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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
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
Georgian and Russian materials). With computer-printed texts please enclose a CD carrying the same file titled
with Latin symbols.

2. Size of the article, including index and resume in English, Russian and Georgian languages must
be at least 10 pages and not exceed the limit of 20 pages of typed or computer-printed text.

3. Submitted material must include a coverage of a topical subject, research methods, results,
and review.

Authors of the scientific-research works must indicate the number of experimental biological spe-
cies drawn in, list the employed methods of anesthetization and soporific means used during acute tests.

4. Articles must have a short (half page) abstract in English, Russian and Georgian (including the
following sections: aim of study, material and methods, results and conclusions) and a list of key words.

5. Tables must be presented in an original typed or computer-printed form, instead of a photocopied
version. Numbers, totals, percentile data on the tables must coincide with those in the texts of the
articles. Tables and graphs must be headed.

6. Photographs are required to be contrasted and must be submitted with doubles. Please number
each photograph with a pencil on its back, indicate author’s name, title of the article (short version), and
mark out its top and bottom parts. Drawings must be accurate, drafts and diagrams drawn in Indian ink
(or black ink). Photocopies of the X-ray photographs must be presented in a positive image in tiff format.

Accurately numbered subtitles for each illustration must be listed on a separate sheet of paper. In
the subtitles for the microphotographs please indicate the ocular and objective lens magnification power,
method of coloring or impregnation of the microscopic sections (preparations).

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
In GMN style for each work cited in the text, a bibliographic reference is given, and this is located at the end
of the article under the title “References”. All references cited in the text must be listed. The list of refer-
ences should be arranged alphabetically and then numbered. References are numbered in the text [numbers
in square brackets] and in the reference list and numbers are repeated throughout the text as needed. The
bibliographic description is given in the language of publication (citations in Georgian script are followed
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.

Onco-pharmacogenesis or pharmaco-oncogenesis of skin
cancer is a concept , which could also be considered as an "end
product” of drug-mediated Nitrosogenesis or of the permissive
regime for carcinogens to be (un)controlled released in drugs.
Their controlled distribution remains until 2025 as a forced
and non-alternative and there is no indication of any possibility
to introduce a full elimination regime against the already
mentioned carcinogenic availability.

There are three main worrying facts that determine the need
for these elimination regimes: 1) the -clinicopathological
correlations concerning the intake of a heterogeneous class
of drugs and the subsequent development of relatively
homogeneous tumours/ such as melanoma, 2) the recently
proven mutagenic/ carcinogenic action of certain nitrosamines,
but this time directly on human DNA, and 3) the fact that some
of the nitrosamines are potent photocarcinogens that exert their
genotoxic effects only after irradiation with UVA/ also recently
proven/.

In addition to the rhetoric mentioned above, there is also an
overlap in mutational patterns between the genes previously
generally accepted to affect melanomas - p53 / RAS oncogenes
, with those identified as target genes, but being affected
"mutationally”, by certain nitrosamines. The processes of
photocarcinogenesis, nitrosogenesis and oncopharmacogenesis
of skin cancer are inextricably linked and should not be
considered and analysed unilaterally or in a semi-invasive
manner. Cataloguing the type of nitrosamines and their precise
concentration on drug leaflets and prescription/official websites
with permanent access to clinicians and end-users remains the
only safe and effective weapon in the fight against (un)controlled
contamination.

The pharmaceutical industry and regulators remain the
creators, the ‘parents’ of onco-pharmacogenesis, nitrosogenesis,
and therefore the processes involved in the generation and
progression of skin cancer.

The impossibility of establishing elimination regimes for
certain mutagens and/or carcinogens already proven to be present
in medicines remains a mystery. In practice, end consumers find
themselves in a state of enforced tolerance of certain genotoxic
substances that are not even declared as available.

Clinicians in the face of dermatologists/ dermatological
surgeons remain the analysers and identifiers of these
globalization processes.

Once again, we present a patient who took the antiarrhythmic
(nitroso-) drug propafenone and developed a relatively short-
term nodular melanoma with a subsequent fatal outcome. We
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comment on the role of drug-mediated nitrosogenesis and its
relationship to photocarcinogenesis and onco-pharmacogenesis.

Key words. Oncopharmacogenesis, Nitrosogenesis, N-nitroso
propafenone, nodular melanoma, p53, RAS.

Introduction.

