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radim-solar es mas Iintensa cerca del
Uzl or gUESToMefife |nC|de verticalmentersolie™
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« |La cantidad de radiacion UV gque llega a la Tierra aumenta un
4% al aumentar 300 mts. la altitud.




EOMOMIJIOLECCION ENUOGEN A s

-8 P"igmentacic’)n disminuye 10% por déecada

8 Melanogenesis disminuye despues de los 50 anos
(piel mas blanca- canas)




Céancer de piel
Enfermedades por

fotosensibilidad Quc;rggc:ura Fotosmte5|s ision y Fotorespuesta

Fotoalergia

Sintesis de vitamina D

Alteraciones
Fotommunologlcas

Cataratas ) ,
Destruccion de Patdégenos

: Envejecimiento
Mutaciones De la piel

Fototoxicidad

Fototerapia y fotoquimioterapia
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-~ Ef fectds de. las Radiaciones UV DPlanas

'unto de las radiaciones UV, recibidas
fente, poseen un efecto acumulativo que

_ 'c')toenvejecimiento cutaneo.
= 5 Fotoinmunosupresion.

i =

N Fotocarcinogeénesis.




S |
FIBIROS SELARES=ISToria™

3 r\nr glie Egipte : Maguillaje de les
senstiuctores de piramides

_3 J |os intura

__;— SBimer filtro solar: USA 1928 (combinacion
= de benzil salicilato y benzil cinamato)

- 81980: Australia
g 1936: Francia
§ 1944: Brasil
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asintesis de filtros UVA y UVB
| 4 -_70. aprobacion del FPS por FDA




ldices de proteccion UNVAS
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b= lnmediatelRigment.daikening

¥=1°I = Persistent Pigment darkening

Desis | PD con fotopr oteccion

Dosis | PD sin fotoproteccion

Dosis PPD con fotopr oteccion

Dosis PPD sin fotopr oteccion
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DavideEishern del Dana-EanbemEaiiceimmes
Instltute Ve=ehn- DOrazio.. de

ElisiiyaiisenilchkyamCollcoe. of
| Medlcme enrLexington.
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Determinaron que el p53 ademas de reparar

=

= |os danos causados en el ADN por los UV,

= controla el inicio de la cascada en el proceso
del bronceado

Fisher D, Cui R, Windlund H, Feige E, Lin J, Wilensky D, et al.Central role of p53
in the suntan response and

Pathologic Hyperpigmentation. Cell 2007;128:853-64.
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Szeliice N EXpoesciony/ avsoreion UV tetal (piel)

P e

a expos cion selar / fuentes artificiales

areles hoerarios mas peligrosos

=

“ﬁ*éPreveerse de sombra: Portatil / estatica

—

§Promover la pr.oteccion diaria/ cotidiana

§Uso correcto de cremas fotoprotectoras 20 min.previos
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Fotoac)uesigle)n™

2 JEIESIUET POlIESTEN Ofmezclas protegen
WESTILE ielas deralgedon.

3 Te as @SCUKAS protegen mas .
. EdeOS mas: “intrincados “y densos

?;_.;_ _'pi’ OLEgEN mMas.int.J.Der 1997;36:374-9

- § Mensajes confusos: sol sin riesgo
proncearse sin problemas, bronceado
Seguro , camas solares .
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3 VEJora el nivel de informacion despues de

Jclf panas Arch. Pediat. Adolesc. Med. 1998 13:445-

ZByarRopINSen,Olson . Buendia. Editorial : Piel 2000;15:
=247-9
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=S HADItos erroneos

—

'_§ fzalta de informacion a necesidad y forma
de aplicacion
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EMENIasis Tegumentaria enlasAimerica
orgcalagmleliprE]
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Mochica Siglos I-VIII DC

Nazca 200 AC — 600 DC
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BESIGNES Naso-palatinas demostradasieon
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2P ISIS dE Frayospide Craneesidermomias
lIAcas.

P e

nes destructivas craneana por leishmaniasis en
t -Tampu durante el Imperio Inca: S XV-XVI, Valle
: Rimac, Peru.
_}i‘ irano AJ, Moreira JS, Marzochi MCA.

