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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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9. To obtain the rights of publication articles must be accompanied by a visa from the project in-
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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 and successful surgical treatment of cutaneous
melanoma remain a mystery to this day, the unraveling of which
has excited clinicians and research teams worldwide. The
breakthrough regarding the interpretation of the pathogenesis of
skin cancer and melanoma in particular in all likelihood concerns
phototoxicity and photocarcinogenesis as some of the major
factors associated with its occurrence. Extremely interesting and
revealing are two types of observations/indisputable facts that
definitely change completely the current vision of melanoma
occurrence and progression: 1) The presence of carcinogens,
photocarcinogens and mutagens in more than 95% of the most
widely distributed drugs worldwide. On the one hand, they
are inducers of heterogeneous types of mutations and, on the
other hand, potentiate phototoxicity, and 2) clinicopathological
correlations demonstrating a pathogenetic link between
the intake of actual/potential photocarcinogen/mutagen
contaminated products and the subsequent or concurrent
development of melanomas.

The categorical refusal of regulators (so far) to oblige
manufacturers to officially declare the presence of
photocarcinogens/mutagens/genome modifiers in medicines ,
remains puzzling and disturbing to say the least. This is what
makes it difficult to make an accurate judgement on the specific
risk of a particular nitrosamine present as a contaminant in a
particular drug in a particular geographical area. The regulation
of the distribution and concealment of carcinogens in medicines
correlates with the occurrence of heterogeneous forms of it in
the geographical regions concerned. This is a strong reason to
formalize carcinogens in medicines.

Conflicting evidence on the risk of developing melanomas
in one latitude/continent or another is likely to correlate
with the type of photo/nitroso/contaminant involved and the
concentration in which it is present in a given drug.

The official data of the regulatory authorities in America
and Australia, for example, do not correspond with each other
and show the different availability in different preparations
with different photocarcinogens/mutagens/genome modifiers
or so-called nitrosamines. For other continents, there are no
epidemiological data on the subject.

It remains an open and speculative question whether genetic
targeting based on so-called genetic mapping is involved in
these cases in order to maximize future benefits. The issue
of genetic profiling of a nation, a geographical region or a
particular collective is a matter of national but also global
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security for every country. In recent times, it is precisely this
'policy of nation preservation' that has led to a ban on the use of
US genetic databases, with the 2024 ban targeting the world's
strongest export economies: that of China.

We present a patient , who developed thick nodular melanoma
within a long-term treatment with sartan/ valsartan and ACE
inhibitor/ Enalapril. We comment on the possibility of a
personalized one-stage surgical management of cutaneous
melanomas as well as aspects of a new medical concept
introduced in the literature; also known as drug-induced Photo
Nitroso carcinogenesis/ oncopharmacogenesis of cancer.

Key words. Nitroso-Enalapril, Nitroso-Valsartan,
Nitrosamines, Nitroso-contamination, melanoma surgery,
innovations, Drug related Nitroso photo carcinogenesis, skin
cancer, genetic mapping, genetic targeting, genetic weapons.

Introduction.

The surgical treatment of melanomas is a subject of endless
debate or lively discussion, and unfortunately the guidelines on
this occasion also turn out to be quite contradictory, sometimes
even confusing. The first step of the so-called standard guideline
is described as excisional biopsy (Tables 1 and 2) [1,2]. The so-
called "biopsy”, sometimes turns out to be a defect that must be
covered with a flap or closed with an underming plastic surgery
using up to 16 skin sutures [3,4].

Table 1. Surgical margin recommendations for primary cutaneous
melanoma modificated from AJCC, Swetter et al., 2019 [1].
Tumor thickness (Breslow) Surgical margin

In situ 0.5-1 cm' always 2 surgical sessions
<1.0 mm 1 cm/ always 2 surgical sessions
>1.0 to 2.0 mm 1-2 cm/ always 2 surgical sessions
~2.0 mm 2 cm/ always 2 surgical sessions (if

necessary)

Table 2. Modificated from EJC recommendations (C. Garbe et al.,
2022) [2].

