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GENERAL INFORMATION 
The JOURNAL OF APPLIED COSMETOLOGY is an international journal devoted ro publisching originai 
papers, reviews and other materiai which represent a useful contribution 10 research on the skin and on cosme
tics. 
It is aimed at cosmetic chemists, dermatologists, microbiologists, pharmacists, experimental biologists, toxico
logists, plastic surgeons, and ali other scientists working on products which will come into contact with the 
skin and its appendages. 
The Journal is publisched quarterly in English. It is distributed IO cosmetic chemists, derma10logists, plastic 
surgeons, medicai and pharmaceutical schools, medicai libraries, selected hospitals and research institutions 
throught the world, and by subscription to any other interested individuals or organizations. Statements and 
opinions expressed are persona] IO the respect ive contribulOrs and are not necessarily endorsed by the 
Editor(s), Advisers, Publishers of Distributors of this Journal. 

COPYRIGHT 
Submitted materiai must be the originai work of the autor(s) and must not have been submined for publication 
elsewhere. 
By submitting a manuscript, the authors agree that the copyright fo r their artic les is transferred to the publisher 
if and when the article is accepted for publication. None of the conteni of thi s publicarion may be reproduced 
in whole or in part, translated, stored in a retrieval system, or transmi tted o r distributed in any form or by any 
means (electronic, mechanical, photocopy, recording or otherwise) wi thout the prior written permission of the 
Publishers. 

Sections of J ournal 

The fo llowing sections will be features of the Journal: 

Originai Laboratory Studies: descriptions of originai investigative laboratory research in cosmetics and rela
teci areas. 

Special Reports: Items of special interest to the readers, including reports on meetings, societies, legislation, etc. 

Generai Articles: scientific articles of generai interest to our readers will be considered for publication. These 
articles should be concerned with newer developments in such relateci fields as dermatology, biology, tox ico
logy, etc. 

Short Communications: the lenght should not exceed 5 typewritten pages with not more than 3 fi gures 
included. Headings ("Materials", "Discussion", etc.) as well as Summaries are to be omitted. If accepted, these 
submission wil l appear in print in a very short time. 

Letter lo the Editor: comments on Journal articles are invited as well as brief contributions on any aspects of 
cosmetic science. Leners may include figures, and/or references, but brevity is necessary. 

Guest Editorials: concise, authoritative, substantiated commentary on specific topics of contemporary interest. 

Book Reviews: book and monographs (domestic and foreign) will be reviewed depending on their interest and 
value to subscribers. Send materi ai for review to the Editor, Dr. P. Morganti. No such materiai will be returned. 

Address: ali papers should be submiued 10: 
Dr. P . Morganti 
INTERNA TIONAL EDIEMME 
Via Innocenzo XI, 41 
00165 Rome - Italy 
Tel. 0039/ 6/ 393.78.788 
ra,. 0039/6/63.SO.S.W 



INFORMATION FOR AUTHORS 

Papers must be submitted in English. Authors whose mother tongue is not English should arrange for their 
manuscripts to be written in proper English prior to submission. 

Procedure of Submission of Manuscripts: submit three copies of both the manuscript and alt illustrative 
materiai to the above address. 

Organization of the Manuscript: investigative studies should be organized as follow: title, abstract page, 
introduction, materiai and methods, results, discussion, acknowledgments, references, legend for figures, 
tables. Ali pages should be numered consecutively starting with the abstract. The entire manuscript is to be 
typewritten, double-spaced, and with 3 cm margins. 
Trade names must be capitalized: the common name for compounds may be used if the formai chemical name 
as established by international convention is given after the first use. Any abbreviations other than those which 
are generally accepted must be defined. In the text, references to dual authors will use both surnames throu
ghout. For multiple authors, use the surnames of ali authors at the first reference and only the first author fol
lowed by "et al." thereafter. Please mark in the margin of the manuscript the desired position of the figures and 
tables. To allow faster publication only set of proofs will be furnisched to the author including the figures and 
tables in their final position. 

Title page: list the title, name(s) and degree(s) of author(s), department(s) and institution(s) at which the work 
was done, city, state, and postai code. Any preliminary report or abstract of the work should be referred to as a 
footnote to the title. 

Summary: each paper must be headed by an English language title of not over 70 characters (including spa
ces) suitable for use as a running head and must also be proceded by an English summary not exceeding 300 
words typed double-spaced. The summary wi ll include statements of the problem, method of study, resu lts, 
and conclusions. Since this summary will be used by astracting journals, it must be self-explanatory and 
should not inlcude abbreviations, footnotes, and references. 

Footnotes: should be li sted consecutively at the bottom of the page on which they fall , designated by the fo l
lowing symbols in order *, +, +,§, II,**. etc. 

Key Words: key words for computerised storage and retrieval of information should be incorporated in the 
summary. 

References: the references have to be abbreviated as listed in che Index Medicus. The style of the references 
muse conform to the examples given below: 
I) Robbins CR, Ketlych ( 1970) Aminoacid compositi on of human hair. Text Res J 40:891-896 
2) Strehler BL ( 1977) Time, cells and aging 2nd edn. Academic Press, New York 
3) Ebling FJ, Rook ( 1972) Ciclic activity of che follicle. In: Textbook of dermatology 11 , Blackwell, Oxford, p. 
1567- 1573. 

Illustrations: figures should be numbered consecutively using Arabic numerals Tables should be numbered 
consecutively, using Roman numerals. Ali photographs should be black and white, glossy and unmounted. The 
number and size of illustration should be restricted to the minimum needed to clarify the text. Authors requi
ring extra space for illustrations will be charge accordingly. This is also the case for color illustrations. Ali 
figures , photographs, graphs, or diagrams should be submitted on separate sheets. 

Animai Experiments: descriptions of animai experiments should include full details of the types of animai 
used (inbred, etc.) and the conditions under which they were kept (standard diet, etc.) 

