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TOLERABILITY AND SAFETY
OF VARUMIN 1 AND 2 (INTER-
EVROGENEKS) IN PATIENTS
WITH HIGH RISK HPV
INFECTION DIAGNOSED
BY PCR WITH OR WITHOUT
HISTOPATHOLOGICALY
VERYFIED CIN1

Phase and type of the trial - Double-
blind, randomized, placebo-controlled
clinical trial

Institution where trial is conduc
Gynaecology and Obstetrics Univ
Clinic, Skopje, R. Macedonia

MCIIUTYBaMETOo - [ nHe
akylepcka KnuHuka, K
Ckonije

Protocol design: Ass. D-r Go
Dimitrov, D-r Milan Risteski, D-r Ade
Stefania, Prim. D-r Lidija Stoj
Zabaznoska, Prim. D-r Bl

Antopwu Ha npoTtokon: Ac [-p opaH
Aumutpos, Af-p Munan Pucrecku, [-p
Huja, Mpum. [1-p Nuawvja

Chief investigator:
Dimitrov

Investigators: Ass D-
Ass D-r Gordana K

: - Kunpocka,
cut: 36 (18 in Mpum. A-p 3narka p Bcka, Ac [-p

ebo group)




BACKGROUND: After many unsuccessful
tries to detect a positive therapeutic effect
of the anti-oxidants - B-carotene, vitamin C
- ascorbic acid and Folic Acid, separately
or combined, onto the manifest cervical
HPV lesion, finally occurred a trial, indeed
still open, but yet presenting a hopeful
therapeutic effect of the combination of
Aloe Vera, Propolis and B-Interpheron
upon the cervical HPV lesions, with a
complex action mechanism, including
antibacterial, antifungal, antiviral,
antioxidant, anticancerogenic, thrombolytic

and immuno-modullatory action upon the’

lesion.

Guided by several well documented cases
of HPV lesions successfully treated wit
Varumin 1 and Varumin 2 solutions, i
accordance with the publishe
pharmacological opinion

phytopharmacological logics, we
decided to carry out this clinical trial
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MATERIAL: Varumin 1 and Varumin 2 are
solutions for oral administration consisting
mainly of a water extract from several
herbal drugs - Inulae radix, Visci herba,
Cornus coretex, Callendulae flos, Milefolii
herba, Cynodon rhizome, Hiperici herba
and a dry extract of Aloe and Propolis.
According to the experiences of the entire
world-wide traditional medicine, as well as
the growing number of both clinical and
pharmaceutical trials on the activ

components, the remedy is primar\b

intended for:

. improving the common condition of
the organism during exhaustion

" increasing the resistance, especi
the non specific immune response

. as a supplement to the s
therapeutic regimes for different
chronic infectious diseases,

during
therapy,

chemotherapy
cahexia and other
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METHODS: METOAM:

Examination 2 of

UeruTyBsarse VIB = T
Anamnaesthical data (enlisted in the test list) RET
AHaMHeCTUYKM nogarouu (HaseaeHU BO TECT JIUCTK) 4
Colposcopy (Barcelona classification 2002, IFCPC) X X X
Konnnockonuja

Pap test (Bethesda cytological classification 2004) X X X
MAlN Tect

HPV PCR typization of a cervical smear X X X
HPV PCR Tunusauywja Ha HepawxanHmT’c

Side effects X X X
HecakaHnu epekTn

In case of progression of the CIN findin
patient undergoes biopsy and endocervic
curettage, and in case of histol
verification, patient is excluded fr
trial and referred to surgical treatm

4aj Ha nporpecuja Ha CIN HaopoT

Category

Kareropuja

A Skin allergic reacti
KOXHu anepruc

B Gastrointesti vomiting
[acTpouHTec CtomadHa 6on
ragere, nosp
Fatigue, vertigo, s
3amop, BpTOrnasmya
XUNOTEeH3Nja
Hematuria
Xema ja




