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JO women every e their men won't wear condoms. But a solution could
e ting #"_FL It's ¢ lot Is HIV—and, best of all, he doesn't have to know

SARA AND PAUL ARE LIKE COUNTLESS MARRIED COUPLES IN THE DEVELOPING WORLD, WHILE SHE
raises children and looks after livestock on a Barm in ruml Zimbabwe, be works a subsistence-wags job in
a distant bowm. They see each oiber, ab best, once a month The Last time Paul came home, Sara noticed a
vaginal discharge just days after he left. A local chinic confirmed her suspicion—Paul had given her a sexually
transmitied infecthon. But when she tried to get him to wear a condom, she received a severe beating,

If 20 years of ATDS have tawsght us anything, it's that men, straight or gany, rich or poor. woukd sooner
chuck a condom than slip it on [n sub-Saharan African coumtries, comtdam use falls as low as 7 percent.
Mearly half of gay American men in their 208 report that they recently had unprobected anal sex. *T
don't think it hard fo ask someone to wear a contdam, but guys hate them,” says Dyamme Stempel, a
simgle wrhite female living in Los Angeles. *They don't say anythéng and then they efther can't perform
or they get uncomfortable”

But what if Sara and Dyanne had a stealth method of protection? Something cabled, let's say, Coothie:
Cream or Booty Butter—an odorless gel. lotion, foam or suppository that could help protect them from
5TDs, but that would also ensure the seambess intimacy cherished in those passionate moments? "It
wtld e & dream,” Stempel says




from the stepped-up cfforts of hillion
aire philanthropisis Bill and Melinda
Cates, wha have donated a votal of 550
millisn o microbicide research. In
Febriary, they made thelr most recent
contribtion, %20 million o fund
Phase 11T erinl—the final, FIMA-
required st of efficacy in humans—
ol a promising seaweed-based praduct
called Carrmguard,

Tllr il Fos \-III:'EI Hl n:'wrhllinn;jr'!,
product has become alarminglv clear
Worldwide, 17.6 milllon women have
HIN. A single unprotected sex et s
cight times more likely 1o infect
woman than a man, Across Afnco ond
."hiil. women in ostensilly FIEHCES]
mous marrigges are at ereal sk
of contracting HIV and STD<. In
Ihailand, a study in the fornal of
'|.-|.r|ur|rq'rl dnmmere ﬂh:,'ﬁq_'h'.'m\ Svrilarmrans
reported, 76 pereent of HIV positive
women said that their only sesial
contach was with their hushands,

“The issue of woemen has come front
anal center in the AIDS epidemic,” says
Helene f-.l_th.'. W, whas 4'|1.|r|\|_1ir||14,1]
WEHTI & PREVERTION programs as a (op
oflicial a1 the Centers for Discase
Caontrol and Provention and now over-
il Faundation's AllYs
|_|"i1.il13_'h. o I h-l' I:'.llih. =, 'aI.I'.“.' l\.li" Ny

b1 Cadites
vears from having o vaecine, and thin's
mizide |:'l..'"||‘|‘|.' realive we nesd 16
diversifv research amd develogiment
We can’t just tresiimenls
andl VT CTIE s =Wy I||_'|;'|_| tew  Fimad
il'l[q.'r|1||.'\di.|r:| I1'g|||1:p|u-|_l|'.-|;n,'
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logus 4

A SLEEK STRAWBERRY-FLAVORED MICROBICIDE
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«f amd mostly dismissed by

the ANWS pesearch mainstresm—have

tiled 0 make this dream o reality

Now the Fruit of their labor is ripening,

ol women enters the

AlS consciousness.

I Weir  inventioms  are ..':J”i'l:l

cides—and swhile the wnfortuna

name sounds like g Tungus-cradication
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tin simce the birth-contral pill

Mo longer the fantasy of womanist policy wonks and heated
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eondan Llnes pages of |'-|||'||i'.':|l.:n||I5- like Vogiee amd The Wall Sereel

ferirnaal. Their eredibiliy comes not only from the mosi
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mibcrehicides in dievelspment in the United  States,  Inadia,
Brazil, Belgivm and Britain, These prosducts come inoa wide
'--\.lt'ii.'l:l-' l.ll IIIII1II.I|..I|:iI:I11\. SHCHWNE ARG el re l'll-ll'l.l' Y '.l\.\'” i
artimicrabial; others woauld allow Far con (S ITETL T lisle: nasIng
HIV, Because of the prevalence of anal sex, mony fescarcliers
insist that microbickdes must work rectally ns well as vaginally
Ihis has the added bonus of making them valuabbe 1o gay men
as well as straight women, But each prototype aspines o a
common  goal: skin-to-skin contact, the ideal of intimoacy
wrnss all coliores

