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Abstract
AIM: To compare the efficacy and safety of recombinant streptokinase (rSK) and phenylephrine-based suppositories in acute hemorrhoidal
disease.

METHODS: A mutticenter (14 sites), randomized (1:1), open, parallel groups, active controlled trial was done. After inclusion, subjects with
acute symptoms of hemorrhoids, who gave their written, informed consent to participate, were centrally randomized to receive, as
outpatients, rSK (200000 IU) or 0.25% phenylephring suppositories, which had different organoleptic characteristics. Treatment was
administered by the rectal route, one unit every 6 h during 48 h for rSK, and up to a maximum of 5 d (20 suppositories) for phenylephrine.
Evaluations were performed at 3, 5 and 10 d post-inclusion. The main end-point was the 5(th)-day complete clinical response (disappearance
of pain and edema, and = 70% reduction of the lesion size). Time to response and need for thrombectomy were secondary efficacy variables.
Adverse events were evaluated t0o.

RESULTS: 5(th) day complete response rates were 83/110 (75.5%) and 36/110 (32.7%) with rSK and phenylephrine suppositories,
respectively. This 42.7% difference (95%Cl: 30.5-54.2) was highly significant (P < 0.001). The advantage was detected since the early 3(rd)
day evaluation (37.3% vs 6.4% for the rSK and active control groups, respectively; P < 0.001) and was kept even at the late 10(th) day
assessment (83.6% vs 58.2% for rSK and phenylephrine, respectively; P < 0.001). Time for complete response was significantly shorter (P =
0.031; log-rank test) in the rSK group (median: 4.9 d; 95%ClI: 4.8-5.0) with respect to the active control (median: 9.8 d; 95%Cl: 9.8-10.0).
Thrombectomy was necessary in 1/59 and 8/57 patients with baseline thrombosis in the rSK and phenylephrine groups, respectively (P =
0.016). There were no adverse events attributable to the experimental treatment.
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/H orrhoids are the most frequent proctologic illness, being a worldwide health problem.

Although several medicines have been tested, significant benefits have not been obtained to
control this condition.. Streptokinase (SK) is a fibrinolytic agent. Its efficacy of SK has been
demonstrated in acute myocardial infarct and in other thrombotic diseases. Its local application
on hemorrhoids, where thrombosis and/or inflammation with microthrombi may be present
was first tested in exploratory trials where a 200000 IU suppository showed a beneficial effect
on hemorrhoidal symptoms (36% larger response rate, 5 d faster), over excipient controls, with
an adequate safety profile. The aim of the present work was to compare the efficacy and safety
of 200000 IU SK suppositories vs a phenylephrine-based over-the-counter available
suppository for the treatment of acute hemorrhoids through a multicenter, randomized clinical
trial.
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['emoppoit — kebiHece MPOKTOJIOTTHIK aypy OOJBIN TaObLIAIAbI, TYHUEKY3IITIK MOCEeIepIiH
Oipi. bipHerie nopi-TopMeKTep ChIHAIFAHBIMEH, OCHI JKaF1aiiIbl OaKbUIAYy YIIIH alTapIbIKTan
apThIKIIBUIBIKTAp anbiHOaael. CtpentokuHas (CK) - 6y pubpunonutukansik 3at. CK
TUIMJIUIIT XKeAes MUOKapl HH(apKTIHIE XKoHEe OacKa TPOMOO3bIK aypyiapaa OaKasbl.
OHbIH TPOMOO03 KOHE MUKPOTETPOMUO30€H KaOBIHYBI 0ap TEMOPPOMFa KEPTUTIKTI
KOJIJIAaHBUTYBI aJIFaIl PeT chiHay Ke3iHe cbiHaiabl, onaa 200000E]] cynmo3uTtopuiii
reMOPPOUAAIB/IbI OCNTITIEPTE , TOJBIK OaKbIIAybIMEH , Kay1MCi3A1K NpodHIiMEH COKeC Keei.
OcCBbI )KYMBICTBIH MaKCaThl MyJIbTULIEHTPAJIb/IbI, PAHIOMU3AIUSTIaHFaH KIMHUKAJIBIK ChIHAK
apKbUIbl OTKIP TEMOPPOIIap/Ibl eMeyTe apHaliFaH GeHWIPPUH HET131H/I€ HET13/1eTTeH KOJI
xeTimai merinauiepre kapesl 200000E]] CK npenapaTTapblHbIH THUIMAUIITN MEH KayINCi3IiriH
CaJIBICTBIPY OOJIJIBI.
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~——A multicenter (14 sites), randomized (1:1), open, parallel groups, active controlled trial was done.
After inclusion, subjects with acute symptoms of hemorrhoids, who gave their written, informed
consent to participate, were centrally randomized to receive, as outpatients, rSK (200000 1U) or
0.25% phenylephrine suppositories, which had different organoleptic characteristics. Treatment
was administered by the rectal route, one unit every 6 h during 48 h for rSK, and up to a
maximum of 5 d (20 suppositories) for phenylephrine. Evaluations were performed at 3, 5and 10 d
post-inclusion. The main end-point was the 5™"-day complete clinical response (disappearance of
pain and edema, and = 70% reduction of the lesion size). Time to response and need for
thrombectomy were secondary efficacy variables. Adverse events were evaluated too.

