


Moving New Drugs from "Bench to Bedside and Back" 
(Continued from page 1) 

and studies replicated in larger groups. 
This takes time. Too much time, some 
doctors say, in situations where there are 
currently no good options for seriously 
ill patients. 

So, how do we hasten this process 
without sacrificing science? About 2 
years ago, M. D. Anderson physicians 
Waun Ki Hong, M.D., professor and 
head of the Division of Cancer 
Medicine, and Razelle Kurzrock, M.D., 
professor of medicine and director of 
the Phase I Clinical Trials Program, 
identified phase I trials as one of the 
bottlenecks in the chain of events 
"from bench to bedside" and saw an 
opportunity to shave some important 
time off of the process. T hus was 
conceived the Phase I Clinical Trials 
Program, in which phase I trials of 

Examining 
Concerns About 
Phase I Trials 

Phase I studies have been perhaps 
the most controversial of clinical trials, 
laden with myth and misconception, 
as well as true ethical concerns, and 
are thus perhaps the most difficult 
to explain to patients. Some of the 

questions are as follows: 

Q
Phase I trials are first-in
human studies. Do they 

therefore represent unacceptable 
unknowns? 

A
Today, phase I studies are not
all tests of unknown agents. 

Many investigate approved drugs in 
novel combinations or dosing schedules; 
many agents under investigation are for 
the sole purpose of finding drugs with 
fewer side effects. So, these trials can't 
all be painted with the same brush. 
The expectations vary according to 
the study, and each must be assessed 
individually. In addition, because many 
of the newer drugs are being studied for 
the first time in humans, the drugs have 
been developed in a very rational way 
and have fewer side effects than stan, 
dard therapies. "Most importantly, 
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promising new therapies enroll patients 
with different tumor types. One of the 
goals of the program is to look for 
response during the phase I trial and 
then fast track drugs that induce 
responses in patients with a specific type 
of advanced cancer into a larger phase II 
efficacy trial. Dr. Kurzrock points out 
that this cross-disease approach may 
hasten potentially beneficial drugs 
through the process by increasing the 
number of high-impact protocols. 
The Phase I Clinical Trials Program 
provides: 

• A portal of entry for referring
physicians, for patients who may not
be sure where to look for a trial, and
for patients for whom all standard
therapy has failed.

patients with terminal 
disease of ten request 
access to experimental 
agents, even when they • 
know the drug has not 
been studied before 
in humans," said Dr. 
Kurzrock. "For them, 
the risks associated 
with the drug are 
eclipsed by the 
known course of 
their illness." 

Q
The purpose 
of phase I 

• Both inpatient and outpatient
facilities dedicated to administering
phase I studies in which patients
can receive first-in-human investiga,
tional drugs, novel dosing schedules,
or new combinations of FDA
approved or experimental drugs.

• A home for trials of agents that cross
disease boundaries-studies that,
according to Dr. Kurzrock, "could be 
done anywhere or everywhere and
thus end up being done nowhere."
She added, "The program provides
the infrastructure for the concerted
effort it takes to get these studies
done, and in some cases facilitates a
faster than normal move to phase II
and III studies." This happened
recently for a novel antiangiogenic
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trials is to find the 
appropriate safe 
dose of a drug. 
Does this mean that 

Dr. Camacho discusses the mechanism of action of new 
treatments with his patient, 

escalating doses are given 
until toxicity is reached? 

A
According to Dr. D. Hong, ''Today,
we are looking not only for the 

maximum dose a patient can tolerate, 
but for the optimal biologic dose-the 
dose that brings about a tumor re
sponse." In fact, he says that some 
scientists now argue that determination 
of maximum tolerated dose is no longer 
needed. Today, tumor response plays a 
central role in phase I studies, largely 
due to advances in technologies-
imaging techniques like combination 

positron emission tomography, com
puted tomography, and dynamic 
contrast magnetic resonance imaging 
scans and molecular analysis of 
proteomic and genomic profiles, for 
example-that enable investigators to 
evaluate not only the patient's but the 
cancer's response to a drug. This is a 
major shift in emphasis for phase I trials, 
and the result is that investigators are 
emerging from phase I trials with far 
more sophisticated information than 
ever before. Finally, for those trials in 
which escalation occurs until toxicity is 