Nitroso issues and human cancer in general is a topic whose
semantics should definitely not be questioned [1,2]. In recent
years, the mutagenic or carcinogenic action of a number of
compounds, defined as nitrosamines or nitroso compounds, has
been known and repeatedly demonstrated in humans within
a number of clinicopathological correlations (after intake of
nitrosamine-contaminated drugs of a heterogeneous class) [2,3].

The lack of formalisation and accurate cataloguing of these
nitroso compounds in drug prescriptions to date, only suggests
a worsening of the crisis affecting oncopharmacogenesis. The
problematic lies precisely in the fact that the "branch” that
controls and authorizes the disposition of carcinogens in drugs
is also largely able to determine cancer incidence worldwide.
In parallel, the following is happening : drug manufacturers
and regulators are refusing to publicly declare which batches
contain the carcinogens in question and are recommending that
nitrosamine-contaminated preparations be taken by patients
on a regular basis despite the presence of certain carcinogens
in them [4]. The regulators' suggestions remain to date in the
form of controlling the spread of carcinogens only [5,6], but
not their definitive, complete elimination. The problem of
polycontamination of polymedication within polymorbidity
also remains unresolved.

We present another case of a patient who took the
antiarrhythmic drug propafenone and developed a relatively
short-term advanced melanoma followed by a fatal outcome.
Issues are discussed concerning 1) nitrosogenesis, 2) onco-
pharmacogenesis and their relationship to photocarcinogenesis
and melanoma pathogenesis.

Case report.

We report an 80-year-old woman hospitalized for advanced
melanoma of the skin, in the terminal stage. She reports severe
weakness, increase in abdominal circumference, and swelling of
the lower extremities for several months, which have increased
in recent days. Lack of any micturition for 24 hours. Also
reports heaviness in stomach, squeezing and discomfort behind
sternum, rapid dry and irritating cough.

Because of persistent atrial fibrillation, she has been on
therapy with propafenone 150 mg once daily, trimethadizine
dihydroloride 35 mg once daily, and acenocoumarol 4 mg
(as scheduled) for 10 years. The medication was stopped for
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several weeks at the patient's own request. Six years ago she
was scheduled for removal of a skin lesion localized in the area
of the right facial half (cytologically proven as melanoma),
and the patient refused surgical intervention. At that time, the
lesion was significantly smaller in size and had less pronounced
exophytic growth. According to the relatives, the pigmented
lesion was approximately 8 years old.

Clinical and dermatoscopic findings were in favor of nodular
melanoma (Figures 1-3), localized preauricularly on the
left: lesion diameter of 3.5 cm, soft-elastic consistency, clear
differentiation from healthy tissue, exophytic growth, lack of
infiltration of bony structures in the immediate vicinity, gray-
white areas of regression/disturbed, disintegrated melanocytic
network.

Figures 1,2. Advanced metastatic nodular melanoma with preauricular
localization.
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Figure 3. Advanced nodular melanoma which developed short-term
within the potentially contaminated N -Nitroso propafenone intake.

Instrumental diagnostics and paraclinic findings with evidence
of massive peritoneal carcinosis, liver metastases, ascites, and
septic shock. Exitus lethalis occurred prior to surgical removal
of the lesion.

Discussion.

According to the current understanding of skin cancer
pathogenesis, photocarcinogenesis undoubtedly remains one of
the most serious or primary factors in this regard [7].

The concept of photocarcinogenesis has so far attempted (and
successfully) to displace two other equally significant and,
until recently, completely neglected phenomena/circumstances
in clinical medicine: drug-mediated nitrosogenesis and the
consequent pharmaco-oncogenesis of skin cancer [8-10]. The
reluctance of regulators to eliminate carcinogens in drugs, and
to formally label their presence, more clearly encapsulates the
problematic, which has recently been given the definition: onco-
pharmacogenesis or pharmaco-oncogenesis.

Melanoma remains, unfortunately, one of the most striking
examples of side-effects occurring in the context of the
medication of potentially/actually nitrosamine-contaminated
drugs of a heterogeneous class [11,12].

According to recent literature data, certain nitrosamines are
able to activate their genotoxicity specifically after UVA
radiation [13]. This effectively makes photocarcinogenesis and
nitrosogenesis two inextricably linked concepts/phenomena
that have synergistic effects with respect to skin carcinogenesis.
This connectivity and mutual potentiation appears to be made
possible by the permanent intake of nitrosamines with drugs
or in the context of the now familiar oncopharmacogenesis/
pharmaco-oncogenesis [2,11-12].

