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| NTERM TTENT ANDROGEN BLOCKADE
(Formerly “THE FUTURE IS NOW!” - Part I1)

Intermttent androgen bl ockade (1AB) has cone of age. The
future is now

At our recently conpleted 1997 Anerican Society of Cinica
Oncol ogy presentations, there was a program on hornone
refractory prostate cancer (HRPC).

We all know this is our dreaded enemy. That el usive devi
of a term That nysterious evil, powerful foe that may lie
within us, waiting to declare itself. It holds us in terror
as we wait for our next PSA; hoping and praying that we have
not become hornone refractory.

Qur strategy nust be to figure out how to prevent or at
| east delay the onset of hornone resistant or, even worse,
hornone refractory prostate cancer.

At one of our educational and poster sessions on HRPC, the
speaker’s slides listed strategies to delay or prevent the
HRPC state. For the first time ever, IAB was listed as one
of the nore “prom sing options” that we have. This is the

first time that | have heard a speaker lecture so positively
about | AB. In the past, whenever | AB was nentioned, the
tone was neutral to negative. At |ast a speaker at ASCO

dares to suggest that | AB might be a prom sing approach to
prolong survival, that |AB m ght be superior to continuous
bl ockade. W already have proven |IAB is associated wth
i mproved quality of life (during the off periods). Finally,
a speaker dares to suggest it nmay also prolong life.

This is exactly what | Dbelieve. |  confortably and
confidently predict that 1AB will soon be proven to be
clearly nore effective than continuous androgen bl ockade.
The future is now | admt how unconfortable it has been for

me to be viciously attacked for daring to believe that we
could challenge the *“established dogma” that continuous
hor mone bl ockade is obviously the superior and only way. |If
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continuous blockade is not the best form of hornone
bl ockade, then orchiectony nust not be allowed; nmen should
be allowed to keep open their option for |AB. Or chi ect ony
I's not reversible.

But let me inform warn and educate you. There are nany |AB
f or mul as. It seenms that l|ike the rest of the field of
prostate cancer, we have many nore opinions than answers.
Again, | remnd all of us:

“Everyone is entitled to their owmn wong opinions.”

Let ne expand on ny observations and interpretations of this
newest field of study, |AB.

Publications are beginning to appear as early experiences

are reported. W all owe the greatest debt to the
Vancouver, Canada group who, | believe, first studied and
reported on the wuse of IAB for their prostate cancer
patients. They personally, and Nick Bruchovsky in

particul ar, have been my sources of inspiration.

It seens that nost of the studies have utilized double or
combi ned hornone bl ockade; wusually an LHRH agonist, but the
choice of the antiandrogen has differed in the few studies
reported to date. What stands out to ne, however, is that
nost studies utilize hornone bl ockade for about six to nine
nont hs. Typically they treat wuntil the PSA reaches
“normal ;” or until the PSA pl ateaus. This is called the
“on” treatnment period. At this point the two drugs are
di sconti nued and thus begins the “off” treatnent interval.

These studies report that patients are “off” treatnment for
an average of five to nine nonths. Therefore, the off
peri ods average from 38 to 50% of the tinme, usually 40% the
“on” is about 60% of the time or as low as 50% in one
report. Doubl e hornone blockade is wusually restarted
whenever the individual patient’s PSA reaches sone
predetermned (but arbitrary rather than scientifically
cal cul ated) |evel. None of us know what the “ideal” |eve

of PSAto re-treat actually is.

My own personal experience has been different and far
superior to the reported literature.
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As ny readers know, | have been reconmending what | have
termed “Triple Hornone Bl ockade” or triple androgen

bl ockade. This consists of:

An LHRH agoni st -- either Zol adex or Lupron every

28 to 30 days; plus flutam de (Eul exin), 250 ng every
8 hours (rather than 50 ng of Casodex, or nilutam de,
or cyproterone acetate); plus Proscar, 5 ng once a day.
Beginning later in 1997, | always recomended 3 Casodex
per day all at one tinme. |If a man could not afford 3

Casodex per day, | advised 2 flutamde three tines a
day. | never recomend taking 1 or 2 Casodex a day.

| treat for 13 nonths, then utilize Proscar, 5 ng once a
day, so-called finasteride maintenance therapy. The
interested reader may request ny references on why |
recomrend Proscar.

