deja eu un cancer de
prostate.

Gilles Bellavance
C.H. Le Gardeur

_-ahcer de la prostate est une entite
WIGUE tres prevalente.
IEeNmerhidite et la mortalité du cancer de la
sprostate et de ses traitements sont tres
= Significatifs.
Comment concilier les risques et les
bénefices de la testostérone chez ces
patients?




Charles E Brown-Sequard
(1817-1894)
Physiologiste francais ayant
travaille aux Etats-Unis, en
France et en Angleterre.
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' I’élixir de Brown-Sequard

Vale, Malheur Co., Oregon - Sept. 05, 1889

Washington, Aug. 29.:

Last Wednesday week Dr. Hamilton A. Leach, of this city,
injected twenty drops of the Brown-Sequard elixir, prepared according to
~ formula, into the left arm of Hugh Myers, a man in poor health, about fifty
years old.

No results were observed until Friday morning, when he
complained of chills and fever. This developed, his attending physician
says, into typhoid fever and caused his death last night.

Some of Myer's relations and neighbors think he would still be
alive had he not taken the elixir. A coroner's inquest and post mortem
examination will probably be held to determine the primary cause of death.




Ado_lf Butenandt

(1903-1995)
Allemand d’origine

QuickTime™ tun Prix Nobel de Chimie 1939
ot e e Vo Coe o) pour ses études sur les
hormones sexuelles

Chérieé B. Huggins
(1901-1997)

Canadien d’origine

Prix Nobel de médecine 1966
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traitement du cancer de la
prostate par la castration.

Huggins C, Hodges CV. The effects of
castration, of estrogen and androgen injection
on serum phosphatases in metastatic
carcinoma of the prostate. Cancer Res.
1941;1:293-297




Contre-indications au
traitement
Absolues

Cancer de la Prostate et du sein
Insuffisance cardiaque non contr6lée
Prostatisme sévére non traité.

Relatives

HTA mal contr6lée

Apnée du sommeil non traitée
Polycythemie

Troubles du comportement




[Eleid hormenesiinfiuence prostate development and
MEnenance throughitheir roles, in prostate cellular proliferation,
[entiation andlapoptosis. Although suspected to be involved in
stale carcinogenesis, an association between circulating

OOENS and prostate cancer has not been clearly established in
pidemiclogic studies.

totallef 727 incident Caucasian prostate cancer cases (age 65
Vears, N'=396) and 889 matched controls were selected for this
= analysis. Overall, prostate cancer risks were unrelated to serum T,
estimated free and bioavailable T, and SHBG;

In-'summary, our large prospective study did not show convincing
evidence of a relationship between serum sex hormones and
prostate cancer.

Endogenous sex hormones and the risk of prostate cancer: A
prospective study

International Journal of Cancer

Volume 122, Issue 10 , Pages2345 - 2350




ECiSI 01 andregens withdrawal for prostate cancer
Anduced inja short time the tumor arrest growth.
verwithitime, cells adapt to low levels of androgens
|0/ the evolution of an androgen-independent tumor,
IS moere aggressive and most often fatal. The
ecularmechanisms of this evolution begin to merge. A
pothesis is that such mechanisms could be initiated in
elderly men with an androgen deficiency. The question is
raised of whether hormonal replacement therapy could
prevent prostate cancer.

Prevention of prostate cancer by androgens: experimental paradox or
clinical reality? Algarté-Génin M, Cussenot O, Costa P. Eur Urol. 2004
Sep;46(3):285-94; discussion 294-5.

QuickTime™ et un
décompresseur TIFF (LZW)
sont requis pour visionner cette image.




itement a |a'testosterone?

Ui IES hommes?

Sévere ou légere ?
es hemmes symptomatiques?

Les hommes symptomatiques avec une
deficience?

o
Pnditions medicales assOCIEESIa

2 I"hypegenadisme
Medical Conditions Odds Ratio (95%) C.1.)

' 2.33 (1.90, 2.85)

2.04 (1.67, 2.50)

1.80 (1.50, 2.14)

1.59 (0.77, 3.30)

* Rhelmatoid Arthritis 1,55 (0.91, 2.62)

~ Hyperlipidemia 1.49 (1.25, 1.78)

~ TAsthma/COPD 1.42 (1.07, 1.88)

Chronie Pain 1.20 (0.95, 1.50)

Prostate Disease 1.19 (0.95, 1.49)




_

pnditions medicales assocCIEesia
' I"hypegenadisme

Patients ‘Patients
hypogonadigues 'normaux P
(n = 836)* (n = 1326)*
547 (65,4) 678 (51,1) < 0,001
506 (60,5) 670 (50,5) < 0,001
258 (30,9) 237 (17,9) < 0,001
Obesite 270 (32,3) 225 (17,0) < 0,001
Maladie ou troubles 165 (19,7) 226 (17,0) 0,121

prostatiques
Douleur chronique 155 (18,5) 211 (16,0) 0,113
Insomnie ou trouble 129 (15,4) 185 (14,0) 0,342

du sommeil

Asthme ou BPCO 102 (12,2) 118 (8,9) 0,013

* Valeurs exprimées en 77 (%
P (%) Adapté de I'étude HIM

allure: Prevalence and. Detimentals s
i on Sunvival

gimithr CHE andnormal levels of all'anabolic
WeNmenes (Testosterone, DHEAS, IGF-1) had the best
z Fsurvival rate

201(83%, 95% Cl 67% to 98%)

1 (74%; sunvival rate, 95% Cl 65% to 84%),

2 (55%; survival rate, 95% Cl 45% to 66%),
— or all'3(27% survival rate, 95% CI 5% to 49%)

(n=208, p< 0.001).

