJIOTisIX, MOB'I3aHHUX 3
rinepTOHYCOM aHAJIBLHOTO CiHKTEpa, TAKHX SIK
XpOHIYHA aHanbHa Tpimuna. Lle nocnimkeHas
MEMOHCTPY€, 110 AOCTIKYBaHUH npoaykT 3 0,3%
Hideauniny i 1,5% ninokainoBoi Mazi, MaGyTs, €
1100pe MePeHOCHMHUM METOIOM 3HIKEHHS
AHAJILHOTO THCKY 1 MOJIINIICHHS aHaJIbHOro G0JIr.
L[ pe3ynbTaTi 1O3BOJIIIH MALli€HTaM
BUIIPOOYBATH 3aTOCHHS XPOHIYHOT aHAIBLHOT
TPIIAHA, THM CAMUM YHUKHYBIIH XipypriqHoro
BTpy4aHHs 06e3 3HauHuX nobiunux edextin. [Ticas
[I0YaTKOBOTO 3arOEHHS TPIlIMHH TPHBAJIE
CIIOCTEPEIKEHH II0KA3aJ10 HU3bKUU PH3HK
PELUIMBY, AKHH 3a3BUYail MoxcHa OyJI0 3MIHHTH
Ha 10JIaTKOBHI Kypc MICLEBOT0 3aCTOCY BAHHS
Hideuniny i migokaiHOBOT Ma3i.

3asBHHK (BJIACHHK Hoio.@a. Jem.C.p.a.
e : Biane ®epposie aenno Craro 3ona ACI, 80014 Tiyraiano y Kamnanii
peecTpaniiHoOro NoCBiT4eHH) (HA), Tronin

Ten. +39 (0) 081.8195250 +39 (0) 081.9757469

Daxc +39 081.8186893

Kona nnarauka ITJAB 01499511218 ITogarkosuii xox 06115290634
www.newfadem.it

/mionuc, wumamn/
Aptypo /le Meo
Onpnoocionuii Iupextop
Hero.®a.ldem.C.p.Ja.



Clinical Trial Report Form

1. Brand name of medicinal product
(MA number, if applicable)

NIFECAIN

2. Applicant

New.Fa.Dem. S.r.l.

3. Manufacturer

New.Fa.Dem. S.r.1.

4. Studies conducted

OX yes Ono  if not, substantiate

1) Type of medicine product for
which registration was conducted

0.3% Nifedipine + 1.5% Lidocaine rectal cream

or planned
5. Full name of Clinical Trial Clinical Evaluation of therapeutic efficacy of nifedipine
Report, CT Code for topical use for the treatment of anal fissures
6. CT Phase 3
7. Period of CT From 08.04.1999 till 15.12.1999
8. Countries where CT conducted Italy
9. Number of studied persons planned: 110

actual: 110

10. CT goal and secondary
objectives

To test the efficacy of local application of nifedipine and
lidocaine cream in healing chronic anal fissure

11. CT design

Monocentric prospective randomized double-blind study
with active preparation on patients affected by anal
fissures.

The 110 consecutive patients who satisfied the selection
criteria were divided into 2 groups at the initial
consultation according to a computer-generated
centralized randomization list. One group received the
comparison drug and the other the cream with 0.3% of
nifedipine and 1.5% of lidocaine. Both groups followed
6-week-long treatment by application of 3 g of cream
circumferentially 1 cm inside the anus, near the internal
anal sphincter, every 12 hours. At the completion of the
trial, patients in either group who did not heal were given
the option of either an additional course of topical
nifedipine cream or lateral sphincterotomy.,

Finally, long-term follow-up was conducted beginning 13
months after the end of treatment. This was accomplished
by phone interviews and by clinical examinations at the
request of patients.

