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avtorTa sayuradRebod!

redaqciaSi statiis warmodgenisas saWiroa davicvaT Semdegi wesebi:

 1. statia unda warmoadginoT 2 calad,  rusul an inglisur enebze, dabeWdili 
standartuli furclis 1 gverdze,  3 sm siganis marcxena velisa da striqonebs 
Soris 1,5 intervalis dacviT. gamoyenebuli kompiuteruli Srifti rusul da ing-
lisurenovan teqstebSi - Times New Roman (Кириллица), xolo qarTulenovan teqstSi 
saWiroa gamoviyenoT AcadNusx. Sriftis zoma – 12. statias Tan unda axldes CD 
statiiT. 
 2. statiis moculoba ar unda Seadgendes 10 gverdze naklebs da 20 gverdze mets 
literaturis siis da reziumeebis (inglisur, rusul da qarTul enebze) CaTvliT.
 3. statiaSi saWiroa gaSuqdes: sakiTxis aqtualoba; kvlevis mizani; sakvlevi 
masala da gamoyenebuli meTodebi; miRebuli Sedegebi da maTi gansja. eqsperimen-
tuli xasiaTis statiebis warmodgenisas avtorebma unda miuTiTon saeqsperimento 
cxovelebis saxeoba da raodenoba; gautkivarebisa da daZinebis meTodebi (mwvave 
cdebis pirobebSi).
 4. statias Tan unda axldes reziume inglisur, rusul da qarTul enebze 
aranakleb naxevari gverdis moculobisa (saTauris, avtorebis, dawesebulebis 
miTiTebiT da unda Seicavdes Semdeg ganyofilebebs: mizani, masala da meTodebi, 
Sedegebi da daskvnebi; teqstualuri nawili ar unda iyos 15 striqonze naklebi) 
da sakvanZo sityvebis CamonaTvali (key words).
 5. cxrilebi saWiroa warmoadginoT nabeWdi saxiT. yvela cifruli, Sema-
jamebeli da procentuli monacemebi unda Seesabamebodes teqstSi moyvanils. 
 6. fotosuraTebi unda iyos kontrastuli; suraTebi, naxazebi, diagramebi 
- dasaTaurebuli, danomrili da saTanado adgilas Casmuli. rentgenogramebis 
fotoaslebi warmoadgineT pozitiuri gamosaxulebiT tiff formatSi. mikrofoto-
suraTebis warwerebSi saWiroa miuTiToT okularis an obieqtivis saSualebiT 
gadidebis xarisxi, anaTalebis SeRebvis an impregnaciis meTodi da aRniSnoT su-
raTis zeda da qveda nawilebi.
 7. samamulo avtorebis gvarebi statiaSi aRiniSneba inicialebis TandarTviT, 
ucxourisa – ucxouri transkripciiT.
 8. statias Tan unda axldes avtoris mier gamoyenebuli samamulo da ucxo-
uri Sromebis bibliografiuli sia (bolo 5-8 wlis siRrmiT). anbanuri wyobiT 
warmodgenil bibliografiul siaSi miuTiTeT jer samamulo, Semdeg ucxoeli 
avtorebi (gvari, inicialebi, statiis saTauri, Jurnalis dasaxeleba, gamocemis 
adgili, weli, Jurnalis #, pirveli da bolo gverdebi). monografiis SemTxvevaSi 
miuTiTeT gamocemis weli, adgili da gverdebis saerTo raodenoba. teqstSi 
kvadratul fCxilebSi unda miuTiToT avtoris Sesabamisi N literaturis siis 
mixedviT. mizanSewonilia, rom citirebuli wyaroebis umetesi nawili iyos 5-6 
wlis siRrmis.
 9. statias Tan unda axldes: a) dawesebulebis an samecniero xelmZRvane-
lis wardgineba, damowmebuli xelmoweriTa da beWdiT; b) dargis specialistis 
damowmebuli recenzia, romelSic miTiTebuli iqneba sakiTxis aqtualoba, masalis 
sakmaoba, meTodis sandooba, Sedegebis samecniero-praqtikuli mniSvneloba.
 10. statiis bolos saWiroa yvela avtoris xelmowera, romelTa raodenoba 
ar unda aRematebodes 5-s.
 11. redaqcia itovebs uflebas Seasworos statia. teqstze muSaoba da Se-
jereba xdeba saavtoro originalis mixedviT.
 12. dauSvebelia redaqciaSi iseTi statiis wardgena, romelic dasabeWdad 
wardgenili iyo sxva redaqciaSi an gamoqveynebuli iyo sxva gamocemebSi.

