HORMONE BLOCKADE VERSUS RADI CAL LOCAL THERAPI ES —
AND THE WNNER | S. ...

Triple hornone blockade as sole treatnment for clinically
| ocalized or clinically nonnetastatic prostate cancer has
finally been recognized as a reasonable treatnent option.
Urology 60: Supplement 3A: Septenber 2002, is entitled
“Newer  Approaches to Androgen Deprivation Therapy in
Prostate Cancer; Proceedings of the Second International
Conf erence.” The guest editors are Peter Carroll, MD.,
Professor and Chair, Depar t ment of Ur ol ogy, UC San
Franci sco. The other editor is Dr. Philip Kantoff, Harvard
Medi cal School . The synposium was held in Canbridge,
Massachusetts. The 18 international conference participants
i ncluded sone of the best known names in prostate cancer.

The second article in +the synposium is “Contenporary
Patterns of Androgen Deprivation Therapy Use for Newy

D agnosed Prostate Cancer.” The senior author is Dr. Peter
Carroll, a wurologist wth a well known bias towards
recommendi ng radical prostatectony. This article reveals
some startling and unexpected trends that wll probably

surprise you.

“...it appears that the use of ADT (androgen deprivation
therapy) is increasing for nen with clinically |ocalized
prostate cancer....” Since 1995, of 1,485 patients accrued
from 35 urology practices around the country, 294 of them
(2099 chose ADT as their only form of therapy for clinically

| ocal i zed prostate cancer (no surgery, radiation therapy,

or seeds). Hor rone bl ockade al one was commonly used in nen
with low or internediate-risk disease w thout evidence of
nmet ast ases. In the past, only nmen with poor prognostic

factors chose prinmary androgen deprivation therapy (except
for our practice where nmen have chosen ADT for |ow,
i nternmedi ate, or high-risk disease since 1991).

The text on page 10 of this article states the follow ng:
“A recent series advocates an alternative primary hornonal

regimen (primary neans hornone bl ockade alone wthout any
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| ocal therapy) for nmen wth localized prostate cancer.
Leibowitz and Tucker”... (our peer revi ewed, publ i shed
results are summari zed, and t he aut hors
conclude)....“al though androgen deprivation therapy appears

to be effective in many nmen wth localized prostate
cancer....” For the authors to “admt” that androgen
deprivation therapy appears to be effective in many nmen with
| ocal i zed prostate cancer is a rather strong adm ssion from
urol ogi sts who have ridiculed this concept since we began
using it in 1991. They are admtting that hornone bl ockade
Is effective in many nmen with |localized prostate cancer.
The fact that our prior publication, “Treatnent of Localized
Prostate Cancer Wth Intermttent Triple Androgen Bl ockade:

Prelimnary Results in 110 Consecutive Patients;” The
Oncol ogi st; (6; 177-182; 2001; Leibowitz, R and Tucker,
S.J.) is referenced is, of course, quite flattering. The
article concludes, “although sone studies suggest a benefit

of early use of ADT...,” the authors then caution that
| onger follow-up is needed, etc. They are conceding that
early androgen deprivation therapy seens to be beneficial.

They point out precautions regarding hornone blockade but
fail to nmention that radical |ocal treatnments have never
been shown to prol ong survival.

In this paper, we shall discuss our updated results for the
first approximately 150 patients who have conpleted their
initial cycle of triple hornone bl ockade, and are currently
on Proscar, 5 ng once a day. W have called this Proscar or

fi nasteri de nmintenance therapy. The earlier results of
this study of ours were published in the April 2001 edition
of The Oncol ogi st. An abstract regarding this work was

published in the Proceedings of the Anerican Society of
Cinical Oncology, Volune 20, 2001, Abstract Nunmber 2372.

In 2002, two additional abstracts were published in the
Proceedings of the Anerican Society of dinical Oncology,
Vol unme 21, 2002, Abstract Nunbers 2481 and 2486. They are
entitled “Five-Year FollowUp of Triple Androgen Bl ockade
for Clinically Localized Prostate Cancer: Prognostic
Features and Prelimnary Patterns of Failure” and the other,
“At VWhat PSA Level Should Cycle Two of Hornone Bl ockade
Conmmence in Men W Refuse Local Treatnent for Prostate
Cancer and Are Treated Wth Intermttent Androgen Bl ockade?”
These abstracts were authored by nyself and Dr. Tucker.