12. Basic criteria for inclusion

Patients with chronic anal fissure,

13. Medicinal product studied, mode
of administration, strength of action

Topical 0.3% nifedipine and 1.5% lidocaine cream 3 g,
rectal administration

14. Comparison drug, dose, mode of
administration, strength of action

Topical 1.5% lidocaine and 1% hydrocortisone acetate
ointment 3 g, rectal administration

15. Concomitant therapy

None

16. Efficacy evaluation criteria

Primary criteria: healing of chronic anal fissure defined at
anoscopy when epithelialization or formation of a scar
was achieved at day 42 of therapy. '
Secondary criteria: conditions that might facilitate the
healing process by reducing mean anal pressure, a
function of internal anal sphincter activity and by




relieving anal pain. These conditions were stated at
baseline and at day 21.

17. Safety evaluation criteria

Evaluation of side effects.

18. Statistical methods

Statistical analysis was performed according to standard
methods with the Statistical Package for Social Sciences
8.0 and Epi-Info Software for sample-size calculation. To
show the superiority of the nifedipine treatment to the
control treatment the sample-size of this trial was
established on the following basis: level of significance
(I-alpha) = 95%; power of the study (I-Beta) = 80%;
expected rate of treatment in control group = 50%;
expected rate of treatment in nifedipine group = 80%.
These assumptions required at least 45 patients for both
arms of treatment. The general success of treatment
(primary criteria) was analysed by comparison within
each group of the results at baseline and on day 42 with
the Student r-test for paired data and the chi-squared test.
P <0.05 was considered statistically significant.
Secondary efficacy variables were analysed with the chi-
squared test and the Student r-test.

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

Males and females 18 years and older.

20. Efficacy results

Pain, assessed symptomatologically after 21 days of
therapy, was absent or modest in 87.3 abd 10.9%
respectively, of nifedipine group compared with 10.9 and
58.2% pf the control group, with persistent pain in 30.9%
of the latter (P < 0.001). Healing of chronic anal fissure
(epithelialization or formation of a scar) occurred after 6
weeks of therapy in 94.5% of the nifedipine-treated
patients as opposed to 16.4% of the controls (P < 0.001).
Mean and resting pressure was reduced 11% after 21 days
of treatment. No significant change in maximal voluntary
contractions was observed in the nifedipine group.
However, in the control group, mean anal resting pressure
increased 4.4%

After removal of the study blinding and a median follow-
up of 18 months, chronic anal fissure had healed in 52
patients in the nifedipine group at 6 weeks of therapy. 2
patients were treated by an additional course of topical
nifedipine and lidocaine cream and one was treated by
sphincterotomy. 3 of 52 patients in the nifedipine group
had a recurrence of the fissure within 1 year. One patient
underwent sphincterotomy and 2 patients healed with an
additional course of topical nifedipine and lidocaine
cream. In the control group chronic anal fissure healed in
9 patients at six weeks of therapy, but 5 of these had a
recurrence of the fissure within one year. 4 of 46 patients,
who did not heal initially, were treated by
sphincterotomy. Then, 5 patients with a recurrent fissure
and 42 patients who d did not heal initially had to choose
between another course of topical nifedipine and
lidocaine cream and sphincterotomy: 2 underwent

sphincterotomy and 45 opted for an additional course of

u




topical nifedipine and lidocaine ointment. 43 healed and 2
underwent sphincterotomy.

21. Safety results

No patient dropped out of the study and none had adverse
events that necessitated removing the blinding from the
study. After six weeks, diastolic blood pressure was not
significantly different from pre-treatment levels in either
group. No patient treated with nifedipine cream
developed postural hypotension or showered any
systemic side effect (e.g. headache, flushing or ankle
edema). Only one patient in the nifedipine-treated group
and three patients in the control group shoed slight local
hyperemia, which disappeared when therapy was
discontinued.

22. Conclusion

The therapeutic use of nifedipine, which at present is
applied to cardiovascular pathologies associated with anal
sphincter hypertonicity, such as chronic anal fissure. This
study demonstrates that the investigation product of 0.3%
nifedipine and 1.5% lidocaine ointment appears to be a
well-tolerated method to decrease anal pressures and
improve anal pain. These results allowed patients to
experience healing of chronic anal fissure, thereby
avoiding surgery without significant side effects. After
initial healing of the fissure, long-term follow-up has
shown a low risk of recurrence that was usually
amendable to an additional course of topical nifedipine
and lidocaine ointment.

