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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
compu-ter-printed on a single side of standard typing paper, with the left margin of 3 centimeters width,
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8. Please follow guidance offered to authors by The International Committee of Medical Journal
Editors guidance in its Uniform Requirements for Manuscripts Submitted to Biomedical Journals publica-
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9. To obtain the rights of publication articles must be accompanied by a visa from the project in-
structor or the establishment, where the work has been performed, and a reference letter, both written or
typed on a special signed form, certified by a stamp or a seal.

10. Articles must be signed by all of the authors at the end, and they must be provided with a list of full
names, office and home phone numbers and addresses or other non-office locations where the authors could be
reached. The number of the authors (co-authors) must not exceed the limit of 5 people.

11. Editorial Staff reserves the rights to cut down in size and correct the articles. Proof-sheets are
not sent out to the authors. The entire editorial and collation work is performed according to the author’s
original text.

12. Sending in the works that have already been assigned to the press by other Editorial Staffs or
have been printed by other publishers is not permissible.

Articles that Fail to Meet the Aforementioned
Requirements are not Assigned to be Reviewed.
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Abstract.

The purposeful oblivion of the objective truth, the disregard of
scientific reality, the denial of the contributions and successes of
surrounding researchers, the substitution of priorities in clinical
routine and the unwillingness to reason in the right direction
often lead to disastrous consequences in the field of public
health.

Controlled projects almost never lead to a significant
contribution or breakthrough in medicine that will be
remembered by future generations.

Another illustrative example in this regard is the link
shared above to the saga of the worldwide cancer pandemic
and its possible real cause: the contamination of drugs with
nitrosamines/NDSRIs.

The carcinogenic action of nitrosamines in rats under
experimental conditions was demonstrated as early as the early
1960s (1954) by Barnes and Magee.

The series of subsequent experiments in their numerous
research studies was strongly indicative of a pathogenetic role
of nitrosamines / dimethylnitrosamine / in the development of
liver cancer and kidney cancer. Starting from the fact that contact
with nitrosamines is of primary importance for the development
of tumours in animals, there is practically no circumstance that
would lead us to believe that the intake of the same mutagens in
man would have a different carcinogenic effect from that already
known to us (as was found under experimental conditions as
early as 1954, but in animals).

On the contrary, to this day the incidence of cancer is
increasing every year and, according to global statistics, it is
projected to increase by nearly 50% or 18 million new cases
by 2040. The intake of (un)identified nitrosamines found in
drugs as contaminants is increasing analogously to the shared
breakneck cancer incidence.

In addition to the number of identified carcinogens or NDSRIs
, the number of affected drug classes is also progressively
growing and in mid-2023 this number amounts to over 250 drugs
according to the official data of the FDA bulletin of 08.04.2023.

In practice, the population/patients have been in a continuous,
still ongoing, multicentric prospective study since 1954.

The parameters of the “experiment” are probably pre-set,
crystallizing gradually over time and imposed forcefully in
the form of hypnotic suggestions and directives by regulators.
Encouragingly , the results of the prospective study are also
available, are not one-sided and have been published in dozens
of international journals as well as in part in the well-known
Cancer Journal of the clinicians / Impact factor 254,7.

The bad news is that in most of these observations and
results, there is no correlation of what is shared between, say,
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1) mandatory alternative-free intake of mutagen-contaminated
drugs and 2) the breakneck development of heterogeneous
cancers/including melanomas, and the scientific vision of the
studies is currently rather one-sided.

Cancer incidence is skyrocketing (according to Globocan/
Cancer Journal for the Clinicians), and not a single worldwide
study has commented on its potential link to actual contamination
of the most commonly used drugs worldwide with nitrosamines/
NDSRIs.

For the past 5 years, the team of the Bulgarian Society of
Dermatological Surgery has been committed to formalizing
the final results of these prospective nationwide observational
studies and providing full transparency on the relationship
between the intake of actual/potential nitrosamine-contaminated
drugs and the development of skin cancer. Over 95% of newly
reported skin cancers during this period (2016-2023) were
associated with prior intake of drugs listed in the 2023 FDA as
potentially nitrosamine/NDSRIs contaminated or carcinogens.

