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When Pfizer scientists developed 
the compound sildenafil citrate in 
the early 1990s, they were hope-

ful they had struck upon a new treatment for 
hypertension and angina. But when the drug 
candidate known as UK-92480 began clinical 
trials, the results were disappointing. It didn’t 
do much for angina, but doctors did notice an 
unintended effect: subjects treated with the 
drug developed erections. In an effort to turn 
its failure into a success, Pfizer decided to pur-
sue the drug as a treatment for erectile dys-
function, it gave the little blue pill the snazzy 
name “Viagra,” and—after winning U.S. Food 
and Drug Administration approval for the drug 
in 1998—the drug giant quickly found it had a 
new blockbuster on its hands. Other drugmak-
ers followed with their own so-called PDE5 
inhibitors, such as Eli Lilly’s Cialis and Bayer’s 
Levitra, highly targeted drugs that increase the 
blood flow to the smooth muscle cells in the 
penis. Together they have built the category 
into a multibillion market. 

But as drugs aimed specifically at treating 
male sexual dysfunction, PDE5 inhibitors were 
missing half the potential market. The suc-
cess of Viagra launched a new pursuit—a treat-
ment for what studies suggest could be an even 
bigger market—female sexual dysfunction. 
The target sounds simple enough, only getting 
there has been tougher than expected. 

Female sexual dysfunction falls into four cate-
gories: desire disorder, arousal disorder, inabil-
ity to orgasm, and pain during sex. Compli-
cating treatment of these problems is the fact 
that each may be intertwined, or may be tied 
to psychological, social, or cultural issues. A 

landmark epidemiological study of sexual dys-
function in the United States, published in the 
Journal of the American Medical Association in 
1999, found that sexual dysfunction is more 
prevalent for women (43 percent) than men 
(31 percent). Though it’s an oversimplification, 
today male sexual function is viewed largely as 
a matter of hydraulics. The switch is thrown, 
blood surges, and the machinery gets into posi-
tion. When the plumbing doesn’t work right, a 
PDE5 inhibitor improves the flow in the pipes 
and everything gets back to working order. 

Stimulating the Appetite
The pharmaceutical industry is chasing dreams of sexual 
dysfunction treatments for women that could rival the success 
 of Viagra, but finding such wonder drugs poses lots of  
challenges. Critics meanwhile charge the industry is simply  
trying to “medicalize” female sexuality.

By Daniel S. Levine

I don’t think chronically administered drugs for 
sexual dysfunction, particularly female sexual 
dysfunction, are going to get through the 
FDA. Having had many meetings with the 
FDA, their level of safety concerns seem to 
be quite high for female sexual dysfunction  
in particular.

—Carl Spana, CEO, Palatin Technologies 

But women are different. As one therapists 
says, the desire circuitry for men is like a sim-
ple on-off switch while for women it is like the 
instrumentation panel for a 747. “The physiol-
ogy and the understanding of female sexual-
ity are much more complicated, and the vari-
ous aspects of it are more closely interrelated,” 
says Myron Murdock, a urologist and medi-
cal director of the Mid-Atlantic Institute of 
Clinical research. “With men, it’s just getting 
hard and doing the act. With females there is a 
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much greater interaction with the psychologi-
cal aspects of sexuality and the physical aspects 
of sexuality.” If researchers unlock the mystery, 
the rewards could be huge. The market for 
the three leading erectile dysfunction drugs 
in 2007 reached $3.3 billion and the market 
for female dysfunction could be significantly 
bigger. But scientists face challenges beyond 
just the clinical complexities. The FDA seems 
more concerned about safety than they are 
about ensuring women are getting their mojos 
working. And there’s  a vocal group of critics 
who say the industry is just trying to “medical-
ize” female dysfunction—creating a cure for a 
disease that doesn’t exist. 

Our understanding of female sexual dys-
function is roughly 30 years behind that of the 
problem in males, Mur-
dock says. One result of the 
development of success-
ful treatments for males 
is a realization by many 
women that they have 
problems that need to be 
treated too, he says. 

But women troubled by 
their inability to enjoy sex 
find little available to help 
them. For starters, clini-
cians say there are very 
few places to go to find out 
what is wrong with them, 
let alone treat them. And 
diagnosing the problem in 
women can be a challenge. 
Physical problems may be compounded by 
related psychological and social problems and 
sometimes it can be all three. 

And when a psychological cause for a wom-
an’s sexual problems may be assigned, there 
may be an underlying biochemical problem in 
the brain that doctors don’t yet understand. In 
the days before Viagra, Murdock notes, doc-
tors believed that for about 85 percent of all 
men, a psychological problem was behind their 
erectile dysfunction. Today, he says, physicians 
generally agree about 85 percent of men with 
erectile dysfunction actually have a physiologi-
cal cause.

In the case of women who suffer from hypo-
active sexual desire disorder—a low interest 
in sex—he estimates about 25 percent have a 
hormone-related problem due to a lack of tes-
tosterone. It is a physical problem doctors can 
diagnose and treat with off-label use of the 
hormone. But for the other 75 percent of these 

women, there may be no physical problem, at 
least none science can detect. That can include 
such things as stress from work, exhaustion 
from raising kids, and a mate that is no appeal-
ing. “It’s probably due to the fact that their hus-
bands weigh 350 pounds, drink a six pack of 
beer every night, and every Sunday watch 10 
hours of football on television,” says Murdock. 
“If they are turned off by their husbands, they 
are not going to have a lot of sex, and they are 
not going to have a lot of interest in sex.”

Even though there are clinics in the United 
States that are using drugs to treat women 
with sexual dysfunction, there is no drug yet 
approved by the FDA for the disorder. Instead, 
doctors are using a small selection of drugs 
approved for other purposes. For women with 

desire disorder, doctors 
will often try treating it 
with hormone therapy 
if they find evidence of a 
hormone imbalance. This 
can include the use of low-
dose testosterone, estro-
gen, or DHEA, a precursor 
to both estrogen and tes-
tosterone. Some doctors 
also use the antidepres-
sant Wellbutrin (Bupro-
pion). Unlike selective 
serotonin reuptake inhib-
itors or SSRIs, which can 
cause sexual dysfunction, 
Wellbutrin has a different 
mechanism of action. It 

may improve sexual desire by raising levels of 
dopamine and norepinephrine—neurotrans-
mitters that some studies have suggested may 
fuel sexual desire. For women with arousal dis-
orders—a lack of blood flow to and lubrication 
of the genitals—doctors have turned to PDE5 
inhibitors such as Viagra to treat the problem.

But while there is no FDA-approved dysfunc-
tion product for females, it’s not for lack of 
trying. Among the products moving through 
pharma pipelines are two in late-stage clinical 
trials. BioSante Pharmaceutical’s LibiGel is a 
once-daily transdermal testosterone developed 
to treat desire disorders. Meantime, Boehring-
er-Ingelheim’s Flibanserin, a serotonin recep-
tor agonists, was originally being developed as 
an antidepressant, but later was found to boost 
sexual desire. 

Finding therapeutics that work hasn’t been 
the only challenge. As drugmakers race to 
develop products that can be marketed to treat 

Certainly the federal 
government doesn’t care 
about people’s sexuality 
in terms of making it more 
pleasurable, enjoyable, 
and functional. So they are 
not going to invest large 
amounts of money. 

—Julia Heiman, Director,  
Kinsey Institute at Indiana University
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the various aspects of the disorder, another 
problem has been convincing the FDA that 
these products are safe and effective. Proctor 
& Gamble won approval in Europe in 2007 for 
a testosterone patch as a treatment for hypo-
active sexual desire disorder. Released under 
the brand name Intrinsa, the product is for 
women who have had their ovaries and uterus 
surgically removed and are receiving estro-
gen therapy. 

But in 2004, an FDA advisory committee 
rejected P&G’s “Fast Track” request for Intrinsa 
because of worries over potential off-label use 
of the drug and safety concerns. P&G this sum-
mer licensed from Noven Pharmaceuticals a 
testosterone patch that releases a low dose of 
the hormone that is absorbed through the skin. 
But according to Noven’s website, P&G has put 
the program “on hold.” 

The pharmaceutical giant Pfizer had even 
less success. It scrubbed attempts to develop a 
female version of Viagra to treat sexual arous-
al disorder after clinical trials failed to pro-
vide sufficient evidence of its benefits. Though 
the drug did show signs of improving arousal, 
the researchers could not find a connection 
between arousal and desire in women. In other 
words, the female test subjects showed physi-
ological signs of arousal–blood engorged their 
clitorises and they became lubricated–but it 
seemed to have little effect on desire. They 
had no greater interest in having sex. In 2004, 
after 8 years of work and clinical trials involv-
ing 3,000 women, Pfizer threw in the towel 
and announced it would stop testing Viagra 
in women. 

And then there’s Palatin Technologies, which 
had stumbled on a promising drug dubbed 
Bremelanotide, part of a new class of drugs 
known as melanocortin receptor-specific pep-
tides. Melanocortin receptors regulate a wide 
range of functions including skin color, food 
intake, and immune response. Bremelanotide 
has its origins in work at the University of Ari-
zona where researchers sought to develop a 
sunless tanning agent to protect people in des-
ert climates from exposure to ultraviolet light 
and the development of skin cancer. When 
researchers gave the drug to healthy volun-
teers in an early-stage clinical trial, they found 
it gave the test subjects spontaneous erections. 
Palatin licensed the technology and eventually 
developed Bremelanotide for both male and 
female sexual dysfunction. The drug had ben-
efits over other treatments. Testing showed it 
worked not only on desire, but arousal as well.  

