CNMWCAHUE HA MAKEQIOHCKOTO JIEKAPCKO AAPYLUTBO
Mak. men. npernen, 2018; 72(3)

JOURNAL OF THE MACEDONIAN MEDICAL ASSOCIATION
mnn Mac. Med. Preview, 2018; 72(3)

UDK: 61+061.231=866=20 CODEN: MKMPA3 ISSN: 0025-1097

MAKEJOHCKHU
MEQULMUHCKIA
NMPEMNEN

MACEDONIAN
MEDICAL
REVIEW

OcHoBaHo 1946
Founded 1946


http://www.tcpdf.org

Cnucanne Ha MaKeXOHCKOTO JIeKAPCKO

3 / 1 8 ‘ R AR/ ) ApymTBO
| Journal of the Macedonian Medical
Maxk Men Ilperuen Association
I'naBeH U 0ArOBOpeH ypegHUK 3aMeHHK ypeaHunu
Editor in Chief Deputy editors
Coma Tenanuena Cranpug ujana Hnam§CKa Kapandwuncka
Amnpnipeja ApcoBckn

Penaknucku oxoop / Editorial board u / and Exuropn no odnacru / Subject editors

Henap Jokcnmosuk, ['opan [Tumutpos, Kouo Hakanaposcku, CHexkana CTojKoBcka, MuiieHa
[lerpoBcka, Criace JoBkoBcku, Mapuna JlapueBa Yakap, Mapuja Panesa, 'opan Konpos

Texnuuku ypeanuk / Technical editor

Jynuja ZKuBagunosuk borganoscka

HNnrepnannonanen pepakuucku oxoop / International Editorial board

Bernardus Ganter - UK, Daniel Rukavina - Croatia, Dusko Vasic - Republika Srpska
Frank A. Chervenak - USA, Franz Porzsolt - Germany, Isuf Kalo - Albania, Idris T. Ocal -
Arizona, USA, Jovan Hadzi-Djokic - Serbia, Ljubisa Markovic - UK, Lako Christiaan -
Danmark, Marina Kos - Croatia, Pavel Poredos - Slovenia, Vladimir Ovcharov -
Bulgaria, Stefan Tofovic - USA

M3nasauku coser / Editorial Counsil

IIpercenaren / President
Crojmup ITerpos

Bunjana Janescka, Buima Jlazaposa, I'murop Humurpos, one Cnacoseku, I'oprana Ilerpymescka, [parocinas MitageHOBUK,
Fopre Tokuk, Foprn Iepuban, Marnanena 'enagueBa [Jumutposa, Coma ['enaguena CraBpuK,

Cekperap na Penaknujara / Secretary of the Editorial Office
B. Mutpescka

Jaznuen pexakrop Ha MakefRoHcKH ja3uk / Proof-reader for Macedonian
J. MapTtunoscka [I. Anmekcocka

JekTop 3a anrmucku ja3uk / Proof-reader for English
JI. laneBcKa

O6padoTka Ha Tekcror / Text editing
C. Crambonuesa

Hacnos na Pegakuujara u m3gasavor / Address of the Editorial Office and Administration:
1000 Skopje, Dame Gruev 3, Gradski yid blok 2
tel. 02/3162 577
www.mld.org.mk / mld@unet.com.mk
Kupo cmetka / Bank Account
300000000211884 - Komercijalna banka Skopje

ITeyatn: Bpanko I"ano rpadguuko npousBoacTeo - CKorje

MaxkenoHCKY MEIUIIMHCKY MPETJIeN ce evYaTH TpH HaTu ropuirHo. [IpeTmiaTaTa 3a ciucanneTo u3HecyBa 10 eBpa
3a nekapu, 50 eBpa 3a ycTaHoBa, cTpancTBo 80 eBpa.

