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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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NITROSOGENESIS OF CUTANEOUS MELANOMA: SIMULTANEOUSLY DEVELOPMENT
OF PRIMARY CUTANEOUS THICK MELANOMA OF THE BREAST, THIN MELANOMA/
DYSPLASTIC MOLE OF THE BACK DURING PARALLEL INTAKE OF BISOPROLOL,
AMLODIPINE AND VALSARTAN/ HCT: NITROSAMINE POLYCONTAMINATION IN
THE MULTIMEDICATION AS THE MOST POWERFUL SKIN CANCER TRIGGER
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Abstract.

According to the latest and modern concepts- polymorbidity
and polymedication are perceived as one of the most likely
triggers for the development and progression of skin cancer
(and melanomas in particular). The reason for this should be
sought in polycontamination with nitrosamines (in the context
of polymorbidity and polymedication of affected patients).

This polycontamination is expanding in scale with each
passing day and this in turn allows its detailed (albeit postponed)
analysis.

The concept of polycontamination could be related on the one
hand to: 1) the patient's medication (number of drugs affected
by nitrosamine contamination), but also to: 2) the number of
mutagens or so-called contaminants (nitrosamines) contained in
a single drug preparation.

Unfortunately, the recently introduced acceptable daily intake
dose (ADI) as a concept by the regulatory institutions, does
not find its much desired application due to : 1) the lack of
precise indication regarding the nitrosamine concentration on
the leaflet of each potentially/actually contaminated medicine ;
2) the immediately resulting impossibility to calculate the daily
acceptable dose (concentration of mutagens) in each patient
(within the framework of polymedication), as well as 3) the
ever increasing number/type of those identified in medicines as
contaminants,

Thus, in practice, the daily medication intake (of several
drugs belonging to the groups of drugs declared as officially
contaminated) could have adverse consequences for the health
of patients precisely due to the fact that: the concentration of
nitrosamines in each of the drugs taken could (not) exceed the
acceptable daily intake dose, but the total cumulative intake for
the day would (most likely) be - many times higher. At present,
however, this calculation turns out to be more of a "dream”: A
delusion or a myth about a personalized medical approach.

On a pragmatic level, it could be concluded that: the
establishment of certain stereotypes of clinical behaviour (such
as the occurrence of melanomas, for example) after the intake
of a heterogeneous class of drugs (which in all likelihood
contain relatively similar carcinogens/nitrosamines in terms
of composition and concentration), should suggest at least a
common pathogenesis.

The article focuses the attention of clinicians on the issues
related to the coadministration of potentially nitrosamine-
contaminated drugs for high blood pressure (such as Bisoprolol,
Amlodipine and Valsartan/Hydrochlorothiazide), while also
emphasizing the outcomes that could result from this long-term
co-administration: simultaneous appearance of thick melanoma
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in the left breast area, thin melanoma on the back and dysplastic
nevus thoracic on the left.

The Nitrosogenesis of melanoma appears to be a "new
perspective/beam of light” concerning its pathogenesis, and
from a radically different angle of observation.

The confirmatory nature of the clinical picture (multiple
melanomas) in the patient we presented could be seen as
confirmatory of a number of analogous cases of multiple
melanomas occurring after intake of nitrosamine contaminated
antihypertensive drugs.

The feasibility of personalized single-stage melanoma surgery,
which was applied to the patient presented, is emphasized. The
choice of a surgical resection field of 1 cm for thin melanomas
with a suspected (clinically/ dermoscopically) tumour thickness
of less than 1 mm proved in practice to be an adequate approach,
in accordance with the standards of the newly developed
innovative guideline for one step surgical removal of cutaneous
melanomas (OSMS).

Key words. Nitrosogenesis, melanoma, valsartan,
hydrochlorothiazide, bisoprolol, amlodipine, multiple primary
melanomas, drug induce melanoma.

Introduction.

The Nitrosogenesis of skin cancer is a concept that concerns all
forms of skin cancer: keratinocytic and melanocytic[1,2], butalso
a number of even rarer forms, such as atypical fibroxanthoma,
parapsoriasis plaque, etc [3,4]. Parallel or stepwise manifestation
of the aforementioned rare skin tumors/neoplastic skin diseases
with others as : 1) atypical fibroxanthoma/ with prostate
carcinoma or 2) pre-lymphomas of the large-plaque form of
parapsoriasis type/ with bladder carcinoma, have been reported
in the context of concurrent prolonged intake of potentially/
actually nitrosamine-contaminated drugs such as irbesartan/
metformin [3] or telmisartan/ metformin [4].

It should be noted also that the intake of telmisartan has been
associated with the development of cutaneous melanomas [5,6].
The contamination of polymedication could in practice also be a
much more serious problem than previously thought [1].

