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Abstract:

Presently, accessible drugs in the market for the management of basal cell carcinoma include
Fluorouracil, Imiquimod, Vasodegib and for melanoma, drugs are Dacarbazine,
Vemurafenib. Impartial of contemporary training was to improve novel sequences of
molecules which would turn on the CDK2 receptors and which might support in the
preclusion of the skin malignancy. Malignancy triggering environmental exposures contains
substances, such as the elements in tobacco smoke, besides radiation, such as ultraviolet rays
from the sun. Skin cancer is one of the malignancies which happens due to the exposure to
UV radiation and can prime to very hazardous effects in normal healthy body. Presently, a
predictable 9,320 persons will expire due to melanoma in the U.S. in 2018: of persons, 5,990
will be Male and 3,330 will be Female. Only 20 to 30 percent of melanomas remain
originate now present moles, although 70 to 80 percent ascend on outwardly regular skin.
There are numerous molecular pathways for skin cancer such as, hedgehog pathway,
PI3K/Akt pathway, p53 pathway, CDK4/CYCLIN pathway and MAPK pathway, have FDA
affirmed medications accessible. Just about 10% of all melanomas are hereditary, and genetic
analyses have linked the susceptibility of melanoma to the CDKN2A gene. There are
numerous novel targets on origin of melanoma treatment such as Arginine Depletion and
Laminins as a novel target. CDKs show significant parts in controller of cell-division then
restrained transcript now answer toward numerous intracellular also extracellular signals.
There are three kinds of CDK inhibitors such as, ATP competitive inhibitors, ATP non-
competitive inhibitor and Allosteric inhibitor.
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SKIN CANCER:

Skin tumour is solitary of the predominant
among fair or light skinned population.
Here are dual kinds of skin malignancy:
melanoma and non-melanoma skin
malignancy. Among them, melanoma was
in charge of the mortality, which can
likewise causes unfriendly physical and
mental changes in the patients. Every year,
nearly 132,000 people were diagnosed for
the deadly melanoma cancer. The survival
rate is S-years for the patients with
melanoma of about 98% and fifth peak
mutual kind of skin tumour among men in
United States. Also, the melanoma happens
ordinarily in the lower legs, head, neck
region of women and for men, it appears
on the trunk. It has tendency to happen at a
more youthful age, when contrast to the
old people with above 57 ages. UV
radiation is separated into three radiations
that are UV-An, UV-B and UV-C. UV-A
are long wavelength and low vitality
radiation that causes the tanning and harms
the skin cells when uncovered for longer
timeframe. UV-B is long wavelength and
high wvitality Radiation that causes
sunburns, photograph maturing and are for
the most part in charge of skin tumour.
UV-C does not go through the world’s
climate and consequently are not in charge
of tumour advancement. UV radiation

causes the direct cell harm by harming the
DNA by arrangement of cyclobutane
pyrimidine dimers, causes transformation,
and expands the oxidative pressure and
fiery reactions. Change of p53 quality by
UV radiation causes the starting the skin
disease. Basal cell carcinoma is a kind of
the cell intimate the skin that yields novel
skin cell as ancient permit on. Squamous
cell carcinomas are thin, plane cells that
make up epidermis, or outermost coat of
skin. Squamous cell carcinoma is likewise
observed to be regular in individuals with
more attractive skins, with spots and sun
harm. Squamous cell influences the face,
the edge of the ears, scalp and lips,
especially the lower lip, which is more
presented to the sun. Basal cell carcinoma:
They frequently apppears as waxy bump,
however it can yield extra methods. And
arises peak regularly on zones of skin that
remain repeatedly unprotected to sun, such
as your face plus neck. Squamous cell
carcinoma: Epidermis consists of epithelial
cells and the cancer of epithelial cell is
known as squamous cell carcinoma. It is
common on head neck which occurs due to
human papilloma virus which is
oncogenic. Melanoma: Melanocytes are
present in the skin which consists of
melanin which is responsible for skin
color. Cancer of melanocytes is known as
melanoma. Young generation is more
affected by this type of cancer.
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PATHOPHYSIOLOGY OF SKIN CANCER:
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Figure no. 1: Pathophysiology of skin cancer

MECHANISM OF SKIN CANCER:

A portion of UV radiation after the sun or
sunbeds can damage the genetic substantial
(the DNA) in your skin cells. In the
occasion that sufficient DNA damage
grows after certain period, it can create
cells initiate attractive wild, which can
quick skin cancer. UV shafts harm the
DNA of skin cells. UVB beams have
marginally more vitality than UVA beams.
They can harm skin cells’ DNA straight
forwardly, and are the primary beams that
reason sunburns. Coordinate DNA harm
can happen when DNA specifically
assimilates an UVB photon, or for
numerous  dissimilar motives. UV
sunbeams can like-wise damage the eyes
as above 99% of UV radioactivity is
expended by forward-facing of eyes.
Corneal damage, waterfalls, and then
macular degeneration remain on whole
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believable incessant influences from UV
overview then can eventually quick visual
absence. Melanoma, category of skin
malignancy, can like-wise make inside the
eye. Positive (advantageous) impacts of
UV. Activates vitamin D — UV after the
Sun is required by our figures to create
vitamin D. Squamous-cell Basal cell
disease matures progressively and can
damage the tissue everywhere it yet is
perhaps not going to feast too distant off
regions or else outcome in expiry. It
regularly displays up as an unforced higher
zone of skin that potency be gleaming
through skin disease will probably spread.
It typically introduces as a hard knot with a
layered best yet may likewise shape an
ulcer. Melanomas are the greatest forceful.
Ciphers incorporate a infiltrator that has
reformed in estimate, figure, shading, has
unpredictable ends, has other than unique
shading, is irritated or drains.
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Figure no. 2: Mechanism of Skin Cancer

MOLECULAR PATHWAYS FOR SKIN
CANCER:

PI3K/AKT PATHWAY: Like the MAPK
pathway, the PI3k/AKT pathway can
likewise be initiated by Ras. Once enacted,
downstream effectors of Akt square
apoptosis and advance cell multiplication
and intrusion. despite the fact that PI3K
pathway are accepted to be uncommon,
downstream parts of the PI3K/AKT
pathway relentlessly increment amid
melanoma movement, and are changed in
half to 60% of melanomas.

P53 PATHWAY: P53 is a cell protein that
manages apoptosis, cell expansion and
DNA repair. The TP53 tumour silencer

quality, which codes for p53, is
transformed in roughly half of BCCs.
Transformed p53 is additionally the most
widely recognized hereditary variation
from the norm found in SCC. The nearness
of transformed p53 in SCC starts from
actinic keratosis (AK), an incessant
antecedent to SCC. AK lesions regularly
keep changed p53, and those
transformations stay as AK advances to
SCC.

CDK4/CYCLIN D PATHWAY:
Approximately 10%of all melanomas are
hereditary, and genetic analyses have
linked the susceptibility of melanoma to
the CDKN2A gene. Hereditary CDKN2A
mutations have remained confirmed in
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25% to 50% of relations with genetic
melanoma and in at least 10% of patients
with numerous crucial melanomas.
Somatic CDKN2A mutations have been
described in 30% to 70% of irregular
melanomas.

MAPK PATHWAY:

Motioning through the MAPK pathway is
pivotal for the multiplication of
melanocytes, the sound shade cells that
offer ascent to melanoma. Nonetheless,
hyper-actuation of the MAPK pathway is
found in more than 90% of melanomas
with roughly half of all patients showing
mutation’s, in the kinase BRAF, and
around 28% of all patients harbouring
transformations in the MAPK pathway up-
stream controller NRAS.

HEDGEHOG PATHWAY: Specifically,
the basic part of hedgehog motioning in
the advancement of basal cell carcinoma
has remained forcefully exhibited by
hereditary transformation examinations
mouse prototypes of basal cell carcinoma,
and operative clinical hearings of basal cell
carcinoma utilizing hedgehog flagging
inhibitors. This pathway is one of the
significant controllers of cell enlargement
and separation amid embryogenesis and
early improvement.