aRniSnuli wesebis darRvevis SemTxvevaSi statiebi ar ganixileba.
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Abstract.
Graham-Little-Piccardi-Lasseur syndrome (GLPLS) is a rare 

lichenoid dermatosis classified as a variant of follicular lichen 
planus, also known as classic lichen planopilaris. The condition 
is characterized by the triad of cicatricial scalp alopecia, 
noncicatricial alopecia in the axillary and groin regions, and 
numerous follicular papules distributed across the body.

We present a 64-year-old female with clinically and 
histologically confirmed GLPLS. Two biopsies were conducted, 
resulting in lichen planopilaris/ pseudopelade Brocq and lichen 
planus hypertrophicus. Initial therapy included loratadine and 
topical clobetasol propionate. 

Due to the suspicion of possible drug-induced reaction, 
the antihypertensive therapy, which consisted of valsartan, 
bisoprolol, spironolactone, and chlorthalidone, was discontinued 
and replaced with moxonidine. Urinary infection caused by 
Escherichia coli and dental infection were noted. 

Prescribed outpatient treatment included acitretin, bilastine, 
and topical prednisolone for the scalp. Improvement was 
observed in the lesions located on the trunk and upper and lower 
extremities following betamethasone/salicylic acid ointment 
was prescribed, and methylprednisolone aceponate cream.

Re-application or return of the old systemic medication on 
an outpatient basis resulted in a worsening/exacerbation of the 
clinical picture and a re-need to change medication. It is this fact 
that suggests that polymedication could also be considered as a 
trigger of lichen planus and its subforms such as GLPLS.

The hypothesis surrounding alterations in tissue homeostasis 
as a potential trigger factor for autoimmunity is being discussed, 
with a specific focus on infectious and drug-induced forms of 
lichen planus, as well as Graham-Little-Lasseur syndrome.

Key words. Lichen planopilaris, pseudopelade Brocq, 
Graham-Little-Piccardi-Lasseur syndrome, molecular mimicry, 
drug-induced, Escherichia coli, dental infection, periodontitis 
chronica granulomatosa, valsartan, bisoprolol, spironolactone.
Introduction.

Graham-Little-Piccardi-Lasseur syndrome (GLPLS) is a rare 
type of lichen planopilaris [1]. It is characterized by patchy 
cicatricial alopecia of the scalp, noncicatricial alopecia of the 
axillae and groin, and the presence of numerous follicular 
keratotic papules on the body [1]. The condition primarily 
affects women between the ages of 30 and 70 years [2], with 
a higher prevalence among those who are postmenopausal [3].

Although the etiology is unknown, some authors suggest 
that a T-cell-mediated immune response is a key factor in 
the pathogenesis of both lichen planus [4] and GLPLS [3]. In 
theory, a contact with an exogenous agent - such as a virus, 

drug, or contact allergen – leads to alterations in epidermal self-
antigens, resulting in the activation of cytotoxic CD8+ T cells 
[4,5].

Given the various trigger factors associated with the onset 
of lichen planus, we present a case of a Bulgarian female 
patient with Graham-Little-Piccardi-Lasseur syndrome that 
developed in the context of polymedication involving several 
antihypertensive medications – such as valsartan, bisoprolol 
fumarate, spironolactone, and chlorthalidone – as well as two 
infectious sites: one of dental origin (periodontitis chronica 
granulomatosa) and the other of urinary origin (Escherichia 
coli infection). Our objective is to conduct a brief retrospective 
analysis of 12 articles from PubMed and 35 from PMC regarding 
GLPLS.
Case report.

A 64-year-old female presented to the dermatology department 
with primary complaints of intense hair loss and severely itchy 
rash on the trunk and upper and lower extremities, persisting for 
approximately two months.