Trade Names: ali common cosmetic ingredients should be referred to by their generic names, as indicated in 
the latest edition of CTFA Cosmetic Ingredient Dictionary, and the European Pharmacopeia. If a materials is 
not listed, then the trademarked name can be used, with the chemical composition given in footnotes. 



INFORMAZIONI PER L'ABBONAMENTO 
L'abbonamento annuale comprende quattro numeri. È possibile ottenere abbonamenti a prezzo 
ridotto da parte dei ricercatori che lavorano presso Istituti che abbiano sottoscritto almeno un 
abbonamento a prezzo normale. 
L' Editore potrà fornire a richiesta notizie più dettagliate. Le sottoscrizioni di abbonamento possono 
essere effettuate mediante assegni postali , bancari , di conto corrente o per contanti indirizzandoli a: 

L' IVA è a carico dell 'editore, non detraibile dall'abbonato a norma art. 74 lett. C DPR 633172 

INTERNATIONAL EDIEMME - Via Innocenzo Xl, 41, 00165 ROMA 
c/ c bancario n. 3184/ 51 Banca di Roma Ag. 1 - Aprilia (LT) 
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Italia L. 100.000 - Al tre Nazioni$ 70 

Numero singolo L. 30.000 

Numero arretrato L. 40.000 

SUBSCRIPTION INFORMATION 
Subscriptions are entered on a calendar years basis only and include four regular quarterly issues. 
Half-price subscriptions are available to research scientists whose institutions al ready subscribe at 
fu ll rate. Details on application from publisher. 
Payment must be made in U.S. dollars using bank draft, inte rnational posta i money order only. 
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INTERNATIONAL EDIEMME - Via Innocenzo XI, 41, 00165 ROMA 
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________________ Synopsis 

"The Elizabethan age might be better named the beginni ng of the smoking area" (Sir Jarnes M. Bar
rie, My Lady Nicotine), From that time cigarette smoking increased at an epidemie pace, peaking in 
1964 when more than 40% of aJJ adult Americans smoked. Since that time smoking has decreased, 
however, today 28%of ali adults are stili smokers. 
The skin is directly and intensely exposed to the cigarette smoke, and its inhalation, and is also ex
posed to tox ic substances reaching it via the bloodstream. lt is not surprising, therefore, that 
smoking has multiple and different effects on the skin. Thi s rev.iew has highlighted the many and 
varied effects of smoking on the skin from a dermatologica! point of view. 
It starts with the relation between cigarette smoking and facial wrinkling, beginning with the clinica! 
and epidemiologica] fi ndings and continuing with the pathogenetic aspects. The review continues with 
the relationship of smoking on various skin diseases, in particular, psoriasis. It further sumrnarizes our 
knowledge about smoking, immune response, and infectious diseases. The relationship between 
smoking and defective wound repair is then discussed, and a brief review on smoking and skin cancer 
concludes this article. Although we have accumulated much information on this subject in recent 
years, we are only beginning to scratch the surface. Unfortunately, most of the articles on this subject 
are airned to serve the anti-smoking campaigns. It seems that not enough efforts have been expended 
to investigate the pure dermatologie effects of smoking. It is our hope that th is review will provide der
matologists with much of the information necessary for understanding the problem, and that the mate
riai offered here will inspire them to increased interest in the subject, since "great love is bom of great 
knowledge of the object one loves" (Leonardo da Vinci, Treatise on Painting. Ch 80). 

Riassunto 
Attualmente il fumo di sigaretta é ancora la causa principale di malattie gravi e, spesso , mortali 
L'abitudine di fumare é aumentata durante tutto il nostro secolo, raggiungendo un picco nel 1964, 
anno in cui il 40% degli americani apparteneva alla schiera dei fumatori. Da allora si é avuta una ri
duzione di questo "vizio": oggi, fuma solo il 28% degli adulti. 
La pelle é di continuo esposta al fumo di sigarette ed alle sostanze tossiche, le quali la raggiungono 
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direttamente e per via ematica. Non sorprende, pertanto, che il fumo eserciti effetti molteplici e sva
riati sull'organo cutaneo. In questo articolo si vogliono evidenziare, da un punto di vista squisita
mente dermatologico, gli effetti dannosi, focalizzando gli aspetti clinici, epidemiologici, patogeneti
ci. Il primo impatto del fumo sulla cute é cosmetologico e riguarda il suo effetto favorente la forma
zione di rughe. Inoltre esiste una correlazione documentata tra il fumo ed alcune dermopatie, in par
ticolare la psoriasi. Di grande interesse é la dimostrata interferenza del fumo sull 'omeostasi immu
nitaria e, conseguentemente, su alcune patologie infettive. Anche la cicatrizzazione subisce l' in
fluenza negativa del fumo. Infine, come molti altri apparati, anche l'organo cutaneo non si sottrae al 
ben noto effetto carcinogenetico di questo "antico vizio". 
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INTRODUCTION 
Whilst the hazards of cigarette smoking on the 
pulmonary, cardiovascular, ora! and laryngeal 
systems have been recognized and widely stu
died for the past 20 years, the effects of cigaret
te smoking on the skin has received little atten
tion. Furthermore, most of the articles on this 
subject are aimed to serve the anti-smoking 
campaigns, i.e., to sell the idea of smoking ces
sation to our patients. Most of them are, therefo
re, published in non-dermatologie journals (1). 
The aim of this article is to review the effects of 
cigarette smoking on the skin, from a dermato
logicaJ point of view. 

