(GEORGIAN
VIEDICAL
INNEWS

ISSN 1512-0112 NO 5 (338) Maii 2023

TBUJIMCHU - NEW YORK

EXEMECSUYHBIN HAYUHBIN )KYPHAJ

MennuuHckue HoBocTH I'py3uun
Logodmggmml Lsdgwoobm Losbemgbo



GEORGIAN MEDICAL NEWS

Monthly Georgia-US joint scientific journal published both in electronic and paper
formats of the Agency of Medical Information of the Georgian Association of Business Press.
Published since 1994. Distributed in NIS, EU and USA.

GMN: Georgian Medical News is peer-reviewed, published monthly journal committed to promoting
the science and art of medicine and the betterment of public health, published by the GMN Editorial
Board since 1994. GMN carries original scientific articles on medicine, biology and pharmacy, which
are of experimental, theoretical and practical character; publishes original research, reviews, commen-
taries, editorials, essays, medical news, and correspondence in English and Russian.

GMN is indexed in MEDLINE, SCOPUS, PubMed and VINITI Russian Academy of Sciences. The full
text content is available through EBSCO databases.

GMN: Meaununnckue HoBocTH I'py3un - exxeMecsuHbli pelieH3UpyEeMblil HayYHbIHN KypHal, U3AaéTcs
Penaxumonnoit komierueit ¢ 1994 roma Ha pPycCKOM W aHIJIMMCKOM SI3BIKaX B IIEJISIX TOIJEPIKKH
MEAMIIMHCKON HayKd M YIy4dlIeHHUs 30paBOOXpaHeHHs. B KypHase myOIMKYIOTCSI OpUTMHAJIbHBIE
Hay4HbIE CTaThbH B 00JIACTU MEIUIIMHBI, OMOJIOTUH U (papMaliy, CTaTbl 0030pHOT0 XapakTepa, HayuHbIe
cO0O011IeHNs, HOBOCTH METUIIMHBI U 3/ipaBooxpaHenus. XKypuan unnexkcupyercs B MEDLINE, orpaxén
B 0aze nanHbix SCOPUS, PubMed u BUHUTU PAH. IlonHOTEKCTOBBIE CTAThU KypHaia JTOCTYIHBI
yepe3 b/ EBSCO.

GMN: Georgian Medical News — Lo Jo®mggeoml bsdgoozobm Losbangbo — s@ols ymggemgoy@o
bodg(36096m LodgeoEobm M9396%0Mgdswo gy@bogno, aodmoigds 1994 Faowsb, [omdmswagbls
Lbodgosd@om gomagyoobs s 533-0l 39360909d0L, aobosmengdols, 0beyglE®ool, byermgbgdols
s 39bgd0ldgBYyggegdols Log@msdm@olim s3ogdool gOmmdaog godmgdsl. GMN-Fo Gyl
> 0baaoly® gbgody J3g9bwgds 9Jb3gM0dgbG o, mgm@oygmo s 3GsJBogyeo bobosmols
M®0y0bsayg®o  bsdgsbogdm LEsGogdo dgooi3obols, domamaools ©s @o®dsizool beyg®mdo,
dodmboagomo babosmol LEs@ogdo.

J9®bsao obpgdbodgdyamos MEDLINE-ol bsg@msdm@obem Lol gdsdo, sbsbygaos
SCOPUS-o0l;, PubMed-ols ws BUHUTH PAH-0ls dmbsgdms dobgddo. LRs@ogdols barygao @gjl@o
bgendolsfgmdos EBSCO-I dmbsigdms dsbgdowsb.

WEBSITE
www.geomednews.com



K CBEAEHHUIO ABTOPOB!
[Ipu HampaBIEeHUY CTAaTbH B PEAAKITUIO HEOOXOIUMO COOIONATh CISAYIONINE TIPABHIIIA;

1. CraTps nomkHa OBITH IPEJCTaBICHA B IBYX SK3EMIUIIPAX, HA PYCCKOM HMJIM aHTITUHACKOM SI3bI-
Kax, HaTrleyaTaHHas yepe3 MoJITopa HHTepBaJjia Ha OIHOI CTOPOHE CTAHIAPTHOIO JIUCTA € INMPHHOI
JIEBOTO NOJIsI B TPHM caHTHMeTpa. Mcnonb3yemblil KOMIIBIOTEPHBII WPUQT U1 TEKCTa Ha PYCCKOM U
aHnuickoM s3bikax - Times New Roman (Kupuiuna), 115 TeKcTa Ha TPy3UHCKOM S3BIKE CIIEAYeT
ucnoip3oBath AcadNusx. Pasmep mpudra - 12. K pykonrcu, HaneyaTaHHOW Ha KOMITBIOTEPE, JTODKEH
o5ITh IprtoskeH CD co crarbeit.

