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humanitetit:

Pér mésuesit e mi do té kemé gjithmone
miradi e respekt té merituar.

Detyren time do ta ushtroje me ndérgjegje e
dinjitet.

Brengosja ime mé e madhe do t€ jeté
shendeti i pacientit tim.

Do t’i ruaj me tére fuginé ge kam nderin dhe
traditén fisnike té profesionit mjekéesor.
Kolegét e mi do ti kem véllezér.

Né punéen time me té semurét nuk do

te ndikoje kurrfaré paragjykimi mbi
perkatésingé fetare, kombétare, racore,
politike a klasore.

Jetén e njeriut do ta respektoje absolutisht,
ge nga zanafilla e saj.

Nuk do te lejojé as ne rrethana kercenimi
ge dija ime jetésore té perdoret ne
kundérshtim me ligjete humanitetit.

Keéte betim e jap solemnisht dhe me vullnet
duke u mbeshtetur ne nderin tim.

HIPPOCRATIC OATH

At the time of being admitted as a Member
of the medical profession | solemnly pledge
my self to dedicate my life to the service of
humanity:

| will give to my teachers the respect and
gratitude which is their due;

| will practise my profession with
conscience and dignity;

The health and life of my patient will be my
first consideration;

| will respect the secrets which are confided
in me;

| will maintain by all means in my power,
the -honour and the noble traditions of the
medical profession;

My colleagues will be my brothers:

| will not‘permit considerations of religion,
nationality, race, politics or social standing
to intervene between my duty and my
patient;

| will maintain the utmost respect for
human life, from the time of its conception.
Even under threat,

| will not use my medical knowledge
contrary to the laws of humanity;

I make these promises solemnly, freely and
upon my honour.
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QELLIMI

Monitorimi dhe perceptimi i efektit t& Kanabis Oli
(Kanoil) né dhimbjet e pacientéve g€ trajtoheshin me
radioterapi pér shkak té tumoreve malinje né koké dhe
qafé.

MATERIALI DHE METODA

Né Klinikén pér radioterapi dhe onkologji né Shkup
ishin t€ shtruar 25 pacienté me sémundje malinje té
kokés dhe qgafés. T¢é gjith€ pacientét iu nénshtruan ra-
dioterapisé me doz€ ditore 2 Gy pér njé periudhé 6-7
javésh, pavarésisht nga mosha dhe gjinia. Lezionet né
gojén e tyre u trajtuan me vaj kanabis 7% CBD (700
mg CBD /10 ml) prodhuesi i té cilit &shté Replek, Shk-
up, Republika e Magedonisé sé¢ Veriut. Shkalla analoge
vizuale (VAS) &shté pérdorur pér t€ vlerésuar dhimb-
jen. N& kété shkall€, intensiteti i dhimbjes pércaktohet
pérmes vlerave numerike nga 0-10 ku 0 do té thoté pa
dhimbje dhe 10 pér dhimbjen mé té forté. Intensiteti i
dhimbjes pércaktohet né tre faza: né fillim, ditén e 10
dhe 1 muaj pas aplikimit t€ vajit t€ kanabisit.

REZULTATET

Pas 10 dité€ dhe 1 muaj trajtimi me Kanoil vihet re se
intensiteti i dhimbjes po zvogélohet ngadalé. Intensite-
ti mé i ulét i dhimbjes vihet re pas 1 muaji t€ trajtim-
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AIM

To monitor and perceive the effect of Cannabis Oli
(Kanoil) on patient's pain who were treated with radio-
therapy because of malignancies on the head and neck.

MATERIAL AND METHOD

There were 25 patients with malignancies of the head
and neck hospitalized at the Clinic for Radiotherapy
and Oncology in Skopje. All the patients underwent
radiotherapy with daily dose of 2 Gy for the period of
6-7 weeks, regardless their age and gender. Lesions in
their mouth were treated with Cannabis Oil 7% CBD
(700 mg CBD / 10 ml) whose manufacturer is Replek,
Skopje, Republic of North Macedonia. The Visual an-
alogue scale (VAS) was used to assess the pain. In this
scale, the intensity of the pain, is determined through
numerical values from 0-10 where 0 means no pain,
and 10 for the hardest pain. The intensity of the pain
is determined in three stages: at zero time, day 10 and
1 month after application of Cannabis Oil.

RESULTS

After 10 days and 1 month treatment with Kanoil it is
noticed that the pain intensity is slowly going down.
The lowest intensity of pain is noticed after 1 month
of treatment. Comparing the results, a significant dif-
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it. Nga krahasimi i rezultateve u vu re njé diferencé
domethénése ndérmjet palés sé kontrolluar dhe asaj té
ekzaminuar (p<0,001).

KONKLUZION

Kanoil ka njé efekt pozitiv né€ reduktimin e dhimbjes,
me efektin mé€ t€ madh pas 1 muaji té trajtimit. Ap-
likimi 1 kétij vaji pérmir€son pértypjen, gélltitjen, té
folurit dhe cilésiné e jetés dhe i ndihmon kéta individé
té ken€ njé jet€ me t€ miré shoqérore.

Fjalét kyce: Mukoziti oral, vaji i kanabisit, radiotera-
pi, sémundjet malinje té kokés dhe qafés

HYRJE

Kanceri i kokés dhe qafés jané sémundje té€ rénda qé
kérkojné angazhim, njohuri, aftési dhe profesional-
iz€m té madh nga piképamja diagnostike dhe terapeu-
tike. Gjithashtu, kéto jané sémundje g€ pasohen me
komplikacione té shumta, efekte anésore, pérfshiré
edhe vdekjen e pacientit.

Protokollet terapeutike qé aplikohen né trajtimin e
kétyre pacientéve nuk manifestojné gjithmoné vetém
efektet e tyre t€ dobishme terapeutike, pér t€ cilat ap-
likohen. Shumé shpesh ata mund t€ jené iniciatoré dhe
ndérmjetésues t&é reaksioneve t€ shumta negative, t&
cilat shqetésojné pacientin dhe komplikojn€ rrjedhén
e métejshme t€ terapisé mjaft t&€ komplikuar. Efektet
anésore mund té jené pér shkak t€ trajtimit qé kryhet,
pavarésisht nése béhet fjalé pér kimioterapi, radioter-
api (RT), kombinim i t€ dyjave, apo pasojé e aplikimit
té ndonjé modaliteti tjetér terapeutik. Kéto komplik-
ime ndodhin n€ aférsisht 80% té pacientéve q€ marrin
kimioterapi dhe 100% té pacientéve q€ marrin RT né
trajtimin e kancerit t€ kokés dhe qafés dhe aférsisht
20-40% té atyre q€ marrin kimioterapi konvenciona-
le.'? Pavarésisht se pér cilin modalitet terapeutik béhet
fjalé, shumé shpesh pacientét pérjetojné ndryshime né
mukozén e gojés pérmes zgavrés s€ gojés, 1 ashtuqua-
jturi mukozit oral (MO). Efektet anésore paraqgiten
klinikisht si démtime dhe 1éndime t€ mukozés sé go-
jés, me njé manifestim klinik heterogjen qé ndryshon
padyshim profilin e personit nga aspekti social, emo-
cional apo psikologjik. Mukoziti oral manifestohet me
lezione ulcerative eritematoze dhe t€ dhimbshme té
mukozé€s sé gojés qé vérehen te pacientét me kancer té
trajtuar me kimioterapi dhe/ose RT.> Dhimbja, disfag-
jia, ndryshimet e shijes, humbja e peshés dhe infeksio-
net lokale jané komplikime t€ dhimbshme té MO.

