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avtorTa sayuradRebod!

redaqciaSi statiis warmodgenisas saWiroa davicvaT Semdegi wesebi:

 1. statia unda warmoadginoT 2 calad,  rusul an inglisur enebze, dabeWdili 
standartuli furclis 1 gverdze,  3 sm siganis marcxena velisa da striqonebs 
Soris 1,5 intervalis dacviT. gamoyenebuli kompiuteruli Srifti rusul da ing-
lisurenovan teqstebSi - Times New Roman (Кириллица), xolo qarTulenovan teqstSi 
saWiroa gamoviyenoT AcadNusx. Sriftis zoma – 12. statias Tan unda axldes CD 
statiiT. 
 2. statiis moculoba ar unda Seadgendes 10 gverdze naklebs da 20 gverdze mets 
literaturis siis da reziumeebis (inglisur, rusul da qarTul enebze) CaTvliT.
 3. statiaSi saWiroa gaSuqdes: sakiTxis aqtualoba; kvlevis mizani; sakvlevi 
masala da gamoyenebuli meTodebi; miRebuli Sedegebi da maTi gansja. eqsperimen-
tuli xasiaTis statiebis warmodgenisas avtorebma unda miuTiTon saeqsperimento 
cxovelebis saxeoba da raodenoba; gautkivarebisa da daZinebis meTodebi (mwvave 
cdebis pirobebSi).
 4. statias Tan unda axldes reziume inglisur, rusul da qarTul enebze 
aranakleb naxevari gverdis moculobisa (saTauris, avtorebis, dawesebulebis 
miTiTebiT da unda Seicavdes Semdeg ganyofilebebs: mizani, masala da meTodebi, 
Sedegebi da daskvnebi; teqstualuri nawili ar unda iyos 15 striqonze naklebi) 
da sakvanZo sityvebis CamonaTvali (key words).
 5. cxrilebi saWiroa warmoadginoT nabeWdi saxiT. yvela cifruli, Sema-
jamebeli da procentuli monacemebi unda Seesabamebodes teqstSi moyvanils. 
 6. fotosuraTebi unda iyos kontrastuli; suraTebi, naxazebi, diagramebi 
- dasaTaurebuli, danomrili da saTanado adgilas Casmuli. rentgenogramebis 
fotoaslebi warmoadgineT pozitiuri gamosaxulebiT tiff formatSi. mikrofoto-
suraTebis warwerebSi saWiroa miuTiToT okularis an obieqtivis saSualebiT 
gadidebis xarisxi, anaTalebis SeRebvis an impregnaciis meTodi da aRniSnoT su-
raTis zeda da qveda nawilebi.
 7. samamulo avtorebis gvarebi statiaSi aRiniSneba inicialebis TandarTviT, 
ucxourisa – ucxouri transkripciiT.
 8. statias Tan unda axldes avtoris mier gamoyenebuli samamulo da ucxo-
uri Sromebis bibliografiuli sia (bolo 5-8 wlis siRrmiT). anbanuri wyobiT 
warmodgenil bibliografiul siaSi miuTiTeT jer samamulo, Semdeg ucxoeli 
avtorebi (gvari, inicialebi, statiis saTauri, Jurnalis dasaxeleba, gamocemis 
adgili, weli, Jurnalis #, pirveli da bolo gverdebi). monografiis SemTxvevaSi 
miuTiTeT gamocemis weli, adgili da gverdebis saerTo raodenoba. teqstSi 
kvadratul fCxilebSi unda miuTiToT avtoris Sesabamisi N literaturis siis 
mixedviT. mizanSewonilia, rom citirebuli wyaroebis umetesi nawili iyos 5-6 
wlis siRrmis.
 9. statias Tan unda axldes: a) dawesebulebis an samecniero xelmZRvane-
lis wardgineba, damowmebuli xelmoweriTa da beWdiT; b) dargis specialistis 
damowmebuli recenzia, romelSic miTiTebuli iqneba sakiTxis aqtualoba, masalis 
sakmaoba, meTodis sandooba, Sedegebis samecniero-praqtikuli mniSvneloba.
 10. statiis bolos saWiroa yvela avtoris xelmowera, romelTa raodenoba 
ar unda aRematebodes 5-s.
 11. redaqcia itovebs uflebas Seasworos statia. teqstze muSaoba da Se-
jereba xdeba saavtoro originalis mixedviT.
 12. dauSvebelia redaqciaSi iseTi statiis wardgena, romelic dasabeWdad 
wardgenili iyo sxva redaqciaSi an gamoqveynebuli iyo sxva gamocemebSi.

aRniSnuli wesebis darRvevis SemTxvevaSi statiebi ar ganixileba.