Breslow thickness Recommended surgical margins/ EJC

0.1 - 0.3cm primary excision/ excisional biopsy,

Melanoma in L g
followed by secondary excision in order to achieve

it total surgical margin of 0.5cm in all directions
0.1 - 0.3cm primary excision/ excisional biopsy,
<2mm followed by secondary excision in order to achieve
total surgical margin of 1cm in all directions
0.1 - 0.3cm primary excision/ excisional biopsy,
>2mm followed by secondary excision in order to achieve

total surgical margin of 2cm in all directions
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The next recommended surgical step depends on the
postoperatively determined tumor thickness (AJCC/EJC
recommendations) and is associated with re-excision and the
application of an additional surgical field, which varies (up to 1
or 2 cm total resection field within the two sessions), combined
with or without the parallel conduction of a draining lymph
node (Tables 1 and 2) [1,2].

The implied two-stage proposal for the treatment of cutaneous
melanomas, however, also hides a number of drawbacks, such
as 1) the frequent non-compliance with the primary resection
field and the conduct of an uncontrolled and undefined one, 2)
the lack of possibility to control the first (but also the second)
surgical intervention due to the lack of obligation for video
or photographic control, 3) the delay of the second surgical
intervention beyond the implicitly and imprecisely defined
deadlines in the guideline itself (2-4 weeks? ), 4) the lack of
a sufficient number of qualified centers to perform sentinel
biopsies, 5) the gradual loss of therapeutic relevance of sentinel
determination in patients with thin and thick melanomas, etc. (it
has more of a diagnostic orientation) [5-7].

All of the aforementioned arguments open the door wide
for dermatosurgeons regarding the possible introduction of a
personalized and overall more adapted, flexible and dynamically
oriented approach to patients and the health care system-namely
that of a single-stage or one step surgical intervention in patients
with cutaneous melanoma (Table 3) [8].

Table 3. Personalized One step Melanoma surgery (OSMS)
recommendations. Updated version 2025.

Breslow thickness Recommended surgical margins
1.0 cm /PREOPERATIVELY/Mandatory:
clinical/dermatoscopic evaluation obligate/ if
possibility for echographical examination-from
benefit/ when possible - confocal microscopy
additionally)
1.0 cm / PREOPERATIVELY/ Mandatory:
clinical/dermatoscopic evaluation obligate/ if
possibility for echographical examination-from
benefit/ confocal microscopy additionally)
2.0 cm /PREOPERATIVELY/: (with SLNB),
(Mandatory: clinical/ dermatoscopic evaluation,
echographic tumour thickness measurement
preoperatively/ when possible - confocal
microscopy additionally, CT contrast, PET
SCAN, echography lymph nodes)
2.0 cm /PREOPERATIVELY/: (with SLNB),
(Mandatory: clinical/ dermatoscopic evaluation,
2mm- 4 mm /Class |echographic tumour thickness measurement
B preoperatively/ when possible-confocal
microscopy additionally, CT contrast/ PET
SCAN, echography lymph nodes)
2.0 cm complete surgical margin or less with /
without SLNB to be discussed on tumour
board.
/PREOPERATIVELY/: Mandatory: clinical/
dermatoscopic evaluation, echographic tumour
thickness measurement preoperatively/ when
possible-confocal microscopy additionally, CT
contrast, PET SCAN, echography lymph nodes)

Melanoma in situ

<lmm

1.01-2.0 mm/
Class A

>4mm
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Personalized or single-stage/ one step melanoma surgery
is determined by the patient's current status, but measured
preoperatively: clinical findings, dermatoscopy of the primary
lesion, preoperative measurement of tumor thickness, CT
contrast/ PET SCAN and echography for determination of the
possible dissemination to locoregional lymph nodes/distant
metastases , the tumor localization, and it is this complex
assessment that remains the guide for whether a single- or
two-stage surgical approach should be useful for the patient
accordingly (Table 3) [8-13].

We describe the application of one step melanoma surgery in a
patient with thick nodular melanoma and discuss certain clinical
management options.

Case report.

A 74-year-old male presented with primary complaints of a
slow-growing mole on his back, which had been stable for over
30 years but had shown significant changes and enlargement in
recent months (as of august 2024).

His medical history includes arterial hypertension, hiatal
hernia, hepatic steatosis, liver cyst, cholelithiasis, right-
sided nephrolithiasis, parenchymal cysts in both kidneys,
mesenteric lymphadenopathy, colonic diverticula, spondylosis,
polyarthrosis, partial prostatectomy, and hip replacement.

The patient has been on systemic therapy with valsartan 160
mg twice daily and lercanidipine hydrochloride 10 mg once
daily since 2019 and rosuvastatin 5 mg once daily for the
past month. His previous long-term antihypertensive therapy
included verapamil 120 mg once daily and enalapril maleate 10
mg from 2005 to 2019.