TARGETS FOR SKIN CANCER
TREATMENT:

The essential mechanisms of the Hippo-
signalling pathway are force of kinases that
rule  phosphorylation of down-stream

NUJPS - 2018 | Vol. 5 | Issue 1

transcriptional co-activators, specifically,
YES associated protein(YAP) besides W-
W  domain-containing  transcription
regulator protein-1 (WWTRI, likewise
identified as TAZ). The Hippo-signalling
pathway remains significant tumour
suppressor  pathway,

deregulation has been well-known in

besides 1ts

change of human tumours, in which YAP
or WWTRI1 permit malignant cells
overawed contact inhibition, besides to
produce then  feast irrepressibly.
Stimulatingly, though, current educations
must said a some-what dissimilar
nonetheless possibly extra fascinating YAP
or WWTRI1 story, as these educations
originate that YAP or WWTRI1 purpose as
dominant centre that participates signals
after numerous up-stream signalling, cell-
cell interactions besides mechanical forces
besides then fix and trigger dissimilar
down-stream transcriptional influences
direct cell community behaviour then
cell—cell interactions. In this evaluation,
we extant newest results on character of
YAP or WWTRI1 in skin physiology,
pathology besides tumorigenesis then
deliberate positions of a new advanced
therapeutic interferences that mark YAP or
WWTR1 in human malignancies, in
addition to their forecasts for usage as skin
malignancy managements. Proliferating
keratinocytes in basal cell layer probable
involve nuclear YAP besides WWTRI1
expression for  preservation their
proliferation besides inhibition of their
terminal differentiation, as damage both of
these proteins in basal layer of mouse skin
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suppresses cell-proliferation, foremost to
hair

damage besides reduced wound remedial.
It has been exposed that YAP ablation
outcomes

differentiation besides increased apoptosis
in cultured mouse keratinocytes. In
difference,

nuclear YAP up regulation stimulates cell
proliferation besides suppresses mouse
basal

epidermal keratinocyte differentiation,
important to epidermal hyper thickening
besides hair

follicle invagination.
TREATMENT FOR SKIN CANCER:

Excisional surgery: The doctor utilizes a
surgical tool to expel the whole
development and encompassing fringe of
evidently ordinary skin as a wellbeing
edge. Electro-surgery: This method is
typically held for little sores. The
development is scratched off with a
curette, and consuming warmth created by
an electro-burning needle devastates
remaining tumour and control dying.
Cryosurgery: solidifies (with fluid nitrogen
utilizing cotton tipped implement or splash
gadgets) the influenced skin and the dead
skin cells tumble off. Radiations: searches
out and crushes disease cells with
called

radiation, and radiotherapy.

Radiation utilizes high vitality beams to
harm malignancy cells and stop them from
developing. Photodynamic therapy: It can
be particularly helpful for developments on
the look and scalp. A compound operator
that responds to light, for example, current
5-aminolevulinate, is connected to
Development and taken up by anomalous
cells. Laser surgery: This treatment isn’t
yet FDA affirmed for SCC; however it can
be utilized for shallow sores, through

repeat tolls like those PDT.

CYCLIN DEPENDENT KINASE
PATHWAYS:

Cyclin dependent kinase (CDK) are the
protein kinases which are considered
through challenging a dispersed subunit
cyclin, transports shires indispensable for
enzymatic movement. Cdks display
remarkable portions in organizer of prison
cell departure also rational transcription
now answer toward numerous intracellular
also extracellular signs. Evolutionary
development of Cdk domestic now
mammals controlled to objectivity of Cdks
addicted to thrice cell cycle connected sub-
families (CDk1, CdkS5 also Cdk4) also fifth
Transcriptional sub-families (CDK7, Cdk9,
CDKS8, Cdk20 and CDK11).
Complementary proto-typical Cdc-28
kinase of auspicious Yeast, thoroughgoing
of this Cdks quandary unique otherwise an
inadequate Cyclin, trustworthy through
specialism

purposeful through

development. These assessments
recapitulate in what way, though CDKs are

customarily disengaged into cell-cycle
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otherwise transcriptional CDKs, this
activity is repeatedly specific in numerous
domestic associates. Not
deregulation of these domestic of proteins

amazingly,

remains a trademark of numerous illnesses,

encompassing malignancy, besides drug-
targeted inhibition of unambiguous
associates consumes manufactured same
in clinical

promising consequences

hearings.
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Figure No. 3: CDK Pathway
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Table No. 1: CDK Inhibition in Clinical Advance

