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The Helsinki Declaration, first published in 
1964, is the universally accepted standard 
for ethical behavior in research involving 

human subjects.  The Declaration was formulated 
in response to the abuses of human subjects by 
the scientists in Nazi Germany and to update the 
Nuremberg Code.  Amended in 1975, 1983, 1989, 
1996, and 2000,1 the Declaration provides the 
foundation for the United States federal regula-
tions for research involving human subjects.2

To conform to standards developed in the Declara-
tion, a researcher must fulfill the following: (1) respect 
the autonomy of the individual; (2) promote and safe-
guard the individual’s health; (3) provide informed 
consent without coercion; (4) take special measures 
with vulnerable populations; (5) compare new thera-
pies to the best current therapies; (6) have a thorough 
scientific knowledge of the subject; (7) assess risk ver-
sus benefit of the intervention; (8) perform studies 
that will ultimately benefit the population involved in 

the research; (9) accurately report their findings; and 
(10) fully disclose ethical concerns in their research 
protocols.  

Several placebo-controlled trials have been pub-
lished in highly respected American medical journals 
in recent years that attempt to determine the effective-
ness of pain relief measures for neonatal circumcision.  
It is our contention that these trials failed to meet the 
ethical requirements of the Helsinki Declaration in 
the key areas listed above.  We also contend that the 
institutional review boards (IRBs) failed their ethical 
duties by approving these studies and that the journal 
editors failed their ethical duties by publishing these 
studies.

Choosing an Ethical Framework
Robert Baker has delineated four potential approaches 
to bioethical problems: fundamentalism, multicultur-
alism, postmodernism, and contractarianism.  Funda-
mentalists believe that there exist core moral beliefs 
that apply to all humans regardless of their culture 
and when they lived.  They believe, for example, that a 
key element of humanness is the wrongness of inflict-
ing unnecessary pain or suffering.  Multiculturalism 
holds that moral beliefs vary markedly from culture 
to culture.  Multiculturalists believe that moral prin-
ciples are binding upon a people/culture because they 
are accepted by those people to whom the moral prin-
ciples bind.  Different cultures in different eras have 
different moral principles.  Thus, what is binding in 
one culture at one time may not be binding in a dif-
ferent culture at a different time.  The postmodernist 
believes that the dominance of any particular perspec-
tive is a function of power, not principle.  For example, 
the conviction of the Nazi physicians at the Nuremberg 
Tribunal was more a function of Germany’s having 
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lost the war than of the acts attributed to these physi-
cians.3  Consequently, postmodernism is about power 
rather than ethics and might best be expressed in the 
idiom, “Might makes right.”  Baker employs contrac-
tarianism to resolve the conflicts and shortcomings of 
the other three approaches.  Simply put, moral order 
is the result of negotiation between conflicting parties.  
As Baker puts it:

[M]orality is not a matter of one group impos-
ing its values upon another, but of render-
ing conflict quiescent by negotiating a set of 
norms that permits each party to use common 
resources while respecting the other party’s pri-
mary areas of nonnegotiability.4

The Helsinki Declaration evidently was estab-
lished to protect research subjects from shortcomings 
of multiculturalism and postmodernism.  While the 
Declaration was negotiated with the aim toward uni-
versal acceptability and application, it clearly favors 
a Kantian approach that treats individuals as ends in 
themselves rather than means to an end, as opposed 
to the Utilitarian goal of maximizing the overall good 
even where that requires sacrificing certain individu-
als’ interests.

The Medical Literature on Pain Relief for 
Neonatal Circumcision
Until recently the medical literature on pain relief for 
neonatal circumcision incorporated the startling myth 
that newborns could not feel pain.5  This led many 
physicians to the belief that pain relief for neonatal 
circumcision was unnecessary.  Unfortunately, new-
borns not only experience pain, but experience pain 
more intensely for a given noxious stimulus than do 
older infants, children, and adults.6

The development of pain relief for neonatal cir-
cumcision began in 1978 when  Christopher Kirya 
and Milton W. Werthmann used a dorsal penile nerve 
block (DPNB) to reduce the pain in all but 2 of 52 

infants undergoing the procedure.7  Reports by Pedro 
A. Poma,8 Lynne Gershon Maxwell et al.,9 Paul S. Wil-
liamson and Nolan Donovan Evans,10 Anthony L. 
Masciello,11 Richard L. Holve et al.,12 Paul S. William-
son and Marvel L. Williamson,13 and Howard Stang et 
al.14 all documented that DPNB positively impacted 
parameters believed to be associated with neonatal 
pain prior to 1991.  Likewise, Diane Mudge and Janet 
B. Younger in 198915 and  Kathleen B. Weatherstone 
et al. in 199316 found topical lidocaine to achieve sig-
nificant reductions in pain for virtually all subjects.  In 
1993, Franca Benini and colleagues were also able to 
reduce pain by applying lidocaine-prilocaine cream 
(EMLA).17  Furthermore, ring block was found to have 
some effect by Masciello in 1990.18

By the time the 1989 American Academy of Pedi-
atrics (AAP) Task Force on Circumcision report was 
published, DPNB had been shown to reduce the pain 
of neonatal circumcision.  Indeed the 1989 AAP Task 
Force report acknowledged that:

Dorsal penile nerve block using no more than 
1% lidocaine (without epinephrine) in appro-
priate doses (3 to 4 mg/kg) may reduce the 
pain and stress of newborn circumcision.

