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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.
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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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in square brackets] and in the reference list and numbers are repeated throughout the text as needed. The
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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.

The data on the polycontamination of multimedication in
polymorbid patients with a heterogeneous class of carcinogens/
nitrosamines, NDSRIs (classified according to the FDA
regulation to the companies of 2023 to those with a carcinogenic
potency between 1 and 5), are one of the most important steps to
clarify the concept of skin cancer nitrosogenesis/ pathogenesis.
The FDA is the first regulatory institution in the world to
courageously declare that a problem exists and should be
addressed.

The main and currently unexplained and somewhat
controversial issue lies in 1) the sporadic nature of
polycontamination in different geographical regions, and 2)
the lack of official data from the established international, but
also regional pharmaceutical market regulators on the results
of the checks conducted for nitrosamine contamination of the
respective batches. It is this that leads scientists to the idea of
(albeit seemingly) speculative but entirely possible controlled
contamination of the production in certain geographical regions.
This (hypo)thesis is supported, albeit indirectly, by the fact that:
a recent regional check for possible contamination of sartans
in a particular geographical region was not indicative of the
presence of any nitrosamines/NDSRIs.

But this fact is indicative of several extremely important
things: 1) contamination is not ubiquitous, its genesis is
heterogeneous; 2) contamination could be completely avoided at
production level in certain geographical regions; 3) “controlled
contamination” or carelessness of a heterogeneous nature should
be excluded by the relevant regulators.

Regular inspection and certification of medicinal products in
relevant geographical regions to exclude contamination with
nitrosamines/NDSRIs would be the surest method to protect
public health globally.

The initial parameters of the restrictive processes for the
availability of nitrosamines in medicines have been established
by the most powerful regulator globally in the face of the FDA,
with the hope being that manufacturers will find a short-term
solution to the problem.

We report another patient who simultaneously developed
2 cutaneous tumors under potentially/actually nitrosamine
contaminated drugs such as: beta blockers- atenolol, calcium
antagonists- nifedipine/amlodipine, sartans- valsartan and
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antiarrhythmics- propafenone. One of the tumors was localized
in the upper lip area (keratoacanthoma) and the other in the
right shoulder area (basal cell carcinoma). Successful surgical
treatment of the tumors was performed in the form of upper lip
advancement rotation flap and elliptical excision of the second
lesion.

The evolution/growth rate of the tumors in relation to the
potential mutagens/carcinogens heterogeneous in their potency
contained in the drugs is commented.

Key words. Multimedication, contamination, NDSRISs,
Nitrosamines, skin cancer, advancement rotation flap, valsartan,
atenolol, nifedipine, propafenone, amlodipine.

Introduction.

The polycontamination of polymedication with nitrosamines
in polymorbid patients appears to be a currently unsolvable
dilemma [1-3]. This dilemma is mainly driven by the lack or
difficulty in finding an alternative medication that is unaffected
by universal contamination [1-4].

Beta blockers , calcium antagonists, antiarrhythmic drugs,
and sartans are among the drugs most affected by potential
nitrosamine contamination [1,2-4]. It is this fact that determines
the difficulty in finding substitutes in cases of 1) contamination
with nitrosamines detected after screening or 2) the occurrence
of side effects such as skin tumors [2-4].

We present a patient who was taking 2 potentially nitrosamine-
contaminated antihypertensive drugs, which are substituted
during the cardiologist's check-up with 2 other potentially
nitrosamine-contaminated antihypertensive drugs/ (according to
the current list of possible nitrosamine contamination/NDSRIs
as of April 2023).

The patient developed 2 cutaneous tumors during this intake
which were successfully surgically removed. The role of
potential contamination of the current medication is discussed in
relation to nitrosogenesis concerning skin cancers pathogenesis.

Case report.

