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Quinolones show promise 
of much shorter therapy; 
a match with RFP seen 
Drugs pack big punch — with staying power

TB researchers are taking a hard new look at an
old friend — a family of antibiotics known as
quinolones. The drugs may have star potential

as first-line agents, many experts have begun to
believe, thanks to data suggesting many quinolones
have potent sterilizing activity. As an added bonus,
they have long half-lives, suggesting they may be
good companion drugs for rifapentine (RFP). 

At a recent meeting of TB researchers at the
National Institutes for Health in Bethesda, MD,
recently published data from a trial in Chennai, India,
was one cause for excitement.1 In the trial, Indian
researchers added ofloxacin — an older quinolone
well-known to TB clinicians — to induction regimens
containing three other first-line agents. The results
were impressive: Following durations of treatment
ranging from the usual six months to just three, the
two-month culture conversion rates ranged from 92%
to 98%.

“That’s unprecedented,” says William J. Burman,
MD, an infectious disease specialist at the Denver
Medical Health Center. The two-month conversion
rates of the Chennai study, along with some convinc-
ing unpublished data, suggest that most quinolones
may have kill-power rivaling that of rifampin (RIF).
“Rifampin’s king, and I don’t know whether even a
quinolone could dethrone it,” Burman says. Still, he
adds, “if something like the Chennai trials could be
repeated here, does that mean we could increase two-
month conversion rates by 10%?” 

If so, quinolones might point the way to shorter
therapy. Alternatively, and maybe just as good,
quinolones might serve as linchpins for regimens
entailing markedly less frequent therapy. 

Researchers at the Tuberculosis Trials Consortium
(TBTC) are also keen to team a quinolone with RFP,
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the drug with the long-half life approved in 1998
for TB treatment. The TBTC is the investigator-
led collaboration funded by the Centers for
Disease Control and Prevention in Atlanta. 

Two scenarios combining RFP with a quinolone
(plus two other first-line agents) pop up in con-
versations with Burman and with Rick O’Brien,
MD, head of the research and evaluation branch
at the CDC’s Division of TB Elimination. 

Burman envisions a three-month regimen of
daily therapy — period. In the Chennai trial, for
example, one group of patients was treated for
just three months with daily doses of ofloxacin,
INH, RIF, and PZA. That group’s culture negativ-
ity at two months was 92%. 

O’Brien thinks it might be possible to use a
quinolone along with RFP to achieve a super-
short induction phase of perhaps just two weeks,
followed by once-weekly therapy for six months. 

Along with their apparent talent for steriliza-
tion, the other compelling aspect of quinolones is
their long half-life. 

According to Burman, unpublished data sug-
gest that adding a quinolone to once-weekly RFP
therapy might close the performance gap TBTC
researchers uncovered when they teamed RFP
with isoniazid (INH) in once-weekly doses dur-
ing the continuation phase of therapy. When ana-
lysts mulled over possible causes for the shortfall
between that intervention and standard twice-
weekly therapy, some decided the problem was
that the RFP dose wasn’t high enough. 

But others, Burman among them, are starting
to think the problem isn’t RFP at all, but instead
INH, with a half-life much shorter than that of
RFP. “INH may not be the right companion
drug,” Burman explains. “It’s a tremendous mis-
match in terms of half-life.” 

One of the newer quinolones, moxifloxacin,
has a half life that almost equals that of rifapen-
tine. Another newcomer, gatifloxacin, has a half-
life that’s just a little less. Unpublished data from
animal experiments show adding moxifloxacin to
once-weekly RFP therapy “adds a lot of punch,”
Burman notes. 

Ironically, the drugs causing all the fuss are
already quite familiar to TB clinicians. Ofloxacin
and levofloxacin in particular are well-respected
members of the battery of second-line agents
available for treating patients with drug-resistant
disease. There are plenty of safety data on lev-
ofloxacin. Unfortunately, data are scanty for long-
term use of most other quinolones. 

That poses a problem that will have to be
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addressed before work can proceed further, says
Burman. “We’ve tried telling the FDA and the
drug companies how we use quinolones in TB
treatment all the time for long-term treatment,”
he says. “But they say they’re still worried about
side effects, and that they need more data.” 

That means the first work the TBTC does on
quinolones will probably have to be a small
Phase II safety and tolerability trial that looks at
two-month culture conversion rates as well as
safety. Given that several quinolones have been
pulled from the market because of serious side
effects, being patient makes good sense, Burman
concedes. 

The other question that needs to be answered
before bigger trials can proceed is which quino-
lone to use. In animal studies, moxifloxacin and
gatifloxacin seem to be more pharmacologically
active than ofloxacin, says Burman; they also
appear to out-perform levofloxacin in low doses.
At the higher dose, levofloxacin looks as if it
works about as well as the two newer quinolones,
says Burman.