David Phillips, PhiD, a scnior sclentist at the Pavpour Latinem
Council, wishes that he could say he's the genius who discov-
ered that o simple red, scoweed-based product called
CHITIEe nan prevents viral infections such as Y. But in Tact,
carviggeenan, o lood thickener used in Camphell's soups, ice
cream aenal baby fiwsd, has been known for fis antiviral
properias since e 60k, In the ‘805, scientists began losking
al carrageenans potential lor h-:'r|n-x prevention, That was
when Phillips began the resewreb thst Ted o the formulation of
Carraguard in the lage 90 "We've shown than Carraguard 13
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effective against HIV in the test tube and against scveral
sesually transmitted pathogens in animals,” he savs. "Bul
theres still a lot we dent boow abomt hoae HIV gisls inlae thie
h.;..d:._ | S 'I-'u“-m:, al ihe Gale,” [ L], Mo it's our job to
prrowve il will work with g'-tt-plf-."

Carraguard fs one of five microbicides set o enter
advanced-stage clinical trials this vear. With so much riding
on the results of the rescorch, scientists such as Feda
Bosenberg. the Imerim executive director of the Interna-
tional Partnership on Microbicides at Family Health
International, has a barrage of urgent questions to answer.
Onersecing the Phase 11 wests of two other top contenders,
FRO 2000 and BulferGel Hrlhl_’“.lll'fH is II:'I.IiI'l;._I liw I‘Il"\.ij_'l'l
studics with upward of 8000 women, As far as the sheer
scale and ambiten go, Besenberg maintains an upbeat
attitude. “Every challenge can be overcome with creative
-IJ1.'1ij.'|I1 and lots of resourees,” she savs,

But the investigations are starting with a financial strait-
jacket. Carraguard, for instance, has only about 520 million
in its research colfer, although conscrvative cstimates put
the cost of a trial closer to 550 million, Bevond the money,
there are logistical and ethical problems, Scientisis can't be
i hasld with s when I|'|-|:"[. .1-.:L|a!|:; use the ;u.'&'L Bk
they must relv on sell-reparting eather than the data-gathering
methods used in laboratory-contralled setings, Then there's
the moral dilemima that arises when Western seientists give,
say, an African woman—whase chances of contracting HIY
are 20 (o 30 percent—a placebo gel rather than the real
1|1|np|. It's true that the researchers u.||| j’.{i't'l." .|||| L:'-Iunh.-cr-'-
condoms and encourage the use of both latex amd micrahi-
cide (or placehoe gel). But even the lest imentions could
resull in women  being—ar ultimately  feeling—exploited
when their risk of infection is Frighteningly high. Bosenberg
acknowledpes the ethical implications but still defends the
procecdings, arguing that the women will receive prevention
and care at standands comparable o those in the US. “That
maeans condom promoetion aod counseling and treatment of
5TDs,” she says.

Rosenberg and her colleagues believe that a microbicide will

A LIPSTICK-LIKE CASE

hmq' dmﬁm:alr.ilrc! i."'Fl'ii.'.l.I."!.' if, oer three YCArs, thecire are at
least 30 percent fewer infections among users than in the
contral groop. Thst may seand lor Trom ideal. Bot researchers
ot the London School of Hygiene and Tropical Medicine
estimate that a microhicide with 60 percent effectiveness could
avert 2.5 million new HIY infections aver three it warldwide.
[In lu|:- of the obvious human ||r.'n1.'|'1h. ihat tranalades nto @
£2 7 hillion sawings in health-care costs (nod inclhsding HIV
micdls) aned 51 hillico in prodectivity for develogeing countries.

“This has been discussed by many experts in the field, and
there is some consensus, at least for the firse elinlcal soudy,
that 30 percent conld potentially lead o approval,” says
Dehra Rirnkranmt, MDY, director of the FIAs divasion al
antiviral drugs, who has reviewed every microbicide that has
entered trials, “This is being developed globally—mot just for
the U.S.—and if we could prevent 30 percent of infections
in Alrics, that would be tremendons.” Still, she eovisions the
FlA rq-i'|'|r|1|1|u-||4||'||p_ iha= |rn|:|||||:'t'\. for wse with condoms.
“The trials are being conducted with them, and the labels
have to reflect that,” she says,

ven with all the deum-rolling ahowt the promise
al the “fab Nve” microhicides, rescarchers have
great canse lor caution, Two vears ago, Four
micrabicide inalists had made i 1o Fhaze 111
trials, bur all wldmarely failed because they
contained Monoanol-9. In studies., the spermicide
wirs Found 1o canse vaginal abrasions, making
wornmen eveen maere susceptible o HITV