In addition, it didn’t require chronic therapy 
as testosterone does. It would only be taken 
when needed as a nasal spray. After meeting 
with the FDA to discuss the results from a 
mid-stage clinical trial, the company conclud-
ed it would be unlikely to gain FDA approval 
because of safety concerns. A small percentage 
of the subjects, about 0.5 percent, experienced 
elevated blood pressure. Palatin’s partner King 
Pharmaceutical ended its alliance over the 
drug, Palatin announced it would not pursue 
the drug and the stock tanked. 

Palatin, however, thinks it may have found a 
solution. With a different drug it is developing 
as an obesity treatment that acts on the same 
receptor, the company was able to avoid the 
unwanted side effect of raising blood pressure. 
It’s now pursuing a second-generation com-
pound similar to Bremelanotide and expects 
to move it into the clinic in the second half 
of 2009. That gives Palatin CEO Carl Spana 
confidence that the new compound, known 
as PL-6983, has the same activity profile as 
Bremelanotide without the adverse blood pres-
sure effect. And because it would be adminis-
tered only when needed, he thinks the drug 
stands a much better chance of passing muster 
with the FDA. 

“It’s an on-demand product, so it would not 
require chronic administration, which from a 

Headache again? 
Sometimes women 

who suffer from 
female sexual 

dysfunction may 
not have a physical 

problem, at least not 
one of their own.. 
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regulatory standpoint is a key,” says Spana. “I 
don’t think chronically administered drugs for 
sexual dysfunction, particularly female sexual 
dysfunction, are going to get through the FDA. 
Having had many meetings with the FDA, their 
level of safety concerns seem to be quite high 
for female sexual dysfunction in particular.” 

But a debate still rages among therapists and 
clinicians over to what extent, if any, female 
sexual dysfunction requires pharmaceutical 
treatments. Julia Heiman, director of the Kin-

rate interests and the politics of regulation also 
frustrate efforts, some say. Heiman says if you 
take the average woman under 50 with desire 
dysfunction not caused by medication, a lot of 
the problem has to do with personal issues—
such as stressors in their lives, job loss, and 
economic woes. For a lot of people, these fac-
tors make them less sexual. 

Some critics of the pharmaceutical industry’s 
efforts to develop treatments for female sexual 
dysfunction complain that the chase for a little 
pink pill has thrown the everyday life issues by 
the wayside. “They are reacting to that because 
they feel it takes away the relationship and all 
the psycho-social variables about which quite a 
bit is known,” she says. “But there are not large 
scale clinical trials because, who cares really?”  
Certainly the federal government doesn’t care 
about people’s sexuality in terms of making it 
more pleasurable, enjoyable, and functional. 
So they are not going to invest large amounts 
of money.” 

Among the critics is Leonore Tiefer, a psychol-
ogist and clinical associate professor of psychia-
try at New York University School of Medicine, 
who charges the pharmaceutical industry with 
“disease mongering.” It’s a term borrowed from 
author Lynn Payer to describe an effort to try 
“to convince essentially well people that they 
are sick, or slightly sick people that they are 
very ill.” The question, says Tiefer, is what kinds 
of things constitute sexual problems and who 
is in a position to articulate or define what con-
stitutes women’s sexual problems? Where does 
the information come from, and who develops 
it and who disseminates, who corroborates, and 
what is done about it? She sees the pharmaceu-
tical industry seeking to define female sexual 
dysfunction through conferences, researchers, 
and studies it funds. 

“If you have a sex life, how do you decide it’s 
satisfactory?” she asks. “How did you used to 
decide 5, 10, 20 years ago?  Who stuck their 
grimy little fingers in there to change your own 
sense of what is satisfactory or not, what your 
expectations are? That’s really what disease 
mongering and medicalization are all about—
it’s changing expectations. Once the expecta-
tions are changed, the game is almost entire-
ly lost at that point. Then getting a product 
through is child’s play.”

But some who treat women with sexual dys-
function say they are stymied in their efforts 
to help women who do suffer from physiologi-
cal causes as opposed to social, relationship, or 
psychological reasons. The hurdles come from 

sey Institute at Indiana University, says she 
believes medical interventions have a role in 
certain situations. For instance, she found that 
Viagra provided a benefit to women who suf-
fered from sexual dysfunction as a result of 
using SSRI antidepressants, in a study she co-
authored in July for the Journal of the Ameri-
can Medical Association. But she also cautions 
that while women may be helped with some 
sort of physiological intervention, it probably 
won’t be a purely genital one. “I still think that 
Viagra may be appropriate for certain situa-
tions for women, but I don’t expect it to have a 
broadband, hyper effect as it did for men, given 
that a genital response, particularly a clitoral 
response, is not the core of what most women 
notice,” she says. “It’s just not the same experi-
ence as men with their genitals. To expect it to 
have the same effect in women as men, prob-
ably wasn’t a very thorough assessment of the 
situation.” 

Finding treatments for female sexual dys-
function is complicated not only by the male-
female differences in physiological, social, 
and psychological responses to sex. Corpo-

Fed up: Bat Sheva 
Marcus, clinical 
director for The  
Medical Center For 
Female Sexuality, 
thinks federal 
regulators don’t 
“get” female sexual 
dysfunction. 
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an FDA reluctant to approve new therapies 
because of heightened safety concerns as well 
as the use of clinical endpoints that often fail to 
reflect whether a drug provides efficacy. What’s 
more, they face lobbying efforts from therapists 
opposed to a pharmaceutical approach to the 
treatment of female sexual dysfunction. 

Defining what works for females is ultimate-
ly a more elusive target than for males. Bat 
Sheva Marcus, clinical director for The Medical 
Center For Female Sexuality, says one study in 
which she enrolled patients had as its endpoint 
determining how often a subject had penile-
vaginal intercourse. She notes such a require-
ment meant she couldn’t include lesbians in 
the study. If a woman was having great oral and 
manual sex, it didn’t count. “With male studies, 
it’s erection up, erection down,” she says. “That’s 
a little easier. I don’t think the FDA thinks of 
female sexual dysfunction as a serious prob-
lem. And I think that they don’t get it. And I 
think they don’t necessarily have a good handle 
on how you judge whether something is work-
ing or not.”

But women with female sexual dysfunction 
may be fighting something more powerful than 
the FDA, the pharmaceutical industry, or the 
therapists lobby. Natural selection may be the 
real force to be  overcome. Sociolgist Edward 
Laumann says he’s been moving toward an 
interpretation 
that sexual desire 
is in fact a “poten-
tially life threat-
ening thing to 
women.” Lau-
mann is the Uni-
versity of Chi-
cago professor 
who was the lead 
author on the 
epidemiological 
study published 
in The Journal of the American Medical Associa-
tion in 1999 that first put numbers to female 
sexual dysfunction. He reasons that for most of 
the long sweep of human existence, mankind 
lived in hunter-gatherer societies where there 
was a regular struggle for survival. Following 
his logic, sex meant fertility, and being preg-
nant made a woman more vulnerable to preda-
tors and less able to care for herself. The more 
a women was interested in sex without paying 
attention to the optimal circumstances of car-
rying a baby and having a committed mate, 
he theorizes, the more at risk they would be of 

getting pregnant and being selected out of the 
gene pool because they would be more likely to 
die during pregenancy. 

“My argument is there is a relatively high 
adaptive response of sexual lack of interest and 
desire is really adaptive for women in the sense 

Position evolving: 
Sociologist 

Edward Laumann, 
who first put 

the numbers to 
female sexual 

dysfunction, thinks  
natural selection 

may be to blame 
for the disorder.

If you have a sex life, how do you decide it’s satisfactory? How 
did you used to decide 5, 10, 20 years ago? Who stuck their 
grimy little fingers in there to change your own sense of what is 
satisfactory or not, what your expectations are. That’s really what 
disease mongering and medicalization are all about—it’s changing 
expectations. 

—Leonore Tiefer, Clinical Associate Professor of Psychiatry, New York University School of Medicine

it actually protects them from what could be a 
life threatening circumstance,” he says. “The 
fact that we now have a disconnect between 
sex and fertility doesn’t mean that the hardwir-
ing in the brain and the body and all that can 
change that quickly.”

So for mates of women with female sexual 
dysfunction the answer might not be flowers 
and chocolate, getting in shape and cleaning up 
after themselves, or even finding a magic pill. It 
may be just a matter of having the patience to 
wait for the knuckle-dragger on the other side 
of the bed to evolve. 
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h e a lt h c a r e

A Loaf of Bread, a Carton  
of Milk,…and a Diagnosis
Although they’ve been around for years, health clinics located in 
grocery stores and retail pharmacies have expanded dramatically 
in the last two years as consumers seek easier access to doctors. 
Worried about being left behind, large hospital systems are now 
opening their own “doc-in-a-box” outlets.