The other hurdle, predictably, is money. “If we
don’t get more of it, we won’t be doing any trials
at all on quinolones this year,” says Burman. 

Meanwhile, the TBTC is poised to start
enrolling patients in a trial of RFP and INH given
in 12 once-weekly doses to those latently infected
with TB. The trial will enroll 8,000 patients. The
comparison arm will be nine months of daily
INH, O’Brien says. 

Reference

1. Controlled clinical trial for the treatment of sputum
positive pulmonary tuberculosis with regimens containing
ofloxacin. TRC Annual Report 1999-2000: 24.  ■

Case management tool
boosters seeking pilot
Big search engine trolls internet for goods

For years a state TB controller and a Los
Alamos computer whiz in the far-flung Four

Corners region have been telling everyone who
will listen about the wonders of a new case man-
agement tool. 

OpenEMed, as the program is called, is chiefly
the creation of Dave Forslund, PhD, a laboratory

fellow at the government’s nuclear weapons
shop. Its biggest booster, Gary Simpson, MD,
PhD, is the state TB controller of New Mexico. 

In places like New Mexico — where there are
many patients who have multiple providers and
who bump up against the health care system in
myriad places — OpenEMed is going to be the
better mousetrap harried TB controllers have
been yearning for, Simpson says. The software
(“not just software, but more like a whole new
approach to case management,” as Simpson puts
it) uses a powerful search engine to cruise the
Internet, plucking out lab numbers, CT scans,
digital chest X-rays, and histories; presto, an elec-
tronic patient record is created on the fly. 

“Suppose I have a patient who lives with his
family in Utah, gets his health care in New
Mexico, works in Arizona, and is an Indian
Health Services patient,” Simpson says by way
of illustration. As it stands now, the only way he
can keep in touch with all the links in the health
care chain is “through endless phone calls and
endless faxes,” he says. With OpenEMed, he
envisions having simply to log on to do consul-
tations or catch-up. 

Keeping collaborators in touch 

Whether in a rural setting like New Mexico or
a crowded urban area, health care providers need
to find ways to share information across a variety
of systems, says Forslund. “Health care is 20% of
the economy,” he says. “The biggest single factor
in improving health care is better information
management.” 

Because health care systems typically don’t
interface well, data often must be entered multi-
ple times, boosting the chance for error with
every re-entry. At same time, other data get over-
looked or just plain lost. “Why is that?” Forslund
asks. “What we’re trying to do here is make the
system work more efficiently.” 

Simpson isn’t OpenEMed’s only fan. His fellow
TB controller Charles Wallace, PhD, MPH, head 
of the Texas program, calls the program “very
powerful and very dynamic.” The two have
already applied to the Centers for Disease Control
and Prevention for money for a pilot project in 
the Paso del Norte region. That’s the sprawling,
impoverished border settlement that includes 
El Paso, TX, Ciudad Juarez, Mexico, and a stretch
of southern New Mexico, an area collectively
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Modeling complexity 
is nuke lab’s specialty
Integrating health systems a happy outcome 

When most people think of Los Alamos
National Laboratory in New Mexico, 

a computer program that functions as a case
management tool for TB probably doesn’t
come to mind. Yet sophisticated software with
public health applications is actually a house
specialty of the laboratory.

Gary Simpson, MD, PhD, state TB controller
of New Mexico and a booster of the Los
Alamos program known as OpenEMed, is only
half joking when he says, “They do stuff like
this to let folks know they don’t just build
nuclear weapons.”

In fact, the nation’s nuclear-weapons pro-
gram provides a big part of the impetus for
software development at the national lab,
though not in the way you might think. “We
build software because we don’t do testing [of
nuclear weapons] anymore,” explains Dave
Forslund, PhD, a Laboratory Fellow at Los
Alamos and team leader of the group that built
OpenEMed. 

Chasing global warming, hantavirus

Making sure the country’s nuclear arsenal is
fully functional, even though the weapons can’t
be actually be fired for test purposes, is akin to
“the boss telling you that you have to guaran-
tee that the copy machine down the hall in the
office will still make good copies 25 years from
now, even though you can’t turn it on in the
meantime to make sure,” Forslund explains.
“That means we have to model very complex
systems.” 

Another such mandate at Los Alamos is the
modeling of global warming. (Surprisingly, the
Los Alamos forecast calls for lots of change, but
not always warming.) 

Then there’s the assignment to accurately
predict bioterrorist events before they happen.
“Right now, we’re basically dependent on one
doctor seeing more than one patient with the
same symptoms,” he points out. “But now, the
doc on the second shift in the ER may not even

know what happened on the first shift. Every-
thing depends on the same guy seeing more
than one case.” 