Melanoma is one of the most significant patterns of tumor
arising after contact of the human body with nitrosamines.
Whether the drugs affected by the contamination are from the
group of sartans, beta blockers, hydrochlorothiazide, calcium
antagonists, ACE inhibitors or antidepressants- the ultimate
side effect remains the same and is known to the scientific
community as or by the frightening and loud name : melanoma.
We report the occurrence of another case of nevus associated
cutaneous melanoma and multiple dysplastic nevi after taking
the antidepressant Sertraline. A drug declared according to the
official FDA bulletin of 08.04.2023 as potentially contaminated
with class 2 nitrosamines/ NDSRIs: having similar to completely
identical carcinogenic potency as that of NDMA and NNK. Or
reciprocal to that in valsartan, irbesartan, olmesartan, repeatedly
described already as possible melanoma inducers.

According to the literature search, this is also the first case
in the world of Sertraline-induced nevus associated cutaneous
melanoma, and we share the view/ thesis that the real inducer of
the tumor is in fact the impurities in the medication in the form
of contaminants or nitrosamines: the so-called NDSRIs.

The nitrosogenesis of skin cancer is a more than significant
concept that has been cleverly concealed by the scientific
community until recently. The reason for this concealment
could be sought in the paramount importance or central role
that the nitrosogenesis occupies at the base of the "pyramid”
guaranteeing billions of dollars of monthly revenue to the
regulators of globalism.

Key words. Sertraline, NDSRIs, melanoma, dysplastic nevi,
dermatologic surgery, nitrosogenesis, NDMA, NNK.
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Introduction.

The year 2023 should definitely go down as a memorable
one in terms of the FDA update/regulation on 1) the 250 drugs
originally announced as potentially/actually contaminated
with nitrosamines/NDSRIs/potent carcinogens , and 2) the
identification of the five classes of carcinogens (according to
their potency) that could be identified as contamination in the
drugs themselves [1]. This is in effect a kind of self-recognition ,
but also a telling example that polycontamination worldwide is/
could be of "monstrous proportions” and that the intake/problem
of contaminated drugs in polymorbid patients could hardly be
limited or overcome [2,3].

Analogous to what has been shared- Nitrosogenesis in
melanoma is or remains to be a fact that should not be questioned
in the context of polycontamination and polymedication
in polymorbid patients [4]. A number of data are available
describing the occurrence of, for example, multiple melanomas
after concomitant/simultaneous administration of valsartan,
amlodipine, hydrochlorothiazide, and bisoprolol [4]. And looked
at in detail and in line with the newly introduced information
according to the official FDA bulletin of 2023 (1)- what does
this mean in practice:

Bisoprolol has a potential carcinogenic potency of class 4
or 1500 ng/daily tolerable dose [1], amlodipine is classified
as a class 5 NDSRIs or a daily tolerable dose of 1500 ng/day
according to the official FDA bulletin of 2023 [1]. Valsartan
should have been classified as containing class 1 or class 2
carcinogens / NDSRIs due to its repeated contamination with
NDMA or NDEA over the years [5], but interestingly why- it is
not listed in the current FDA list of contamination with potent/
potent carcinogens potentially present in valsartan as of 2023
[1]. Whether the reason therefore is due to an imminent halt
in its production in the near future- remains at present unclear.
Similarly, batches of hydrochlorothiazide have been withdrawn
from the market [6], for which the FDA also does not mention in
its official bulletin of 2023-which class of potential carcinogens
the NDSRIs found in hydrochlorothiazide belong to [1].
And these were identified as early as 2022, which was (self-)
acknowledged by Pfizer.

The creation of reference limits for carcinogens in medicines
is a paradox that is likely to remain unparalleled in the world
history of medicine: overlooked by regulators but skillfully
exploited by manufacturers for over 50 years, generating
billions a month for the pharmaceutical industry.