Applicant (MA holder)

Sole
New.Fa.Dem. S.r.l.




Honatoxk 30

no [lopaaky npoBeieHHS eKCIEPTH3H
peecTpaliifHuX MarepiaiB Ha JiKapchKi
3aco0H, 1110 NOJAIOTECS Ha JAEpIKaBHY
peecTpalio (IepepeecTpaniio), a Takox
EKCIIEPTH3H MaTepiaiB Mpo BHECCHHS
3MIH JI0 peecTpauifiHuX MaTepianiB
IPOTArOM Jii peecTpaliifHoro
MOCBITYEeHHS

(myHKT 4 pozminy IV)

3BIT
Npo KJIiHiYHe BHNPOOYBaHHSA

1. Ha3Ba nikapcekoro 3aco0y (3a nassrocti [Hidexain
- HOMEP PeECTPaLifHOr0 TTOCBITUCHHS )

2. 3assBHHUK Heio.@a.lem. C.p..
New.Fa.Dem. S.r.l.
3. Bupobuuk Hero.®a.lem. C.p..

New.Fa.Dem. S.r.l.

4. IIpoBeneHi 1ocimKeHHs: TaK HI  [KIIO Hi, OOTPyHTYBaTH

1) Tun nikapcekoro 3acofy, 3a SKuUM Jlikapcekuii 3aci6 3 dikcoBaHOO KOMOiHAIIEKD
npoBoauIacs abo MIAHYEThCS PEECTPALis

5. IloBHa Ha3Ba KiIiHiYHOrO BHNpoOyBanHs, [Oninka abcopOilil aKTHBHUX IHTpEIiEHTIB
KOIOBAaHUH HOMEp KJIIHIYHOTO koMOiHanil HieaumiH Ta JioKaiHy
BHIIPOOYBaHHS [1IpOXIIOPHIY, PEKTATBHOTO KPEMY IS
MICIIEBOT0 3aCTOCYBaHHS, ¥ MaNi€HTIB 3
[TOIIKO/KEHOIO CIIU30BOI0 000JIOHKOK MPSiMOT

KHIITKH.
6. ®aza KIiHIYHOTO BUIIPOOYBAHHS 3
7. Ilepion nmpoBeaeHHS KIIHIYHOTO 2006
BUIIPOOYBaHHs
8. Kpaium, ne npoBomuiocs KiIiHiuHe [Tanis
BUIIPOOYBaHHSI
9. KinpKicTh 10CTIKYBaHUX 24
10. Mera Ta BTOpHHHI I KIIHIYHOTO MeToI0 HOCHIKEHHA CTaI0 BU3HAYESHHA
BUIIPOOYBaHHS (apMakokiHETHYHMX napaMmeTpie (abcopOuis,

PO3MOILI, eTiMiHAIiA) icas OJHOPAa30BOIO
BBEJICHHS JOCIIIHKYBAHOT0 JIIKAPCHKOTO 3aco0y
manieHTaM, gKi IepeHecIH reMopoieKToMilo 3a
MeToaukor Miutirana Moprana. CiusoBa
000JIOHKA TIPSIMOT KAIIKY [UX TalieHTiB Mae
XIpypriuHe ypaxeHHs, o poOUTh IX BaJiIHOIO
KCIEPUMEHTAIBHOK MOJIEIUII0, 3aCTOCOBHOIO
AKOJK J10 NALi€HTIB 3 aHAJIBHOK TPIIMHOIO.
aKoXx HeoOX1aHO 6y/10 KOHTPOIIOBATH MOSBY
ucreMHHuX HeDakaHux edeKkTiB, 0coOIUBO




reMOIMHaMIYHUX e(eKTiB, 00YMOBIEHHX
NPHCYTHICTIO HideuITiHy, B3aeMOJIiH i moGiuHmX
SIBHIIT.

