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INTRODUCAO

Pré-
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TGF-B 1
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« TGF-B1:Inflamacao, disrupcéo das fibras elasticas

e deposicao de fibrina. ‘

+ Sobre-expressao TGF-f1 induz os fibroblastos a

Alteragdes
citogenéticas

depositar mais colagénio
— placa fibrética.

f’”"ﬁy
A’O
CENTRDO Hospital de Santo André Accredited by E

HOSPITALAR Joint Commission International *
L E- I R I A




HISTORIA NATURAL

FASE

FASE AGUDA CRONICA

48% tcurvatura N _

||— 34% das placas fibroticas calcificam
. Levine etal 2014

40% estabiliza

40% dor

Resolucao espontanea €

rara (<10%)
Gelbard etal 1990
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HISTORY & PHYSICAL
BASK ASSESSMENT
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Peyronie’s Disease: AUA Guideline

Ajay Nehra, Ralph Alterowitz, Daniel J. Culkin, Martha M. Faraday,
Lawrence S. Hakim, Joel J. Heidelbaugh, Mohit Khera, Erin Kirkby,
Kevin T. McVary, Martin M. Miner, Christian J. Nelson, Hossein Sadeghi-Nejad,

Allen D. Seftel, Alan W. Shindel and Arthur L. Burnett
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TRATAMENTO MEDICO

Diagnostico e referenciagao precoce — maior eficacia
na fase inicial da doenca.

Objectivos do tratamento:

« Estabilizar a inflamacao e a placa peniana;
« Diminuir a progressao da doenca;

* Diminuir a dor peniana

Tratamento oral e minimamente invasivo: 12 LINHA
Até recentemente, nenhum destes tratamentos tinha
aprovacao.
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Guidelines on Peyronie’s Disease: AUA Guideline

Ajay Nehra, Ralph Alterowitz, Daniel J. Culkin, Martha M. Faraday,
o oo Curvature LS. iy, o g Mo o i G,
P . T ’ Allen D. Seftel, Alan W. Shindel and Arthur L. Burnett
me From A I Urological A iation Ed\ and A Inc.,, Linthi Maryland
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VITAMINA E (Tocoferol)

Mais prescrito na fase aguda

Dose 400 Ul 1-2id; max 3-6 meses (anticoagulante!)

Mecanismo:
Antioxidante (| radicais livres e NO — indutores de fibrose);
Reparacao do DNA
Imunomodulacao

*PLACA - SIM (91%)
*DOR - SIM (100%)
«CURVATURA- SIM (78%)

Associacao Vit E + Colchicina — Muito utilizada.
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POTABA (Para-aminobenzoatode potassio)

Dose 12g, durante 12 meses;

Mecanismo: efeito antifibrotico - Tcaptacaode O2 pelos tecidos;
Tsecrecao de glicosaminoglicanos; 1 actividade MAO;

(1959) « DOR-SIM

[ Zarafonetis « PLACA - SIM
J.Urol 81: 770-772, 1969 e CURVATURA- SIM (85%)

e PLACA — NAO
¢ DOR -SIM
e CURVATURA- NAO )}

| * PLACA - SIM
e DOR - NAO
| e CURVATURA- NAO (estabilizou)

Ef. Adversos: nauseas, anorexia, prurido, ansiedade, sudorese, estado confusional —
abandono precoce da medicagao!

D )
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TAMOXIFENO

Dose 20 mg 2id, 3 meses;
Mecanismo: modulacdo da secrecdo TGFB1 pelos fibroblastos.

2\ o PLACA— SIM
« DOR - SIM
 CURVATURA- SIM

N « PLACA— NAO
Teloken e DOR - NAO

fell) =74 | « CURVATURA- NAO

Ef. Adversos: hipercaliémia, edema periférico, depressao,
tonturas, cefaleias
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COLCHICINA

Dose 600-1200 mg id, 3-5 meses;

Mecanismo: efeito anti-inflamatoério; |acido lactico

*PLACA- SIM (50%)
*DOR —-SIM

. *CURVATURA- SIM

ePLACA— NAO
*DOR - SIM (95%)
*CURVATURA- SIM (35%)

)
Safarinejad *PLACA - NAO (10,5% x 10% placebo)
*DOR - NAO (60% x 63,6% placebo)

(2014) (n=84) 8
| | «CURVATURA- NAO (17,1% x 18,4% placebo)
A

\

VIT E + colchicina (Prieto-2003): placa e curvatura (SIM); dor (NAO)
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CARNITINA