Therefore, the differences in ny practice conpared to the
reported nedical literature is that | wuse triple hornone
bl ockade, not two drug bl ockade; treating for 13 nonths, not
six to nine nonths; and | add Proscar (finasteride) during
the 13 nmonths, just Proscar, 5 ng once a day, so-called
fi nasteri de maintenance therapy. | also usually require an
unneasur abl e PSA for about nine nonths (later found not to
be inportant). An unneasurable PSA is arbitrarily defined
by nme as a PSA of <0.1 — it is not truly unneasurable but
bel ow the usual | aborat ory | evel t hat t hey cal

unmeasurable. (The newest ultrasensitive PSA's can detect a
PSA as low as .001.) If a man has his prostate gland, it
wi |l make sonme PSA that woul d be detected by future assays.

Usually ny patients enjoy off treatnment intervals of nore
than 65 to 75% of the tine (later this off treatnent period

is 84% and still increasing). s this apparent inproved
result from a conbination of all three different approaches
that | utilize? Don’t ask nme, not yet. (Later, the answer

is yes, and with a mjor contribution from Proscar or
fi nasteride mai ntenance therapy.)

| am often asked if you can use |AB even in nen with far
advanced di sease. The answer is yes; yes; yes. M. RW,
aged 52, cane to see nme in 1995 when his PSA was 2,700; his
bone scan showed at |east 30 netastatic deposits (not bone
cancer but prostate cancer cells in the bone); his CT scan
of the chest showed “too many to count” netastatic islands
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of prostate cancer cells and also showed *“diffuse
interstitial changes” -- |ike a honeyconb or spider web
appearance -- all from prostate cancer cells that were in
t he | ung.

He was treated with one year of triple hornone bl ockade and
t hen mai ntai ned on Proscar al one.

Today his CT scan of the chest is nornmal; his bone scan is
nor mal . (This does not nean that the bones and |ungs are
cured; it nmerely nmeans the leftover seeds are too small to
be detected by the scans.) The limts of resolution of our
scans cannot detect what is left. (This helps explain why a
so-called normal bone scan is worthless when a patient is
considering whether to allow a radical prostatectony.)

M. RW’'s PSA has been slowy rising since he stopped
triple blockade in February 1996. It is 11 this nonth; was
10 last nonth; 8 two nonths ago; and 6 four to six nonths

ago. He will need to be treated again at sone tinme in the
future, but he was on treatnent for 13 nonths and off
treatnent about 16 nonths, so far. He has no synptons from
his di sease. If triple hornone blockade works this well

agai nst prostate cancer cells that were so aggressive they
caused his markedly abnormal bone scan and CT scan of his
lungs, and a PSA of 2,700; imgine how nuch better this
treatment works in patients wth <clinically confined
prostate cancer and a PSA of less than 10. (As of May 2004,

he is still alive and well with a PSA of |ess than 0.1. He
has been off hornone blockade for nobre nonths than on
hor none bl ockade. He has received sone |ow dose, weekly,

easily tolerated chenotherapy at tines. H's scans are still
nor mal . )

Studies reported this year at ASCO confirm that the average
response time to continuous hornone blockade in nmen wth
extensive netastatic prostate cancer is only 12-18 nonths.

After that tinme, in spite of being on hornone bl ockade, the
PSA begins to rise. This nmeans they have devel oped hornone
resistant or refractory prostate cancer. M. R W began
treatnent 28 nonths ago. Hs PSA is rising but he is off

hor nrone bl ockade with a normal testosterone |evel. \Wenever
we restart triple hornmone bl ockade he has essentially a 100%
probability that his PSA wll fall. That neans he has
hor none responsive or hornone sensitive prostate cancer. By
using |1 AB, he has already exceeded the 12-18 nonth typica
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response tinme for continuous blockade by nore than one year
and he still has hornone sensitive not hornone resistant
di sease.