11. Tu3aiitn K1iHIYHOTO BUIIPOOYBaHHS

JlocmimkeH s IIaHy BaJIOCs K OJHOPA30Be
[1030BaHe JOC/IJDKEHHS 3 MICIIEBHM IIperaparoM
(Hidexain, kpeM pexransuuii, 3r), 110
3aCTOCOBYETBCA Micis onepanii. Onepamis
mojsArajia B reMopoigexkromii Mijnirana-
MopraHna. 3pasku kpoBi Gpaiu 10 oneparii i
uepes 20 xB, 40 xB, 1 rox, 1 rox 30 xs, 2 rox, 4
ron, 6 rox, 8 rox i 12 rox micns onepanii. ITix yac
icisonepaniiHol mepes's3KH 3aCTOCOBYBaIH
KpeMm pextanbHUM Hidexain (3 r).

byn 3anmaHOBaHi HACTYIHI OLIHKH:

- BU3HAYEHHs KOHLEHTpauii Hipenuminy i
ITiOKaiHy TiZpOXIOPHAY B IJIa3Mi KPOBi, a TAKOX
OCHOBHEX MeTabomiTiB dimokainy (MEGX i GX) 3
OLIHKOIO MiKOBHX KOHIEeHTpaui (Cmax), gacy
OCATHEHHS IIKOBUX KOHIeHTpanii (Tmax),
IUTOII 1i/I KPUBOKO KOHLIEHTPAIlisi-4ac npenapaTy
3 MOMEHTY n03yBaHHsA 10 12 rox mizuime (AUCO-
12), nepiony HaniseuBeneHHs(t 12)

nepebir 03HaK i CUMIITOMIB, BUSIBICHHX 3a
JI0TIOMOIOI0 aHKETYBaHHSI, JKHTTEBO BAXKJIHBHX

MMOKa3HHKIB, JJabOpaTOPHUX TECTIB reMaToIoril Ta
Gioximii, EKT

12. OcHoBHI KpuTepil BKIIOYEHHS

Y nocrikeHHs Oynu BKIIOYEH] marieHTn 060X
CTaTeH, 10 3aJ0BOJIbHAIOTE BCIM HACTYIIHUM
KPUTEPIAM:

- BikoMm Bizt 18 10 80 pokis (Bk/0OYHO);

- MPOHINIH MPOLIEAYPY FeMOPOiaeKTOMIT 3a
MeTOHKOK Mimnirana-Moprasa y 3B's3Ky 3
remopoemM I abo IV crynens 3a knacudikamiero
A, B0 B 8 0L

- mignucany popMy iHGOPMOBaHOI 3TOAM 10 TOTO,
ik Oya npoBeneHa Oyab-gKa CKPUHIHrOBa
[TPOIEypa TOCIIKEHHS

13. ocnimpKyBanuil TikapehKuii 3aci0,
crocib 3acTocyBaHHs, CHIIA i1

Hidexail, KpeM peKTalbHUH Mac HaCTyMHHMH
SKICHUI 1 KiTbKiCHWUIH cKta:

1 r kpemy micTuTh: Hiemuminy 3 Mr Ta Jtitokainy
rizpoxmaopuay 15 mr;

Oonomioicni pevosunu: napabin 6inui M’ KU,
MPOIICHITIKONb, TPUTTILEPH/IH CEPEAHEOTO
JTAHINIOra, MaKpOroly cTeapar, CIiupT
LETOCTEAPHJIOBHH (THII A) eMyJIbrOBaHHIH,
TIIiEepOJT MOHOCTeapaT, HaTpito MeTuInapabeH
(HaTpiro MeTUInapariqpoKkcuGeH30ar),
npominnapaben (poninnaparigpokcubensoar),
BOJIa OUHUINICHA.

14. TTpenapar nopiBHSHHS, 1033, CrIOCi0
3aCTOCYBAHHS, CHJIA il

BincytHs




15. CynyTHs Teparis

[Ticnsonepaniiina nos'si3ka B KiHIi onepamnii Moxke
BKII0O4aTH "(iOpuHOBI ryOku "abo" Tpy6uacTuii
npeHax", BIAIOBIHO IO CTAHIAPTHOI MIPAKTHKHA B
IEHTPI.