Dermatological examination revealed a solitary, nodular,
pigmented tumor measuring 2.6x2.5 cm, with a rounded shape,
well-defined borders, and a lobulated surface with increased
pigmentation, located on the left back (Figure 1a,b). Enlarged
lymph nodes were not palpable.

Figure 1a,b. A solitary, nodular, pigmented tumor measuring 2.6x2.5
cm, with a rounded shape, well-defined borders, and a lobulated
surface with increased pigmentation, located on the left back.

Contrast CT scan of the head, neck, thorax, abdomen, and pelvis
revealed hiatal hernia, hepatic steatosis, liver cyst, cholelithiasis,
right-sided nephrolithiasis, parenchymal cysts in both kidneys,
mesenteric lymphadenopathy, and colonic diverticula.



In the back area, a tumor formation suspicious for melanoma
(differential diagnosis pigmented basal cell carcinoma) was
excised under local anesthesia with 2% lidocaine. An elliptical
excision was performed with a 2 cm surgical margin in all
directions (Figure 2a-c), following the patient’s informed
consent and his refusal of sentinel lymph node excision despite
being informed of the associated risks. The wound edges were
adapted using single interrupted sutures (Figure 2d).

Figure 2a-d. Intraoperative view: a tumor formation excised with an
elliptical excision (a-c) with a 2 cm surgical margin in all directions.
The wound edges are adapted using single interrupted sutures (d).

The histological examination revealed a compact nodular
melanocytic proliferation with orthohyperkeratosis, epidermal
atrophy with focal upward spreading, and consumption of the
overlying epidermis by large, atypical melanocytes exhibiting
pronounced pleomorphism and large, bright cytoplasms.
These cells formed artificial acantholysis and variegated nests,
interspersed with necrotic zones, and infiltrated into the dermis,
extending to the superficial hypodermis. Lympho-vascular and
perineural invasion was present, and a high mitotic index with
atypical mitoses was noted. Ulceration was absent. The tumor
was classified as Clark level IV with a Breslow thickness of
14mm, consistent with stage II B (T4aNO(X)MO) nodular
melanoma (Figure 3a-c).

Daily dressing changes were recommended, along with an
S100 immunohistochemical study. Due to inconclusive findings
on the CT scan regarding enlarged mesenteric lymph nodes,

42

PET scanner was recommended to determine infiltrate density
and exclude tumor infiltrates from cutaneous located nodular
melanoma. BRAF testing of the primary melanoma tissue
was recommended for outpatient management to plan target
treatment for possible progression.
L RTOHGI
%

:

Figure 3a-c. Histology panel: A compact nodular melanocytic
proliferation with orthohyperkeratosis, epidermal atrophy with focal
upward spreading, and consumption of the overlying epidermis by
large, atypical melanocytes exhibiting pronounced pleomorphism and
large, bright cytoplasms. These cells form artificial acantholysis and
variegated nests, interspersed with necrotic zones, and infiltrated into
the dermis, extending to the superficial hypodermis. Lympho-vascular
and perineural invasion is present, and a high mitotic index with
atypical mitoses is noted. Ulceration is absent.

3a: Nodular melanoma x HE x 100

3b: Nodular melanoma x HE x 200

3c: Epidermal component of NM x HE x 200.

Results and Discussion.

Surgical treatment of thick melanomas or those with tumor
thickness greater than 4 mm is associated with a surgical margin
of safety of no more than 2 cm according to both standard and
innovative guidelines for personalized melanoma treatment
[1,2,4] (Tables 1-3). In both cases, a total resection margin is
referred to here: for standard guideline- within two sessions
(Tables 1 and 2) [1,2] and for innovative guideline- within one
session (Table 3) [6-8].

Baseline criteria for this excision field could be selected both
after the first excision/standard guidelines [1,2], i.e., based on the
postoperative Breslow tumor thickness, but also preoperatively
(Table 3), based on the complex evaluation of a combination
of parameters that are determined entirely preoperatively/
personalized guideline for melanoma surgery: from clinical
findings, dermoscopy, tumor thickness determination /
ultrasonography / and conducting CT with contrast / Pet scanner
to exclude metastases for example (Table 3).

There are several arguments in favour of the one-stage/one-
step model of surgery for thick melanomas, and they mainly
depend on the absence or presence of locoregional or distant
dissemination. The last could be clarified by CT with whole-
body contrast and/or PET scanner. This model could be applied
in more than 90% of melanoma patients.