H'“ Archaeol Etnol Museum Univ Séao Paulo 2001

Inca Siglo
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ISLOTTa

SRIEL5! - Cunningham . India.Observo parasitos de
¢ Jf ania.(ulcera de Delhi )
BC Firth :* denomina Sporozoa furunculosa *.

== 4»@ Borovsky En Asia central estudia foco de
= Boton de Oriente.

-i-l-

= 5 1903 Leishman observa los parasitos en visceras
@de casos de Kala-azar.

8 1003 Donovan observa los parasitos y los
diferencia deTrypanosoma.
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lolegia
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g1 00S millones anuales de NUevos casos
de } Isiimaniasis en el mundo (1.5 millones de
SIS fimaniasis cutanea y 500.000 de

J
g shman|a3|s visceral ) aungque se estima gue
— |3 cifra pueda llegar hasta 12 millones , ya

== "‘_i."_
.._-._.‘1_

—'que de los 88 paises donde se presenta, 78
SE encuentran en vias de desarrollo y solo en
32 es obligatorio su reporte. La poblacion en
riesgo es de 350 millones
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ESPECtIEClinico-HRP=Inmunelogice
Convit J,Pinardi ME . —
GBS EEIBRManiasis sthe clinicallandimmunopathologicall Spectium sGihaEoUndation Sympo‘s'iﬂu-rrn
Rendonrtugoe AJ., Convit J.
Spectrum off American Cutaneeus Leishmanisis®. Dermatology.

infive Continents, Springler Verlag. Berlin 19885 789-792

Convit J., Ulrich M., Tapia FJ., Castes M., Rondon Lugo AJ
The! Clinicall and Immunological Spectrum of American
Cltaneous Leishmanisis”. Trans. Roy. Soc. Trop. Medic. 1993. 87: 444-8
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MUCO-CUTANEOUS LEISHMANIASIS

NASO-BUCCO-LARYNGEAL LESIONS
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NASAL LESIONS NASO-BUCCAL LESIONS
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3 Pr\R’ SITOS
3 DICIONES INMUNOLOGICAS
3 (C DICIONES AMBIENTALES

UI\/IERO Y LOCALIZACION DE PICADURAS

_,_-u..—

“’@'CONDlClONES NUTRICIONALES
- 8 INFECCION BACTERIANA







SISHDIfusa ameérgica.
caso en Vegezuela -

oenta P. 1948 -

Reprinte .j 'mm
CTIONS OF THE RovaL SoCIETY oF T rorical MEDICINE AND HYGIENE.
Vol. 66, No. 4. pPD 60 ’--hl*‘] 1972,

DIFFUSE CUTANEOUS LEISHMANIASIS: A DISEASE DUE TO AN
IMMUNOLOGICAL DEFECT OF THE HOST

j. CONVIT, M. E. PINARDI ann A. ]J. RONDON

Division de Dermatologia Sanitaria (M. 8. A. S.) and ne.panma_n! of Dermatology, Escuela
de Medicina Vargas, Universidad Central de Venezuela, Caracas
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Gerlgsielifs regulan la._
diErenciacion’

3 C]ﬁ preoteinases

3 r'r Simal shock proteins
= p63 glycoprotein
‘§ Proteophosglycan

-8 Amastine

8 MAPK

8 LPG
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J\/ eleculas relacmnadas conrla..
/AT U -IenC|a deveishmanias

il —

SHIVEISIVE EVasive determinantes
j lycophosfatidil inositos - Glycoprotein -
5e

o ( '_ycosn phospholipids - Cisteine proteases
— 5 [ipophosphoglicans - Histones
Phosphoglicans — ATphases
Proteophosphoglicans




DELERMINAaNtes

IgifIAopPatologIces
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5 Cyiggieleial proteins (kinesins and
Wilielins)
=iC é_perons (Histones: HSP 60, 70, 83)
= =R |bosomal proteins

-I—"_.q.-

— o Nuclesomes
§ Proteosomes
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5 Antlngleplelss S/ Termoterapia

é’ terlc:lna B § Crioterapia

SPANTo.. Liposomal S Interleuguinas

& Pentamidina § Interferon

== Sinmunoterapia § Laser CO2

~ S Miltefosina
8 Ketoconazol
8 Terbinafina

§ Itraconazol

8 Rifampicina
8 Trimetropin
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Mil’g_efosine,

efosine for New World Cutaneous Leishmaniasis

L0, B. A. Arana,J. Toledo, N. Rizzo, J. C. Vega, A. Diaz,M.