By Eric Wahlgren

daniel s. levine
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When one of Hilario Aguirre’s three 
daughters gets the flu or an ear-
ache, the heavy equipment oper-

ator says he no longer tries to get “squeezed 
in” at the family doctor’s office. Instead, he or 
his wife Raquel takes the sick girl to a Rite Aid 
retail pharmacy about a 10-minute drive from 
their West Sacramento, California home. In the 
back of the store, just beyond shelves stocked 
with pet food and antifreeze, sits a new kind of 
doctor’s office where the Aguirres can walk in 
seven days a week, and on most holidays, with-
out an appointment. Like fast-food outlets, the 
clinic conspicuously posts a “menu of services” 
along with its flat fees: $63 for most visits, $25 
for a flu vaccination, and $35 for a cholesterol 
screening, to mention a few. “Quick, conve-
nient healthcare” reads a sign. Typical visits last 
20 to 30 minutes and patients get pagers if they 
want to shop while they wait.

But there’s a twist. This “Express Care” outlet 
is not the brainchild of some healthcare upstart 
but rather one of six such clinics opened by 
Aguirre’s medical provider Sacramento-based 
Sutter Health, one of the state’s largest health 
systems with roots going back more than a 
hundred years. Because a visit to Express Care 
is considered “in network,” Aguirre’s insurance 
requires him only to supply the $25 co-pay 
when he comes in. “You are always going to get 
in on the same day and you never have to wait 
more than 15 minutes,” says the 35-year-old. “I’d 
hate to have to go to the emergency room and 
wait there for hours.”

The doc-in-a-box concept, as it’s called, 
is nothing new. The first retail-based clinic 
QuickMedx (now MinuteClinic) opened some 
eight years ago in the Minneapolis-St. Paul 
area. What is new, however, is the dramatic 
expansion of these clinics. In the last two years, 
their numbers have more than tripled to 1,104 
clinics as of November 1, from 343 in the begin-
ning of 2007, according to research and con-
sulting firm Merchant Medicine in Shoreview, 
Minnesota. The growth comes as a faltering 
economy coupled with always-on-the-go life-
styles lead Americans to seek basic care that 
is cheaper and more convenient. “The real-
ity is, many patients in the U.S. have difficulty 
accessing care from their primary care physi-
cian,” says RAND Policy Analyst Dr. Ateev Meh-
rotra, who is also a professor at the University 
of Pittsburgh and has studied the emergence of 
retail clinics. “When they have something that 
is urgent but relatively minor, these retail clin-
ics are trying to fill that niche.” 

Today, the market leader MinuteClinic is 
owned by CVS, but many clinics are owned by 
some two dozen independent operators, includ-
ing The Little Clinic in Brentwood, Tennes-
see, RediClinic in Houston, and QuickHealth 
in San Mateo, California (See “Healthcare on 
the Go,” p. 50). These clinics tend to be situ-
ated in high-traffic locations such as Wal-Mart, 
Kroger, Duane Reade, and Target stores. Grow-
ing particularly fast are clinics such as Express 
Care that are affiliated with large healthcare 
providers. That segment has nearly quadru-
pled, going from 30 clinics in the beginning of 
2007 to 108 as of November 1.“It is a defensive 
play,” says Tom Charland, Merchant Medicine’s 
CEO. “The hospital systems would like to neu-
tralize competition in their markets by getting 
in before the big clinic operators get there. Sec-
ondly, they want to generate visibility for their 
brand out in the community, and as a result, 
bring new patients into their system.”

As healthcare providers themselves tell it, 
opening clinics in pharmacies, big-box stores, 
and shopping malls is one way for the medi-
cal establishment to respond to the demand 
for quick and easy medical care. “The service 
is aligned with Sutter Health’s vision to be a 
leader in healthcare access and affordability,” 
says Pete Dzwilewski, program director for Sut-
ter Express Care, which has six clinics in the 
greater Sacramento area. “You can get bread, 
milk, and a diagnosis all at the same time,” says 
Andrelyn Almario, a certified nurse practitio-
ner who sees patients at the Express Care in the 
Natomas neighborhood of Sacramento where 
the Aguirre family goes. 

There’s no doubt that cheap, in-and-out style 
clinics may have wide appeal, especially for 
many of America’s 45.7 million uninsured. At 
these clinics, they can pay a flat fee for basic 
care such as a physical, a cholesterol check, or 
treatment for a urinary tract infection. There 
may be more than 6,000 clinics nationally by 
the end of 2012, according to forecasts cited by 
the California Healthcare Foundation, an Oak-
land, California-based organization focused on 
improving healthcare quality and access. 

But if the numbers continue to grow, the med-
ical establishment may be forced to rethink 
how best to provide primary care, given ris-
ing healthcare costs and a shortage of primary 
care physicians. Critics of retail-based clinics, 
including several prominent physicians orga-
nizations, have charged that they threaten the 
bedrock of the “medical home.” Making spo-
radic visits to clinics only when health issues 

Express healthcare: 
In the back of a 

Rite Aid pharmacy 
in Sacramento, 
Sutter Health’s 

Express Care 
nurse practitioner 

Andrelyn Almario 
checks out 9-year-

old Alexia Agurrie’s 
ear while sisters 
Melania, 3, and 

Estrella, 12, look on.
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come up could prevent patients from devel-
oping a relationship with a primary care doc-
tor who can coordinate their care as they age, 
they argue. A majority of the clinics are staffed 
by certified nurse practitioners and physician 
assistants who provide carefully prescribed care 
for only a limited number of conditions. 

With a debate simmering over the future of 
primary care, the retail clinic model that seems 
especially well positioned is that of clinics run 
by established healthcare providers like Sut-
ter. Why? Belonging to a larger health net-
work may blunt the argument that these clinics 
erode the concept of the medical home. At Sut-
ter Express Care for example, patients seeking 
additional treatment or a physician to follow 
them can easily be referred to doctors in the 
Sutter network. An electronic medical record is 
created that details any visit and is immediate-
ly available to hospitals and physician groups 
within Sutter. 

Dzwilewski says about half the patients the 
clinics treat are new to Sutter’s network, and 
up to 10 percent make subsequent visits to pri-
mary care physicians in the network. “I think 
that’s an advantage for us,” he says. “We can 
provide continuity of care. We don’t want to be 
a patient’s medical home. But we have the abil-
ity to use our network to find patients a medical 
home.” The West Sacramento father of three 
Aguirre says he likes the flexibility. “We all have 
the same primary care doctor and we go there 
for regular physicals,” he says. “But when some-
thing comes up, the clinic is a little closer and 
it’s quick, easy, and thorough.”

Not surprisingly, the retail clinic concept was 
not an easy sell at first to physicians within 
large health networks, says Kimberly Hodgkin-
son, director of finance and operations for Mil-
waukee-based Aurora Health Care’s QuickCare, 
which has 19 clinics. Aurora has 14 hospitals and 

By the Numbers | Retail-based Health Clinics

Number of retail-based medical clinics  
as of January 1, 2007 343

Number of retail-based medical clinics  
as of November 1, 2008 1,104

Number of retail-based medical clinics 
forecast for the end of 2012 6,000

Annual number of visits to primary care 
physician offices 476 million

Annual number of retail clinic visits Estimated  
2 to 3 million

Percent of retail clinic visits represented  
by patients ages 18-44 43 percent

Percent of visits to primary care physician 
offices represented by patients ages 18-44 23 percent

Percent of retail clinic visitors who have  
a primary care physician 39 percent

Percent of Americans who have a  
primary care physician 80 percent

Average family practice physician’s salary $156,164

Average nurse practitioner’s salary $80,414

Cost of treating a patient for strep throat  
in an emergency room $328

Cost of treating a patient for strep throat  
in a doctor’s office $122

Cost of treating a patient for strep throat  
in a retail clinic $101

Percent of retail clinic visits paid for out  
of pocket when the trend began in 2000 100 percent

Percent of retail clinic visits paid for out  
of pocket in 2007 15.9 percent

Source: California Healthcare Federation, Mary Kay Scott, Scott & Company, Health Partners, Tom Charland, 
Merchant Medicine, Ateev Mehrotra, RAND, salary.com

The hospital systems would like 
to neutralize competition in their 
markets by getting in before the 
big clinic operators get there. 
Secondly, they want to generate 
visibility for their brand out in the 
community, and as a result, bring 
new patients into their system.

—Tom Charland, CEO, Merchant Medicine
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more than 1,100 physicians in Wisconsin, she 
says, and in 2006 became the first hospital sys-
tem to open retail medical clinics. “We ran into 
a lot of different opinions,” says Hodgkinson. 
“We told them this was the trend. If we weren’t 
going to step up to the plate and provide the 
service, someone else would. When we put it 
like that, they kind of backed off.”

The retail-based health clinic got its start eight 
years ago when MinuteClinic’s founders reck-
oned there might be a better way to get care 
for ills like strep throat, the flu, or aches and 
pains than going to an urgent clinic or emer-
gency room. “They were frustrated by the fact 
that they had to go to urgent care and wait for 
two hours when they thought it wasn’t rocket 
science,” says Charland, who was part of one 
of MinuteClinic’s early executive teams. They 
opened clinics that would handle basic care 

for a prescribed number of conditions inside of 
Cub Foods, a grocery chain. 