Dose 1g 2id, 3 meses.
Mecanismo: | calcio intracelular (?);

Supressao da proliferacao de fibroblastos e da producao
de colagénio

| M
e PLACA - NAO
e DOR-SIM
e CURVATURA- SIM (estabilizada)
e DOR-NAO
e CURVATURA- NAO
e PLACA-NAO

\ |
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PENTOXIFILINA

Dose 400 mg 3id, 6 meses;

Mecanismo:
Inibidor nao-especifico da fosfodiesterase;
TNO prevenindo a progressao da DP ou revertendo a fibrose (fibrinolitico);
| calcio na placa, | depdsito de fibrinogénio e altera a elastogénese por
I TGFB1
| A
e PLACA - SIM

e DOR- NAO
e CURVATURA- NAO

e PLACA- SIM (p<0,001)
e DOR - SIM

 CURVATURA- SIM (p<0,001)
4 |
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IPDE-5 (tadalafil)

Dose 2,5mg mg id, 6 meses;

Mecanismo:

Reducao do colageénio; alteracao relacao colagénio /I,
aumento do indice de apoptose na placa

* PLACA- SIM
*DOR - NAO

e CURVATURA- NAO
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TERAPEUTICA INTRA-LESIONAL

CORTICOIDES INTERFERAO a-2b

Intralesional Injection of Interferon-«2b Improves Penile
Curvature in Men with Peyronie’s Disease Independent
of Plaque Location

Carrie A. Stewart, Faysal A. Yafi, Margaret Knoedler, Sree H. Mandava,
lan R. McCaslin, Premsant Sangkum, Suresh Sikka, Landon Trost and
Wayne J. G. Hellstrom*, T

From the Dopertmevis of Urology. Tulne Lnwvevsty Schoofl of Mecsone. Now Orisens, Lo, and Meyoe Oime ALT)
Rochester. Mrvmosota

0022-5347/15/1246-1704/0 http://dx.doi.org/10.1016/j.juro.2015.06.096

THE JOURNAL OF UROLOGY™ Vol. 194, 1704-1707, December 2015

© 2015 by AmEerican UncrocicaL AssociaTion Eoucanion AND RESEaRcH, INC. ) Printed in U.S/.A.
! _/

® PLACA — SIM40% (igual ao placebo)
e DOR —NAO
J- CURVATURA- NAO

— Nao recomendado!
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TERAPEUTICA INTRA-LESIONAL

VERAPAMIL

" | Verapamil-treated (50 pM)
- | skin fibroblasts

- Dose 10 mg; 12 injecdes/ 2
semanas;

L | |Laser-scanning confocal
" | microscope imagines
(cytoskeleton)

- antagonista canais Ca; 1 actividade
da colagenase

B-C: shorter stress fibres

E-F: verapamil-treated
fibroblasts; dissassembled actin
ol | network

- 7citocinas inflamatodrias e inibe a
proliferacao de fibroblastos in vitro

Boggio RF, o€ al Burss, 37:616.25, 2011

INTRALESIONAL INJECTION OF VERAPAMIL

Oorsal
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Estudos aleatdrios, com grupo controlo de placebo

Treatment modality Treatment Group N Placebo Group N Plagque size Pain Curvature
Oral
Potaba (48) 51 52 Reduction No effea No effect
Vitamin € (51) 58 59 No efiect No effect No effect
Tamoxifen (S0) 13 12 No efiect No effec No effect
Colchicine (49) 42 42 No efiect No effec No effect
Camitine (51) 9 59 No efiect No effec No effect
Pentoxytilline (47) 114 114 Reduction No effec Reduction
lontophoresis/EMDA (55) 23 19 NR NR No eftect
Intralesional injection
Verapamil (60) 7 7 Reduction NR Trend reduction
IFN 2-2b (61) 55 62 Reduction Redunon  Reduction
CCH (44,63) 1" 36 7 — NR Reduction
22 27 NR NR Reduction
ESWT (53.54) S0 50 No efiect Reduction No effect
16 20 No efiect No effea No effect
Penile traction* NA NA NA NA NA

*Currently, no randomised, placebo-controlied studies examning penile traction are avallable.
CCH, collagenase clostridium histolyticuny EMDA, dlectromotive drug administration; ESWT, eleciro shockwave therapy, IFN, interferon;

NA, placebo-controlied trid not available; NR, not reported. Potaba, potassium para-aminobenzoate.
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TERAPEUTICA INTRA-LESIONAL

