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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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Please note, materials submitted to the Editorial Office Staff are supposed to meet the following requirements:

1. Articles must be provided with a double copy, in English or Russian languages and typed or
compu-ter-printed on a single side of standard typing paper, with the left margin of 3 centimeters width,
and 1.5 spacing between the lines, typeface - Times New Roman (Cyrillic), print size - 12 (referring to
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and review.
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articles. Tables and graphs must be headed.
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mark out its top and bottom parts. Drawings must be accurate, drafts and diagrams drawn in Indian ink
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7. Please indicate last names, first and middle initials of the native authors, present names and initials
of the foreign authors in the transcription of the original language, enclose in parenthesis corresponding
number under which the author is listed in the reference materials.

8. Please follow guidance offered to authors by The International Committee of Medical Journal
Editors guidance in its Uniform Requirements for Manuscripts Submitted to Biomedical Journals publica-
tion available online at: http://www.nlm.nih.gov/bsd/uniform_requirements.html
http://www.icmje.org/urm_full.pdf
In GMN style for each work cited in the text, a bibliographic reference is given, and this is located at the end
of the article under the title “References”. All references cited in the text must be listed. The list of refer-
ences should be arranged alphabetically and then numbered. References are numbered in the text [numbers
in square brackets] and in the reference list and numbers are repeated throughout the text as needed. The
bibliographic description is given in the language of publication (citations in Georgian script are followed
by Cyrillic and Latin).

9. To obtain the rights of publication articles must be accompanied by a visa from the project in-
structor or the establishment, where the work has been performed, and a reference letter, both written or
typed on a special signed form, certified by a stamp or a seal.

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

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

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

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

Contamination of certain drugs and foods with one of the most
potent carcinogens/mutagens- nitrosamines, remains to be an
issue and unresolved at present. The increased contamination of
these mutagens in the most commonly used drugs in the human
population doesn’t ceases to baffle clinicians, critics, public
scholars, and analysts of the nitrosamine saga.

The introduction of permissive determinations of the
presence of carcinogens in drugs only reinforces doubts about
the powerlessness of regulatory authorities in the face of the
influence of powerful pharmaceutical cartels.

The FDA's encouraging promises of 2018 for strict control
of carcinogens in sartans seems to have been permanently
forgotten?

By 2021, it was unthinkable that these carcinogens would be
present in blood drugs and affected batches were immediately
removed. Following alert checks confirming their post-existence
in diabetes drugs, anti-smoking drugs, a number of antibiotics,
ACE inhibitors, Sartans, thiazide diuretics, ranitidine, but
probably a number of others, the decision has been taken to give
the green light to their permissible availability. An availability
that in all likelihood has the flavour of death. A "flavour” that
has been confirmed in hundreds of international publications. Or
in data from scientific papers submitted to regulatory regional
units for verification and which remain sadly silent to this day.
The "silent confirmation” and the lack of any adequate response
in favour of public health are a sufficient further indicator of the
attitude and position of the regulatory authorities. A position
that should be changed.

Starting from the mentioned facts and the data announced
already in 2016/2017 of all-American data shared originally in
American scientific journals, using their statistical estimates, we
present the first case in the world literature of nodular melanoma
and basal cell carcinoma occurring after taking perindopril.
This intake turns out to be confirmatory one with respect to the
statistics presented by Beatrice Nardone dating back to 2017.
The potential pro-carcinogenic effects of both nitrosamines and
the generic substance of perindopril are discussed.

Key words. Perindopril, generic substance, nitrosamine
contamination, skin cancer, melanoma, BCC.

Introduction.

Contamination of heterogeneous drugs with nitrosamines
appears to be a serious, currently ubiquitous, and unfortunately
still "unsolvable” problem [1]. According to the official
bulletins of pharmaceutical giants such as Pfizer, for
example, this contamination affects ACE inhibitors as well as
hydrochlorothiazide diuretics [2]. Pfizer has in fact turned out
to be the only company to confront and publicly air the problem
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that concerns the health of millions (if not billions) of patients,
while at the same time withdrawing all its contaminated
preparations from the market [2]. Unfortunately, this gesture
of loyalty/prevention aimed at patients was not adopted by the
majority of pharmaceutical companies distributing nitrosamine-
contaminated batches of drugs.

Notwithstanding this issue, the vigilance of -clinicians
regarding the aforementioned dilemma (presence or absence
of contamination) , was sharpened and directed in a particular
direction- namely : that of monitoring and registration of
side effects following the intake of contaminated and non-
contaminated drugs.