BeGutierrez,M. Arboleda,J. D. Berman,
gnge, J. Engel,5and H. Sindermann.

= mlcal Infectious Diseases
-__: - 0_4 38 (1 May)

ﬂ-'a:: *Difftise cutaneous leishmaniasis responds to
-mlltefosme but then relapses

zewpa,.0.; Ulnch, M.; Blanco, B.; Polegre, M.; Avila, A.; Matos, N.1; Mendoza, 1.2; Pratlong, F.3;

Ravel, C.3; Convit, J.
British Journal of Dermatology, Volume 156, Number 6, June 2007, pp. 1328-1335(8)




NIEVAS teraplas
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3 PElf0) Emiicina topica y parenteral
‘ JHJ}G iliimod topico

.,_; BIfesionatos como risidranote y
: amldronato

=.-....
i

-
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= Plantas como licochalcone A y alcaloide
de guinolina
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=_-.-_Regulatory Strategy :

PROPHYLA,

SUISHIIND Filed - U.S. IND Filed
B Phigse 1 Trial (CCLVOO1- = Phas,f 1 Trial (CCLV001-02)

e

= —Pese-Escalation in-Healthy Subjects - Dose Escalation in

=

s ?Eti'ents
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_ Wi%h CL or ML
- - Immungenicity | - Safety &
ungenicity

|
10"ug S ug

| !




THE I EMAL 00 (MIPCTHELS DISDARE & VO, BML WO, 0o+ JULY 1N
© ey The Uimboruny of Chicagen AN rights resrosd . G020 - |09 99 I 00 430 O

The Lancet - Saturday 21 February 1987

Immunothermpy of Localized, Intermediale, and Diffuse Forms of
American Cotaneous Leishmanlesis

dscimin © navi, Pydira |- Castellamos, YVsnien §flrich,
Wlaanansils § avirs, Apbunis Rusdon,

Marin £, Pinandl, soris Bedrigees, Barry B, Blosm,
santimn Formice Lowrdes valeoilles,

snd Amdonen Wedsie

Frrewi e Frrsiimane e ooy vsa @ wrpman drmecscla amst

iifwrr Evviiem Colbegr af Mbalbine, Bune Yew Tari

Th clinivad ef fcacy of mmmsnocherapy for locabieed Americen ouaneow leishmasisos
wirh & combanarim o hear b ethel el e Tl S ST [Tl e dod
vablr 19U |Bacille Calmatie Ciucrimp b berm companed s i0h mgBamise anoimosis e
s Beerapy mnad with BOG sion s 8 conrolled clevicsi audy in 217 patiests. The muiilr
i Hie Mot Pana promips wore comparable, with >#09 cEnical cunm with am eerage ime
of W18 w regairesd Ton boaling. The cum e was conviderably lower (42%) and mose
peniomged. o (b group ioeiving B0 skoog. Secondany effeas ser obse vad in <5%
of the | FTCEYVInY O or BOG slone. In comirmt, $9% o

IMMUNRCTHERAFY YERSUS
CHEMOTHERATY IN LOCALISED
CUTANEDOUS LEISHMANIASIS

Jacmo Cosnam
ANTORID RONDON

PEDRO L CASTELLANOS
Maxia E. Preoarin
Marian UL AARIANELL A CASTES

Banny Brocs® Luoraarns GARCiA
Tremiaueo dr Fipmediooes [Momiverio dr Samidad v A devmie
SaruilfUnteeradad Covral & Fenearia), Canasan, Fmerweln;
o Albers Faveie Callepr of Maoficiar of Yediua Usiwrmry,
Herms, NY 1000, LIS