We report an 81-year-old patient with complaints dating
back about 5-6 months and associated with the appearance of
a neoplasm in the right upper lip area. The lesion is gradually
growing rapidly, accompanied by bleeding, and itching on
shaving. Lack of improvement after application of topical
corticosteroids and gentamicin in cream form in outpatient
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setting. Concurrently, the patient reported discomfort from
a new-onset small ulcer on the right shoulder. Due to lack of
improvement in the symptomatology and growth of the lesions,
the patient visited the clinic of dermatology and dermatological
surgery in order to clarify their dignity. During the
dermatological examination, it was found that an oval-shaped
tumor with a diameter of 1 cm was present in the upper lip area
on the right, with a hyperkeratotic crust centrally arising from a
crater-shaped plateau (Figure 1a). The lesion is suggestive of an
epithelial neoplasm. In parallel, there is another tumor-shaped
lesion, with preclavicular localization, about 1 to 0.5 c¢cm in
diameter in separate directions, clearly demarcated from healthy
tissue (Figure 3a), clinically superimposed for solid basal cell
carcinoma.

Concomitant diseases in the patient are known arterial
hypertension, angina pectoris, dyslipidemia.

Patient's concomitant medication includes atenolol 25 mg
twice daily for 3 years, nifidipine 20 mg twice daily for 3
years, atorvastatin 10 mg once daily for 3-4 years. April 2023
patient's cardiac therapy changed to : propafenone 150 mg
twice daily in combination with amlodipine/valsartan 5/160 mg
half tablet twice daily. Nifedipine and atenolol medication was
discontinued.

Paraclinical and apparative diagnostics were without evidence
of metastasis and the patient was referred for surgical treatment
under local anesthesia.

For the upper lip lesion, an upper lip advancement rotation flap
was performed, and the tumor was initially removed as an oval
excision (Figures 1b-d).

This was followed by debulking of the marked flap and
preservation of the a. facialis to preserve blood supply to the
transposed area, as well as repositioning and adaptation of
the flap to the area of the newly created defect after tumor
removal (Figures 3 and 1b-1d). Absence of complications in the
postoperative period (Figures 2a,2b).

The tumor , localized preclavicularly on the right, was
removed as an elliptical excision, and the edges of the wound
were mobilized and adapted using single skin sutures (Figures
3a-3c). The histopathological findings were consistent with an
ulcerated nodular form of basal cell carcinoma, clean resection

lines, stage 1 (TINOMO). Smooth postoperative period and
absence of complications.

Discussion.

The concept of chemical cutaneous carcinogenesis is not
new [5] and although it is gaining currency [2,3], the academic
community is currently reluctant to accept it, comment on it,
formalize the available data and address the problem definitively.
Because in practice it appears that cancer could be a largely
'solvable' problem. The leading role of chemical carcinogens
has been described in heterogeneous forms of skin cancer [6].

Environmental factors, to which nitrosamines belong, have
been associated in principle and as a rule for decades with
the development of cancer in general [7], irrespective of the
form in which this intake takes place, either via the food [8]
or inhalation [9]. The result in both cases is suggestive of an
existing correlation between (1) the two heterogeneous forms
of nitrosamine intake and (2) the development of tumors of the
gastrointestinal tract or lung [8,9].

Chemical cutaneous carcinogenesis, which has also been
well known for years, has been associated under experimental
conditions and analogously to the patient we described with the
development of keratinocytic cancers (keratoacanthoma and
basalioma), but also with that of cutaneous melanomas [10]. Why
should we be surprised when the same side effects also affect the
human population after intake of mutagen-contaminated drugs?
Our expectations of side effects should be no different. On the
contrary, they are absolutely equivalent [2-4].

Nitrosogenesis of skin cancer could be considered as a subtype
of chemical cutaneous carcinogenesis, and not without cause
[2-4]. Nitrosogenesis finds its clinico-morphological correlate
in patients who have taken polycontaminated drugs within their
polymorbidity (a kind of prospective and currently follow-up/
conditioned by FDA permissive regimens for forcible tolerance
of nitrosamines/ NDRSIs in drugs) [2-4]. This permissive
regime by regulators is also the most important prerequisite
for real-time tracking and analysis of thousands of skin cancer
cases, like the patient described in our publication. In practice,
patients are in a years-long prospective follow-up of side effects
occurring after taking carcinogens/nitrosamines/NDSRIs.

/"
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Figure 1. 1a: A lesion suspicious for keratoacanthoma, localized adjacent to the upper lip. Marking of the incision margins.

