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sible under the new standard for admis- 
sibility of scientific evidence, and thus 
affirmed the grant of summary judgment 
for the defendant (Daubert v. Merrell 
Dowl‘hamaceutidi, Inc., 43 E3d 1311 
(9th Cir. 1995)). 

In 1993, the Supreme Court held 
that the Federal Rules of Evidencesuper- 
seded the old Erye standard for admissi- 
bility of scientific evidence (Daubert v. 
M m l l  Dow Pharmaceuticals, Inc., 113 
S. Ct. 2786 (1993)). Under theFryestan- 
dard, scientific evidence was admissible 
if it was based on a scientific technique 
that was generally accepted by the scien- 
tific community (Frye LA United Stdes, 
293 E 1013 (D.C. Cir. 1923)). The Su- 
preme Court in Datlbert ruled that the 
Ftye standard had been replaced in 1975 
when the Federal Rules of Evidence were 
enacted, and that the current standard is 
that sdendfic evidence is admissible if it 
is both reliable and relevant. The Court 
held that to be reliable the testimony must 
be grounded in valid methods and prin- 
ciples of science; and to be relevant the 
testimony must assist the trier of fact in 
understanding the evidence or in deter- 
mining a fact in issue. 

The case was remanded to the 
Ninth Circuit to apply the new standard 
to the facts of Daubert. In Daubert, two 
minors brought suit against the drug 
manufacturer, alleging that their limb 
reduction birth defects resulted from their 
mother’s ingestion of Bendectin, a drug 
made by the defendant and prescribed 
for pregnant women with morning sick- 
ness. The plaintiffs provided numerous 
experts to testify on their behalf, but the 
district court and the Ninth Circuit had 
found their testimony to be inadmissible 
under Frye’s “general acceptance” stah- 
dard. 

On remand from the Supreme 
Court, the Niith Circuit laid out a frame- 
work for analysis under the new scien- 
tific evidence admissibility standard The 
court delineated the two-part analysis as 
follows: first, the court must determine 
rehabdie which involves deciding “noth- 
ing less than whether the experts’ testi- 
mony reflects scientific knowledge, 
whether their findings are derived by the 

scientific method, and whether their 
work product amounts to goodscience”; 
and, second, the court “must ensure that 
the proposed expert testimony is relevant 
to the task at hand, i.e., that it logically 
advances a material aspect of the pro- 
posing party’s case” (Daubm, 43 E3d 
at 1315). 

As to rehabilia the Ninth Circuit 
stated that two principle methods can be 
used to show that the experts’ findings 
are based on sound science and accepted 
methodologies. The first way is to show 
that the testimony is based on legitimate 
research conducted independently of the 
pending litigation. Thesecond is toprove 
that the underlying research and analy- 
sis has been subjected to scientific scru- 
tiny through peer review and/or publi- 
cation. However, noneof the expert wit- 
nesses for the Daubert plaintiffs based 
their testimony on research independent 
of the litigation, nor had any of them 
published any work or had their work 
subjected to review by colleagues so to 
assess their opinions about Bendectin and 
limb reduction biah defects. Even when 
reliability cannot be shown in either of 
these two ways, the court can deem the 
experts’ testimony reliable if the experts 
show that they reached their conclusions 
through application of a valid scientific 
methodology; however, the court found 
no such showing in this case. 

As to the issue of relevance, the 
fact at issue under California law was 
whether Bendectin was more likely than 
not the cause of the plaintiffs’ injuries. 
Since none of the plaintiffs’ experts (ex- 
cept one whom the court deemed clearly 
unreliable) was willing to testify that 
Bendectin more than doubled the likeli- 
hood of biah defects, the court deemed 
their testimony irrelevant. Thus, all of 
the plaintiffs’ expert testimony was found 
inadmissible, and the grant of summary 
judgment was affirmed. 

This case is significant because it 
provides a clear framework for analysis 
of the problem of admissibility of scien- 
tific evidence after the Supreme Coua‘s 
landmark Daubert decision. The N i t h  
Circuit was clearly uncomfortable with 
its role of determining what is “good sci- 

ence,” nonetheless, it was able to formu- 
late useful guidelines for making the dif- 
ficult determinations necessary under the 
new, more flexible standard governing 
the admissibility of scientific evidence. 
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Letters to the Editor 
To the Editor: A major dilemma exists 
when incorporating new medical infor- 
mation into clinical practice. The prob 
able causes are multiple, and some are 
laid out in the article by Glass.’ I have 
some problems with that article, how- 
ever. 

A concern is Glass’s call for a stan- 
dardized format for reporting clinical tri- 
als. Such recommendations have been 
made before, and the medical literature 
is replete with guidelines for the report- 
ing of randomized clinical trials? 