Cigarette smoking 
and facial wrinkling. 
Although a relation between smoking and the 
complexion was first suggested as early as 1856 
(2), to date there have been few controlled stu
dies to test that association. 
The association between complex ion and 
smoking was first studied by Ippen and Ippen in 
1965 (3). They found that 79% of female 
smokers had "cigarette skin" , compared with 
only 19% of the nonsmokers. "Cigarette skin", 
according to the authors, exhibited a loss of tur
gor, a pale color with grayish hue, and prevalent 
wrinkJes with thick skin between the wrinkJes. 
Their de sc ription of "cigarette skin" or 
"smoker's face" is similar to that of Solly (2) 
some 100 years earlier. Since the authors did not 
believe that those characteristics were present in 
men, they conducted their study on women 
only. Although this study can be criticized for 
many reasons - in particular, the Jack of con
tro! or adjustment for age and sun exposure -
its importance lies in the fact of its being a pio
neer study in this field. 
Four years later, Harry W. Daniell, who has be
come the protagonist of the idea of using the 
smoking-wrinkle association for the anti
smoking campaign and education, published a 
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"letter to the Editor" stating that "There must be 
a close relation between the presence of wrink
ling of the facial skin and habitual cigarette 
smoking" (4), lndeed, he succeeded in a large, 
well controlled study to prove his clinica! obser
vation (5). He established a method of grading 
the severity of facial skin wrinkJing that "can be 
rapidly learned and easily used by untrained stu
dents". In a study of 1104 subjects, he found 
that the association between cigarette smoking 
and wrinkling was striking in both sexes soon a
fter age 30, was related to the duration and in
tensity of the smoking, and was more pronoun
ced than was the association between w1inkling 
and outdoor exposure. He found that smokers in 
the 40-49 years age group were as likely to be 
prominently wrinkJed as nonsmokers who were 
20 years older. His study, which was a "blind" 
study, was well controlled for age and sun expo
sure. 
Allen et al. (6) used Daniell 's wrinkJe categories 
to examine the association of smoking with fa
cial wrinkJing among 650 men and women. He 
concluded that wrinkles in the crow's foot area 
are caused by actinic exposu re and not by 
smoking, because black patients had no such 
wrinkles whether they smoked or not. Severa! 
authors believe that this conclusion is not sup
ported by the data presented in the article, and 
that although Allen et al 's results appeared to 
refute Daniell's findings, their data actually sup
ported an association between smoking and skin 
wrinkling in whites (7-9). 
In spite of the criticism, Daniell 's study was for 
many years - and indeed, stili remains - a 
key study, and one of the most important and 
convincing pieces of research in the field. His 
findings, and the statistica! analysis, are still va
lid today, and indeed very little new has been 
added or changed since then. Subsequent stu
dies have only served to confirm and reinforce 
his findings. 
While Daniell's study (5) was mainly concerned 
with grading the degree of facia1 wrinkJing and 
relating it to the number of cigarettes smoked a 
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day, Model's study (10) emphasized and defined 
the characteristics of "Smoker 's face" and intro
duced it as a clinical sign. "S moker 's face", 
which has features similar to those described by 
Ippen and Ippen (3) 20 years earlier, was found 
among 46% of smokers, 8% of ex smokers and 
none of the nonsmokers. The association of 
smoker's face with current smoking was signifi
cant, and remained so after adjustment for age, 
socia! class and sun exposure. In contradistin
ction to Daniell 's study, Model made no attempt 
to grade or quantify the skin changes, but was 
more concerned with a clinica! assessment of 
the face, and a description of a clinica! sign. He 
was interested in a variety of skin changes, and 
not just wrinkJes. 
The effect of smoking on the induction of pre
mature facial wrinkles was further demonstrated 
in a recent study by Kadune et al. {ll ), showing 
that cigarette smoking is an independent risk fa
ctor for the development of premature wrinkles, 
and that sun exposure had a cumulative effect. 
The association of smoking with premature 
wrinkling has recently been confirmed in the 
largest study todate, involving nearly 7000 adul
ts (12). 

How does smoking bring 
about the observed clinica/ 
changes? 

The pathogenesis of smoker 's skin changes is 
poorly understood. It is probably multifactorial. 
The effects of cigarette smoking on the skin 
could be localized or systemic. Smoking proba
bly exerts its deleterious effects on severa! com
ponents of the skin. 
A recent study (1 3) has shown abnormali ties in 
the elastic tissue of the non- sun-exposed skin 
of heavy cigarette smokers, similar to those 
seen in photo damaged skin. 
The biochemical defects of the derma! elastic 
tissue in smokers still remains to be determined. 
Cigarette smoke can increase the plasma neutro-
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phil elastase activity (14) and the release of ela
stase from neutrophils (15) and can also inacti
vate a-1-proteinase inhibitor (16). The plasma 
levels of active cx-I- antitrypsin activity are de
creased in smokers (17). Also the enzyme whi
ch catalyses the cross-linking of elastin - lysyl 
oxidase - is inhibited by some components of 
tobacco smoke (18). Ali these effec ts of 
smoking can explain changes in elastic tissue. 
Changes in the vascuiature, chronic ischemia of 
the dermis, and decrease in capillary and arte
riolar blood flow in the skin, (discussed below) 
certainly play additional key roles in the patho
genesis of smoker's skin changes. 
Hormonal changes, due to cigarette smoking, 
may also play an important role in the develo
pment of smoker's skin changes. There are to
day suffi cient data indicating that smoking de
creases estrogen secretion, and increases its me
tabolism and excretion (reviewed in 19). 
A lthough mo st of the s tudies showing that 
smoking can cause relative estrogen deficiency 
were performed by gynecologists and were con
cerned with the reproductive system, dermatolo
gists can draw very important conclusions from 
those studies. There is genera] agreement that 
decreased estrogen levels contribute to the de
velopment of age-related skin changes (20- 21). 
Hence, smoking-induced estrogen deficiency 
wi ll accelerate aging of the skin. Furthermore, 
estrogen replacement therapy is less effective a
mong smokers {19,22). 
With regard to effects on the epidermis, there is 
no doubt that prolonged exposure of the facial 
sk in to the mu ltitude of toxic substances in 
smoke must affect the epidermis, since that 
layer is in much more intensive contact with the 
smoke than is any other skin layer. Moreover, 
some of the toxic subs tances derived fro m 
smoking almost certainly reach the epidermis 
via the bloodstream, in the same way as they get 
to other tissues in the body. From the above, it 
is fairly obvious that cigarette smoking must ha
ve an effect on the epidermis. It is to be noted 
with regret that very few dermatologists show 



much interest in the effects of smoking in the 
skin. Most of the studies on the effects of 
smoking have been carried out by researchers in 
other di sciplines - oncologists, internists, 
bronchologists, epidemiologists, and gynecolo
gists. 
Consequently, there are very few research stu
dies concentrating on the epiderrnis - a tissue 
that is generally acknowledged to be the exclu
sive province of the dermatologist. On the other 
hand, effects on other tissues such as connective 
tissue, the immune system, or the vascular sy
stem, have attracted widespread interest from 
researchers in many fields. 