Despite several different models, the general 
concept is the same. “Convenient care” clinics, 
as they’re also called, generally don’t require 
appointments, are open longer hours includ-
ing nights and weekends, and are usually locat-
ed in high-traffic locations such as Wal-Marts 
and retail pharmacies. Although all clinics have 
supervising physicians, most professionals pro-
viding the care are non-physicians, such as 
physician assistants or nurse practitioners—
a choice that saves on staffing costs. A family 
practice physician makes $156,164 on average 
compared with $80,414 for a nurse practitioner, 
according to Salary.com. 

In the clinics, practice guidelines published by 
physician organizations are used to help prop-
erly diagnosis and treat a limited set of condi-

The reality is, many patients in the United States have difficulty 
accessing care from their primary care physician in a timely manner. 
When they have something that is urgent but relatively minor, these 
retail clinics are trying to fill that niche.

—Dr. Ateev Mehrotra, Policy Analyst, RAND 

Andrelyn Almario is 
a nurse practitioner 
with Sutter Health’s 
Express Care retail 

clinic located in a Rite 
Aid in Sacramento: 
“You can get bread, 

milk, and a diagnosis 
all at the same time,” 
she says of the clinic.

daniel s. levine
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tions. Although patients used to have to pay 
out of pocket for visits, more clinics these days 
are accepting insurance. “This is one of the rare 
innovations we’ve seen recently in healthcare 
delivery,” says healthcare consultant Mary Kay 
Scott, a principal of Scott & Company who has 
studied the field extensively. The cost of treating 
strep throat, including drugs, amounts to about 
$101 in a retail clinic, versus $122 in a doctor’s 
office and $328 in an emergency department, 
says Scott, citing a survey by Health Partners, 

a Minnesota HMO. “You’ve taken this group 
of customers and you’re serving them better, 
cheaper, and more conveniently,” she says. “It 
might be crass, but this is what Jiffy Lube did 
with its auto maintenance customers.” 

Obviously, retail-based clinics are still only a 

tiny player in providing basic health services. 
Clinics log an estimated 2 to 3 million visits 
annually, versus 476 million visits to primary 
care facilities, says Scott. But surveys suggest 
that nearly 20 percent of American adults are 
very likely or likely to use a retail clinic in the 
future, Scott says. The bulk of clinic users don’t 
have regular healthcare providers, according 
to a recent RAND study, which appeared in the 
September/October issue of Health Affairs and 
is the first to look at the types of patients who 

use these clin-
ics. In fact, just 
39 percent of the 
patients—among 
the 1.3 million 
visits analyzed 
between 2000 
and 2007—had 
pr imary  care 

physicians, compared with 80 percent of peo-
ple nationally. “I think clinic users are less like-
ly to have a relationship with a primary care 
physician and less likely to be going to see a 
doctor regularly,” says Mehrotra, the study’s 
lead author.

We as a city have invested an enormous amount in creating this 
very comprehensive system of community health centers. If there 
are problems with those sites, would we not be better off fixing those 
problems than adding retail medical clinics?

—Dr.  Barbara Ferrer, Executive Director, Boston Public Health Commission

Healthcare on the Go
Unlike other retail-based clinics, 
QuickHealth relies on actual doctors 
and doesn’t take insurance. Some of its 
service policies take inspiration from 
Starbucks.

David Mandelkern likens the medical clin-
ics he runs in Wal-Marts and pharmacies to 
Starbucks outlets. When the former high-tech 
entrepreneur opened the first QuickHealth in 
San Mateo, California in 2005, he sought to 
emulate the coffee chain’s reputation for being 
convenient, offering a warm atmosphere, and 
providing high levels of service. “At Starbucks, 
you are going to get a consistent quality prod-
uct, no matter who the barista is that day,” says 
Mandelkern. “We’re a doctor’s office run like 
a Starbucks.”

Like other retail-based medical clinics, his are 
open seven days a week, don’t take appoint-
ments, and post prices for basic care services 
for all to see. But unlike many other clinics, 
Maldelkern’s don’t accept insurance—a choice 
that reduces overhead costs. Another big dif-
ference: each clinic is staffed with at least one 

physician, whereas many other chains rely on 
nurse practitioners and physician assistants. 
The reason for the difference? Some 80 per-
cent of the patients who visit QuickHealth 
outlets are uninsured, suggesting few have 
primary care doctors. What’s more, some 60 

courtesy of quickhealth

5 0
T h e  J o u r n a l  o f  L i f e  S c i e n c e s
n o v e m b e r / d e c e m b e r  2 0 0 8



5 1 
T h e  J o u r n a l  o f  L i f e  S c i e n c e s

n o v e m b e r / d e c e m b e r  2 0 0 8

percent are Latino, a reason for which six of 
the 11 clinics are located in Farmacia Reme-
dios, a pharmacy chain that caters to Latino 
customers. 

“For the scope of the services that we need-
ed to provide, our patients really need to see 
a physician,” Mandelkern says. As a result, 
QuickHealth is able to offer more extensive 
services than many other retail-based clin-
ics, including wound suturing, STD tests, and 
pelvic exams. 

QuickHealth and clinics like it ease the bur-
den on the health system, Mandelkern argues. 
Since the company began seeing patients, he 
estimates QuickHealth has saved about $12 
million in medical costs by diverting patients 
from emergency rooms. “I was trying to serve 
people who were having a difficult time get-
ting primary medical care,” he says. “Too 
many were showing up at the emergency 
room. What they really needed was a medi-
cal office.” If it weren’t for QuickHealth, Man-
delkern says, some 40 percent of his patients 
say they would go to the emergency room 
for basic care and another 40 percent would 
tough it out. “The problem is, when those 
who try to tough it out at first end up at the 
emergency room, they are train wrecks,” he 

says. “That is not good.” 
QuickHealth does all it can to ensure con-

tinuity of care, Mandelkern adds. Like other 
clinics, records of QuickHealth visits are 
saved electronically and can be printed out 
so that patients can take them if they need 
follow-up care. QuickHealth has a referral 
network to help patients obtain ongoing care. 
“I don’t make claims to be the Mayo Clinic,” 
Mandelkern says. “However, when you com-
pare us to the alternative, we’re a lot better 
than trying to get continuing care from an 
ER visit. We may not be the perfect medical 
home, but at least we’re a medical condo that 
people can rent for a while.” 

The future presents both opportunities and 
challenges for the business model, he says. 
Mandelkern plans to expand to 250 stores, 
with target states including California, Ari-
zona, Texas, and Nevada, where immigra-
tion patterns all suggest an attractive mar-
ket. Plus, he says, “the number of people who 
need our services tends to increase with the 
worsening economy.” But Mandelkern, who is 
in his third phase of funding, says the “stores” 
take a while to break even. “This is not a get-
rich-quick scheme,” he says.

—E. W.

The clinics seem to be responding to a grow-
ing demand. The study found that the bulk of 
the users—43 percent—were patients aged 18 to 
44—a group that makes only 23 percent of the 
visitors to primary care physician offices. “As 
opposed to older people, clinic users are prob-
ably more likely to have a job and other com-
mitments, including childcare,” says Mehrotra. 
“That makes it more difficult to miss work and 
get to the doctor at an inconvenient time.” 

And they’re becoming more than just a safe-
ty net for people without adequate insurance, 
Mehrotra says. Originally, most retail-based 
clinics required out-of-pocket payment, but 
they are increasingly accepting insurance. 
In 2000, 100 percent of visits were paid for 
out of pocket, versus only 16 percent in 2007, 
Mehrotra says. “I think the patient population 
that is being served is slowly expanding, going 
beyond to a larger segment that is more likely 
to be insured,” he says.

In a finding that may provide some reassur-
ance to physicians worried about the clinic’s 
growing reach, the study says their services 
appear to remain circumscribed. Nearly 90 
percent of the visits were for 10 simple acute 

conditions and preventive care, according to 
the RAND study. Those were upper respirato-
ry infections, sinusitis, bronchitis, sore throat, 
immunizations, inner ear infections, swim-
mers ear, conjunctivitis, urinary tract infec-
tions, and other a screening lab test or a blood 
pressure check. Meantime, the same conditions 
accounted for 18 percent of visits to primary 
care physician offices and 12 percent of emer-
gency room visits. 

Despite the clinic’s limited services, concerns 
about the potential lack of continuity of care 
remain. The American Medical Association and 
other physician groups have publicly expressed 
reservations about the growth of the clinics 
and have issued suggested guidelines. These 
include offering only a limited scope of clinical 
services as well as protocols for ensuring refer-
rals and continuity of care. 

Most vociferous, perhaps, has been the Amer-
ican Academy of Pediatrics, which is strongly 
opposed to the use of retail clinics by children 
and adolescents. Among the concerns are the 
potential for lack of follow-up care if a retail clin-
ic diagnoses a child with a condition. The AAP 
is also worried about the potential public health 
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threats that could arise when patients with con-
tagious diseases—think mumps or measles—
show up in a busy grocery store for treatment. 