2. Pa3Mep craTbu TOTKEH OBITH HE MEHEe NeCsTH 1 He OoJiee 1BaALATH CTPAHUI] MAITHOIINCH,
BKJIIOYAsl yKa3areJlb JINTepaTypsl U Pe3loMe Ha aHIJIMIICKOM, PYCCKOM U IPYy3HHCKOM SI3bIKaX.

3. B crarbe 10KHBI OBITH OCBEIICHBI AKTyaIbHOCTh JAHHOTO MaTepHalla, METOIBI U PE3YIIbTaThI
UCCIIeIOBaHUs U X 00CYyKACHHE.

[Ipu npencTaBiIeHNHN B IIeYaTh HAYYHBIX SKCIIEPUMEHTAIBHBIX PA0OT aBTOPHI JOJIKHBI YKa3bIBATH
BHUJl U KOJMYECTBO SKCIIEPUMEHTANBHBIX KUBOTHBIX, IPUMEHSBIINECS METOABl 00e300MMBaHUS U
YCBHIJICHHUS (B XOJI€ OCTPBIX OIIBITOB).

4. K crarbe JOIKHBI OBITH MIPUIIOMKEHBI KpaTKoe (Ha MOJICTPAaHUIIBI) Pe3OMe Ha aHIIIUICKOM,
PYCCKOM M IT'PY3HHCKOM $I3bIKax (BK/IIOYAIOLIEE CIELYOLINE pa3aesbl: Liedb UCCIeI0BaHNs, MaTepHual U
METOJIBI, PE3YJILTATHI M 3aKIIFOUSHHE) U CIIUCOK KITtoueBBIX cioB (key words).

5. Tabnunp! HEOOXOIUMO NPENCTABIATE B Ie4aTHOH hopme. DoTokonuu He npuHUMaroTcs. Bee
nu¢poBbie, HTOTOBbIE H NPOLIEHTHbIE JaHHbIE B Ta0JIMIaX J0JIKHbI COOTBETCTBOBATH TAKOBBIM B
TeKcTe cTaThbU. Tabiuibl U rpaduKu TOJKHBI OBITH 03aryIaBIICHBI.

6. dotorpadun AOIKHBI OBITH KOHTPACTHBIMHU, (POTOKOIHHU C PEHTTEHOTPAMM - B IO3UTUBHOM
n300paxeHuH. PUCYyHKH, yepTeXu U IuarpaMmbl clIeoyeT 03ariaBUTh, IPOHYMEPOBATh U BCTABUTH B
COOTBeTCTBYIOIIEe MecTo TekcTa B tiff opmare.

B noanucsix k MukpogotorpadgusaM cieayeT yKa3plBaTh CTEICHb yBEIMUCHUS Yepe3 OKYISP HITH
00BEKTUB U METOJ] OKPACKU WJIM UMIIPETHALIMH CPE30B.

7. ®aMUIUU OTEYECTBEHHBIX aBTOPOB MIPUBOJAATCS B OPUTHHAIBHON TPAHCKPUIILIUH.