An ethical problem exists with the 
advancedrelease of clinical trial data and 
conclusions prior to peer review and 
publication in medical journals. Clinical 
Alerts are distributed to the health com- 
munity and are accessible through elec- 
tronic means by anyone with a modem. 
Such dissemination andaccessibility may 
constitute “prior publication,” and that 
may be grounds for biomedical journal 
editors to refuse subsequent manuscripts 
for review and publication. The “Uni- 
form Requirements for Manuscripts Sub 
mitted to Biomedical J o ~ r n a l ~ ~ ’ ~  states 
that reporting preliminary findings, pre- 
sented at meetings or published in the 
form of abstracts (usually 250 to 300 
words), does not preclude consideration 
of a subsequent manuscript. 

However, publication of the pre- 
sentation in the proceedings of the meet- 
ing, or as press reports embellished with 
illustrations, figures, and tables does pre- 
clude consideration, as does preliminary 
release of scientific information to the 
media from a manuscript that has been 
accepted for publication but not yet pub 
lished Because Clinical Alerts are widely 
accessible, publication of the complete 
data and conclusions may well be a 
breach of the “Requirements.” 
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Similarly, multiple publication of 
the same study is not considered ethical 
scientific conduct. The early publication 
of complete data sets in a Clinical Alert 
with subsequent publication of the manu- 
script, as suggested by Glass, may result 
in the unethical behavior of multiple pub 
lications. 

More seriously, however, is the 
publication of data and conclusions with- 
out adequate external peer review This 
has occurred, and the lesson should have 
been learned! Delays of proper review 
should not be seen as an obstruction, but 
as a necessary protective step for the au- 
thors, readers, and patients. Journals usu- 
ally have an expedited review process 
for handling evaluation of studies that 
truly may have a major impact on health 
care. 

Clinical Alerts strive to report suc- 
cinctly the data and conclusions of medi- 
cal studies. This may not allow for dis- 
cussion of the many nuances of the con- 
troversies that permeate medical prac- 
ace. External peer review should lead to 
more complete and objective data pre- 
sentation, to balanced data interpretation, 
and to ranking of investigators’ conclu- 
sions relative to existing medical find- 
ings. 

Also a significant error is found on 
page 329, which erroneously describes 
the patient population under study The 
patients studied had “congestive heart 
failure” not “congenital heart failure.” 

In summary, accurate and com- 
plete reporting of clinical studies is a- 
sential. External peer review plays an 
important role in assuring such report- 
ing. The perceived need for haste in 
publishingthe r d t s  of potentially land- 
mark clinical trials should not under- 
mine the process of scientific review, nor 
should it place investigators and spon- 
sors in the unethical position of submit- 
ting multiple manuscripts. 

Ellen D. Butge-ss, M.D. 
Div. Of Renal Medicine 

University of Calgary 
Gzlgaty, Alberta 
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Reply to B. Ellen B~irgess. Dr. Burgess 
claims that implementingmyrecommen- 
dations concerning Clinical Alerts would 
violate restrictions imposed by biomedi- 
cal journals on prior publication. The 
need for exceptions to the so-called 
“Inglefinger Rule” have long been rec- 
ognized by journals when immediate dis- 
semination of information is required as 
a matter of great importance to the pub- 
lic health.’ Editors of The New Enghnd 
Journal ofMedkine andJAMAhave stated 
that prepublication release of medical re- 
sults would not jeopardize publication 
in their journals, if the appropriate au- 
thorities had decided that the need for 
knowledge of these results is too urgent 
to wait for publication in medical jour- 
nals.2 

The Clinical Alert is a wholly new 
repoaingmechanism, representing an ex- 
ception to previously existing means of 
disseminating trial results. It was in- 
tended, according to one of its creators, 
“to bring new information to the atten- 
tion of clinicians, in order to reduce the 
interval between identifying an effective 
therapy and widespread adoption of that 

Clinical Alerts have been spe- 
cifically recognized as an exception to 
the “Inglefinger Rule.”4 

If the Clinical Alert is meant to 
furnish clinicians with infomation im- 
mediately relevant to patient care, it must 
contain material sufficient to provide the 
basis for a clinical judgment. My article 
does nut call for “early publication of 
complete data sets in a Clinical Alert,” 
as Dr. Burgess states in her letter. I do 
suggest, however, that reporting stan- 
dards could be instituted mandating the 
inclusion of “all information required to 
make a dinical judgment.” When this is 
not feasible, I recommend that “at the 
yay  least” an Alert ought to include a 
clear statement that readers should refer 
to the complete journal article on publi- 
cation before forming a clinical judgment 
on its applicability to any patient. 

f(dh1een Cranley Glass, D.C.L. 
Dqbt. of H m n  Genetics and 

Ctr: fmMeclicine, Ethics and Law 
McGill University 
Montreal, Quebec 
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