As of Novenber 2002, we have had to re-treat eight out of

approxi mately 150 patients. W have had one death from
prostate cancer. This yields a 99.4% five-year prostate
cancer cause-specific survival. Besi des the one patient

who died from prostate cancer, seven patients were re-
treated. Al'l seven had at |east one high-risk prognostic
feature, as defined by D Amco. Only one of the seven had
one high-risk feature; one had three high-risk features, and
the others had two high-risk features. There were 39 other

patients in our series who had at |east one high-risk
feature who have not required re-treatnent. High risk is
defined as d eason scores of 8 or higher, PSA over 20, or

| ocal | y advanced di sease. These results are far superior to
any published result using radical prostatectony, radiation

t herapy, or seeds.

Mayo Clinic has set up a web site for early stage prostate
cancer, a decision guide, that |ooks at “five comon
treatment options.” One of the five is hornone bl ockade
To us, this neans that even Mayo Clinic now “adnits that
hornmone blockade is a common treatment option for early
prostate cancer.” An article appeared in the British
Medi cal Journal by Lu-Yao, G ; 2002; 325:740-743. Thi s
study exam ned 94,000 patients from Seattle versus 120,000
patients from Connecticut. They were studied over 11 years.
Men in Seattle were 5.4 tines nore likely to undergo PSA
testing, and 2.2 tines nore likely to have biopsy, conpared
to the Connecticut nen. 6.6% of the men from Seattle had
either radical prostatectomy or radiation therapy. Only
3.6% of the nmen from Connecticut were treated this way
Remenmber that the initial patient base were nmen wthout
known prostate cancer. What is fascinating is that you
woul d assunme that i f radi cal | ocal therapies were
beneficial, then the Seattle group, having alnpbst twce as
many radical procedures, should have a higher prostate
cancer survival rate. However, the risk of dying from
prostate cancer in Seattle was slightly higher than the risk
of dying from prostate cancer in Connecti cut (not
statistically significantly higher). Therefore, radica
treatnments did not reduce your risk of dying from prostate
cancer, but still caused terrible side effects. The study
concludes that there is no difference in prostate cancer
outcone at 11 years between nore versus |ess aggressive
approaches to screening and treating prostate cancer.

An article in the Journal of Urology by Mul, Judd; Volume
165; pages 469-473; February 2001 reports “our results inply
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that tunor cell spillage at surgery may be responsible for
recurrence (spread) of disease.” Yes, the conclusion is
that surgery may be responsible for prostate cancer
spr eadi ng. Dr. Thomas Staney, noted urologist at Stanford

(now retired), had pointed out that stage Tl or T2 prostate
cancer untreated has a median PSA doubling tinme of four
years, neaning it takes four years for a PSA to go from 1.5
to 3; or from2 to 4, etc. However, the patients who fail
radi ati on therapy or surgery have doubling times of usually
| ess than 100 days. He comented that these patients m ght
have been better off untreated. He additionally comments,
“Thus, it 1is feasible that the surgeon who creates a
positive margin at radical prostatectonmy is simlar to the
radiation therapist....both convert a slowy progressive
cancer into a rapidly advancing malignancy.”

This sanme phenonmenon of cancer cells being spread by the
procedure is also described by Siddiqua, A, Uology (60; 2:
2002; pages 270-275), “Qur results show that a substanti al
nunber of patients undergoing brachytherapy have iatrogenic
(that neans the doctor caused it) dissenm nation of prostate
cancer cells in their bloodstream caused by the insertion of
needles in the prostate gland.”

In an interview with Paul Lange, urologist from Seattle, is
a quote, “The argunent that prostate cancer is a systemc
disease is gaining ground from a variety of sources.”
System ¢ nmeans di sease outside the prostate, such as in the

bones, for exanple. Dr. Chodak, urologist from the
University of Chicago, is quoted in Urology, 60; 201-208;
2002, regarding hornone Dblockade alone for |ocalized
prostate cancer. “Sone patients chose this approach because

of the effect on PSA level” (W remnd the reader that all
of the nmen treated with triple hornone blockade/Lei bowtz
protocol, reached unneasurable PSA |evels of less than 0.1),
“and because none of the |ocal therapies has been shown to
prol ong survival.”

Dr. J. Talcott, witing an editorial in the Journal of the
Nati onal Cancer Institute, Volume 94; Nunmber 6; March 20,
2002; pages 407-409, “During the last decade, physicians
have begun to treat nmen wth asynptomatic early prostate
cancer with hornmone bl ockade alone.” |In fact, 27% of nen in
a study conducted between 1995 and 1997 chose hornone
bl ockade al one for primary treatnent of early (nonnetastatic
prostate cancer).
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Back in 1981, Dr. David Byar from the National Cancer
I nstitute concluded, “The nobst inportant conclusions seemto
be that sone prostate cancers spread early, and that in the
future (renmenber, he wote this in 1981), some systemc
t r eat ment (such as triple hornone bl ockade/Lei bowitz
protocol) should be used in addition to, or instead of the
operation. The italics have been added by ne.