That’s part of why the recent hantavirus
outbreak went undetected for as long as it
did, Simpson adds. To catch outbreaks faster,
a project called RSVP (Rapid Syndrome
Validation Project) is under way. RSVP, which
uses OpenEMed, is a collaboration of Los
Alamos and Sandia National Labs, New
Mexico’s state’s health department, and the
University of New Mexico Emergency
Medicine Department. 

Yet another project in the state will pilot the
creation of an on-line immunization record.
Here, collaborators envision using OpenEMed
to keep immunization data from having to be
input the three to five times they are now, says
Forslund. 

Web site offers free download

In the past, Los Alamos also collaborated
with National Jewish Hospital in Denver to
implement OpenEMed for managing complex
multidrug-resistant TB cases. The lab has a con-
tract with the City of Hope in Duarte, CA, to
provide an OpenEMed package that can be
used for clinical trials. 

One thing that doesn’t interest the lab is
making money off the systems it develops,
Forslund notes. By going to the OpenEMed
web site (www.openemed.org), anyone can
download the most current version of the pro-
gram for free. So far, about 1,400 people have
done so.

Despite the enthusiasm of the locals, both
public and private health care providers have
traditionally been cool to approaches entailing
open-standards electronic records systems, says
Forslund. “We’ve been to the CDC five times
[with OpenEMed] over the past six or seven
years,” he says. “But they’ve done a lot of soft-
ware development of their own; I guess they’re
a bit wary of competition.” 

The reaction from private industry has also
been cool, he adds. “The big boys [in private
health care] don’t want this stuff,” he says. “If
you have open standards, it’s harder to capture
the market. They don’t want people to move
out of their system.”  ■



described as the single biggest border community
on earth. 

The two states “are already working together
in the [Paso del Norte] area,” notes Wallace. “We
think this would be a great chance for the CDC
to have a look at how well this thing works, and
at the same time for us to get a comprehensive

picture of these patients and follow them
through their treatment.” If the pilot project gets
funding and goes well, the plan is to expand the
project to other parts of the border, Wallace adds.

The CDC has yet to produce any money for the
pilot, but Wallace and Simpson say they’re more
determined than ever to put the software to the
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Back at the CDC, NEDSS
seeks systems integration
Tower-of-Babel surveillance schemes must go

While TB controllers out West are trying to
get an electronic case management sys-

tem up and running, information technology
specialists back East are hot on the same trail —
or, perhaps more accurately, a superhighway
version of the trail. 

Thanks to a dose of federal funding, the
Centers for Disease Control and Prevention 
in Atlanta is hard at work getting various
surveillance programs to talk to each other
and at the same time to talk to other banks of
clinical data — laboratories and pharmacies,
for example. 

The CDC project is known as the National
Electronic Disease Surveillance Systems
(NEDSS). At the helm of the project is John
Loonsk, MD, associate director for informatics
at the CDC and director of the Information
Management Resource Office, the central infor-
mation technology organization of the CDC. 

Part of the NEDSS mission, Loonsk says, is to
create “an integrated surveillance environ-
ment.” That means taking the 120 or so surveil-
lance systems that currently feed data to the
CDC and making them look and act more alike.
More important, it involves giving them new
“interfaces” so they can share data with each
other. 

Same look will ease load on users 

“Right now, what you often have are two or
more systems running on the same desktop,”
says Loonsk. “You might hit F10 on one, and it
deletes a record; hit the same key in another,
and it saves a record.” Nor, under the current
Tower-of-Babel framework, is it easy to deter-
mine whether an HIV patient is also a customer

at the sexually transmitted diseases clinic or if
he’s well-known to the TB controllers down the
hall. Loonsk hopes to change this situation. 

Next comes figuring out how to mine data
that exist in other clinical information systems.
Loonsk cites a recent study of TB case reporting
in which researchers found that by sifting
through a health management organization’s
data bank, they uncovered 18% more cases than
had been reported through routine public-
health surveillance.1

So far, Loonsk’s office has parceled out about
$10 million to states to get their state systems
built to NEDSS standards. That doesn’t neces-
sarily mean rebuilding from the ground up, he
adds, so much as rehabbing systems so they
can interface with others. 

“By analogy, you could say we don’t all have
to have the same houses, but we need to share
the same electrical grids,” he says. TIMMS, the
CDC’s TB surveillance software, is getting its
own overhaul and will be rebuilt to conform to
NEDSS standards. 

Loonsk says the CDC will start piloting 
its own NEDSS-compliant software next
month, with a bigger rollout due in the fall.
The newly configured products won’t neces-
sarily work as case-management tools “right
out of the box,” he cautions; still, “there will
be a work-up feature that will accumulate
information.” 

One reason for the dissonant array of surveil-
lance systems at the CDC is that funding for pro-
grams has historically been categorical. Though
that helps protect the integrity of programs, cate-
gorical funding has also tended to force pro-
grams to function in relative isolation, with each
building its own software to its own standards. 