In 2023 we are effectively talking about forced tolerance
available to polycontaminants/ in the form of "hypothetical”
mutagens, carcinogens/nitrosamines or NDSRIs due to the lack
of alternative at the time ?

Parallel to the above, it should not be overlooked that by 2040,
scientists expect or predict an increase in the incidence of cancer
worldwide of about 47% or 28.4 million cases per year compared
to 2020, for example [7]. And with all this data, scientists are
perplexed as to what is the cause of this skyrocketing cancer
incidence.

No less puzzling is the absence of any data worldwide
thematizing the incidence of cancer in general/generally and
its relation to the mono- or polycontamination of the already
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mentioned recently officially declared nitrosamine-contaminated
drugs. These analyses would provide some extremely quick
answers that could be revealing but also sobering to the "leaders
of globalization processes”. It is in this way that the link between
the generation of cancer and the intake of already "hypothetical
carcinogens” [1] with "predicted carcinogenic potency” [1]
through polymedication in polymorbid patients could "be shine
in its full glory”.

We present a patient taking the antidepressant sertraline,
potentially and now officially designated by the FDA as possibly
contaminated with class 2 nitrosamines/NDSRIs such as NDMA
and NNK , who subsequently/ within this intake developed
nevus-associated cutaneous melanoma/multiple dysplastic nevi,
treated successfully surgically within 2 surgical sessions.

Case report.

He was admitted to the department of skin diseases and
dermatological surgery because of the presence of a pigmented
lesion localized in the back area, which had increased in size
over the last year, while becoming slightly sensitive and
painful to touch (Figure 1a). The duration of the complaints is
(according to rough anamnestic data) of about 1 year, and the
date of presence of the lesion is generally unclear or difficult
to determine within the patient discussion. In parallel, multiple
dysplastic nevi were found on the back, trunk, and under the
right breast (Figures 1b and 1c¢).

The patient's known comorbidities include: a condition
following surgical removal of colon cancer in 2012, tachycardia
dating back to 2023, and endogenous depression (dating back 3
-3.5 years).

A patient’s systemic medication includes sertraline 50 mg
once daily for 3 years: quetiapine 100 mg once daily for 3 years.
Perindopril 8mg/amlodipine S5mg/indapamide 2.5mg/twice
daily, assigned within the patient's hospitalization.

Within the dermatological examination in the dorsal area,
at the level of Th12 at 5.5 cm to the right, a pigmented lesion
with an asymmetric, elliptical shape, 2.5 cm in diameter by 1
cm, heterogeneous in coloration, caused by a central, tumor-
like achromatic zone, overlying a grayish pink plaque-like
base, was found to extend between 15:00 and 9:00 (Figure 1a).
Dermatoscopically, there was a disrupted to completely absent
melanocytic network in places, intense areas of regression with
a pale pink to gray hue. Clinically and dermatoscopically, the
lesion is suspicious for cutaneous melanoma.

In the area under the right breast - multiple melanocytic nevi
with clinical and dermatoscopic signs of dysplasia (Figures 1b
and 1c). Age of lesions unclear overall. Age of change in colour
and size: about 2 years.

Anelliptical excision was performed for the lesion suggestive of
melanoma with a surgical margin of certainty of 0.2 cm (Figures
1d and 1le), and the histopathological verification of the lesion
was as follows: evidence of a well-demarcated melanocytic
lesion represented by Ortho hyperkeratosis, irregular acanthosis,
proliferation of large fusiform melanocytes, and well-formed
heterogeneous nests obturating the dermoepidermal border and
projecting into the papillary dermis. Prominent angiofibroplastic
stroma with multiple melanophages distally dermocarcinated by
dermal melanocytic nevus. Clear resection lines. Perineural and



Figure 1.

1a: Clinical findings in a patient with subsequently histopathologically proven nevus-associated cutaneous melanoma.
1b: Multiple dysplastic nevi within concurrent intake of nitrosamine contaminated drugs.

