
vened the top-level revi-e most sweep 
ing ever done by NIMH-because the insti- 
tute is under orders to bring its own ~rotocols 

NIMH to Screen Studies for 
Science and Human Risks 

into line with stan- &lied to ekamural 
research The 20-member group of outsiders, , 

m-chaired by psychiatric researchers Dennis 
Charney ofYale and Je* Lieberman of the 
University of North Carolina, Chapel Hill, 
examined scientific summaries and clinical 

For more than a year, patient activists and on human volunteers should be designed descriptions for every protocol submitted to 
ethicists have been c a b g  for a revolution with "questions that are crisp enough to give the NIMH institutional review board. 
in the m y  clinical studies in psychiatry are a result. . . . You should have a real question "NO one had been doing anything that 
monitored. They argue that studies of psy- that you want to answer, set it up well, and would harm ments]," Hyrnan says. But "in 
chiatric disorders, especially trials that exao you don't have to keep replicating it." many cases, [the summaries] weren't written 
erbate symptoms or withdraw medication, In an interview with Science, Hymn said in such a way that you could either clearly 
expose subjects to needless risks. And they the proposed new panel-which would re- state the scientific hypothesis or understand 
have been demading a more critical, inde- view both in& projects and extrarrmral exactly what was going to happen to the hu- 
pendent review of protocols. These 

1 -, 

man subjects." In the past, in- 
ideas have circulated widely 'in the vedgato~~ wrote in a “flexlie'' 
press and dominated the work of a "We have the way to take advantage of new 
national bioethics commission in 3msastheyappeamiNowin- 
1998. NOW, a surprising new voice privilege of wstigators are being asked to 
has joined the chorus of reformers: redraft summaries to make 
Steven Hyman, director of the Na- doing clinical their methods and goals clearer. 
tional Institute of Mental Health But a few protocols, Hyman 
0, the mtion's &est h d e r  studies only -: ' 

dsemes, "have not aged gmce- 
of clinical research in psyclnatry. fuuy," and these are not likely 

~ t t h e ~ ~ ~ ~ a d v i s o r y c o u n c i l  whentheout- to be continued These will not 
meeting on 5 February, Hyman resume. Desimone expects 
plans to seek approval of a new re- come is good most of the others will be back 
view panel that would screen "high on track by spring. 
risk" human studies before NIMH and Hyman concedes that part ' 

agrees to fund them. The goal, he of the reason for this intense 
says, is to reinforce the rule of -S,ven Hyman L Scnmny of intramural and ex- 
"beneficence": NIMH needs to re- tramural NIMH studies is that 
mind everyone that "we have the "there is currently a lack of 
privilege of doing clinical studies only when grants-would include ethicists and other public trust in how t h g s  are happmng." In- 
the outcome is good and important." In ad- outsiders. Constituted as a subcommittee of deed, calls for increased scrutiny of psychi- 
dition, he would like to pare away some of his advisory council, it would review and ap- atric research began at least a decade ago, 
the repetitious "me-too" &,dies now in the prove the funding of clinical trials after a lo- when relatives began complaining that re- 
portfolio. Hyman has aheady been applymg cal institutional board has vetted them for search protocols were taking precedence over 
such criteria to NIMH's intramural research, safety, and shortly after an NIMH study sec- the needs of patients. For example, film- 
conducted in the institute's labs in Bethesda, tion has ranked them for merit. This final maker Robert Aller sued the University of 
Mqyland. On 5 January, he stunned many check would focus on huinan studies that California, Los Angeles (UCLA) in 1992, al- 
NIMH lab chiefs when he and NIMH scien- seem risky-a term that remains undeflned leging that a decision to end medication for 
tific director Robert Desimone suspended but clearly would include the kind of work his son, who was in a clinical trial, made the 
enrollment in 29 of 108 clinical protocols that got negative publicity in 1998: studies son's schmphenia worse. UCLA denied the 
and asked that more than 50 be rewritten to that halt mental patients' ongoing medication, allegations, and Aller lost in court But a fed- 
clarify scientific objectives or huinan sub- replace it with a placebo, or "challenge7' them eral inquiry ordered procedural changes at 
jects protections. by exposing them to chemicals that intens@ UCLA. And later, the media and an indepen- 