[1in vac micasoneparnifinoi ¢asu mamieHT mir
oTpuMyBaTu Oyab-AKHH Mpenapar, SKUH HifgK He
B3a€MO/IisSIB 3 BU3HAYCHHAM KOHIEHTpAIil
Hidpequnminy abo JioKaiHy rigpoxIopuay.

16. KpuTepii oninku ebextuBHOCTI

Meta nongrana B ToMmy, 100 MoKa3arH, 110
cucreMHa abcopbuis, po3nonin i eniMinanis
AKTHBHHX 1HTPEICHTIB B TIKapChKOMY 3ac00i
kpemi Hidexain, npu 3anpornonoBanux yMoBax
3aCTOCYBaHHS, BIIMOBIIa€ OBEAIHII aKTHBHUX
IHTpeieHTiB, sKe crocTepiranocs y
(papMaKOKiHETHUHY JOCIIIKEHH] Y 310POBHX
no6poBostbLiB (2), TOOTO M0 CHCTEMHA
abcopOuis, AKIIO Taka €, HUXKYe, HiXK aGcopbiris
IiCJIst CHCTEMHOTO BBEIEHHS IBOX AKTHBHHX
IHI'pe/IiEHTIB.

17. Kpurepii ominku 6e3nexn

Y BHXIJHOMY CTaHi IPOBOJHIIOCS MicCIeBe
KJIIHIYHE 00CTEeXKEHHS, N0 BKJIKOYAE OIS,
PEKTaIbHE JOCIIUKEHHS 1 aHOCKOIIIIO.
[ToBimoMIISIOCS PO O3HAKM | CHMIITOMH, a TaKOXK
11po Oy ap-sKi iHNI HeGaXkaHi SBHIA, IO
BiAOyHCs npoTsaroM nepuux 24 roaus, Yacrora
CEPLEBUX CKOPOYEHS 1 apTepialbHUM THCK
(cucTONIUHHUH 1 AlacTONIYHKI) MepeBipaIncs mij
Jac ycix Binbopis nmpol micis mpuitomy
npenapary.

[Ilo crocyeThes HeGaKaHUX SBUIII, TO
BUIIPOOOBYBAHUX IIPOCHIIH MTOBIJOMUTH IIPO HUX,
SKINO TaKi MaIH Micle.

18. CratucTuuni MeTou

@apMaKOKIHETHYHI pe3yJIbTaTH IOBUHHI Oy IIH
OyTH mpezacTaBNeHi y BUMI] rpadikis, mo
LTIOCTPYIOTE Xifl CepeHiX 3HAYEHb, | Y BUIIIAII
TaOIUNb 3 IHIUBIAYAIbHUMH 3HAYCHHAMH.
Cepe/iHe 3HAYEHHS, CTAH/IAPTHE BiAXHICHHS
(CB), meniana, MiHiMaJIbHI Ta MaKCHMaJIbHi
3HAYCHHA KOKHOI OHOPIIHOI TPYIH TaHKX
(mapameTpiB) OLiHIOBATHCS 33 JOMOMOTOK
MO/1yJIs OITHCOBOI CTATUCTHKH IIPOTPaMHOI0
3abesneuenns Kinetica™ InnaPhase 1700 Race
Street - Philadelphia, PA 19103). Pozpaxosani
(bapMaKOKIHEeTHYHI TapaMeTpH OPIBHIOBATIHCS 3
BiIIOBITHHMH NapaMeTpaMu, OTPUMAaHUMH TTicyIs
CHCTEMHOTO BBeJICHH:, ONMyOIIKOBAHUMH B
TiTeparypi.

JliHiMHAN perpeciiiHii aHali3 HalMEHITHX
KBaJpaTiB OyB 3aIlsIAHOBaHHIT 3 BHKOPHCTAHHAM

CTATHCTHYHOTO MPOTPaMHOro 3abe3nedeHHs
SIPHAR / SISTAT (Simed, Creteil, TTapux).

