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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.
Two steps are able to lead to a significant decrease in the 

incidence of skin cancer overall and/or to its parallel and 
successful surgical treatment.

The first step concerns its non-occurrence or less frequent 
clinical manifestation and is largely related to the modern 
concept known as prevention, but not the one mainly related 
to solar radiation, but : 1) informing patients about the possible 
contamination of certain drugs with carcinogens/nitrosamines/
NDSRIs and 2) making clinicians aware of the modern concept 
of limited to completely eliminated intake of nitrosamines/
NDSRIs in medications. The ineffectiveness of either of these 
entities could in all likelihood be seen as one of the major causes 
of the headline growth in the incidence of skin cancer and 
keratinocytic cancer in particular. It is also because of this fact 
that the sun protection so recommended and advertised has been 
shown to be ineffective, yet it remains universally advertised.

Polycontamination with Nitrosamines/ NDSRIs within 
multimedication in polymorbid patients is the most serious 
obstacle (at the moment) for the current concept of skin cancer 
prevention to become a reality.

The announced official ʺhypothetical contaminationʺ of more 
than 250 drugs worldwide by the FDA in April 2023, and the 
establishment of permissive concentrations for 5 classes of 
carcinogenic activity of the nitrosamines/NDSRIs - effectively 
make any preventive step more than impossible or meaningless. 
The open question remains, how were the 5 subgroups for 
hypothetical carcinogenic potency of the carcinogens contained 
in the drugs created? On the basis of what data? What tumors 
occurred when these concentrations were exceeded? Data that 
remains hidden from the public and end users , but also data that 
guarantees the development of real (not hypothetical) skin tumours.

The new FDA regulations also do not comment on the issues 
concerning the use of ʺhypothetical carcinogensʺ in the context 
of polycontamination and polymedication in polymorbid 
patients. Because of this fact, the follow-up of actual carcinomas 
after the intake of multiple ʺhypothetical carcinogensʺ would 
also seem to be not unimportant. And it turns out to be quite real 
and sobering to say the least.

The second step, which concerns the successful treatment of skin 
cancer , is its early surgical treatment. This is the most promising 
approach, regardless of whether patients are exposed to permanent 
intake of carcinogens/nitrosamines/NDSRIs in the drugs. 

We report an 86-year-old patient , who, as part of his 
polymedication and polymorbidity, takes 3 drugs that, 

according to the official FDA list of 2023, have strictly 
defined reference limits for potentially available ʺhypothetical 
carcinogensʺ: bisoprolol/ carcinogenic potency class 4, 
olanzapine/ carcinogenic potency class 5 and venlafaxine/ 
carcinogenic potency class 1. The described patient developed 
ʺreal carcinomaʺ after combined long-term intake of the 
ʺhypothetical carcinogensʺ announced in the official FDA lists 
from April 2023.

Proceeding from common sense, regulators in the face of 
the FDA should have already long observed the development 
of a heterogeneous type of tumors to be able to determine 1) 
the potency of the 5 subclasses of carcinogens in the drugs and 
2) their reference values. Moreover- they should also have the 
exact information why which carcinogen in which drug causes 
which type of tumor. Otherwise, the FDA should not announce 
its detailed recommendations to drug manufacturers.

The present patient was successfully treated surgically by a 
transposition adjacent flap. The optimal dermatosurgical and 
reconstructive methodologies for the treatment of tumors in the 
ala nasi area are discussed.

Key words. NDSRIs, Nitrosamines, skin cancer, 
transpositional flap, bisoprolol, venlafaxine, contamination, 
FDA, olanzapine.
Introduction.

Basal cell carcinoma is a benign cutaneous tumor with local 
destructive potential [1]. These lesions, especially in difficult 
anatomical areas, such as the nasal,  paranasal and nasolabial 
regions, are a reconstructive challenge to every dermatologic 
surgeon and require a serious basic practical training in 
dermatologic surgery, anatomy  or reconstructive surgical 
skills [2]. Interdisciplinary collaboration in these cases often 
guarantees better postoperative outcomes.

In addition to the correction of postoperative defects that occur 
after surgical removal of tumors in the facial area , preventive 
steps that could be taken to reduce the intake of possible, albeit 
ʺhypotheticalʺ according to the FDA, carcinogens in drugs 
known as nitrosamines or NDSRIs are also relevant [3].
Case report.

We present an 86-year-old polymorbid patient  who came to 
the dermatology department with primary complaints of a non-
healing growing wound in the right nasal area dating from six 
years (Figure 1). A biopsy was taken prior to the consultation 
with a histological verification of morphea form  basal cell 
carcinoma. Comorbidities are known depression, arterial 
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hypertension, gastritis, chronic congestive heart failure, mitral 
insufficiency, permanent atrial fibrillation, chronic insomnia.

The patient's systemic medication within the hospitalization 
included: 1) bisoprolol fumarate 5 mg: 2 times half a tablet from 
10 years, 2) digoxin: 1 time daily half a tablet, 3) apixaban 5 
mg: 2 times half a tablet from 2/3 years, 4) esomeprazole 40 
mg :once daily half a tablet / from 2 years, 5) olanzapine 5 mg : 
half a tablet daily from 6 years, 6) venlafaxine 75 mg / SNRIs: 
2 times one tablet daily / from 6 years, 7) pregabalin 75 mg: one 
tablet daily / from 6 years, 8) bromazepam 3 mg: in the evening 
one or half a tablet, every 2 days / from 30 years, 9) quetiapine 
25 mg: in the evening , one to 2 tablets, every 2 days / from 
5-6years, 10) zopiclone 7.5 mg: one half to one tablet every two 
days / from 1 year.

