TRATAMIENTO MEDICO DEL CANCER
DEL CANCER CUTANEO:EL PRINCIPIO

DE UN SUENO

F &
||||||||||||||||||||||||||||||




Introduccion

» Queratosis actinicas: creciente interés

« Campo de cancerizaciéon
* 10% Q.Acts a los 10 afos: C. epidermoide
 Importancia de tratamiento

sEspectacular desarrollo terapéutico




Fisiopatologia de las queratosis actinicas

aK 1 AK 1l AK NI SCC
pa3 RAS pl16 2
?
Metastasis

Mindl, Stockfleth, Idol Cancer, 2006

Sinergiaoncogenica, aneuploidia
perdidas cromosdémicas, citocinaab errantes




PKC &/ Fox p3
ALTERACION
INFLAMACION APOPTOSIS

Ac.Araquidonico

ESTRES
OXIDATIVO

| MUTAGENESIS |

CRECIMIENTO'Y | INMUNOSUPRESION |
DIFERENCIACION Toll like receptors
CELULAR

REMODELACION
TISULAR

Tipos de cancer cutaneo

* Neoplasias Queratinociticas:
— Queratosis actinicas
— carcinoma basocelular
— carcinoma espinocelular

* Melanoma

» Otras neoplasias:
— dermatofibrosarcoma protuberans
— carcinoma de células de Merkel
— linfomas cutaneos

—sarcoma de Kaposi
—otras




Dead
Cornified Cells

Squamous
Cells

Basal Cells

Squamous Cell Carcinoma

Basal Cell Carcinoma
™ Malignant Melanoma

Los tres tipos de cancer mas frecuentes se denominan
segun el tipo celular en el que se originan

Las tres formas mas frecuentes de cancer cutaneo

Basal Cell
- 82% -

Squamous
Cell
- 14% -

Melanoma
- 4% -




Evolucion de tratamientos

1990: Cirugia, Rty 5-FU
1995 Imiquimod

2005: MAL-TFD

2010: Imatinib

2012: Diclofenaco
2013: Ingenol mebutato
2013: Vismodegib
2014: ALA nanosomado
2014: 5-FU+salicilico

Terapia Fotodinamica




TFD-Mecanismo de accién

mitocondria

Administracion
exdgena

ALA

citoplasma

Experiencia IVO — TFD

Inicio 1996
Total 2062 Casos
440 con ALA

1622 con MAL

M etvix® 2005
1 SESION 50%
2 SESIONES 70%

RESPUESTA PARCIAL
80%




Presencia de fluorescencia

TFD-Mecanismo de accion

Administracion
exdgena de

ALA

*Radicales de Oxigeno— Dafio de membranas
celulares

*Apoptosis

*Regulacion de la matriz extracelular—>MTPS

=Efecto inmunoldgico

Complemento

*Proteinasas

*Produccion de clénes especificos de Linf T




TFD — Queratosis actinicas

» Experiencia en cuanto a estudios publicados

— 2000: Lanzamiento ALA-PDT en USA (hidrofilico)

— 2005: Lanzamiento MAL-PDT en Eumopa (lipofilico)
— 2013: Lanzamiento ALA-nanoemulsion (liposolubilidad +
sistema conservante)

* 69-93% de respuestas completas
- Alto grado de satisfaccion
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TFD - Dolor

DERMATOLOGICAL SURGERY AND LASERS British Journal of Dermatology 2009 161, pp353—356

Comparative study between cold air analgesia and
supraorbital and supratrochlear nerve block for the
management of pain during photodynamic therapy for

actinic keratoses of the frontotemporal zone

C. Serra-Guillen, L. Hueso, E. Nagore, M. Vila,* B. Llombart, C. Requena Caballero, R. Botella-Estrada,
0. Sanmartin, A. Alfaro-Rubio and C. Guillen

Department of Dermatdlogy, Instituto Valenciono de Oncologia, Valmcia 46009, Spain

TFD - Dolor

British Journal of Dermatology 2008 158, pp740-746

DERMATOLOGICAL SURGERY AND LASERS

Continuous activation of PpIX by daylight is as effective as
and less painful than conventional photodynamic therapy
for actinic keratoses; a randomized, controlled,
single-blinded study