OcHoBazo 1946 Founded 1946


http://www.mld.org.mk/
mailto:mld@unet.com.mk

Coppxuna/Contents

|. PeBujannn TpynoBu/Review

HOW RELIGION IMPACTSBLOOD DONATION
KAKO PEJIUTUJATA BJIMJAE HA KPBOJJAPYBABETO
Sadula Useini, Rada Grubovic and Goran ANdOnOV..........oiiiiniiiiiii i e 107

COMPARISON OF THERAPY WITH BOTULINUM TOXIN A, LOCAL NIFEDIPINE IN
COMBINATION WITH LIDOCAINE AND MANUEL ANAL DILATION IN TREATMENT OF
BLEEDING OCCURRENCE IN PATIENTS WITH PRIMARY CHRONIC ANAL FISSURES
CIHHOPEJABA HA TEPAIINJATA CO BOTULINUM TOXIN A, JIOKAJIEH NIFEDIPINE BO
KOMBHUHALINJA CO LIDOCAINE U MAHYEJIHA AHAJIHA TWJIATALIMJA BO

TPETMAH HA ITIOJABATA HA KPBABEILE KAJ TAHUEHTHU CO ITIPUMAPHHA

XPOHUYHU AHAJIHA ®UCYPHU

Vladimir Andreevski, Nenad Joksimovic, Magdalena Genadieva-Dimitrova, Rozalinda Popova, Nikola
Jankulovski, Gjorgji Jota, Beti Todorovska, Kalina Grivceva-

Stardelovaand Atip Ramadani..............ouieiiiiii i 110

I1. Opurunaxnan Tpymosun/ Original Articles

SINONASAL MICROBIOTA IN PATIENTS WITH CHRONIC RHINOSINUSITIS
CUHOHA3AJIEH MUKPOBUOT KAJ HAIHMEHTH CO XPOHUYEH PUHOCHUHY3UTUC
Jane Netkovski, Biljana Shirgoska and Vesna Kotevska. ..., 118

IMPORTANCE OF EXTRAMURAL VASCULAR INVASION IN PREOPERATIVE STAGING

OF RECTAL CANCER WITH MRI

SHAYEIBLETO HA EKCTPAMYPAJIHATA BACKYJIAPHA UHBA3UJA BO
MNPEJONEPATUBHUOT CTEJIIUHI' HA PEKTAJIEH KAPIITUHOM CO MATHETHA
PE3OHAHCA

Ana Lazarova and Aleksandar Karagjozov...........coovviiiriniiiiiiiiiieee e se s 123

DISTRIBUTION OF HPV TYPES AMONG PATIENTS WITH POSITIVE HISTOLOGICAL
FINDINGS FOR CERVICAL PRECANCEROUS LESIONS AND INVASIVE CANCER OF

THE UTERINE CERVIX

JIMCTPUBYIIMJA HA XIIB TUMIOBUTE MEI'Y MALIIMEHTKHA CO IMO3UTUBHU
XUCTOJIOLWKHU HAOIU 3A HEPBUKAJIHU NPEKAHLEPO3HU JIE3UW U UHBA3UBEH
HEPBUKAJIEH KAPLHUHOM

Goran Dimitrov, Elena Dzikova, Gligor Dimitrov, Gligor Tofoski, Ana Daneva- Markova, Marija

JOKSIMOVIC and Ivana Kjajova. .........o.iiiitin i e e e 129

EARLY WOUND INFECTIONS FOLLOWING REMOVAL OF POSITIONING SCREW
FROM THE DISTAL TIBIO-FIBULAR SYNDESMOSIS

PAHU UH®EKIIMA HA PAHATA TIO BAJEWBE HA TNO3UIIMOHHUOT HIPA® O
JAUCTAJIHATA TUBUO-®UBYJAPHA CUHJAE3MO3A

Marko Spasov, Oliver Arsovski, Ljupco Nikolov, Igor Merdzanoski and Igor Kaftandziev.................. 133

KOPEJAIINJA HA BPEMETO O ITIOYETOK HA CUMIITOMMU 10
JAIMAPOCKOIICKATA ONEPAIIMJA U HEJBUHUOT UCXO KAJ TAIIMEHTKHA

CO ATHEKCAJHA TOP3UJA: TIET TOANIIHO UCKYCTBO

CORRELATION OF TIME FROM BEGINNING OF SYMPTOMS TO
LAPAROSCOPICOPERATION AND ITS EFFECT IN PATIENTS WITH ADNEXAL

TORSION: FIVE-YEAR-EXPERIENCE

Jadranka Georgievska, Gligor Tofoski, Ana Daneva Markova and Atanas SivevsKi.......................... 139