What’s more, even though the clinics are set 
up just to treat minor conditions, the academy 
argues that such appointments are what give 
primary care physicians the opportunity to 
strengthen the relationship with their patients 
and find out if anything else is going wrong, says 
Dr. Robert Corwin, a pediatrician in Rochester, 
New York who helped draft the academy’s pol-
icy recommendations. “When children come 
into our practice is when we get to know the 
families,” he says. “If they’re coming in for an 
acute illness, we’re also looking to see if they’re 
behind in vaccinations and whether there are 
any other things to worry about.” 

Opposition exists for other reasons. In Bos-
ton, Mayor Thomas Merino and members of 
the Boston Public Health Commission have 
opposed retail pharmacy chain Walgreens’ 
plans to open one 
of its Take Care 
health clinics in 
a neighborhood 
where there are 
already three com-
prehensive commu-
nity health centers. 
The city-run clinics 
are open extended 
hours and at least one weekend day and do not 
turn away people who cannot afford to pay. “We 
as a city have invested an enormous amount in 
creating this very comprehensive system,” says 
Dr. Barbara Ferrer, the commission’s executive 
director. “If there are problems with those sites, 
would we not be better off fixing those prob-
lems than adding those clinics?” 

Among other worries, Mehrotra says, are 
concerns that clinics run by pharmacy chains 
may be more likely to prescribe drugs. But he 
says that’s unlikely if staff members follow the 
established protocols by using evidence-based 
guidelines (not using antibiotics for colds for 
instance). In fact, overprescribing is more like-
ly to happen at a family doctor’s office, he says. 
“There is evidence that out in the community, 
physicians are actually less likely to use evi-
dence-based guidelines and more likely to use 
antibiotics,” he says. 

Medical experts also wonder whether care 
people receive at the clinics—admittedly for a 
limited number of conditions and services—is 
as good as what one would receive at a primary 
care doctor’s office. Future studies should inves-

tigate the quality of care provided as well as the 
likelihood that patients receive follow-up care, 
Mehrotra says. 

But if patient satisfaction is any guide, retail 
clinics are successful, as most leading opera-
tors report satisfaction scores of 95 percent 
or higher, Scott says. “Either the bar is really 
low” when compared to regular doctors offic-
es, says Scott, “or after several years of being 
mainstream, they have maintained really high 
satisfaction.”

Indeed, clinic proponents say the model 
responds to a critical need. While they agree 
that encouraging the public to find a medical 
home is a laudable goal, they say it’s not always 
a realistic one with so many people without suf-
ficient insurance coverage. What’s more, they 
argue the clinics keep patients seeking care for 
minor problems out of expensive emergen-
cy rooms. “The statements from the medical 
establishment are disingenuous,” says Wanda 

Jones, president of 
hospital consulting 
firm New Centu-
ry Healthcare Insti-
tute in San Francisco. 
“They feel they may 
be losing their pre-
cious referrals from 
the system. We need 
the alternatives.” The 

retail-based clinic model takes the provision of 
basic care out of a high cost setting, she says, 
freeing up primary care physicians to focus on 
preventive care and managing more complex 
and chronic conditions. 

Perhaps just as challenging to the retail clinics 
as some of the practice concerns is the business 
model. “This is not a get-rich-quick scheme,” 
says David Mandelkern, CEO of QuickHealth, 
which owns 11 clinics in California. “It takes a cer-
tain amount of time to break even.” The startup 
costs for a multi-exam room clinic can approach 
$145,000, not including staffing and overhead 
costs for managers, medical records systems, 
and other expenses, says Scott. Individual clin-
ics usually break even within 18-24 months but 
nothing is assured—and there have been quite 
a few flameouts. San Ramon, California-based 
Wellness Express closed its four clinics in north-
ern California in 2006, about 18 months after 
opening, after running out of cash. “We could not 
maintain a consistent level of consumer traffic 
to maintain long-term viability,” CEO Paul Kauf-
mann told the Silicon Valley/San Jose Business Jour-
nal at the time. 

Retail health clinics are able to take 
care of our well population while 
the physician practices can focus on 
more chronic and complex services.

—Kimberly  Hodgkinson, Director of Finance and Operations,  
Aurora QuickCare
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Even clinics developed with the backing of big 
healthcare systems aren’t immune to the chal-
lenges. Key is building awareness of the new 
offering, says Sutter Express Care’s Dzwilewski. 
“People aren’t accustomed to going to [retailers] 
for their healthcare needs,” he says. The business 
is not yet at breakeven, he says, but he has seen 
“steady growth with our volume performance.” A 
hopeful sign for Sutter? The company is “explor-
ing growth opportunities” around Northern Cali-
fornia at other Rite Aids and potentially at some 
employers, Dzwilewski says.

Whether retail clinics expand as much as pre-
dicted will likely depend at least as much on their 
financial success as on their acceptance by the 

medical community. “They are able to take care of 
our well population while the physician practices 
can focus on more chronic and complex services,” 
says Aurora Healthcare’s Hodgkinson, expressing 
one of the clinics’ chief rationales. No doubt that 
argument may become increasingly compelling if 
healthcare cost inflation as well as the primary 
care physician shortage continue. 

daniel s. levine

A la carte health: 
Like most retail 
clinics, Express 

Care posts all its 
services and costs 

in a conspicuous 
spot. Patients 

are given pagers 
if they want to 

shop while they 
wait to be seen 
by a healthcare 

professional.

This is not a get rich quick scheme. 
It takes a certain amount of time 
to break even.

—David Mandelkern, CEO, QuickHealth
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FINANCING         FINANCING       

From Rags to Royalty
Paul Capital Healthcare offers companies an alternative to debt  
or equity as a way to raise capital at a time when markets may be 
unwelcoming to companies seeking cash to fuel growth. 

By Daniel S. Levine

In 2004, privately held Acorda Therapeu-
tics was in a bind. The Hawthorne, New 
York company had suffered a setback on 

a late-stage clinical trial for its lead compound 
Fampridine-SR to treat patients with spinal cord 
injury. Acorda had reported encouraging results 
in a mid-stage trial of the drug in patients with 
multiple sclerosis. But the drug failed in its goal 
of showing effectiveness in treating chronic spi-
nal cord injury in two late-stage trials. 

Because of the clinical disappointment, Acor-
da’s venture investors were unwilling to inject 
new capital into the company. Just a year before, 

these same investors had stopped the company 
from going public because they thought the val-
uation was too low. Despite the promise of Fam-
pridine, the company found it was in need of 
funding to continue drug development and to 
prove  to new and existing investors that it could 
make it as a commercial company.

To save itself, Acorda turned to an unusual 
option: a financing mechanism championed by 
Paul Capital Healthcare, a boutique Wall Street 
firm that is becoming an important player in 
biotech. Acorda’s gambit called for swiftly trans-
forming itself from a development company 
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A pathway to 
profit: Ron Cohen, 

CEO of Acorda 
Therapeutics, says 
he doesn’t think his 

company would 
have survived 

without the Paul 
transaction. 

into a commercial one. Although Acorda didn’t 
have access to sufficient capital to advance Fam-
pridine and its other products to market, it did 
have enough in its piggy bank to acquire the 
motor neuron inhibiting drug Zanaflex (tizan-
dine hydrochloride) from Elan Pharmaceuti-
cals. For the relatively small upfront outlay of $2 
million with milestone payments tied to sales of 
Zanaflex over several years, it got the short-act-
ing drug to treat spasticity.

The company hoped to use the product to 
support the development activities, but it still 
needed upfront investment to get its sales opera-
tion up and running, as well as pay for the asset. 
Here’s where Paul Capital came in. In exchange 
for a revenue stream from Zanaflex, Paul pro-
vided Acorda $15 million. The terms provided 
for staged returns based on the sales volume of 
Zanaflex. The deal also limited the upside for 
Paul Capital, in case Zanaflex performed beyond 
the company’s expectations.

“At the end of the day, I don’t think we would 
have survived without it,” says Ron Cohen, Acor-
da’s CEO. “It bought us time. It was something 
where our VC investors were rocked back on 
their heels because of the setbacks we had had 
on our lead clinical program. This bolstered 
everybody because it showed a way for us to 
re-craft the business plan in a very productive 
direction to become a commercial stage com-

by Cowen Group and former Paul Capital part-
ners in 2007. The interest in this type of financ-
ing comes at a crucial time. The battered capi-
tal markets have resulted in what is perhaps the 
worst financing environment for biotechnol-
ogy companies in the history of the industry. It’s 
been roughly a year since there was a biotech 
IPO of any consequence, as private investors 
are reticent to fund companies without a clear 
exit strategy. It also comes as the maturation 

At the end of the day, I don’t think we would have survived without it. It bought us 
time. It was something where our VC investors were rocked back on their heels 
because of the setbacks we had had on our lead clinical program. This bolstered 
everybody because it showed a way for us to re-craft the business plan in a very 
productive direction to become a commercial stage company. 

—Ron Cohen, CEO, Acorda Therapeutics

of the biotechnology industry provides a grow-
ing number of marketed products with revenue 
and royalty streams that companies can use to 
access financing. 

“It provides another source or potential avenue 
for companies to raise money that given market 
conditions, reputations, or a myriad of factors 
might not be able to get the best financing they 
can from the street,” says John McCamant, edi-
tor of the Medical Technology Stock Letter. “You 
will see more of it as there are more of it as more 
products are developed and there are more rev-
enue streams to access.”