OAICTEP:

KermnrereH opTanbikTap (14 OpbIH), paHAOMUBAIMsI/IaHFaH (1: 1), AllIBIK, TIapa/ijie/b TOIITap,
6esceHzii OAKbUIAHATBIH 3€PTTEY XKYPri3iigi. [eMoppoiigbIH 6TKIp CUMIITOMIAPHI 6ap
eMZeyuriiep e3aepiHiH )ka30alla Type KaThICyFa KeliciM OepreH/iiri Typasibl
OPTa/IbIKTaHAbIPbUIFaH TYPJE PAHIOMU3UPJIEHTeH, OJIap 9P TYPJ/Il OPraHOeNTUKAIBIK
cUIaTTaMaapbl 6ap amOynatopsbik emaenyiriep yiriH pCK (200000 1U) Hemece 0,25%
beHnmPpUH CynmosuTopuiiiepid KabbUIAAAbL. EMIEy peKTangbl >xoniMeH, opo6ip 6 caraTTta 48
carat 60iibl 6ip pCK yiuriH xoHe GpeHUIIPPUH YIIIIH MAKCUMYM 5 KYHre(20 CynIo3uTOpuii) AeiiH
6ackappuigsl. baramay 3, 5)KoHe 10 KyHTe JeliiH eHri3inzgi. Herisri COHFbI HyKTe 5-KYHAIK TOJIBIK
KJIMHUKAJTBIK YKayar 60/iabl (QybIPChIHY MEH iCiHY YKOFaJIybl, JKoHe 3aKbIMIAHYIBIH = 70%
ToMeH/eyi). YKayamn 6epy yakbIThI )KoHEe TPOMOEKTOMUS KQXKETTIi/Iiri KaTaslaMma THIMALTIK
aliHbIMaTbIIapbl 607161, YKaFbIMChI3 OKUFaIap Aa OaraiaHIbl.
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This work reports for the first time the therapeutic efficacy of rSK suppositories on acute
hemorrhoids in a randomized trial, compared to a commonly used treatment. This active
control was preferred to a placebo, due to ethical considerations, since it was not possible
to exclude patients from an accepted therapy. On the other hand no reports of the
quantitative effect of phenylephrine-based preparations on the resolution of acute
hemorrhoidal illness were found, either from controlled clinical trials or not.