[lepebir KoHIEHTpaLi# y 1a3Mi Kpo#i/Mas




KOPEJIIOBATH 3 IepebiroM reMoauHaMigHIX
[1apaMeTpPiB-CUCTOJIYHOr0 Ta AiacTONIYHOr0
apTepiadbHOrO THCKY Ta YaCTOTH CEpPIEBHX
CKOPOYEHb.

19. lemorpadiuti mokasHuKH
MOCITiKYBaHOT Oy JIsiii (CTaTh, Bik
paca, TOmIo)

2

YosoBiky i kiHKH BijJ 18 pokiB i crapmre.

20. Pesynbrati ehekTHBHOCTI

Higheounin: xoHUeHTpauis HiQeauniny B miazmi
KPOBI MICJIsI aHOPEKTATBHOTO 3aCTOCYBAHHS
KpeMmy pekTtansHoro Hidekain 6yma myxe
HU3BKOIO 1 HE J03BOJISIA PO3PaxyBaTH O Ab-aKi
(apmakokinernuni mapametpu. Kinbka spaskis
OyJIM KiTBKiCHO BU3HAYEH] ISl BMiCTY
Hipenuniny Tineku y 5 naunientis (20,8%).
Konnenrpauii ridoxainy ziopoxaopudy sapitosanu
Bix 5,9 no 18,8 ur/mu, Ha BigMiny Bin
KOHIeHTpalil Hipenumniny, ski OyJiu BusBICH] ¥
BCiX MaLi€HTIB. ¥ bOMY BHIAIKY BIAIOCH
PO3paxyBaTH (papMaKkOKiHETHYHI TapaMeTpH,
xoua i 3 oxuiero 3minow (AUC 0-6 r) 3amicTs
AUC (0-12 r) i omHEM IIPOTIYCKOM, a caMme
nepioom HaniBpo3many. (AUC - mioma min
(hapMakoKiHETHYHOIO KPHBOIO, KA OIHUCYE
3aIeKHICTh "KOHIEHTpaltis/gac") Ix cepenni
sHauenHs = CB i Mexianu Oya HaCTYITHUMH:
Cmax 245.1 = 370.8 ur/m, 73.6 Hr/Mmi;

Tmax 69,2 + 78,3 xB, 40 xg;

AUC (0-6 r) 756,5 + 1254,1 rog*ur/mn, 238,2
ro* Hr/MiL.

Po3paxoBani iHAMBiAyaibHI 3HaAYEHHS HaBeICH] B
rabmuni 4.

21. Pesynbratu Gesnexku

He OyJ10 HiIKHX iCTOTHHX 3MiH B CHCTOJIIYHOMY i
1acTONIYHOMY apTepiaibHOMY THCKY abo B
9acTOTI CEPIIEBHX CKOPOYEHb,

[Ipo Gyap-sKi HebaXkaHi ABUIIA HE
oBioMIsnocA. PyTunni naGoparopsi
TOCITIPKEHHSI He 3a3Hau Oy Ab-IKMX 3MiH, T1IHHX
yBaru, He OyJ0 HiIKHX 03HAK 1 CHMIITOMIB 7S
CIIOCTEPEIKEHHS,

22. BUCHOBOK (3aKTIOYeHHS)

Lle nocnimxeHHs MOKa3ye, o micis
0JIHOPA30BOr0 3aCTOCYBAHHS KPEMY PEKTaIbHOrO
Hidexkain abcopbuis midenumniny Gyna
He3HauyHoIO, a abcopbuis jigokaiHy
riIPOXJIOPHIY - HU3BKOIO.

Huspka abcopOuist akTHBHEX iHTpeaicHTIB
TIpH3BeENa J10 BIIMIHHOT MepPeHOCHMOCTi, OCKIJIBKH
He OyJI0 3apeecTpOBaHO HISKHX BAK/IHBUX 3MiH B
PKHTTEBO BaXKIMBUX MOKA3HUKAX 1 HIAKHX
No6IYHUX ABUI 6y AB-IKOTO IHIIOTO POY.