T¢ gjitha kéto reduktojn€ mé tej cilésiné e jetes sé pa-
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ference was noticed between the controlled and the ex-
amined party (p<0,001).

CONCLUSION

Kanoil has a positive effect on pain reduction, with the
greatest effect after 1 month of treatment. The applica-
tion of this oil improves chewing, swallowing, speech
and quality of life and helps this individuals to have
better social life.

Keywords: Oral mucositis, cannabis oil, radiotherapy,
head and neck malignancies

INTRODUCTION

Head and neck Cancer are serious diseases that require
great commitment, knowledge, skill and professional-
ism from a diagnostic and therapeutic point of view.
Also, these are diseases that are followed by many
complications, side effects, including the death of the
patient.

The therapeutic protocols that are applied in the treat-
ment of these patients do not always manifest only
their beneficial therapeutic effects, for which they are
applied. Very often they can be initiators and mediators
of numerous adverse reactions, which trouble the pa-
tient and complicate the further course of rather compli-
cated therapy. Side effects can be due to the treatment
that is carried out, regardless of whether it is chemo-
therapy, radiotherapy (RT), a combination of both, or
a consequence of the application of some other thera-
peutic modality. These complications occur in approx-
imately 80% of patients receiving chemotherapy and
100% of patients receiving RT in the treatment of head
and neck cancers and approximately 20-40% of those
who receive conventional chemotherapy.'? No matter
which therapeutic modality in question, very often pa-
tients experience changes in the oral mucosa through
the oral cavity, the so-called oral mucositis (OM). Side
effects are clinically presented as damages and inju-
ries of the oral mucosa, with a heterogeneous clinical
manifestation that definitely changes the profile of the
person from a social, emotional or psychological as-
pect. Oral mucositis is manifested with erythematous
and painful ulcerative lesions of the oral mucosa that
are noticed in cancer patients treated with chemother-
apy and/or RT.? Pain, dysphagia, taste changes, weight
loss, and local infections are painful complications of
OM. All these mentioned further reduces the patient's
quality of life (QoL) and significantly complicates the
entire treatment.* Radiotherapy in patients with head

APOLONIA 48-49 - pg. 47-59, December 2022



Mladenovski Marko'2, Popovska Mirjana', Aleksovska Dushica3,
Petrovski Mihajlo?, Bexheti Zendeli Lindita4, Spasovski Spiro>s,
Gjorgovska Spasovska Ana’, Stojmenova Toneva Verica?

ROLI DHE FUNKSIONI | VAJIT TE KANABISIT (KANOIL) NE TRAJTIMIN E DHIMBJES NE
MUKOZITIN ORAL

cientit (CJP) dhe komplikojné ndjeshém té gjithé tra-
jtimin.* Radioterapia né pacientét me kancer t& kokés
dhe qafés con né radhé t& dyté né probleme té tjera
qé véshtirésojné jetén e pacientéve. MO si ndérlik-
imi mé& i shpeshté i terapisé me rrezatim né shumicén
e situatave shkakton probleme té€ mukozés orale. Né
kéta pacienté shpesh vérehen zona eritematoze ora-
le, lezione ulceroze. Zakonisht, kéto ndryshime jané
té dhimbshme, e bé&jné t& véshtiré t&€ ngrénit dhe kon-
tribuojné né shfagjen dhe pérparimin e infeksioneve
sekundare lokale dhe sistemike.”” Kryesisht, dhimbja
kronike vjen nga tumori, kanceri ose nga ndonjé gjend-
je e pafavorshme gjaté regjimit té terapisé.®

Njé nga simptomat mé té réndésishme té késaj kate-
gorie pacientésh qé duhet menaxhuar &shté dhimbja.
Menaxhimi i dhimbjes dhe cilésia e jeté€s né pacientét
me kancer ka njé réndési t€ madhe, sepse né té kundért
démton aktivitetet fizike, funksionale dhe emocionale
té individéve.’ Pér kété qéllim né farmakologjiné mod-
erne pérdoren gjithnjé e mé shumé disa zévendésues
natyralé, pérfshiré kanabisin.

Kanabisi éshté njé nga bimét mé t€ vjetra té drithérave
té njohura nga njeriu. Mijéra vjet mé paré€ njeriu e kulti-
voi até, késhtu qé sot njihen dhe njihen dy lloje kanabi-
si: Cannabis Sativa dhe Cannabis Indica. Komponimet
qé rrjedhin nga bima e kanabisit sativa punojné pér té
reduktuar dhimbjen te pacientét me kété lloj sémundje-
je. Komponimet e njohura té kanabisit q¢€ jané studiuar
mjaft shpesh jané A9-tetrahidro-kanabinoli (A9-THC)
dhe kanabidioli (CBD). Kéto komponime i pérkasin
familjes sé€ kanabinoideve.'® Pérdorimi i tyre brenda
kufijve t& arsyeshém lehtéson simptomat si dhimbje,
nauze, té vjella, ulje té oreksit. Zbulimi i sistemit en-
dokanabinoid &shté njé arsye plus pér kérkimet inten-
sive vitet e fundit mbi pérfitimet dhe réndésiné klinike
té kanabisit. Komponimet e kanabisit mund té apliko-
hen nga goja, rektale, té thithura, népérmjet spérkatjes
si njé¢ kombinim i THC dhe CBD, vetém THC, ose
vetém CBD.""'* Duke pasur njé efekt si ndérveprim,
kanabinoidet sinjalizojné sistemin endokanabinoid né
trup, né ményré té pavarur kané njé efekt né rrugén
e opioideve pér kontrollin e dhimbjes, aktivizimin e
sistemit imunitar dhe inflamacionin. Ky sistem éshté
ndoshta sistemi psikologjik mé domethénés qé ka
njé rol né ruajtjen e shéndetit t€ njeriut. Receptorét e
sistemit endokanabinoid gjenden né pjes€ t€ trupit té
njeriut si truri, organet, indi lidhor, gjéndrat, gelizat
imune.

Kané efekte t€ ndryshme né ¢do ind apo organ, por
gjithmoné me t€ njéjtin qéllim: homeostazé dhe njé
mjedis t&€ brendshém t€ géndrueshém. Kanabinoidet
nxisin homeostazén né ¢do nivel biologjik t& jetés, nga
néngelizor tek organizmi dhe komuniteti. Frekuenca e
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and neck cancers leads secondarily to other problems
that make the life of the patients more difficult . OM
as the most common complication of radiation therapy
in most situations causes problems of the oral mucosa.
Oral erythematous zones, ulcerative lesions can often
be noticed in these patients. Usually, these changes
are painful, make eating difficult and contribute to the
occurrence and progression of secondary local and
systemic infections.””’” Mostly, chronic pain originates
from the tumor, cancer or from some adverse condition
during the therapy regimen.®

One of the most important symptoms of this catego-
ry of patients that needs to be managed is pain. Pain
management and quality of life in cancer patients is
of great importance, because otherwise it impairs the
physical, functional and emotional activities of indi-
viduals.® For this purpose in the Modern pharmacol-
ogy some natural substitutes, including cannabis, are
increasingly used.