HP
Highlight


DURATION OF INTERFERON BETA TREATMENT IN MULTIPLE SCLEROSIS ISNOT
ASSOCIATED WITH HIGH BINDING ANTIBODY TITERS

BPEMETPAEILETO HA TEPAIINJATA KAJ MYJTHUIIJVIA CKJIEPO3A CO UHTEP®EPOH

BETA HE BJIMJAE HA PA3BOJ HA BUCOK TUTAP HA BP3YBAUYUKHN

AHTUUHTEP®EPOHCKHN AHTUTEJIA

Bojan Boshkovski, Igor Kuzmanovski, Emilija Cvetkovska, Slobodanka Burneska Sazdova, Tatjana

Petkovska Boshkova, Anita Hristova Dimcheva, Nikolina Tanovska, Dennis W Dietrich, Vasko

Alekosvski, Vesela Maleska Ivanovska and Marija Babunovska.................ccooooviiiiiiiiiiiei i, 135

111. ITpuka3 na cay4aj/Case reports

TEHKOLPEBHA BAKTEPUCKA INPOJIU®EPAIIUJA KAJ TAIIMEHT CO CUHAPOM HA
CJIEITA BUJYT A

SMALL INTESTINAL BACTERIAL OVERGROWTH IN PATIENT WITH BLIND-LOOP
SYNDROME

Ivana Milicevic, Goran Stefanovski, Vladimir Andreevski, Kalina Grivceva-Stardelova, Magdalena
Genadieva-Dimitrova, Gjorgji Deriban, Mihajlo Rodzevski and Julijana Petrovska........................... 150

LIPOSUCTION OF A GIANT LIPOMA
JIMTIOCYKUHUJA HA TUITAHTCKH JIMUIIOM
0T T 153



Max Meo Ilpezaeo 2018;72(3): 123-128

Original article

IMPORTANCE OF EXTRAMURAL VASCULAR INVASION IN PREOPERATIVE STAGING OF

RECTAL CANCER WITH MRI

3HAYEBETO HA EKCTPAMYPAJIHATA BACKYJIAPHA UHBA3HUJA BO
HNPEJOHNEPATUBHUOT CTEJIIMHI' HA PEKTAJIEH KAPIIUHOM CO MATHETHA

PE3OHAHCA

Ana Lazarova' and Aleksandar Karagjozov?

'University Clinic for Surgical Diseases, University Surgery Hospital "Sv. Naum Ohridski"-Skopje,
2University Clinic of Digestive Surgery, Faculty of Medicine, University "Ss. Cyril and Methodius", Skopje,

Republic of Macedonia
Abstract

Introduction. Rectal cancer is the third most common
malignant disease worldwide with a high mortality rate
in developed countries. The prognosis of rectal cancer
has been significantly improved over the past decade,
and this is mainly due to progress in preoperative sta-
ging, which has been reflected in the therapeutic approach,
where a significant change was made from simple sur-
gical treatment to multimodal treatment. Although extra-
mural vascular invasion (EMVI) is not included in the cla-
ssical protocol for preoperative staging, itis a significant
prognostic indicator of the recurrence rate.

Methods. The study is a prospective one, and it inclu-
ded 61 hospital patients with previously proven rectal
cancer, who had been operated on at the Department
of Abdominal Surgery ofthe University Clinic for Sur-
gical Diseases “St. Naum Ohridski” in Skopje, and who
underwent a magnetic resonance staging preoperatively.
Results. Comparison of extramural vascular invasion
determined with MR preoperatively with pathohistological
postoperatively obtained result.

Conclusion. MR as an ideal imaging method in pre-
operative staging of rectal carcinoma. It is a tool that
determines with high accuracy the extramural vascular
invasion in patients with rectal cancer.