Smoking and psoriasis. 
Whilst the relationship between smoking and 
pulmonary or cardiovascular diseases has been 
extensively studied, very little research has fo
cused on the effect of smoking on various skin 
diseases. Nonetheless, there are some intere
sting and informative studies on the association 
between smoking and psoriasis. 
O'Doherty and Maclntyre (23) were the first to 
draw attention to the stro ng link between 
smoking habits and palmoplantar pustular pso
riasis. Eighty percent of patients with palmo
plantar pustulosis were smokers at the time their 
disease developed, compared with only 36% of 
the controls; four out of five patients were fe
male. Whether palmoplantar pustulosis is acce
pted as a variant of psoriasis or not, the strength 
of the relationship between smoking and this di
sease, according to this study, is of the order of 
magnitude, of the well known, and generally ac
cepted relationship of acute guttate psoriasis to 
streptococcal disease. Severa! years later Son
nex et al (24) were able to show that poly
morphonuclear leukocytes (PMNs) from psoria
tic smokers responded to a significantly greater 
degree to a standard chemotaxin than did PMNs 
from psoriatic non-smokers, contro! smokers 
and contro! non-smokers. These findings sug
gest that smoking has a selective effect on pso-
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riatic PMNs, and thus might explain the mecha
nism underlying O'Doherty and Maclntyre's ' 
finding (23). In an earlier study no significant 
difference in neutrophil morphology between 
smokers and non-smokers with palmoplantar 
pustulosis could be found (25). 
Further studies have suggested that smoking mi
ght be a risk factor, not only for palmoplantar 
pustular psoriasis, but also for plaque type pso
riasis (26-30). 
The results of these studies showed a striking 
association between smoking and psoriasis. 
Only two of the reports included a contro) for 
drinking behavior (26, 28). In these studies, the 
increased risk of psoriasis in smokers did persist 
after adjustment for alcohol intake. In this re
gard, a contradictory study of Poikolainen (30) 
is worthwhile mentioning. He found that increa
sed alcohol consumption has been associated 
with psoriasis, including a high consumption 
prior to the development of the disease, whereas 
no association could be found between psoriasis 
and smoking. Although the problem of confoun
ding by alcohol consumption is not completely 
resolved, there seems to be little doubt that 
smoking and psoriasis are associated. The que
stion to what extent is the association causai? 
remains, however, unanswered. 

Smoking, immune response, 
and infectious diseases. 
Although there have been extensive studies on 
the effects of smoking on inflammatory and in
fectious diseases of the lung, and of the ora!, ga
strointestinal, and cervical epithelium, relatively 
few studies have focused on the immunologie 
effects of smoking on the skin. 
Most of the studies in this field have been done 
on human papillomavirus (HPV) infection, most 
of them, by non-dermatologists. Severa! studies 
suggest an increased risk for cervical HPV infe
ction and for intraepithelial neoplasia in female 
smokers. 
A positive association between smoking and 
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HPV in the cervix of women has been found in 
these studies, an association that was present e
ven after adjustment for measures of sexual ac
ti vity (31-33). The statistically proven associa
tion between smoking and oncogenic HPV, whi
ch suggested a causai relationship between the
se two factors, has been criticized by some inve
stigators. Philips and Smith (34), for example, 
criticized this statistica! evidence in a somewhat 
unusual and provocative way. They presented a 
study demonstrating an association between 
mv infection among the heterosexual popula
tion of Haiti and smoking, or having had three 
or more lifetime sexual partners . However, a 
stronger statistica! association has been found 
between HIV and "having a dirt floor in the ho
me". The conclusion is obvious. 
In an interesting study on 20.333 Swedish adul
ts Axell et al. (35) found that the prevalence of 
recurrent herpes labialis was influenced by 
smoking habits. 
The prevalence of recurrent herpes was signifi
cantly lower among smokers, and especially a
mong pipe smokers, compared to non-smokers. 
Snuff dipping did not influence the prevalence 
values. 
Numerous cl inica! studies have documented 
smoking-induced alterations in immune and in
flammatory function (36-37). Smokers have hi
gher leukocyte counts, without an associated al
tered chemotactic, microbic ida! or secretory 
function (38). The effect of smo king on 
lymphocyte and monocyte number and function 
have been extensively studied, with diverse and 
conflicting results (37 ,39-43). 
Studies on the effect of smoking on the mucosa! 
immune system showed a reduction in salivary 
IgA and increased IgM (44). By contrast the 
IgA concentrations in bronchoalveolar lavage 
fluid were normai in smokers compared with a 
non-smoker contro) group, whereas IgG levels 
were increased (45). 
Obviously, the area of most interest to dermato
logists is the skin immune system and its in
flammatory and allergie reactivity. Clinica! and 
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epidemiologica] studies have shown severa] in
teresting associations between smoking and skin 
diseases. Smokers showed a higher incidence of 
cutaneous adverse reactions to drugs compared 
with non-smokers (46). A statistically signifi
cant relationship could be found between ciga
rette smoki ng and vesicular palmar eczema 
(pompholyx) (47), as well as between smoking 
and the severity of reactions to latex gloves 
(48), and between smoking and infectious, ecze
matoid dermatitis (49). 
Regarding the effect of smoking on atopic, IgE
mediated skin disorders - severa! studies have 
addressed this aspect of smoking. Results re
main, however, controversia! and the problem 
stili unresolved. A recent study by Mills et al. 
(50) showed that there was no significant diffe
rence between the prevalence of smoking a
mong patients with atopic dermatitis compared 
with matched controls. In an earlier study she 
could demonstrate that smoking clearly depres
ses cutaneous reactivity to UV irradiation, to hi
stamine, and to direct irritants (51 ) . 
Jonderko et al (52) performed dermic allergo
metrie tests with the extract from cigarette to
bacco on 714 persons, 336 of them smokers. He 
did not find any evidence of an immediate type 
allergenic reaction to tobacco smoke. 
Burrows and coworkers have reported lower ra
tes of a ll ergy skin tes t reactivity in adult 
smokers (53,54), however, in apparent contradi
c tion to tha t finding, severa! o ther workers 
(36,55) have found higher levels of serum IgE 
in smokers compared with non-smokers. The 
nature of this increase in serum IgE in smokers, 
which does not correlate with rises in specific 
IgE to common aeroallergens (53), remains, 
however, unclear. 
In summing up, the relation between smoking 
and the integrated immune function remains ob
scure, particularly our understanding of how, or 
even whether these alterations play an important 
part in smoking-related skin diseases. One of 
the main difficulties in studying the immuno
logy of smoking is how to move from the stage 



