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Sazetak

Pacijentima se propisuje sve vise lijekova za lijecenje sistemskih bolesti i za mnoge se zna da in-
duciraju oralnu lihenoidnu reakciju (OLL). Svrha ovog istrazivanja bila je analizirati povezanost
OLL-a, lijekova i razine folata te vitamina B,,, a sudjelovalo je dvadesetero pacijenata kojima je
klinickim i histopatoloskim pregledom dijagnosticiran OLL. Ispitanici i postupci: Ti ispitanici us-
poredeni su s 24 zdrava sudionika. Svima je obavljena kompletna krvna slika, tipiziran hemoglo-
bin, serum i folati crvenih krvnih stanica te serum i razina vitamina B, ,. Kod pacijenta s OLL-om
zabiljezene su i analizirane sistemske bolesti te lijekovi koje su im ordinirali njihovi lijecnici. Re-
zultati: Nasi rezultati pokazuju da je samo 1/20 pacijenata s OLL-om (5 %) imao niske razine fola-
ta crvenih krvnih stanica, a samo jedan slucaj zabiljezen je s niskom razinom serumskoga folata.
U obje su skupine razine vitamina B_, bile u normalnim granicama. Nije bilo znatne razlike izmedu
folata crvenih krvnih stanica, serumskih folata ili razina vitamina B,, medu pacijentima s OLL-om
i kontrolne skupine (p > 0,05). Cetvero ispitanika u skupini s OLL-om i troje iz kontrolne imali su
hematokrit nizi od 36 posto i definirani su kao anemicni. Zakljuéak: Antihipertenzivi i antilipide-
mici bili su najéesci lijekovi ordinirani pacijentima s OLL-om, no nisu imali nikakav utjecaj na fola-
te crvenih krvnih stanica, serumske folate ili na razinu vitamina B,,. Zbog toga 5to su uzimali vise
lijekova, pacijentima nismo mogli prekinuti terapiju da bismo potvrdili dijagnozu OLDR-a, pa smo
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Kljuéne rijeci
folna kiselina; lichen planus, oralni; vita-
min B12; populacija potomaka iz konti-

se koristili terminom OLL povezan s lijekovima.

nentalne Azije

Uvod

Za lije¢enje svojih sistemskih bolesti pacijenti uzimaju
sve vise lijekova. No, za mnoge postoje podatci da uzrokuju
oralne lihenoidne lezije (OLL) (1, 2). U nedavnim istraziva-
njima istaknuta je niska razina folata crvenih krvnih stanica
kod pacijenata s oralnim lihenom planusom (OLP), stomati-
tisom, glositisom i pecenjem jezika (3, 4). OLL je oralna le-
zija histopatoloski sli¢cna OLP-u, $to razlikovanje ¢ini teskim
(2).Pacijenti s OLP/OLL-om obi¢no se zale na bol, iritaciju,
osjecaj pecenja i poremecaj osjeta okusa. OLP je najéeséa uo-
bicajena kroni¢na bolest oralne sluznice koja ukljucuje sta-
ni¢nu imunosnu reakciju nepoznate etiologije, a OLL ima
poznate uzro¢nike (5). Oralna lihenoidna reakeija na lijekove
(OLDR) uzrokovana je lijekovima poput alopurinola, kar-
bamazepina, klorokina, dapsona, ketokonazola, nesteroidnih
protuupalnih lijekova (NSAID), propanolola i tetraciklina
(6). Obje lezije — OLP i OLDR, tesko je lijeciti zbog njiho-
ve kroni¢ne prirode (5, 7). Postoji jos jedna reakcija sli¢na li-
henu, a naziva se kontaktna oralna lihenoidna lezija (OLCL)
koju uzrokuje doticaj s materijalima poput amalgama ili Zive.

Introduction

Medications have been increasingly used by patients
for the treatment of their systemic diseases. However, ma-
ny drugs have been reported to induce oral lichenoid lesions
(OLL) (1, 2). Recent studies reported that low red cell folate
levels were found in patients with oral lichen planus (OLP),
stomatitis, glossitis, and burning tongue (3, 4). OLL is an
oral lesion that is histopathologically similar to OLP, which
makes it very difficult to distinguish between these two le-
sions (2). OLP/OLL patients commonly complain of pain,
irritation, burning sensation, or taste disturbance. OLP is the
most common chronic oral mucosal disease involving a cell
mediated immune response with an unclear etiology, whereas
OLL has specific known causes (5). Oral lichenoid drug reac-
tion (OLDR) is caused by drugs such as Allopurinol, Carba-
mazepine, Chloroquine, Dapsone, Ketoconazole, NSAIDs,
Propanolol, and Tetracycline (6). Both OLP and OLDR are
very difficult to treat because of their chronic nature (5, 7).
In addition, there is another lichen-like lesion known as oral
lichenoid contact lesion (OLCL), which is caused by con-
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Nema dovoljno dokaza koji bi podupirali rutinsko uklanja-
nje amalgamskih restauracija ili zamjene amalgamskih ispu-
na u zubima da bi se dokazala dijagnoza ili odredila terapija
(8, 9). Oralne lihenoidne lezije pojavljuju se u slucaju bolesti
presatka i prijenosa na domacina (OLL — GVHD), a nastaju
ako su presadene alogenetske hematopoetske zametne stani-
ce ili transplantirana ko$tana srz. Neklasificirani OLL oralna
je lezija s eritematoznim promjenama na gingivi bez znako-
va klasicnoga OLP-a drugdje u usnoj Supljini, ili lezija ko-
ja izgleda poput lihena planusa ali joj nedostaje jedan ili vise
klinickih nalaza, poput obostrane prisutnosti (10).