thie patiens reoely ing chemsotherapy sheraed shie effecti. High iherapeutic of ficacy wan
alwy et vl wking cofilined immunadheragy in patieniy with insermedisie and dilTuse
cotumen bmhmaniu who sers preimely saresposive (0.chemnothesspry. Cnit o clincal
irmpeerniess wis worn in all 11 palemcy sl imormediale fonss of the disease, and masibed
clinical improvement was observed in % of 1 papicnts with Jillime discass. The poslis
an the el iy of the o § vaswing in errapy for American OSEReOUS leink

maniasls provide a sireng rationale for o wdping it effecslveness in prophylscts rals

PATIENTS CURED
PERCENTAGE OF SIDE EFFECTS

| I e |

Chemotherapy immunoitherapy

INCIDENCE
OF SIDE EFFECTS

0 4 8 12

WEEKS OF TREATMENT

16 20 24 28
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Veletiserlideal,

splidoce respuesta efectlva tlpo | , CoN
rlp 0p|ados antigenoes celulares
ERSEourna
= ‘ﬂeproduuble trasferible y reproducible

=
-
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= 8 Induzca inmunidad por largo tiempo

§ Proteja contra mas de una especie de
leiIshmania .

§ Costo razonable







ﬁa Lucha de Siglos entre e Hombre
-yeI Bacilo...

Nacarid Aranzazu
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Lev. X

g=IRElieclacdo por |la lepra llevara les vestidos
[eS0aees Y desgrenada la cabeza, se
ue nasta el bigote e ira gritando:
= Impuro, impuro! Todo el tiempo que
- ure 1a llaga, quedara impuro. Es impuro y
~ habitara solo; fuera del campamento
tendra su morada."




ViiceeeeeyeRadlinfectious Disease/Original Article

Detectior

Christian J. Haas, PhD,1,2 Albert Zink, PhD,2 Gyorgy Palfi, PhD,3,
4 Ulrike Szemies, MD,5 and Andreas G. Nerlich, MD, PhD2







Microbiology and Infectious Disease/Original Article

Detection of Leprosy in Ancient Human Skeletal Remains by
Molecular |dentification of Mycobacterium leprae
evidencias muy sustentables es el hallazgo de 4
esqueletos de posibles enfermos de lepra en las
excavaciones arqueologicas realizadas en el desierto de
Dakleh en Egipto

Christian J. Haas, PhD,1,2 Albert Zink, PhD,2 Gyo6rgy Palfi,
B~ PhD,3, 4 Ulrike Szeimies, MD,5 and Andreas G. Nerlich, MD,

-
—

= PhD2

Key Words: Ancient DNA; Mycobacterium leprae; PCR; Paleopathol ogy;
Historic bone samples




SIGLO XIX
JE0Ide TODOS los tratamientos
B Empircos Imaginables
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e Aceite de Chalmougra




Con cambios sensoriales

Con lesionesde pié

Con ulceraciones Aruna
Kushta




2 subdivisién basada en una correlacién  clinica,
0gica e histopatol ogica (1962).

=%

en una clasificacion que correlaciona e cuadro clinico,
erologico e inmunol 6gico (1966).

e

e e
T
—

- Tipolepromatoso (LL)
- Tipo Tuberculoide ( LT)

Grupo Borderline:

Borderline lepromatoso (BL)
Borderline borderline(BB)
Borderline tuberculoide (BT)







Sulfonas

Dipheniltiour eas
Sulfonamidas de accion lenta

Clofazimina (Sintetizada por Barry y

usada en lepra por Browne). 1962




HANSEN G.H.A.1875. Chirurgical Review 55: 459-489 On the etiology of |eprosy
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The Nine-Banded Armadillo:
"~ A Model for Leprosy and Other Biomedical Research*
Eleamor E. Storrs’

