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Testosterone levels after orchiectomy
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Leuprolide injection history in
a patient with high BMI

Age 63 years; BMI 36.1 kg/m?; PSA 10.8 ng/mL; Gleason score 4+3
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BMI, body mass index
Oefelein MG, Cornum R. J Urol 2000;164:726-9 PSA, prostate-specific antigen



Mounting Evidence Supporting a New
Castration Definition of <20 ng/dL

Klotz et al. Pending Publication
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Testosterone escapes occur
frequently during LHRH agonist therapy
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Adapted from Morote J et al. J Urol 2007;178:1290-5



Survival free of AIP according to
serum testosterone behaviour
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posT-RT failures

Intermittent Androgen Suppression for Rising PSA Level
after Radiotherapy

Juanita M. Crook, M.D., Christopher ). O'Callaghan, DV.M,, Ph.D., Graeme Duncan, M.D., David P. Dearnaley, M.D.,
Celestia S. Higano, M.D., Eric M. Horwitz, M.D., Eliot Frymire, M.A., Shawn Malone, M.D., Joseph Chin, M.D.,
Abdenour Nabid, M.D., Padraig Warde, M.B., Thomas Corbett, M.D., Steve Angyalfi, M.D.,

S. Larry Goldenberg, M.D., Mary K. Gospodarowicz, M.D., Fred Saad, M.D., John P. Logue, M.R.C.P,,
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1300 patients, Median F/U 6.5 years

Time to progression favours IAS (HR 0.83, p=0.06) but trial design
may bias IAS arm

Overall survival with IAS non-inferior to CAS
27% of time was spent on therapy

Crook et al NEJM 367:



PR7 and survival based on T levels

100 -
80 -
60“;
40-;
20-;

0-

Percentage

0O 1 2 3 4 5 6 7 8 9 10 11 12
No. at risk Time from randomization (years)

<20 330 326 298 25 218 174 128 87 63 42 21
20-50 265 252 223 204 184 135 92 G656 31 19 6
>0 31 20 27 24 17 12 9 2 2 0 0

o—=h
o



Comparison Chart of 6 Studies

Primary # of Retrospective/ Delay Improve CastratiorHazard Ratic
Author Y€l patients Prospective Disease Survival Threshold For Death

Morote 2007 73 Retrospective‘/ ‘/ <20

2.8
Perachino 2008 162Retrospective y/ <20 1.9?2
Perachino 2010 1 29Retrospective \/ n/a 1.32
as0n 2013 32 Prospective ‘/ <32  pJ/a
er aglia2013 153 Prospective ‘/ \/ <30 (.45*
2015 626 Prospective ‘/ <20 28

* HR for death in patients above castration threshold 11
**HR for death in patients below castration threshold



Guidelines on Testosterone Castration
Levels

NCCN'
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Guidelines Inconsistent Regarding Testosterone
Suppression Goal

Source: 1. NCCN. Clinical Practice Guidelines in Oncology (NCCN Guideline) Prostate Cancer. NCCN. 2014, 2. Loblaw DA et al. ] Clin Oncbf 2007;25
3. http://www.uroweb.org/gls/pdf/09%20Prostate%20Cancer_LRLV2.pdf



Unless you are the lead dog, the
scenery is always the same







Unless you are directing the dogs

E. David Crawford
UC School of Medicine