Cannabis is one of the oldest cereal plants known to
man. Thousands of years ago man cultivated it, so that
today two types of cannabis are known and recognized:
Cannabis Sativa and Cannabis Indica. Compounds de-
rived from the cannabis sativa plant work to reduce
pain in patients with this type of disease. Well known
cannabis compounds that have been studied quite of-
ten are A9-tetrahydro-cannabinol (A9-THC) and can-
nabidiol (CBD). These compounds belong to the can-
nabinoid family." Their use within reasonable limits
relieves symptoms such as pain, nausea, vomiting,
decreased appetite. The discovery of the endocannabi-
noid system is a plus reason for the intensive research
in recent years on the benefits and clinical relevance of
cannabis. Cannabis compounds can be applied orally,
rectally, inhaled, via spray as a combination of THC
and CBD, only THC, or only CBD.""'* Having an ef-
fect as an interaction, cannabinoids signal the endocan-
nabinoid system in the body, independently have an
effect on the opioid pathway for pain control, immune
system activation, and inflammation. This system is
perhaps the most significant psychological system that
has a role in maintaining human health. Endocanna-
binoid system receptors are found in parts of the hu-
man body such as the brain, organs, connective tissue,
glands, immune cells. Having different effects on each
tissue or organ, but always with the same goal: homeo-
stasis and a stable internal environment. Cannabinoids
promote homeostasis at every biological level of life,
from the subcellular to the organism and community.
The frequency of occurrence of OM, as well as serious
disorders at all levels in the oral cavity after the appli-
cation of the therapy, make this problem very relevant,
especially in the era of the increase of malignant dis-
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shfagjes sé MO, si dhe ¢rregullimet serioze né té gjitha
nivelet né zgavrén e gojés pas aplikimit t€ terapisé, e
bé&jné kéte problem mjaft aktual, veganérisht n€ epokén
e rritjes s€ sémundjeve malinje né popullaté.
Sidoqofté, né kété fushé njé gjé mbeti né pérputhje me
pérshkrimet fillestare dhe manifestimin klinik t€ MO.
Eshté zhgénjimi, pafugia dhe véshtirésia e mjekéve
dhe pacientéve nga mungesa e opsioneve terapeutike
pér t&€ parandaluar ose kuruar gjendjen ose té paktén
pér t'i béré mé té lehta simptomat e shkaktuara nga ra-
dioterapia. Prandaj kérkimi i terapistéve pér medika-
mente q€ do t€ pérdoreshin né trajtimin e MO pér t&é
lehtésuar problemet n€ gojé dhe pér t€ pérmir€suar
cilésiné e jeté€s né kété kategori pacientésh. Pér shkak
té késaj, presioni publik pér legalizimin e kanabisit pér
géllime mjekésore €shté rritur gjaté viteve t€ fundit né
té gjithé botén.'*!?

Duke u nisur nga fakti se qéllimi pérfundimtar i ¢do
terapisti €shté t€ kontrolloj€, lehtésojé ose zhduké
simptomat e mukozitit oral, t€ cilat do t€ pérmirésonin
cilésing e jetés s€ kétyre pacientéve, ne formuluam qél-
limin e kétij punimi: t€ monitorojmé dhe té percepto-
jmé efektin e aplikimi t€ vajit t€ kanabisit né trajtimin
e dhimbjes s€¢ MO né pacientét me kancer t€ kokés dhe
qafés.

MATERIALI DHE METODA

Hulumtimi éshté kryer né Klinikén e Onkologjisé dhe
Radioterapis€ né Qendrén Klinike Mjekésore Uni-
versitare né Shkup né bashképunim me Fakultetin e
Stomatologjis€ dhe Qendrén Klinike Universitare
Stomatologjike "Shén Panteleimoni" né Shkup.

Pér té realizuar qéllimin e kétij hulumtimi, jané pérf-
shiré 25 pacienté me kancer té€ diagnostikuar t& kokés
dhe qaf€s (Ca pharynx, Ca larynx, Ca hypopharynx, Ca
oropharynx, Ca linguae, apo ndonjé lloj tjetér malinje
né zgavrén e gojés). Ata ishin té shtruar né Klinikén e
Onkologjisé dhe Radioterapisé, té t&€ dy gjinive, pa kufi
moshe. Pér géllime terapeutike, te pacientét aplikohe;j
radioterapi, e cila pérshkruhej n€ njé dozé totale prej
60-70 Gy, e shpérndaré né njé doz¢ ditore prej 2 Gy.
Trajtimi kryhej brenda njé periudhe prej 6-7 javésh.

Pérzgjedhja e pacientéve &éshté béré nga pacientét e
shtruar n€ Klinikén e Onkologjisé dhe Radioterapisé t&
Departamentit t& Kancerit t€ Kokés dhe Qafés, né€ bazé
té informacioneve t& méparshme si dhe pajtueshmérise
me shkrim pér pérfshirjen né studim té pacientéve.
Pér informimin dhe pajtueshmériné e pacientéve pér
té qené pjes€ e grupit kérkimor né kété studim ekzis-
ton njé procesverbal me shkrim g€ nénkupton dy for-
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eases in the population.

However, in this domain one thing remained consistent
with the initial descriptions and clinical manifestation
of OM. It is the frustration, helplessness and difficul-
ty of doctors and patients from the lack of therapeutic
options to prevent or cure the condition or at least to
make the symptoms caused by radiotherapy milder .
Hence the therapists' search for medications that would
be used in the treatment of OM in order to ease the
problems in the oral cavity and improve the quality of
life in this category of patients. Because of this, public
pressure for the legalization of cannabis for medical
purposes has been increasing for the past few years all
over the world. "

Starting from the fact that the ultimate goal of ev-
ery therapist is to overcome, relieve or disappear the
symptoms of oral mucositis, which would improve the
quality of life of these patients, we formulated the goal
of this paper: to monitor and perceive the effect of
applying cannabis oil in the treatment of OM pain in
patients with head and neck cancers.

MATERIAL AND METHOD

The research was conducted at the Oncology and Ra-
diotherapy Clinics at the University Medical Clinical
Center in Skopje in cooperation with the Faculty of
Dentistry and the University of Dental Clinical Center
"St. Panteleimon" in Skopje.

In order to implement the purpose of this research, 25
patients with diagnosed head and neck cancers (Ca
pharynx, Ca larynx, Ca hypopharynx, Ca oropharynx,
Ca linguae, or any other type of malignancy in the oral
cavity) were included. They were hospitalized at The
clinic for oncology and radiotherapy of both sexes,
without age limit. For therapeutic purposes, radiother-
apy was applied to the patients, which was prescribed
in a total dose of 60-70 Gy, distributed in a daily dose
of 2 Gy. The treatment is carried out within a period of
6-7 weeks.

The selection of patients was made from the hospital-
ized patients of the Oncology and Radiotherapy Clinic
of the Department of Head and Neck Cancers, based
on previous information as well as written agreement
for inclusion in the study of the patients as respondent.
For information and agreement of the patients to be
part of the research sample in this study there is a writ-
ten record which means two forms filled out for each
patient individually. In the research, in each selected
patient, one side was treated with cannabis oil, and the
other side was not given topical treatment (as hospital-
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mularé té ploté€suar pér secilin pacient individualisht.
N¢ hulumtim, te secili pacient i pérzgjedhur, njéra ané
&shté trajtuar me vaj kanabisi, dhe ana tjetér nuk éshté
trajtuar lokalisht (studim i llojit split-mouth).