An analogous situation is the development of melanomas
after administration of potentially nitrosamine-contaminated
irbesartan [7,8].

The polycontamination of a heterogeneous class of drugs
appears to be, in practice, an as yet unsolved problem [1].

The duration and persistence of this problem, (its never-ending
clinical repetition/equivalent clinical findings in different
patients), directly concerns the nitrosogenesis of skin cancer
(but also cancer in general) [1], and is mainly based on several
mainstays that have not yet found their definitive solution (but
should become priority ones):
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1) The lack of any data on nitrosamine contamination in the
package inserts of drugs considered to be affected or actually
affected by mutagen contamination, and:

2) Polycommunication of polymedication in multimorbid
patients (How should it be approached? Individual approach to
determine the maximum tolerated dose for the day / within the
total drug intake?).

3) The lack of a clear signal from the regulatory authorities:
3.1) to the companies themselves on their obligation to label
the actual concentration of mutagens in their products / or
definitively stop this production and 3.2) to the patients
themselves: not to take medicines that lack indications in the
prescription on the packaging about the presence / absence of
a certain permissible or elevated presence of certain mutagens
/ carcinogens: especially in cases where the relevant groups of
medicines have been described to date as already contaminated
with nitrosamines and batches have been removed from the
pharmaceutical market.

We present a patient who, in the context of polymorbidity
and polymedication, simultaneously developed 2 melanomas
and one dysplastic nevus. Issues of polycontamination and the
intake of relevant medications are highlighted, as well as the
optimal surgical treatment of melanomas depending on their
morphologic characteristics.

The importance of interpreting data based on the equivalent
clinical findings/manifestation of the same skin tumor types
arising within the context of heterogeneous drug intake is also
emphasized, as well as their relationship to the availability of
nitrosamines in the drugs underlying this intake. We share the
view that the recurrence of these clinical patterns could/should
be seen as indicative of a causal relationship between mutagen
intake and tumor occurrence.

Case report.

We report a 63-year-old female patient who presented to the
outpatient dermatology, venereology, and dermatologic surgery
clinic for a new-onset, progressively growing (according to
history) lesion in the left breast (Figure 1). In the detailed history
subsequently taken, the patient informed of a preexisting lesion
in this area, which was no more than half a centimetre in size,
homogeneous in colour, regular in shape and asymptomatic
overall (achromatic dermal nevus?). The duration of the lesion,
according to a rough retrospective calculation (by the patient
herself at the time of the anamnesis), was at least 30 years. The
changes in the lesion occurred no more than 2 years ago or in
2021 when it progressively changed shape, size, and color.

During the dermatological examination, we found evidence
of 1) a pigmented lesion with an asymmetrical shape; unclear
differentiation from healthy tissue; non-uniform coloration
(ranging from light brown to gray black); diameter, ranging
between 1 and 4 cm in different directions; and significant elevation
in the centrally located area of the tumor (Figure 1). Dermatoscopic
criteria showed a disturbed to completely absent melanocytic
network in places; black to light brown areas, regressed white
areolae in places. Clinical and dermatoscopic criteria were entirely
in favour of the diagnosis of cutaneous melanoma.

In parallel, a second pigmented lesion was noted in the area of
the right scapula, suggestive clinically and dermatoscopically of
thin melanoma or melanoma in situ (Figure 2).
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Figure 1. Patient with suspected cutaneous melanoma on the left
breast. Polymorphic clinical and dermatoscopic findings of the lesion:
asymmetry, indistinct borders, tricolor, elevation in places, indistinct
demarcation from healthy tissue.

Figure 2. Pigmented lesion in the dorsal area on the right, clinically
and dermatoscopically suspicious for thin cutaneous melanoma.



Figure 3. Pigmented lesion thoracic left, suspicious for dysplastic
nevus.

A third pigmented lesion was also noted lateral thoracically on
the left, in the transition zone to the back, which was clinically and
dermatoscopically suggestive of dysplastic nevus (Figure 3).

The co-morbidities were known to be ischaemic heart disease,
single-vessel coronary artery disease, stable angina/grade three,
hypertensive heart disease/grade two, both aortic and tricuspid
insufficiency, and adventitial thrombosis of the descending
aorta.

The patient's concomitant medications included 1) Bisoprolol
fumarate 2, 5 mg twice daily for 2 years; 2) Amlodipine 5 mg
once daily for 10 years; 3) Valsartan/ Hydrochlorothiazide
160/12.5 mg once daily for 10 years; 4) Clonidine hydrochloride
0.15 mg as needed; and 5) Rilmenidine 1 mg once daily for 10
years.

Preoperative screening included conducting CT with whole-
body contrast as there was no evidence of dissemination of the
process. Because of evidence of dissection of the aortic arch and
the descending aorta, urgent presentation to a cardiac surgeon
was recommended immediately after the 2 excisions were
performed under local anesthesia.