Keywords: rectal cancer, magnetic resonance, preoperative
staging, extramural vascular invasion

AOcTpakT

Bogen. PexranHuor KapuouHOM € TpE€Ta 110 4Y€CTOTa Ma-
Juraa 6osect mMUpyM CBETOT CO BHCOKa CTallka Ha
MOPTAJIMTET BO Pa3BUCHUTEC SCMjI/I. HporH03aTa Ha PEK-
TaJICH KapUUHOM € 3Ha‘-[ajHO no,u06peHa BO U3MHHATa-

Correspondence to: Ana Lazarova, University Clinic for Digestive
Surgery-University surgery hospital "Sv. Naum Ohridski", 1000 Skopje, R.
Macedonia; E-mail: anidinamita@gmail.com

Ba JieKala, ¥ OBa € TJIaBHO OJjaromapejku Ha Harpe-
JIOKOT BO TPEIONEPATHBHUOT CTEjUHUHT, MTO pedliek-
TUpAaIle BO TEPANUCKUOT IPHUCTAI, KaJie MITO 3HaYajHa
MPOMEHA € HalpaBeHa OJf CIHOCTABEH XHUPYPILIKH TpPET-
MaH JI0 MyJITHMOJAIUTH TpeTMaH. Mako He cmaka BO
KJIACHYHUOT MPOTOKOJ 32 MPEIONEPATHBEH CTCjIIMHT-
eKcTpamMypayiHaTa BacKynapHa uHBasuja (EMBU) e 3na-
YaeH MPOTHOCTHYKHU TOKAa3aTel 3a CTalKaTa Ha peru-
JTUBHPAHE.

Metoau. CTynujata € MpOCIEKTUBHA, U BKIIydyBa 61
OOJIHMYKH TAIMEHTH CO TPETXOAHO IOKAXKaH peKTa-
JICH KapI[MHOM, KOHM C€ OrepupaHd Ha AOIOMHHATHA
Xupypruja npu YK mo xupypmku 6onectn Cs.Haym
Oxpuncku-Ckomje, 1 Kaj KOU MpeIonepaTuBHO € Hall-
PaBEH CTEJUIMHI CO MarHeTHa Pe30HaHca.

Pesyararu. Komnapanuja na Exctpa mypanHara Bac-
KyJlapHa MHBa3Mja oapeneHa co MP mpenomepatiBHO €O
MATOXKMCTOJIONIKU TIOCTOIIEPATUBHO IOOMEHHOT PE3yIITar.

3akaydok. MP kako ujaearHa MMHIMHT METOAa BO
MPEIOTICPATUBCH CTEJUMHT HAa PEKTaJIeH KapIHHOM.
AnaTka Koja cO BHCOKa TOYHOCT ja ojapemyBa Ekcrpa
MypajHaTa BacKyJlapHa HWHBa3Mja Ka MAaIlHEHTH CO
PEKTAJICH KapI[THOM.

Kayunn 360poBu: peKTaneH KapIMHOM, MarHeTHa
pe30HaHCa, MPEAONIePAaTUBEH CTEJIIMHT, EKCTpa MypaiHa
BacKyJapHa NHBa3Hja

Introduction

Rectal cancer is the third most common malignant di-
sease worldwide with a high mortality rate in develo-
ped countries. The prognosis of rectal cancer has been
significantly improved over the past decade, and this is
mainly due to the progress in preoperative staging,
which reflected in the therapeutic approach, where a
significant change was made from simple surgical
treatment to multimodal treatment [1]. This reduced the
local recurrence rate by 11% and increased the 5-year
survival rate by 58% [1,2].
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Extramural vascular invasion

About 50% of colorectal cancer is localized in the rec-
tum. Rectal cancer is defined as a tumor whose upper
margin is measured with a rigid rectoscopy at 16cm or
less of the anocutaneous line. The highest percentage
ofrectal cancer belongs to adenocarcinoma (98%). The
remaining rectal tumors are relatively less common,
carcinoid (0.1%), lymphomas around 1% and gastroin-
testinal stromal tumors (GIST) less than 1% [2].
Mesorectal fascia is a significant anatomic indicator
for the diagnostic evaluation of the local tumor spread.
Fascia is a connective tissue that surrounds the rectum
and mesorectal fat, including lymph nodules and lymph
vessels to the pelvic floor, and is actually a natural
barrier to tumor spread [3,4].

Surgical treatment of rectal cancer is a challenge to
achieve a balance between minimizing the risk of local
recurrence and preserving the anorectal and genitourinary
function. Total mesorectal excision (TME is the removal
of the tumor, rectum and surrounding mesorectal fat [4-6].
Today, TME is a surgical choice for treatment of rectal
cancer. The introduction of this surgical technique has
reduced the rate of mortality from rectal cancer from
16% to 9%.