Reference
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Supplementing TB surveillance with automated data from
health maintenance organizations. EID 1999; 6:779-787.  ■



test. “Whether it’s the CDC or Robert Woods
Johnson Foundation, somehow we’re going to do
this thing,” Simpson says.

Simpson recently showed the software off at
the Southwest TB Controllers meeting. In the
meantime, the New Mexico Department of Health
is going full speed ahead with OpenEMed in
another division, using it to put state immunology
records online. 

Applications in the ER to be tested

The University of New Mexico is also collabo-
rating with Los Alamos to plug the program into
the school’s Emergency Medicine Department.
Years ago, OpenEMed was used extensively at
National Jewish Hospital to monitor the progress
of multidrug-resistant patients. Other projects in
other states are in the offing as well. 

Funding aside, there are lingering issues that
need to be ironed out. For example, if physicians
practicing in New Mexico do a phone consult on
a case in Texas, they’re currently protected from
being sued in the event something goes wrong.
With OpenEMed, it’s a different situation,
because physician comments would go into an
electronic patient record. In essence, a New
Mexico physician would be practicing medicine
in Texas without a Texas license. 

That’s not an insurmountable problem,
Simpson maintains. This year, he points out, the
legislature in New Mexico passed a telemedicine
licensure law. The new law permits a physician in
New Mexico to use a current license in that state
to obtain authorization to practice telemedicine in
another state. 

In addition to procedural matters, there are
start-up expenses associated with a pilot pro-
gram. For one thing, scanners that are equipped
to digitize chest X-rays need to be purchased. For
the Paso del Norte pilot, two scanners would be
required at about $15,000 apiece. Because radio-
logic technology is forging ahead on its own,
with more hospitals adapting to digital radio-
graphic equipment, scanners may someday be
unnecessary, he adds. 

Two issues that aren’t expected to cause trouble
are security — OpenEMed’s encryption method-
ology makes it air-tight, Simpson says — and scal-
ability. Because the architecture for OpenEMed is
what software jocks call “distributed,” patient
data won’t reside in one central computer, but in
the computer at the clinic. Hence, clinics opting
into the system won’t have to run out and buy

bigger computers. OpenEMed, according to
Forslund, can run on a PC “straight off the shelf
from Wal-Mart.” 

The software can also interface readily with
TIMMS, the CDC’s surveillance software for TB.
By getting Forslund to build a “plug-and-play”
interface, Simpson assures there’ll be no danger
of anyone having to double-enter data. Instead,
data entered into the case-management end “will
automatically be populated into TIMMS,” he
says, so the CDC gets what it needs.  ■

If Russians nix loan, 
TB fund might dry up
Nation’s drug makers said to fear squeeze-out 

If the Russian government turns down a $150
million loan from the World Bank intended to

fight the country’s TB epidemic, the move could
imperil other potential public health loans tar-
geted for the country, says an expert on Russian
TB. 

“The current trend in global health is toward
[the commitment of] more and more funding,”
says Alex Goldfarb, PhD, TB program director
of the New York-based Public Health Research
Institute (PHRI). “But if this — the first major
international effort to combat TB in Russia —
should fail, then additional funding from other
international agencies may not follow.” 

Representatives of the Russian Health Ministry
surprised observers with a sudden about-face,
announcing they no longer wished to accept the
funding. The Health Ministry has been negotiat-
ing the loan with the World Bank for two years.
The loan had reached the final stages and seemed
poised for approval. Suddenly, the ministry
announced it had changed its mind and refused
to sign. 

The culprit is the Russian pharmaceutical
industry, says Goldfarb. Members of the indus-
try fear their products won’t meet the tough
Good Manufacturing Practice (GMP) standards
imposed by the World Bank on medications the
loan would be used to purchase. “Because
they’re worried they’ll be excluded from loan
purchases, they’ve been lobbying heavily
against the loan,” he says. 
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None of the Russian firms have gained the
GMP seal of approval yet, though a few are close
to completing the application process and may
soon be approved, adds Goldfarb. In other
instances, though, the industries’ fears could be
well-founded, he says. 

“From the [Russian drug industry’s] perspec-
tive, I suppose it’s a legitimate complaint,” says
Goldfarb. “But that’s small consolation to the
Russian TB patients who are dying for lack of
drugs.” 

Even though Goldfarb calls the Health
Ministry’s announcement “a serious threat” to
the loan, he adds that there are other forces at
work that may turn the situation around. 

The Russian Ministry of Justice, which runs the
country’s crowded prisons, is among those lobby-
ing hard for accepting the loan, because TB is
concentrated heavily in the prisons. Regional
public health departments also want the loan to
go through because they bear the brunt of treat-
ing people with TB. In any case, the final decision
will be made by the Russian prime minister, not
the Ministry of Health, adds Goldfarb. 