CLINICAL
DRUG ADMINISTRATION CDK
COMPANY TRIAL
CANDIDATE MODE INHIBITION
STAGE
CDK1, CDK2,
Flavopiridol Sanofi Aventis Intravenous CDK4, CDK6, 2
CDK7, CDK9
o CDK1, CDK2,
Roscovitine Cyclacel Oral 2
CDK7, CDK9
CDK1, CDK2,
Dinaciclib Merck Intravenous 3
CDKS5, CDK9
CDK4(D1),
Palbociclib Pfizer CDK(D3), Approved
CDKo6(D2)
CDK4(D1),
Ribociclib Novartis Oral 3
CDKo6(D2)
Abemaciclib CDK4(D1), 3
Eli Lilly Oral
CDKo6(D1)

INVOLVEMENT OF CDK2 IN SKIN
CANCER:

P53 protein is contemporary in
multifaceted with the mdm in cytoplasm.
As soon as one is unprotected to UV
radiation, the protein disconnects and
enters into the cytoplasm, combines with
DNA and generates to the p-21 protein
which is natural inhibitor of CDK2/cyclin
A. hence the cell cycle gets intermittent
and the growth of abnormal cells stops.
But when one 1is unprotected to
unnecessary radiation then DNA gets
transformed and the pathway stops which
results in the growth in the tumour.

Generally DNA involve of purine-
pyrimidine base paring, due to unnecessary
radiation pyrimidine-pyrimidine dimers are
designed. In addition to that UV radiation
also persuades other types of DNA injury
such as cytosine photo hydrates, purine
photo-products. UV radiation causes DNA
injury by constructing sensitive oxygen
classes such as superoxide anion, singlet
oxygen and hydrogen peroxide through
endogenous photo sensitizer. Extremely
irritable and small lived molecules yield
only strand cessation or DNA protein cross
linked, different sources in DNA.
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MOLECULAR MOEITY IN CDK INHIBITION:

Table No. 2: Molecular Moeity in CDK Inhibition

STRUCTURE AUTHOR | DESCRIPTION

Oxindole Moeity as CDK2 | Bramson et | Described as oxindole moiety for the inhibition of CDK2.
Inhibitor: al. He originate ‘1H indole = -2,3-dione-3-phenyl-hydrazones
C\s)\i and 3 -(aniline-methylene)-1,3-dihydro-2H-indol-2-ones’
HN"0 most active Compound in the sequence molecules which
are described in the series use to avoid the alopecia which

“NH happened due to chemotherapy.

O:@.

Guanine as CDK2 Inhibitor: | Morales et | Approved out the computational study on the guanine
al. derivative which are previously synthesised in which they
? carried out docking study by AUTODOCK  -3.0 rank the
O
N-__ N
¢ f
m N)\NHZ

mixtures in reducing value of potency.

Meriolins-(3-(Pyrimidin-4- | Echalier Synthesised : -(3-(Pyrimidin-4-yl)-7-azaindoles) is hybrid
yl)-7-azaindoles) as CDK2 et.al assembly of Meridianins then variolins which are removed
Inhibitor: from the plant Aplidiummeridianum and sponge
Kirkpatrickia Variolosacrosspon-dingly. M erolines show
HoN %/N \ effective activity on the CDK especially

N= CDK2 and CDKA4.

4 ‘\
N N/
H
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PyrazolMoeity as CDK2 Krystof Discover the SAR study on the series of pyrazol and its
Inhibitor: et.al. activity were approved out over the cell line in ~ which he
found that
NH, 4-((3,5-diamino-1H-pyrazol-4-yl)-diazenyl) phenol moiety
©/N N XQ’N more potent proceeding CDK9 as well as on CDK2.
H,N ”
Cyclohexylmethoxypyrimidi | A.Ece and | Approved out the QSAR study on the sequence of beyond
ne F. Sevin moiety to find the physicochemical relation -hip amongst
as CDK2 Inhibitor: the molecules and there pharmacological activity in which
NHT/N ‘ NH; they produce the model equation by which we can forecast
HzNj/©/ NgN’O substitution on the moiety on  the structure which can
© © advance the pharmacological activity of the
Molecule.
Alosine(6-Phenyl(5H)- Mettey et.al.| Competitive inhibitor of ATP which interrelates with the
pyrrolo-(2,3b) pyrazines) as amino acid Leu83 hence theatres as noteworthy role in cell
CDK2 cycle capture at G1 then G2 stage. They permitted out the
Inhibitor: study on the 26 kinases in which they originate that alosin
A is supplementary active cdk2/cyclin complex.
GO
SN
H
Synthesis of Pyrimidine Ibrahim Carried out design, synthesis, pharmacological calculation
moiety: et.al. of novel pyrimidine derivative as CDK2 inhibitors in

which they approved out the in -vitro cell analysis in
human refined cells of malignancy. In the current they also

approved out the synthesis of purine, urea and imidazole.
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Pyrimidine and