Pérzgjedhja e pacientéve €shté e kufizuar duke respek-
tuar kriteret e pérfshirjes dhe pérjashtimit nga studimi.

Kriteret e hyrjes:

- Pacientét g€ objektivisht kané ndryshime bilaterale
né kavitetin oral;

- Pacientét ekskluzivisht me kancer t€ kokés dhe qaf€s;
- Pacientét e trajtuar me radioterapi;

- Pacienté pa metastaza shtes€ né momentin e trajtimit;

Kriteret e pérjashtimit:

- Hipersensitiviteti ndaj Kanoil 1;

- Hipersensitiviteti ndaj ¢do pérbérési té Kanoil;
- Pacienté-duhanpirés;

- Gratg shtatzéna dhe

- Graté né laktacion

- Individét qé konsumojné alkool dhe

- Individét q€ marrin substanca t€ paligjshme.

Radioterapia &shté realizuar me aparat LINACK
SN356 dhe LINACK SN357, ish 2003, IX 5052
prodhim VARIAN dhe prodhim 2011.

Ndérhyrjet duke pérfshiré vlerésimin klinik dhe mat-
jet pér objektivitet mé t€ madh u kryen nga vetém njé
terapist. Grupi i1 studimit pérbéhet nga ndryshime bi-
laterale dhe lezione né 25 individé t€ cilét formuan dy
grupe:

- Grupi i studimit (njéra ané e t€ njé&jtit individ) - ndry-
shime dhe lezione nga 25 pacienté (subjekte), t€ cilét
jané trajtuar me Kanoil dhe

- Grupi i ekzaminuar - ndryshime dhe lezione né té
njé&jtin fluks prej 25 pacientésh (subjekte), té cilét nuk
jané trajtuar lokalisht (ana tjetér e t€ njéjtit individ),
dhe jané gjithashtu nj€ grup kontrolli.

Kanoil qé éshté pérdorur éshté vaj kanabisi 7% CBD
(700mg CBD/10 ml), produkt i Replek Farm, Shkup,
Republika ¢ Magedonis€é me numér dhe daté t& reg-
jistrimit n€ Regjistrin e produkteve kufitare 11-5637/2
nga 06. /09/2016. Shumica e barnatoreve né Magedo-
ni furnizohen me kété preparat dhe me kérkesé té pa-
cientéve pa receté t€ mjekut.

Vlerésimi i dhimbjes realizohet duke pérdorur shkallén
VAS (Visual Analogue Scale). VAS - shkalla €shté 10
njési e gjaté, nga 0 né 10, né t€ cilén midis shenjave O -
pa dhimbje - dhe 10 - dhimbje mé e keqe ¢ mundshme
- &shté e mundur té regjistrohet dhimbja e pérjetuar nga
pacienti né t€ gjitha fazat e ekzaminimit. Procedura e
regjistrimit t€ dhimbjes éshté marré nga studimi i Hell-
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ized patients are usually treated). This study belongs to
the split-mouth study group.

The selection of patients is limited by respecting the
criteria for inclusion and exclusion from the study.

Entry criteria:

- Patients who objectively have bilateral changes in the
oral cavity;

- Patients exclusively with head and neck cancers;

- Patients treated with radiotherapy;

- Patients without additional metastases at the time of
treatment;

Exclusion criteria:

- Hypersensitivity to Kanoil 1;

- Hypersensitivity to any ingredient of Kanoil ;
- Patients-smokers;

- Pregnant women and

- Lactating women

- Individuals who consume alcohol and

- Individuals receiving illicit substances.

The radiotherapy was carried out with a LINACK
SN356 and LINACK SN357 device, ex 2003, IX 5052
manufactured by VARIAN and manufactured in 2011.
Interventions including clinical assessment and mea-
surements for greater objectivity were carried out by
only one therapist. The study group consists of bilat-
eral changes and lesions in 25 individuals who formed
two groups:

- Study group (one side of the same individual) -
changes and lesions from 25 patients (subjects), who
were treated with Kanoil and

- Examined group - changes and lesions in the same
flow of 25 patients (subjects), who were not treated lo-
cally (other side of the same individual), and are also
a control group.

The cannoil that is used is 7% CBD Hemp oil (700mg
CBD/10 ml), a product of Replek Farm, Skopje, Re-
public of Macedonia with the number and date of en-
try in the Register of Border Products 11-5637/2 from
06/09/2016. Most of the pharmacies in Macedonia are
supplied with the preparation and it is freely dispensed
at the request of patients without a doctor's prescrip-
tion.

Assessment of pain is realized using the VAS scale
(Visual Analogue Scale). VAS - the scale is 10 units
long, from 0 to 10, on which between the marks 0 - no
pain - and 10 - the worst possible pain - it is possible
to record the pain experienced by the examined patient
in all stages of the examination. The pain registration
procedure was taken from Heller's study.’® Measure-
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er-it.'® Matja e intensitetit t€ dhimbjes u monitorua dhe
u vlerésua né€ ekzaminimin e paré€, pas 10 ditésh dhe
1 muaj trajtim, né€ t€ dyja anét e trajtuara me dhe pa
Kanoil.

REZULTATET

Analiza e shpérndarjes sé€ frekuencés pér dhimbjen e
gojés né tre kohét e matjes né grupet e studimit dhe
té¢ kontrollit tregoi kombinime t€ shpérndarjeve té
rregullta dhe t€ parregullta té€ frekuencés pérkatésisht
pér:  Shapiro-Wilk W=0.8354; p=0.0009 kundrejt
Shapiro-Wilk W=0.8355; p=0,0009 pér kohén zero,
Shapiro-Wilk W=0,9258; p=0,0696 kundrejt Shap-
iro-Wilk W=0,8481; p=0,0016 pér 10 dité dhe Shap-
iro-Wilk W=0,9427; p=0,1713 kundrejt Shapiro-Wilk
W=0,9314; p=0.0936 n€ 1 muaj. N& analiza t€ méte-
jshme jané aplikuar teste t&€ pérshtatshme statistikore.

Tabela 1. Analiza e intensitetit té dhimbjes
orale ndérmjet grupeve - koha zero
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ment of pain intensity was monitored and evaluated at
the first examination, after 10 days and 1 week of treat-
ment, on both treated sides with and without Kanoil.

RESULTS

Analysis of the frequency distribution for mouth pain
at the three measurement times in the study and control
groups indicated combinations of regular and irregular
frequency distributions respectively for: Shapiro-Wilk
W=0.8354; p=0.0009 vs. Shapiro-Wilk W=0.8355;
p=0.0009 for zero time, Shapiro-Wilk W=0.9258;
p=0.0696 vs. Shapiro-Wilk W=0.8481; p=0.0016 for
10 days and Shapiro-Wilk W=0.9427; p=0.1713 vs.
Shapiro-Wilk W=0.9314; p=0.0936 at 1 month. Ap-
propriate statistical tests were applied in further anal-
ysis.