S.R. Wiegell, M. Haedersdal, P.A. Philipsen, P. Eriksen,* C.D. Enkt and H.C. Wulf

Department of Dermetdlogy, Bispebjerg Hospital, University of Copmbagen, Bispebjery Bakke 23, 2400 Copenhagen NV, Denmadc
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Daylight PDT
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Fluorescencia
> Selectividad MAL

72 horas tras TFD
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OPEN 6 ACCESS Freely available online @ ‘PLOS | ONE

A Network Meta-Analysis of the Relative Efficacy of
Treatments for Actinic Keratosis of the Face or Scalp in
Europe

Stefan Vegter?*, Keith Tolley®

1 University of Groningen, Department of Pharmacy, Greningen, the Netherlands, 2 Vegter Health Economic Research, Groningen, the Netherlands, 3 Tolley Health
Ecenomics Consultancy Ltd, Buxton, United Kingdom

Methods: A network meta-analysis (NMA) was performed on the outcome “complete patient clearance”. Ten treatment

modalities were included: two 5-aminolaevulinic acid photodynamic therapies (ALA-PDT), applied as gel (BF-200 ALA) or
patch; methyl-aminolevulinate photodynamic therapy (MAL-PDT); three modalities with imiquimod (IMI), applied as a 4-

week or 16-week course with 5% imiquimod, or a 2-3 week course with 3.75% imiquimaod; cryotherapy; diclofenac 3% in
2.5% hyaluronic acid; 0.5% 5-fluorouracil (5-FU); and ingenol mebutate (IMB). The only data available for 5% 5-FU was from

Results: 25 trials on 5,562 patients were included in the NMA. All active treatments were significantly better than placebo.
BF-200 ALA showed the highest efficacy compared to placebo to achieve total patient clearance. BF-200 ALA had the
highest probability to be the best treatment and the highest SUCRA score (64.8% and 92.1%), followed by IMI 5% 4 weeks
(10.1% and 74.2%) and 5-FU 0.5% (7.2% and 66.8%).

Conclusions: This NMA showed that BF-200 ALA, using narrow-band lights, was the most efficacious treatment for mild to
moderate AK on the face and scalp. This analysis is relevant for clinical decision making and health technology assessment,
assisting the improved management of AK.

Competing Interests: The research was funded by Biofrontera, Germany. The authors have no other conflict of interests that are directly relevant to the content
of this paper.

Conclusiones TFD

 Indicado especialmente en pacientes
poco cumplidores

» Alta eficacia

» Satisfaccion

Day-light TFD
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Imiquimod
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» Mayor numero de trabajos publicados
Muy eficaz: 50-70% respuestas completas

 Menor nimero de recidivas: 8%-12%al afio
e Control histologico

Vehicle-controlled, randomized, double-blind study
to assess safety and efficacy of imiquimod 5% cream
applied once daily 3 days per week in one or two courses

of treatment of actinic keratoses on the head
A. Alomar, J. Bichel* and S. McRaet British Journal of Dermatology 2007 157, pp133—14

with respect to AK lesion clearance. At both 8-week post-treatment visits, the
negative predictive value of the investigator assessment Wa for clinical

assessments vs. histological results.

A randomised study of topical 5% imiquimod vs. topical
5-fluorouracil vs. cryosurgery in immunocompetent
patients with actinic keratoses: a comparison of clinical
and histological outcomes including 1-year follow-up

N. Krawtchenko, ). Roewert-Huber, M. Ulrich, I. Mann, W. Sterry and E. Stockfleth 10
British Journal of Dermatology 2007, 157 (Suppl. 2), 34—4C “:-
1e NPVs of the clinical clearance based on histology were
@ n the IMIQ group, 70% in the 5-FU group, and 47% in
2108
the cryotherapy group (Fig. 1). 0%

Tmiquined
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(J Am Acad Dermatol 2012;66:€131-7.)

A randomized pilot comparative study of topical
methyl aminolevulinate photodynamic therapy versus
imiquimod 5% versus sequential application of both
therapies in immunocompetent patients with actinic
keratosis: Clinical and histologic outcomes
Carlos Serra-Guillén, MD* Eduardo Nagore, MD,* Luis Hueso, MD.? Victor Traves, MD.”