The current crop works dilferently, Carraguard’s carrageenan
'||-|.'|-:rn5.'_~: Lo @ |.1|11i|:. al |.1:-n1|l-|:-|||1|.|= cialled sulfancd EHa-l'-.r'l'll.'h.
which are believed tn et HIV anad keep it Trom entering Baost
cells, BullerGel, made of @ feoming meent almsady usaed in
many vaginal products, mixes with the vigeina's natural scidity
1o create a pH level hostile to HIV. Then there are antiretroviral
products like PMPA gel, which work like cureemt ALDS
thernpies by blocking HIV replication. Since the 80,
hursilredds ol compounds hive bsen sereened in test tohes fon
their ability to prevent pregnancy and kill pathopens, savs
Henry L. Gabelnick, PhlY, the dircctor of o microbicide
research consortiom conlled CONBALY thst in 20060 received
525 milliom Droam thie Gantaes Fooomsclatioo. Alaer (bae 1]|.'l.il'\1l.||1ll|!!|
Failure of Monoomnol9, he sayvs. “people began looking for
formulations that were less irritating and -\'.'-:||1|.|1|:||:nda thait
wotlld hind the virus.

[ Dimslisis—mnst of which luve possed the small Pliase 11
tests Tor safety amd initiol indications of ellectiveness—all ofter
promising approaches, The big problem now is money, The
Rockefeller Foundation Microbicide Initiative, a working
group of consultants, recearchers mnad '|1-|1.'|r|1'.:h'4'|:|:i|:'::-| nrzlvsts
estimuies that (ol preduct-development eosts Tor the Tirst
peneration of microbicides will ron more than 5730 million
[hy contrast, the average drug, including HIV medicines, costs
S5M million 1o 1|1,'1'4,=|-'L|:-.:l "i;||:||:c, the Initistive l:-n::-_im'la 4-n|:;
5250 millian in ||||I:-||'|- rlllll:tillH fisr microdsicicle eles |-|-r|:-|||u-||1
throuah ihe viur 2005,

O sedudion would be for deepspocketed pharmaceutical
giants to partner with the current loose network of academics, |
nonprofits and plucky, indic bistechs such as BeProtect, the
Baltimore company iht d:-l.u-|u|'r|11 BuolferCiel, B [rrdsvanbin




has never been Pharma'’s bread and butter. "As a society, we talk
| a Dot meore aboiit the Iy ihan e nlion,” & 1V l-..-l'un Whale 'y,
|"'|1|:I whio b ||1-|.'|:| |:|4.'1.|.=|-:_|-'|'.| Banbler(el. “With :||1|cr-|;h||:|-;|._; we Te
| introducing o whale new category, and that's just stunning to
s people.” To meake matiers woorse, the Temale condom amd
| the Teday Sponge, two products seen as business-case precursors
U o micrehicides, wene ||'|n|,|g|\| 10 Cnjoy sirong muirket paotential
: beut turmeed oot 1o be |Jll=|||l|:.::|ll.1| |T|||n. Al workdswide sales
{of the Female condom Fl'li.'i.’ll‘-.'l."'l.i at a mizserable 56 million (in com-
| parison, “male” condom sales have reached %295 million in the
I UGS, alone), and the sponge rked oo palirg 3200 mallicon
| hardly the numbers o justify microbicides” no-insignificant
| development coss.

For the most part, pharmacewtical giants are watching
microahicide tesbimg from the sidelines nnd 1.'|.'irh|1n|:|ing ihieir
{ wallets, Jumet Skidmnore, @ ~.|'||:LL1-'-.||-|=r=.||||| Ior Merck, ._-'.,jil.rinu

that her companys HIV prevention commitment lies, and
U owill remimin. liemly in vaecine territory,. “Given our experi-
i the vaccine feld, s just the more effective

| ence
| approach for us,” she says. She denies that this decision is
based on econamics or microbicides” carly clinieal siombles.
“We feel !l-l.lullj.;l'!. that the best way 1o .'|.|:l|r||.n.||:'i| Lhuis |:l:|||1||. Mk
is with a vaccine.