1b: Surgical removal of cutaneous tumour and preservation of a. facialis.

1c: Adaptation of the flap prepared for transposition before its final transposition and fixation.
1d: Clinical condition immediately after fixation of the flap with single cutaneous stitches.
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Figure 2. 2a: Clinical picture 3 days after surgery.
2b: Clinical picture after removing the sutures, day 11.

Figure 3. 3a: Basal cell carcinoma in the right shoulder.

3b: Surgical removal of the tumor in the form of elliptical excision.
3c: Postoperative clinical finding immediately after closure of the
defect with single skin sutures.

However, the parameters of the contaminated drugs remain
hidden to clinicians and patients, whereas the side effects are
more than obvious [2-4].

The lack of a history of painful sunburns, as well as the
negative family history of skin cancer in the published and
analyzed patient, is further (albeit) indirect evidence for the
potential presence of another possible pathogenetic inducer of
keratinocytic cancer.

The categorization of the carcinogenic potency of the possible
carcinogens available in the more than 250 drugs currently
available [11], is also an occasion for profound reflections and
conclusions, whether they are based on single or multiple cases.

Correlations or analyses/correlations could be made based on
the potential availability of nitrosamines/NDSRIs in each drug
[1], as well as regulator-defined carcinogenic potency (between
1 and 5) [11] with dose-dependent time intervals for cancer
generation or determination of growth rates/local progression of
cutaneous tumors, for example.

In the patient described here, of interest are (1) the time required
to generate keratinocytic cancer within a given drug intake and
(2) the growth rates of cancers within switching drug intakes
that are affected by nitrosamines or NDSRIs with heterogeneous
carcinogenic potency (determined by FDA between 1 and 5)
[1,11].

The patient's initial drug intake includes Atenolol and
Nifedipine for a period of three years. The contaminants
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(Nitrosamines/NDSRIs) in atenolol are classified as class 4
carcinogenic potency/ reference limits up to 1500 ng daily [1,11].
Contaminants in nifedipine are classified as class 5 carcinogens
[1,11]. Changing the patient's medication after 3 years involved
stopping atenolol and nifedipine and switching to treatment
with 2 other medications: propafenone 150 mg twice daily in
combination with amlodipine/valsartan 5/160 mg (1/2-0-1/2).
Short-term after this switch, the patient noticed changes in the
upper lip and shoulder area that became symptomatic within a
few months. According to official data, valsartan contamination
is associated with class 1 to class 2 potential carcinogens/
NDSRIs, corresponding to the carcinogenic potency of NDMA,
NDEA or NMBA [12]. Propafenone, on the other hand, has
been described as possibly being affected by carcinogens with
class 2 potency according to the April 2023 FDA list [1].

Amlodipine - from class 5 potential carcinogens [1,11].
In the patient described, it is very likely that the change
of antihypertensive medication led to the simultaneous
manifestation of 2 epithelial tumors: basal cell carcinoma and
keratoacanthoma. The reason could be seen as the bolus intake
of several new drugs affected by potential contamination with
new, even more potent carcinogens according to the FDA list
(those in valsartan, propafenone, amlodipine), compared or
related to the atenolol and nifedipine taken so far over a 3-year
period.

For the first time in the world literature, the horizons of
clinicians, cancer surgeons, oncologists, and dermatologists
are being broadened and enriched, with a focus on the
detailed analysis of new possible potent carcinogens in drugs-
nitrosamines/NDSRIs.

The 2023 FDA list for cataloguing carcinogens and their
potency is becoming the most serious credibility weapon in
the fight against skin cancer and cancer worldwide [1,11]. This
“weapon” finds its correlate in clinical practice in the face of
cutaneous tumors.

Nitrosocontaminants in drugs of heterogeneous origin remain
a problem [13]. Cancer prevention strategies pursued by
regulatory authorities require: 1) the complete elimination of
these carcinogenic compounds or 2) the minimization of their
availability within defined limits [13].

The fact that in certain geographical areas this availability could
be completely eliminated [ 14] is encouraging and indicative that
the problem could be overcome, and permanently.
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