The patient has a history of an ischemic stroke affecting 
the vertebrobasilar system, hypertrophic obstructive 
cardiomyopathy, moderate aortic regurgitation, mild to 
moderate mitral regurgitation, and mild tricuspid insufficiency. 
Additionally, the patient has stage III hypertensive disease. 
Systemic therapy since April 2023 was initiated with valsartan 
160 mg half a tablet in the morning, clopidogrel 75 mg once 
in the morning, bisoprolol fumarate 5 mg half a tablet in the 
morning, betahistine dihydrochloride 24 mg twice daily – one 
in the morning and one in the evening, rosuvastatin 10 mg once 
in the evening, spironolactone 25 mg once in the morning, and 
chlorthalidone 25 mg once in the morning. Family history of 
alopecia in her mother was also reported.

The patient requested a physical examination and further 
therapeutic approach to be established.

Routine laboratory tests were performed, resulting in elevated 
potassium levels, which were monitored over seven days, 
ranging from 5.91 mmol/L to 5.5 mmol/L measured on the 
final day (normal range 3.6-5.2 mmol/L). The tests also showed 
elevated creatinine levels - 142.1 micromol/L (normal range 
for women 53-97.2 micromol/l), urea at 10.9 mmol/L (normal 
range 2.1-8.5 mmol/l), and uric acid at 460.0 micromol/l 
(normal range for women 155-357 micromol/l). Additional tests 
included Anti-HCV II at 0.07 – nonreactive S/CO ratio (Signal-
to-Cutoff Ratio); and HBsAg at 0.29 – nonreactive S/CO ratio. 
Allergy to ciprofloxacin was noted. An ANA screening was 
conducted, resulting in positive results with a titer of 1:320, 
ANA subfractions were without elevations. 
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The dermatological examination revealed numerous livid 
hypertrophic papules and nodules with fine desquamation on 
the extensor surfaces of the trunk (Figure 1a), upper (Figures 
1b and 1c), and lower limbs (Figure 2f). The capillitium 
showed diffuse cicatricial alopecia with plaque-like areas of 
desquamation (Figures 3a and 3b). Body hair was significantly 
reduced, particularly in the axillae (noncicatricial alopecia) 
(Figures 4a and 4b), while pubic and pretibial hair remained 
intact. Enlarged lymph nodes were not palpable. Several 
biopsies were performed – from the capillitium and from the 
papules and nodules from the right lower leg.

The histological examination of the biopsy from the capillitium 
showed pronounced ortho- and follicular hyperkeratosis, 
uneven acanthosis, and a reduced number of sebaceous glands 
throughout the dermis, replaced by diffuse fibrous tracts. A 
retained hair follicle fragment was covered by a lichenoid 

inflammatory reaction, with round cells destroying the external 
epithelial sheath. These findings were consistent with lichen 
planopilaris/ pseudopelade Brocq (Figure 5a).

The histological examination of the biopsy from the lower leg 
region revealed marked ortho- and follicular hyperkeratosis, 
irregular acanthosis alternating with pseudoepitheliomatous 
hyperplasia, vacuolar degeneration of basal keratinocytes, 
and a lichenoid lympho-plasmоcytic inflammatory infiltrate 
obscuring the dermo-epidermal junction and lining the papillary 
dermis. These findings were consistent with lichen planus 
hypertrophicus (Figures 5b and 5c).

Based on the histological and dermatological findings, 
the diagnosis of Graham-Little-Piccardi-Lasseur syndrome 
(GLPLS) was confirmed.

Figure 1a-c. Numerous livid hypertrophic papules and nodules with 
fine desquamation on the extensor surfaces of the trunk (a), right (c) 
and left hands (b).

Figure 2. Numerous livid hypertrophic papules and nodules with fine 
desquamation on the extensor surfaces of lower limbs.
2a: anterior prospective: front view of the right and left lower legs.
2b: lateral view of the lower left leg. The medial side of the right lower 
leg is also visible.
2c: a closer view of the distal lesions, left lower leg.
2d: a closer view of the anterior genu region (patellar area), right 
lower leg.
2e: antero-lateral view, right lower leg.
2f: a closer look at the lesions in the crural region – calf area.

Figure 3. Capillitium: diffuse cicatricial alopecia with plaque-like 
areas of desquamation. 3a: left lateral view, 3b: right lateral view.

Figure 4. Reduced body hair, particularly in the axillae (noncicatricial 
alopecia). 4a: Left axillary region, 4b: Right axillary region.