Colagenase do Clostridium
histolyticum

 Dose 10 000 U/0,25 cc — 2xs (24-

72hs) — 4xs — 6 semanas

: . : Clinical Efficacy, Safety and Tolerability of Collagenase Clostridium
¢ Mecanlsmo ataca SeleCtlvamente o Histolyticum for the Treatment of Peyronie Disease in 2 Large
Double-Blind, Randomized, Placebo Controlled Phase 3 Studies

COIagéniO (tipo ”) da placa ﬁbro’tica. Martin Gelbard,*,t Irwin Goldstein,¥ Wayne J. G. Hellstrom,§ Chris G. McMahon,#

Ted Smith,# James Tursi, ¥ Nigel Jones,# Gregory J. Kaufman# and
Culley C. Carson llli#

* Aprovado pela FDA para *PLACA — MELHORIA EM 34%
D.Dupuytren e D. Peyronie (2013) *DOR —SIM (93%)
o *CURVATURA- SIM (36%)
« Usado tanto em fase aguda/crénica. «COITO POSSIVEL - 75%

* Dor peniana, contusoes.

« Preco Conclusions: IMPRESS I and II support the clinical efficacy and safety of collagenase
C. histolyticum for the physical and psychological aspects of Peyronie disease.

CENTRO

Hospital de Santo André Accredited by
HOSP]TA LAR Joint Commission International
L EL R T:A




TERAPEUTICA TOPICA

ANDROLOGY @ I

N Jereny

ORIGINAL ARTICLE

Corvespondence

Cholarree s Poumand, Urology Research Center
Tetan Univer iy of Medical Saences, Tebean
11361, b Emai gh_pourmandiyahoo Ccom

Yopwordy

dexameuncone, intrae sonad ingection, Pryronke’s

Tese s, WarAde gl cheCromotive adhmws Lslon,

veraparrel

Recowved: 4un- 2012
fevised 15 A0p 2012
Acceptod: 20-Aug- 2002

(\a.- 100NN 20472927 20N 2. 000 Bx

~—

ANDROLOGY

Peyronie’s Disease Treatment
The fsPhysioMed Extender

Comparison of transdermal
electromotive administration of
verapamil and dexamethasone
versus intra-lesional injection for
Peyronie’s disease

AL R Mehrsai,* F. Namdari,t A. Salavati,} S. Dehghare, § F. Allameh and
G. Pourmand |

“Uvoiogy Research Conter, Tebwan University of Medical Sciences, Tehaan, ban, tlvology Reseasch
Corter, Tehaan Unverdty of Medica! Scionces, Tebvan, ran, Usclogy Research Center, Tehean
Usnivensity of Medical Soencey, Tebran, ke, fUrclogy Research Center, Tobean Urivensity of Modcsl
Soencey, Tebean, ki, Wirology Reseaedh Certer, Tehwan University of Madical Scierces, Tehean,
ran, and JUsslogy Resewrch Conter, Tetvan Univenity of Medcal Sciencey, Tebvan, kan

. Remodelagao placa.
* Reaccaoinflamatoria.
* Activacap Mos.

— tratamento semanal

durante 4 semanas.
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CONCLUSOES

* Tratamento precoce (Fase inflamatdria)/nao cand. cirurgia.

* Nenhuma droga é aprovada isoladamente.

« Potaba— Estabiliza curvatura com W placa e dor (1b/C).

 Tamoxifenoe Vit E—ndo reduzem placa/curvatura (2b/B).

* Carnitina, Pentoxifilina e Colchicina ndo recomendados (3/C).

* lontoforese com verapamil/dexa ¥ placa e curvatura (1b/C).

« LEOC/Traccdo/Vacuo - WV placa e curvatura (2b/C)

* Tratamentosintralesionais:
« Verapamil - W placa e curvatura (1b/C).
* Collagenase - placa e curvatura (1b/B). Guidelines on
e INF - W placa, dor e curvatura (1b/C). Penile Curvature
* Esterdides—nao recomendado.
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Carson Il et al. BJu Int 2015; 116: 815-822

Two CCH injections, with 24- to 72-hour period between injections, repeated after
6 weeks for up to four cycles improved penile curvature deformity and PD
Symptom Bother

Gelbard M, et al -J Urol 2013;190:199-207.
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ORIGINAL ARTICLE

Combination of intralesional verapamil and oral
antioxidants for Peyronie’s disease: a prospective,
randomised controlled study

V. Favila', G | Rumo', $. Privitera’, T. Castel’, M. Madonia®, §. La Vignera’, R, Condorelli®,

A K. Calogero’, F. P, Faring’, § Genino' & G, Morgia'
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