GEORGIAN MEDICAL NEWS
No 9 (342) 2023

Ruslan Karimulin, Semenenko Andrey Igorevich. 
EFFECT OF INVESTIGATIONAL COMBINATIONS OF NEUROPROTECTANTS ON THE LEVEL OF S 100 AND NSE PROTEIN IN 
THE BLOOD SERUM OF PATIENTS WITH MODERATE AND SEVERE ISCHEMIC STROKE…….........………………………………6-10

Yurii Soroka, Solomiia Kramar, Zoriana Smahlii, Tetyana Lyebyedyeva, Yuliana Kvasha, Iryna Andriichuk, Zoia Nebesna, Nataliya Lisnychuk. 
NANOPARTICLES AND COLORECTAL CANCER: CAN THE USE OF METAL NANOPARTICLE COMPOSITIONS AFFECT 
OXIDATIVE STRESS MARKERS AND COLON HISTOLOGICAL CHANGES UNDER DMH-INDUCED CARCINOGENESIS......….11-20

Geetika Patel M, Uzma Noor Shah, Aditi Jane, Samir Sapcota, Anurag Verma, Shiv Shankar. 
UNDERSTANDING THE LONG-TERM INTERPLAY BETWEEN GLUCOCORTICOIDS, PARATHYROID HORMONE LEVELS, AND 
OSTEOPOROSIS IN PATIENTS……………………………………………………………..............................................................................21-25

Georgi Tchernev, Lozev I, Ivanov L. 
MORPHEAFORM BCC OF ALA NASI: A SUCCESSFUL DERMATOSURGICAL APPROACH BY TRANSPOSITION FLAP FROM THE 
ADJACENT AREA. CONTAMINATION OF VENLAFAXINE, BISOPROLOL AND OLANZAPINE WITH NITROSAMINES/NDSRIS: 
THE MOST LIKELY CAUSE OF SKIN CANCER DEVELOPMENT AND PROGRESSION..............................................................……..26-29

Ashish Chander, Sanjeev Verma, Devanshu Patel J, Roopashree, Dimple, Dilip Kumar Pati. 
THE CORNEAL ENDOTHELIUM IN OCULAR SURFACE DISEASE AND GLAUCOMA: MECHANISMS OF DYSFUNCTION AND 
TREATMENT STRATEGIES………………………………………………………….................................................................……………..30-35

Tinatin Gibradze, Tina Kituashvili, Mariana Lomidze. 
COMPARATIVE ANALYSIS OF THE EFFICACIES OF BOTULINOTOXIN A THERAPY AND FRACTIONAL RADIO-FREQUENCY-
LIFTING IN THE TREATMENT OF PRIMARY HYPERHYDROSIS………................................................................................…………..36-41

Muataz Lafta Jabbar, Majed A Mohammad, Ali Malik Tiryag. 
CHANGES IN MALE REPRODUCTIVE HORMONES IN PATIENTS WITH COVID-19……...........................................………………..42-46

Georgi Tchernev. 
NITROSOGENESIS, ANTIDEPRESSANTS AND THE SERTRALIN INDUCED NEVUS ASSOCIATED CUTANEOUS MELANOMA: 
THE NDMA/ NNK (NDSRIS) CONTAMINATION AS MOST POTENT MELANOMA INDUCTORS: ALEA IACTA EST...............…..47-53

Ibrahim Rudhani, Naim Morina, Lirim Spahiu, Gresa Elezi, Ahmet Avdulahu, Aderim Avdullahu, Mimoza Berbatovci-Ukimeraj. 
CARDIORENAL SYNDROME AND COVID-19…………...........................………………………………………………………………….54-57

Khaldoon S. Alhadad, H. N. K. AL-Salman. 
CHROMATOGRAPHIC SPECTROPHOTOMETRIC DETERMINATION USING REVERSE PHASE HPLC TECHNIQUE FOR 
MESALAZINE OR MESALAMINE (MESA)……………………................................................................…………………………………58-65

Suray W. Madeeh, Saad S. Gasgoos. 
EVALUATION OF DENTAL CHANGES AFTER MINI-IMPLANT ASSISTED RAPID MAXILLARY EXPANSION IN YOUNG ADULTS: 
CBCT STUDY………………………………………………….............................................................…………………………………….….66-73