Russian TB case rates have soared to 100 per
100,000 people. That is triple the rate of a decade
ago and fifteen times the rate in the United States
Each year, 30,000 Russians die of TB, with two
million patients registered at overcrowded clinics. 

One in 10 inmates in the country’s over-
crowded prison system is infected with the dis-
ease; in some prisons, a fifth of TB patients are
infected with multidrug-resistant (MDR) strains.
Because few inmates seek treatment after they
leave prison, international TB experts say the
prisons function as “epidemiological pumps,”
working efficiently to spread the epidemic into
civilian populations.

Exacerbating the TB epidemic is the fact that
AIDS and HIV rates in the nation doubled
between 1997 and 1999, according to World Bank
officials. The bank estimates that by 2005, AIDS
and TB together will cost the country 1% of its
gross national product. 

So far, only about 6% of TB cases across the
country are currently receiving DOTS, the TB
treatment strategy approved by the World Health
Organization. A host of non-governmental agen-
cies and other organizations have DOTS pilots up
and running in various provinces. Recently, the
first DOTS-Plus pilot — jointly administered by
Harvard Medical School TB experts, the British
nongovernmental organization Merlin, and PHRI
— won approval from the WHO’s “Green Light

Committee” for their second-line drug regimen.
That means the Tomsk project, which aims to

treat prisoners suffering with MDR-TB, should
be under way soon. The project will be the first
DOTS-Plus project launched in Russia. Initially,
100 prisoners in Tomsk will get expensive sec-
ond-line drugs, obtained at sharply reduced
costs following negotiations with American drug
companies.   ■

TB controllers Hill-bound,
hoping for Congress’ ear
Making a case for funds — without asking 

As many as a dozen TB controllers are
expected to hop on a chartered bus and

spend the afternoon of June 17 pleading their
case with members of Congress. Lobby Day, as
it’s being called, will kick off this year’s annual
TB controllers’ meeting, which is scheduled for
June 18-21 in downtown Baltimore. 

“Even though TB controllers can’t lobby for
funding, they can speak powerfully about the
impact of TB on the ground,” says Joanne Carter,
legislative director of Results International, the
grass-roots lobbying organization that has
adopted TB as its cause. Carter is scheduled to
spend an hour or so coaching the TB controllers
who plan to go to the Capitol on how best to
make their case. Because they already receive fed-
eral funding, TB controllers can’t ask outright for
more money. They can, however, “educate” law-
makers about the need for sustained support for
their programs, Carter adds. 

Along with Carter, speakers for Lobby Day are
expected to include John Garrison, CEO of the
American Lung Association (ALA); Dale Dirks,
the ALA’s counsel on health and medicine; Philip
Hopewell, MD, professor of medicine at the
University of California in San Francisco; and
Rep. Sherrod Brown, D-OH, the principal spon-
sor of a bill recently introduced in the House that
would allocate the funding needed to get the
United States on the path to TB elimination.

Hopewell is expected to talk about the Institute
of Medicine report released last year that delin-
eated what steps need to be taken before the
United States can attain TB elimination (defined
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as less than one case per million persons per year,
or about 300 cases nationwide per year). Brown is
the scheduled lunchtime speaker.

Making TB relevant is usually a good way to
engage the listener’s attention, says Carol Pozsik,
RN, MPH, state TB controller in South Carolina,
who plans to be working the halls on Lobby Day.
“Whenever we get a congressional inquiry, I’ll ask
where the person is from,” she says. “If they reply
Boiling Springs, I’ll let them know how much TB
we’ve got there. That usually gets them hooked.”
Pozsik says she also plans to make points about
the global TB epidemic, as well as the dramatic
shift toward foreign-born TB with which many of
her colleagues are now contending.

The lobbyists may actually be talking to staff
members instead of actual Congresspeople, partly
because Senators and Representatives often spend
the weekend with constituents and return to work
sometime on Monday. Moving meetings toward
the end of the week, when lawmakers would be
more likely to be in, wasn’t feasible, says Walter
Page, executive director of the Atlanta-based
National TB Controllers Association. 

Baltimore was chosen as the venue for this
year’s meeting because it was close to the Capitol
yet still affordable, Page adds. “It’s hard this time
of year to find a place in [Washington] that takes
federal room rates,” he says. “It’s tourist season
there now, and they can get $200 a night without
any problem. You ask ‘em if you can book 300
rooms at $109 a night [the federal rate], and they
tell you no thanks.” The ALA will provide the
bus that will take the lobbyists to the Capitol. 

More TB controllers might have signed up for
the lobbying trip if the schedule had been sent
out sooner, but problems on the ALA end
resulted in a delay. 

Whether or not it comes up in conversation
with Congress members, some TB controllers
and ALA policy experts are  still fretting over the
White House budget for fiscal year 2001. 