I have concluded sonething that sounds so obvious that it
mght, at first glance, seem to be a circular argunent or
foregone concl usion. But I believe it has mj or
I mpl i cati ons. Please follow this logic for patients wth
recurrent or nmetastatic prostate cancer:

The | onger you are off hornone bl ockade, the nuch | onger you

will ultimtely remain hor none responsi ve, and by
i mplication, the Ionger you will [live.

| believe that each tine you are forced to go back on
treatnent, the less effective our nedicines wll probably
be. | f, as animal nodels suggest, hornone sensitive cells

preferEﬁtiaIIy regrow during the off treatnment cycle, then
by not rushing back to start cycle 2 too soon, you night be
able to repopulate with additional hornone sensitive cells.

Later, | would recommend wusing a nunmber of supportive
medi ci nes to postpone or hopefully prevent the need to go
back on hornone bl ockade. In future papers, | explain that
the best treatnent is one single, 13-nonth cycle of triple
hornone bl ockade followed by finasteride nmintenance
therapy. |If you ever have to go back on hornone bl ockade,

never recommend using Casodex, flutamde, or nilutam de;
i nstead use ketoconazol e or am nogl utethimde. (See future
papers and vi deos.)

In order to achieve a prolonged off treatnment interval, use
your strongest and nost effective agents up front, (triple
hor none bl ockade plus Proscar maintenance is what | believe
to be nost effective) -- use triple blockade for 13 nonths

not less. | have not yet re-treated M. RW his PSA is not
explosively rising; it is drifting up slowy.

I am also now strongly considering that when | do restart
his triple androgen blockade, | wll alnost certainly also
utilize a three or four nonth course of chenotherapy al ong
with the triple blockade. The triple hornone bl ockade wll
continue for about nine to 12 nonths. Cancer is aggressive;

| am conpassionate. | believe in treating prostate cancer
aggressively, especially the first tinme you have to re-treat
soneone. This new approach may not apply to nmen who only

have clinically confined prostate cancer.
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This treatnment option is being explored at a few other
centers; wearlier intervention wth chenotherapy conbined
wi t h hor none bl ockade.

| believe that at the start of the first re-treatnent with
triple hornone bl ockade, we already expect a nmjor percent
cell kill against our prostate cancer cell enem es. But
instead of just hitting them with nedicines they previously
wer e exposed to and nanaged to survive (or else you wouldn’t
have a rising PSA), add brand new weapons to the attack that
kill prostate cancer cells in a totally new and different
way. But you also conbine your new weapons with triple
hor none bl ockade.

This approach is not a standard approach and | do not
recomend it to others. | am nmerely stating my views, ny
opi nions and describing ny constantly evolving approach for
treating prostate cancer patients in ny private practice.

When | have utilized triple hornone bl ockade for 13 nonths
for men with clinically localized prostate cancer followed
by finasteride maintenance, | still have not had to re-treat

any one of them M |ongest off period is about four years,
so far. (More recent updates are avail able.)

| have used I1AB for patients who either presented wth
netastatic prostate cancer or wth recurrent disease
followng failure of radi cal pr ost at ect ony, radi ati on
t her apy, seed inplants and/or cryotherapy. I not e
anecdotally that patients who had brief prior exposure to
nonot herapy or two drug hornone bl ockade therapy seem to
have shorter off periods. Men who have received three to
six nmonth prior hornone blockade, | believe, are at greater
risk for devel opi ng hornone resistant or refractory disease.
The npbst common situation | am describing is a patient who
received three to four nonths of one or two drug hornone
bl ockade at the tinme of their primary form of radical |oca

treat ment. Many of these well-intentioned doctors had
tried to “downsize” prostate glands involved by locally
advanced disease in order to then be able to justify
treatment with their particular local nopdality. I think
this exposure to short-term i nadequate (not triple
bl ockade) treatnent may be shown in the future to hasten the
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time to hornone resistant or refractory prostate cancer.

When dealing with various types of cancer, | have found that
the best approach is to always use your nost powerful
weapons up front. You never “save” sone of your arsenal
Cancer cells are nost vulnerable to the first attack. You
must Kkill the greatest nunber of them on your first try.
That | eaves the fewest nunber of themleft to try to nutate
and becone nore aggressive. Triple hornone bl ockade for 13
nonths is the nobst potent form of attack today, in ny
opi ni on.

| hope that the addition of finasteride maintenance alone
(after the year of triple hornone bl ockade has reduced the
total body tunor burden of prostate cancer cells), can
further enhance and prolong control of this disease, and
per haps even prolong survival. I am in the process of
witing a paper on why |I recommend Proscar.