OLDR se moze lijeciti, a dijagnosticira se eliminacijom
uzro¢nika, poput prekida terapije sumnjivim lijekom (1, 11).
Bijele strije s eritematoznim ili ulceriraju¢im podru¢jima ili
bez njih, histopatoloski nalaz i povijest bolesti te koristenje
lijekova, mogu biti dostatni za potvrdu dijagnoze OLDR-a.
U nasem istrazivanju usredotocili smo se na nastanak oralnih
lezija kod pacijenata s odredenom terapijom, bez njezina pre-
kida. Stovise, pacijenti su uglavnom uzimali vise lijekova i ni-
su mogli prekinuti terapiju da bi se potvrdila dijagnoza OL-
DR-a. U nedavnim istrazivanjima istaknuto je da neke lezije,
poput lihenoidne reakcije na lijekove, mogu na pocetku biti
asimptomatske, ali tijekom godina postanu simptomatske pa
je, za potvrdu dijagnoze, tesko potvrditi povezanost pocetka
uzimanja lijekova i razvoj (12). Zato smo se, kada su paci-
jenti s medikamentnom terapijom imali trajne lezije, koristi-
li pojmom OLL povezan s lijekovima. Kako se sve vise lijeko-
va propisuje za lije¢enje sistemskih bolesti, terapiju OLP-a i
OLL-a povezanog s lijekovima treba pozorno razmotriti. Pri-
mjereno lijecenje takvih lezija moze pacijentima poboljsati
kvalitetu Zivota.

Svrha ove studije bila je da prvi istrazimo i izvijestimo o
dosad neobjavljenim podatcima o odnosu OLL-a povezanog
s lijekovima, lijekova, razine folata i vitamina B . Nasi nalazi
koristit ¢e klini¢arima u slu¢aju procjene terapije OLL-a po-
vezanog s lijekovima.

Pacijenti i metode

U ovo istrazivanje bilo je uklju¢eno dvadesetero pacije-
nata koji su se javili u Kliniku oralne medicine Stomatolos-
kog fakulteta Sveucilista Chulalongkorn u Bangkoku. Oral-
ne lezije dijagnosticirane su im pregledom usne $upljine, a
potvrdene histopatoloskom pretragom. Zabiljezeno je tako-
der koliko dugo pate od oralnih lezija, vrste lezija, lijekovi i
sistemske bolesti. U istrazivanju je sudjelovalo 15 Zena i pe-
torica muskaraca u dobi od 40 do 76 godina (arit. sred. + SD
=58,3 +10,55). Tijekom oralnih pregleda pronadene su dvi-
je ulcerativne lezije i 18 atroficnih. U kontrolnoj skupini bi-

la su 24 zdrava dobrovoljca ((Z = 15, M = 9) bez oralnih le-
zija, osim zubnog karijesa i gingivitisa. Njihova dob bila je
od 36 do 59 godina s arit. sred. + SD = 47,92 + 7,63 godina.

Protokol istrazivanja odobrilo je Eticko povjerenstvo Kli-
nike za oralnu medicinu Stomatoloskog fakulteta Sveucili-
sta Chulalongkorn. Prije pocetka istrazivanja svi su ispitanici
potpisali informiranu suglasnost. Venska krv uzeta im je iz-
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tact with materials such as amalgam or mercury. However,
there is insufficient evidence to support the routine remov-
al of amalgam restorations or replace amalgam filling to con-
firm the diagnosis or management of OLCL (8, 9). The oral
lichenoid lesions in graft-versus-host disease (OLL-GVHD)
are lesions that arise in recipients of allogeneic hematopoietic
stem cell or bone marrow transplantations. Unclassified OLL
is an oral lesion presenting as erythematous changes to the
gingiva without the signs of “classic” OLP elsewhere in the
oral cavity, or lesions that have a lichen planus-like aspect,
but lack one or more characteristic clinical features, such as a
bilateral presentation (10).