Figure 5. Histology panel.
5a: cicatricial alopecia HE x 40
5b: Lichen planus hypertrophicus HE x 40
5c: Lichen hypertrophicus HE x 100.
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atrophicans” [8]. The syndrome is a rare lichenoid dermatosis, 
classified as a variant of follicular lichen planus (classic lichen 
planopilaris) [9]. 

Although familial cases of lichen planus are well-documented 
in the literature [10], familial GLPLS is extremely rare, with 
only two published articles on the subject in PubMed [9,11]. 
In the case we present, no direct link could be established 
between our patient and her mother, as the patient recalled that 
her mother only had alopecia (scarring or nonscarring) without 
any other skin manifestations. Although these conditions share 
similarities, they are distinct. However, they may have a similar 
underlying autoimmune basis contributing to both. In this case, 
we cannot classify it as familial Graham-Little-Piccardi-Lasseur 
syndrome.

Some authors suggest that a T-cell-mediated immune response 
plays a crucial role in the progression of lichen planus to Graham-
Little-Piccardi-Lasseur syndrome [12,13]. However, in cases 
of severe inflammatory reactions, additional antigens may be 
damaged and released, potentially also triggering B-cell immune 
activation [12,13]. The heterogeneous cutaneous manifestations 
observed in patients with lichen planus and GLPLS may be 
attributed to the discovery of new antigens through processes 
like antigen mimicry or epitope expansion [13,14]. Those two 
events could help explain the potential transition to other rare 
forms of the condition [14]. 

The pathogenicity of lichen planus lesions involves 
autoimmune-mediated lysis of basal keratinocytes, driven by 
cytotoxic T lymphocytes (CD8+ lymphocytes) [15]. Alterations 
in tissue homeostasis can arise from the presence of exogenous 
antigens, such as medications or infections, and/or endogenous 
antigens, such as neoplastic cells [14]. 

The triggering of lichen planus by various classes of 
antihypertensive medications has been well-documented in 
the literature, including beta blockers (like nebivolol) [16], 
angiotensin II receptor blockers (such as valsartan) [17], 
aldosterone antagonists (such as spironolactone) [18] and 
thiazide diuretics (such as hydrochlorothiazide) [19]. 

Beta blockers have long been recognized as a potential trigger 
for the development of autoimmune responses [20]. Since 1974, 
drug-induced eczema, lupus erythematosus, lichen planus and 
erythematous psoriasiform eruption have been reported as 
adverse reactions to practolol [21]. A case report documented 
the occurrence of a bullous lichen planus induced by labetalol 
[22]. A more recent article by Tchernev et al. [16] described a 
rare case of lichen planus localized on the penis following the 
administration of nebivolol. An article reported the reoccurrence 
of erosive lichen planus lesions on the palms and feet of a patient 
following the administration of metoprolol, suggesting that the 
recurrence was likely secondary to the medication [23]. Topical 
application of beta blockers has also been found as a potential 
inducer of lichen planus [24].

Lichen planus-like drug eruptions (LDE) can present with 
features that closely resemble those of idiopathic lichen planus 
[25]. It is suggested that LDE may arise from cross-reactivity 
or from a suppressed skin adrenergic system [25]. Upon 
discontinuation of the medication (labetalol), the lichenoid 
reaction in the patient resolved [25]. 

Therapy was initiated with loratadine 5 mg once daily and 
topical clobetasol propionate applied twice daily. Due to the 
suspicion that the condition may have been triggered by the 
antihypertensive medications – valsartan 160 mg, bisoprolol 
fumarate 5 mg, spironolactone 25 mg, and chlorthalidone 25 
mg – they were discontinued and replaced with moxonidine 0.2 
mg twice daily when blood pressure exceeded 145/90 mmHg.

Given the elevated creatinine and urea levels, along with 
evidence of a urinary infection with Escherichia coli (urine 
sediment with significant bacteriuria, leukocyturia and mild 
hematuria, positive uroculture for E coli), sulfamethoxazole/
trimethoprim 480 mg two tablets twice daily for five days was 
prescribed.

To rule out infectious causes, hepatitis markers were tested, 
and the results were negative for hepatitis B and hepatitis C. 

Additionally, after dental consultation, periodontitis chronica 
granulomatosa was established and further treatment was 
recommended.