Table 1. Analysis of oral pain intensity be-
tween groups - zero time

Numer [VMean Rank/| Sum Mann-Whitney

Intensity of the Mann-Whitney

Number |[Mean Rank| Sum

stot i dhimbies| Grupi Group
uteasitetidiinbies Ry ™) of Ranks U test mouth pain N) of Ranks | U test
Te 25 25,10 637,50 Examined 25 25,10 637,50
o It ekzaminuar 7=0,000; p=1,000 Zero time 7=0,000; p=1,000
Kontrolle 25 25,10 637,50 Control 25 25,10 637,50

*domethénés pér p<0.05

Analiza e intensitetit t&€ dhimbjes s€ gojés tregoi se né
kohén zero pér p>0.05, nuk kishte dallim domethénés
midis grupeve (t€ ekzaminuara dhe t€ kontrollit) (Ta-
bela 1). Né grupin e ekzaminuar, né tre kohét e matjes
(zero, 10 dité dhe 1 muaj), u vu re nj€ rénie e vlerés
mesatare t€ intensitetit t€ dhimbjes né€ gojé dhe mé pas
arriti n€ 8,5+1,5 kundrejt 7,2+1,9. kundrejt 4,1£1,9.
Né 50% té t& anketuarve, intensiteti i dhimbjes né gojé
ishte < 9 n€ kohén zero pér mesataren (IQR)=9 (7-10);
pér 10 dit€ <7 pér mesataren (IQR)=7 (6-8.5) dhe pér
1 muaj <4 pér mesataren (IQR)=4 (3-5.5). Krahasimi
i intensitetit t& dhimbjes s€ gojés ndérmjet tre kohéve
t€ matjes né grupin e egzaminuar, pér p<0.05, tregoi
nj€ ndryshim domethénés (Testi Friedman: N=20; Chi-
Square=44.863; df=2; p=0.00001) (Tabela 2).

Dhe né grupin kontrollues, né tre kohét e matjes, u vu
re njé ulje e dhimbjes mesatare né gojé dhe mé pas
ishte 8,5+1,5 kundrejt 8,4+1,5 kundrejt 6,4+2,3. N&
50% t& t& anketuarve, intensiteti i dhimbjes né gojé
&shté pér kohé zero < 9 pér mesataren (IQR)=9 (7-10);
pér 10 dité <8 pér mesataren (IQR)=8 (8-10) dhe pér
1 muaj <7 pér mesataren (IQR)=7 (5-8.5). Krahasimi
i intensitetit t&€ dhimbjes s€ gojés midis tre kohéve té
matjes n€ grupin CONTROL, pér p<0.05, tregoi njé
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*significant at p<0.05

The analysis of the intensity of mouth pain indicated
that at zero time for p>0.05, there was no significant
difference between the groups (examined and control)
(Table 1). In the EXAMINED group, in the three mea-
surement times (zero, 10 days and 1 month), a decrease
in the average value of the intensity of the pain in the
mouth was observed and it subsequently amounted to
8.5+1.5 vs. 7.241.9 vs. 4.1£1.9. In 50% of the respon-
dents, the intensity of pain in the mouth was < 9 at
zero time for Median (IQR)=9 (7-10); for 10 days <7
for Median (IQR)=7 (6-8.5) and for 1 month <4 for
Median (IQR)=4 (3-5.5). The comparison of the in-
tensity of mouth pain between the three measurement
times in the EXAMINED group, for p<0.05, indicated
a significant difference (Friedman Test: N=20; Chi-
Square=44.863; df=2; p=0.00001) (Table 2).

And in the CONTROL group, in the three measurement
times, a decrease in the average pain in the mouth was
observed and it was subsequently 8.5+£1.5 vs. 8.4£1.5
vs. 6.4+2.3. In 50% of the respondents, the intensity
of pain in the mouth, is for zero time < 9 for Median
(IQR)=9 (7-10); for 10 days <8 for Median (IQR)=8
(8-10) and for 1 month <7 for Median (IQR)=7 (5-
8.5). The comparison of the intensity of mouth pain
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ndryshim domethénés (Testi Friedman: N=20; Chi-
Square=33.566; df=2; p=0.00001) (Tabela 2 dhe
Grafiku 1).

Tabela 2. Analiza e intensitetit té dhimbjes sé gojés sipas
grupeve né tre periudha (kohé)
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between the three measurement times in the CON-
TROL group, for p<0.05, indicated a significant dif-
ference (Friedman Test: N=20; Chi-Square=33.566;
df=2; p=0.00001) (Table 2 and Graph 1).

Table 2. Analysis of mouth pain intensity according to
groups at three periods (times)

Standard Percentiles
deviation
(Std. Dev.)

Intensiteti i
dhimbjes

Number

N)

Percent
(Mean)

‘maximum

(Max)

minimum

(Min)

25th S0th

75th
(Median)

Standard Percentiles
deviation

(Std. Dev.)

Intensity of the
mouth pain

Percent
(Mean)

[Number

()

(Min)

maximum

(Max)

25th Soth

75th
(Median)

Friedman Test: N=25; Chi-Square=44,863; df=2; p=0,00001*

Friedman Test: N=25; Chi-Square=44,863; df=2; p=0,00001*

0-koha 25 8,48
10-dité 25 7,24 1,89 2
1-muaj 25 4,12 1,88 0

1,51 6 10
10

8

10
8,5
5,5

Q
=

0-time 25 8,48
10-days 25 7,24
1-month 25 4,12

1,51 6
1,89 2
1,88 0

7
6
3

10
8,5
5,5

=
=

Friedman Test: N=25; Chi-Square=33,566; df=2; p=0,00001*

Friedman Test: N=25; Chi-Square=33,566; df=2; p=0,00001*

0-koha 25 [848  [1,50 6
10-dité 25 (844 153 4
1-muaj 25 640 [2,33 0

10
10
10

10
10
85

Q
[}

0-time 25 8,48
10-days 25 8,44
1-month 25 6,40

1,50 6
1,53 4
2,33 0

7
8
5

10
10
8,5

=
=

*domethénése pér p<0.05 1EG-examined group; 2CG-control group

Pérveg késaj, njé analizé€ Post Hoc Test u aplikua né
grupet t€ dy grupet pér t€ pércaktuar réndésing e ndry-
shimeve midis intensitetit t€ dhimbjes sé gojés né tre
kohét e matjes. Dallimet né tre kombinime (0/10 dité;
0/1 muaj; 10 dité/1 muaj) u analizuan me testin e Wil-
coxon. Pér t&€ shmangur gabimin e tipit 1, sipas kor-
rigjimit Bonferroni, pér interpretimin e rezultateve té
fituara u pranua niveli i réndésisé p<0.02 (Tabela 3).

Tabela 3. Testi Wilcoxon pér krahasimin e intensitetit té
dhimbjes sé gojés individualisht né grupin e studimit dhe té
kontrollit né tre heré

*significant for p<0.05 11G-examined group; 2KG-control group

In addition, a Post Hoc Test analysis was applied in
the EXAMINED and CONTROL groups to determine
the significance of the differences between the mouth
pain intensity at the three measurement times. The dif-
ferences in three combinations (0/10 days; 0/1 month;
10 days/1 month) were analyzed by Wilcoxon signed
rank test. In order to avoid Type 1 error, according to
the Bonferroni correction, for the interpretation of the
obtained results, a significance level of p<0.02 was ac-
cepted (Table 3).