The clinical and dermatoscopic findings of nodular melanomas
are more than suggestive of the dignity of the disease, and they
can be supported by cytological analysis, confocal microscopy
and/or preoperative determination of tumor thickness with
ultrasonography (Table 3).

Finding or confirming a tumor thickness of more than 4 mm
(similar to the case we presented) leaves hanging the question/
dilemma of whether it is appropriate to localize and remove the
sentinel lymph node afterwards or rather the clinician's position



should be one of waiting/ wait and see strategy. With evidence
of metastasis/dissemination of any kind (local/locoregional
or distant), the identification of the sentinel lymph node loses
its prognostic/specifying significance, as its sentinel role is
in all likelihood now rather compromised, or the tumour has
metastasised along pathways that seems to be parallel to those
that drain the sentinel lymph node(s).

In the absence of evidence of dissemination (preoperatively),
the patient should be informed of the need or possibility of 2 or
one surgical interventions, combined or not with the sentinel
lymph node removal. In cutaneous melanomas with a tumor
thickness of more than 10 mm or 14 mm, for example (such
as the one we described), and intact lymph nodes (clinically
and instrumentally) for example, it could be considered that the
determination of a draining lymph node is at least controversial
or cannot be considered as highly advisable. Either this issue
remains a matter for the collective decision of the oncology
committee, the dermatosurgeon and the patient's own wishes.
The wait-and-see position remains a reasonable decision.

The reason for this hesitation is precisely the fact that
micrometastases are in all likelihood/ probably present and a
second surgical procedure could be seen as a rather aggravating
action for the patient's general condition. But an action in line
with the guidelines, which are recommended but not mandatory.

In practice, the patient's choice in this situation is “cautiously
directed” towards a potential refusal of the localization and
removal of the sentinel lymph node, but with respect to the total
resection margin of 2 cm, and "this compliance” could be carried
out within 1 surgical session.

The reason for these somewhat “guiding decisions” is driven
by 1) clinical experience and 2) common sense, the main goal
being 1) to spare the psycho-emotional state of the patient (by
reducing the stress originating within two operations), but also
2) to drastically reduce the costs of health insurance systems
worldwide.

In practice, for a large proportion of patients with thick
melanomas, sentinel lymph node detection and removal could
generally go by the wayside due to 3 facts/arguments:

1) Available and clinically and/or instrumentally proven
dissemination.

2) Suspicion of micrometastases that could not be detected at
the time of diagnosis (even with a PET scan).

3) As well as an explanatory discussion with patients about the
importance of the sentinel for melanomas over 4 mm thick and
the possibility of merging the two sessions into one (whether
or not the sentinel would remain as an option). In practice,
the sentinel is gradually losing its informative/ prognostic
significance in a certain category of patients.

In the patient we have described, there are in practice two
options of clinical approach depending on the interpretation of
the mesenteric lymph node finding in CT:

In the case of a confirmatory (after performing a PET scan)
finding regarding suspected metastasis- initiation of e.g. target/
and or immunotherapy (after braf testing of the primary tumor
tissue).

In case of negative finding regarding metastasis: clinical
observation regarding possible progression. In this aspect, the
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article is confirmatory regarding the different possibilities that
single stage/ one step melanoma surgery offers to clinicians.
These possibilities are greatly simplified and logically
conditioned, requiring an intensive conversation with the
patient. Because of this fact, they should not be overlooked as
an option.

Another, not unimportant information that could be analyzed on
the basis of the case we have presented, although to some extent
it could be considered (according to a number of authors) also
as controversial / or hypothetical, is that of the intake of 3 drugs
that could also be considered as closely related to drug-triggered
nitrosogenesis / carcinogenesis, photo-nitroso carcinogenesis,
namely: ACE inhibitors (enalapril in our described patient, but
not only) [14-16], sartans-(valsartan, but not only)[10,17-25],
and calcium antagonists (lercanidipine) [26,27].

Particularly revealing in these cases remains the fact that
the intake of these drugs is associated (also according to
international data) with the development of both melanocytic
and keratinocytic skin tumours [28,29].

This nonspecificity of affected patients with respect to skin
cancer (after intake of potentially contaminated drugs) also affects
areas primarily exposed to solar radiation, being associated with
the concept of phototoxicity [28-30]. That is, there should be
factors present that can be defined as photocarcinogens, and
these are precisely the so-called nitrosamines.