TME involves resection of the tumor margins. TME is
a mesorectal compartment that includes the rectum,
surrounding mesorectal fat weaving, surrounding lymph
nodules and mesorectal fascia [6].

The next advancement in the treatment of rectal cancer
is a transition from adjuvant to neoadjuvant chemora-
diotherapy, which has resulted in an increase in the
percentage of five years of survival and a decrease in
the recurrence rate, has decreased the percentage of
multivisceral and extensive resections in the surgical
treatment of the rectal cancer [7-9].

The goal of neoadjuvant therapy is to reduce the size
and stage of advanced rectal cancer, to minimize the
risk of distant metastases and to allow less extensive
surgical therapy and, preferably, a sphincter preserva-
tive technique [8].

It is a question whether a patient with a rectal cancer is
a candidate for TME alone or a preoperative chemo-
radiotherapy followed by TME. Preoperative staging with
MR may be the answer to this question because it is the
most important tool in the staging of rectal cancer [9].
The magnetic resonance imaging method plays a
crucial role in the preoperative staging of the rectal can-
cer. MR is a modality of choice for rectal cancer staging,
which assists the surgeon in achieving negative resec-
tion margins.In fact, MR assists the surgeon in planning
the type of surgical treatment, and helps predict the
response to treatment and disease detection [10,11].
Surgical treatment with negative resection margins (no
tumor presence within 1mm of resection margins, seen
on histopathology) is the only standard for treatment.
Positive postoperative margins often result in relapse
of the tumor, the possibility of the disease being in-
curable, poor quality of life, and a recurrent rate of 5-

year-survival. The initial preoperative staging is aimed
at selecting patients requiring chemoradiotherapy.

In patients with rectal cancer, local relapse is difficult
to treat; it can cause a variety of symptoms, and most
often has a fatal outcome [12-14].

Fig. 1. Example of positive EMVI in rectal cancer

Preoperative staging of rectal carcinoma with MR
allows patients, usually in T1, T2 and T3a stage, to be-
nefit from only TME without preoperative neoadjuvant
therapy, in contrast tothose patients with extrarectal
spread that might benefit from a preoperative radio
chemotherapy, in order to reduce the tumor [15,17-19].

Extramural vascular invasion (EMVI) is a significant
prognostic indicator for the eventual recurrence of
rectal cancer after surgery. EMI is a direct invasion of
the blood vessels, usually veins from the tumor itself.
This occurs at the macroscopic level and can be detec-
ted by MR. It is also a significant prognostic indicator,

Fig. 2. Positive EMV1 in rectal cancer

a predictor of hematogenous tumor spread. MR is a
highly specific and moderately sensitive tool in the
detection of EMVI [18-20]. EMVI pozitiv is defined
as the presence of tumor cells in the blood vessels in
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mesorectal fat. Its manifestation is a local advanced
tumor that penetrates deeper into the mesorectum and
is used as a marker for a lower rate of 5-year-survival
and local recurrence [21,22].

Earlier EMVI was detected on the histopathological
sample of the operative specimen. Lately, EMVI has
been detected in MR before and after neoadjuvant
chemoradiotherapy. MR has the ability to determine
this parameter in vivo [22,23].

Extramural venous invasion (EMVI) plays a role in
preoperative risk stratification and influences the choice
of possible preoperative neoadjuvant treatment. EMVI
responds to chemoradiotherapy by making fibrosis of
blood vessels that can be detected on MR. The regre-
ssion of EMVI as a result of neoadjuvant treatment
can be a measurable indicator and can be used as a
biomarker to evaluate the effect of treatment [24].

Expansion of
extramural
vessels by tumour

Serpiginous /

tubular extension
of tumour signal

MRI for detection of exinumural
vascular invasion i rectal cancer.

AJR Am 1 Roentgenol 191(5); 1517-

1522

Fig. 3. Characteristic features of EMVI
Material and methods

This was aprospective study, which included 61 hos-

pital patients with previously proven rectal cancer,

who wereoperated on at the Department of Abdominal

Surgery of the University Clinic of Surgical Diseases

“St. Naum Ohridski” in Skopje.