The intramural shake-out and the plan their symptoms. It would balance scimtific dent federal panel, the President's National 
for a top-level review of new research- objectives with humanrisks. Bioethics Advisory Commission (NBAC), 
which is sparking concern among some As for the intramural shake-up, Hyman looked into appeals for outside monitoring of 
NIMH grantees-are "separate:' according says he and Desimone made these "rather such research and found many j&ed: 3 to Hyman. But they are connected, he says, dramatic" decisions after reading the com- On the East Coast, an advocacy p u p  led 9 
by a desire to make sure that the science in ments of an ad hoc panel that met at NIMH by Vera Hassner Sharav, Citizens for Respon- 
NIMH studies is good enough to justify the - on 8 to 9 December to assess "every active sible Care in Psychiatry and.Research ofNew 
use of human subjects. Protocols that rely intramural protocol." Hyman says he con- York City, launched a similar campaign. 5 
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Feeding a @ 

hlark hnln 

Hassner Sharav steered patient-critics to 
NBAC in September 1997, where they pre- 
sented claims that clinical researchers were 
needl- dshtsmg patients in challenge tri- 
als. Later she asked NBAC to look into the use 
ofketamine,ananctbathasbeengiven 
m d d D s e s t o h ~ o f m e n t a l p a t i e n t s  
toprovokepsychotlcsyqtoms.K.has 
&nt-lived e f k b  like the halluclnbgen PCP, 
causing weird auditory and visual distur- 
~.Basedonitsclwnreview,NBAGrec- 
ommended new protections for meptal pa- 
tients (Science, 27 Ncnrember 1998,~. 1617). 

Clinicians say + M e s t  blow, hovmer, 
came in late November, when the Boston 
Globe ran a devastatiPg fbtn-part series 111 
of research hmmr storks. It t i &  with 
aneditorial~theJusticeDaprarhnesltto 
conduct a criminal investigation into chal- 
lenge and drug-withdmd W m .  Research 
leaders were shaken. Within weeks, Hyman 
spoke publicly about the need fix a aew sci- 
entif5cpgnelto appraveriskyresearcb. 

Resemhens doing the kind of work that 
h a s b e f f l ~ ~ t e r a d ~ s e e H y m a n ' s m m  
as a stmmdw to &ticss and they don't like it. 
"I th.iidr it would be ' says Wfiam 
Carpenter, dit..ector of the Maryland Psychi- 
atric Res@mh Center at the University of 
Maryla?id, Baltimare. Carpenter's colleagues 
were among those criticized for amducthg 
ketamine studies. %@ng out clinid psy- 
chiatryfaanexsdreviewwquldbewrong, 
Carpenter says, because it &matim that 
area of biomedicine. "It will dismmge the 
best young invest im7'  he &inkss for "why 
would you go into a field that has a politi- 

Yale, and hhyland reveal few signs of dis- 
tress.TheeEWsintheworstcaseslastedno 
morethan2days,hesaid,andmosteffects ' 
were over within 90 to 180 minutes. HM- 
er,twopatientsweredistre&e~)ughthat 
they drapped out of the rewrch. 

Donald Klein, a professor at Columbia 
U~liversity and a psychkbkt at the New Yodc 
State Psychiatric Institute, also k l s  that a IX+ 
tionals;lfetyI.eviewpanel~psychiatrycould 
stifle research. His own work for the past 2 
CaeCadashasiwoMinducingpanicinpeople 
with panic disorder by injecting them with 
sodium lactate. It has led him to a theory that 
mauycasesofpanicdisordePariseEcomanin- 
mtedemqpmSof thesuf f~a la tm,a  
hypemnsitivity to carbon dioxide. This re- 
search could never have been done, Klein 
says, without challenge studies, and he won- 
derswhefheritwyddhavebeenpedttedby 
a national safety panel. 

Although a few senior clinicians like 
these are hostile to Hyman's proposal, oth- 
ers are keepmg their powder dry. The p s i -  
dent of the American College of Neurophar- 
macologx David Kupfer, chief of psychiatry 
at the University of Pittsburgh, says he's 
pleased that NIMH is trying to be "proac- 
tive," but doubts that a national safety panel 
can do better than existing, local ones. 