NTERNATIONAL

The nine-banded armmadillo | Dasjye
pppemeinctus  Linn, ), a  primitive mam-
mal, has unicue potential for use in many
areqs of medical and biological research.
Amang characleristic: which meake thiz ani
mal o useful research model are: (a) 2 low
body temperature {32% —35° C}, (b) reg
lar prodoction of litters of monazvgous
quadruplet young, (e} possible weak im-
mune responses, (d) susceptibility to some
puman diseases, (e) long life span, {f)
ability to build up an oxygen debt, (g) a
complexly struchured  carapace which ap-
pears 1o mutate readily and (h) a delayed
implantation period of the blastocyst of
about 14 to 16 weeks duration,

Tt was bocause of this first factor, the low
body temperature, that [ first became inter-
mted in the armadillo as an animal model
'i.]rpn'l.‘-:.- sludies sinee it Wils Jmown that
prm’mr:icﬁmrl l[‘ph.l.!‘ ||||||tip'|i|:; Ix':: in
mn in the cooler regions of the bady. Once

et can be used for inocalation, and the
others reserved for future Fwﬁnl']ing if [rosi-
tive results arc obtained.

The long life span of the armadillo [ esti-
mated at 12 to 15 vears) i advantageous
for the study of discases which develop
slowly. Aleo, preliminary results indicate
that the immune responses of this animal
IIIEI!' 1".‘ “'I'.HL [Ea:l.

In addition to apparent susceptibility te
leprosy, the armadifle is susoeptible to oth-
or diseases of man, including relapsing fe-
ver, exanthematic typhus, murine typhus,
trichinosis, and schistosomiasis | vide in-
frai. Thus the potential of this animal for
wie in diseage trapsmission and  chemo-
therapy studies could be sgnilcant.

DESCRIFPTION

Taxonomy and evolution. The mnine
banded armadillo, Desypus novemcinctus,
Linn., is a mammal of the Subclass Euth-

lbe US.]
tce Frogram issued 1 “Joint Report on Re-  ued.

JOURNAL OF

And Oher Mfcubadén Diseases ) &, Wiy 107;

Touour 39, Nusiegg 3

, June-Serrianen, 1971

ot )

\x r.
F

¥

Adempls fo Establish the Amadilo (Dasypus novemcinctus
Linn) as a Model for the Study of Leprosy

|- Report of Lepromatoid Leprosy in an
Experimentally Infocted Armacnﬂu‘

W. F. Kirchheimer and Eleanar £ Stors?

In October 1985 the Leprosy Panels of ~ epromatous disesse. Therefore, search for

apan Cooperative Medical Sei-  suitable animal models should be conlin-



The Nine-Banded Armadillo:

A Model for Leprosy and Other Biomedical Research":
Eleamor E. Storrs’

The nine-banded armmadillo | Dasjye
pppemeinctus  Linn, ), a  primitive mam-
mal, has unicue potential for use in many
areqs of medical and biological research.
Amang characleristic: which meake thiz ani
mal o useful research model are: (a) 2 low
body temperature {32% —35° C}, (b) reg
alar prodoction of liters of meomazygons
quadruplet young, (e} possible weak im-
mune responses, (d) susceptibility to some
puman diseases, (e) long life span, {f)
ability to build up an oxygen debt, (g) a
gmp'lr-lh‘ st ructured Ciraace which ap-
pears to mutate readily and (h) a delaved
implantation period of the blastocyst of
about 14 to 16 weeks duration,

At was because of this first factor, the low
body temperature, that [ first became inter-
mted in the armadillo as an animal model
'I.lupn'l.‘-:.- sludies sinee it Wils Jmown that
prm’mm:n'mrl ll.fph.l.l‘ ||||||tip'|i|:; Ix':l in
man in the cooler regions of the bady, Once

set cin be used For inscalation, and the
others reserved for future breeding if posi-
tive results arc obtained.

The long life span of the armadillo [ esti-
mated at 12 to 15 vears) i advantageous
for the study of discases which develop
slowly. Aleo, preliminary results indicate
that the immune responses of this animal
IIIEI!' 1".‘ “'I'.HL [EQ:I.

In addition to apparent susceptibility te
leprosy, the armadifle is susceptible to oth-
or diseases of man, including relapsing fe-
ver, exanthematic typhus, murine typhus,
trichinosis, and schistosomiasis | vide in-
frai. Thus the potential of this animal for
wie in diseage trapsmission and  chemo-
therapy studies could be sgnilcant.