The president’s budget proposes level funding
for TB. Language in section 214, page 480, also
specifies a “20% block grant” for TB control activ-
ities, suggesting that at least some federal TB
money will be block-granted. Insiders at the ALA
say policy analysts there, as well as the CDC, are
still uncertain about what, exactly, all this might
mean. According to one insider, the best hope for
now is that ALA’s “friends” in Congress can help
see to it that level funding and block-granting
language can be, “if not killed outright, at least
softened.”  ■

Quantiferon clearing 
FDA hurdles so far?
Approval process speedier than some

Quantiferon, the new, one-step diagnostic test
for TB infection that has clinicians chomping

at the bit, has reached the halfway mark in the
approval process at the Food and Drug
Administration (FDA). 

The approval process for the blood test is
moving along more speedily than usual, in part
because the federal agency has asked for data to
be delivered in the form of three modular “sets”
instead of one huge chunk. “In the standard pro-
cedure, they take a submission the size of sev-
eral phone books and look it for several months.
The modular system expedites things,” says
Antonino Catanzaro, MD, professor of medicine
at the University of California at San Diego
Medical Center. 

Because the test uses a blood draw, not an
intradermal injection, patients don’t have to
return at a later time for interpreting results. Just
as exciting is the fact that trial data (along with
cultures from cattle) suggest the test is at least as
accurate as the tuberculin skin test, and perhaps
more adept than the TST in distinguishing TB
infection from BCG vaccine or infection with
atypical mycobacteria. 

Quantiferon was originally developed by an
Australian veterinarian. An Aussie company
called CSL purchased it and began testing its util-
ity in humans. Then, says Catanzaro, CSL
decided to focus on blood-bank-related products
and decided to sell its animal-products line.

At that point, the crew that had originally sold
the test to CSL decided to form their own com-
pany — Cellestis Ltd. — and promptly bought it
back. Catanzaro, who had been asked to serve as
a consultant to CSL, was recruited to Cellestis’
board of directors.

Catanzaro is optimistic about both the test and
the FDA approval process. “I think this drug has
some very appropriate applications,” he says. “I
was also very encouraged by news releases about
the new drug for cancer [Gleevec]. They not only
approved it, they seemed positively passionate
about it.” Maybe the unprecedented show of
enthusiasm means there’s a “new era” dawning
at the federal agency, he adds.

The real problem may be convincing the more
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conservative community of public-health wonks
to adopt the new tool, he adds. Catanzaro says
one of his former mentors used to sum it up this
way: “It takes 25 years for a major advance in
public health to get adopted because it takes that
long for someone who learned about it in medical
school to become head of the program.”  ■

Border consultants team
up to do ‘technical’ work
Leave politics to others, they say

Anew organization called the Border TB
Consultants Association aims to put good

intentions into practice when it comes to manage-
ment of cross-border cases. 

“Our first order of business is to enhance col-
laboration among TB controllers, program man-
agers, physicians, and the rest of us who deal with
cross-border cases,” says Charles Wallace, PhD,
MPH, the state TB controller of Texas. “Even
though we already have formal agreements with
the border states and sister cities [in Mexico], we
want to do more to implement these agreements.”
That should translate into better continuity of care
and better adherence to agreed-upon treatment
regimens, especially for multidrug-resistant TB,
he says. 

The flavor and tone of the new association will
be decidedly technical and practical, not political
and conceptual, says Miguel Escobedo, MD,
Texas regional public health director and head of
JUNTOS, a cross-border project in El Paso. “The
idea is basically to do away with as much top-
down politics as possible,” Escobedo adds. “This
is for technical people, people who speak the
same technical language and share the same
goals. Our task will be to implement some of the
policies devised by top-down organizations like
Ten Against TB.” 

Some at that binational group — which con-
sists of a bevy of Mexican and American officials,
nongovernmental organizations, and TB experts
— have bristled at the creation of the consul-
tants’ association, complaining that it’s a break-
away group. Nothing could be further from the
truth, Escobedo says. “We want to complement
what Ten Against TB is doing, not take away

from it,” he declares. 
The Border TB Consultants group will hold its

first meeting June 30 in conjunction with the
meeting of the U.S. Border Health Association,
which is meeting in Las Cruces, NM. At that
time, the new group will begin work on bylaws
and goals, talk about the upcoming pilot for the
binational TB card, and discuss a hoped-for pilot
program of a new case management system from
the Los Alamos National Laboratory, Escobedo
adds.

For now, the fledgling group plans to limit its
scope to Texas’ southern border. “It’s not that
we’re excluding anyone [in other border states]
from joining,” Wallace adds. “We just want to see
how these first steps pan out. I know there will be
interest from other border states.”

That inclusive spirit is reflected in the name
chosen for the organization, Wallace points out.
“We deliberately chose the word ‘consultant,’ not
‘controller,’ because we want to engage not just
TB controllers, but also program managers,
physicians, and all the others who work with TB
in a given jurisdiction,” he says.  ■

‘Punctuated’ HIV meds
planned for TB patients
Can set-point for AIDS be kept low? 