of quantification of cells or other products and 
relate these changes to functional relevant alte
rations in inununological compartments (as op
posed to irrelevant epiphenomena), and then 
link these alterations directly to specific disea
ses. 
Finally, of particular interest is one of the most 
fascinating observations in this area (56), de
monstrating that there are less smokers among 
acne sufferers than in control group. These dif
ferences are statistically significant (p<0.001), 
and the conclusion to be drawn is that smoking 
exerts an anti-inflanunatory effect on acne le
sions. 
This association between smoking and inflam
matory diseases of the skin contributes signifi
cantly to our understanding of the inflammatory 
and immunologie response of the body to 
smoking. It provides one of the more impressive 
examples of the contribution of dermatology to 
the elucidation of immunologie processes and 
the effects of smoking. 

Smoking and wound 
healing. 
Surgeons have long noted a relationship 
between smoking and defective wound repair. 
Thus many surgeons, based on their clinica! ex
perience, routinely asked their patients to ab
stain from smoking during the immediate preo
perati ve period (57). Smokers are at increased 
risk of wound dehiscence (58), of epidermoly
sis, and of other complications following sur
gery (59,60). 
They have worse cosmetic results after surgery 
compared with non-smokers (61), have a higher 
incidence of skin-flap necrosis (62-64), and 
show poor healing of peripheral ulcers (65,66). 
These deleterious effects of smoking on wound 
healing have been demonstrated in animai mo
dels, as well (67-72). 
There are many possible mechanisms by which 
smoking may affect wound healing. lt seems, 
that a common end feature of severa! mechani-

R Wolt, A Lo Schiavo ond V Ruocco 

sms is a decrease in tissue oxygen content or 
P02. Wound healing, resistance to infection, 
collagen deposition, epithelialization and an
giogenesis have all been shown to depend in 
part on the P02 content in tissue (73-79). 
Smoking-induced decreased tissue oxygen may 
be mediated through severa! mechanisms: I. 
Stimulation of sympathetic ganglia by nicotine 
that results in tempora! peripheral vasoconstri
ction (80,8 1). Peripheral vasoconstriction, and 
decreased blood flow induced by the adrener
gic effects of nicotine, contributes to the de
creased tissue P02. 
Smoking for 10 minutes decreases blood flow 
and tissue oxygen tension for approximately 1 
hour, therefore, a typical "pack-per-day" 
smoker experiences tissue hypoxia during a si
gnificant portion of each day (36, 82-84). 2. 
Reduced oxygen transport capacity of the 
blood, caused by carbon monoxide. Carbon 
monoxide constitutes up to 6% of cigarette 
smoke (85). 
Carbon monoxide, which has an affinity for 
hemoglobin about 250 times greater than oxy
gen, not only reduces the oxygen transport ca
pacity of blood, but carboxy-hemoglobin cau
ses the remaining hemoglobin to bind oxygen 
with increased affinity, resulting in greater tis
sue hypoxia than reflected by the decrease in 
arteria! P02 (85,86). 3. Hematological effects. 
Smoking increases plasma viscosity and fibri
nogen levels . It reduces prostacycline activa
tion, a potent inhibitor of platelet aggregation, 
reduces red celi deformability, bleeding time 
and plasminogen levels, ali of which may con
tribute to a decrease in perfusion and oxygen 
supply of the subcutaneous tissue (87 ,88). 
Finally, we would Iike to mention another inte
resting observation concerning a vascular rea
c ti on, McArthur and al. (89) found that 
smokers have increased incidence of palmar 
erythema. This is in agreement with our obser
vation (unpublished). 
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Smoking and skin cancer. 
Smoking has now been identified as a definite 
cause of cancer at many sites. Organs in direct 
contact with smoke - the ora! cavity, esopha
gus, lung, and bronchus - are at the greatest 
risk of malignancy among smokers. As many as 
90% of these cancers are attribu tabl e to 
smoking (90). Organs distant from smoke -
the cervix, pancreas, bladder, kidney, stomach 
and hematopoietic tissue - are also at some in
creased risk (90). 
Since the skin is in a very intensive contact with 
the smoke, and ils carcinogens, one would ex
pect an increased risk of skin cancer among 
smokers. Severa) well controlled studies have 
shown, however, that smoking does not appear 
to be a risk factor for developing of melanoma 
(9 1,92), mycosis fungoides (93),basal celi carci
noma (94-96), or squamous celi carcinoma of 
the skin (95,97) (not including the lips or oral 
cavity). Although not well-studied, Kargas (96) 
found an increased risk of squamous celi carci
noma, but not with BCC, associated with 
smoking. However, there are enough evidence 
indicating that smoking is not associated with 
an increased incidence of skin cancer. 
An interesting observation by Rigel et al. (98) 
indicates that smoking does have an influence 
on the prognosis of melanoma. In a prospective 
study of 178 patients with malignant melanoma 
he found that smokers had two-years disease
free survival rates of 74.2 % compared with 
92.3% for the remaining patients. He suggested 
a smoking-related diminished host defense as a 
possible explanation for his finding. His results 
have, however, not been adjusted for other pro
gnostic factors, in particular, tumor thickness, 
mitotic index and others. 
Although Koh et al. (99) confirmed the results 
of Rigel et al. , that smoking affects the progno
sis and biologie behavior of malignant melano
ma, they suggested a different explanation for 
this relationship. They found that patients with 
clinica! Stage I me lanoma who were heavy 
smokers presented with thicker lesions than 
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their nonsmoking counterparts (P=0.037). Wha
tever the mechanisms for this relationship might 
be, these studies indicate that, indeed, smoking 
plays a role in the biologie behavior of melano
ma. 