No family history for malignancy in any family member. A 
surgical excision was performed 16 years ago for another  basal 
cell carcinoma lesion located on the right forearm.

The patient requested physical examination of the lesion and 
further therapeutic approach to be established.

The dermatological examination showed an ulcerative 
pigmented lesion, measured 2.5 cm, with irregular borders and 
crusts, located above the right nasal ala suspected clinically for 
a pigmented basal cell carcinoma (Figure 1). 

Routine blood tests were performed without abnormalities. An 
MRI of the brain showed evidence of vascular-induced gliosis, a small 
vessel disease. Cartilage and bone structures were not affected.

The patient was recommended a two-staged surgical 
procedure using a transpositional rotation flap from the adjacent 
area. Under local anesthesia with lidocaine 1% diluted with 
NaCl and additional 4 drops of adrenaline, an excision of the 
primary tumour was made with a surgical safety margin of 5 
mm (Figure 2a). Given the possible remaining defect after the 
initial surgical removal of the tumour  it was decided to perform 
a reconstruction using a transposition flap form the cheek with a 
preserved feeding arterial perfusion (Figures 2b and 2c). 

A skin flap was dissected from the cheekbone area, ensuring 
its mobility to the nasal area in parallel ( Figures 2a and 2b). Тhe 
transposition flap, rotated at 70 degrees, was formed laterally 
from the resulting defect, with preserved arterial blood supply 
(Figures 2a and 2b). 

The transposition of the skin flap was ensured by its staged 
and gradual undermining in depth, thus preserving the balance 
between the feeding arterial circulation and the possibility of 
its translocation or mobility in the ala nasi direction (Figures 
2a-2c).

The skin edges were adapted in stages using Donati sutures and 
single interrupted sutures (Figure 2d). Histopathology showed 
morpheaform basal cell carcinoma, with superficial ulceration, 
measured 25/3 mm, with clean resection lines. The patient was 
staged according to the TNM classification as T2N0M0. The 
postoperative period was without complications.
Discussion.

When performing surgical excision of a cutaneous tumor, 
especially in delicate anatomical areas like the nose, often the 
remaining defect cannot be closed alone with single sutures 
and reconstructive techniques are required [4]. Insufficient 
reconstruction can lead to future asymmetry and poor functional 
outcome. A preferred and effective approach used in the 
restoration of the ala nasi, is the two-staged reconstruction 
technique with a nasolabial flap [4]. It is a great option because 
the remaining scar will be completely concealed in the nasolabial 
sulcus. However, if we aim for a single step procedure without 

Figure 1. An ulcerative pigmented lesion measured 2.5 cm, with 
irregular borders and crusts, located above the right nasal ala.

Figure 2. 2a: Surgical excision with a surgical safety margin of 5 mm.

Figure 2. 2b,c: After hemostasis, a nasolabial transposition flap 
rotated at 70 degrees, was formed laterally from the resulting defect, 
with preserved arterial blood supply.
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Viewed comprehensively, the case should not be viewed as 
just another patient with basal cell carcinoma in the ala nasi area 
successfully operated on by a multidisciplinary team.

The FDA published in 2023 the list of permissible levels of 
nitrosamines in drugs, as well as the categorization of contained 
carcinogens according to their hypothetical carcinogenic 
activity [12]. 

According to these recommendations, the intake of carcinogens 
within the monomedication of a particular drug should not be 
considered as hypothetically carcinogenic [12] and dangerous 
for patients.

However, to our great disappointment, the shared data do 
not comment in any way on what the outcomes would be after 
receiving contaminated polymedication within the framework 
of multimedication in polymorbid patients, similar to the one 
we presented, which is also already published in a separate 
scientific paper thematizing this issue [3].

According to the FDA lists of potential hypothetical 
carcinogens in drugs as of 2023, concomitant administration of 
1) bisoprolol/carcinogenic potency of 4, in combination with 
2) olanzapine/carcinogenic potency class 5, as well as with 3) 
venlafaxine/ carcinogenic potency class 1, constitutes in effect 
a long-term intake of a ʺcocktail of carcinogensʺ leading to the 
clinical manifestation of keratinocytic tumors in the patient 
described [3].

At the very least, long-term intake of these carcinogens  could 
be viewed as a cofactor in the generation of keratinocytic cancer 
[3,13].

The concept of global cancer incidence is more than frightening 
and predicts a dramatic increase in the number of newly 
diagnosed cases by 2040 of approximately 50% [14]. Non-
melanocytic skin cancers and their incidence are also rising at a 
breakneck pace, with this increase corresponding or increasing 
exponentially with the number of nitrosamine-contaminated 
concomitant drugs taken (according to official FDA lists) [12].

Concurrent intake of drugs of heterogeneous class declared 
as ʺhypothetically contaminated with carcinogensʺ (according 
to FDA 2023) could hardly be limited even within the limits 
recommended by regulators [12].  It is the contamination of 
polymedication taken by patients within polymorbidity that 
appears to be the most likely cause of cancer in general.

The thesis presented so far , that polymorbidity is the cause of 
cancer, is gradually but more than surely losing its supporters. The 
reason lies precisely in the fact that ʺhypothetical carcinogensʺ 
are forcibly introduced and lead to real carcinomas.

Polycontamination of multimedication (with nitrosamines/
NDSRIs/ carcinogens) within polymorbidity seems a much more 
logical explanation than the hypotheses presented worldwide so 
far.
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