Surgical treatment was performed, and excision with a
surgical margin of no more than 0.3- 0.5 cm in all directions in
the form of an ellipse was applied to the lesion localized in the
breast area (Figures 4a,b). The defect was closed using single
cutaneous stitches (Figure 4c). The histopathological finding
was indicative of the presence of extensive, poorly demarcated,
multifocal melanocytic lesion represented by parakeratosis with
pigmentary inclusions, proliferation of atypical melanocytes
with ascending migration consuming the overlying epidermis,
forming heterogeneous atypical melanocytes with pronounced
pleomorphism, centrally located nuclei with 1-2 nucleoli, large
bright cytoplasms, areas of acantholysis and focal necrosis,
pronounced proliferative potential demonstrating more than
5 mitoses per field, some atypical. Scant stromal reaction. No
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evidence of perineural and lymphovascular invasion. Clean
resection lines. Clark 4, Breslow 5.7 mm, nodular malignant
melanoma. Stage [IB (pT4aNOMO).

The lesion in the area of the right scapula was removed by
one-step melanoma surgery with a surgical margin of safety of
1 cm in all directions to reduce the number of surgical excisions
(Figures 5a-5d) (melanocytic lesion present, clinically and
dermatoscopically indicative of melanoma in situ /or thin
melanoma).

Histopathological data showed: extensive, poorly demarcated
melanocytic lesion represented by ortho- and follicular
hyperkeratosis, irregular acanthosis, proliferation of pigment-
rich melanocytes, elongating and horizontally confluent
distal epidermal ridge compartments with foci of ascending
migration, marked angiofibroplasia in the papillary dermis with
areas of regression and single nests of atypical melanocytes
with moderately prominent lymphoplasmocytic stroma. Clear
resection lines. Clark 2, Breslow 0.3 mm, Stage IA (T1aNOMO).

The pigmented lesion, suggestive of dysplastic nevus,
was scheduled for surgical removal as part of a subsequent
hospitalization (Figure 3).

Reexcision of the primary lesion in the breast area by 1.7 cm in
all directions, combined with detection and removal of a draining
lymph node/ Sentinel lymph node (within the following weeks
and after the cardiac findings were clarified) was planned.

Discussion.

The association between cutaneous melanomas and valsartan
intake in the context of so-called nitrosogenesis has been known
for years and often has fatal consequences for patients [10]. This
association is not only based on single literature case studies, but
also relies on large-scale retrospective analyses that concern in
particular the contamination of valsartan production with NDMA
[11]. However, it should not be forgotten that the contaminant is
in principle not only NDMA and the contaminated preparation
: not only valsartan.

At a sufficiently high dose and duration of therapy, intake of
sartans in general (and whether or not they are contaminated
with nitrosamines/unstated in the publication) is associated (and
according to another research team) with a significant risk of
developing all forms of cancer [12]. One logical explanation of
these two international follow-ups could be nitrosogenesis and
polycontamination within polymedication and polymorbidity.
These factors, however, remain unfortunately aside from the
statistical evaluations and analyses.

The nitrosamine-melanoma link becomes even more evident
if we analyze two new scientific articles concerning the
development of multiple cutaneous melanomas after intake of
potentially nitrosamine-contaminated preparations containing
sartans: [13,14]: 1) The first one describes the development
of multiple melanomas after intake of valsartan [13], and the
second one: 2) the development of multiple melanomas after
similar intake of candesartan [14].

Similarly, melanoma of the skin can also occur after intake of
olmesartan and valsartan in combination, and the medication is
also considered potentially contaminating with nitrosamines [15].

The contamination of hydrochlorothiazide with nitrosamines
is not new [16].
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Figured. 4a,b: Surgical removal of cutaneous melanoma with a surgical margin of no more than 0.2 cm in the vertical direction in the form of an ellipse.
4c: Postoperative finding after closure of the defect by using single skin stitches.

Figure 5. 5a: Selection of a resection margin of 1 cm in all directions in a pigmented lesion clinically suspicious for thin cutaneous melanoma/

OSMS .

5b/5c: Performing the resection with a selected surgical margin of 1 cm in all directions and according to the recommendations for an innovative

surgical resection margin/ One step melanoma surgery/ OSMS [23,24].

5d: Postoperative findings after closure of the defect using single skin sutures.

The development of melanomas after intake/monomedication
of patients with arterial hypertension in the context of
hydrochlorothiazide administration is also not new [17].

The occurrence of heterogeneous tumors (cutaneous but
also systemic neoplasms) after intake of hydrochlorothiazide
and valsartan, for example [18], speaks against the thesis that
the procarcinogenic action of the drug is entirely due to its
phototoxicity.