Francesc Messeguer, MD," Onofre Sanmartin, MD.* Beatriz Llombart, MD," Celia Requena, MD,*

Rafael Botella-Estrada, MD." and Cardos Guillen, MD*

Valemcia, Spain

PDT Imiguimod PDT vs
(n = 40) (m=33) Imiquimod
Clinical response NS
Partial 30 (75%) 19 (58%)
Complete 4 (10%) 9 (27%)
Histologic response 033
Presence of AK 18 (45%) 7 (21%)
Absence of AK 22 (55%) 26
Clinicopathologic response .055
Incomplete 36 (90%) 24 (73%)
Complete 4 (10%) 9 (27%)

Imiquimod

e 3veces ala semana durante 4 semanas
* Evidentes efectos secundarios locales!!!
* 10% de cuadro pseudogripal

18



19



CBC de localizacion complicada

Fersisiencis ool 1 mes ras 110

1 s tras i et 2 ciclo

Mujer, 85 afios. Basocelular recidivado.
Poca predisposicion a la intervencion.
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Imiquimod 2.5% and 3.75% for the treatment of actinic
keratoses: Results of two placebo-controlled studies of
daily application to the face and balding scalp
for two 2-week cycles

Neil Swanson, MD,* William Abramovits, MD,” Brian Berman, MD, James Kulp, BS,*
Darrell S. Rigel, MD,“ and Sharon Levy, MDY
Portland, Oregon; Dallas, Texas; Miami, Florida; Exton, Pennsylvania; and New York, New York

J Am Acad Dermatol 2010;62:582-90.

Table IV. Incidence of local skin reaction of severe

intensity by treatment group

Endpoint Placebo

Paticnts 159
[leebodaily No treatment | Placcbo daily No reatment follow-up ’ Severe intensity
Any LSR 2(13)  33(206) 54 (338)
| Scrocaing ! 2.5%daily | Notreatment | 2.5% daily No treatment follow-up ’ Erythema, n (%) 0(00) 23(144) 40 (252)
Edema, n (%) 000  6G8 9(57)
Weeping/ 0 (0.0) 2(13) 9(5.7)
[ 3.75%daily  Notreatment 3.75% daily No treatment follow-up ’ exudate, n (%)
Flaki i 213 7 (4.4 13 (8.2
CLo0o pitieei L 82)
Basine [} 23 4SS 6 10 " Scabbing/ 0000) 1504 220138
Visit Weeks crusting, n (%)
Erosion/ 0(0.0) 15 (9.4) 17 (10.7)

ulceration, n (%)

Conclusions: Both imiquimod 2.5% and 3.75% creams were more effective than placebo and were well
tolerated when administered daily as a 2-week on/off/on regimen to treat actinic keratoses.

Imiquimod neoadyuvante:IVO

» Estudio en 35 pacientes.

* Previo a cirugia de Mohs:

—reduccion del defecto resultante
(citorreduccion tumoral)

—regimenes eficaces, bien tolerados, 5/sem
X 6 semanas

21



Imiquimod neoadyuvante

« Comparacion con resto de pacientes
tratados con cirugia de Mohs:

—Tronco y periocular excluidos.
» 35 pacientes conimiquimod previo.
» 420 pacientes de la base de datos.

22



Imiquimod neoadyuvante

« No es infrecuente la DESAPARICION
COMPLETA del tumor. ¢No Mohs?, si

vigilancia clinica estrecha y eficaz posible:

— palpacion (labio, mejilla)
— ecografia.

» Falsa respuesta si es una recidiva
COMPONENTE PROFUNDO.

23



Crioterapia +
Imiquimod:
Crioinmunoterapia

DOI: 10.1111/].1468-3083.2011.04177 .x JEADV

ORIGINAL ARTICLE

A pilot study of clinical efficacy of imiquimod and
cryotherapy for the treatment of basal cell carcinoma
with incomplete response to imiquimod

F. Messeguer, C. Serra-Guillen, B. Echeverria, C. Requena, O. Sanmartin, B. Liombart, C. Guillen
E. Nagore”

Department of Dermatology, Instituto Valenciano de Oncologia, Valencia, Spain

Conclusions Cryotherapy applied to treat imiquimod-refractory basal cell carcinoma seems to sensifize the
tumour to the effect of the drug, thus reducing the percentage of patients who need surgery after an incomplete
response to imiquimod. Further studies are necessary to confir these findings.

