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cancer trials has been published, although a 
report of the first has been accepted by the 
Journal of Clinical Oncology. 

The cancer institute has taken another 
step with regard to  the levamisole-5-fluoro- 
uracil data, and it touches on  an issue, 
namely the use of placebo controls, that is 
no less sensitive in cancer research than it is 
in AIDS research. NCI is now requiring that 
its grantees tell any colon cancer patient who 
is considering participating in one of their 
clinical trials about the promising levamisole 
results. 

The idea is to  give them the opportunity 
to opt for the levamisole-5-fluorouracil 
treatment, instead of entering a new study, 
especially if that study is comparing an 
experimental therapy with an inert placebo. 
"If it were me I would demand t o  know all 
the information, and I would be madder 
than a hornet if the information hadn't been 
explained," Broder asserts. 

DeVita thinks that placebo controls are 
no longer justified in colon cancer studies 
and that any new therapy should be com- 
pared t o  the levamisole-5-fluorouracil com- 
bination. H e  suggests that Moertel is reluc- 
tant to  announce the results of  the levamis- 
ole-5-fluorouracil studies because this 
might interfere with the recruiting of pa- 
tients for a placebo-controlled trial that he is 
conducting on  another drug combination, 
Leucovorin and 5-fluorouracil. 

Moertel takes strong umbrage at that 
suggestion. "We're trying to defend that 
study because we feel it is in the best interest 
of cancer patients," he maintains. The Leu- 
covorin combination has already proved ef- 
fective in prolonging the survival of  patients 
with advanced, recurrent colon cancer, and 
Moertel thinks it may hold even greater 
promise than the levamisole combination as 
an adjuvant to  colon cancer surgery. In  any 
event, Broder says, the informed consent 
form for the Leucovorin trial is in compli- 
ance with the requirement t o  inform pro- 
spective participants about the levamisole 
results. 

The dispute over the levamisole therapy 
has a positive side. It carries a strong impli- 
cation that cancer researchers are at last 
beginning to make headway against a major 
killer, even if they d o  not agree over the 
current status of the research. Equally appar- 
ent, however, is the conclusion that the 
long-standing issue of  when to make experi- 
mental drugs available to  people with life- 
threatening illnesses is not likely to  be re- 
solved anytime soon. rn JEAN L. ~MARx 

allow greater access t o  investigational new 
drugs or  INDs--called "Treatment INDn- 
was judged a failure by Delaney because the 
staff made little use of it. Delaney charges 
that the FDA has not delivered on  promises 
made by Commissioner Young. 

It  was Fauci who gave the latest bureau- 
cratic innovation-the parallel track-its no- 
toriety. H e  endorsed it publicly on 23 June 
at a San Francisco meeting on  AIDS treat- 
ment. (Fauci coordinates a national effort to  
test new AIDS drugs and talks often with 
AIDS activists.) 

Events added urgency to the proposal. As 
Fauci, Young, and the AIDS activists were 
discussing the parallel track this spring, the 
Bristol-Myers Company revealed that its 
new compound D D I  is less toxic than exist- 
ing AIDS drugs and is proving reasonably 
effective for patients in clinical trials (see 
story this issue, p. 353). AIDS patients will 
want to  use it as soon as possible, which 
could be in September, if the parallel track is 
working by then. 

Fauci said during the hearing that he 
recognizes that some AIDS patients could 
be "disenfranchised" from the benefits of 
DDI under the traditional research rules. 
Distribution of the drug would be limited to  
people in clinical trials, and the trials would 
randomly give participants either DDI  or 
AZT, an older AIDS drug. Thc catch is that 
AZT is quite toxic and has a limited period 
of usefulness (about 2 years). Patients who 
have gone beyond that limit, o r  who cannot 
take it for other reasons, would be excluded 
from the trials. Yet, as Eigo and Delaney 
point out, "AZT-intolerant" people most 
desperately necd the new drug. 

Fauci told the committee, as he told his 
own clinical research chiefs. that "we can be 
humanitarian and d o  good'science" as well. 
Mason echoed the sentiment: "We have a 
responsibility to  be compassionate," and the 
parallel track "might even enhance our abili- 
ty to get people to  participate" in clinical 
trials. 

O n  the other hand, some researchers wor- 
ry  that the parallel track will be unmanage- 
able. Several who spoke with Science-Mar- 
tin Hirscl~ of  Haward, Douglas Richman of 
the University of California at San Diego, 
and Lawrence Corey of  the University of 
Washington, Seattle-have such concerns. 
One question is whether the benefits of this 
new approach will outweigh the risks, even 
in the short term. Toxic effects not apparent 
in small Phase I reviews could surface when 
the drug is distributed on  a wider scale, 
doing unexpected harm. Second, as each 
new drug appears, there may be a faddish 
tendency for patients to  begin taking it in 
place of  or in addition to  those in a clinical 
trial. Some clinicians say this will make it 

hard to  control the research data. 
Finally, because the parallel track will be 

open to patients who live far from a test 
clinic, some researchers worry that this geo- 
graphical exemption will divert patients 
from major medical centers, adding to the 
growing problem of recruiting patients for 
trials. 

Similar criticism, though with a different 
slant, came from Ralph Nader's Health Re- 
search Group. Speaking across town on  20 
July as a witness before a meeting of the 
presidential advisory panel on AIDS and 
cancer drugs, director Sidney Wolfe said the 
parallel track could create "an extraordinary 
conflict between researchers and patients." 
Wolfe and a senior attorney of  the group, 
William Schultz, worry that a fast track plan 

The parallel track could 
create "an extraordinary 
conpict between 
researchers and patients." 

will jeopardize the conduct of  more rigorous 
clinical trials."Nothing will happen [in vali- 
dating therapies] if science isn't applied" to  
the proper testing of an experimental drug, 
Wolfe said. "The parallel track is fraught 
with that possibility." 

In addition, Wolfe argues that manufac- 
turers should be required to  show that a 
drug has some efficacy before it is allowed 
into the parallel track. However, defining a 
minimal threshold of effectiveness will be 
difficult. A year ago, many AIDS patients 
were scrambling to buy dextran sulfate, 
which had shown biological activity in test 
tube experiments. The drug was only avail- 
able in Japan, so AIDS patients formed 
buying clubs and used a Canadian clearing- 
house to  purchase it overseas. Scientists 
soon discovered, however, that dextran sul- 
fate wasn't even absorbed by the body. One 
way to discourage quack therapies in the 
future, Wolfe said, would be to  prohibit a 
manufacturer from making a profit on  a 
drug while it is distributed under the fast 
track system. N o  guidelines have yet been 
developed on  matters of profit o r  liability. 

Many things remain undefined, and this is 
what makes the clinic directors so nervous. 
Richman puts it this way: "People say, 
here's the concept; we'll fill in the blanks 
later. But what you put in the blanks will 
determine whether it succeeds or not." 

ELIOT MARSHALL 

With reporting by Marjorie Sun. 
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