OLDR can be treated and its diagnosis confirmed by
eliminating its cause, such as by withdrawing the suspect-
ed drug (1, 11). The presence of white striae with or without
erythematous or ulcerative areas, histopathologic examina-
tion, and patients’ medication history may not be sufficient
to confirm the diagnosis of OLDR. In our study, we focused
on oral lesions erupting in patients taking medications with-
out withdrawing their medications. Moreover, the patients
were taking multiple drugs and those drugs could not be
withdrawn to confirm the diagnosis of OLDR. A recent re-
port mentioned that some lesions such as lichenoid drug re-
action may present asymptomatically initially but become
symptomatic years later and then the relationship between
the start of drug use and development of lesion is difficult to
confirm for the diagnosis (12). Therefore, when patients tak-
ing medication had persistent lesions, we used the term OLL
related drug instead.

Because medications have been increasingly used in pa-
tients with systemic diseases, treatment of OLP and OLL re-
lated drug should be carefully concerned. Appropriate treat-
ment of such lesions will be helpful to improve the quality of
life in those patients. Therefore, the aim of our study was to
investigate the relationship between OLL related drug, medi-
cations, and folate and vitamin B, levels which have not been
investigated before. Hence, our findings will be useful for the
clinician judgement in the treatment of OLL related drug.

Patients and methods

Twenty patients who enrolled in the Oral Medicine clinic
at the Faculty of Dentistry, Chulalongkorn University were
included in this study. Their oral lesions were diagnosed by
oral examination and the diagnoses were confirmed by his-
topathological evaluation. The duration of their oral lesion,
type of lesion, medications, and systemic diseases were re-
corded. The study group comprised 15 females and 5 males
with ages ranging from 40-76 (mean+ SD = 58.3 +10.55)
years. Oral examinations found 2 cases of ulcerative lesions
and 18 cases of atrophic lesions. The control group consist-
ed of 24 healthy volunteers (F=15, M=9) with no oral le-
sions apart from dental caries and gingivitis. The ages of the
control group ranged from 3659 years with a mean+ SD =
47.92 +7.63 years.

The study protocol was approved by the Ethics Commit-
tee for the use of human subjects, Faculty of Dentistry, Chu-
lalongkorn University. Informed consent was obtained from
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medu devet i dvanaest sati, kako bi se smanjila diuralna va-
rijacija.

Laboratorijski nalazi

Kako je ve¢ istaknuto, laboratorijska ispitivanja ukljuci-
vala su kompletnu krvnu sliku, tipiziranje hemoglobina te
razine folata crvenih krvnih stanica, serumskih razina folata i
vitamina B, (3). Kompletna krvna slika dobivena je standar-
dnim metodama — koritenjem Coulterova brojaca, a elek-
troforezom je tipiziran hemoglobin. Razine folata crvenih
krvnih stanica, serumske razine folata i vitamina B, odre-
divale su se kompeticijskom vezuju¢om radioloskom pretra-
gom. Razine folata crvenih krvnih stanica nize od 100 ng/
ml, smatrale su se manjkom folata, 100 do 120 ng/ml bile
su odredene kao razine eritropoeza s manjkom folata, a 120
do 160 ng/ml kao folatno osiromasene (13). Serumske razi-
ne vitamina B, , nize od 150 pg/ml smatrane su niskima (14).
Anemija je definirana kao stanje u kojem je hematokrit ni-
zi od 39 posto kod muskaraca i 36 posto kod Zena. Makrocit
je definiran kao aritmeticka sredina korpuskularog volume-
na (MCV) iznad 100 fl, normocitemija za vrijednosti MCV-
aod 80 — 96 fl i mikrocitemija MCV-a niza od 80 fl (15).

Statisticka analiza

Za usporedbu skupina koristen je Hi-kvadrat test ili Fis-
herov egzaktni test. Odredivanje statisticke znacajnosti po-
stavljeno je na p manji od 0,05.

Rezultati

Aritmeticke sredine i rasponi razina folata crvenih krv-
nih stanica, serumskih folata i vitamina B, , u skupini ispita-
nika s OLL-om povezanim s lijekovima i u kontrolnoj sku-
pini nalaze se u tablici 1. Analizirajui folate, uoceno je da ih
je jedan ispitanik u skupini s OLL-om povezanim s lijekovi-
ma imao premalo (67 ng/ml). Razine folata crvenih krvnih
stanica u skupini s OLL-om povezanim s lijekovima bile su u
rasponu od 67 do 718 ng/ml s aritmeti¢kom sredinom + SD
=289 + 144,78 ng/ml. U kontrolnoj skupini razina folata cr-
venih krvnih stanica bila je u rasponu od 260 do 576 ng/ml,
s aritmetickom sredinom + SD = 399.38 + 85.8 ng/ml. Ni-
je nadena statisticki znacajna razlika u razinama folata crve-
nih krvnih stanica izmedu skupina (p > 0,05). Pronasli smo
da je samo jedan ispitanik u skupini s OLL-om povezanim
s lijekovima imao niske serumske vrijednosti folata (3,5 ng/
ml) i nije bilo znacajne razlike medu skupinama (p > 0,05).
Razine serumskog vitamina B, u obje su skupine bile unu-
tar normalnih granica.