Received: 24 February 2011; Accepted: 20 June 2011
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CRIOIMNUNOTERAPIA

* Larespuesta
inmune
desencadenada por
la criocirugia se
debe a la liberacion
de antigenos,

Tumor Microenvironment

capaces de

estimular a las @ moere

células e Moo e
presentadoras de

antigenos.

» Estudio abierto en el que
recogemos 24 C. basocelulares
de 21 pacientes refractarios a
Imiquimod.

» Lacrioterapiase aplico a 3 cm
del tumor, en forma de 1 ciclo de
20 segundos antes del inicio de
una nueva pauta de imiquimod
(5 veces alasemana 6
semanas)

25



*CRIOINMUNOTERAPIA:
Alternativa interesante en

metastasis cutaneas por
MM

26



CONCLUSIONES

1. Una alternativa a tumores con
poca respuesta al IMQ
realizarles crioterapia y acabar
un ciclo

2. Valorar este tratamiento de las
metastasis cutaneas de mm

3. 75% de respuestas en
c.basocelulares

Tratamiento muy eficaz clinicamente e
histologicamente

Efectos secundarios evidentes que
condicionan su uso

Paciente + entorno familiar adecuados
Alternativas a posologia

27



Diclofenaco

Mecanismo de accion Diclofenaco

Acido Diclofenaco
Araquiddnico

Inhibidor de COX-2

Actividad antitumoral

Ci . mediada principalmente por
iclo-oxigenasa . . 4

COX-1, COX-2 lainduccion de la

apoptosis

Proliferacion

Inflamaci6n Angiogénesis W Apoptosis tumoral

A Apoptosis

28



Diclofenaco 3% en &cido hialurénico al 2,5% gel

Diclofenaco
3% en gel

Acido hialurénico
Incrementa la concentracion e\ _
de diclofenaco en la —
epidemis R " s
-2 aplicaciones al dia
-Durante 3 meses

-Amplia zona de tratamiento

200em?

D. Pirard - P. Vereecken + C. Mélot - M. Heenen Arch Dermatol Res (2005) 297: 185-189

Three percent diclofenac in 2.5% hyaluronan gel in the treatment
of actinic keratoses: a meta-analysis of the recent studies

-3 estudios comparado con placebo
-364 pacientes

-Eficacia:
40% de respuestas clinicas completas

29



Dcldwrac  Pacsts

anl AP Al B

Tk et s ] I e

Wolf. Int J Dermatol 2001

Dia del mes J

Ao

AR
s R
2R
SRR
8 X%e-n
8 %R
By u..nu‘

Je
L
SRR
758
s
Vil
SRR
JRE
L]
Y

470
S0
PRl

858 Lee e

R

430

259 [
540 1 20| s
RO ;

30



Conclusiones Diclofenaco

* Eficacia limitada
» Tratamiento incOmodo (posologia y reaccion local)
» Tratamiento de segunda linea

Mantenimiento, en pacientes con poca
cantidad de lesiones asociado a un
fotoprotector
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5-Fluoracilo

Caracteristicas 5-Fluoracilo

(5-FU): analogo de la pirimidina que
reduce la sintesis de ADN mediante la
inhibicion de la encima timidil sintetasa —
apoptosis

Heterogeneidad de los estudios clinicos
Concentracion y duracion del tratamiento

Desde hace afos formula magistral
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Review International Journal of Dermatology 2009, 48, 453-463
Effectiveness of 5-fluorouracil treatment for actinic keratosis —a
systematic review of randomized controlled trials

Deborah A. Askew, PhD, Sharon M. Mickan, PhD, H. Peter Soyer, MD, FACD, and
David Wilkinson, BSc(H), MBChB, MS¢, MD, PhD, DSc, FRCP, FRACGP, FAFPHM

13 estudios
-8 estudios 5FU al 5%
-5 estudios 5+U al 0,5%

Patients achicving clearance of 100% of lesions

Across the studies, an average of|49.0% |(range, 0% —96%)
of patients treated with §-FU» ey z}nd

(14.9-57.8%) of patients treated wit 5-Fus™—=2

were reported as achieving clearance of 100% of lesions.