DESCRIFPTION

Taxonomy and evolution. The mnine
banded armadillo, Desypus novemcinctus,
Linn., is a mammal of the Subclass Euth-

n

JOURNAL GF 1
And Other M:fcubadérl
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Attempts to Establish the Armadillo (Dasypus nevemcinctus
Linn) as a Model for the Study of Leprosy

I. Report of Lepromatoid Leprosy in an
Experimentally Infected ArmuJ’iHn‘

W. F. Kirchheimer and Eleanor E. Stores®

In PduhEr 1985 the Leprosy Panels of lepromatous disease. Therefore, search for
the U.S.-Japan Cooperative Medical Sei-  suitable animal models should be contin-
mee P':f)gr:uu isswed a “foint Report on Re-  ued,
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ieuaTosal Jorerxar oF LEpunsy Vislume 30, Numilser 2
Priwied m the (7.5.4.

A. INTRODUCTORY REVIEW OF LEPROSY RESEARCH

The Impact of Experimental Human Leprosy in the

Mouse on Leprosy Research
R. J. W. Rees'

In no field of medicine has greater prog-  in the last ten years, bearing in mind that

s been made than with the infections all the studies had by necessity to be
diseases—all within the last hundred years. adapted to in vivo conditions.
This has applied to all diseases caused by
bacteria and, more recently, many of those
cased by viruses. These advances in
Imowledge, whether they have been on the

- microbiologic, pathologic, preventive or
= = therapeutic side, have evolved, at every
e = stage, cither from studies related to in vitro

S
M

= = —— wltivation of the causative organism and/
S Or from infections in experimental ani-

- @ mals Unfortunately the causative organism

. Fic. 3. \'nl:htl.lr .'\'-'t'r"]lltlr_f of F'll-.‘llfl rI.II'I||'HH] in a |]l:| |]|l'['|'J.'II'ii-'ff'1_F-i'I'I';l.tIiilti"(l Molse in=
ected locally with 107 M. leprae 11 months earlier.
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Thangarasioso | .

SJpG{j)deo Dismutasg

Mustafa 1986
(Estimula cglulas T) &

Proteina. Proteti.’(pra wea—— 8 8
Gerber 1992 -,

70 kD

65 KD
35KD Young ‘PGL-1(B
19851999 1980

Arabinoga
Gaylordy

&

Peptidoglican
Draper 1976




BVa clasificacion para fines terapéuticos

es. ePaucibacilares:

o
-.- - - #— -
e i,

=

S
—
e

,_‘—'-lif%gf(jmatosa -Borderline tuberculoide

Ine lepromatosa -Lepratuberculoide

Ine Borderline -Indeterminada




e Asamblea de la OMS 1991

» olucmn 44 conmina a los Estados

Tembros para promover las medidas de control

f::ﬂﬂcluyendo MDT para la eliminacion de la lepra
= como problema de salud publica para el afio
2000 (menos de 1 caso por 10000
habitantes)




Noviembre 1999

i.

al’ses gue en 1985 eran endemicos bajaron su

ale'ncia asta la eliminacion del problema como
em|a S0l 24 paises permanecieron con prevalencia

== = fa-prevalenua global para 1999 es de .4 por 10.000
= habitantes
- ® |3 incidencia persiste estable diagnosticandose para
1998, 805.000 casos nuevos

e [ aeliminacion de la lepra se prolongo hasta el
ano 2005




Drianer B doveiealsivalls of Micebacterium leprae Int. J. L epy44;

)5-9)8). - " . —

3/1 of ¢l ‘Y Brennan;, P-J. 1987 Leprosy and theLepresyhacillius:
CEr de pment IRfCharaClEniZal e @ antlgens andnmunology ef

565 Annual rfeview oft micrebiology, 41, 645-675.

Br~rm~n »PJ sarree, W.W., 1980 Evidences for species-specific




BCG plus Killed M.

Leprae

Mycobacterium W

Mycobacterium ICRC
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Mycobacterium leprae *—
3,268,203 bp g
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