Sedmero ispitanika u skupini s OLL-om povezanim s li-
jekovima i dvoje u kontrolnoj skupini imali su nizak hemo-
globin. Cetvero njih u skupini s OLL-om i troje u kontrol-
noj imali su hematokrit nizi od 36 posto i oni su definirani
kao anemi¢ni.

Antihipertenzivi i hipolipidemici bili su naj¢es¢e koriste-
ni lijekovi u skupini ispitanika s OLL-om povezanim s lije-
kovima, $to je prikazano u tablici 2.

Razina folata i vitamin B, kod Tajlandana

the patients and the control subjects before they participated
in the study. Venous blood was drawn between 9.00 am and
noon to minimize any effects of diurnal variation.

Laboratory investigation

The laboratory investigation included a complete blood
count, hemoglobin typing, and serum and red cell folate
and vitamin B, levels determination as previously described
(3). The complete blood count was performed by a standard
method using a Coulter counter and the hemoglobin typing
was analyzed by electrophoresis. Serum folate, red cell folate,
and serum vitamin B, levels were determined by competi-
tion binding radio assays. A red cell folate level below 100
ng/ml was defined as folate deficient, 100-120 ng/ml as fo-
late deficient erythropoiesis, and 120-160 ng/ml as folate de-
pletion (13). A serum vitamin B, level less than 150 pg/ml
was defined as low (14). Anemia was defined as a hematocrit
of less than 39% for males and less than 36% for females.
The macrocyte was defined as a mean corpuscular volume
(MCV) above 100 fl, normocyte as MCV 80-96 fl and mi-
crocyte as MCV less than 80 fl (15).

Statistical analysis

The Chi-square test or Fisher’s exact test was used to
compare the groups. Statistical significance was established
at  less than 0.05.

Results

The mean and range of the serum folate, red cell folate,
and vitamin B ) levels in the drug related OLL and control
groups are shown in Table 1. Folate analysis indicated that one
subject in the OLL group had a folate deficiency (67 ng/ml).
The red cell folate levels in the OLL related drug group ranged
from 67-718 ng/ml with a mean + SD =289+144.78 ng/ml.
In the control group, the red cell folate levels ranged from
260-576 ng/ml with a mean+SD = 399.38 + 85.8 ng/ml.
However, there was no significant difference in red cell folate
levels between the groups (p>0.05). We found that only one
subject in the OLL related drug group demonstrated low se-
rum folate (3.5 ng/ml) and there was no significant difference
in serum folate levels between the groups (p>0.05). Serum vi-
tamin B, levels were within normal ranges in both groups.

Seven cases in OLL related drug and two cases in the con-
trol group showed low hemoglobin. Four subjects in OLL re-
lated drug group and three cases in the control group had
low hematocrit, less than 36%, and these subjects were de-
fined as anemic. Antihypertensives and hypolipidemics were
the most common medications taken by patients with OLL
related drug as shown in Table 2.

The histopathological examination of patients with OLL
related drug found that the histopathological diagnoses of
the oral lesions were varied with 7 subjects diagnosed with
OLP/OLDR consistent with OLP in 5 cases, and with OLP

in 3 cases, 3 subjects diagnosed with chronic nonspecific in-
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Tablica 1. Obiljezja prisutnosti folata crvenih krvnih stanica, serumskih folata i razine vitamina B
povezanim s lijekovima i kontrolne skupine