The patient was discharged with an improvement in the 
dermatological status. The prescribed outpatient treatment 
included acitretin 45 mg daily (25 mg in the morning, 20 mg 
at noon), bilastine 20 mg once daily at 5 p.m., and topical 
prednisolone 0.2 g solution once daily in the evening for 
the scalp. For the lesions located on the trunk and upper and 
lower extremities, betamethasone/salicylic acid ointment 
was prescribed once in the morning, and methylprednisolone 
aceponate once in the evening. Regular blood tests every four 
weeks for monitoring were recommended.

Due to elevated arterial pressure in the outpatient setting, 
cardiac medication was changed, and old medication was 
resumed. This led to an exacerbation of the clinical picture and 
the appearance of new lesions on the trunk and extremities. After 
dermatologic examination, a referral was made to discontinue 
the triggering medication and continue systemic treatment with 
neotigasone, and significant improvement was achieved.
Discussion.

Lichen planus (LP) is a chronic, immune-mediated 
inflammatory condition that involves the skin, mucous 
membranes, nails and hair [6]. Cutaneous lichen planus (CLP), 
most frequently observed in middle-aged individuals, usually 
appears as pruric, violaceous papules, primarily affecting the 
flexor surfaces of the extremities [6]. CLP is further classified 
into various subtypes based on the morphology of the lesions and 
the site of involvement (lichen planopilaris, nail involvement, 
and palmoplantar involvement) [6]. These subtypes include 
papular, vesiculobullous, hypertrophic, atrophic, annular, linear, 
actinic, erosive, follicular, lichen planus pigmentosus and lichen 
planus pigmentosus-inversus [6]. Oral lichen planus may present as 
the primary manifestation or occur alongside other mucosal sites, 
such as the gastrointestinal tract, genital or/and ocular regions [6].

Initially described in 1914 by Piccardi as a progressive 
cicatricial alopecia of the scalp, noncicatricial alopecia in the 
axillary and pubic area, along with follicular papules on the 
trunk and extremities [7], Graham-Little-Piccardi-Lasseur 
syndrome received its full name later in 1915 when Graham 
Little described a similar condition as “folliculitis decalvans et 
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A lichenoid drug eruption secondary to propranolol was also 
reported by Massa et al. [26]. A case report describing a possible 
multi-drug-induced palmoplantar lichen planus was presented 
by Tchernev et al. [27], involving the medications metoprolol, 
rosuvastatin, ramipril, and acetylsalicylic acid.

An article highlighted a case of telmisartan-induced lichen 
planus eruption in a patient with vitiliginous skin [28]. Based 
on the patient’s medical history in the article, telmisartan was 
used in a combination with hydrochlorothiazide [28], prompting 
us to consider whether telmisartan alone could trigger the lichen 
planus or if the reaction resulted from a possible cumulative 
effect of both medications, indicating a potential case of multi-
drug-induced lichen planus. 

The second and final article we found on PubMed concerning 
angiotensin II receptor blocker-induced lichen planus described 
a linear lichenoid drug eruption associated with valsartan [17].

No cases of bisoprolol-induced or chlorthalidone-induced 
lichen planus were found in the literature. 

A single case report of spironolactone-induced lichen planus 
was identified on PubMed [18]. 

Hydrochlorothiazide has been reported in the literature as a 
potential inducer of lichen planus [19]. 

A case report published in the 1990s described erosive lichen 
planus of the oral mucosa associated with the use of alpha-
methyldopa and hydrochlorothiazide [29]. 

A case report by Halevy et al. [30] described a lichenoid 
photosensitive eruption induced by hydrochlorothiazide. The 
authors employed a macrophage migration inhibition factor 
test to identify hydrochlorothiazide among several suspected 
medications the patient was taking [30]. Notably, the colleagues 
suggested that an allergic reaction to the drug contributed to the 
onset of the photosensitive lichenoid eruption [30]. While other 
“trigger” medications are discussed in the literature, this case 
report will focus exclusively on those most relevant to ours.