Fut if Merck and its hrethren weres in Dol o consider e
“returm on investment” numbers compiled by the Rockeleller
Foundstion Microbicide Initiative, they'd likely flee in horror,
| 1|1||‘|I||. |ih' ;_lr-ullll il e RRrresil :|.Ii: :||I|-i|. III.II"\-. Hi -Illlll'llhll'I”.I .,||'||,t

company that owns or acquires a successful microbicide does
stand a chance 1o make money. “It's not going w be a billion-
dollar Blockbuster,”™ Gabelnick sivs. "But the market for
spermicides now Is only 540 o $50 million, and that hasw'
kept personal-product companies from selling them.” He also
envisions a two-lier prcing system b balance oot the cheapress
af micreblicides in poor countrics. “People forget that a cvele
ol aral conlrceplives sislls Tawr SA0 im o ph.—\rmaq: bust donor
agencics |1-r1r|‘.-:||'||3.' et them for 30 cents or less,”™ he sivs,
acding that in many developing nations such as Brazil, India
an] Ching, theres o sizable, growing middle elass that can
absorb a higher price point.

That & viahle, potentially luceative micesbicide market exists
in developed countries i something thie UC/Berkeley
cpidemiologist Bethany Young Holt, PhID, is secking to Prove
with a HI'KII'I-In-lh‘-p”lrli‘-llf‘d :1H||:|.g. ol Vg Américan women,
“Across the board, women are ancomlorishle wiking o their
male pariners about sex—whether they're rich, poor, white o
black,” she observes. Holt held focos groups o gauge women's
interest in microbicides, Their responses were encourmging
wnd even produced sexy packaging ideas, like a sleek gel
[s=trmadierry  Dvwvored |:n-ﬂ':rﬁll caniained o a |i|\_-;|i.-.-l._-|;il._|_
cast—the must-have purse item of the coming decade.

For now, all eyes are on the holy grail of FDA approval,
which could whke another five vears. But the war chest for
microbicide l:|-|."u:|u|:|:||'|1.'|'|l rermaing  disturbingly  licht, with
maney coming in piecemenl from the government, academic

A MICROBICIDE HAS TO BE CHEAP—35 CENTS
A DOSE—OBLITERATING PROFIT MARGINS.

| |hru;|irh thrt i ha=ir 1.l;||:!-|llt| mairkel sive could resch S9C00 million
| by 2011, it places each candidate’s statistical chances of clinical
| approval and market entry 8t only 25 pereent. Bven worse,
| projections show that any corporate backer of a first-genera-
I tion microhicide is likely 1o incur financial losses in the tens of
| millions af dollars. For a microbicide 1o be effeetive in the
I.Ii."l-l.'l-ilplll:.{ world, it has w be L'IH.'-I|:I—iI!l- little as 35 cents M=
| dose—aobliterating profit margins.

Researchers and academics argue tht as loeg as the elinical
trials are publicly and philanthropically funded, a pharmaceutical

Enemy at the Gate

mmmmmwmumm
of dollars trying to figure out how to undo HIV once it's
in the body. But as vimlogy and reproductive biology

- Aexpert David Phillips, PhD, and his pears labor to prove
the anti-HIV power of microbicides, a key mystery persists:
How does the virus get into the body in the first place?

- Theories of infection abound. Phillips believes that most
acts of unprotected sexual intercourse with an HTV-infected
partner won't result in transmission without certain
- mechanisms to facilitate viral entry. "It's like if a bunch of
people drink contaminated water,” he says. “Some will get
sick. Others won't.” The ideas about transmission vary, but
ultimately any could be true—or not. "There's so much we
still don't know,” Phillips says bluntly,

Most experts assume that semen carries the virus into
the cervix, vagina or rectum, allowing it to invade other

o}

.

-
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granis, private foundations and small biotech firms. According
Lan ll‘ll.' 1||1|.Iil‘\-|'lilllq[lhll. D -based Glabal € :-|r|1|1.'r||._l|1 Foor
Microbicides, an organization that raises public awareness and
political and lnamcial suppa, ooly | percent of the federal
AL research budget—535 million—is corrently allocsted o
microblcide research.
melivists such s Caledhual
Campaign'’s field organizer, this is a frustrating state-of-alTairs,
“When we treal microbicides like the ill-fated. red-haired
stepchild, we're just culling off our nose (o spite our fwee,” she
{comtinmned o prager 55)

For velermn Anng  Forbes, ihe

cells, which then circulate it bodywide. One loading theory
holds that the fatal carriers are dendritic cells—the ones
that signal the immune system to produce antibodies.
to this view, dendritic cells pick up the virus and

take it back to the lymph nodes, contaminating them.
Another top hypothesis links HIV infiltration to epithelial

cells, which line the vagina, intestines and intericr of the

lungs, Even though these cells are designed precisely to
protect these sensitive organs from infection, for some
reason they are vulnerable to wviral violation, especially
inn the rectum.

