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branch of the facial nerve (described by Dubernard 
et al. as “the inferior branch of the left facial mo
tor nerve”) was resutured. Such a nerve branch 
does not exist in the human facial nerve. More
over, the authors do not explain why a circum
scribed reanimation on the left side of the lower 
face would lead to recovery of motor function on 
both sides of the midface as well as the right side 
of the lower face. The video does not provide a 
convincing explanation. Perhaps what we see in 
the video is just passive movement in the trans
planted tissue due to the sutures holding the graft 
muscles to the conserved muscles of the recipient. 
The authors should present electromyographic 
data to document active movement in the graft. 
Without an active nerve supply, the graft muscu
lature will undergo progressive atrophy.
Orlando Guntinas-Lichius, M.D.
Friedrich Schiller University Jena 
D-07740 Jena, Germany 
orlando.guntinas@med.uni-jena.de

Dubernard JM, Lengelé B, Morelon E, et al. Outcomes 18 
months after the first human partial face transplantation. N Engl 
J Med 2007;357:245160.

The authors reply: We surmise that the recov
ery of muscle function inside the face graft oc
curred mostly through a phenomenon of intra
muscular innervation along the multiple bilateral 
sites of muscular anastomoses and not through 
axonal regeneration arising from the single, 
small nerve anastomosis that was performed on 
the lower left part of the transplant. All depres
sor muscles on the lower face had been avulsed 
completely, along with the right and left man
dibular (or inferior marginal) branches of the 
facial nerves. We repaired the nerves on the left 

1.

side of the face with the aim of reanimating the 
lower lip and the chin but could not do the same 
on the right side because the thin correspond
ing nerve was absent in the graft.1 Early in the 
postoperative period, dynamic motions in the face 
graft were apparently due to contractions arising 
from the recipient’s remaining muscle bellies, 
transmitted to the homologous allogeneic mus
cles to which they were connected. We speculate 
that as intramuscular innervation progressed, 
motornerve ingrowth through anastomoses of 
the levator muscles resulted in secondary dynamic 
expressive motions, involving the midface mus
cle segments from the donor. Restoration of com
plete lip occlusion probably occurred as a result 
of both intramuscular innervation of the upper 
part of the orbicularis oris muscle and intraneu
ral axonal regeneration inside its lower sling.

We also wish to clarify our statement in the 
Methods section regarding consent. We noted 
that the patient gave her consent for the face 
transplantation; we wish to add that she also 
gave her consent for publication of the manu
script and for development and release of the 
accompanying video.
Jean-Michel Dubernard, M.D., Ph.D.
Université Lyon 1 
69473 Lyon, France

Benoit Lengelé, M.D., Ph.D.
Université Catholique de Louvain 
B 200 Brussels, Belgium

Bernard Devauchelle, M.D.
Amiens Nord University Hospital 
80054 Amiens, France

Devauchelle B, Badet L, Lengelé B, et al. First human face 
allograft: early report. Lancet 2006;368:2039.
1.

Selective Publication of Antidepressant Trials

To the Editor: The importance of the study re
ported by Turner et al. (Jan. 17 issue),1 on selec
tive publication of antidepressant trials, can hard
ly be overstated because it shows how researchers 
and clinicians are deprived of accurate data, result
ing in a wrong understanding of antidepressant 
efficacy. The most serious implication of this 
study is that guidelines for the treatment of de
pression may be inaccurate, since they are often 
based on metaanalyses of published data alone.2,3

This current system makes it impossible for 
scientific journals to provide a valid picture of 

the efficacy of antidepressants. Therefore, we 
propose that metaanalyses be accepted only 
when they include an adequate analysis of the 
potential bias due to exclusion of unpublished 
studies (beyond Egger plots, since large negative 
trials may also remain unpublished).
Peter de Jonge, Ph.D. 
Claudi L. Bockting, Ph.D.
University of Groningen 
9700 RB Groningen, the Netherlands 
peter.de.jonge@med.umcg.nl

Turner EH, Matthews AM, Linardatos E, Tell RA, Rosenthal R. 1.
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Selective publication of antidepressant trials and its influence 
on apparent efficacy. N Engl J Med 2008;358:25260.

