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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.




REQUIREMENTS

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
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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-
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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.

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 "hypothetical contamination” 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 "hypothetical carcinogens” 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 "hypothetical carcinogens” 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,
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according to the official FDA list of 2023, have strictly
defined reference limits for potentially available "hypothetical
carcinogens”: bisoprolol/ carcinogenic potency class 4,
olanzapine/ carcinogenic potency class 5 and venlafaxine/
carcinogenic potency class 1. The described patient developed
"real carcinoma” after combined long-term intake of the
"hypothetical carcinogens” 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
"hypothetical” 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

26



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

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
S5-6years, 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). The
transposition flap, rotated at 70 degrees, was formed laterally
from the resulting defect, with preserved arterial blood supply
(Figures 2a and 2b).
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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 T2NOMO. 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 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.



2d: The skin edges were adapted in stages using Donati sutures and
single interrupted sutures.

restricting mobilization, a reconstruction with a lateral nasal
artery perforator flap can be used [5].

According to Krishnan et al. [6] deep alar defects are one of
the most difficult types of alar defects for reconstruction due to
the need of preservation of the architecture of the alar crease,
rim, and nasolabial fold. Tunneled transposition flap, a one-
stage reconstructive technique with a great cosmetic outcome,
can be used when the defect is located entirely on the ala [6].

When the defect includes the nasolabial fold, the malar
turnover island pedicle flap can be also considered [7].

The nasal ala is an anatomical complex structure formed by
skin, mucosa, and cartilage [8]. When the cartilage is already
affected by the tumor, a chondrocutaneous graft can be used in
a single-step reconstructive procedure [8].

There are other rare flaps through which reconstruction in the
ala nazi area could be carried out. One of them is the so-called
shark flap. This technique was first described by Cvancara and
Wentzell in 2006 and is basically a myocutaneous island flap to
cover defects after tumor removal in the alar and peri-alar nasal
area [9].

The classic form of this flap provides blood flow/preserved
circulation from the levator labii superioris muscle by requiring
careful separation and preservation of the vascular bundle [10].

The advantage of this technique is that the surgery is a one-
stage procedure, without the need to be combined with another
technique, and the final results are aesthetically satisfying
[11]. The following circumstances could be identified as
disadvantages: 1) limited application in larger defects and 2)
inability to apply the technique in cartilage involvement [11].

In the patient we described, the cartilage was not affected,
which provided a stable base for the transposed flap to adhere
to, as well as uneventful postoperative healing. The adaptation
of the sutures at the periphery of the flap was carried out by
applying minimal pressure during their tightening to prevent
possible ischemia of the feeding pedicle.
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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 "cocktail of carcinogens” 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 "hypothetically contaminated with carcinogens” (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 "hypothetical carcinogens”
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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