1c: Marking of resection lines in a dysplastic melanocytic nevus scheduled for removal.

1d: Removal of a cutaneous melanoma with near surgical margin of safety within the first excision.

1e: Postoperative clinical findings after defect closure.

1f: Marking the second resection field according to the tumor thickness found after the first excision/ according to the AJCC/ EJC recommendations

for surgical treatment of cutaneous melanomas.

1g: Intraoperative finding. Tissue resection next to the muscular fascia.

1h: Postoperative finding after closure of the defect.

lymphovascular invasion absent. Clark 2, Breslow 0.58 mm.

On the occasion of the histopathologically thin melanoma, re-
excision was performed with an additional surgical margin of 1
cm, with no evidence of residual cells in the re-excision (Figures
1f-1h). Screening was also performed and was not indicative of
metastasis, with final staging of the lesion determined at stage
la (T1aNOMO).

A second melanocytic lesion located under the right breast was
surgically removed (Figures 1b and 1c) , with histopathological
evidence of: an extensive, asymmetric melanocytic lesion
represented by ortho- and follicular hyperkeratosis, irregular
acanthosis, proliferation of large fusiform melanocytes |,
obstructing the dermoepidermal border and with solitary ascending
migration, demarcated by matted nevo-melanocytes located among
fibrous stroma. Clean resection lines. The histological picture
corresponds to a mixed dermal melanocytic nevus with marked
architectural cytological atypia. The patient was sent for registration
and follow-up to the regional cancer hospital.

Discussion.

The link between melanoma and nitrosamines dates back to
2018, when in fact the first case of melanoma was described,

49

followed by a lethal outcome that developed after taking
two preparations of a well-known pharmaceutical company
containing valsartan in combination with amlodipine [§8]. In
practice, the patient described involved the intake of potentially
nitrosamine polycontaminated class 1 and/or class 2 drugs
in combination with class 5 / according to the 2023 FDA
categorization (Figure 1) [1].

Similar cases of melanoma development are not lacking after
taking irbesartan in combination with hydrochlorothiazide
[9] or irbesartan in combination with amlodipine [10].
Polycontamination or the intake of drugs contaminated with
nitrosamines remains the only constant link between these cases,
concerning of course again the development of melanomas.

Similar reasoning could be applied to systemic treatment
of arterial hypertension with nitrosamine-contaminated
olmesartan and valsartan and the subsequent development of
giant achromatic melanoma [11]. Contamination of these drugs
is predominantly or mainly with class 1 to 2 (strong/potent)
carcinogens/NDSRIs according to FDA data from 2023 (Figure
1) [12].

Multiple melanomas have also been observed after intake of
the drug candesartan [13], for which the FDA sets tolerance



concentrations for daily intake of NDEA, NDMA and NMBA:
potential class 1 or class 2 carcinogens (Figure 1) [12].

In the shared cases, the following link is indicative: between
the occurrence of melanomas and the intake of a heterogeneous
class of drugs, which only in 2023 have been declared by
regulators (FDA) as actually affected by contamination with
carcinogens/ nitrosamines/ NDSRIs of a heterogeneous class or
ingredients with potentially carcinogenic activity [1,12].

Melanomas have also been described in the scientific literature
after administration of potentially nitrosamine-contaminated
telmisartan [14] or telmisartan in combination with potentially/
actually contaminated hydrochlorothiazide [15].

Patients' intake  of  actual/potential  nitrosamines/
NDSRIscontaminated mono- or polymedication, in practice,
has been shown to be crucial or indicative of melanomas [4,8-
11,13-15].

It is unclear why, until recently and currently, the message from
regulators to end-users has been or remains: medicines should
be accepted and patients "not to worry”, while at the same time
medicines are quietly withdrawn from the market and some are
stopped from production altogether/ without any explanation.