Table 3. Wilcoxon signed rank test of comparison of mouth
pain intensity individually in the study and control group at
three times

Wilcoxon Signed Ranks Test | 10 dité / zero 1 muaj / zero 1 muaj / 10 dité Wilcoxon Signed Ranks Test | 10 days / zero 1 month / zero |1 month /10 days
) Z (3,186)" (4,396)" (4,408)" z Z (3,186)" (4,396)" (4,408)
= Asymp. Sig. (2-tailed) | 0,001+ 0,0001* 0,0001* = Asymp. Sig. (2-tailed) | 0,001* 0,0001* 0,0001*
o zZ (,120)® (4,014)" (4,274)° T VA (,120)° (4,014)" (4,274)"
@] £
Asymp. Sig. (2-tailed) | 0,904 0,0001* 0,0001* Asymp. Sig. (2-tailed) | 0,904 0,0001* 0,0001*

*sipas Bonferroni korigjimi éshté domethénés pér p<0.02

b. bazuar né gradat pozitive c. bazuar n¢ gradat neg-
ative

Né grupin e egzaminuar me Kanoil, pér p<0.02, njé
ndryshim domethénés né intensitetin e dhimbjes né
g0jé u pércaktua nga testi Wilcoxon midis t€ tre kom-
binimeve té analizuara t& matjeve pér ndjekjen: a) 10
dité/zero. pér Z=3,186; p=0.0001; b) 1 muaj/ zero
pér Z=4.396; p=0.0001; dhe c) 1 muaj/ 10 dit€ pér
7=4.408; p=0.0001 pérve¢ njé uljeje t&€ ndjeshme t&
dhimbjes nga koha zero né 1 muaj ose intensitetit duk-
shém mé t& ulét t&€ dhimbjes pas 1 muaji (Tabela 3 dhe
Grafiku 1).
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*according to Bonferroni correction significant for p<0.02

b. based on positive ranks c. based on negative ranks

In the EXAMINED group with Kanoil, for p<0.02,
a significant difference in the intensity of pain in
the mouth was determined by the Wilcoxon Signed
Ranks Test between all three analyzed combinations
of measurements for the follow-up: a) 10 days/zero
for Z=3.186; p=0.0001; b) 1 month/ zero for Z=4.396;
p=0.0001; and c) 1 month/ 10 days for Z=4.408;
p=0.0001 in addition to a significant decrease in pain
from zero time to 1 month or significantly lowest pain
intensity after 1 month (Table 3 and Graph 1).
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Grafiku 1. Krahasimi i intensitetit mesatar té dhimbjes sé gojés né té tre kohét individualisht né grupin e
ekzaminuar dhe até té kontrollit /
Graph 1. Comparison of average intensity of mouth pain in three times individually in the examined and
control group

Wcnurysaua rpyna

i I -__p<0,02

. p<0,02
e I

WHTeH3WTeT Ha Gonka Bo ycTa

HynTa 10 newa 1 mecey

Né grupin kontrollues pa Kanoil, pér p<0.02, njé ndry-
shim domethénés né intensitetin ¢ dhimbjes né gojé u
pércaktua nga testi Wilcoxon midis dy nga tre kom-
binimet ¢ koh&rave té matjes, pérkatésisht pér: a) 1
muaj/ zero - Z =4,014; p=0.0001; dhe b) 1 muaj/ 10
dit€ - Z=4.274; p=0.0001 né té dyja pérveg intensitetit
dukshém mé té ulét t& dhimbjes né gojé pas 1 mua-
ji. Gjaté krahasimit 10 dité/zero, né grupin kontrol-
lues, pér p>0.02, nuk u pércaktua ndonjé ndryshim
domethénés né intensitetin e dhimbjes s¢ gojés (Tabela
3 dhe Grafiku 1).

Tabela 4. Krahasimi i forcés sé dhimbjes sé gojés midis
grupit té egzaminues dhe atij té kontrollit né dy kohé

2 =¥ Mean

KoHTponHa rpyna

20
i p>0,02
D 88 e
=
o
: 8.0 v
x= = <0.0
S 7s > p<0,02
w0 .
o]
T 79
5
=
= e
=
E 60
= p<0,02
L e
5.0 T Mean
HynTa 10pena 1 meceu

In the CONTROL group without Kanoil, for p<0.02,
a significant difference in the intensity of pain in
the mouth was determined by the Wilcoxon Signed
Ranks Test between two of three combinations of
measurement times, namely for: a) 1 month/ zero - Z
=4.014; p=0.0001; and b) 1 month/ 10 days - Z=4.274;
p=0.0001 in both in addition to the significantly lowest
intensity of pain in the mouth after 1 month. During the
comparison of 10 days/zero, in the CONTROL group,
for p>0.02, no significant difference in the intensity of
mouth pain was determined (Table 3 and Graph 1).

Table 4. Comparison of strength of mouth pain between
tested and control group at two times

Mann-Whitney U Test | 10 dité 'EG/CG IIE‘(;'/?C G Mann-Whitney U Test | 10 days 'EG/CG lllfln(‘;’/':tChG
Mann-Whitney U 185,000 128,500 Mann-Whitney U 185,000 128,500
z (2.525) (3.603) z (2.525) (3.603)
Asymp.Sig(2-tailed) | 0,012* 0,0001* Asymp.Sig(2-tailed) | 0,012* 0,0001*

*domethénése pér p<0.05 11G-EG; 2CG;

Krahasimi i intensitetit t€ dhimbjes éshté béré ndérm-
jet grupeve EG dhe CG né kohén e dyté dhe té treté té
matjes (10 dité dhe 1 muaj). Pér p<0.05, u pércaktua njé
ndryshim domethénés né t€ dyja kohét e matjes, pérvec
nj€ intensiteti dukshém mé t& ulét t& dhimbjes né€ gojé
né grupin e egzaminuar krahasuar me até t€ kontrollit
pér Mann-Whitney U Test: Z=2.525; p=0.012 pas 10
dité€sh dhe Mann-Whitney U Test: Z=3.603; p=0.0001
pas 1 muaji (Tabela 4 dhe Grafiku 1).
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*significant for p<0.05 11G-examined group; 2KG-control group;

A comparison of pain intensity was made between the
EXAMINED and CONTROL groups in the second and
third time of measurement (10 days and 1 month). For
p<0.05, a significant difference was determined in both
measurement times, in addition to a significantly lower
intensity of pain in the mouth in the EXAMINED group
compared to the CONTROL one for Mann-Whitney U
Test: Z=2.525; p=0.012 after 10 days and Mann-Whit-
ney U Test: Z=3.603; p=0.0001 after 1 month (Table 4
and Graph 1).

APOLONIA 48-49 - pg. 47-59, December 2022



Mladenovski Marko'?, Popovska Mirjana', Aleksovska Dushica3,
Petrovski Mihajlo?, Bexheti Zendeli Lindita?4, Spasovski Spiross,
Gjorgovska Spasovska Ana’, Stojmenova Toneva Verica?