Ju Chen

Approved out the mixture of the scaffold contain of the

benzimidazole et.al. grouping of pyrimidine and benzimidazole moiety,
Moiety: pyrimidine moiety having excessive chemical consequence
with various pharmacological activity in contradiction of
R the viral infection, bacterial infection and cytotoxic effect.
N s{/N N On the other hand, benzimidazole moiety described for the
Ly = -
N malignancy
; management as topoisomerase Inhibitor.
6-substituted pyrimidines: Luo et.al. Described the design, mixture then bio -assessment N -tri-
substituted pyramidine dervatives as effective aurora -A-
wNH kinase inhibitors. Deliberate compound 6 -substituted
= \7N/%NH pyrimidines on aurora. A Kinase presented excessive
N activity in contradiction of solid CNE -2 cancer cell and
RR selectively blocked cell cycle
J a Development at the G2/M stage.
3-Aryl Pyrazoles: Xianfeng A new sequence of pyrazole derivative containing
Huang hydroxamic acid group were planned and synthesized as

multi-target inhibitors targeting CDK2 & HDAC. Pyrazole
is a 5-membered ring structure unruftled of 3 carbon atoms

and 2 nitrogen atoms in contiguous positions.
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8-substituted O6-cyclohexyl | Benoit Assessment of the properties of

methyl guanine as CDK2 Carbain purine C-8 subsitution within a

inhibitors: et. al. sequence of CDK1/2-selective 06
cyclohexylmethylguanine
imitative revealed that strength | originally with increasing
size of the alkyl substitution.

H
NS N>

HZNJ\N/ {

Imidazole pyrimidine Jones CD | The sequence was originate to

amides et. al. have much enhanced CDK2 inhib -ition and powerful in

as CDK inhibitors: vitro anti-proliferative properties beside malignancy cells.

n Regulator of overall lipophilicity was important to
['\? accomplish good in vitro power along with satisfactory
Imidazole physioche-mical properties and limitations in contradiction
N(j of inhibition of both CYP isomers then the HERG
N pyrimidine potassium ion channel

3-Substitution 4- Nehad A. This combined target compounds showed unusually high

hydroxycoum- Abdel affinity and selectivity near CDK1B, related to

arin as CDK inhibition: Latif et.al. | flavopiridol, with Ki values in the short nanomolar series

for Flavopiridol

is (ki=0.35-0.88Nm) and flavopiridol is 1 * cohort of pan -
CDKs inhibitor with anti-tumour activity credited to down-
regulation of CDK -9 tonic ani  -apoptotic proteins,
exclusively Mcl. Newly, a new generation of CDK has
been developed and progressive to phase 3 trials for

definite types of malignancy.
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3-Substitution 4-hydroxy-

Nehad A.

Eupatilin, a natural flavone complex removed from

coumarin as CDK Abdel Artemisia asiaticaNakai, down -regulation the expression
inhibition: Latif et. al. | of CD1 in MCF -10-A-ras cells. It produced a reduction in
for Eupatilin c-Jun appearance and DNA binding action of AP -1 factor
Transcription which is an main factor in the cell cycle
detention of ras transformed breast epithelial cells.
Activity of CCT068127: Steven R. Enhanced from the purine model of seliciclib, CCT068127
A effective CDK2 and CDK9| whitta-ker | shows bigger effectiveness and fuss iness in contradiction
Inhibitor: et. al. of refined CDK2 CDK9 -greater antiproliferative activity