The definition of triple androgen bl ockade/Lei bowtz
protocol refers to men wth clinically l|ocalized and/or
clinically nonmetastatic prostate cancer who have never had
prior hornone blockade and have never received |oca
t her apy. They are treated with 13 nonths of Lupron or
Zol adex, three Casodex a day (not one), and Proscar 5 ny
once a day. Following this, the nen nust be nmaintained on
Proscar 5 nmg once a day, so-called Proscar nmaintenance
t her apy.

Before Casodex becane available, we wused flutam de, two
every eight hours. Any other conbination is not triple
hor none bl ockade/ Lei bowitz protocol. SSmlarly, nmen who
have recurred after prior local therapy or prior hornone
bl ockade should not expect the sanme success rates that we
achieve with triple hornone blockade/Leibowitz protocol
The nmen who recur after prior hornone bl ockade and/or |oca
therapy and are treated with triple hornone bl ockade usually
achi eve unneasurable PSA while on treatnent. However, in
nost nen, PSA's will begin to rise six to 36 nonths |ater

At the end of 2001, when our work was first referenced in a
maj or cancer journal, we nmade a slide stating “hornone
bl ockade al one is now recogni zed as an appropriate treatnent
option for so-called clinically localized prostate cancer.”
It has taken ten years from the tinme Dr. Leibowitz first
began to recomend triple hornone bl ockade/Lei bowitz
protocol as sole treatnent for |ocalized prostate cancer for
an article published in the Journal of the National Cancer
Institute to recognize hornone blockade alone as a
legitimate treatnent option for men wth so-called early
prostate cancer. During those ten years, he has gone from
being ridiculed to being called a pioneer. The journey from
Maverick to Maven was |ong, painful, and often discouraging,
but wultimately vindication tastes absolutely delicious.
Readers famliar with sonme of his earlier papers wll
appreci ate that hornmone bl ockade as an acceptabl e treatnent
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option is what we refer to as the “Platinum and D anond
Standard” for treating early prostate cancer.

Finally, let us conpare our results to watchful waiting and
to radical prostatectony.

In the Septenber 12, 2002 issue of the New England Journal
of Medicine, an article by Hol nberg, Lars, Volunme 347; #11,
reports on a prospective random zed trial conparing radical
prostatectomy wth watchful waiting for early prostate

cancer. >From 1989 through 1999, 695 nen with newy
di agnosed prostate cancer, stages T1b, Tlc, or T2, were
randoni y assi gned to wat chf ul wai ti ng or radi cal
prost at ect ony. During a nedian 6.2 years of follow-up,
there was no significant difference between surgery and
wat chful waiting in terns of overall survival. There were
fewer prostate cancer deaths on the radical prostatectony
arm but the overall survival was not statistically
different.

O note is that nen assigned to radical prostatectony were
treated on relapse with imrediate hornone bl ockade, while
those on watchful waiting had del ayed therapy. Si nce many
bel i eve that early hornone bl ockade inproves survival, this
woul d bias the study against watchful waiting. W woul d
point out that in the watchful waiting group, there were 21
G eason 8 10's; only 14 in the radical prostatectomy group.
There were nore G eason 7's in watchful waiting armthan the
radi cal prostatectony arm Followup PSA results are not
gi ven. Qoviously anyone with a rising PSA after radical
prostatectony would be considered a failure, but these
results are not given. The authors also stressed that their
results were obtained primarily in a group of nen wth
clinically-detected prostate cancer, rather than the nuch
nore conmonly PSA-detected prostate cancer that we now have.
Only 10% of their patients were PSA detected. In fact, one
of their conclusions is that in nen with cancer detected by
PSA screening, the baseline risk of death from prostate
cancer may be even |ower since nmen survive years |onger the
earlier you diagnose their prostate cancer. If you only
di agnose the disease when it has spread to the bones,
survival is much shorter than PSA-detected cases. Thi s
means that for the first five to eight years after PSA-
detected cases, nost nen will not die from prostate cancer,
even w thout treatnent. Any possible benefit from surgery
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woul d not be apparent for several nore years. Thus, the
absolute benefit of radical treatnent, if any, may be even

| ess pronounced for patients diagnosed by PSA screening (the
way prostate cancer is usually diagnosed today in the USA)
than the way nen were diagnosed in this study.