ROLI DHE FUNKSIONI | VAJIT TE KANABISIT (KANOIL) NE TRAJTIMIN E DHIMBJES NE
MUKOZITIN ORAL

Grafiku 2. Krahasimi i intensitetit mesatar té dhimbjes né
gojé ndérmjet grupit té ekzaminuar dhe grupit té kontrollit
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Graph 2. Comparison of the average intensity of pain in
the mouth between examined and control group at three
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DISKUTIM

Mukoziti oral éshté njé pasojé e zakonshme e radioter-
apisé tek pacientét me kancer t€ kokés dhe qafés. IMRT
moderne redukton pasojat e rrezatimit né njé masé té
caktuar, domethéné lehtéson simptomat ¢ MO. Né&
shumicén e pacientéve, terapistét shpjegojné dukurité
negative té trajtimit, udhézohen té kryejné trajnime pér
ruajtjen e rregullt dhe korrekte t€ higjienés orale, apli-
kimin e nj€ diete té lehté pér t€ lehtésuar pasojat dhe
démtimet e mukozés sé gojés. Megjithaté, duhet ditur
se ¢farédo qé t&é béhet, shfagja e MO gjaté radiotera-
pisé€ nuk mund té parandalohet.'” Serioziteti, ashpérsia
e pasqyrés klinike, ecuria dhe prognoza e MO &shté e
lidhur me dozén e rrezatimit. Njé doz€ mé e larté rreza-
timi shkakton njé pamje klinike mé t€ véshtiré t€ MO.
Ndér simptomat dominuese &shté hiperemia e mu-
kozés s€ gojés, edema, erozioni dhe ulgera, depapilimi
i gjuhés, eritema, dhimbje, gélltitje e véshtiré.'®

Ne regjistruam dhe analizuam dhimbjen gjaté hulum-
timit tong. N€ fillim ose para fillimit t& trajtimit — koha
zero, 10 dité pas trajtimit dhe 1 muaj pas trajtimit t&
anés s¢ ekzaminuar dhe t€ kontrollit. Kemi trajtuar
anén e ekzaminuar t€ zgavrés s€ gojés me vaj kanabisi,
ndérsa ana e kontrollit nuk &shté trajtuar.

Né analizén lidhur me dhimbjen, jané pérfshiré dhe
analizuar tre intervale kohore, 0, 10 dit¢ dhe 1 muaj
pas trajtimit. Analiza e dhimbjes né gojé t& anés sé ek-
zaminuar né t€ gjitha fazat e ekzaminuara tregoi njé
ulje t€ intensitetit t& dhimbjes te pacientét, pala e t&
ciléve &shté trajtuar me vaj kanabisi (Kanoil). Gjaté
krahasimit t€ gjetjeve té arritura, u regjistrua njé ndry-
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DISCUSSION

Oral mucositis is a common consequence of radiother-
apy at head and neck cancer patients. Modern IMRT
reduces the consequences of radiation to a certain ex-
tent, that is, alleviates the symptoms of OM. In ma-
jority of patients, the therapists explain the negative
phenomena of the treatment, they are instructed to car-
ry out training to maintain regular and correct oral hy-
giene, the application of a light diet in order to ease the
consequences and damage of the oral mucosa. How-
ever, it should be known that no matter what is done,
the occurrence of OM during radiotherapy cannot be
prevented.'” The seriousness, severity of the clinical
picture, the course and prognosis of OM is related to
the radiation dose. A higher dose of radiation induces a
worse clinical picture of OM. Among the predominant
symptoms is hyperemia of the oral mucosa, edema,
erosions and ulcerations, depapilation of the tongue,
erythema, pain, difficult swallowin.'®

We recorded and analyzed the pain during our re-
search. At the very beginning or before the start of the
treatment — zero time, 10 days after the treatment and 1
month after the treatment of the examined and control
side. We treated the examined side of the oral cavity
with cannabis oil, while the control side was not treat-
ed.

In the analysis related to the pain, three time intervals,
0, 10 days and 1 month after treatment, were included
and analyzed. The analysis of pain in the mouth of the
examined side in all examined stages indicated a de-
crease in the intensity of pain in patients whose side
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shim domethénés. Intensiteti mé i ulét i dhimbjes
&shté regjistruar pas njé muaji t€ trajtimit. Paralelja e
térhequr ndérmjet anés s€ ekzaminuar dhe asaj t€ kon-
trollit tregon mé pak dhimbje n€ grupin e ekzaminuar.

N¢ literaturé kemi hasur né disa raporte qé tregojné
rezultate pozitive prej kanabinoideve, t€ cilat i refero-
hen efekteve pozitive kundér dhimbjes dhe jané né
mbéshtetje t€ rezultateve t€ fituara n€ punimin toné."
Né studimin g€ u krye mbi pacientét me kancer,* rezu-
Itatet e arritura treguan efekte pozitive q€ autorét i in-
terpretuan si rezultat i pérbérésve té kanabisit né lidhje
me dhimbjen. Pacientét qé€ u trajtuan treguan vlera mé
t€ uléta n€ krahasim me ata qé nuk morén vaj kanabisi
si terapi.

Kur pérmbledhim té gjith€ analizén dhe rezultatet qé
kemi marré nga pyetjet qé kané t€ b&jné me dhimbjen,
diferenca €shté n€ favor t€ njé intensiteti t& reduktu-
ar né anén e ekzaminuar n€ krahasim me anén e kon-
trollit ku ka edhe njé reduktim, por me njé intensitet
dukshém mé t€ ulét. Vémendje e vecanté i kushtohet
dhimbjes sepse shpesh tek pacientét €shté simptoma e
paré subjektive qé tregon se dicka po ndodh. Reduk-
timi i dhimbjes né€ anén e ekzaminuar né t€ gjitha seg-
mentet e kétij blloku besohet t€ jet€ pér shkak té efektit
té vajit té kanabisit. Receptorét CB1 jané té pérqendru-
ar né tru, n€ CNS dhe jané gjithashtu t€ pranishém né
nerva. Vaji i kanabisit bllokon transmetimin e impul-
seve duke frenuar receptorét, pra reduktimin e dhim-
bjes né€ anén e ekzaminuar. Né fakt, ky &sht€ shpjegimi
i dhimbjes sé reduktuar né anén e aplikimit t€ vajit t&
kanabisit.*!

Sidoqofté, qasja dhimbjes &shté ajo q&€ duhet t&
ndihmojé efektin terapeutik dhe t€ jet€ njé mjet i do-
bishém klinik n€ menaxhimin e dhimbjes. Hulumtimi
i dhimbjes gjaté 30 viteve t€ fundit ka théné se dhim-
bja né ¢do individ éshté né CNS. Cdo individ e reflek-
ton até ndryshe, dhe CNS e njeh até ndryshe. Ekzis-
tojné gjithashtu studime gjenetike pér interpretime té
ndryshme dhe nivele t€ ndryshme dhimbjeje.?

Rezultatet tona t€ marra nga studimi i dhimbjes té
p€rmbledhura né térési, tregojné se né€ analizé né
kohén zero, ose para fillimit t€ trajtimit, niveli i dhim-
bjes €shté i barabarté né anét e ekzaminuara dhe ato
té kontrollit t€ gojés. Pas dité€s sé 10-té t& trajtimit,
intensiteti i dhimbjes fillon t& zvogé€lohet dhe pas njé
muaji ka njé ndryshim t€ konsideruesh€ém nga koha
zero krahas uljes s€ intensitetit t€ dhimbjes né anén e
ekzaminuar. Ne besojmé se ky efekt &shté pér shkak
té efektit analgjezik t€ vajit t€ kanabisit. Komponimet
kanabinoide (CBD) veprojné né ményré t€ pavarur
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was treated with cannabis oil (Kanoil). When compar-
ing the achieved findings, a significant difference was
recorded. The lowest intensity of pain was registered
after one month of treatment. The parallel drawn be-
tween the examined and the control side indicates less
pain in the examined group.