Interestingly, each of these drugs is already represented in
the FDA list of nitrosamine-contaminated preparations [31].
That is, even in patients who have developed melanomas,
one could speak of nitroso-phototoxicity or nitroso-mediated
photocarcinogenesis in the context of medication/drug intake
[17-18,26].

The problematic arises precisely from the fact that nitrosamines
are on the one hand genotoxic substances, mutagens/carcinogens,
and on the other: so also photocarcinogens.

The synergistic action of these two properties could provide
a solid explanation for the dilemmas of 1) what causes skin
cancer and 2) how this risk could be linked in medication intake.

Phototoxicity has been known for decades as a nonspecific
property of nitrosamines [32]. Even more disconcerting
are the confirmatory data on gene and phototoxicity of
nitrosomorpholine [33], recently discovered as a contaminant
in some drugs [34].

Little or no is known about the phototoxicity of other
nitrosamines in drugs. This phototoxicity has an additional
genotoxicity-enhancing effect on nitrosamines and is not
accounted for by the tests proposed by regulators to determine
carcinogenicity in bacteria (Ames test) and rodents (CPCA
test). It is also because of this fact that multiple skin tumours are
found even after ingestion of carcinogens with the drugs, which
probably do not exceed the so-called acceptable daily intake
doses. Tests for carcinogenic activity in bacteria and rodents
cannot be regarded as reciprocal or equivalent with respect to
human DNA.

The presented scientific work opens 1) new horizons/visions
regarding the understanding of melanoma pathogenesis, but also 2)
hints seriously what new/innovative could be considered in relation
to its surgical treatment- in order to alleviate patients' suffering.



Seriously focusing on and analysing these two steps could 1)
lead to a drastic drop in the incidence of melanoma worldwide,
but also, possibly 2) lead to a significant improvement in terms
of its surgical treatment.

Last but not least, it should be mentioned that one of the most
serious genetic bioweapons/targets worldwide appears to be the
nitrosamines in drugs known as genome modifiers [35]. They
could also prove to be the most effective and elegant genetic
targeting weapon created precisely on the basis of genetic
mapping.

It is not in vain and not without reason that in 2024 the US
Congress and the Pentagon made the difficult decision to stop
the most powerful Chinese companies (which collect data on
the genetic profile of Americans) from accessing the genetic
database, as this could lead to a threat to national security
[36,37]. Could it be that the US security forces see in these cases
precisely the threat of subsequent large exports of drugs and
food to America that contain the genome modifiers also known
as nitrosamines?

The collection and evaluation of genetic material are seen
as campaigns of paramount importance for global economic
growth, even if this growth is based on questionable foundations
[38].

Even the journal Nature is only now, in 2024, leaning on the
dangerous idea of genetic scanning/targeting as a very serious
danger globally [39].

A huge puzzlement for clinicians and academics is the lack
of willingness, or lack of ability, on the part of regulators
worldwide, to introduce full elimination regimes on proven
mutagens, carcinogens and phototoxic substances (also known
as nitrosamines) in drug preparations.

This also suggests that 'the genie has long been out of the bottle',
and that the warnings of Jan van Aken and Edward Hammond
from as far back as 2003 remain once again overlooked [40].
And by now hard to control.

The latest generation of genome modifiers are the so-called
nitrosamines. They are the substances that are about to rewrite
the medical textbooks. This kind of modifier was already
mentioned in 2004 [41]. Unfortunately, the focus on them
remains, for the moment, shifted.

But the data on the subject are objective and revealing, as long
as attention is paid to them. The lack of adequate control over
the spread of carcinogens in drugs has led to a dramatic rise in
the incidence of not only skin cancer (non-melanocytic) but also
cancer in general [42], despite endless advertisements about
medical advances and the curability of heterogeneous diseases
worldwide. Again, according to international data, there is a
similar trend regarding the startling estimated incidence of
melanoma worldwide [43].

Even more interesting, and at the same time startling, is that the
patients who have been recorded with increasing polymedication
intake or polypharmacy over the past 20 years are predominantly
diabetic patients and those taking cardiac medication [44]. These
are also the patients most severely affected by contamination,
for whom our collective has been presenting innovative data
regarding drug-mediated photo nitroso carcinogenesis for the
past 7 years [45,15]. Polypharmacy, polycontamination with
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genomic modifiers, and cancer remain inextricably linked. This
is more than evident from a review of the above-mentioned
comparative database analyses.
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