CBC profil kod pacijenata s OLL-om

12°

Table1  Characteristics of presence red cell folate, serum folate and vitamin B, levels, CBC profile in OLL related drug and control groups
Skupine * Groups OLL (20) K°“"°‘a ;)Cm“ol p—v;;]:;l;:l:st 0
Spol » Sex Zenski ¢ Female 15 15
Muski ® Male 5 9
Dob * Age (years) Arit. sred. + SD ® Mean + SD 58.3 +10.55 47.92 +7.63
(Raspon) * (Range) (40 - 76) (36 -59)
Ulcerativna ® Ulcerative 2 -
Vrsta oralne lezije ¢ Oral lesions type Atroficna » Atrophic T -
) ) ) ) Arit. sred + SD ¢ Mean + SD 289 + 144,78 399.38 + 85.8
ol crvenih lzflvgf/‘igmm (ng/ml) * I\ R spon) * (Range) | (67-718) (260 - 576)
Manjak folata ¢ Folate deficiency 1 - 0.113
) ) Arit. sred + SD ® Mean + SD 16.452 + 10.46 16.80 + 8.36
gzzzsglgfia(t;gg lr)nl) ' (R.asl?on) . (Ra.mge) ' (3.5 - 40.03) (6.09 - 28.91)
Niski serumski folati ® Low serum folate 1 - 0.268
Arit. sred + SD ¢ Mean + SD 532.53 +255.72 683.1 + 214.80
Vitamin B, (pg/ml) (Raspon) * (Range) (213.6 - 1,216) (416.4 +1,113)
Nizak vit. B,  Low Vit B, - - NS
Arit. sred + SD ® Mean + SD 12.74+1.2 13.14 + 0.83
Hemoglobin (g/dl) (Raspon) ¢ (Range) (10.6 -15.7) (11.8-15.2)
Nizak Hb ¢ Low Hb 7 2 NS
Arit. sred + SD ® Mean + SD 38 +3.43 37.92 +2.62
Hematokrit (%) ® Hematocrit (%) (Raspon) ¢ (Range) (31-46) (35-45)
Nizak ct  Low Het 4 3 NS
NS = Nije znacajno ¢ No significance
Tablica 2. Koristeni lijekovi u slucaju OLL-a Lijekovi ® Medications* No
Table 2 &Zﬁiz?igiss tlglfﬁogvil:\n gLL related ACE inhibitor 0
drug Antihipertenzivi ® Antihypertensive Beta blokator * Beta blocker >
Ca* blokatori kanala ¢ Ca* channel blocker 4
Diuretici ® Diuretic 3
Hipolipidemici ® Hypolipidemic Statin 12
Metformin 3
Hipoglikemici » Hypoglycemic Glibenklamid ¢ Glibenclamide 2
Pioglitazon ® Pioglitazone 1
Vildagliptin 1
Aspirin 3
* Jedan pacijent uzima vise od jednog lijeka * - NSATD « NSAIDs Diklofenak * Diclofenac 1
One patient taking more than one medication Celekoksib * Celecoxib ]
i Ost.alif alendror}alt, anta'cifi, anFihistaminic.i, o o Rifampicin 1
antimikobaktericid, antivirusni, glukozamin ~ Antibiotik ¢ Antibiotic X ;
itd. ® Others: alendronate, antacid, Levofloksacin « Levofloxacin !
antihistamine, antimycobacterial, antiviral, Antitiroidni lijek ® Antithyroid Tiroksin ® Thyroxine 1
glucosamine etc. Ostali** » Others** 12
Tablica 3. ;Igs\/t:zpaa; ic:rl]oss II(|I] g&gﬁ:emda: pacijenata s OLL-om Histopatoloska dijagnoza * Histopathological diagnosis SI%C:;:SVI :
Table 3 Ic-l)ll-sl-tcigéttl;%lcc)ﬁlljcgal examination in patients with OLP/OLDR 7
Odgovara OLP-u * Consistent with OLP 5
OLP 3
Kroni¢na nespecifi¢na upala ® Chronic non specific inflammation 3
OLDR 1
Normalna sluznica s hiperplasti¢nim epitelom ¢ 1
Normal mucosa with hyperplastic epithelium
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Histopatoloskim pregledom lezija pacijenata s OLL-om
povezanim s lijekovima ustanovljeno je da je histopatoloska
dijagnoza oralnih lezija varirala — kod sedmero pacijenata di-
jagnosticiran je OLP/OLDR u suglasju s pet slu¢ajeva OLP-
a, u tri slucaja radilo se 0 OLP-u, a trojici pacijenata dijagno-
sticirana je kroni¢na nespecifi¢na upala. Zabiljezen je i jedan
slu¢aj OLDR-a i jedna normalna sluznica s hiperplasti¢nim
epitelom (tablica 3.).