Thus, in practice, on the basis of negative clinical results, one
could come to the solution of problems concerning global health
and the cause of the cancer pandemic in general: the problems
defining the puzzle of carcinogenesis.

We report the first reported case of a patient taking the
ACE inhibitor perindopril who developed two skin tumors
simultaneously: nodular melanoma of the medial inner part of
the left thigh and basal cell carcinoma of the back. The potential
role of nitrosamines (as a possible contaminant) , as well as of
the generic substance in relation to the development of skin
cancer is discussed.

Case report.

An 80-year-old male with a 5-year-old history of an arterial
hypertension came to the dermatology department for a primary
consultation and second opinion.

Since 2018 the patient was on systemic therapy with perindopril
arginine/indapamide 5 /1,25 mg -half a tablet once in the
morning, bisoprolol fumarate 2.5 mg once in the morning and
clopidogrel 75 mg once in the morning. After 2,5-3 years from
starting the initial therapy (2018), the patient noticed changes
in the shape, texture and color of a small lesion located on the
right inner thigh area. According to the anamnestic data, in the
beginning the lesion was small in size, pigmented and wasn’t
“distinguishable” from the other moles located on the body.
The duration of the presence of the pigment lesion is about 5-6
years before the initiation of therapy for arterial hypertension.
Otherwise, the patient denies food and drug allergies; reports
no history of painful sunburns nor malignancy in any family
member.

In 2020 radiotherapy was conducted up to 12x4 Gy on the
occasion of a slowly growing lesion on the back, 2 c¢m in
diameter, cytologically verified as a basal cell carcinoma.

Other comorbidities were reported as follows: appendectomy,
steatosis of the liver, cholelithiasis, prostatic hyperplasia and
ischemic heart disease. The patient was stented twice in 2012
and 2014.
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The dermatological examination showed a dark black-brown
pigmented tumor formation with uneven texture and crusts
located on the right inner thigh region (Figure 1a-¢). Above the
tumor formation a reddish discoloration with uneven borders
can be noticed. Multiple telangiectasias and lentigo solaris can
also be seen on the surrounding skin.

e L T I £ E
Figure 1. la-e: Dark black-brown pigmented tumor formation with
uneven texture and crusts located on the right inner thigh region. 1f: A
cicatricial lesion after the melanoma excision.

The lesion was surgically removed in 2021 in an oncosurgical
department with an initial surgical safety margin of 2cm. The
histological result showed a nodular malignant melanoma with
a diameter of 15 mm, Breslow tumor thickness 4.2 mm, Clark
level 4, with ulceration, mitoses 6 mm/sq, vertical growth,
moderate amount of melanin pigment and scarce lymphocytic
stromal reaction, BRAF negative, staged pT4bNOMO. Detection
and removal of sentinel lymph node has not been performed.

Postoperatively performed PET/CT scan showed a single
hypermetabolic mesenteric lymph node located at L3 level,
highly suspicious for melanoma metastasis. Pulmonary
micronodules, inconclusive of malignancy, were found and were
also subject for further follow-up. The patient was reevaluated at
stage pT4b cNO cM1a malignant melanoma. Initial ten courses
of immunotherapy with pembrolizumab were started.

In 02.12.2022 another PET/CT scan was performed which
resulted in positively therapeutically affected mesenteric
lymph node and lack of dynamics of the previously described
pulmonary micronodules. Small lymph nodes with reactive
nature in the right hilus were noticed. A newly appeared small
metabolically active focus on the skin of the left lower leg was
seen, which was referred for a follow-up and dermatological
control. The immunotherapy was continued.

A change in the antihypertensive therapy with perindopril was
also recommended.

Discussion.

The first literature data showing a link or association
between the intake of ACE inhibitors and the development of
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melanocytic and keratinocytic tumors dates back to 2017, when
the nitrosamine issue was still completely unknown [3].

These data are fully suggestive regarding the risk of
developing basal cell carcinomas, squamous cell carcinomas
and melanomas after taking ACE inhibitors [3]:

1) For BCC: Adjusted (95% CI ) OR 2,23 (1,78-2,81)/
unadjusted (95% CI ) OR 2,09 (1,87-2,34)

2) For melanoma: Adjusted (95% CI ) OR 1,71 (0,97-3,00)/
unadjusted (95% CI ) OR 2,42 (2,00-2,95).

3) For SCC: Adjusted (95% CI ) OR 1,94 (1,37-2,76)/
unadjusted (95% CI ) OR 2,53 (2,07-3,08).

The conclusion that could be drawn from the data presented by
Nardone B et al. [3] is that, in practice, the risk of developing the
3 most common forms of skin cancer is about or approximately
doubled after taking ACE inhibitors [3]. It remains an open
question whether the active ingredient (or so-called generic
drug- substance) could in fact also be the cause of these "higher
rates of association”?