As an aside, | never recomend saw palnmetto while patients
are on hornone blockade because | don't want the saw
pal retto to conpete with the other effective nedicines and
perhaps bind to the sanme receptors on prostate cancer cells.
If a man is not on hornone bl ockade then | don't have a bias
agai nst saw pal netto. Don’t add an unknown (saw pal nett o)
that conceivably could reduce the effectiveness of, or the
absorption of, known prostate cancer killing nedicines.

Bruchovsky and his group have shown that PSA s continue to
decline often for eight nonths or nore in nmen wth
netastatic prostate cancer. Even beyond eight nonths of
treatment, 20% of their patients still had falling PSA s.
| have treated an occasional patient who had netastatic
prostate cancer for over 18 nonths since his PSA fell every
nont h. | continued to treat him beyond ny usual 13 nonths
because his PSA had not reached its nadir. Therefore ny
standard 13 nonth treatnent plan does not apply to all nen
who present with netastatic disease. (Later, | began to add
up-front chenotherapy for patients with netastatic disease
and st opped hornone bl ockade after 13 nonths in everyone.)

There are no sinple all inclusive fornulas. Each pati ent
deserves his own treatnent plan, not sone unalterable
reci pe. My standard of 13 nonths of treatnment is not

biblically inspired. Future studies may show that | onger
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periods of treatnment my be nore effective, but |[|onger
treatnments are nore likely to cause permanent testicular

suppression. This would prevent the | AB concept since your
mal e hornone | evels mght not recover. Since February 1993,
| have never recomrended | ess than or nore than 13 nont hs of
triple hornone bl ockade.

There is only one patient of mne whose testosterone |evel
has failed to recover after the 13 nonths of triple hornone
bl ockade.

Unfortunately, | did not obtain a baseline testosterone
| evel on himbefore treatnent started so | can't tell if the
|l ow testosterone level today is a conplication of his
hor none bl ockade, or  whet her It was a pre-existing
condi ti on. This is one of the reasons | wurge that a
pretreatnent testosterone | evel be obtained on everyone.

Anot her concern wth prolonged hornone blockade is the

devel opment of osteoporosis. This is a real concern.
Orchiectonmy will cause osteopenia or even osteoporosis in
nore than half of all nen, if not all nmen who survive for
nore than a nunber of years. If a man has a pretreatnent
| ow testosterone, he m ght already have osteopenia, or even
ost eopor osi s. I would order a baseline bone densitonetry
study on all nen. Calcium and vitamn D supplenents,

specifically Citracal with D, tw twice a day with food
shoul d be taken by all nmen. Treatnment with Aredia or Zoneta
are the nost effective nedications to treat or prevent
ost eopeni a or osteoporosis.

I aminpressed with a newer nedicine Aredia, or pam dronate.
Studies with this intravenous mnmedicine seemto show that it
hel ps patients who have netastatic cancer cells to their
bones, at least in breast cancer and nultiple nyeloma.
There is some energing evidence it may have this effect in
men with established bone netastases from prostate cancer

Besides relieving pain, there are tantalizing suggestions it
has the potential to decrease PSA or possibly prolong
rem ssions. Eventually it is hoped it mght even be able to
prol ong survival, but this is not at all a certainty. Later
studi es did not show prol ongati on of rem ssion or survival.

I have wused Aredia in patients wth advanced hornone
refractory prostate cancer, who were also on chenotherapy.
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I am now going to be using it earlier in patients wth
netastatic disease, but this is nmy opinion only. | do not

reconmend it to other doctors or other patients and |I am not
using it in clinically localized prostate cancer and feel it
would be wong to do so. Aredia is not a form of
chenot her apy. Later, we recommended Aredia at |east every
one to three nonths to prevent and/or treat osteoporosis.

For patients who have HRPC, | am becom ng inpressed with a
nunber of prom sing treatnent options. It seens there are
at least five or ten different reginmens available that wl]l
cause PSA declines of over 50% in nore than one-half of nen

treated. I am excited about Taxotere in conbination
reginmens, but this is very prelimnary and cannot be
recommended except in controlled situations. Taxotere is

related to Taxol, the drug fromthe bark of the Pacific yew
tree. Taxotere cones from the needles of the European yew
tree.