With a number of theories in play, the ideal microbicide
would cover as many bases as possible, making the virus
unsavory. to dendritic cells and preventing the vieus from
binding to epithelial cells. But even if a microbicide trial is
successful, it will be very difficult, if not impossible, to iso-
late which infection mechanisms were blocked. “It's my job
to worry about them all,” Phillips says. Clearly, the nnystery
of infection is fertile ground for future research. —55



Kiss & Gel

(WS R N RTR AL, -|'__rl'-'r-u Jete 1
says, " This could be revolutonary:’

If microhicides are going 1o ke hold
there needs to be a major public edeca
tinn push. According to the Kaiser Family
Foundation, only 2 percent of Americans
hawve even heard of microbicides

b stronger show of political force wil
also be necessary, which is why people
like policy officer Lara Stemple are
warking o l.'.|||||l:.i;_'|'-=~ like the California
Microbicides Iniviagive (CadT) in Las
_'|_r|i_llql'||_u\. Caldl anad orlver FERTT R b
securiel the sponsorship of eight senators
aned 38 house representatives for the
Wiernhicide |:|‘\-|"|.|_|-|||'|I":'|:'I!| At 'H.I'li-\.\.']'l
'.l\.|||'_|_|_1 .I_I'I'_":-|Il'lﬁ|'i.\.|'.i_' f‘l’!-c:-l'|-\.':| lor a4 new
micrebicide program st the National
Institutes of Health, Given the unpre
dictable AlS climate under the Bush
administration—with abstinence domi
||.|Ii|1:_; ||Il' |.|'|||'r |! HIw :'II:JI alhion .I.|l_l|'I'.||.|
;||||;E Frl !|;|II_r-. 52060 I|!i||t.:J|| commuitted to
the UN global AIDS fund—even Forbes
concedes that the chance of passage is
slim. Dut just introducing the act will
generate legislative awarencss and serve
g% a starfing pnint for ereative Tording
stralegies. “Clobal AITFS = a haot issae an
Capitel Hill.” she sovs. “And i we can
;llnlliqlll microhicides o el q4al the
ssie, then it has @ much better chance
of making it.”

With the profit sector plaving possum
wntil the |:lr::-|-F comes tn, what's urgentls
necded is Funding from public and
philanthropic  sources. “We're looking
for our Mes. MeCormick,” Stemple says,
imvoking the wealthy widew who, with
|1-i:|'||'\.i:\.“.|..1-l.': i:.'_:l':'i- activisi 1|-1|.,5..|ll.".
Sanper, unsuccessfully lobbled the phar-
raceutical indusiry 1o develop a sale,
cffective oral contraceptive. In 1951,
hatherine Dester MeCormiiek pui bicr
r:'|.'|||;|l_|r:|.:|: ll;lll.ll-\.ll'| LILERLAY |.'-|1|'|-|'
bier ascaetly svas. i (JELY 1||-.' sCienitists Lo
promliiee ihe research that ultimancly led
1o the birth-contral pill,

Before then, liberating women's sexu-
_|i|'|_'h. 1|-':-|'|' E!‘l'-l_ _l:'l.-l'l-l,:\. :I‘!iAI".I; |‘|-|'|-| '-l\.'|.':1'||.'|:|
like & aking over wires, |'||,|.u| ihrowugh
the gir or mcke T U CT TR TH T PR T
-c_lli'..:l' ic, vern |.|||I-||~.'!| |IH I -\..Illldl Ill:l.I
Bl ||. [ |-\.!|'||!-|”'.._ bl |lilil.' '||."| I"'l'!l
1 Enie |||F|i| |.||:' |||||." ili=s 'a'.ll!l'l:"ll'- -Il'u.l
SANV MIET 5= -u,-u_l._1!i:_:|.' from Y, it could
Fimalls put the brakes on |'|i-|--r:. % worsk-
EVEr |'-|||'|l:q'-:1|_--|I|:|'. catastraphe. But in
the ahsence of sufficient dollnrs ondd
pwnrencss, the revalution in the sheets
will regquire whit is sometimes cqualls
hard 1o come by mwovement i tha
streeds. s cles nicrobhicides e
necded, and that they're imperative,’
Forbes savs. "Since we're not able o
attmect corporte support, we have o
mitke it happoen ourselves.” o
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