Georgi Tchernev. 
NITROSOGENESIS LESSONS FROM DERMATOLOGISTS-NITROSAMINES/ NDSRIS CONTAMINATION OF THE 
POLIMEDICATION IN POLIMORBID PATIENTS AS THE MOST POWERFUL SKIN CANCER INDUCTOR: DOUBLE HATCHET 
FLAP FOR SCC OF THE SCALP OCCURRING DURING TREATMENT WITH VALSARTAN/ HYDROCHLOROTHIAZIDE AND 
LERCANIDIPINE…………………………..............................................................................................................…………………………..74-79

Abetova A.A, Raspopova N.I, Yessimov N.В, Prilutskaya M.V, Cherchenko N.N, Kachiyeva Z.S. 
CLINICAL AND GENETIC FEATURES OF PERSONALIZED ANTIPSYCHOTIC THERAPY OF PATIENTS WITH PARANOID 
SCHIZOPHRENIA OF THE KAZAKH ETHNIC GROUP IN THE REPUBLIC OF KAZAKHSTAN..............……………………………..80-90

Thamir F. Alkhiat, Abdulkareem Z. Al-Musawi, Mohammed Sanna Al-Shukoor, Adel Makki Alyasiri. 
THE OUTCOME OF PULSELESS PINK HAND FOLLOWING CLOSED SUPRACONDYLAR FRACTURE HUMERUS IN 
PEDIATRICS……………………………………………………………………………………………….........................................……….91-100

Malathi H, Dhananjoy L, AnupamaNanasaheb Tarekar, Krishana Kumar Sharma, Deepak Mewara, Devanshu J. Patel. 
NEUROPLASTICITY AND BRAIN STIMULATION: DEVELOPING INTERVENTIONS TO PROMOTE RECOVERY FROM STROKE 
AND TRAUMATIC BRAIN INJURY………..............................................................................……………………………………………101-107

K.A. Ivantsov, V.G. Lim, I.V. Kukes, K.S. Ternovoy, O.V. Khripunova. 
FATIGUE IN PATIENTS WITH LONG COVID…....................……………………………………………………………………………108-112

Abdulhakim Mussema, Dawit Admasu, Solomon Gebre Bawore, Ritbano Ahmed Abdo, Abdurezak Mohammed Seid. 
BACTERIAL PROFILE, ANTIMICROBIAL RESISTANCE, AND FACTORS ASSOCIATED WITH URINARY TRACT INFECTION 
AMONG PREGNANT WOMEN AT HOSANNA TOWN HEALTH FACILITIES, CENTRAL ETHIOPIA......…………………………113-121

Tamara Tregub, Marianna Lytvynenko, Vitalii Kukushkin, Chebotarova Svitlana, Nina Oliynyk, Olga Gulbs, Rozana Nazaryan, Marianna 
Lytvynenko. 
PHARMACOLOGY OF POST-TRAUMATIC STRESS DISORDER…………………..............................………………………………..122-124



Ketevan Akhobadze, Nino Chkhaberidze, Nato Pitskhelauri, Maia Kereselidze, Nino Chikhladze, Nino Grdzelidze, Madalina Adina Coman, 
Diana Dulf, Corinne Peek-Asa. 
EPIDEMIOLOGICAL STUDY OF INJURIES IN THE EMERGENCY DEPARTMENT OF THE UNIVERSITY HOSPITAL OF 
GEORGIA……………………………………………………………………........................................…………………………………….125-129

Krutikova А.D, Krutikova Е.І, Petrushanko Т.О, Boichenko О.М, Moshel Т.М, Ivanytskyi I.O. 
COMPARISON OF THE IMPACT OF ANTISEPTIC AGENTS ON GARDNERELLA VAGINALIS AND ATOPOBIUM VAGINAE 
DETECTED IN THE ORAL CAVITY OF WOMEN WITH BACTERIAL VAGINOSIS.....................……………………………………130-132

Yogesh Verma, Himanshu Sachdeva, Sunishtha Kalra, Praveen Kumar, Govind Singh. 
UNVEILING THE COMPLEX ROLE OF NF-ΚB IN ALZHEIMER’S DISEASE: INSIGHTS INTO BRAIN INFLAMMATION AND 
POTENTIAL THERAPEUTIC TARGETS……………………………………………....................................................................………..133-141