Researchers at Case Western Reserve Univers-
ity in Cleveland were the first to find con-

vincing evidence that TB accelerates the progress
of HIV (and, it turned out, vice versa). Now
researchers at the school’s TB Research Unit want
to see whether a two-pronged approach to treat-
ing TB in HIV-positive patients can work to effec-
tively delay the onset of AIDS.

In a trial at the research unit’s field site in
Uganda, TB patients co-infected with HIV would
get a standard course of TB therapy, accompanied
by a short course of antiretroviral therapy (ART).
Researchers reason that the short burst of ART —
dubbed “punctuated therapy” — would staunch
the flow of certain cytokines triggered by the
body’s immune response to TB. And, because
those cytokines trigger viral replication, stopping
their flow might dramatically delay progress of
the virus.
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“What we’re trying to do is develop a new
notion of how to manage HIV,” says Chris
Whalen, MD, associate professor of epidemiology
and biostatistics at Case Western. “We’re trying to
test the hypothesis that punctuated immune ther-
apy during periods of intense immune activation
may delay the time of immune suppression for
months or even years.” 

The hypothesis dovetails with another theory
HIV clinicians have been testing, at least in places
where the HIV-infected have ready access to ART.
Instead of starting ART immediately upon diag-
nosis, current thinking has it that perhaps it’s bet-
ter to delay until CD4 counts drop to 500 or
perhaps even as low as 350, explains Whalen. 

The ability to delay ART would obviate plenty
of difficulties associated with noncompliance
(patients who don’t feel symptomatic, after all,
are more likely to skip doses) and with some of
the adverse effects turning up with long-term use
of antiretrovirals. 

A way to keep replication slow? 

More important, Whalen says, it may be that
there are two stages associated with management
of HIV, each associated with its own “set point.”
If punctuated immune therapy could be used to
halt the cascade of cytokines that accelerate viral
replication, it could be that the set-point could be
held at the first stage, and HIV therapy could
thus be delayed for a time. “Instead of dipping
down to 200, maybe we could keep a patient’s
CD4 count at 350 or 400, or wherever they
started,” he says. 

In Africa, targeting TB makes sense. “It tends
to occur earlier in the course of HIV, when
immune set-points would presumably still be rel-
atively high,” Whalen notes. In the United States,
other events that trigger intense immune activa-
tion might be found — bacterial pneumonia, per-
haps. Again, the idea would be to treat such
patients briefly with antiretrovirals and deter-
mine whether the progress of their HIV could be
arrested for a time. 

The intervention carries with it certain risks,
such as viral rebound and the development of
drug resistance, Whalen concedes. “We may find
it’s detrimental to withdraw [ART],” he says. If
not, punctuated therapy would prove especially
beneficial on a continent where most people will
never be able to afford a lengthy course of HIV
drugs. 

If all goes according to plan, the trial will begin

this fall. Then, if results are as Whalen hopes, the
country may roll the pilot out on a broader scale
within two to three years.

“Uganda is poised to be a leader” in Africa
when it comes to providing HIV therapy for its
people, Whalen says. “They’re very close to get-
ting ART and training personnel to deliver it.”  ■

New TB center at UAB has
cross-disciplinary focus 
‘Young’ university system makes center possible

TB experts at the University of Alabama in
Birmingham (UAB) have announced the cre-

ation of a new International Tuberculosis Center.
The center received formal designation in
February by the board of trustees of the univer-
sity system, which lets it apply for grants for
research projects, says Nancy Dunlap, MD, PhD,
assistant professor at UAB and medical consul-
tant to the Alabama state TB program. 

Taking advantage of the center’s status, three
university departments have already applied for
funding for three TB-related projects — one
related to genetics, another to immunology, and a
third to behavioral science. 

Compared with the nation’s three federally
funded TB model centers, the UAB TB center has
no specific mandate other than to do TB-related
research. As such, it was conceived specifically to
promote cross-fertilization and foster interdisci-
plinary work, says Dunlap. 

“TB research tends to be very channeled,” she
says. “But a lot of problems you’re dealing with
can be impacted by other disciplines.” The state
university system, because it’s still young and
“very entrepreneurial,” provides an atmosphere
that’s very hospitable to such an approach, she
adds. “Because we’re such a young system, there
aren’t tremendous hierarchies in place yet; here,
the boundaries aren’t as firmly set as in some
places.” 

The university system accepts applications for
“center” designation each year. To be approved, a
would-be center must show support from many
different schools within the system.