Paul Capital was founded by money manager 
Philip Paul in 1991 when he had the opportunity 

pany. Everyone saw that would potentially open 
the door in a number of directions.” 

The risk appears to be paying off. This year, 
Acorda expects its Zanaflex franchise, with 
its sales staff of 65, to turn cash flow positive. 
What’s more, it expects to file an application 
with the U.S. Food and Drug Administration in 
2009 for its MS drug Fampridine, now that it 
has completed two successful late-stage trials 
of the drug.

Paul Capital is not the only player in the royalty 
and income revenue financing space. Though it 
is one of the largest and oldest, rivals are mov-
ing in. Among the recent entrants is Cowen 
Healthcare Royalty Partners, a fund launched 
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to acquire 42 venture capital and leveraged buy-
out fund positions from The Hillman Company, 
once the biggest player in the private equity 
market. Paul viewed the secondary market as a 
way to mitigate risk by eliminating the most vol-
atile elements of a portfolio. Such an approach 
would lose out on the big early winners of a port-
folio, but also the spectacular blow-ups that can 
occur. By the time Paul invests, the bad compa-
nies in a portfolio have generally disappeared, as 
have the really good early successes. 

The secondary market has steadily grown and 
Paul has grown with it. But in 1998, Paul Capi-
tal was approached about purchasing a royalty 
stream in the cancer drug Taxol from Florida 
State University. Paul Capital saw the transac-
tion as not unlike what it was doing in the sec-
ondary market as a way to mitigate risk. The 
product was already on the market and was 
being sold by a large pharmaceutical company, 
Bristol Myers Squibb.

By 1999, Paul decided it needed to set up a ded-
icated team if it wanted to pursue other similar 
opportunities and launched Paul Capital Health-
care in 1999. A year later, it had closed its first 
fund. Today, it manages $1.6 billion in assets, 
with offices in New York, London, and San Fran-
cisco. The firm has closed more than 20 invest-
ments across the pharmaceutical, biotechnology, 
medical device, and diagnostic space. 

Obviously this form of financing is not for 

every company. For starters, a company needs 
to have a revenue stream either through a rev-
enue-producing royalty or sales of a product 
already on the market. Paul provides an upfront 
payment to the company in exchange for a per-
centage of the future product revenues for a 
defined period of time. The transactions don’t 
dilute equity, and tend to be more flexible than 
traditional debt because they carry fewer cove-
nants than a lender typically would impose on a 
company. Paul also accepts the risk that the sales 
of a product might not meet expectations. If the 
product fails to perform, Paul suffers. 

“The nice thing about what we do is we are 
non-dilutive to equity and we are not depen-
dent on equity returns,” says Ken Macleod, a 
Paul Capital principal in London. “We don’t 
view changes in equity markets as a necessary 
factor in how we change our healthcare reve-
nue stream purchase. People use their products 
in good times and bad.”  

Obviously, the financing mechanism is not one 
all companies can take advantage of. “Either 
you have a royalty stream to sell or you have a 
drug on the market or about to enter the mar-
ket. For certain companies, that’s a part of the 
ecosystem,” says Glen Giovanetti, Global Bio-
techology Leader for Ernst & Young. “It is a 
viable financing tool, especially if you are able 
to monetize a noncore asset and redeploy the 
proceeds from that into something you per-
ceive as a higher value, such as advancing an 
R&D stage asset, without immediate dilution 
to your stock,” he says.

One advantage of such an instrument, says 
Giovanetti, is that it could provide a way for a 
public company to realize greater value from an 
asset. Wall Street might not be giving it much 
credit for having the asset, instead focusing on 
the company’s clinical pipeline to determine it 
valuation. It also provides a means of using an 
asset to fund a promising product in the pipe-
line without partnering and independent of 
market conditions. 

That is precisely what Avant Immunothera-
peutics did in 2005 when it entered into an 
agreement to sell Paul Capital up to a $61-mil-
lion interest in the net royalties it would receive 
on worldwide sales of Rotarix. It was an oral 
live-attenuated human rotavirus vaccine that 
the company had licensed to drug giant Glaxo-
SmithKline. At the time, Avant needed fund-
ing to expand its vaccine pipeline, but with a 
roughly $100-milion market cap, the value of 
the royalty wasn’t being priced into the stock. 
It needed to raise money for clinical develop-

The nice thing about what we do is we 
are non-dilutive to equity and we are not 
dependent on equity returns. We don’t view 
changes in equity markets as a necessary 
factor in how we change our healthcare 
revenue stream purchase. People use their 
products in good times and bad.

—Ken Macleod, Principal, Paul Capital 

A man for all 
seasons: Paul 
Capital’s Ken 
Macleod says 
the beauty of the 
royalty and revenue 
financing deals 
is they function 
independently of 
equity markets. 
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ment, but at the low valuation it didn’t want to 
dilute its shares.

Avant was able to monetize the revenues from 
Rotarix, while still retaining a sizable inter-
est in the royalties above a cumulative thresh-
old to preserve the vaccine’s significant upside 
potential. The company got $10 million upfront, 
with the remaining payments made upon the 
achievement of milestones, including the prod-
uct’s launch in the European Union and in the 
United States. With the proceeds from the trans-
action, the company was able to advance its car-
diovascular immunotherapeutic program, get a 
new manufacturing facility up and running, and 
advance a pipeline of oral vaccines to combat a 
wide range of bacterial threats including avian 
flu and typhoid fever. 

“Rotarix underscores our ability to develop 
commercially successful oral vaccine products,” 
Avant president and CEO Una Ryan said in a 
press release at the time. “By entering into this 
agreement with [Paul], we are reaping the ben-
efits of that success today so that we can create 
more and higher value products tomorrow.”

The transactions are not without risk for Paul. 
The firm’s Macleod notes that people often imag-
ine that the risk in the pharmaceutical indus-
try relates to the drug development process. 
But the risk doesn’t disappear when a drug gets 
approved or introduced to the market. There 
are risks with the challenges of the marketplace, 
the competitive environment, pricing, and post-
approval regulatory issues. All this leads many 
drugs to underperform rather than overperform. 
Because of that, Paul’s team may appear to be 
more like a business development group within 
a pharmaceutical company rather than a group 
of investment bankers. Many of its members 
come out of academia and industry. “What we 
try to do is work with the companies,” Macleod 
says. “We look at each individual transaction on 
a deal by deal basis.” 

Because of that, it’s difficult to say precisely 
what the cost of a Paul transaction would be 
for a royalty or revenue-financing deal would 
be for a given product. Representatives of the 
firm say the cost of a transaction falls between 
the cost of accessing capital through a mezza-
nine financing and a public offering. Others, 
however, estimate the rate of return at roughly 
20 to 25 percent.  

Though Paul often shares in the upside of the 
product, it does limit the upside and, depend-
ing on the needs and concerns of the entity it 
is funding, will put a firm limit on what it can 
make on a deal. 

“Sometimes we have what we call a step down,” 
says Walter Flamenbaum, managing partner of 
Paul Royalty Funds. “When we reach a certain 
return, we say ‘Great. We’ve had a good run.’ We 
don’t believe we should continue to participate 
ad infinitum so we will step down. Maybe we 
took 10 percent of revenues, but we’ve reached 
a return level and now we will take 1 percent. 
Sometimes it’s actually fully limited.”

That was the case when The Wistar Institute 
wanted to expand it research capabilities by 
capitalizing on the royalty stream from Mer-
ck’s RotaTeq rotavirus vaccine it jointly devel-
oped with the company. It was concerned that 
a transaction would force it to lose the upside 
potential of the vaccine. In exchange for $1 mil-
lion upfront and a $44-million milestone pay-
ment when the vaccine won approval in the 
United States, Paul purchased a royalty relat-
ed to the first $300 million in worldwide sales. 

Wistar retained all worldwide royalties on annu-
al sales in excess of $300 million, an amount 
the vaccine has shattered. The deal allowed 
Wistar to increases its endowment and acceler-
ate research programs. “We are fully capped,” 
says Flamenbaum. “Once the level is achieved, 
we make no more money.” 

Though some have viewed royalty and revenue 
financing as a tad steep, the question is, com-
pared to what? What other capital does a compa-
ny have access to at a given time and what would 
a given transaction allow it to accomplish? In the 
case of Acorda Therapeutics, “If we had had the 
ability to raise equity at a price, that would have 
made the cost of capital lower than the Paul deal, 
we would have done that. If we could have raised 
debt at a price that was lower, we would have 
done that, but we couldn’t,” says Acorda’s CEO 
Cohen. “You just do the analysis.”  

Term limits: Paul 
founding partner 

Walter Flamenbaum, 
says the firm will put 
a limit on what it can 

make on a deal. 
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Finally A Doctor Who Works 
Nights and Weekends
Matt Iseman left the medical profession to become a  
comedian in Hollywood. Life is good, he says, because he  
now gets to laugh at work.

By Eric Wahlgren

courtesy of matt iseman

LIFE    S T Y LE
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As perhaps one of the few, if only, doctor-
turned-comedians, Matt Iseman has an 
unusual background that often makes 

its way into his material. In one act, he recalls 
becoming indignant after a date tells him that 
being a real doctor isn’t as good as playing one 
on TV. “I couldn’t believe it,” he fumes. “I was 
hurt. That made me want to take her home and 
treat her like a doctor: Make her wait outside 
my bedroom for two hours, spend five minutes 
with her, and send her a bill for $575.”