Despite the wealth of studies showing that the pain 
of infant circumcision could be safely and effectively 
reduced, the AAP Task Force surprisingly added:

However, reported experience with local anes-
thesia in newborn circumcision is limited, and 
the procedure is not without risk.19

Details regarding randomized controlled studies of 
pain relief for neonatal circumcision are given in the 
appendix.

Several placebo-controlled trials have been published in highly respected 
American medical journals in recent years that attempt to determine the 
effectiveness of pain relief measures for neonatal circumcision.  It is our 
contention that these trials failed to meet the ethical requirements of the 

Helsinki Declaration.  We also contend that the institutional review boards 
failed their ethical duties by approving these studies and that the journal 

editors failed their ethical duties by publishing these studies.
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Helsinki Declaration Applied to Neonatal 
Circumcision
Application of the ten principles of the revised Hel-
sinki Declaration to the specific case of placebo-con-
trolled trials for neonatal circumcision pain relief 
clarifies many of the ethical and conceptual difficulties 
with such studies.

1.  Respect the Autonomy of the Individual
The clear overriding theme of the Helsinki Declara-
tion is the protection of individual subjects:

In medical research involving human subjects, 
the well being of the individual research subject 
must take precendence over all other interests.  
(Section 6)

At the very minimum, subjects must not be exploited.  
Even strong critics of the Declaration, such as Frank-
lin G. Miller and Howard Brody, who propose reduc-
ing the ethical responsibilities of clinical investigators 
to the bare minimum, concede that exploitation of 
subjects is unethical.20  While all research subjects are 
used toward the advancement of medical knowledge, 
exploitation entails “unfair use.”  Fair use requires 
fully informed consent, research that has a reasonable 
chance of answering a clinically important question, 
and a proper consideration of the subjects’ interests 
in the context of the proposed research.  Unfair use 
entails using subjects as means to an end with little or 
no regard for the welfare of the subjects.  For example, 
children are vulnerable to exploitation because they 
are unable to meaningfully consent and dependent on 
others to protect their best interests.  The poor are at 
risk because of limited access to health care outside a 
research setting.21

Exploitation of experimental subjects can arise when 
research is deliberately performed in a way that may 
conceal part of the truth or may be primarily aimed at 
effectively marketing a product rather than seeking a 
scientifically useful result.  For example, pharmaceu-
tical companies fund and perform clinical research 
on their products in hopes of developing indications 

for use so that they can market these expanded indi-
cations.  As will be discussed below, studies of a new 
therapy in comparison to placebo are more likely to 
show the newcomer’s benefit than a direct comparison 
to best therapy.  More often than not, placebo com-
parisons are often of little use to clinicians who want 
to know how new therapies compare to current best 
therapy rather than placebo.  Clearly, a pharmaceuti-
cal company with a new product would like a placebo 
comparison, as it is more likely to boost sales, espe-
cially if it is suspected that the new product is of equal 
or inferior efficacy in comparison to the current best 
therapy.  If a company engages in a placebo-controlled 
trial, as opposed to an active-controlled trial, primar-
ily or in part to boost sales and company profitabil-
ity, then the subjects have arguably been exploited.  
Finally, if a researcher knows that a report of a pla-

cebo-controlled trial is more likely to be published 
than an active-treatment trial, then the subjects may 
have been exploited to advance the researcher’s career 
through successful publications.

This potential pitfall is exemplified by the study 
by Anna Taddio and colleagues published in the New 
England Journal of Medicine.22  In a study funded 
by drug manufacturer Astra, EMLA was compared 
to placebo, which resulted in an immediate boost in 
EMLA usage for this indication.  However, subse-
quent studies found that EMLA is inferior to DPNB 
and only marginally better than placebo.23  Despite its 
inferiority, EMLA is often listed as one of the main-
stays of therapy, primarily as the result of publication 
of this placebo-controlled trial.  We believe both the 
subjects who received placebo and to a lesser extent 
those receiving EMLA, who underwent an inferior 
form of pain relief, were exploited by Astra and the 
investigators by being recruited and enrolled in a 
study that by deliberate design was not seeking useful 
medical knowledge but rather the promotion of their 
own product.