In the literature, we have come across some reports
that show positive results in addition to cannabinoids,
which refer to positive effects against pain and are in
support of the results obtained in our paper.*

In the study that was conducted on cancer patients,*
the results achieved indicated positive effects that the
authors interpreted as being due to the ingredients of
cannabis in relation to pain. Patients who were treated
showed lower values compared to those who did not
receive cannabis oil as therapy.

When we summarize the whole analysis and the results
we obtained from questions related to pain, the differ-
ence is in favor of a reduced intensity on the examined
side compared to the control side where a reduction
is also present, but with an evidently lower intensity.
Special attention is paid to pain because often in pa-
tients it is the first subjective symptom that indicates
that something is happening. Reduction of pain on the
examined side in all segments of this block is believed
to be due to the effect of cannabis oil. CB1 receptors
are concentrated in the brain, in the CNS, and are also
present in the nerves. Cannabis oil blocks the transmis-
sion of impulses by inhibiting the receptors, hence the
reduced pain on the examined side. In fact, this is the
explanation for the reduced pain on the side of applica-
tion of cannabis oil.*!

However, knowing how to approach the pain is what
should aid therapeutic effect and be a useful clinical
tool in pain management. Pain research over the past
30 years has said that pain in every individual is in the
CNS. Each individual reflects it differently, and the
CNS recognizes it differently. There are also genetic
studies for different interpretation and different pain
level.?

Our results obtained from the pain study summarized
in a whole, show that in the analysis at zero time, or
before the start of treatment, equal pain level on the
examined and control sides of the mouth. After the
10th day of treatment, the intensity of pain begins to
decrease, and after one month there is a significant dif-
ference from the zero time in addition to a decrease in
the intensity of pain on the examined side. We believe
that this effect is due to the analgesic effect of cannabis
oil. Cannabinoid compounds (CBD) act independently
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dhe dérgojné sinjale né sistemin endokanabinoid duke
kontrolluar dhimbjen duke stabilizuar késhtu gelizén
nervore. Sistemi endokanabinoid €shté né fakt njé
uré lidhése midis trupit dhe mendjes. Népérmjet tij,
mekanizmi mund t€ vézhgohet dhe shpjegohet si njé
gjendje e ndérgjegjshme qé€ mund té€ ndikojé n€ shén-
detin ose s€émundjen. Efektet e CBD, komponenti dyté-
sor mé€ i pérhapur i kanabisit, n€ trupin e njeriut jané
mjaft komplekse. Ky kanabinoid njihet se vepron drejt-
pérdrejt ose indirekt né receptorét vaniloid€, receptoré
té réndésishém pér modulimin e dhimbjes. CBD-t¢€ ve-
projné drejtpérdrejt né vendin e léndimit, duke ¢liruar
aktivizues dhe sensoré dhimbjeje nga indi i démtuar, né
meényré qé geliza nervore t€ stabilizohet mé pas, duke
parandaluar lirimin e substancave pro-inflamatore.?

Mukoziti €shté njé€ ndérlikim i rénd€, pasojé e terapisé
me rrezatim, dhe pér két€ arsye zakonet e jetés s€ pér-
ditshme té& pacientéve ndryshojné me forcé€ né konota-
cion negativ. Si mjeké dhe terapist€, ne pérkushtohemi
té lehtésojmé problemet orale né két€ kategori té réndé
pacientésh. N¢ fakt, trajtimi i mukozitit duhet té zvogé-
lojé efektet anésore t€ terapisé s€ aplikuar, por edhe
té pérmirésojé cilésin€ e jet€s. Né fakt, cilésia e jetés
pérkufizohet si perceptimi i individit pér pozicionin né
jeté, né kulturén dhe sistemin e vlerave né t€ cilin ai
jeton pér géllimet, pritjet dhe shqetésimet e tij**, detyra
joné €shté plotésisht e justifikuar nga aspekti moral,
etik dhe social.

N¢ pérgjithési, njé muaj pas fillimit t€ trajtimit me vaj
kanabisi, cil€sia e jetés ka rezultuar né uljen e dhim-
bjes fizike, pas aplikimit t& vajit té kanabisit (ana e ek-
zaminuar). Pérdorimi i Kanoil né trajtimin e dhimbjes
né mukozitin oral rezulton né efekte klinike terapeutike
pozitive né intensitetin dhe kohézgjatjen e dhimbjes;
&sht€ i dukshém korrigjimi efektiv i dhimbjes mé mu-
kozitin oral pas aplikimit t€ vajit t€ kanabisit.

Né ményré t€ pérmbledhur, do té konkludojmé se pas 1
muaji té trajtimit me vaj kanabis, kemi arritur nj€ cilési
mé t€ miré t€ jetés tek t€ anketuarit me uljen e dhim-
bjes fizike. N& fakt, u regjistrua njé korrelacion pozitiv
midis dhimbjes né€ mukozitin oral dhe aplikimit té vajit
té kanabisit né krahasim me anén ku ky trajtim ka mun-
guar gjaté periudhés kohore t€ studiuar.
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and send signals to the endocannabinoid system con-
trolling pain thereby stabilizing the nerve cell. The en-
docannabinoid system is actually a bridge between the
body and the mind. Through it, the mechanism can be
observed and explained as a conscious state that can
affect health or disease. The effects of CBD, the most
prevalent secondary component of cannabis, on the
human body are quite complex. This cannabinoid is
known to act directly or indirectly on vanilloid recep-
tors, receptors important for pain modulation. CBDs
act directly at the site of injury, releasing activators and
pain sensors from the injured tissue, so that the nerve
cell is then stabilized, preventing the release of pro-in-
flammatory substances.?

Mucositis is a serious complication, a consequence of
radiation therapy, and because of this, the daily life
habits of patients are forcibly changed in a negative
connotation. As doctors and therapists, we are obliged
to relieve oral complaints in this serious category of
patients. In fact, the treatment of mucositis should re-
duce the side effects of the applied therapy, but also
improve the quality of life. As a matter of fact, the
quality of life is defined as the individual's perception
of the position in life in the culture and the system of
values in which he lives for his goals, expectations and
concerns®, our task is fully justified from a moral, eth-
ical and social aspect.

In general, one month after the start of treatment with
cannabis oil, the quality of life resulted in a reduction
in physical pain, after the application of cannabis oil
(examined side). The use of Canoil in the treatment of
pain in oral mucositis results in positive therapeutic
clinical effects on the intensity and duration of pain;
effective correction of the pain status of oral mucositis
after application of cannabis oil is evident.

In summary, we would conclude that after 1 month of
the cannabis oil treatment, we achieved a better quality
of life in the respondents with reduction of the physical
pain. In fact, a positive correlation was recorded be-
tween the pain in oral mucositis and the application of
cannabis oil compared to the side where this treatment
was absent during the investigated period of time.
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