Infectious causes that are reported to induce lichen planus are 
well-documented in the literature, with several notable examples 
such as localized lichen planus triggered by COVID-19-
Vaccination (following both doses of the mRNA vaccine) [31], 
lichen planus pemphigoides after COVID-19 infection [32], and 
oral lichen planus following Candida albicans infection [33], 
as well as Hepatitis C (HCV) infection [34]. The exact cause 
or mechanism behind adverse reactions following COVID-19 
vaccination remains a mystery [31]. However, some authors 
hypothesize that the spike protein from the vaccine triggers the 
T cells, leading to the release of proinflammatory cytokines, 
which in turn target epidermal basal keratinocytes and contribute 
to the development of lichen planus [31]. Another hypothesis 
suggests that the vaccine stimulates CD4+ type 1 helper T cells 
(Th1), which produce cytokines, interferon-alpha, and tumor 
necrosis factor-alpha, ultimately inducing apoptosis of basal 
keratinocytes and triggering the formation of lichen planus 
[35]. In a study by Sood et al. [36], a hypothesis was proposed 
suggesting that in patients with COVID-19, altered T-cell 
responses, cross-reactive antibodies, elevated cytokine levels, 
disrupted immune permeability barrier, and nutrition deficiency 
(vitamin D deficiency) may contribute to the development of lichen 
planus or exacerbation of pre-existing oral lichen planus [36]. 

A case report described a drug-induced cutaneous lichen 
planus triggered after the first dose of the Pfizer-BioNTech 
COVID-19 vaccine [37]. In addition to the single case reports, 
a retrospective cross-sectional study involving 648,110 patients 
with lichen planus, COVID-19 infection, and COVID-19 
vaccination was conducted [38]. The study found that 181 
patients developed lichen planus after receiving the COVID-19 
vaccine, while 24 patients developed lichen planus following 
a COVID-19 infection [38]. The calculated risk of developing 
lichen planus post-COVID-19 infection was 1.143, compared to 
1.573 following COVID-19 vaccination was [38]. 

The meta-analysis by Ma et al. [33] included 1,124 patients 
with oral lichen planus and 1,063 healthy controls, revealing a 
significantly higher detection rate of Candida albicans in the oral 
lichen planus group compared to healthy controls (OR = 1.74, P 
= 0.003, 95% CI: 1.20, 2.52). Furthermore, the study indicated 
an increased risk of Candida albicans infection in patients with 
erosive oral lichen planus compared to healthy controls (OR 
= 3.97, 95% CI: 2.31, 6.84, P < 0.00001) [33]. Zhang et al. 
[39] employed a random-effects model (REM) across several 
literature databases to assess the link between the infectious 
agent Helicobacter pylori and oral lichen planus. A significant 
correlation was found, with an odds ratio (OR) of 4.69 (95% 
CI: 1.36 to 16.19; P < 0.01) [39]. Using sensitivity analysis, the 
pooled ORs ranged from 3.69 (95% CI: 1.01 to 13.44; P = 0.05) 
to 6.77 (95% CI: 2.65-17.30; P < 0.001) [39]. Another meta-
analysis identified a significant correlation between oral lichen 
planus and Human papillomavirus (HPV) [40]. 

Data from Bankvall et al. [41] revealed a distinct bacterial 
composition in the oral cavity of patients with oral lichen planus, 
suggesting that these bacteria may play a role in the aetiology 
of the condition. While an article by Baek et al. [42] identified 
four strains of Escherichia coli in oral lichen planus lesions, no 
data on PubMed suggests that lichen planus can be triggered 
solely by Escherichia coli. In future studies, clinicians should 
consider expanding their focus to include various infectious 
agents, especially regarding their role in molecular mimicry. 

Extrahepatic manifestations of hepatitis C virus (HCV) 
infection predominantly affect the oral region [43]. HCV has 
been shown to replicate in the oral mucosa, attracting HCV-
specific T lymphocytes, which suggests a potential role of the 
virus in the pathogenesis of oral lichen planus [43]. A systematic 
review with meta-analysis by Lodi et al. [44] analyzed 33 studies 
comparing the seroprevalence of HCV in lichen planus patients, 
alongside 6 studies reporting the prevalence of lichen planus 
in individuals with HCV infection. The findings indicated that 
lichen planus patients have a significantly higher risk (OR 
4.85; 95% confidence interval 3.58-6.56) compared to controls 
of being HCV seropositive [44]. Additionally, the ORs for 
HCV patients developing lichen planus were found to be 4.47 
(95% confidence interval 1.84-10.86) [44]. Although not very 
common, a rare variant of lichen planus follicularis tumidus was 
diagnosed in a patient with a history of hepatitis C [45].