Ha 3akiH4eHHS, Lle JOCIiIKeHHs [0Ka3ye, 10

aKTHBHI iHrpenienTH npenapary Hidexain -




Hie Uiz 1 TigoKaTHy TiAPOXIOPU - MiC/Is
MiCII€BOI'0 3aCTOCYBaHHS Ha MOIIKOKEHY
CJIM30BY 000JIOHKY MPAMOI KHIIKH-BCMOKTYIOTECS
B KPOBOTIK B HEBEJIMKHX KiJIBKOCTSX, AKI HE
MaroTh OyIb-SIKHX CepHO3HUX HACIIAKIB IS
Ge3leKn IPOayKTY.

3agBHHK (BJACHHK Hei.®a. Jem.C.p..
s : Biane ®epposie aenno Craro 3ona ACI, 80014 [iyrniano y Kamnanii
PeECTpalInHOI O HOCB]II‘-IBHHH) (HA), Iranis

Ten. +39 (0) 081.8195250 +39 (0) 081.9757469

®axc +39 081.8186893

Kon nnaruuka ITJIB 01499511218 TMoxatkoruii kox 06115290634
www.newfadem.it

/mionuc, wmamn/
Aptypo de Meo
Onnoocionuii Aupexrop
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Clinical Trial Report Form

1. Brand name of medicinal product
(MA number, if applicable)

NIFECAIN

2. Applicant

New.Fa.Dem. S.r.l.

3. Manufacturer

New.Fa.Dem. S.r.l.

4, Studies conducted

OX yes Ono if not, substantiate

1) Type of medicine product for
which registration was conducted

0.3% Nifedipine + 1.5% Lidocaine rectal cream

or planned
S. Full name of Clinical Trial Assessment of the absorption of the active ingredients of
Report, CT Code the nifedipine-lidocaine combination, rectal cream for
topical use, in patients with damaged rectal mucosa
6. CT Phase 3
7. Period of CT 2006
8. Countries where CT conducted [taly
9. Number of studied persons 24

10. CT goal and secondary
objectives

The objective of the study was the determination of
pharmacokinetic parameters (absorption, distribution,
elimination) following single dose administration of the
test medicinal product to patients who had undergone
hemorrhoidectomy according to the Milligan Morgan
technique. The rectal mucosa of these patients has a
surgical lesion that makes them a valid experimental
model that applies also to patients with anal fissure. Also
the appearance of systemic undesirable effects, especially
hemodynamic effects due to the presence of nifedipine,
interactions and adverse events were to be monitored.

11. CT design

The study was planned as a single dose study with a
topical formulation (Antrolin 3 g rectal cream), applied
after surgery. Surgery consisted in Milligan-Morgan
hemorrhoidectomy. Blood samples were drawn before
surgery and 20 min, 40 min, 1h, 1h 30 min, 2h, 4h, 6h, 8h
and 12h after surgery. Antrolin rectal cream (3 g) was
applied during postoperative dressing.

The following assessments were planned:

- determination of nifedipine and lidocaine plasma
concentrations, as well as of the main metabolites of
lidocaine (MEGX and GX) with estimation of peak
concentrations (Cmax), time to peak concentrations
(Tmax), area under the concentration-time curve of the
drug from the time of dosing to 12h later (AUC0-12),
elimination half-life (t %)

- course of signs and symptoms elicited by questionnaire,

vital signs, hematology and biochemistry laboratory tests,
ECG

12. Basic criteria for inclusion

Patients of both sexes who met all following criteria were -
included in the study:
- aged 18 to 80 years (included);




- subjected to hemorrhoidectomy according to the
Milligan-Morgan technique on account of III or IV
degree hemorrhoids according to the A.S.C.R.S.0.
classification

- who had undersigned the informed consent form before
any screening procedure of the study had been carried out

13. Medicinal product studied, mode
of administration, strength of action

Antrolin® rectal cream

Antrolin rectal cream has the following qualitative and
quantitative composition:

100 g of cream contain

Active ingredients: nifedipine 0.3 g, lidocaine HC1 1.5 g
Excipients: white Vaseline, propylene glycol, liquid
semisynthetic glycerides, polyethylenglycol stearate,
ceto-stearyl alcohol, glyceryl monostearate, methyl p-
hydroxybenzoate, propyl p-hydroxybenzoate, purified
water

14. Comparison drug, dose, mode of
administration, strength of action

None

15. Concomitant therapy

The postoperative dressing, at the end of surgery, could
include "fibrin sponges" or "tubular drainage", according
to standard practice at the centre.