Low-dose 5-fluorouracil in combination with salicylic acid
as a new lesion-directed option to treat topically actinic
keratoses: histological and clinical study results

E. Stockfleth, H. Kerl,* T. Zwingerst and C. Willers}

Department of Dermatology, Venereology and Allergy, Berlin University Medical Centre, Charité Skin Cancer Centre, Schumannstr. 20/21, 10117 Bedin,
Germany

British Association of Dermatologists 2011 165, pp1101-1108

Methods This was a randomized, placebo-controlled, double-blind, parallel-group,
multicentre trial. Patients received topical low-dose 5-FU/SA once daily, its vehi-
cle or diclofenac HA twice daily for a maximum of 12 weeks. The final evalu-
adon was at week 20. The primary objectives were to demonstrate the
histological clearance rate of one predefined lesion. The secondary objectives

were the improvement of treated lesions, tolerability and safety.
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B0 — o wi
Weaek 12
B0 — — P < 0-0001 — ———P<0-01 70| B Week 20
> = 0-0013
60 — P 0-001 . P < 0-001
g = 50 —
2 2 40—
§ E
= T -
5 h 30
20—
5-FU/SA vehicle 5-FU/SA Diclofenac HA 0
5-FLVSA vehicle 5-FU/SA Diclofenac HA
Aclaramiento histolégico | Respuesta completa
P =0-0087
80 3 week 12 P <0001 — ————P <0001
70— M Week 20
&0 —
2 50—
2
2 40
L]
& 30
204
10+
5-FU/SA vehicle 5-FUISA Diclofenac HA
Lesiones clinicamente curadas Stockfleth. Br J Dermatol 2011
Table 4 Summary of reatment-emergent adverse events (incidence > 5%) by system organ class (safety set)
Treatment group 5-FU/SA vehicle Low-dose 5-FU/SA Diclofenac HA
Total TEAEs, n (%) 83 (84:7) 178 (95-2) 142 (76'8)
General disorders and administration-site reactions 74 (75°5) 174 (93-0) 118 (63:8)
Administration-site reactions, related (total) 74 (75°5) 172 (92) 116 (62:7)
Application-site irritation 60 (61-2) 161 (86-1) 71 (384)
Application-site inflammation 35 (357) 137 (73-3) 71 (38'4)
Application-site pruritus 40 (40-8) 84 (44-9) 72 (389)
Infections and infestations 8 (82) 19 (10°2) 10 (10°3)
Musculoskeletal and connective tissue disorders 6 (61) 5 (27) 4 (2:2)
Neoplasms benign, malignant and unspecified 9 (92) 10 (5:3) 13 (7-0)
Nervous-system disorders 7 (71) 5 (27) 7 (38)
Skin and subcutaneous tissue disorders 7(7:1) 24 (12-8) 34 (184)

HA, hyaluronic acid; 5-FU/SA, 5-fluorouracil 0-5%/salicylic acid 100%; TEAE, treatment-emergent adverse event.




Conclusiones 5 Fluoracilo

Respuesta clinica muy buena
Reaccion local evidente
Formula magistral

Evaluar-Experiencia de nueva
formula
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Ingenol Mebutato

» Euphorbia peplus

=

36



El procesamiento quimico de la savia de
Euphorbia peplus ha permitido aislar a ingenol
mebutato (PEP005), como el agente activo frente
a determinadas dermatosis.

_ — }(ﬁ» —> ,-)E”ﬁt

e La muerte celular primaria se
produce en un periodo de 3-
5 horas tras la aplicacién del
famaco en la epidermis con
concentraciones altas de
ingenol mebutato

e Las concentraciones altas de
ingenol provocan una
hinchazén mitocondrial,
alteracion de otros organulos
celulares y la desintegracion
de la membrana celular, que

1. Rosen RH, etal.J Am Acad Dematol2012;65:486-493. finalmente Condwe a Ia

necrosis celulart
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La respuesta inmune se
desencadena a concentraciones
bajas de ingenol mebutato en la
dermis.

Ingenol activala protein kinasa

. . e g : os C, ( mas expresada en células

D B LV i dafiadas por RUV) liberacion
. especifica de citoquinas y la

(&) Meuropti

o Lywghacye
et activacion de las células
o E-sslectndCAM-1

endoteliales conduciendo a la
infitracién de neutrdfilosy otras
células inmunitarias que

1. Bernan B.Clh Cosmett InvestDermatol 2012;5: 111122 destruyen las células tumorales.
2. Rosen RH,etal.J Am Acad Dematol2012;66:486-493.