Hymnisawareofresistayewithinhis 
community. But he believes NIMH must 
move ahead with the ref-. Oiyen the at- 
tention being focused on the ethics of mental 
health I.esearcb, he said at a meeting last De- 
cember, the community needs "to get our 
house in order." -EucrrMARSHAU - - 

cized review process, wben others &nYt?" 
Like his peers, he insists that other medical - 
research& use probes that are at least as 
riskyasthoseusedmpsychbtry. 

Carpenter worries that once created, the 
, new safety panel will slip out of NIMH's 

c 0 n t r o l . C r i t i ~ ~ " s e e a I l a n ~ o f  
in~ ina l lowingNlMHtowatohmi t s  
m s t u d i e s , h e ~ a n d w i l l t a k e i t o m  
and "poMcize" it. As a warning, he points to 
theamckonketambWes,whi&hede- 
f e  as an important way of kming about 
the efficacy of schizophrenia drugs. He 
claims that through~k&mke kals, people 
are finding that widely used antipsychotic 
drugs don't block the wderlyq pathological 
brain activity. As for side efkcts, 'lcketsmine 
doesn't seem to cause much anxiety or dis- 
tress," he says. At a 1 Jkcaber meeting at 
NIMH, Carpenter 'reported that data from 
about60patientsinketaminetrialaratNIMH, 

Ruling May Free NIH to 
Fund Stem Cdl Studies 
Me&ts eager to begin studies on two new 
types of human stem cells got some good 
news this week: The National Mutes of 
Health (NIH) announced that, contrary to 
what many had f& U.S: law doesnot bar 
federal support for this burgeoning field. 
GrantmoneycouMbeappmvedBsearfyas 
this fall, according to NM staffers. Re- 
searchers hope to use the cells for studies 
rang'mg~basicnxearchonearlyhuman 
development to to development ofnew tech- 
nologies for thue ~ l a n t a t i o n  
NM director Harold Varmus bounced 

on 19 January that, in the Administration's 
readmg, "current law permits federal funds 

to be used for research using human pluripo- 
tent stem cells"--cells that have the potential 
to develop into a wi& variety of human tis- 
sues. During a talk at 
a meeting of the Na- 
tional Bi&cs Advi- 
sory Commission 
W A C )  in Washing- 
ton, D.C., Varmus re- 
leased a memo on 
stem ceu research by 

I 
Harriet Rabb, gerieral 
counsel of the Depart- 
ment of Health and 
Human Services. 
Rabb makes it clear 
that there is no legal 

I 
J. 

stem cell research- NO legal barrier. Vermus 
cannotbeg.mm. hopes to mow ahead later 

Rabb's ruling sets this YW. 
a s i & ~ ~ f t h e o o n -  
cerns that arose in November, when re- 
searchers first am~~& that they had de- 
rivedstemdllinesfiomhumanembryoand 
fetal tissue (Science, 6 November 1998, p. 
1014). NIH officials were concerned that 
congressionally imposed rules on some types 
o f e m b r y o a n d f e t a l ~ ~ m i g h t r e -  
striettheuseofthenewstemcellstoprimte 
labs. For example, a clause added to the 1999 
NIH appropriations bill makes it d a w f d  to 
spend federal funds on the creation of em- 
bryos '% f i x h  purpes,'' and it blclrs 
support of research in which embryos are 
"destroyed,di~orknawinglysubjected 
to risk of iniurv or death. . . ." An earlier 
s t a t u t e a l s o ~ - c t s ~ t r a n s f e r a n d t h e  
h m m t i c  use of fetal tissue. 

In her memo, Rabb makes a distinction 
between federal support for the development 
andthe use of stemcelllines.The congres- 
sional language wuld p r o h i  the develop- 
m e n t o f c e l l l i n e s ~ e m ~ b u t n o t n e c -  
essarily from fetal tispe, she wrote. (Both 
s temcel lkammmcedmNovember~ 
developed with private h d s . )  But the law 
doesnY apply to the use of stem cells fiomei- 
ther s o m ,  she said. Tbe law focuses on 

a "'embryo" ''orgsnism" fi>r 
~shenoBes ,bu t s t emce l l s a r eno t ix -  
~ - p ~ e c u r s o r ~ i n h e r  
view--fbr they cannot develop into an em- 
b r y o e v e m i f i m p h t e d m a ~ b ~  

Varmusdiscussedthesedetailedl@iS- 
sues at'the first of six meetings NBAC is 
planning for an ethics review of stem cell re- 
search. NBAC hopes to have a draft report by 
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