8. I[Ipu opopmnennu u HampaBneHun crared B xypHanm MHI mpocum aBTOpOB cobmronars
NpaBUIIa, U3JI0KEHHBIE B « EMUHBIX TpeOOBaHUSIX K PYKOMHUCSM, IPEACTABISIEMBIM B OMOMEIUIIMHCKHUE
JKypHAJIbD», TPUHATHIX MeXIyHapOAHBIM KOMHUTETOM PEIAaKTOPOB MEAMLMHCKUX KYpHAJIOB -
http://www.spinesurgery.ru/files/publish.pdf u http://www.nlm.nih.gov/bsd/uniform_requirements.html
B koHIIe Kax 101 OPUTHHATIBHOM CTaThU MPUBOAUTCA OnOIHOrpadguyeckuii cnucok. B cnmncok nurepa-
TYPBI BKJIFOYAIOTCSl BCE MaTepHalibl, HA KOTOPBbIE UMEIOTCS CCBUIKU B TeKcTe. CIHUCOK COCTaBIAETCs B
andaBUTHOM MOpsAKe U HymMepyeTcs. JIutepaTypHblii HCTOYHMK NPUBOAUTCS Ha sI3bIKE OpUrMHaia. B
CIMCKE JINTEPATyPhl CHavYajia IPUBOIATCS PabOThI, HAMCAHHBIE 3HAKaMU TPY3MHCKOTO andaBuTa, 3aTeM
Kupwuien u naruHuneidl. CChUIKM Ha IUTHUPYEMble pabOThl B TEKCTE CTAaTbH JAIOTCS B KBaIpPaTHBIX
CKOOKax B BUJI€ HOMEPA, COOTBETCTBYIOLIETO HOMEPY JaHHOH pabOoThI B CIIMCKE TUTEPaTypbl. bonbmmH-
CTBO IIUTHPOBAHHBIX UCTOYHUKOB JOJKHBI OBITH 3a IMOCTIEAHNUE S5-7 JIET.

9. ns momydeHus MpaBa Ha MyONMKAIMIO CTaThs OJDKHA MMETh OT PYKOBOIUTENSI pabOTHI
WIN YUPEXKJCHUS BU3Y U CONPOBOIUTEIHHOE OTHOLLICHNUE, HAIMCAHHBIC WJIM HAlledaTaHHbIE Ha OJIaHKe
Y 3aBEPEHHBIE MOJIHCHIO U NIEYATHIO.

10. B koHIe cTaThU NOJKHBI OBITH MOAMHCH BCEX aBTOPOB, MOJHOCTBHIO MPUBEAEHBI UX
(amMuInM, UIMEHa U OTYECTBA, YKa3aHbl CIIy>KeOHBIN M AOMAIIHUI HOMEpa TeJIe(OHOB U agpeca MM
uHble koopAuHaThl. KomuuecTBo aBTOPOB (COABTOPOB) HE NOHKHO MPEBBIMIATH IISATH YEJIOBEK.

11. Penakuus ocraBisiet 3a cO00i MpaBo COKpaIaTh ¥ HCIPaBIATh cTarhi. Koppekrypa aBropam
HE BBICBUIAETCS, BCS paboTa U CBEpKa IPOBOAUTCS 110 aBTOPCKOMY OPHTHHAILY.

12. HemomycTuMoO HampaBiieHHE B pelaklMIo padoT, MpeICTaBICHHBIX K MeYaTH B MHBIX
M3/1aTeNbCTBAX WIIM OMYOJIMKOBAHHBIX B APYTHX U3JAHUSX.

Hpﬂ HApYHNIEHUH YKa3aHHBIX IPABUJI CTATbU HE PAaCCMAaTPUBAIOTCH.
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Please note, materials submitted to the Editorial Office Staff are supposed to meet the following requirements:

1. Articles must be provided with a double copy, in English or Russian languages and typed or
compu-ter-printed on a single side of standard typing paper, with the left margin of 3 centimeters width,
and 1.5 spacing between the lines, typeface - Times New Roman (Cyrillic), print size - 12 (referring to
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7. Please indicate last names, first and middle initials of the native authors, present names and initials
of the foreign authors in the transcription of the original language, enclose in parenthesis corresponding
number under which the author is listed in the reference materials.

8. Please follow guidance offered to authors by The International Committee of Medical Journal
Editors guidance in its Uniform Requirements for Manuscripts Submitted to Biomedical Journals publica-
tion available online at: http://www.nlm.nih.gov/bsd/uniform_requirements.html
http://www.icmje.org/urm_full.pdf
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of the article under the title “References”. All references cited in the text must be listed. The list of refer-
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by Cyrillic and Latin).

9. To obtain the rights of publication articles must be accompanied by a visa from the project in-
structor or the establishment, where the work has been performed, and a reference letter, both written or
typed on a special signed form, certified by a stamp or a seal.