TAJIJIAY

By s)kyMbIC KU1 KOJAaHBUIATBIH €MEYTe KaparaHa, paHIoMHU3alusjIaHFaH ChIHAKTa
OTKIp reMoppoii OoiibiHIIa rSK Cynmo3uTOpUilSiIepiHiH TePANUSIIBIK THIMIUTITIH aJIFaml
pet Gasuaanael. by 6encenai 6akpuiay miamnedora KaThICThl, STUKAJIBIK OMJIapFa
OailIaHBICTHI OOJIABI, OUTKEHI MAIIMEHTTEP 11 KaObUIaFaH TepaNnusgaH aiblll TacTay
MYMKIH Oonmazsl. EKiHIn skaFbIHaH, KITMHUKAJIBIK CHIHAKTAPIaH HeMece OaKplIaHOaraH
KJIMHUKAJIBIK 3€PTTEYIEPCH OTKIp TeMOPPOUIATIbAbI aypybl )KOIOFa apHAJIFaH
dbeHundGprH HETI31HAET] MpenapaTTapAblH CAHBIK 9CEP1 Typasbl €CEnTep TaObIIFaH JKOK
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——From November 2009 to March 2010 a total of 220 patients were included out of 290 that were screened.
The main causes for non-inclusion were refusal to consent, hemorrhoidal disease with excluding
complications (infections, abscess, fistula, or due to portal hypertension), bleeding risk conditions
(anti-coagulant therapy, recent digestive or urinary bleeding, hemophilia, and recent surgery), other
concomitant diseases (acute diarrhea, arterial hypertension, heart failure, hyperthyroidism, and prostate
hyperplasia), and other causes (pregnancy, age, allergy, and mental disorders). Out of the 70 non-included
subjects, 27 (39%) were due to possible contraindications or precautions of the rSK treatment.

HIOTUKEJIEP

2009 xpu1blH Kapaiia alibiHad 0actan 2010 xbu1IbIH HAyphI3 aliblHA JIeiiH 0apiibirbl 290 CKpUHUHITEH
TypaThiH 220 eMienyiin KamMmThUIAbl. KochuiMayablH HET13r1 cedenTepl aCKbIHYIap bl (MH(eKIusiap,
adcuecc, pucTylia HeMece NOPTalAbIK TUIIEPTEH3Us €CE01HEH), KaH KeTy KayIii 0ap >karailyiapJian
(KoaryJstHTTapra Kapchl Teparivsi, COHFbI aC KOPBITY HEMECE 39D IIbIFapy, FeMO(UIUs )KOHE COHFbI
yaKbITTa) Oacka Jia aypyiap (eTKip auapes, apTepHUsJIbIK THIIEPTOHUS, KYPEK KETKIIIKCI3/IIr1,
TUIIEPTUPEO03 JKOHE MPOCTATa TUIIEPILIA3USICHI) )KOHE Oacka cedenTep (KYKTLIIK, JKac, ajyieprust )KoHe
MICUXUKAJIBIK Oy3butynap). 70 kaMTeiiMara cyobekTiHiH 27-c1 (39%) pCK-HbIH eMaenyiHiH MyMKIH
00JIaTBhIH KapChl KOPCETKIMITEPI HEMECE CAaKTHIK ITapajapbIMeH OalIaHBICTHI OOJIJIBI.
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~ 1SK suppositories showed a significant advantage over a widely used
over-the-counter phenylephrine preparation for the treatment of acute
hemorrhoidal illness, with an adequate safety profile.

KOPBITBIH/IbI:

CrpentokuHasa Cynmno3uTOpuiiIepl sKETKUTIKTI Kaylnci3aik npouiiMeH
KeJIesl TeMOPPOUIAIIB/IbI aypyJapAbl €MJICY YIIIiH KeHIHEH KOJJaHbUIaThiH
e GpuH npenaparbiHaH alTapbIKTal apTHIKIIBIIBIKTAPbIH KOPCETTI.



KOpBITBIHABI:

bonamak gopirep MaMaHbl peTiHIE TeMOPPOU/bI
eM/ieyie TeK KaHa OyJI mpelaparTapMeH FaHa
IIEKTETIN KOUMAaUMBbIH. yKoHe e reMOppPOUIaibabl
TYUIHIEPA1 XUPYPTUSIIBIK OTAMEH AJIBIII
TAaCTaMayFa JKeTKi30el eH 3PpPeKTHUBTI IopisiK
rperaparTapbl TaFraubIHIAN €MAeMIH.