Concluding remarks. 
Cigarette smoking, an uncommon behavior in 
1900, increased at an epidemie pace throughout 
this century, peaking in 1964 when more than 
40% of all adult Americans smoked. Since that 
tim e, smoking has decreased considerably. 
However, today 28% of ali adults are sti li fol
lowing Mark Twain's ru les "not to smoke more 
than one cigar at a time ... never to smoke when 
asleep, and never to refrain when awake (Mark 
Twain's Speeches, "Seventieth Birthday"). Ci
garette smoking is now the chief avoidable cau
se of illness and death in the western world, re
sponsible for one of every five deaths each year. 
"Tobacco surely was designed To poison, and 
destroy mankind" (Philip Freneau Poems, "To
bacco"). 
Although the deleterious effects of smoking on 
the skin pale into insignificance compared to the 
effects on other body systems, the range of da
mage caused to the skin by smoking cannot be 
ignored. The skin is directly and intensely expo
sed to the cigarette smoke, and its inhalation, 
and is also exposed to toxic substances reaching 
it via the bloodstream. 
This review deals specifically with the effects of 
smoking on skin function and skin diseases, and 
has highlighted the many and varied effects of 
smoking on the skin. Although we have accu
mulated much inforrnation on this subject in re
cent years, we are only beginning to scratch the 
surf ace. 
One of our failures, as dermatologists, is that 
most of the research has been directed at wa
ging an anti-smoking campaign. There is no 
doubt that as doctors, that - should indeed be a 
prime goal, and our challenge is to work toward 
a smoke-free society, thereby reducing illness, 
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suffering, deaths and the health toll exacted by 
cigarette smoking. There is also no doubt that 
people are influenced by the deleterious effects 
of smoking on the skin - the premature aging, 
the wrinkling, and the esthetic damage - whi
ch provides us with very potent ammunition in 
the war against smoking. 
Nevertheless, in spite of the above, it seems that 
too much effort has been expended in this a
spect of the problem, and not enough into the 
dermatologie effects of smoking. For example. 
the association between premature aging of the 
skin and smoking should have been used to 

learn about aging processes of the skin. The ef
fects of smoking on the immunologie system in 
the skin can, and should be investigated, as 
should the effects of smoking on Langerhans 
cells and other system components. Other areas 
for investigation, for example, include the effe
cts of smoking on the pathogenesis of various 
diseases such as psoriasis and acne. 
Since we stili Iive in a "smoking" world, and 
the dream of a smoke-free world is, unfortuna
tely, a long way off, we can yet achieve some of 
those aims. 
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_________________ Synopsis 

Transdermal Delivery Cosmetic System (TDCS) is a combination of an occlusive adhesive and spe
cial active cosmetic compounds (ACC) on suitable cosmetic vehicle. Following the application, the 
ACC starts to migrate from the system through the skin, furn ishing a constant active compounds 
concentration in the interested skin area fora prolonged period of time. The influence of the TDCS 
on skin pH and hydratation was recorded by the 3C System Computerized Methodology. The effects 
of natural extracts on localized skin lipodystrophy was controlled by an echographic methodology. 
The obtained results show a good trasmigration efficacy of the ACC used from the TDCS to the un
derlyng cutaneous layer (85%) after 6 hours of treatment, together with an aspected increase of skin 
pH and hydratation. The effect obtained on the localized skin lipodistrophy seems to suggest a high 
efficacy of this TDCS for the treatment of the "cellulitis" and its validity as new concept to treat 
such skin problems. 

Riassunto 
Questo nuovo mezzo per l'applicazione di principi attivi cosmetici denominato TDCS, è rappresen
tato dalla combinazione di uno speciale cerotto occlusivo sul quale viene spalmato un adeguato ade
sivo-veicolo cosmetico in grado di incorporare adatti principi attivi. 
I principi attivi cosmetici applicati sulla cute mediante il TDCS trasmigrano nei diversi strati cuta
nei, ivi permanendo, per un prolungato periodo di tempo. Con questo studio si sono controllate sia 
le variazioni del pH che dell'idratazione cutanea, utilizzando la nuova metodica computerizzata 3C 
System. Gli effetti esplicati da estratti naturali sulla cellulite, sono stati verificati mediante l'utilizza
zione di una metodica ecografia. I risultati ottenuti dimostrano una trasmigrazione molto elevata dei 
principi attivi dal veicolo ai sottostanti strati cutanei (85% ), dopo le prime 6 ore di trattamento, as
sieme ad un incremento previsto sia del pH che dell 'idratazione cutanea. GJj effetti ottenuti sulla li
podistrofia cutanea localizzata sembrano dimostrare una alta efficacia di questo TDSC se usato per 
il trattamento della cellulite. 
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INTRODUCTION 
Transdennal Delivery Cosmetic System (TDCS) 
is a combination of an occlusive adhesive and 
special active cosmetic compounds (ACC) on 
suitable cosmetic vehicle. This new device may 
be topically and directly applied to the skin or to 
the mucous membranes providing a continuous 
infusion of the ACC used. Upon this topycal ap
plication the ACC seems to migrate from the sy
stem through the skin, giving a constant active 
compounds concentration in the interested area 
fora prolonged period of time (1,2,3). The co
smetic activity can be stopped easily by just en
ding the skin contact. The aim of this study was 
to contro! the variations in thickness of hypoder
mis strata induced by locai application of this 
new TDCS based on the activity of natural co
smetic compounds, having good skin uptake and 
minimal penetration into the capillaries. 