10. Articles must be signed by all of the authors at the end, and they must be provided with a list of full
names, office and home phone numbers and addresses or other non-office locations where the authors could be
reached. The number of the authors (co-authors) must not exceed the limit of 5 people.

11. Editorial Staff reserves the rights to cut down in size and correct the articles. Proof-sheets are
not sent out to the authors. The entire editorial and collation work is performed according to the author’s
original text.

12. Sending in the works that have already been assigned to the press by other Editorial Staffs or
have been printed by other publishers is not permissible.

Articles that Fail to Meet the Aforementioned
Requirements are not Assigned to be Reviewed.
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Abstract.

The pathogenesis of lichen planus and lichenoid-type reactions
remains shrouded in mystery to this day, precisely because of
the inability to perform acute/specific tests for reproduction
of a particular type of reaction (in this case lichenoid) in order
to prove a causal relationship. Nevertheless, the concept of
molecular mimicry/antigen mimicry as a possible important
pathogenetic inducer for lichen planus and lichenoid-type
reactions, is increasingly becoming a topic of discussion and
remains more than relevant at present.

Disturbances in the integrity of tissue homeostasis- in one
form or another, in fact, become a powerful generator of
cross-mediated immunity, possibly directed at tissue-localized
structures/structural elements/proteins or amino acids.

The observation and reporting of this kind of disorders (even
in the absence of the mentioned tests), as well as their parallel
manifestation with a disease such as lichen planus (or lichenoid-
type reaction), has led over the years to the validation of the now
universal belief that the disease is multifactorially determined.
And the causes of disruption of this integrity can be both
external- infectious, meicamentous as well as internal- tumoral,
paraneoplastic, etc.

Medication induction or triggering of lichen planus by beta
blockers has been observed and reported frequently over
the years, and the clinical picture can vary and be extremely
heterogeneous.

We describe the first case in the world literature of a lichen
planus after nebivolol administration that developed in the
strictly restricted areca of the glans penis. According to a
reference in the medical literature, this is also the second case
in the world literature of penile localized lichen planus after
beta blocker intake. The other analogous one was recorded and
described back in 1991 after propranolol intake.

Key words. Nebivolol, lichen planus, penile location, first
world report, molecular mimicry.

Introduction.

The triggering of lichen planus by beta blockers [1], and its
de novo manifestation after their administration , iS not new
in the medical literature [2]. Lichenoid-type reactions have
been described after metoprolol administration [1] as well as
after nebivolol therapy [3]. It is also of interest that even local
administration of beta blockers is able to induce lichen planus
[4]. There is also evidence of lichenoid-type reactions occurring
within lupus erythematosus overlap syndrome [5].

The present study describes for the first time in the world
literature a strictly localized form of lichen planus in the glans
penis area within the framework of systemic treatment with
nebivolol.
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Case report.

A 48-year-old male came to the dermatology department
with primary complaints of “whitish” spots on the skin of the
penis dating from 2021. The patient treated the lesion with
methylprednisolone aceponate 0.1% cutaneous emulsion,
betamethasone/ clotrimazole/ gentamicin 0.5mg/ 10mg/ 1mg/ g
cream and clotrimazole 1% cream all resulting with little to no
effect over the period of time. He reported the appearance of
white spots in the oral cavity, which at the time of examination
were not detected. Tested negative (serology/ microbiological
smear) for Candida albicans. The panoramic photo of the teeth
resulted without pathological deviations. The results from
HBsAg, anti-HCV Ab, anti-Borrelia burgdorferi IgM/ IgG
were all negative. The patient underwent polypectomia of the
sigma in 2017 and 2022 and from 2015 was diagnosed with
arterial hypertension for which he takes nebivolol 5Smg / % in
the morning/ once daily.

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

The dermatological examination showed polygonal
hypertrophic papules with a net-like appearance on the glans
penis; Wickham striae, without involvement of the foreskin
(Figure 1a,b). The lesion was suspected for lichen planus.

Routine blood tests were performed resulting without
abnormalities except for the total cholesterol levels — 6.04
mmol/l (normal range should be below 5.5 mmol/l), LDL — 4.3
mmol/l (normal range below 3.4 mmol/l), ANA screening test -
positive 1:320, ANA profile: anti-PM-Scl (PM) antibodies were
also positive — 21.

Figure 1 a,b. 1a: Polygonal hypertrophic papules with a net-like
appearance on the glans penis; Wickham striae, without involvement
of the foreskin.