Moncrieff J, Wessely S, Hardy R. Active placebos versus anti
depressants for depression. Cochrane Database Syst Rev 2004;1:
CD003012.

Katzman MA, Tricco AC, McIntosh D, et al. Paroxetine ver
sus placebo and other agents for depressive disorders: a system
atic review and metaanalysis. J Clin Psychiatry 2007;68:1845
59.

To the Editor: Turner et al. discuss the question 
of how accurately the published literature con
veys data on drug efficacy to the medical com
munity. To address this question, they performed 
a literature search. They searched PubMed and the 
Cochrane Central Register of Controlled Trials. 
I would like to make the following suggestions 
to improve their literature search. First, always 
search EMBASE, in addition to PubMed, when 
executing a systematic search, especially in fields 
such as pharmacology. Not only does EMBASE 
have a focus on the pharmacologic literature, 
but it also covers 2000 journals not indexed in 
PubMed. Second, consider other bibliographic data
bases, depending on the scope of the research 
question (e.g., CINAHL for nursing, PsycINFO 
for behavioral medicine, and Web of Science for 
meeting abstracts).

In short, other bibliographic databases can 
complement PubMed searches considerably. These 
suggestions might lead to the identification of 
relevant, previously unknown references,1 thus 
supporting the statement Turner et al. make: 
that evidencebased medicine is valuable to the 
extent that the evidence base is complete.

Jan W. Schoones, M.A.
Leiden University Medical Center 
2300 RC Leiden, the Netherlands 
j.w.schoones@lumc.nl

Schoones JW. Improving literature searches. Radiology 2007; 
243:3012.

To the Editor: We challenge assertions made by 
Turner et al. Both venlafaxine studies reported as 
unpublished were “failed” studies. The Food and 
Drug Administration (FDA) distinguishes between 
negative and failed studies as follows: “a drug 
that does not work — and a study that does not 
work.”1 Failed studies cannot be meaningfully in
terpreted in isolation, and independent publica
tion does not inform measures of drug efficacy.

The venlafaxine study characterized as pub
lished with results that conflicted with the FDA 

2.

3.

1.

decision was conducted to assess the low end of 
the dose range. The published manuscript2 re
ports exactly what the FDA concluded: the “results 
clearly showed a statistically significant dose–
response relationship for venlafaxine.”3

Two issues suggest author bias: disregarding 
publicly available data in abstracts and reports 
on multiple studies, and ignoring the limited 
scientific value of failed studies. Wyeth strongly 
advocates publication transparency regardless of 
the trial outcome and has followed such a policy 
since 2004.
Philip T. Ninan, M.D. 
R. Michael Poole, M.D. 
Gary L. Stiles, M.D.
Wyeth Research 
Collegeville, PA 19426 
ninanp@wyeth.com

Temple R, Ellenberg SS. Placebocontrolled trials and active
control trials in the evaluation of new treatments. 1. Ethical and 
scientific issues. Ann Intern Med 2000;133:45563.

Mendels J, Johnston R, Mattes J, Riesenberg R. Efficacy and 
safety of b.i.d. doses of venlafaxine in a doseresponse study. 
Psychopharmacol Bull 1993;29:16974.

Food and Drug Administration. Summary basis of approval 
for Effexor.

The authors reply: We disagree that failed 
studies should be ignored (though our results 
were unchanged when we excluded them). Decid
ing not to publish any study on the basis of how 
it turns out amounts to a post hoc litmus test, 
which is not “publication transparency regard
less of the trial outcome.” We agree with Otto and 
Nierenberg1 that the notion of failed studies is 
logically problematic. In the unpublished venla
faxine study (study 367), when the active com
parator paroxetine did not beat placebo, was it 
because the study “did not work”? Or since par
oxetine could not beat placebo in 9 of 16 studies, 
might it be that study 367 worked fine, but the 
drugs in the study did not? If the sponsor wishes 
to discount such results, instead of keeping them 
secret, it should disclose them, make the “limit
ed scientific value” argument in the discussion 
section, and let the scientific community reach 
its own conclusions.