Circulation. 2006;114:1829-1837.




iestosteronertherapy inimen with; moderate
Evelityseart failure: a doublesbling

nized placebo controlled trial

ISE cépacity significantly improved with te'sto:sterone therapy
edwithiplacebo over the full study period (mean change 25m)

endingjtera 15% improvement from baseline (P ,< 0.006 ANOVA)
mental shuttle walk test (ISWT).

Sylplems improved by at least one functional class on testosterone in 13
Yo)lVsi 31(8%0) on placebo (P < 0.01).

stesterone therapy was safe with no excess of adverse events.

nclusion Trestosterone replacement therapy improves functional capacity
= andsymptoms'in.men with moderately severe heart failure.

European Heart Journal 27, 57-64, 2006

o

de larcastration:

P du cancer de |a prostate que du coeur.

aiune augmentation d’au moins 20% de la
rialité cardiovasculaire par rapport a des
patients non castres.

s | e risque augmente méme apres une castration
a court terme.

* [ ’evaluation et le suivi de ces patients doit étre
ajusté a leur niveau de risque.




Saint-John Perse
(Correspondance a Andre Gide)

ATREVIEW. o?’lrlﬁbogonadism and Erectile Dysfunctien

AMBREYNEINV-Infected Men During the Pre- and ROSFIHAARIES

sHIDIagnosis, Pathogenesis, and Management
5_ AIDS Patient Care and STDsOct 2005 Vol. 19, No. 10 : 655/-671

2 rl/r BUonadism and erectile dysfunctlon (ED) appear to
e common among men infected with HIV.
pared to age-matched men within the general U.S.
ulation.
gatment of both hypogonadism and ED increases
xuial function and quality of life; testosterone
supplementation in the setting of hypogonadism may
also improve lean body mass, mental status, and
anemia.
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Changeshiradregens and genadotropins during

\Wunder b et al. Abstiact 876:CROI}, 2005

mmes, dosages hormonaux avant et deux apres déebut
yimediane CD4 440ia initiation
e chiez 69 patients, avec LH normale 48% et basse 43% et
nenmale 84%, basse 12%

1'développent lipoatrophie

Analyse multivariée: corrélation entre apparition lipoatrophie et
élévation taux de LH

Subles libido,
meur déepressive,
angue d'énergie
depléetion musculaire,
= fepartis en deux groupes, 12 semaines de traitement.

Amelioration significative en terme de libido, masse
musculaire, humeur/placebo

11



QuickTime™ et un
décompresseur TIFF (non compressé)
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Tiestosterone
Apomorphine
Désyrel
Oxytocine
PGE1
Papaverine
VIP + Phentolamine
Testostérone

Périphérique

Testosterone
Yohimbine
Sérotonine

(5-HT 1c et 5-HT 2c)

Tadalafil
Vardenafil
Sildenafil
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S

t h'abituellement

Certains restent hypogonades avec des
~  Symptomes significatifs.

s Peuvent-ils bénéficier d’'un testostérone a
un niveau physiologique ?

T

nt devrait avoir:
APS a 0
nigrade tumoral de 6 et moins
Une tumeur confinée a la prostate
— Uninembre d’années suffisant de recul.

— Des symptomes significatifs réversibles par la
supplémentation.

— Accepter un suivi serre.

13



C’est quoi le nom de ton nouveau médicament ?

Efficacit”™ et qualit™ de vie

o

Efficacit™ clinique Effets secondaires

14



Beeiterated in thestrongest terms that
IEOME reatment for patientsrstccessfully treated for

Ency brings upon a significant diminution in the
ient'srquality of life. In addition, a failure to experience a
- Symptomatic improvement after 3 months of adequate
_ testosterone treatment demands careful reassessment not
only to rule out comorbidities but also to assess whether
therapy should be discontinued.

Testosterone deficiency syndrome and prostate cancer: illustrative
annotations for a debate

Alvaro Morales, MD and Angela Black, RNCan Urol Assoc J. 2008 February; 2(1): 52-54.

T

ficier d’'une

Gas est de riguedur.

* Certains patients vont progresser peu importe
gu’ils soient supplémentés ou non.

Le besoin d’études est criant afin d’avoir une
perspective adequate.
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i

_ avec le patient
alselument étre faite avant de traiter

*~Une reevaluation frequente est de rigueur.

e
J’ai | "impression d’€tre pres de
quelque chose d’important !
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NiAE ENSURYIENI ESHIELIENLS
AVECUNNEIEORBSHE
e CENCEIRUENIIOSEIE canceoealise mEtestaligue
(9% cl=s ezls)

American Cancer Society. Overview: Prostate Cancer - Prostate Cancer Survival Rates, [En ligne].
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