Another official message from the regulatory authorities
concerning mutagen/carcinogen contamination is that
nitrosamines do not cause cancer if taken for prolonged periods
and in certain doses. However, regulatory bodies do not
thematize the issue of carcinogen intake within the framework
of polymedication and polycontamination [2-4]?

It is interesting how nitrosamines in cigarettes have been
identified as carcinogenic to the human race in terms of lung
cancer, for example [16], nitrosamines in food have been
identified as carcinogenic in terms of the development of
gastrointestinal or urogenital forms of cancer [17,18], but
nitrosamines in medicines were not dangerous and should not
be feared within their intake ? Although this intake is indicative
of the development of melanomas and keratinocytic forms
of cancer [2,3,4], but not only. It remains an open question:
are these compounds in practice analogous to completely
overlapping in structure and mechanism of action ? Is end-user
confidence generally lost?

The carcinogenic effects of nitrosamines on the human body
have been known since 1977 and have been associated with the
induction of gastrointestinal cancer [19].

But it was only 46 years later that the FDA reacted "adequately"
and stated that there was a problem and it needed to be solved
[20]. This partial solution concerns/restricts to some extent the
intake of carcinogens as monomedication (but does not guarantee
the absence of tumors after intake of preparations contaminated
with nitrosamines), while at the same time it does not solve
the problems of polymedication and polycontamination in
polymorbid patients [2-4].

It is here that the reason for the exponentially increasing
incidence of cancer worldwide should be sought [7].

The nitrosogenesis of skin cancer is a fact and a phenomenon
that cannot, should not and cannot be ignored, as the data
continues to be available: it is established by the dozens of daily
registrations of the occurrence of skin cancer after simultaneous
intake of contaminated with nitrosamine preparations, such

50

hat the dose-dependent time intervals for the development of
cancer match perfectly, and the availability of real carcinogens/
nitrosamines/NDSRIs has already been officially initialed by
regulators as a permissible availability [1,12].

The only missing piece of evidence at present remains the
monthly/daily sampling of drug batches to prove the permanent
presence of mutagens in single or multiple preparations taken
by patients. This unit could clarify another thesis/hypothesis:
that of the controlled or sporadic spread of carcinogens.

With widespread pollution, the so-called manufacturing error
comes to the fore.

In case of sporadic pollution (peak pollution, time-limited
pollution, or pollution of production only in certain geographical
regions), other reasons could be sought.

Sleeping on the truth - intentional or not, leads (according to
official statistics) to a jump in new cancer registrations by about
50% over a predictable period covering the next 20 years (2040)
- damage for which the regulators should be held accountable
and mutagen producers [7]. And damage that has been presented
by these same units until now as insignificant, harmless, and as
something normal: like the concept of hypothetical carcinogens?

As far back as 1981 Valda Cradock’s important reflection
echos in The Nature: "Tumours have now been shown to be
induced by a wide variety of N-Nitroso compounds in many
species of animal and there is no reason to believe that man will
prove to be an exception. There is also no doubt that man is
exposed to these potent carcinogens [21].”

Although the toxic effects of nitrosamines on the human body
have been known since 1954 [22], this has been skillfully,
diligently, and purposefully ignored and neglected by regulatory
authorities and drug manufacturers for nearly 80 years [12].
Interesting as fact, this data has not deterred regulators, in
tandem with pharmaceutical industry representatives and their
political lobbyists, from officially parroting the availability of
carcinogens in drugs through the 2023/FDA 08.04, 23 [12]
regulatory decree on permissible concentrations.

This action could at the same time be announced as the
most powerful blow to public health worldwide, allowing
pharmaceutical companies to make trillions a year on account of
the "free spread” of carcinogens in drugs taken by over 5 billion
patients every day [23].

Carcinogens that have so far been deliberately overlooked and
carcinogens that have turned out to be an integral part in more
than 95% of the most widely distributed preparations worldwide
[1,5,6,12].