Rasprava

U ovom se istrazivanju pri postavljanju dijagnoze oralne
lezije vedina nasih pacijenata nije mogla sjetiti kada je to¢-
no pocela njihova sistemska bolest, lijekova koje su uzimali
ili drugih alternativnih lijekova koje im je propisao obiteljski
lije¢nik. Dijagnoza OLDR-a motze se potvrditi ukidanjem
sumnjivoga lijeka. No u ovom istrazivanju dijagnoza OL-
DR-a nije se mogla potvrditi i zato smo se koristili terminom
OLL povezan s lijekovima. Opéenito, tesko je ukinuti sumnji-
vi lijek iz etickih razloga, a u ovom istrazivanju pacijenti su
istodobno uzimali vise njih. Sudionicima u ovom istraziva-
nju dijagnoza je potvrdena oralnim i histopatoloskim pregle-
dom. Histopatoloski nalazi uglavnom su potvrdivali OLP ili
OLP/OLDR. Histopatoloski rezovi pokazali su oralnu slu-
znicu prekrivenu parakeratiniziranim  stratificiranim  skva-
moznim epitelom s degeneracijom bazalnih stanica. Unutar
fibroznoga potpornog tkiva pronadena je limfocitna trakasta
infiltracija s pojedinim plazmatskim stanicama i makrofazi-
ma. U novijim istrazivanjima istaknuto je da histopatologi-
ja OLL-a pokazuje vise eozinofila, plazmatskih stanica i gra-
nulocita u slu¢aju OLL-a u usporedbi s OLP-om (16). Zato
bi za postavljanje dijagnoze OLP-a i OLL-a obvezno treba-
lo odrediti vrstu stanica u mononuklearnom infiltratu koji se
moze tocnije povezati s pacijentovom povijesti bolesti i kli-
ni¢kim znacajkama. Jedan ispitanik imao je nalaz normalne
sluznice s hiperplasticnim epitelom, no to se moze pripisati
djelomic¢noj remisiji zbog lokalne steroidne terapije.

U ovom istrazivanju pronali smo samo jedan slucaj
OLL-a povezanog s lijekovima s atroficnom lezijom i nedo-
statkom folata (67 ng/ml), no serumska razina folata i vita-
mina B, bila je normalna. Rijec je o Zeni i ta je ispitanica
imala hipertenzije dulje od tri godine. Njezin histopatoloski
nalaz i nalaz direktne imunofluorescencije iz oralne lezije bili
su negativni te je postavljena dijagnoza lihenoidnog mukozi-
tisa zajedno s lihenom planusom. Kad su joj vadili krv, uzi-
mala je Amlodipin, Hydralazine HCl i Losartan. Dvije godi-
ne nakon toga dijagnosticiran joj je hipertiroidizam i lijecena
je Propiltiouracilom (PTU) i Propanololom. Njezin KKS i
hemoglobin bili su unutar normalnih granica.

Nedavno istrazivanje u Tajlandu o lijekovima pacijena-
ta s oralnim lihenom planusom ili oralnom lihenoidnom re-
akcijom na lijek, pokazalo je da veéina njih s oralnim lezija-
ma uzima vie od jednog lijeka. Najées¢i su antihipertenzivi
(17). Nase istrazivanje takoder je pokazalo da veéina nasih
pacijenata s OLL-om uzima vise lijekova i to uglavnom anti-
hipertenzive i hipolipidemike. Hipolipidemik statin uzimalo
je u nasem istrazivanju svih 12 pacijenata s OLL-om poveza-
nim s lijekovima. Nasi slucajevi sli¢ni su ve¢ opisanima kod
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flammation, 1 subject each with OLDR or normal mucosa

with hyperplastic (Table 3).

Discussion

When diagnosing the oral lesions in our study, most of
our patients could not remember the exact onset of their sys-
temic diseases, the names of the medications they were taking
or any alternative medications prescribed by their physicians.
The diagnosis of OLDR can be confirmed by withdrawing
the suspected drug. However, in our study, the diagnosis of
OLDR could not be confirmed and the term OLL related
drug was used instead. Indeed, it is impossible or very dif-
ficult to withdraw a suspected drug because of ethical con-
siderations and furthermore, in the present study the pa-
tients were taking multiple drugs. The subjects in the study
group had their diagnoses confirmed by both oral and histo-
pathological examination. The histopathological findings in
most cases were consistent with OLP or OLP/OLDR. The
histopathological sections demonstrated oral mucosa cov-
ered by parakeratinized stratified squamous epithelium with
basal cell degeneration. A band-like infiltration of lympho-
cytes with a few plasma cells and macrophages were observed
within the subjacent fibrous connective tissue. A recent study
revealed that the histopathology of OLL showed more eo-
sinophils, plasma cells, and granulocytes in OLL compared
with OLP (16). Therefore, to establish the histopathological
diagnosis of OLP and OLL, it should be mandatory to de-
fine the type of cells in the mononuclear infiltrate, which can
be associated more accurately with the patient’s history and
clinical features. One subject whose oral lesion was report-
ed as normal mucosa with hyperplastic epithelium might be
due to partial remission from topical steroid treatment.

In the present study, we only found one OLL related
drug subject with an atrophic lesion and folate deficiency (67
ng/ml); however, her serum folate and vitamin B, were nor-
mal. This subject had a history of hypertension for more than
3 years. The histopathological examination and direct immu-
nofluorescence from this subject’s oral lesion, which was neg-
ative, resulted in a diagnosis lichenoid mucositis, consistent
with lichen planus. At the time of blood withdrawal, she was
taking amlodipine, hydralazine HCI, and losartan. Two years
later, this subject was diagnosed with hyperthyroidism and
was treated with propylthiouracil and propanolol. Howev-
er, her complete blood profile and hemoglobin pattern were
within normal limits.