The NEW ENGLAND JOURNAL of MEDICINE

ORIGINAL ARTICLE

Ingenol Mebutate Gel for Actinic Keratosis

Mark Lebwohl, M.D., Neil Swanson, M.D., Lawrence L. Anderson, M.D.,
Anita Melgaard, M.Sc.Stat., Zhenyi Xu, M.D., and Brian Berman, M.D., Ph.D.

N ENGLJ MED 366;11 NEJM.ORG MARCH 15, 2012




Estudios en cara o cuero cabelludo:
respuesta por localizacion anatémica

Aclaramiento completo

Aclaramiento parcial 275%

(CIENY))
Ingenol
150 mcg/g gel Pla_czt;t())o
(n=277) (n=270)
c 104/220 9/220
ara 47% 4%
Cuero
13/57 1/50
cabelludo 23% 206

(CIERY))
Ingenol
150 mcg/g gel Pli(;léo
(n=277) (n=270)
157/220 18/220
71% 8%
20/57 2/50
35% 4%

MENGL) MED 366111 NEJM.ORG  MARCH 15, 2012

Estudios del tronco o extremidades:
respuesta por localizacion anatémica

Aclaramiento completo

Ingenol
500 mcg/g gel P:ﬁ;%go
(n=226) (n=232)
B 49/142 71149
razos 3506 506
D 10/54 0/56
0rso manos 19% 0%
) 11/14 2/11
Torax 79% 18%
7/16 2/16
Otros? 44% 13%

a.Espalda, muslos y
honbros.

M ENGL ) MED 36611  NEJM.ORG

Aclaramiento parcial 275%

Ingenol
500 mcg/g gel Plé(;%go
(n=226) (n=232)
75/142 11/149
53% 7%
16/54 1/56
30% 2%
12/14 2/11
86% 18%
8/16 2/16
50% 13%

MARCH 15, 2012




 Caray cuero cabelludo
—gel 0,015%

—-1v/d

 Tronco y extremidades

—gel 0,05%
—1v/d x 2 dias

x 3 dias

Ingenol mebutao
gel 0,05%

Ingenol mebutao
gel 0,015%

5FU
Imiquimod 2,5%-
3,75%

Diclofenam
sodico gd 3%

Imiquimod 5%

> 1am ;
2104 ook '
e | |
1§ et 2 s Ieptrep ot pkch (0] et Rpatmn | i
10— 1

| N0 17 e

Berman. Cutis 2012
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Antes de tratamiento

1 dia después de tratamiento

14 dias después de tratamiento
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Antes de tratamiento

- ldiatras tratamiento

Antes de tratamiento

2 semanas tras

1 diatras tratamiento

2 meses tras tto

42



Reaccion local de Ingenol Mebutato

Inmediata

Mas intensa en la cara > cuero
cabelludo > el tronco y extremidades

Bien tolerada
En dos semanas se resuelve
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Conclusiones Ingenol mebutato

» Esquema de aplicacion mas sencillo y
corto

* Respuesta clinica buena

» Efectos secundarios generalmente bien
tolerados

« Recomendable en pacientes que han sido
sometidos previamente a otros
tratamie ntos

REVIEW ARTICLE British Journal of Dermalo[t[gy

Network meta-analysis of the outcome ‘participant
complete clearance’ in nonimmunosuppressed participants
of eight interventions for actinic keratosis: a follow-up on a

coch rane review British Journal of Dermatclogy (2013) 169, pp250-259
A.K. Gupta™* and M. Paquet®

'"Division of Dermatology, Department of Medicine, University of Toronto, Taronto, ON, Canada
zMedipmbe Beearch Inc., Londan, ON, Canada

Evaluan: Imiquinod, 5-fluoracilo, MAL-TFD,
ALA-TFD, Diclofenaco, crioterapia, ingenol
mebutato

Concluyen en un ranking de eficacia

44



Ranking de Eficacia

» 8° Placebo

» 7° Diclofenaco/Hialuronico

» 6° Crioterapia

* 5°MAL-PDT

* 4° Ingenol Mebutato

* 3° Imiquimod

* 2° ALA-PDT (no nanoemulsion)
* 1°5FU

Br J Dermatol 2013, 169

Conclusiones

* No existe un tratamiento perfecto para
las queratosis actinicas

» Cada caso es distinto: edad,
condiciones.........