Barnes and Magee continued in 1956 with their experiments
and demonstrated that oral or parenteral administration of
dimethylnitrosamine in rats was associated with the generation
of liver tumors , which showed a propensity to metastasize/
aggressive character [24].

Barnes and Magee's experimental studies, enigmatic for their
time, did not stop in 1959, proving again that nitrosamines/
dimethylnitrosamine/ caused tumours in rats under experimental
conditions [25].

Only 3 years later (1962) the same two experimenters proved
that the substance dimethylnitrosamine also caused tumours of
the kidney/ again in rats [26].



It was not until 2022 (or 60 years later) that someone tried
to look for an analogue of their reasoning in real patients/
retrospective analysis and so came the "revolutionary discovery
by French scientists” (confirming over 20 international scientific
papers by Bulgarian dermatologists) who found a link between
NDMA-contaminated valsartan and the risk of melanoma and
liver cancer, but this time in humans [27]. Clearly the analogy is
there , and the results are more than shocking.

It seems that it has taken mankind 77 years to "peel back
the veil of truth” and rethink and re-read data already made
public long ago, but this time through the prism of the 1954
experimenters: Barnes and Magee [22,24-26].

Strangely why and strangely how, it took the pharmaceutical
companies, in all likelihood, an extremely short time to discover
that 1) one of the most potent human carcinogens, nitrosamines/
NDSRIs, are found in 99% of the most widely distributed drugs
worldwide [1], and that 2) for these carcinogenic/mutagenic
substances, a forced regulatory tolerance regime/ "regulatory
umbrella” has been secured, providing a definite correlate/
increasing incidence of cancer in general [7]?

Parallel to the 2 circumstances mentioned, looking back
retrospectively or over a period of about 50 years, it appears
in practice that a trouble-free intake of mutagen-contaminated
drugs by billions of patients was available or ensured. =~ The
pathogenetic role of NDEA and NDMA in the generation of
melanomas was described by Bulgarian dermatologists for
the first time in the global scientific literature in 2018 and
precisely concerns the relationship between contamination
with class 1/ 2 nitrosamines/ NDSRIs with class 5 (of valsartan
and amlodipine) and the occurrence of cutaneous melanoma,
subsequently leading to a lethal outcome [8].

Contamination of antidepressants with nitrosamines should
not be seen as novel. This year, batches of the antidepressant
amitriptyline have been withdrawn from the pharmaceutical
market precisely because of nitrosamine contamination [28].

Diverse classes of antidepressants such as melitracene,
paroxetine and venlafaxine have been described in the literature
as possible triggers of skin cancer within the framework of
polymedication and polycontamination [2].

Anmitriptyline has also been described as a drug with possible
contamination with class 1 potent carcinogens/nitrosamines/
NDSRIs , analogous to the potent nitrosamine NDEA [1,2].

The situation is similar with the use of the antidepressant
Venlafaxine, potentially/actually contaminated with class 1
potent NDSRIs according to FDA data from 2023/official
bulletin [1,2]. For class 1 and class 2 carcinogens, contamination
within the polymedication is not a prerequisite for cancer
generation, as these classes are in fact potent carcinogens with
proven clinical relevance/significance (Figure 1)[1]. When such
a combination/accumulation or concurrent, simultaneous intake
of nitrosamine/NDSRIs contaminated drugs is present, it could
correlate with the severity of clinical symptomatology [2,4].

The Nitrosogenesis of skin cancer is a process that is confirmed
directly or indirectly through the daily observations of clinicians
[2-4], referenced and aligned with the data officially published
by regulatory authorities on available contamination with potent
carcinogens (Figure 1)[1,5]. This “inseparable relationship”
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could not go unrecognized for much longer, as it has already
been repeatedly resolved and officially documented [29].

In support of the thesis/ of pathogenetic relevance (between
nitrosamines and the generation of skin cancers or melanomas
in particular), the following analogous publications on the
occurrence of nevus-associated cutaneous melanomas after
ingestion of class 1 or 2 potent nitrosamines/NDSRIs are
indicative: references [8,11,15,30]. The similarities between
them are determined by 1) the intake of potentially/actually
class 1 NDSRIs-contaminated heterogeneous drugs and 2)
the development of nevus-associated cutaneous melanomas
[8,11,15,30].