A recent study of medications in Thai patients with oral
lichen planus or oral lichenoid drug reaction showed that
most of the patients with oral lesions took more than one
medication. Antihypertensive drugs were the most common-
ly used drugs by Thai patients with oral lesions (17). Our
study also showed that most of our patients were taking mul-
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kojih je statin takoder naveden kao uzro¢nik koznih promje-
na i promjena na oralnoj sluznici poput OLL-a (18 — 20).
Tesko je kona¢no zakljuciti kakav je odnos izmedu oralnih
lezija i ovih lijekova. Zato bi se na ve¢em uzorku trebala istra-
ziti povezanost uzimanja antihipertenziva i hipolipidemika s
OLL-om povezanim s lijekovima.

Zanimljivo je da su svi pacijenti u ovom istrazivanju ima-
li normalnu razinu vitamina B . Ti nalazi mogu upucivati na
to da lijekovi koje su uzimali ne utje¢u na metabolicke puto-
ve i metabolizam kobalamina.

Cetvero sudionika iz skupine s OLL-om povezanim s li-
jekovima i troje iz kontrolne skupine bili su anemi¢ni, ali nji-
hove razine folata crvenih krvnih stanica i serumskih folata te
vitamina B ) bile su unutar normalnih granica. Mi smo de-
finirali normalnima razine Hb-a — za ispitanike od 14 do 18
g/dl, a za ispitanice od 12 do 16 g/dl. Svih sedam zena imalo
je hematokrit nizi od 36 posto, no medu skupinama nije na-
dena znacajna razlika u anemiji.

Potrebna je velika skupina ispitanika da bi se objasnila

povezanost lijekova s folatima, vitaminom B | i anemijom.
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Folate and Vitamin B, Levels in Thai Patients

tiple drugs rather than a single drug, particularly antihyper-
tensives and hypolipidemics, which are the most common
medications taken by patients with OLL. Regarding hypo-
lipidemics, all 12 cases of OLL related drug in our study
used statin group. Our cases are similar to the previous re-
ports that statin has been implicated in causing cutaneous
and oral mucosal involvement such as OLL (18-20). Howev-
er, it is difficult to definitely conclude a relationship between
the oral lesions and these medications. The relationship be-
tween taking antihypertensives or hypolipidemics and OLL
related drug should be investigated in a large group study.

Interestingly, all the patients in the present study showed
normal vitamin B, , levels. These findings may reflect that the
medications taken by the patients in our study do not affect
the pathway of cobalamin metabolism.

Four cases in OLL related drug and 3 cases in the control
group had anemia but their red cell folate, serum folate and
vitamin B, were within normal limits. We define normal Hb
level for males is 14-18 g/dl; that for females is 12 -16 g/dl.
All 7 female cases had shown low hematocrit less than 36%.
However, there was no significant difference in anemia be-
tween the two groups. A large group study is needed to clar-
ify the folate, vitamin B, and anemia related medications.
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Medications have been increasingly used by patients for the treatment of their systemic diseas-
es. However, many drugs are reported to induce oral lichenoid lesions (OLL). Aim: The aim of our
study was to investigate the relationship between OLL, medications, and folate and vitamin B,,
levels. Material and Methods: Twenty Thai patients who were diagnosed with OLL by clinical and
histopathological examination were included in this study. These subjects were compared with 24
healthy control subjects. Complete blood counts, hemoglobin typing, serum and red cell folate,
and serum vitamin B, levels were investigated. The medications taken and the systemic diseases
of the Thai patients with OLL were recorded and analyzed. Results: Our results showed that only
1/20 patients with OLL (5%) had low red cell folate and only 1 case showed a low level of serum
folate. Vitamin B,, levels were within normal range in both groups. There were no significant dif-
ferences in red cell folate, serum folate, or vitamin B, levels between the patients with OLL and
the control group (p>0.05). Four cases in OLL and 3 cases in the control group had low hemato-
crit less than 36% and they were defined as anemic. Conclusion: Antihypertensives and hypolipid-
emics were the most common medications taken by patients with OLL; however, these drugs had
no effect on red cell folate, serum folate, or vitamin B, levels. Since the patients were taking mul-
tiple drugs and we could not confirm the diagnosis of OLDR by withdrawal of the drugs, we used
the term OLL related drug instead.