The authors point out there were the expected, wel
docunmented side effects from surgery such as inpotence and
i ncontinence. They remnd us that at six years of follow up
there is no difference in overall survival conparing
wat chful waiting to radical prostatectony. Even in this
study with all of its biases, the findings conparing radi cal
prostatectony to watchful waiting require that 17 patients
undergo a radical prostatectomy in order to prevent one
death from prostate cancer over an eight-year period. The
aut hors enphasize that this is the best possible outcone.
But as of the tinme of publication, the chances of death from
any cause are the same whether you were assigned to watchful
wai ting or radical prostatectony.

W then did a conparison of radical prostatectony fromthis
series versus our triple hornone bl ockade/ Lei bowitz protocol
results. We recomrend triple hornone bl ockade, not watchful
wai ting. Therefore, conpare radical prostatectony to triple
hor mone bl ockade/ Lei bowitz protocol. W treated 115
patients. They treated 347. Since their series was three
times larger than ours, multiple our results by three to
correspond to their results. Qur average follow-up was 60
nonths. Their’s was 72 nonths. W had one prostate cancer

deat h. They had 16. Since they had three tinmes nore
patients than we did, they had 13 excess prostate cancer
deat hs conpared to our treatnent. Only one of our patients
devel oped di st ant net ast ases; 35 of t he radi ca

prostatectony series were found to have netastatic di sease.
That nmeans 32 extra patients devel oped nets conpared to our
treat ment. We have had to re-treat seven patients. They
have re-treated at least 40. This translates into tw ce as
many failures for radical prostatectony conpared to our

treatment. Qur baseline PSA was 12.7; theirs was
essentially the same -- 13. Al of our patients had known
recorded G eason scores. Forty-six of their’s did not even
have a known d eason score. Qur average baseline d eason

score was 6.6. Their’s was unknown because 46 were m Ssi ng.

W conclude that the results of triple hornone
bl ockade/ Lei bowitz protocol are far superior to the radica
prostatectony results as reported in the New Engl and Journa
of Medicine in Septenber 2002. Qur noni nvasi ve treatnent
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approach with (al nost always) reversible side effects is, to
us, the obvious preferred treatnent for clinically |ocalized

prostate cancer. Avoid radical local treatnents wth
permanent side effects, and wth results that are far
inferior to ours. We acknow edge that in order to prove
this result, a prospective random zed trial would be
necessary. We urge urologists and radiation therapists to

do this. But do not use just any hornone bl ockade. Use the
hor none bl ockade treatnent that has the highest success rate
for any publ i shed pr ot ocol , triple hor none
bl ockade/ Lei bowi t z protocol .

In the series just reported, “alnost half the nmen in the
radi cal prostatectony group had wurinary |eakage at |east
once a week.” In fact, 62% of the nmen reported at |east

some | eakage, and 43% required regular dependence on sone
form of protective aid for their incontinence. None of the
patients in our series had urinary incontinence. 80% of nen
in the radical prostatectonmy group reported erectile
dysfuncti on. Side effects from triple hornone blockade/
Lei bowitz protocol are essentially always reversible with a
rare elderly patient reporting significant per si st ent
erectile dysfunction.

In late 2001, articles on prostate cancer began to
acknowl edge hornone blockade as an acceptable treatnent
option for men with clinically |ocalized prostate cancer.
It is gratifying and satisfying to see that other doctors
are accepting this treatnent option and are beginning to
all ow sone of their patients to be so treated. As W nston
Churchill so aptly put it, “this may not be the begi nning of
the end, but it is the end of the beginning.” Hor none
therapy for «clinically localized prostate cancer is a
treatment option whose tine has finally arrived.

As 2002 draws to a close, we recognize that the pendulumis

SWi ngi ng our way. Each year nore nen will learn of this
option; wll insist on this form of therapy, and nore
doctors wi || eventual |l y r ecomrend triple hor none

bl ockade/ Lei bowitz protocol as their treatnment of choice for
clinically localized carcinoma of the prostate. Around the
world nen are discovering that finally there is a highly
successful noninvasive treatnent option with reversible side
effects that successfully treats prostate cancer wthout
| eavi ng nmen i ncontinent and/or inpotent.
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As al ways —
Be happy,
Be wel |,
Li ve |l ong and prosper
DR BOB DR STEVE

** None of the above should be construed as nedical advice
or consultation, and anything discussed in this paper is
meant for information only. All nmedi cal treat ments,
consul tations, decisions and recommendations can only be
made by the patient and his/her treating physician.
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