The drug sertraline does not make an exception in terms of
contamination with potent / "hypothetical” according to the
FDA bulletin of 2023 NDSRIs/ carcinogens, being assigned to
group 2 NDSRIs , whose carcinogenic potency is attributable to
that of NDMA and NNK (Figure 1) [1].

Since the presence of nitrosamines/NDSRIs has been identified
in over 95% of the most used drugs worldwide, regulatory
authorities in the face of the FDA have also now defined some
of the most potent carcinogens and mutagens as: compounds
with "predicted carcinogenic potency” [1]. And the reference
tolerable intake limits for carcinogens have been relaxed
to the concept of : "FDA recommended Al limits for certain
hypothetical NDSRIs" [1].

The “"speeches” in the official bulletins of the regulators [1]
have a clear , pronounced protectionism (general opinion) and
make us wonder whether patients around the world are not
currently under a large-scale prospective follow-up concerning
the potentially controllable intake of carcinogens and mutagens
in the framework of polymedication and polymorbidity?

The predicted intake parameters for carcinogens are now
officially set by the FDA, and the estimate of global cancer
incidence also relative to 2040 is more than clear and frightening
[77?

The most powerful regulatory body, the FDA, betones the
availability of "hypothetical” carcinogens in drug preparations,
and according to the companies themselves, this concentration
has at times been overstated by up to 200 times over the past
30 years.

And the journal with the highest global impact factor of 254.7/
Cancer Journal for Clinicians [31] gives its estimate of a global
increase in overall cancer incidence of nearly 50% from 2020
to 2040 [7].

The prospective study of the role of nitrosamines/NDSRIs and
the generation of melanomas and cancers in general (but also of
the skin and worldwide) was probably started long ago (in the
1960s?), but until recently this was not clear to either patients or
the academic community.

Its start was in all likelihood given short term after the
discoveries of Magee and Barnes in the early 60's [22,24,25,26]?

Presumably, too, much of its results were reported before the
end of 2018, or the year that regulators in the face of the FDA
began declaring valsartan's contamination with nitrosamines as
problematic. In parallel with this, the permanent removal of a
number of preparations) from certain pharmaceutical companies
and in certain geographic regions) from the drug market was



launched. Hypothetically speaking- it was these results (on
cancer incidence) that were alarming or startling, necessitating
their stepwise disclosure and stepwise removal. Apparently, in
this period and with regulatory institutions, social responsibility
was in a phase of perhaps temporary activity towards objectivity.

The only priority goal at the moment for clinicians with "at
least residual semblance of moral” would be to report the final
results of this "inappropriately launched and currently still
ongoing prospective study” (concerning the permanent intake
of hypothetical carcinogens/ NDSRIs/ nitrosamines/ within this
extremely unpleasant experiment.

This "reporting of results” does not require informed consent
from patients, but only the social responsibility of the therapist.
A responsibility that has been mentioned by our ancestors and
proven authorities [32].

The Nitrosogenesis of melanoma appears to be more than an
undeniable fact! The depression and sertraline in the patient
described are in fact "secondary and insignificant availabilities”
or "decors” that do not need any kind of interpretation or
analysis.

The preservation of 1) pure, well-intentioned clinical thought,
2) the social responsibility of physicians, 3) absolute reliability/
accuracy in the interpretation of actual clinical results, and 4)
full transparency and accessibility of the latter to the public,
regulators, and the scientific community from: 1) the influence of
globalization processes, 2) the forced or spontaneous mediocrity
of the individual (group mediated or congenital), 3) lobbying
interests and 4) commercialism- this is what would guarantee a
better survival and a better quality of life. Categorically and for
every single patient.

Sic parvis magna! Or perhaps it would sound better: Alea lacta
Est!
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