It bothers nme when sone patients call me and tell nme their
doctor inforns them that nothing helps hornone refractory

prostate cancer. That is just not true. \What is true, is
that when dealing with a system c disease, | believe a board
certified oncologist would, in general, know nore about

energi ng new systemc treatnents than a surgeon (urol ogist).
There are, to be sure, a nunber of extraordinarily bright,
interested wurologists who do keep wup wth energing
literature on various treatnents for HRPC However, very
few actually adm nister chenotherapy. The average conmunity
urol ogi st specializes in treating localized disease. His or
her expertise is not as a cancer doctor. They do perform
cancer operations; but they are not oncologists. Community
urol ogi sts often know nuch about hornone bl ockade, but in ny
opi nion, hornone blockade is systemc treatnment, and an
oncol ogist is the expert for treating systenm c di sease.

I wish to enphasize that there are exceptional urol ogists
who design and inplenment and are experts at treating with
system c therapies (alnost always hornone therapies) and
these wusually academ c urologists, practice far above the
| evel of their peers -- by peers | nean urologists and nost
community nedical oncol ogists. Just being a nedica
oncol ogi st does not make one an expert in prostate cancer.

In the not too distant future, as nore articles are
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published on effective therapies for HRPC, nore comunity
oncol ogists will acquire the necessary skills and expertise.
This wll make it easier for patients to find doctors

specializing in the care and treatnent of patients wth
prostate cancer.

And finally a request, plea and/or explanation. | am
informed that there are those who criticize nme because |
have not published mnmy results, except through patient
oriented publications (see Oncol ogi st and ASCO Abstracts).

| have been a practicing nmedical oncologist for 22 years. |
have subspecialized in prostate cancer for the past eight
years. I was an original nenber of the National Prostate
Cancer Study Goup in the 1970's. | was the only nedica
oncol ogist in the 1980's and 1990's who had access to free
conpassionate wuse of cyproterone acetate through the
generosity of Berlex |abs. I was an original Casodex
I nvestigator. | was also the physician for the sixth patient
in this country treated wi th Zol adex.

But in 1995, | becane di sabled and had to | eave practice for
al nrost one year. That office practice was taken over by
anot her doctor. All of ny prior patient records are in his
possessi on. | have conplete records on any patient who
returned to nmy care when | opened ny new office. There are
91 cartons of patient records from nmy Sherman Oaks (prior
practice) office. Unfortunately the conputer program that |
used at that tinme did not have the capability of identifying
the patients by disease classification. | am not able to
generate a |ist of each prostate cancer patient that | saw
prior to May 1995.

If any prostate cancer fund or organization w shes to pay
for a nurse or investigator to go through all of those 91
cartons, pull the charts of every prostate cancer patient
and extract the pertinent data, then an independent audit
can be done and we will all know ny exact treatnent results.
I have wutilized hornone blockade alone for treatnment of
clinically localized prostate cancer since 1991; | have
treated all “local” recurrences after radical prostatectony,
radi ati on therapy, cryotherapy or seed inplant therapy with
triple hornone blockade alone w thout any additional |ocal
treat ment. Later this recomendati on would change. | have
used finasteride maintenance since around 1992; | have used
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intermttent androgen blockade since 1991. The data is
there. | don’'t want to be paid anything, but | need sonmeone
to fund the entire project. | wll assist, but I don’t have

the tinme or office space to conplete this project. There is
of fice space avail able adjacent to nmy office so this m ght
be an ideal, unique opportunity to collect, analyze and then
publish this inportant useful information.

Rat her than criticize me, help me -- nmake it possible to
publish this inportant wuseful information. Hel p make it
possible to share this information rather than have ne
continue to have to say, “in nmy experience,” but not have
the hard data to quote exactly. | believe that these

clinical results need to be tabul ated and published, because
I f prostate cancer patients treated by ne have done better
t han expected (which is what | Dbelieve), then this
i nformation begs to be published so that other doctors and
patients can evaluate it and decide for thenselves whether
their standard approaches to prostate cancer patients should
be nodifi ed.

And as al ways -—-
Be happy,

Be wel |,
Live I ong and prosper

BOB LEIBONTZ, MD., AKA DR BOB