(2~{R},3~{S})-3-((9-propan-
2-yl-6-(pyridin-3-
ylmethylamino)purin-2-

yl)amino)pentan-2-ol

alongside human colon malignancy and melanoma cell
lines. CCT068127 treatments consequence diminished
retino-blastoma, condensed phosphorylation of RNA
polymerase 2, and initiat ion of cell cycle seizure and

apoptosis. The transcriptional signature of CCT068127

displays greatest resemblance to additional small -molecule
CDK and also HDAC inhibitors and CCT068127 produced

a affected damage in countenance of DUSP6 phosphate.
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SNS032 contain thiazole Sunesis SNS032, formerly called BMS -387032. This compound
moiety for CDK2 inhibition: comprise a thiazole unit, selectively hinders CDK2, CDK7
JiN\%NH and CDK9. SNS032 is in stage -1 clinical trials for
%YS S(go management toward chronic lymphoid leukemia laterally
LN through numerous myeloma, and method of orga nization
H now intravenous. Pre  -clinical studies established that
SNS032 remained toward hinder cell cycle movement
laterally through transcription.
LEE-011 (Ribociclib) Company: | The main alteration deceits now bicyclic core meanwhile
contain Novartis LEE-011 owns Pyrrolo -pyrimidine. Has high selectivity
activity of Pyrrolo- for CDK4 and CDK6 with potential anti -neoplastic
pyrimidine activity.
as CDk Inhibitor:
Ot D
P276-00 (Riviciclib) contain | Nicholas It is analog of flavopiridol . Somewhere piperdine moiety
Piperdine and Pyrrolidine piramal have reformed for a pyrrolidine as well as produced from
moiety: company penetrating structure motion as well co -crystallization

exertion. It inhib its efficiency of CDK -9, but also extra
Cdks such as CDK1, CDK2, and CDKA4. It displays
effective anti -proliferative properties against various

human cell lines.
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LY2835219 (Abemaciclib)

contain pyrimidines moiety:

NK . N—
» N
N\ NHE\N ) F

Eli lilly

It is discerning CDK4 or CDK6

inhibitor, hindering cells at G1

Stage owing to inhibition of phosphorylation of pRb
protein. It might manufactured in four step method
exhausting Suzuki coupling, shadowed through a
‘Buchwald Hartwig’ animation th rough last phase
existence a reductive amination by the

Leuckart reaction.

TGO02 (SB1317) contain S*BIO It is pyrimidine built imitative that prevents CDKs
Pyrimidine based derivative: composed through JAK?2 also FLT3. It persuades G1 cell -
n N cycle seizure as well as apoptosis in comprehensive variety
\N‘( /\ toward tumour cell lines. Primary values toward progenitor|
N cells resultant from acute myeloid leukemia as well as
N
i/o poly-cythemiavera patients are precise complex to TG02.
I
BAY-1000394 (Roniciclib) Bayer Constrains CDKs elaborate in the cell cycle laterally with

contain pyrimidine:

the unique concerned in the regulation of transcription
with IC50 standards fluctuating from 5 to 25 nM. It studies
also exposed that it could be effectual in grouping with
cispl-atin. It evidently disables many precincts of further
drugs meanwhile shows great solubility in water, uniform
by neutral pH, and short

Efficacious oral doses. It have

Establish anti -tumour mov ement xenograft prototypes
unaffected to average medicines such example cisplatin,

doxorubicin, and otherwise paclitaxel.
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3-aminothioacridinone: Kelley’s

H group

N NH,
OO

It constrains CDK4/cyclinD

Multifaceted in communication through site dissimilar
from ATP binding site. It also revealed very stimulating in
A vitro inhibition near CDK4/cyclinD. Unusually, in vitro
tests publicized that 3 -aminothioa-cridione had superior

inhibitory movement on tumor cells linked to regular cells.

CONCLUSION:

There are numerous novel targets on origin
of melanoma treatment such as arginine
depletion and laminins as a novel target.
CDKs show significant parts in controller
of cell division then restrained transcript
now answer toward numerous intracellular
also extracellular signals. CDK has a
critical role in the regulation of cell
progression. Higher percentage fraction of
CDK-2 positive cells observed in
squamous cell carcinoma compared with
precancerous lesions may be useful for
histopathology diagnostics to this cancer.
Cyclin dependent kinases (CDKs) function
as central regulators of both the cell cycle
and transcription. CDK activation depends
on phosphorylation by a CDK-activating
kinase (CAK). Since Cdks need to be free
of Cdk inhibitor proteins (CKIs) and
associated with cyclins in order to be
activated, CAK activity is considered to be
indirectly  regulated by  cyclins.
Phosphorylation is generally considered a
reversible modification used to change
enzyme activity in different conditions. We
need high quality, long-term randomized

clinical trials of the effectiveness of
screening on skin cancer.
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