Accepted: August 1, 2015

Address for correspondence
Prof. Kobkan Thongprasom
Chulalongkorn University
Faculty of Dentistry

Oral Medicine Department
Bangkok 10330, Thailand
Tel: +66-2-2188942

Fax: +2-2188941
kobkan.t@chula.ac.th

Key words
Folic Acid; Lichen Planus, Oral; Vitamin

B,,; Asian Continental Ancestry Group

References

1. Al-Hashimi |, Schifter M, Lockhart P, Wray D, Brennan M, Miglio-
rati CA, et al. Oral lichen planus and oral lichenoid lesions: diag- 2.
nostic and therapeutic considerations. Oral Surg Oral Med Oral
Pathol Oral Radiol Endod. 2007 Mar;103 Suppl:S25.e1-12.

Do Prado RF, Marocchio LS, Felipini RC. Oral lichen planus versus
oral lichenoid reaction: Difficulties in the diagnosis. Indian ) Dent
Res. 2009 Jul-Sep;20(3):361-4.



220

Thongprasom i sur.

10.

11.

Thongprasom K, Youngnak P, Aneksuk V. Hematologic abnormal-
ities in recurrent oral ulceration. Southeast Asian ) Trop Med Pub-
lic Health. 2002 Dec;33(4):872-7.

Taebunpakul P, Piboonratanakit P, Thongprasom K. Folate levels
in burning tongue. Acta Stomatol Croat 2007; 41 (3): 233-240.
Lodi G, Scully C, Carrozzo M, Griffiths M, Sugerman PB, Thongp-
rasom K. Current controversies in oral lichen planus; report of an
international consensus meeting-Part 2. Management and malig-
nant transformation. Oral Surg Oral Med Oral Pathol Oral Radiol
Endod. 2005 Jul;100(1):40-51.

Thompson DF, Skaehill PA. Drug-induced lichen planus. Pharma-
cotherapy 1994; 14(5): 561-571.

Thongprasom K, Dhanuthai K. Review of steroids in the treatment
of oral lichen planus. J Oral Sci. 2008 Dec;50(4):377-85.
Baccaglini L, Thongprasom K, Carrozzo M, Bigby M. Urban leg-
ends series: lichen planus. Oral Dis. 2013 Mar;19(2):128-43.
Prucktrakul C, Youngnak-Piboonratanakit P, Prueksrisakul T,
Kanjanabuch P, Thongprasom K. Oral lichenoid lesions and se-
rum antinuclear antibodies in Thai patients. J Oral Pathol Med.
2015 Jul;44(6):468-74.

van der Waal I. Oral lichen planus and oral lichenoid lesions; a
critical appraisal with emphasis on the diagnostic aspects. Med
Oral Patol Oral Cir Bucal. 2009 Jul 1;14(7):E310-4.

Eisen D, Carrozzo M, Bagan JV, Thongprasom K. Number V Oral Li-
chen Planus: Clinical Features and management. Oral Dis. 2005
Nov;11(6):338-49.

12.

13.

14.

15.

16.

17.

18.

19.

20.

Razina folata i vitamin B, kod Tajlandana

Yuan A, Woo SB. Adverse drug events in the oral cavity. Oral Surg
Oral Med Oral Pathol Oral Radiol. 2015 Jan;119(1):35-47.
Herbert V. Making sense of laboratory tests of folate status: Fo-
late requirements to sustain normality. Am ] Hematol. 1987
0ct;26(2):199-207.

Herbert V. Staging bitamin B-12 (Cobalamin) status in vegetari-
ans. Am J Clin Nutr. 1994 May;59(5 Suppl):1213S-1222S.

Dacie, JV; Lewis, SM - editors. Practical Haematology. 8th ed. Ed-
inburg: Churchill Livingstone; 1995.

Mravak-Stipetic M, Loncar-Brzak B, Bakale-Hodax I, Sabol I, Sei-
werth S, Majstorovic¢ M, et al. Clinicopathologic correlation of oral
lichen planus and oral lichenoid lesions: A preliminary study. Sci-
entificWorldJournal. 2014;2014:746874.

Nalamliang N, Tangnuntachai N, Thongprasom K. Medications in
Thai patients with oral lichen planus, oral lichenoid drug reaction
and glossitis. IJEDS 2014; 3(2):73-76.

Roger D, Rolle F, Labrousse F, Brosset A, Bonnetblanc JM. Simv-
astatin-induced lichenoid drug eruption. Clin Exp Dermatol. 1994
Jan;19(1):88-9.7

Sebok B, Toth M, Anga B, Harangi F, Schneider I. Lichenoid drug
eruption with HMG-CoA reductase inhibitors (fluvastatin and lov-
astatin). Acta Derm Venereol. 2004;84(3):229-30.

Pua VS, Scolyer RA, Barnetson RS. Pravastatin-induced lichenoid
drug eruption. Australas ] Dermatol. 2006 Feb;47(1):57-9.