Valentyna Chorna, Maksym Rybinskyi, Lyudmyla Hudzevych, Kyrylo Savichan, Liliya Hmel, Anatolii Shevchuk. 
PSYCHOLOGICAL/PSYCHIATRIC CARE SERVICES IN UKRAINE DUE TO THE CONSEQUENCES OF FULL-SCALE WAR…
..................................………………………………………………………………………………………………………………………….142-148

Georgi Tchernev. 
NITROSAMINES IN COMMONLY PRESCRIBED ANTIHYPERTENSIVES AND THE (UN)CONTROLLED DRUG-INDUCED SKIN 
CANCER: SIMULTANEOUS DEVELOPMENT OF CUTANEOUS MELANOMA AND MULTIPLE BCC AFTER CONCOMITANT 
ADMINISTRATION OF BISOPROLOL AND FUROSEMIDE................................................................………………………………….149-151

Georgi Tchernev. 
NITROSAMINE CONTAMINATION WITHIN CARDIAC MULTIMEDICATION - SARTANS (VALSARTAN), CALCIUM CHANNEL 
BLOCKERS (AMLODIPINE AND NIFEDIPINE), AND ANTIARRHYTHMICS (PROPAFENONE) AS A SIGNIFICANT FACTOR IN 
THE DEVELOPMENT AND PROGRESSION OF MULTIPLE KERATINOCYTIC CANCERS: ADVANCEMENT ROTATION FLAP FOR 
KERATOACANTHOMA OF THE UPPER LIP AND UNDERMINING SURGERY FOR BCC OF THE SHOULDER AS AN OPTIMAL 
DERMATOSURGICAL APPROACH……………………………………………..................………………………………………………152-155

Minashvili A, Rekhviashvili A, Lomtatidze G, Tsverava M. 
INFLUENCE OF ESSENTIAL HYPERTENSION ON RIGHT VENTRICULAR MORPHOLOGY AND FUNCTION..………………..156-162



GEORGIAN MEDICAL NEWS
No 9 (342) 2023

© GMN 47

NITROSOGENESIS, ANTIDEPRESSANTS AND THE SERTRALIN INDUCED 
NEVUS ASSOCIATED CUTANEOUS MELANOMA: THE NDMA/ NNK (NDSRIS) 

CONTAMINATION AS MOST POTENT MELANOMA INDUCTORS: ALEA IACTA EST
Georgi Tchernev1,2.

1Onkoderma- Clinic for Dermatology, Venereology and Dermatologic Surgery, General Skobelev 26, 1606 Sofia, Bulgaria.
2Department of Dermatology and Venereology, Medical Institute of Ministry of Interior, General Skobelev 79, 1606, Sofia, Bulgaria.

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, 

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 ʺpyramidʺ 
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 proportionsʺ 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 

mentioned recently officially declared nitrosamine-contaminated 
drugs. These analyses would provide some extremely quick 
answers that could be revealing but also sobering to the ʺleaders 
of globalization processesʺ. It is in this way that the link between 
the generation of cancer and the intake of already ʺhypothetical 
carcinogensʺ [1] with ʺpredicted carcinogenic potencyʺ [1] 
through polymedication in polymorbid patients could ʺbe shine 
in its full gloryʺ.

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 5mg/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.

An elliptical excision was performed for the lesion suggestive of 
melanoma with a surgical margin of certainty of 0.2 cm (Figures 
1d and 1e), 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 
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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 

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 
1a (T1aN0M0).

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, 

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.
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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 ʺnot to worryʺ, 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   

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 Cradockʼs important reflection 
echos in Тhe Nature: ʺTumours 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].ʺ

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 ʺfree spreadʺ 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].
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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 ʺrevolutionary discovery 
by French scientistsʺ (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 ʺpeel back 
the veil of truthʺ 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].

Amitriptyline 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˝ 

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 / ʺhypotheticalʺ 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 ʺpredicted carcinogenic potencyʺ [1]. And the reference 
tolerable intake limits for carcinogens have been relaxed 
to the concept of : ʺFDA recommended AI limits for certain 
hypothetical NDSRIsʺ [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 
[7]?

The most powerful regulatory body, the FDA, betones the 
availability of ʺhypotheticalʺ 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 
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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 ʺat 
least residual semblance of moralʺ would be to report the final 
results of this ʺinappropriately launched and currently still 
ongoing prospective studyʺ (concerning the permanent intake 
of hypothetical carcinogens/ NDSRIs/ nitrosamines/ within this 
extremely unpleasant experiment.

This ʺreporting of resultsʺ 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 ʺsecondary and insignificant availabilitiesʺ 
or ʺdecorsʺ 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 Iacta 
Est!
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