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So Botox Isn’t Just Ski

By NATASHA SINGER

R. MARK STILLMAN,
Center for Headache and Pain at the Cleve-
land Clinic, has a treatment for people with

frequent migraines: he injects Botox around the

head and neck.
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Dr. Andrew Blitzer, the director of the Center
vallowing Disorders at St. Luke's-
Roosevelt Hospital Center in Manhattan, has an
antidote for speech impediments caused by vocal
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treatments.

“It's trial and error with a
nerve poison,” says Dr. Sidney M.
Wolfe, the director of the health
research group at Public Citizen,
a consumer advocacy group.
Last vear, the group petitioned
the Food and Drug Administra-
tion to require a warning label for
injectable toxing,

OTOX is a purilied form of

botulinum toxin, a nerve

poison produced by the
bacteria that cause botulism, a
disease that paralyzes muscles
and can be fatal. Injections of
Botox act like minuscule poison
darts that temporarily blunt
chemical nerve signals to certain
muscles or glands, reducing their
activity.

The F.D.A. has approved Botox
to treat four problems: eye mus-
cle disorders, neck muscle dis-
orders, excessive sweating
and that deadly age giveaway,
eyebrow furrows. But Allergan, a
S14.5 billion specialty pharma-
ceutical company, owns or has
applied for patents on more than
90 uses for the drug.

Dr. Brin of Allergan says Botox
has a long safety track record —
backed by 30 years of favorable
research, studies on 11,000 people
worldwide and 17 million treat-
ments in the United States since
1994,

“That safety profile has en-
abled us to continue to explore
the product in deeper parts of the
body and in more novel areas,”
Dr. Brin says. Allergan does not
promote unapproved uses of the
drug, he says.

Botox was developed in the
19705 by Alan Scott, an oph-
thalmologist in San Francisco
who was rching for a cure for
crossed eyes. He theorized that

minute doses of a nerve poison
used to weaken the muscles that
pull crossed eyes inward could
treat the malady, and he experi-
mented with a variety of paralyt-
ic agents.

Allergan, Botox's maker, owns
or has applied for patents on
more than 90 uses for it.

Then a biochemist who had iso-
ated and purified a strain of bot-
ulinum toxin for potential mil-
itary use as a biological weapon
sent Dr. Scoit a sample. It
worked.

Dr. Scott named the new drug
Oculinum. In 1989, the F.D.A. ap-
proved it to treat crossed eyes
and twitching eyelids. Allergan
bought Oculinum in 1991 for
about $9 million, rebranding it
Botox. When David E. 1. Pyott be-
came chief executive of the com-
pany in 1998, Botox had $90 mil-
lion in annual sales. Last year,
sales topped 1 billion,

Nobody at Allergan under-
stood how big a gold mine they
were sitting on,” Mr. Pyott says.

Drug companies often rely on
multiple products to fill their
pipelines. But at Allergan, Botox
became a virtual pipeline in and
of itself after the arrival of Mr.
Pyott, who recognized that it was
a medication that could be se
ally reincarnated for other appli-
cations.

Doctors, who are permitted to
use approved drugs in unap-
proved ways as they deem appro-
priate, were already using Botox
off-label at the time on body parts
other than eye muscles. Some
phy reported that patients
had unexpected side effects —
fewer headaches, for example, or
smoother skin — after they had
Botox.

Mr. Pyott invested heavily in
expanding in-house research and
encouraged doctors to formalize
their anecdotal observations with
published research. He also rec-
opnized that some Americans
would be willing to pay hand-
somely for injections that tem-
pered wrinkles. To prove the effi-
cacy of the drug, the company
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Dr. Andrew Blitzer, of St. Luke’s-Roosevelt Hospital Center in Manhattan, uses Botox to treat vocal cord problems and, at right, severe jaw muscle pain.

sponsored clinical trials to use
Botox for cosmetic medical pur-
poses and for other muscle dis-
orders.

Qver the last nine years, the
F.D.A. has approved Botox to
treat neck muscle spasms and to
hinder excessive sweating. The
agency also approved the same
drug, under the name Botox Cos-
metic, to smooth forehead wrin-
kles.

Last year, Botox had world-
wide sales of $1.3 billion, divided
about equally between cosmetic
and medical uses. Among botuli-
num toxins, Botox has an 83 per-
cent share of the market, Aller-
gan said.

But, with competing toxins set
to enter the American market, Al-
lergan has positioned Botox for
other medical uses. Mr. Pyott
says he expects therapeutic sales
of the drug to soon eclipse sales
of Botox Cosmetic.

Health insurers sometimes
cover medical uses of Botox; a
treatment for a clenched jaw
might cost $1,000 every three
months, for example. But for cos-
metic treatments, which dipped
slightly at the end of last year,
consumers must pay cash.

“The therapeutic will end up
being bigger than the cosmetic
even if the economy recovers be-
cause there are some big unmet
medical needs there” Mr. Pyott

S.
In the next few months, the
company is expecting federal ap-
proval to market the drug for
stroke victims suffering from
limb tightness or spasms.

Later this year, Allergan plans

é:} e?k a?_lmo\al to market the
rug for chronic migraine head-

aches, Mr. Pyott said. He also
said the company eventually
plans to seek F.D.A. approval Lo
market Botox for benign en-
larged prostate.

But many doctors are not wait-
ing for federal sanction to inject
Botox for these and other dis-
orders. While Allergan doesn't
break down Botox sales, Gary
Nachman, an analyst at Leerink
Swann, an investment bank, esti-
mates that perhaps as much as
half of Botox sales already come
from off-label uses.