This phototoxicity would not be a logical explanation for the
development of two other tumors such as Kaposi's sarcoma and
colon carcinoma [18].

Similarly, the observation of the development of colon cancer
and choroidal melanoma after the intake of hydrochlorothiazide
and valsartan, potentially contaminated with nitrosamines,
could be similar [19].
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The development of melanomas/melanomas in combination
with other tumors after taking sartans as monomedication
or in combination with hydrochlorothiazide (in the era of
polycontamination with nitrosamines/nitrosogenesis) appears
to be quite real and possible.

The fact that B-blockers are also a class of drugs that are
now formally classified as potentially/actually nitrosamine
contaminated should not be overlooked [20,21].

It is for this reason that the occurrence of multiple melanomas
after taking beta blockers, (especially also when combined with
valsartan/hydrochlorothiazide- as in the patient we presented),
should not be surprising to anyone (considering that each of the
preparations poses a risk for the development of melanomas
even as monomedication).

Melanoma precursors, in the form of dysplastic nevi in



combination with epithelial tumors, have been described in
the literature following the administration of beta blockers/
bisoprolol in combination with amlodipine [1].

Any ofthe drugstaken concomitantly as potentially nitrosamine-
contaminated drugs (valsartan, HCT) as monomedication or in
combination pose a risk for melanoma development [9-11,17].

Hence, their combined intake could also be a prerequisite
for the development of multiple melanomas: a fact repeatedly
described in the literature [13,14] and a fact concerning,
again, the nitrosogenesis of skin cancer and, in particular, its
"melanocytic component" [1].

In practice, polymedication and polycontamination with
nitrosamines determine the polymorbidity and development/
progression of multiple skin tumors.

The whole concept is further complicated by the additional
intake of the calcium antagonist-amlodipine, recently described
and 1) as also potentially contaminated, as well as 2) a
constitutive part of the processes of nitrosogenesis [1].

In practice, the polycontamination within the multimedication
with 1) Bisoprolol fumarate, 2) Amlodipine 5 mg and 3)
Valsartan/ Hydrochlorothiazide) on the occasion of high
blood pressure for example, is able to potentiate/generate the
emergence of multiple cell clones, in this case: those responsible
for melanoma and dysplastic nevi.

This observation has a confirmatory character also with
regard to the intake of potentially nitrosamine-contaminated
perindopril, and within this intake the development of both
melanoma and basal cell carcinoma (but in a stepwise manner)
was again observed [22].

It should be noted that it is most likely the variations in the
intake of heterogeneous nitrosamines (in terms of type and
amount) that are responsible for generating the monomorphic/
polymorphic but also substantially overlapping clinical findings
after intake of heterogeneous drug classes [1].

At the very least, these data are indicative of the significance
of the pattern concerning an equivalent clinical finding
(described repeatedly in the medical literature) occurring in the
context of mono- or polymedication of patients who have taken
contaminated preparations [1].

This type of finding could be explained as absolutely plausible/
logical/ and quite real within the processes concerning
nitrosogenesis determined by polycontamination with mutagens
affecting the most commonly administered drugs worldwide [1].

The present publication is also interesting with respect to
another topic/dilemma that has repeatedly been the subject of
lively discussions worldwide: personalized one-step melanoma
surgery/OSMS [23].

Its applicability to certain morphological characteristics of
melanomas remains undisputed to this day [24], "even when
coffee is involved” [25].

The second melanoma described in this publication was treated
specifically in the context of OSMS or One Step Melanoma
Surgery, thus avoiding one additional surgical intervention
for the patient, which is recommended by globally accepted
guidelines for the surgical treatment of melanomas according to
the postulates of the AJCC/ EJC [26-29].
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Conclusions.

1.Wepresent forthe firsttime in the world literature a polymorbid
patient who developed 2 cutancous melanomas and one
dysplastic nevus during her polymedication with (1) Bisoprolol,
(2) Amlodipine and (3) Valsartan/ Hydrochlorothiazide. The
role/significance of potential polycontamination is discussed
in the context of nitrosogenesis concerning skin cancer and in
particular multiple melanomas of the skin.

2. The publication also emphasizes the possibility of
performing personalized one-step melanoma surgery, visually
demonstrating the option to achieve optimal outcome in the
surgical treatment of cutaneous melanomas.

The surgical safety margin of 1 cm in all directions, in practice,
turns out to be a more than “perfect sparing optimal option” for
thin melanomas / melanoma in situ or dysplastic nevi.

3. The concepts of polymorbidity, multimediation and
polycontamination appear to be inextricably linked to each
other and are in fact on the way to becoming the leading link
concerning the Nitrosogenesis, and thus the carcinogenesis of
skin cancer, ...but probably not only...
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