But Iseman may get the last laugh. With his 
latest job hosting the newly launched Sports 
Soup series on the Versus network, as well his 
movie debut in Transformers 2 due out in July, 
the former doctor is probably not going back 
to medicine. He’s having way too much fun, he 
says. Plus, he may end up better off in show-
biz than he would have sticking with a career 
in internal medicine. “Regardless of the dollars 
and cents, I would say my lifestyle is much bet-
ter than it was when I was in medicine,” says 
the 37-year-old. 

These days, he’s got an agent, a Hollywood zip 
code, a live-in girlfriend, and a job he loves: get-
ting paid to make people laugh. “I miss interact-
ing with patients,” he concedes. “I miss having 
the impact where you change a person’s life for 
the better. That’s a powerful thing. But I think 
on a much smaller scale, I’m doing that anytime 
I make somebody laugh.”

Since moving to Los Angeles nearly a decade 
ago, the Denver native has appeared on scores 
of shows including The Drew Carey Show, NCIS, 
and General Hospital, where ironically, he did 
not play a doctor. It is as host of Clean House 
on the Style network, where some of his phy-
sician’s bedside manner can come into play. 
On the show, Iseman and his crew sweet-talk 
chronic clutter-bugs into ridding their homes 
of junk, using the proceeds raised from yard 
sales to refurbish the houses. “The show is not 
for the faint of heart,” says Iseman. “If you have 
a little mess, don’t bother. We had a house with 
30 pounds of dried cat turds in it and the cats 
had been dead for two years.” 

In another episode, Iseman helps a confirmed 
pack rat clear out her kitchen cabinets. Upon 
spotting an ugly plate with a cherry motif, Ise-
man grabs the china and sends it crashing to 
bits on the floor as he cries “Opa!” like they 
do in Greek restaurants. “That was spur of the 
moment,” says Iseman. “We never try to break 
any of their stuff, but that plate had to go.”

All of this on-camera buffoonery is a world 
away from the solemnity of the exam room—

and Iseman likes it that way. It was during his 
first year of residency at the University of Colo-
rado in 1999 when Iseman began to have second 
thoughts about his medical career. One night, 
while working the overnight shift in the inten-
sive care unit, he had an epiphany as he and his 
colleagues rushed to deal with all the patients 
being admitted. “I just kind of realized that in 
the next few months, I was going to be the one 
making the decisions that really affected peo-
ples’ lives,” he says. “I wasn’t passionate enough 
about it to where I was going home to do all the 
research and reading that I needed to be doing. 
I felt like I was just trying to get by.”

Iseman had followed in his father Mike Ise-
man’s footsteps, first attending Princeton and 
then Columbia College of Physicians and Sur-
geons for med school, ending up at the Uni-
versity of Colorado Hospital where his father 
is a pulmonologist. “I had a pretty good sense 
of how he was doing,” says his father. “Every-
thing I heard said he was a good physician.” But 
his father also realized that although Iseman 
appreciated the intellectual challenges of the 
profession, he seemed to lack the emotional 
commitment that makes it possible to deal with 
the demands of being a physician. “He looked 
around and didn’t see many people who were 
having fun,” his father says. 

When Iseman’s internship ended in July of 
that year, he decided to take a year off to clear 
his head. So he moved to Los Angeles to try 
something totally different: stand-up comedy. 
During medical school in New York, a friend 
had dragged him to open-mike nights, but he 
had gotten up the nerve to actually perform 
only a few times, he says. Once in LA, however, 
he just dove in, hitting the city’s clubs on open-
mike night on a daily basis. “I was so excited 
to be doing something else that I didn’t know 
how bad some of those shows were that I was 
doing,” he says. 

But he kept at it, he says, and on the circuit, 
crossed paths with pros like Chris Rock, Jerry 
Seinfeld, and Dane Cook, which helped him 
hone his craft. “You’re learning at the feet of 
giants,” Iseman says. In 2002, he joined The 
Groundlings, the improvisational comedy 
troupe that helped launch careers of the likes 
of Will Ferrell and Lisa Kudrow.

Then came a lucky break. A friend invited him 
on The Drew Carey Show as an extra. There, he 
met an agent who got him work appearing in 
national commercials—among the more lucra-
tive work in Hollywood. Iseman, 6-foot-3 and 
a pitcher all four years as a Princeton under-

Comedian Matt 
Iseman says 
he loved the 

defibrillator while 
working as a 

doctor. “I used it 
on all my patients,” 

he jokes in one 
of his routines. “I 
didn’t care what 

they had. ‘Your 
leg looks broken 

alright. Clear! 
Congratulations, 

it’s a beautiful baby 
boy. Clear! He’s 

been constipated 
for two weeks? 

Clear!’”
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grad, has an athletic, all-American look, which 
made him a natural in ads for Pontiac, Play-
Station, and Bank of America, among others. 
“That was sort of a marker to me that ‘this is 
tenable,’” he says. 

The work has been steady and growing ever 
since. In addition to his TV gigs, his voice has 
been featured in campaigns for DirecTV, Land 
Rover, and Six Flags theme parks, as well as 
in the video game Command and Conquer III: 
Kane’s Wrath. But he remains proudest of his 
stand-up. “It’s nobody but me,” he says. “I write 
all the material. I perform it. I make the choic-
es on stage. So if it bombs, it’s on my head. But 
when it goes great, it really is the feeling of ‘I 
did this. I took these people on that ride.’” He’s 
traveled the national comedy club circuit, but 
also the world, performing for U.S. troops in 
hotspots like Iraq and Afghanistan.

Both on and off stage, Iseman is a study in 
contrasts. Trained to make life and death deci-
sions, he has settled instead 
on the life of a profession-
al jester. An Ivy League 
grad who earned honors in 
American History, in per-
formances Iseman appears 
more like the kid who got 
by on an athletic scholar-
ship. “Immature and enthu-
siastic are two words to 
describe myself on stage,” 
he says. He’s a practitio-
ner of observational com-
edy, poking fun at life’s little 
peculiarities—dating woes, 
motorist mishaps, celebrity 
train wrecks, and his own 
personality quirks—audi-
ences all relate to. “It’s about paying attention,” 
he says. “It’s usually what makes me or my 
friends laugh.”

Where Iseman’s Ivy League education does 
show up is on a late-night Fox News Chan-
nel talk show called RedEye where he is a 
regular guest. Host Greg Gutfield introduc-
es random topics—Sharia law, transgendered 
politicians, pole-dancers, and North Korean 
nukes—to which Iseman responds rapid fire 
with informed snark. After news that now Pres-
ident-elect Barack Obama had “experiment-
ed” with drugs, Iseman on RedEye brays “Like 
he’s Marie Curie? ‘Barack, you didn’t experi-
ment. You partied with drugs.’ This has got to 
be the first time a guy has confessed to using 
drugs and ended up sounding like a bigger 

loser afterwards.”
Still a licensed physician, Iseman also uses his 

background in medicine and comedy to speak 
to groups in the healthcare industry about an 
issue that is important to him: being able to 
laugh at yourself. “Healing people is a serious 
business,” Iseman says. “You take that serious-
ly. But you don’t have to take yourself seriously 
all the time. You need to be able to let yourself 
go and vent.”

When he speaks to nursing organizations, 
medical conferences, or pharmaceutical com-
pany events, he often highlights the count-
less idiosyncrasies of the medical field. “We 
end up communicating with each other in the 
chart via notes,” he says in one “Prescription 
for Laughs” segment. “How fifth grade is this? 
We’re grown adults communicating by pass-
ing notes.”

The funny doctor act seems to be a hit with 
industry crowds. “He kept us in tears of laugh-

ter the whole time,” says 
Danna Thompson with 
the National Arthritis 
Foundation, which hired 
Iseman to speak at a meet-
ing of national fundrais-
ing staff and volunteers in 
Tucson, Arizona in 2006. 
For Iseman, there was a 
personal connection with 
this appearance: at age 
31, he was diagnosed with 
rheumatoid arthritis, but 
he has responded well to 
treatment, he says. As for 
Thompson, she says the 
foundation was a little 
apprehensive at first, as it 

had never had a comedian address its meeting. 
But Iseman brought the house down, she says. 
“The takeaway was, you just can’t take life so 
seriously,” she says.

Indeed, Iseman seems to be taking his own 
advice to heart. Though he says he regrets not 
having started his comedy career a little earli-
er, going to medical school was one of the best 
things he’s ever done, he says. Being exposed to 
the life and death situations doctors face gave 
him a little bit more grounding, he adds. “In 
Hollywood, it’s pretty easy to lose perspective 
and get wrapped up in things that really aren’t 
that significant,” he says. “At the end of the day, 
we’re just trying to make people laugh. If the 
show gets canceled or something goes wrong, 
it’s not the end of the world.” 

I miss interacting with 
patients. I miss having the 
impact where you change 
a person’s life for the 
better. That’s a powerful 
thing. But I think on a 
much smaller scale, I’m 
doing that anytime I make 
somebody laugh.