O Inclusion criteria for participation in the study
were: patients in whom rectal cancer had been pro-
ven previously by colonoscopyand were scheduled
for surgery.

[0 Patients excluded from the study werethose who
had a body weight higherthan 120 kg, patients who
had implanted metal parts and patients who could-
not undergothe examination due to claustrophobia.

The following parameters were considered: sex, age,

family history, localization of the tumor in (low, middle,

high) rectum, and T and N stages determined by MR.

A CT waspreoperatively made to determine the possible

existence of distant MS deposits.

A correlation was then made with the results obtained

from the histopathological finding.

MRI should determine the following:

O Localization of the tumor-whether it wasa high or
low rectal tumor, its size, as well as the way of its
growth.

0 Tstaging-T1, T2, T3and T4

[0  The distance of the tumor to the mesorectal fascia

[0 Tumoral growth or the existence of lymph nodes
up to mm from the margin of resection

[0  The presence of lymph nodes mesorectally

0O The presence of extramural vascular invasion
(EMVI1 positive or negative).

Recent studies performed on 3T MR have shownno

significant difference in the differentiation of the T2

stage and early T3 stage. The latest views in the lite-
rature show that both 1.5 T and 3 T are equally useful
in the TMN staging.The MR protocol includes the

SAG T2 pulse sequence that starts the scan [13,14].

The cranial boundary of the scanning field is the level

of the vertebrae L5, and the caudal is below the anal

duct. This pulse sequence provides a longitudinal
cross-section of the tumor giving an insight into its
length and the way of its growth. This pulse sequence
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4.

Fig canning of rectal cancer with MRI
"] Series2;
pathohistology
M Series2; MRI EMVI+;30
EMVI+; 27

o S
o Seri path
E EM

Fig. 5. Correlation of EMVI MRI with

The comparison of EMVI detected preoperatively with
MR and postoperative pathohistological results give us
the right to regard MR as the gold standard in preope-
rative staging of rectal carcinoma [27,28]

Figure 5 shows correlation of EMVI MR with EMVI
pathohistology shows that 27 patients have EMVI MR

measures the distance from anorectal blend to the
lower edge of the tumor to determine the localization
of the tumor in the rectum [22-24].

Based on the sagittal pulse sequence, the axial pulse
sequences (AX T1, T2, DWI) have to be perpendicular
to the axis of the tumor to avoid the partial volume
effect.Coronal shots are planned perpendicular to axial
and distally localized tumors parallel to the anal canal
[19,20].

Discussion
This study shows that MR is a tool with high accuracy

for prediction of tumor recidives depending on positive
or negative EMVI preoperatively.

M Series2; MRI
EMVI 34

Series?;
pathohistalogy
EMVI-; 31

B Seri
E

pathohistology

positive correlation with the results from patho-
histology it have been 30 patients with EMVI positive.
MR EMVI negative has been detected within 34
patients correlating to the results from pathohistology
there have been 31 patients with EMVI negative.

Fig. 6. Per

Figure 6 shows that difference between EMVI MR and
EMVI pathohistology was not more than 10%, which

centage of correlation of EMVI MRI with pathohistology

was in agreement with the results from the scientific
literature.
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Although EMVI is not included in the classical
protocol for staging of rectal cancer preoperatively, its
significance as a prognostic indicator of tumor relapse
is indisputable.

MR is a standard procedure in the diagnosis of rectal
cancer in developed countries. In addition, there are no
exact criteria for performing this imaging technique in
our country, which are essential for determining the
preoperative stage of the disease, isolation of patients
who are candidates for neoadjuvant therapy and
multimodal treatment with additional performance of
lower rectal UC [29,30].

All thesecould lead to a reduction in the number of
extensive surgeries, and increase of the number of
sphincter-preserving surgical procedures. This implies
completion of MRI procedure, supplemented with
lower rectal US (for better differentiation between T1
and T2 stages), which would improve the diagnostics
and radicality of the overall treatment in rectal cancer
[31].

MR isan ideal imaging method for preoperative
staging for a local or advanced stage of rectal cancer.
MR allows evaluation of extramural spread,
determines the mesorectal involvement and involves
the margins of resection [32,33].

Conflict of interest statement. None declared.
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