“It’s the magic bullet,”
Nachman.

OTOX is so widely adopted
Bm medicine — and in-

grained in popular culture
— that some doctors don't think
that novel uses are expmmemt.

Several years ago, i

, a facial surgeon in Man!hn
tan started injecting Botox just
under the skin of the face, a tech-
nigue that he says reduces pore
size, blotchiness and oily skin.

“Dosing is by trial and error,”

. Jalri says. 1 don't think it's
experimental because it's a treat-
ment I've been doing a lot and
it's been working.”

Such ad hoc uses of Botox are
perfectly legal for doctors. But
some medical professionals are
concerned that doctors are ex-
perimenting with and adopting
Botox therapy before clinical
trials and government approval
have established safe doses for
new indications — and without
definitive proof that the new
treatments work.

While life-threatening compli-
cations following use of Botox
and other botulinum toxins are
rare, a few people have died after

says Mr.
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they were treated. In some cases,
the toxin has spread from the in-
jection site, causing serious swal-
lowing and breathing problems.
For example, several children
with cerebral palsy died after re-
ceiving large doses in their limbs.
“It is possible to over-inject.
This is a poison,” says Dr. Freder-
ick Burgess, the chief of anesthe-
sia at the V.A. Medical Center in
Providence, R.I. “Things can go
wrong. It is rare, but it happens.”
Last year, Public Citizen peti-
tioned the F.D.A,, asking for a
stronger warning on botulinum
ns that would emphasize the
risk ‘of diffusion from the injec-
tion site and the need for patients
to seek immediate medical care
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for swallowing or breathing diffi-
culties. The Canadian health au-
thority instituted such a labeling
change earlier this year.

Mr. Pyott of Allergan says that
there have been a few serious
problems following Botox injec-
tions — but not necessarily di-
rectly caused by the drug. Some
patients had serious illnesses pri-
or to treatment, he said.

“Physicians have experiment-
ed with higher and higher doses,”
. Mr. Pyott says. “Like any drug, if
you take too much, you can have
side effects.”

The F.D.A is reviewing the
safety of botulinum toxins, ac
cording to an agency press
lease, Last year, the agency
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postponed approval of a new tox-
in called Dysport for use in neck
muscle problems. The F.D.A.
asked the manufacturer to first
develop a plan for communicat-
ing the risk of the drug to doctors
and patients.

On Monday, the F.D.A. is due to
issue a decision on the cosmetic
version of Dysport, called Relox-
in.

Johnson & Johnson is also de-
veloping an anti-wrinkle injection
called PureTox.

But industry analysts predict-
ed that the F.D.A. would postpene
approving any new botulinum
toxins until regulators have fi-
nalized a stronger warning label
for all of the brands.

HEN Mr. Pyott arrived
at Allergan, it special-
ized in eye-care phar-

maceuticals. Over the last dec-
ade, he has turned it into the
house that Botox built, expand-
ing credibility for the drug in var-
ious medical specialties by buy-
ing complementary businesses.

To solidify Allergan's domi-
nance in appearance medicine,
fu: example, the company spent
£3.2 billion n 2006 to acquire Ina-
med, a leading maker of skin-
plumping injections and breast
implants. In preparation for the
planned introduction of Botox as
a treatment for headaches, over-
active bladder and enlarged pros-
tates, the company has also es-
tablished itself in neurology and
urology by developing or market-
ing other specialty drugs, Mr.
Pyolt 54

The possibility of lucrative new
uses for Botox has not gone un-
noticed. After rumors of a pos-
sible merger with GlaxoSmith-
Kline last month, Allergan stock
rose almost 24 percent over the
course of two days, to $48.95; it
now trades at $47.47. Both compa-
nies declined to comment on
MErger rumors.

“This is a bad time to sell be-
cause they are not going to get
rewarded for all of the wonderful
stuff in the pipeline,” says Ronny
Gal, an analyst at Sanford C.
Bernstein. “I would stay inde-
pendent for a couple of years."

Mr. Gal says sales of Botox
could double within the next five
to seven years, provided that the
F.D.A. approves new major med.
jcal uses, One million people o
more might seek Botox injections
for chronic fieadaches, while the
audience for benign enlarged
prostate would be “practically
every man over the age of 75"
Mr. Gal says.

R. PYOTT has a master
plan, meanwhile, to ex-
pand the Botox fran-

chise even further. The company
is developing new iterations of
the drug intended to treat spe-
cific targets, such as pain recep-
tors, without weakening muscles.

Allergan also owns or has ap-
plied for patents on dozens of oth-
er uses for its toxin, a move to
pre-empt competitors from mar-
keting their products for expand-
ed uses.

“I feel a little bit like I am sit-
ting with a beautiful vessel inside
the harbor but I forgot to give
you the map to where our mines
are,” Mr. Pyott says of the Botox
patents that he said were filed in
different countries. “There could
be a big bang when you hit one of
our patents.”

But Mr. Gal, the analyst, de-
voted his Christmas vacation 1o
unearthing about 90 patent appli-
cations worldwide by Allergan.
These included Botox for sinus
headache, fibromyalgia pain, ul-
cers, inner ear disorders and
uterine problems as well as ap-
pearance treatments like “but-
tock deformity.

Nevertheless, there are still a
few allments that Botox does not
claim to solve. Botox doesn't
work on stuttering, for example,
because it involves too many
parts of the anatomy — including
the lips, the larynx and the
ys Dr. Brin of Allergan.
s ering is too complicated,”
Dr. Brin says a little wistfully. “It
didn’t pan out.” [