The ubiquity of nitrosamines in other compartments of our
environment is also proving to be problematic and difficult to
solve as a problem. However, this should not prevent their rapid
or gradual, but in any case, systematic and consistent elimination,
with a view to maximum prevention for the human population.



Nitrosogenesis is an integral part of onco-pharmacogenesis/
pharmaco-oncogenesis, and the persistence of this constellation
is able to regulate in principle the occurrence/incidence of
certain cancers at certain latitudes [15].

Calculation of the additional risk of developing a particular
form of cancer could also be further modulated by the formation
of nitrosamines within the drinking water chlorination process
[16]. The resulting compounds, such as nitrosamine disinfection
by-products (DBPs), are highly mutagenic, carcinogenic and
gene toxic to the human genome [16].

Nitrosamines in tobacco and food are also a serious problem,
and this additional risk calculation is difficult to virtually
impossible [17,18].

Recently published data (2024), demonstrate carcinogenic
transformation in almost all endocrine organs after application
of N-Nitrosomorpholine (NMO) (in mice under experimental
conditions) [19], thus bringing back to the agenda the topic of
tissue-specific action of these carcinogens known for decades
[20,21].

Another recently published scientific paper demonstrates the
gene toxicity or mutagenic action of nitrosamines in cigarettes
on human DNA [22]. In fact, this is yet another proof that
nitrosamines are also human mutagens [22].

The occurrence of cutaneous tumours in areas exposed to
solar radiation should not exclude nitrosamines in drugs as one
of the most potent photo-carcinogens for the development of
cutaneous melanomas, for example. The reason therefore is
that certain nitrosamines appear to be at the same time potent
photo-carcinogens that exert part of their genotoxic action after
exposure to UVA radiation (similar to n-nitrosomorpholine)
[13,14].

It is these facts that explain why a large proportion of tumors
(keratinocytic, forexample) ofthe perioculararea, arise within the
context of the intake of ACE inhibitors and hydrochlorothiazide
[23], which according to the FDA list of 2023 belong to the
group of potentially nitrosamine-contaminated drugs [4].

The genotoxicity of certain nitrosamines appears to be photo-
mediated (needing photo-activation) [13] and, in practice,
polydrug (intake)-dependent within the polymorbidity [8-12].
This intake ensures or guarantees that mediators of cutaneous
carcinogenesis are taken daily and in appropriate doses.

The relationship between nitrosogenesis and
photocarcinogenesis occurs in the context of pharmaconogenesis
or the adjustable availability of mutagens/carcinogens in drugs.

This is what explains the overlap of many of the gene
mutations responsible for melanoma and affected genes such as
p53 [24-26]/RAS oncogenes [27-29] with those also induced by
nitrosamines or their derivatives in humans [22].

This remains one of the most likely reasons that nitrosamines
and their derivatives are not being formalized as type and
concentration on drug package inserts. This act would allow
their rapid identification as potent carcinogens and would
undoubtedly highlight the need for their mandatory elimination
from patients' 'drug menus'. Their compulsory presence, due
to ridiculous explanations such as lack of alternative, remains
for the moment the most powerful weapon for the regulation of
human population numbers.
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Another non-important issue concerns the short-term
development of cancer after intake of potentially nitrosamine-
contaminated drugs such as n-nitroso propafenone, catalogued
in the FDA list of 2024 as a drug with a potential carcinogenic
potency of 2 [4].

Combined intake of potentially contaminated polymedication
(including propafenone) in the context of polymorbidity, has
already been described as a possible inducer of keratinocytic
forms of skin cancer [30]. The number and type of nitrosamines
in a preparation would provide invaluable information about the
multistep process of skin carcinogenesis only when catalogued
and formally labelled.

Elimination regimens of already proven human carcinogens/
mutagens such as nitrosamines and their derivatives [22] should
be a priority and mandatory for the simple reason that they cause
cancer or melanomas. Moreover, they are relatively short-term
[8-12]. Interesting remains definitely the fact that the intake of
hypothetical carcinogens in drugs, result in the development of
real tumors such as cutaneous melanomas (for example). Also of
interest is the fact that some of these hypothetical carcinogens,
are at the same time photocarcinogens or photo mutagens [22],
known as nitrosamines or NDSRIs.

The refusal to formalize the presence of the type of a particular
nitrosamine and its concentration on the packaging and
prescriptions of contaminated and currently drug products is in
all likelihood intended (and only) to keep the monopole on the
persisting of contamination, guaranteeing billions monthly.
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