Pharmaceutical companies have begun post
ing clinicaltrial results on their Web sites, but it 
is not clear whether physicians are aware of and 
use this information. Also, none of the nine ven
lafaxine trials reviewed by the FDA (involving 
1675 patients) have been disclosed on Wyeth’s 

1.

2.
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Web site (www.wyeth.com/ClinicalTrialResults? 
query=Depressive%20Disorder). Since venlafaxine 
was the 12th most prescribed brandname drug 
in 2007, with 17.2 million prescriptions (www.
drugtopics.com/drugtopics/article/articleDetail.
jsp?id=491207), aren’t these results relevant to 
the public health?

We believe that the publication exposure a 
clinical trial receives should not hinge on how it 
turned out. There should be no shame in acknowl
edging that not every clinical trial is a “success.” 

If transparency is applied selectively, then it’s not 
transparency — it’s translucency.
Erick H. Turner, M.D.
Oregon Health and Science University 
Portland, OR 97239 
turnere@ohsu.edu

Robert A. Tell, L.C.S.W.
Portland Veterans Affairs Medical Center 
Portland, OR 97239

Otto MW, Nierenberg AA. Assay sensitivity, failed clinical 
trials, and the conduct of science. Psychother Psychosom 2002; 
71:2413.

1.

Physicians and Execution

To the Editor: In their editorial about physi
cians and executions, Curfman et al. (Jan. 24 is
sue)1 are correct that our profession has no place 
in the process of legal execution in this country. 
I would point out that growing public sentiment 
against executions has also been fueled by the 
introduction of DNA evidence into criminal trials 
and the subsequent realization that we are some
times executing innocent people as well as the 
criminally guilty. Those of us in the medical pro
fession have a long, inglorious history of contrib
uting to the death of our fellow human beings 
through errors of omission and commission. 
Certainly, physicians, who should adhere to the 
dictum, “first, do no harm,” should reject partici
pation in legal or any other type of execution.
Lawrence S. Bizer, M.D.
Albert Einstein College of Medicine 
Bronx, NY 10461

Curfman GD, Morrissey S, Drazen JM. Physicians and execu
tion. N Engl J Med 2008;358:4034.

To the Editor: Curfman et al. state that as heal
ers of the sick, physicians should not be involved 
in capital punishment and should remember the 
Hippocratic Oath. But a physician’s job is not only 
to heal the sick — it is also to relieve suffering. 
When a patient is acknowledged to be terminally 
ill, the physician’s role changes from an empha
sis on cure to an emphasis on alleviation of the 
patient’s pain and discomfort. A person whose 
life society has decided to terminate for the gen
eral good can likewise be regarded as terminally 
ill. Rather than end the person’s life in a painful 

1.

manner, it would be in line with a physician’s role 
to offer advice on minimizing pain.

The original Hippocratic Oath also spoke out 
against facilitating any abortion, a dictum that 
our society no longer wholly observes. As long as 
society deems capital punishment a directive that 
is for the greater good, there should be no prob
lem with a physician voluntarily offering to play 
a role in devising a more humane end.
Mark Weinblatt, M.D.
Winthrop University Hospital 
Mineola, NY 11501 
mweinbl@yahoo.com

To the Editor: I am very pleased and encour
aged to read the recommendation that physicians 
should not participate in executions. This is a 
moral stance with many positive implications, 
including avoiding a dualloyalty conflict. Dual
loyalty conflict is a significant struggle in routine 
daily practice when the obligation to the patient 
is being balanced against loyalty to a third party, 
such as an insurer or employer. This conflict is 
all the greater when a physician enters a profes
sional relationship with a person who is to be 
executed. Participation in executions, with its ob
vious harms, violates that obligation. By refrain
ing from participation in executions, physicians 
also avoid a loyalty conflict with the state, which is 
paying for the physician’s services. Thank you for 
this article and the discussions it will stimulate.

Robert M. Parke, M.H.Sc.
Humber River Regional Hospital 
Toronto, ON M3N 1N1, Canada 
bparke@hrrh.on.ca
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