Dunlap will serve as center director, with
Michael Kimerling, MD, MPH (consultant to the
medical arm of Medecins Sans Frontieres), acting
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as assistant director. Under the center umbrella,
the two also plan to continue pursuit of their
respective passions — Dunlap her molecular epi-
demiology, and Kimerling his training and
research in Russia.  ■

One unsuspected TB
patient infects 12 workers
Unusual case spreads from extrapulmonary site

Synopsis: The surgical wound in a patient
treated for tuberculosis orchitis appeared to have
been the source of infection of health care workers.

Source: D’Agata EM, et al. Nosocomial trans-
mission of Mycobacterium tuberculosis from an
extrapulmonary site. Infect Control Hosp Epidemiol
2001; 22:10-12.

A71-year-old man was admitted to a commu-
nity hospital with a two-week history of

fever and an indurated, tender right testicle. He
had no respiratory symptoms, and an admission
chest X-ray was normal. Blood and urine cultures
were without growth. He was given broad-spec-
trum antibiotics, but his symptoms worsened. He
underwent a right orchiectomy; bacterial cultures
of operative material were without growth. He
was admitted to the intensive care unit without
respiratory precautions. The wound was packed
and irrigated twice daily. Because of persistent
fever and onset of tenderness in the left testicle,
he was taken to the OR on the 12th hospital day
for a left orchiectomy and drainage of a prostatic
abscess. Bacterial cultures were again negative,
and the previous regimen of wound packing and
irrigation were continued. He subsequently had a
downhill course, with deteriorating mental status
and respiratory failure requiring intubation.
Chest X-rays showed a pattern compatible with
pulmonary edema; bronchial washings were neg-
ative for bacteria and acid-fast bacilli (AFB). A CT
scan of the head showed multiple ring-enhancing
lesions. The patient expired on the 27th hospital
day. At autopsy, he was found to have caseating

granulomata with AFB in multiple tissues; cul-
tures grew Mycobacterium tuberculosis.

A contact investigation of exposed health care
workers was undertaken. The ICU had 6 air
exchanges per hour. The autopsy room had 12 air
exchanges per hour with air exhausted to the out-
side; the autopsy personnel wore surgical masks.
The hospital has an active tuberculin skin test
(TST) program. In the preceding year, the conver-
sion rate was 0.14% (2/1435 employees). Of the
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employees exposed, 12/95 (13%) converted. All
of 3 autopsy personnel and 6 of 28 nurses (21%)
converted. In addition, 2 of 17 respiratory thera-
pists and 1 of 12 members of the surgical team
converted. Among the nurses, the only indepen-
dent risk factor associated with conversion was
packing or irrigation of the wound (odds ratio
95%; CI, 1.2-67).

Commentary by Robert Muder, MD, hospital epi-
demiologist, Pittsburgh VA Medical Center 

Transmission of tuberculosis is by the airborne
route; a patient with pulmonary or laryngeal
tuberculosis is nearly always the source. Trans-
mission of tuberculosis from an extrapulmonary
site is unusual, because generation of an aerosol is
required. However, aerosols can be created from
wounds under certain circumstances. In a previ-
ously reported outbreak, nine secondary cases of
TB and 59 conversions occurred after exposure to
a patient with a large tuberculous abscess of the
hip.1 Irrigation of the wound with a Water Pik
dental appliance appears to have contributed to
the outbreak, as did positive-pressure ventilation
in the patient’s room. In the report by D’Agata
and colleagues, several factors mitigate against a
pulmonary source of transmission. The patient
had a negative chest X-ray on admission, and
bronchial washings were negative for AFB. There
was a strong association between wound irriga-
tion and skin test conversion. Finally, all of the
autopsy personnel converted.

This case has several important lessons for con-
trol of tuberculosis in the hospital. The first is that
tuberculosis is often unsuspected on presentation.
In retrospect, TB was a prime consideration for
the etiology of refractory epididymoorchitis in an
elderly man whose bacterial cultures were nega-
tive and who failed to respond to antibacterial
therapy. The second is that TB can be transmitted
from an extrapulmonary source if the organism
load is large and the site of infection is disturbed
in such a way as to create potential aerosols dur-
ing debridement or irrigation. Patients with open
lesions due to M. tuberculosis should be placed in
isolation, with 12 air exchanges per hour and air
exhausted to the outside, until the site is sterilized
by appropriate therapy.

Finally, the case points out the inadequacy of
standard surgical masks for protection of health
care personnel. Infective droplet nuclei are approx-
imately 1-5 microns in size. Paper surgical masks
are meant to protect surgical patients from the

nasal exhalations of surgical personnel; they do
not filter micron-sized particles. Approved health
care particulate respirators are needed to protect
personnel from infectious aerosols. 
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After reading each issue of TB Monitor, health
care professionals will be able to:

• Identify clinical, ethical, legal, and social
issues related to the care of TB patients.

• Summarize new information about TB pre-
vention, control, and treatment.

• Explain developments in the regulatory arena
and how they apply to TB control measures.

• Share acquired knowledge of new clinical
and technological developments and advances
with staff.  ■