During the postoperative phase the patient could receive
any drug that did not interact in any way with the
determination of nifedipine or lidocaine concentrations.

16. Efficacy evaluation criteria

The purpose was to show that the systemic absorption,
distribution and elimination of the active ingredients in
the medicinal product ANTROLIN® cream, at the
proposed conditions of use, corresponds to the behavior
of the active ingredients that has been already observed in
a pharmacokinetic study in healthy volunteers (2) i.e. that
systemic absorption, if any, is lower that absorption
following systemic administration of the two active
ingredients.

17. Safety evaluation criteria

A local clinical examination, including inspection, rectal
examination and anoscopy, were carried out at baseline.
Signs and symptoms and any other kind of adverse event
that occurred during the first 24 hours was reported

The heart rate and blood pressure (systolic and diastolic)
were checked at all sampling times after dosing,

With reference to the Adverse Events, the subjects were
asked to report them, if any.

18. Statistical methods

Pharmacokinetic results were to be presented in graphs
illustrating the course of mean values and in tables with
the individual values.

The mean, the standard deviation (SD), the median,
minimum and maximum values of each homogenous
group of data (parameters) were estimated using the
Descriptive Statistics module of the software Kinetica™
InnaPhase 1700 Race Street — Philadelphia, PA 19103).
The pharmacokinetic parameters calculated were to be
compared with the corresponding parameters obtained
after systemic administration published in the literature.




A least squares linear regression analysis was planned
using the statistical software SIPHAR/SISTAT (Simed,
Creteil, Paris).

The course of plasma concentrations was to be correlated
with the course of hemodynamic parameters i.e. systolic
and diastolic blood pressure and heart rate.
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19. Demographic determinants of
the study population (sex, age, race,
etc.)

Males and females 18 years and older.

20. Efficacy results

Nifedipine: the plasma concentrations of nifedipine after
anorectal application of Antrolin cream were very low
and did not permit the calculation of any pharmacokinetic
parameters. A few samples were quantificable for
nifedipine content only in 5 patients (20.8%). The
concentrations ranged from 5.9 to 18.8 ng/mL

Lidocaine concentrations, contrary to nifedipine
concentrations, were detectable in ail patients. In this case
it was possible to calculate pharmacokinetic parameters,
albeit with one change (AUC 0-6h) insiead of AUC (0-
12h) and one omission, namely the half-life. Their means
+ SD and medians were as follows:

Cmax 245.1 £+ 370.8 ng/ml, 73.6 ng/ml;

Tmax 69.2 + 78.3 min, 40 min;

AUC (0-6h) 756.5 = 1254.1 h*ng/ml, 238.2 h*ng/ml.
The individual values calculated are listed in Table 4.

21. Safety results

There were no important changes in systolic and diastolic
blood pressure, or in heart rate.

No adverse events were reported. The routine laboratory
tests did not undergo any changes worthy of note

There were no signs and symptoms to monitor.

22, Conclusion

This study shows that, following a single application of
Antrolin® cream, the absorption of nifedipine was
negligible and the absorption of lidocaine was low,

The low absorption of the active ingredients resulted in
excellent tolerability, as no important changes in vital
signs and no adverse events of any other kind were
reported.

In conclusion, this study shows that the active ingredients
of Antrolin - nifedipine and lidocaine — following topical
application onto damaged ano-rectal mucosa - are
absorbed into the bloodstream in small quantities that do
not have any major implications for the safety of the
product,

Applicant (MA holder)

Sole Director
New.Fa.Dem. S.r.l.