* Muchos de los pacientes reciben varios
tratamientos
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CARCINOMA
BASOCELULAR

Nueva terapeutica sistémica
VISMODEGIB

Origen Celular del CBC

Stem cells multipotentes del

foliculo piloso
Localizadas en la
protuberancia del foliculo
(bulge)

Su mantenimiento y
proliferacion se encuentra

regulada por lavia Hedgehog

Originan tanto progenitores
epiteliales de la epidermis que

se diferencian en epitelio
estratificado como
progenitores del foliculo
piloso

Sufren mutaciones por UVA
gue afectan alavia Hedgehog,

induciendo proliferacion

L
L
e
Iﬂ
R e, [~
_||r|..-.|. — *
|
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119999900000 ]
m Y] | il

Microtubula Costal
Suppressor of Fused
Fused kinase

L Gli

Ublqultllamon y proteoliss en
el proteasoma

?-

——oS e
—|— —_ e

Smoothened

000
IIIIIH‘A“!.

! 0 0OOCOCC0
)
‘-‘A‘t .1.!.1.1'1'1 000G

vevevererer
i)
L l.l’l‘-‘- $‘$' .l.l.l.l'l'l

)]

= S
= Corepresor ES
si %P Transcripcion

i
proteolizado mmmm OO
[ SNAL

Genes diana de Gli

?Q\

/ |

( —
\ Tt/

— — |

PROLIFERACION, DETENCION DIFERENCIACION, ANTIAPOPTOSIS
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Pocos CBC progresan a formas de dificil tto

BASES GENETICAS DEL CBC DEL GORLIN

¥ Pérdida frecuente de 9q.

F Gen responsable localizadoen
9922.31

Mutations of the Human Homolog
of Drosophila patched
| in the Nevoid Basal Cell Carcinoma Syndrome

PTCH1 G
¥ Codifica PTCH, un receptorde la via
de sefializacién Hedge hog.

996: 85:85:84151,
96 ; 272:1668-i
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BASES GENETICAS DEL CBC ESPORADICO

Patched

it
:t:\:x:::::t:x:x:x:l:x}:l Hifli
W

BC000000000000C0C00 0OCCOC0000000000C0CCCE0000000000
X ) X )
NS KA ASKIONINNK

Costal
Suppressor of Fused
Fused kinase
Gli
30*-50**%
UVespecificas | = = = & 1% de los CBCs
= — 7 = o esporadicos

g » Transcripcion

0000000 0000 AAeRURRBRR 00

Estudio Fase 1

Basal 5 meses

Inhibition of the Hedgehog Pathway
in Advanced Basal-Cell Carcinoma

* Vismodegib: inhibidor oral selectivo de SMO e e

» Concentracion fija independiente de dosis Copight © 2009 Massachusetts Medical Socey.
e SinToxicidad limitante de dosis

» Dosis diaria de 150 mg/d elegida para posterior desarrollo clinico

» Tasa de respuesta global: 58%

Mediana de duracién de respuesta: 12.8+ meses (3.7-26.4+
meses)

51



A Before treatment After treatment A.-

60 afios

Sindrome de Gorlin
Lesiones en cuero cabelludo
Evaluado como Respue sta
parcial®

B Before treatment After treatment

B.-
CBCla
Mujer
41 afiost

C.-

CBCm (metastasis en pulmon,
hueso y tejido blanco)

Varon

67 afios

Evaluado como Respue sta parcial®

2 icetal EADO2011




Espasmos musculares

Alopecia

Disgeusia

Astenia, anorexia y pérdida ponderal
(posiblemente sea la TLD). Aparece a los

6-8 meses de tto, mas compleja en
pacientes de edad avanzada
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9° MES
RCCLINICA, HISTOLGGICA YRADIOLOGICA
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4° MES
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3er MES

Uso neoadyuvante?

Influencia del tipo histologico en la
respuesta?

Desarrollo de resistencias al tratamiento?
Alternativas en los casos sin respuesta?
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FUNDACION
INSTITUTO VALENCIANO DE ONCOLOGIA

iGracias!
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