RESULTS ON THE FIRST STATISTIC
CcuT

At the first statistic cut, after 4 months of
therapy, regarding the variables
colposcopic findings, PAP findings and
HPV — PCR typization (i.e. negativization
of the findings), we have obtained the
following resuits:

buja cnepHuee

- MANN - WHITHNEY U-TEST showed -
no significant statistical difference U CUrHUPUKAHTHU
between control and placebo groups KOHTpPONHaTa w
due to colposcopic findings (Z = - 0.92* BO OAHOC Ha
p = 0,3560) T Haog (Z2=-0.922 p

HNEY U -TECT He

- MANN - WHITHNEY U-TEST showed
significant statistical differenc AN HITHNEY U -TECT nokaxa
between control and placebo group TUHKNA CUTHUPUKAHTHIA PA3NUKY
due to PAP findings (Z=-2.166 p
0,03020)

- MANN - WHITHNEY U-TEST s
significant statistical di
between control and placebo
due to PCR typization of HP
{Z=-2.005 p =0,0449)

HTHW Pa3nukw
ayebo rpyn

nomefy KOHTPOHara
BO oagHoC Ha HPV - P
(Z=-2.005 p=0,0449)




Table 1. Distribution according to colposcopic Tabena 6 ncTp ja Ha
findings UcnmMTaHulnTe el KORIROCKOMCKNOT
Haog
COLPOSCOPIC CONTROL GROUP LA GRO
FINDINGS A % y
Normal (0) 6 33,3 b i
Suspicious (1) 12 66,7 83,3
Abnormal ( 2) 0 0 0
total 18 100,0 18 100,0
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Chart 1. Distribution according to colposcopic
findings

H 6p. 1. AucTpubyumja Ha
Te crnopea KOMmnoCKOMCKNoT

NEY U-TEST showed no
tistical difference
between control and placebo groups
due to colposcopic findings (Z=-0.922
p=0,3540)

MANN - HITHNEY U -TECT He
rMoKaxa CTaTUCTUYKMA CUTHUPUKAHTHU
pa3fiuku TNOMery KOHTponHara u
nnayebo rpynata BO OAHOC Ha
KONNOCKOMNCKWOT Haop (Z =-0.922 p
=0,3560)




Table 2. Distribution according to PAP findings

PAP FINDINGS

normal ( 0)

Low-grade SIL (1)

ASC-H/ASC-US (2)

High grade SIL (3)

Suspicious for invasive Ca(4)

total

p. 2. Auctpmbyuwja Ha
Te cnopeg INAMN Haog

ITHNEY U-TEST showed

fistical difference
between control and placebo groups
due to PAP findings (2=--2.144

p=0,03020)

MANN - THNEY U -TECT nokaxa
CTAaTUCTUUKN CUTHU(PUKAHTHU PA3INUKK
nomery KoHTponuarta u nnaue6o rpyna
BO ogHoc Ha PAP HaogoT (Z=-2.166 p
= 0,03020) '




Table 3. Distribution according to typization Tabena 6 ucTpu Ha
findings uenuTa Te en HPVRCR
TMnu3auuja
HPV PCR CONTROL GROUP C GROUP
TYPIZATION A %
negative (0 ) 12 66, 27.7
Perzistence of the same HPV type (1) 6 13 72.2
New high-risk HPV type occurence (2) 0 0 0
total 18 100,0 18 100,0

Chart 3. Distribution according to HPV PCR
typization findings

placebo

H EY U-TEST showed
sig al difference
between control and placebo groups
due to PCR typization of HPV findings
(1=-2.005 p=0,0449)
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MANN - WHITHNEY U -TECT nokaxa
CTaTUCTUYKU CUTHUDUKAHTHU PA3NUKK
nomery KOHTpofiHaTa u nnayebo rpyna
BO ogHoc Ha HPV — PCR Ttunuaauujata
(Z=-2.005 p=0,0449)
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