—Matt Iseman, Comedian
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The Professional Guinea Pig
For some, participating in clinical trials is a selfless act of altruism 
that involves doing their small part to advance medical research. 
For Robert Helms and others like him, it’s a living. 

For much of his adult life, Robert Helms 
worked as a professional medical test 
subject. He chronicled his experienc-

es, and that of others, in his zine Guinea Pig 
Zero. Excerpts of the publication are available 
in the book Guinea Pig Zero: An Anthology of 
the Journal for Human Research Subjects. Now 
51, Helms has been forced into retirement as 
most studies are interested in subjects between 
the ages of 18 and 45. The full podcast of the 
interview can be found on the The Journal of 
Life Sciences’  website at http://www.tjols.com/
article-793.html

“When I rent my healthy body to medical 
science, I am the temporary employee of a 
research team, paid as a contractor for each 
job,” he says in the book. “I do my bleeding, 
pissing work in a blurry area between patient 
and subject. This blurry area has made for 
intense public debate, and the questions relat-
ing to the guinea pig as a worker are not even 
considered by lawmakers in this country (yet 
they are in Canada or France).” 

The Journal recently spoke to Helms about 
his career choice, the-day-to-day lives of pro-
fessional guinea pigs, and the role of human 

T HE   LA  S T  PAGE  
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test subjects in modern medical science. Edited 
excerpts of the conversation follow.

Q: What is Guinea Pig Zero?
A: Guinea Pig Zero was a printed zine from 

1996 to 2000. We did eight issues. It was a 
journal for human research subjects and I 
always concentrated on people like myself 
who were healthy subjects volunteering for 
pay in Phase I drug trials, which are con-
ducted so that new drugs can approved by 
the U.S. Food and Drug Administration and 
be put on the market.

Q: It was a zine for workers?
A: That is the key to the approach that I took. 

Being a human guinea pig for pay is an 
occupation in the little universe I belonged 
to until I turned 46, which made me too old 
for the better, more worthwhile studies.

Q: How does someone become a professional 
medical subject?

A: The first things one learns 
are the ropes and the rules 
of the game. The rules of 
the game are one thing 
when it’s on paper and 
explicitly stated between 
the researcher and the 
guinea pig. And it’s some-
thing else when you’re in 
the real practice of it and 
you’re actually trying to 
make a living this way.

Q: What type of rules are we talking about?
A: First thing you have to do is make your-

self known to the recruiters who sign you 
up, screen you, stay in touch with you, and 
know you are a reliable person—who is 
not going to come in with heroin in the 
blood or even over-the-counter drugs in 
the blood. You are going to have to have a 
clean physical exam, your health is going 
to be good, and your height and weight 
are not going to be off the charts. You have 
to understand that you are in competition 
with other people who are going to be say-
ing the right thing.

Q: What constitutes a good study for a 
research subject?

A: Well, a lousy study is one that says you 
are going to come in for two hours a day, 

three times a week, and it’s going to extend 
over four months. And you are going to get 
around $500 for the whole thing. That is a 
ridiculously bad deal. 

A great study would be checking into the 
research unit, after you’ve been screened, 
on, say, Monday morning January 1, and 
you’re there continuously for six weeks or 
something like that. That is a lot of paid 
time concentrated into a period and it turns 
out to be $4,000 to $6,000.

Q: Are there people who are actually able to 
make a living from this? 

A: There’s a lot of them. How many? That’s 
the great question of the age—exactly how 
many. But it’s not a glamorous living. It’s a 
modest living. You’re living out of a duffle 
bag. You have an address. You may only 
have a tiny room. Or you might be living out 
of your car and you just go from one study 
to another. The critical thing is in order 

to make a real living, 
you have to do as many 
studies as possible. 

Every time you do a 
study, the question that 
will come up is “when 
was you last study?” 
The answer they are 
looking for is, “I haven’t 
done a study in three 
months or six months.” 
If you say “I just got out 

of one two weeks ago,” you are not going to 
get into the study. 

Q: What kind of living did you make? 
A: I never kept track of how much money 

I made in drug studies. I didn’t do it as a 
workaholic. I didn’t do it back to back. But 
some people make over $30,000 a year.

Q: What type of studies did you participate 
in?

A: Most were drug trials. Some were physio-
logical things like the behavior of the stom-
ach under certain circumstances. 

Q: How do research subjects spend most of 
their time?

A: Watching TV, waiting for the next blood 
draw, talking to their friends on the phone, 
and shooting the breeze with their other 
guinea pigs.

“There are some people 
who are doing it for 
altruistic reasons…the 
overwhelming majority is 
doing it for the money”

—Robert Helms
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Q: What makes a good or bad place to be?
A: That was the key. It’s how good is the food? 

Is it edible or is it totally cheap garbage that 
we’re expected to eat? What kind of facili-
ties do they have? Do they have things to 
keep you distracted like a pool table or a 
decent television set? Do they have phones 
available in the rooms? How crowded is it? 
Sometimes it would be over-crowded and 
you would end up in a fold-out cot or a fold-
out chair and you could only get into the 
regular beds when it was time to get your 
drugs. You were paid extra for that. Also in 
one place, there was no hot water. 

Q: How good a job do they do in these experi-
ments at explaining the risks?

A: Some do a great job and some do a hor-
rible job. A real great place to do a study is 
Thomas Jefferson University. They are a 
medical college. The people are the same 
who are developing the drug and working 
on them directly with the drug manufac-

turers. The people I would interact with 
in person would really be on top of the 
science.

They would be delighted if we started ask-
ing questions about the drugs and what 
they do to the body. My favorite question 
was “What is the half life of the drug?” The 
reason I was asking was to know when the 
drug would be out of my body. It makes it 
easier to know when I can get into anoth-
er study.

Q: Did you ever have an adverse reaction to 
the drug?

A: Not an unexpected one. I would get the pre-
dicted side effects. I watched other people 
have adverse reactions. 

A friend of mine was in the bed next to me 
and they were testing a blood thinner. We 
were among the first humans ever to take 
the drug, which was designed to extend the 
time it takes for your blood to clot. It’s used 
for things like organ transplants. They gave 
both of us the same drug and same dose. 
The normal bleeding time is three to four 
minutes. Mine went up to 11 or 12 minutes. 
That’s what they were shooting for.

My friend’s went up to 21 or 22 minutes. 
So they became slightly concerned for his 
safety and raised up the rails on the side of 
bed and told him to lie still. He was basical-
ly a hemophiliac for that period. They took 
him out of the study and paid him in full for 
the study. So he made like $2000 bucks for 
about two days work. 

Human guinea pigs have been the physical 
beings that have helped enhance the 
knowledge of the human body that has 
created the whole field of medicine as we 
know it. We deserve credit and we deserve 
to respect ourselves. We deserve to cherish 
our history such as it is.

—Robert Helms

courtesy of robert helms
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Q: How did you first get into this? Did you 
see a want ad?

A: I knew people who had already been doing 
it for years. They gave me the phone num-
bers of recruiters and taught me the ropes. 
They told me “ok, when they ask you about 
your medical history, you tell them you 
have never been sick in your life, nobody 
in your family has ever been sick at all. You 
don’t smoke. You only drink two cups of cof-
fee a day.”

I was really drinking about three pots of 
coffee a day. I didn’t quite understand in the 
beginning why they were asking that ques-
tion. But if you drink a huge amount of caf-
feine and all of a sudden you don’t get any 
caffeine, you get very bad migraine head-
aches or you get muscle cramps in your 
lower back and thighs. And my body hap-
pened to go with the muscle cramps. 

During the first couple of studies, I was 
pacing the floor all night long. Later, I fig-
ured I would just taper off before I went 
into the study and then a drink a big cup of 
coffee right before I went in.

Q: Was there something satisfying in doing 
these experiments or was it just a job?

A: There are some people who are doing it for 
altruistic reasons, either they have some 
spiritual orientation—sometimes nuns vol-
unteer—or they are doing it to advance med-
ical science. They might be raising money 
for some charitable cause. Or it might be 
somebody they know who had a horrible 

disease. But the overwhelming majority is 
doing it for the money. 

Q: Do you miss the job? 
A: As far as my life goes, there was certain-

ly an appea l in the flexibility of it. After I 
stopped, I was a freelance house painter. I 
did light carpentry. Now I’m a union orga-
nizer. I plan my own schedule. 

That was the appeal of doing studies. 
When I was done with the study and I got 
this paycheck, I could go to Europe for a 
while. That’s the only part I miss. As far as 
doing it, it’s boring. 

Q: Any advice for anyone embarking on a 
career as a research subject?

A: Be either extremely cautious with any 
psychiatric drug experiment or don’t do 
them at all. One advantage of a normal 
drug study is that your body is earning the 
money while your mind is doing whatever 
you want. You could be reading, writing, or 
doing business over the phone or by email. 
You could be earning two paychecks at 
the same time. If you are doing a psychiat-
ric drug study, you are not in your normal 
state of mind. 

Human guinea pigs have been the physi-
cal beings that have helped enhance the 
knowledge of the human body that has 
created the whole field of medicine as we 
know it. We deserve credit and we deserve 
to respect ourselves. We deserve to cherish 
our history such as it is. 

courtesy of robert helms
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