Or could it be due to the presence of so-called nitrosamines-
known contaminants and mutagens found in the three classes of
drugs: ACE inhibitors, sartans and thiazide diuretics?

Additionally, it is clear from colleagues' data that intake of
all three classes of drugs: ACE inhibitors, sartans, and thiazide
diuretics, could be associated with the development of all three
forms of skin cancer: basal cell, cutaneous melanoma, and
squamous cell carcinomas [3].

Despite the existence of a number of data, conditioning
the high current mortality and morbidity (in terms of not
only heterogeneous cancers in patients/ not in animals or in
experimental settings) of patients after contact with nitrosamines
(like inhalation for example) [4,5], the claim of the controlling/
regulatory authorities that "these nitrosamines” do not pose
a danger to humans sounds like another sinister grotesque.
Perhaps it is also because they do not pose a danger to humans
that these preparations are being withdrawn from the market -
quickly and quietly?

However, the data presented by Nardone B et al. [3] provide a
very logical explanation why our patient developed two forms
of skin cancer simultaneously after taking perindopril- nodular
melanoma and basal cell carcinoma: it is unlikely that the
mechanism of action of ACE inhibitors affects carcinogenesis
concerning both keratinocytic forms of cancer and melanoma.

Surprisingly, analogous to completely overlapping/identical
data are also available concerning the administration of sartans/
sartans in combination with hydrochlorothiazide (potentially
contaminated with nitrosamines), after which the concomitant
development of basal cell carcinomas and dysplastic nevi is
again observed [6,7].

The development of multiple verrucous carcinomas and
giant acral melanoma in the calcaneal region during therapy
with potentially contaminated olmesartan and valsartan
further supports the hypothesis of the possible presence of an
independent, common carcinogen-or so-called nitrosamine [§].

On the basis of expert opinion from teams working extensively
on this issue, it could be assumed that the presence of
nitrosamines in any or all preparations would probably also lead
to the development and progression of heterogeneous forms of
skin cancer [9]. But not only.
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Last but not least, interesting data should be mentioned
regarding the role of the generic substance in ACE inhibitors,
which is able to stimulate the aggressive behaviour of already
present melanoma cells under experimental conditions [10].

Similarly, the observation described by other author teams in
experimental conditions that sartans could potentiate metastasis
in already present melanoma cells [11].

Unanswered but also somewhat rhetorical questions then
remain:

1) Do nitrosamines generate heterogeneous cancers such as
melanomas and basal cell carcinomas ? Answer : An undeniable
fact at present, at least from a clinical point of view !

2) Do the generics in ACE inhibitors and sartans potentiate
the progression of cancers that have already arisen: such
as melanoma for example ? Answer: Similar to the previous
question- there are strong clinical observations in this regard
as well.

The simultaneous generation of nodular melanoma and
basal cell carcinoma in the patient we described, as well as
the subsequent metastasis of melanoma within the continued
administration of ramipril, can only support this thesis of a
definite, significant reciprocity between the experimental data
and the clinical observations in the case presented .

A "Case” that should also be indicative of the role of
personalized medicine and its impact on public health. The
therapist’s compulsory awareness should regain its significance
by becoming his or her main, leading , and only moral priority.

Conclusion.

The overlapping patterns of clinical manifestation or
development of heterogeneous forms of skin cancer after
administration of completely different drugs in their mechanism
of action, again supports the presumption of the presence
of possible common carcinogens of human relevance and
ubiquitous distribution, which is poorly controlled and out
of regulation. Although these carcinogens have already been
identified and half-officialized by the FDA and EMA.

The legalization of the permissive availability of carcinogens
from EMA -without it simultaneously (as of now) being
disclosed even in the package insert of the contents of a
particular drug, remains to satiate one of the greatest absurdities
in the history of medicine: for lobbying and protectionism in
favor of pharmaceutical companies. Companies who have
been allowed over the last 20-30 years to distribute batches of
medicines contaminated with carcinogens as impunity. Medical
products "carrying the flavour of death”.

The identification of these carcinogens, their cataloguing and
the subsequent mandatory mutational analysis of the tumors
newly arising within their intake, should be the top priority of
the drug regulators and pharmaceutical companies : complete
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elimination/banning, not formalization and
permissible availability.

Ignoring these steps and recommendations would lead to the
continuation and worsening of the cancer pandemic, or the
business for billions: business to the detriment of global health
and business in absolute defiance of Hippocrates' postulates.

initialing of
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