MATERIALS ANO METHODS 

was enriched with centella asiatica and fucus 
vesicolosus extracts so that each plaster contai
ned a tota! of IO mg ac tive compounds, 0,2 
mg/cmq of which were centella triterpenes (4). 

HPLC Varian Modello VLC 9010 Star System 
Work Station 

METHOD 
20 volunteers women ranged 27/42 years with 
visi ble sign of localized cellulitis applied the 
44x57 or 50x72 cmq TDCS on the affected area 
for 30 days 

ACTIVE COSMET/C 
COMPOUNDS CONTROL 
Plasters devices were taken at 6,12, 18 and 24 
hours and analyzed by HPLC according to Mor
ganti et ali. (4) before and after the topica) ap
plications, to precisely verify any centella tri
tetpenes content after their use. (Fig l ) 

MATERIALS pH AND SKIN HYDRATION 
The special acrylic base used for our devices Skin hydration and pH were monitored trough the 
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new 3C System Computerized equipment at day 
0/1 and every 5 days. It records the values in di
rect redout, while environmental conditions are 

automatically standardized (RH= 50% t=22°C) 
by the use of proper correction factors (5). 
Obtained results are reported in Figure 2-3. 

lnfluence of the transdermal delivery cosmetic system on skin pH 
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lnfluence of the transderma l delivery cosmetic system on skin hydration 
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HIGH-FREQUENCY SONOGRAPHY 
MEASUREMENTS 
Because of the limited results of some technique 
such as xenoradiography (6) and A-mode sono
graphy (7) in measuring skin th ickness, and ac
cording to Fornage et al. (8-9), the effects of the 
daily 30 day topica! application of the TDCS 
used were evaluated by a high- frequency (20-

M Hz) sonography equipment, providing us 
cross-sectional images of the skin with high re
solution. Whith thi s device we were able to 
show the Dermal-hypodermal junctions and the 
modifications induced by treatment. 
The obtained results are reported in Fi gure 4 
and 5. 

ECHOGRAPHY TAKEN AT THE BEGINNING OF THE TREATMENT 
ON CELLULITIS SKIN AREA (n=20) 
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RESULTS ANO COMMENTS 
As shown in Figure I the triterpenes rate recor
ded at 6,12,18 and 24 hours of application was 
red uced fro m 88 to 98% on the average 
(p<0.001 ). 
On the basis of this result we may assume that 
there was an high trasmigrati on of our acti ve 
compounds from the vehicle to the underlying 
cutaneous layers. 
Obviously we don' t know how much of our acti
ve compounds actually reached the hypoderrnis. 
For this reason we are also carrying out further 
ana liti ca! survays on the various cutaneous 
layers in order to assess the indirect absorption 
indices of our active compounds. Locai modifi
cations in the configuration of the dermis and of 
derma! hypoderm al junction can be seen by 
echography (Fig 4). Figure 4 shows the echo
graphy taken at the beginnig of the study. In the 
echography by B-mode it can be seen the u·ea
ted area by norma i ultrasound ec hography 
performed through a probe work.ing at 20 MHz. 
In the A-mode it is shown the impedance obtai
ned by the equipment in the same treated area. 
The Figure 5 shows the same skin area at the 
end of the treatment. 
The B-mode scanning demonstrates a reduction 
of the derma! oedema which results more omo
geneous. 
The A-mode shows very important modifica
tions of the profi le of the sk.in impedance, due 
in our opinion, to a reduction of the accumules 
of the subcutaneous fat and oedema phenomena. 
As shown from Figure 3 and in perfect agre
ment with the literature data, the sk.i n hydration 
is increased by 85% to 97% due to the occlusi
veness of the plaster used. pH reached mean va-
1 ue of 6.9 increasing by 1.4/1.5 units in I month 
treatment (Fig.2). 
Furthermore to better investigate the effects of 
TDCS on cellulitis we undertaken a new study 
by normai echography which is able to reach 
the hypodermaJ tissue. 

P Morgonti. L. Celleno ond A. Vosse/11 

CONCLUSI ON 
This new TDCS seems to represent a new co
smetic device which enables to achieve a sub
stained and constant action through the sk.i n. 
Even if further studies have to be conducted to 
better understand and confi rme the echography 
results, withi n short time application TDCS 
seems to represent an efficacious cosmeceutical 
theraphy for the treatment of localized sk.in lipo
distrophy, improperly called "cellulitis" 

Corrispondence address: 
Pierfrancesco Morganti Ph.D. 
Via Innocenzo XI, 41 
00165 - Rome - ltaly 
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________________ Synopsis 

Ageing is a complex process influenced and determined by genetic, constitutional and environmen
tal factors. In order to evaluate whether skin aging alterations are accompanied by a change in the 
chemical composition of the cutaneous tissue, we studied 8 patients. A sample of actinically dama
ged skin was taken from each patient. The specimens were analized under a Philips XL20 scanning 
electron microscope connected to an dispersive energy spectrometer. A semiquantitative analysis 
was carried out by x-ray spectroscopy considering only the value of Ka and La of each element and 
elaborating the data by ZAF correction method.The analysed elements were: Na, K, S, Ca, P, Zn, 
Mg. Our results showed that in old people there is a tendency to have elevated values forali the ele
ments considered except for 3 parameters: P, Ca and Mg which result decreased. The work represent 
a new attempt to face the study of skin, from this analysis suggestive information emerged on the 
structural change in the aged skin which further underlines the importance of elements' microenvi
ronment in senescence processes. 