1b: A punch biopsy of the lesional glans penis area with two stitches
for the remaining defect.
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A punch biopsy (Figure 1b) was recommended which resulted
in orthohyperkeratosis, hypergranulosis, pseudoacanthosis,
mild spongiosis, vacuolar degeneration of the basal keratinocyte
row with obscuration of the dermo-epidermal border; pigment,
incontinence, lichenoid lympho-plasmocytic inflammatory

infiltrate located in the tunica propria (Figure 2a,b), (Figure
3a,b). The histological picture corresponded to lichen planus.

A diagnosis of drug induced lichen planus of the glans penis
was made.

Figure 2 a,b. 2a: Lichen planus HE x 100 - orthohyperkeratosis,
hypergranulosis, pseudoacanthosis, vacuolar degeneration of the basal
keratinocytic layer, lichenoid inflammation in the papillary dermis.
2b: Lichen planus HE x 400 - vacuolar degeneration of the basal layer
due to interface dermatitis.

-
3a

Figure 3 a,b. Histological picture.
3a: Lichenoid inflammation and pigment incontinence x 100
3b: Hydropic degeneration and pigment incontinence HEx400.

After consultation with a cardiologist, the antihypertensive
therapy with nebivolol was changed to moxonidine 0.2 mg
once daily due to the possible triggering of lichen planus by
nebivolol.

Due to the positive profile for ANA: anti-PM-Scl (PM)
antibodies 21 and the absence of symptoms for dermatomyositis
and systemic sclerosis, re-evaluation after 6 months, or sooner if
symptoms occur, was suggested.

After hospitalization the patient’s medications were switched
to moxonidine 0.2mg once daily, neotigason 25mg once daily for
initial use of 4 weeks after which the patient was recommended
a re-evaluation; and pimecrolimus cream 10mg/15g twice daily
for 4 weeks.

Discussion.

Lichen planus is a disease that is thought to be clinically
manifestable within disorders of tissue homeostasis [6]. These
disturbances could be most understandably explained by
concepts such as antigenic/molecular mimicry and, at times,
by so-called “epitope expansion/ spreading” and subsequent
autoimmune response to analogous, tissue-specific structures or
antigens in the human body [6].
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Disturbances of tissue homeostasis could occur on the basis
of externally introduced antigens (exogenous antigens) such as
drugs/infectious foci or de novo antigens such as tumor cells for
example (endogenous antigens) [6].

Beta blockers are considered and could be considered as some
of the most potent generators for the drug induced forms of
lichen planus, and within the clinical manifestation of these
side effects, a distinction should be made between all-skin, all-
mucosal forms, mixed forms, as well as site-specific forms of
medication side effects [7,8]. Problematics within diagnosis
and pathogenetic elucidation are mainly due to the fact that
tests to demonstrate the relationship between organism contact
with an exogenously introduced antigen and the generation of a
corresponding specific reaction in the form of a lichen planus are
lacking [6,8]. This is what also makes it difficult to differentiate
accurately between idiopathic, medicamentously, or infectious/
allergically mediated forms of the disease [6,8].

Beta blockers have been a known cause of autoimmunity
generation for years [9].

Bullous forms of lichen planus were associated with beta
blocker intake as early as 1978 [10], and some of the earliest
data in the medical literature described clinical manifestation of
lichen planus after taking practolol [11].

There are described erosive forms (nonmedicated triggered) of
lichen planus , which affect only the penis [12].

Generalized cutaneous forms of lichen planus that also
affect the penis have been described, but again these are not
medicamentously triggered [13].

Involvement of the oral mucosa and penis alone in the form of
lichenoid lesions was described as far back as 1946 [14].

Because of the serious risk of the possibility of developing
squamous cell carcinomas in the areas described above (penile
area and oral mucosa area), early identification and elimination
of the causative agents should remain a priority for clinicians
[15]. And when the trigger is medicamentously one- the
clinicians' task is also of the mildest possible in terms of the
elimination factor: changing the medication.

There is a single publication in the literature on the generation
ofapenile-located lichen planus after propranolol administration
[16].

After a careful literature review of medical databases, we
believe that we present the first case in the world literature
of lichen planus with penile localization after nebivolol
administration.
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