Malignant transformation occurs in approximately 1% 
of cases of oral lichen planus, with erosive lichen planus 
recognized as a significant risk factor for such transformation 
[46]. A retrospective study by Roberts et al. [46] evaluated 
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1,920 patients with suspected oral lichen planus, and found 
that 1.39% developed oral squamous cell carcinoma over an 
average follow-up period of 5.8 years. The transformation rate 
for erosive oral lichen planus into malignancy was found to be 
5.98% exhibiting an aggressive clinical course [46].

A case of unilateral lichen planus triggered by dental metals 
was reported by Fukumoto et al. [47], who examined the roles 
of metal allergy and sweating in its development [47]. The 
authors conducted patch tests with metal allergens, including 
SnCl2, H2 PtCl6, ZnCl2, and MnCl2 which yielded positive 
results [47]. They also performed thermoregulatory sweat test 
using the starch-iodine method, which involved heat stimulation 
to provoke sweating [47]. Immunohistochemical staining for 
dermcidin confirmed sweat leakage in the subpapillary dermis 
within the affected area [47]. These findings suggested that a 
coexistence of metal allergy and sweat leakage in a hypohidrotic 
region may contribute to the development of unilateral lichen 
planus [47]. Three cases of linear lichen planus localized to 
the lower extremities, without accompanying mucosal lesions, 
were reported as early as 1996 by Sasaki et al. [48]. In two of 
these cases, patients exhibited a positive patch test reaction to 
gold (HAuCI4) and a positive lymphocyte stimulation test to 
gold compound (Gold sodium thiomalate), while one patient 
showed a positive patch test reaction to mercury (HgCI2) [48]. 
The study suggested that T cells responsive to metal compounds 
might play a role in the development of linear lichen planus 
[48]. 

Lichen planus has occasionally been linked with paraneoplastic 
pemphigus [49]. Bowen et al. [49] observed six patients 
diagnosed with paraneoplastic pemphigus, finding that lichen 
planus was both clinically and histopathologically evident in 
five of the patients. They concluded that lichenoid eruptions 
might predispose individuals to an early evolutionary stage of 
paraneoplastic pemphigus, with epitope spreading serving as a 
potential explanation [49].

The various types of lichen planus discussed so far, can be 
triggered by infections, medications, paraneoplastic syndromes, 
or remain idiopathic [50]. In the case of the first three trigger 
factors, individual susceptibility likely plays a significant role, 
influenced by each person’s genetic predisposition and the 
reactivity of their immune system in response to specific stimuli 
[51].

Since the organism’s internal homeostasis can be disrupted 
by the presence of exogenous antigens – whether drug-related, 
bacterial, or viral- clinicians should focus on identifying these 
antigens through various laboratory tests and thorough patient 
history evaluations [14]. Following the hypothesis by Tchernev 
G [13], infectious pathogens – specifically Escherichia coli 
and different periodontal pathogens [52] - could act as triggers 
of exogenous antigen mimicry in the early stages, potentially 
resulting in the heterogeneous clinical presentation of GLPLS 
in our case. 

After conducting a thorough review of the 12 articles on 
PubMed, we filtered out those without available abstracts or full 
text access. Among the available articles, we identified one case 
that suggested an exogenous infectious cause potentially linked 
to the development of GLPLS [53]. In this case, a 48-year-old 

man received the HBV vaccine Recombivax (Merck-Sharp & 
Dohme, MSD) [53]. One to two months after the second dose, 
the patient developed numerous, polygonal, red, and itchy 
papules on the trunk, limbs, and wrists [53]. The only notable 
laboratory findings were the positive HBsAb and HBcAb [53]. 
The author suggested a possible dose-dependent response to 
the HBV vaccine, with lichen ruber planus being the initial 
sign of GLPLS [53]. A strong correlation has been observed 
not only with hepatitis B vaccination but also with HLA DR-1 
positivity in both mother and daughter, vitamin A deficiency, 
hormonal dysfunction, androgen insensitivity syndrome, and 
neuropsychological issues [9,54].
Conclusion.

The diverse and complex clinical presentation of lichen 
planus and its subtypes may be influenced by the interactions 
among different infectious and drug-related factors, along with 
the immune responses they trigger. This immune response 
is associated with the phenomenon of molecular/ antigenic 
mimicry, which, although not currently measurable through 
specific tests, is supported by clinicopathological correlations 
observed in the context of these interactions.
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