Riassunto 
L'invecchiamento é un processo complesso che viene influenzato e determinato da fattori genetici, 
costituzionali ed ambientali. Per valutare se le modificazioni morfo-strutturali della cute senile si ac
compagnino ad una variazione della composizione chimica del tessuto cutaneo, é stato condotto uno 
studio mediante un microscopio elettronico a scansione collegato ad uno spettroscopio a raggi X. 
Gli elementi studiati con questa analisi semiquantitativa sono stati: Na , K, Ca, S, P, Zn, Mg, al fine 
di meglio comprendere l'importanza del microambiente nei processi di invecchiamento. 
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INTRODUCTION 
Ageing is a complex process influenced and de
termined by genetic, constitutional and environ
mental factors. The maj ority of Authors agree 
on the importance of the prolonged action of ex
ternal factors (such as solar exposition) in the a
geing of the skin: the histological alterations in 
the areas exposed to the sun are much more evi
dent even if they differ, at Jeast partly, from tho
se in areas not exposed. 
In order to evaluate whether these aging altera
tions are accompanied by a change in the che
mical composition of the cutaneous tissue, we 
studied 8 patients (4 aged under 30 years, 4 a
ged over 60 years) 

MATERIALS ANO METHODS 
A sample of actin ically damaged skin was taken 
from each patient. The specimens were fixed in 
2% glutaraldehyde in O. I % cacodilate buffer, 
dehydrated in ethanol concentration and subje
cted to a criticai point drying using C02, set on 
suitable carbon-covered supports with a condu
ctive g lue and then covered in a 50 nm thick 
layer of carbon. The samples were studied using 
a Philips XL20 scanning e lectron microscope 
connected to an energy dispersive spectrometer. 
The semiquantitative analysis was carried o ut 
keeping certain paramete rs constant: voltage 25 
kY, magnification 400x, spot size I nm ,coun
ting rate not under 2000 CPS (Counts Per Se
conds), take off angle 15°, Jife time 600" . Only 
the value of Ka and La of each element were 
considered and e laborated using the ZAF corre
ction method w hich considers the atomic -Z 
number, the absorption-A and the fluorescence
F. For each patient two analyses were effected 
at the ep idermal leve] , two at the superfic ia l 
derma! leve! and two at the deep dermal level. 
The studied e lements were: sodium, potassium, 
sulphur, phospho rus and calci um among the 
plastic primary elements and zinc and magne
sium among the oligoelements. 
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RESULTS 

Table n°I 

TOTAL VALUES OF THE SKIN 

Na 

K 

s 
p 

Ca 

Zn 

Mg 

JOUNG OLD 
PEOPLE PEOPLE 

5.09±2.1 0 8.25±1.9 

2.04±0.64 4 .08± 1.1 3 

55.85±3.32 57.58±3.48 

25.14±2.58 21.41±3.95 

10.76±5.12 9.32±2.04 

0-38±0.08 0.60±0. 17 

2.45±1.00 1.46±0.74 

Table n°ll 

PER CENT COMPOSITION RELATED TO THE SKL'< 
(MEAN VAI.VE ASOSTANDARD ERROR) 

10~----------------, 

T 
• YOUNG PEOPLE 

D Ol.DPEOPLE 

The data reported in table n. I and in table n. Il 
show that in old people there is a tendency to 
have elevated values for ali the elements evalua
ted , except for 3 parameters: phosphorus, cal
cium, and magnesium which result decreased. 
Table n. III, IV, V show the values obtained for 
single parameters in young and old people re
spec ti vel y a t the epidermal leve!, superficial 
derma) level and deep derma! level. 
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Table n°lll 
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Studing table n. III we notice that in aged peo
ple there is an increase of Na, K, S, P, Zn, Mg 
and a decrease of Ca at the epidermal leveL 
The concentration of elements found at the su
perficial dermal leve! shows the same trend no
ticed before: the values obtained in old people 
are higher except for S and P which decreased 
table n.IV), while P and Mg are decreased in the 
deep derma! leve! of aged patients (table n.V). 

Table n°IV 

PER CENT COMPOSITI ON RELA TEO TO SUPERFICIAL DERMAL LEVEL 
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Table n°V 

PER CENT COMPOSITION RELA TED TO DEEP DERMAL LEVEL 
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As far as morphology and the deepness of sk.in 
in young and old people is concerned, some 
Authors found as the epidermis of old people 
exhibits a marked variation in thickness and a 
disparity in the size, shape and staining quality 
of the basai celi nuclei. 
There is a loss of the orderly alignment of cells 
along the basement membrane and a disruption 
of the graduai upword uniform differentiation 
present in the epidermis from younger indivi
duals (1). The dermis of aged people seem thin
ner and present a lower number of cells . Despi
te substantial anatomie, biochemical and biome
chanical studies that many Authors have done, 
we are stili far from a consensus regarding age
associated alterations in the dermis (1). 

As far as the study of the skin from a chemical 
point of view is concerned the decrease in tota! 
water content has always been considered one 
of the most important features of aged skin. 
Certain analysis carried out by various Authors 
using RMN in vivo, have however shown an in
crease in free water in the aged skin, especially 
at the superior dermal leve! (2, 3). Moreover 
these Authors noticed an increase in tota! water 
contents in aged skin and a decrease of collagen 
amount and of proteoglycans. This last datum 
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