2.  Promote and Safeguard the Individual’s Health
Sections 3 and 4 of the Declaration speak of the duty 
of the physician to “promote and safeguard the health 

Using a substituted judgment approach, one would ask if adult males 
would volunteer for a research project in which there was a possibility of 

undergoing a circumcision without any measures for pain relief.  The answer 
is clearly no.  If one would not expect any adult volunteers, then one can, 

therefore, not expect that any newborns would volunteer.
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of the people” with the health of the patient being the 
physician’s “first consideration.” In the placebo-con-
trolled pain relief studies under consideration, two 
criteria apply in interpreting this duty.  The first is 
whether the interventions being scrutinized promote 
the subjects’ health.  While the expected reduction 
in the pain of neonatal circumcision would promote 
health, the use of placebo controls when known effec-
tive therapy existed fails to fully safeguard the sub-
jects’ health.

The second criterion encompasses the broader 
question of whether research on aspects of unproven 
interventions comply with the Helsinki Declaration.  
A hypothetical example would be a study analyzing 
the efficacy of adding a new, untested chemotherapy 
agent to tumor debulking relative to tumor debulking 
alone, given that the pervasive practice of tumor de- 
bulking has never been shown to improve outcomes 
and may worsen prognosis.  By retaining tumor deb-
ulking in the protocol, we would contend that the study 
of the new chemotherapy agent is unethical because 
it exposes the subjects to the unnecessary risks of an 
unproven intervention.  The same logic would apply 
to neonatal circumcision, as the consensus of medical 
organizations is that it does not promote or safeguard 
health.24  Since it has not been shown that neonatal 
circumcision is “necessary to promote the health of the 
population represented,” this group (neonates) should 
not have been included in the research.  From a fun-
damentalist’s perspective, all unnecessary suffering is 
unallowable.  Clearly the infants in the placebo arms 
suffered unnecessarily.  One could also extend this to 
make a cogent argument that all of the participants in 
the trials suffered unnecessarily.

3.  Informed Consent
Section 24 of the Declaration calls for volunteer par-
ticipants whose informed consent has been obtained 
through a process satisfying specific criteria:

In medical research involving competent 
human subjects, each potential subject must 
be adequately informed of the aims, methods, 
sources of funding, any possible conficts of inter-
est, institutional affiliations of the researcher, 
the anticipated benefits and potentials risks of 
the study and the discomfort it may entail, and 
any other relevant aspects of the study.  The 
potential subject must be informed of the right 
to refuse to participate in the study or to with-
draw consent to participate at any time without 
reprisal.  (Section 24)

An infant obviously cannot provide informed consent 
for himself.  Instead, someone else must provide con-
sent on his behalf.  This is often referred to as paren-
tal permission because it is usually the parent who 
grants permission, but it can also be a guardian other 
than the parents.25  Many authors, wishing to avoid 
a prolonged explanation, use “informed consent” to 
encompass informed consent in competent subjects, 
parental permission, and a child’s assent.  The most 
important aspects of parental permission on behalf of 
an infant are the infant’s inability to consent or assent 
and the duty of the parent (or guardian) to protect 
the interests and rights of the infant.  Permitting par-
ents (or guardians) to make decisions on behalf of the 
infant relies on the bedrock assumption that the deci-
sion maker will make decisions that are in the infant’s 
best interest.  Regrettably, this is not always the case.  
There is an unfortunate history of children being 
treated as property, rather than as citizens with the full 
complement of rights.26  Some have questioned, given 
the perinatal emotional upheaval, whether parental 
permission can ever be truly free and informed in the 
neonatal context.27  The informed consent process 
also needs to include a discussion in which the inves-
tigators inform the parents of potential subjects of 
the availability of interventions known to be effective 
(such as DPNB), but that within the study, the possi-
bilities were only interventions of unknown effective-
ness or placebo, which is not effective.  Based on the 
publications arising from the placebo-controlled tri-
als, there is no indication that such information was 
given as part of the informed consent process.  If this 
information were provided, then we can only speculate 
how many parents approached to include their sons in 
the research would decline for this reason.  Only one 
of the published studies indicated that the parents 
of three infants refused to give consent.28 The rest of 
the studies are silent on this point.  Disturbingly, in 
two of the studies, untreated non-randomized control 
groups were included in the studies without parental 
permission.29

4.  Vulnerable Populations
The researcher also must assure that consent has not 
been coerced as potential research subjects are often 
vulnerable (Section 9) or in a dependent relation-
ship (Section 26).  Additional requirements apply 
where subjects belong to particularly vulnerable 
populations:

For a potential research subject who is incom-
petent, the physician must seek informed con-
sent from the legally authorized representative.  
These individuals must not be included in a 
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research study that has no likelihood of ben-
efit for them unless it is intended to promote 
the health of the population represented by the 
potential subject, the research cannot instead 
be performed with competent persons, and the 
research entails only minimal risk and minimal 
burden.  (Section 27)

As noted in Sections 3-4, the proxy decision maker 
is charged with protecting the infant’s interests and 
health.  Two approaches have been advocated for 
accomplishing this.  The first is to determine what is in 
the newborn’s best interests.  This can take the form of 
a risk-benefit or cost-utility analysis.  If the risks out-
weigh the benefit, then proxy consent should not be 
given.  The second approach is known as substituted 
judgment.  Using this approach, the decision maker 
asks what the newborn would decide for himself if 
legally competent.30  Newborns about to undergo cir-

cumcision have no power to say no.  They may have 
a right to say no, but because of their powerlessness, 
they are unable to exercise this right.31  Because the 
newborn is dependent on both the parents and the 
physician, the Declaration calls for a higher standard 
of protection for neonates, who are necessarily unable 
to consent to being research subjects.  Consequently, 
the physician/researcher must take special steps to 
protect the child’s best interests.

Section 8 affirms, “In medical practice and in medi-
cal research, most interventions involve risks and 
burdens.  Using a substituted judgment approach to 
weighing risks against benefits, one would ask if adult 
males would volunteer for a research project in which 
there was a possibility of undergoing a circumcision 
without any measures for pain relief.  The answer is 
clearly no.32  If one would not expect any adult vol-
unteers, then one can, therefore, not expect that any 
newborns would volunteer.

5.  Compare New Therapies to the Best Current 
Therapy
Section 32 may be the Declaration’s most controver-
sial.  It previously read as follows:

The benefits, risks, burdens and effectiveness of 
a new method should be tested against those of 
the best current prophylactic, diagnostic, and 
therapeutic methods.  This does not exclude 
the use of placebo, or no treatment, in stud-
ies where no proven prophylactic, diagnostic 
or therapeutic method exists.  (Former Section 
32, previously numbered as Section 29)

While the language is clear, many have tried to 
twist the meaning of this section to justify placebo-
controlled trials in situations where their justification 
is problematic.  The controversy attracted the most 
attention with studies in Africa in which low-dose 

AZT and placebo were randomly given to pregnant 
women after it had been proven that high-dose AZT 
effectively reduced maternal-fetal transmission of 
HIV.  While the editor of the New England Journal 
of Medicine interpreted Section 32 of the Declaration 
literally and called the studies unethical,33 apologists 
for the studies put an interesting spin on the language 
in the section.  Instead of “best current prophylactic, 
diagnostic, and therapeutic methods,” the apologists 
asserted that Section 32 really meant to say “standard 
practice.”  Standard practice in developing countries is 
often limited by economic factors, and high-dose AZT 
therapy for pregnant women in Africa would never 
economically be an option.  For this reason, resear-
chers, such as Robert J. Levine, believed they could 
use “standard practice” as the comparison group; in 
Africa, this meant no treatment.34  A heated debate 
thus ensued and led to a modification of the Helsinki 
Declaration in October 2000:

The benefits, risks, burdens and effectiveness 
of a new intervention must be tested against 

One could successfully argue that, even with pain relief, 
the inherent risks and burdens of the circumcision, including loss of the 

functions of the foreskin, outweigh any benefits.  Given the unfavorable risks 
and losses associated with the underlying procedure, one could easily conclude 

that the procedure itself is unethical, and therefore any study of neonatal 
circumcision must also be unethical.
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those of the best current proven intervention, 
except in the following circumstances:

• The use of placebo, or no treatment, is ac- 
ceptable in studies where no current proven 
intervention exists; or 

• Where for compelling and scientifically 
sound methodological reasons the use of pla-
cebo is necessary to determine the efficacy or 
safety of an intervention and the patients who 
receive placebo or no treatment will not be sub-
ject to any risk of serious or irreversible harm.  
Extreme care must be taken to avoide abuse of 
this option.  (Section 32)  

It is notable that the latest version of the Declaration 
has added the strongly worded final sentence about 
“extreme care to avoide abuse.”  Although many of the 
placebo-controlled trials involving neonatal circumci-

sion were performed before this revision, we will apply 
the revised recommendations.  Why would investiga-
tors want to use a placebo rather than the best current 
methods?  Consider the following reasons.

Use of a placebo makes it more likely that an inter-1. 
vention will be shown “effective,” though such a 
result may be clinically irrelevant.
Showing “effectiveness” makes it more likely that 2. 
a study will get published, thus advancing the 
careers of the investigators.
Showing “effectiveness” will increase the popular-3. 
ity or sales of the intervention studied.
Using placebo controls keeps the new therapy 4. 
from going head to head with established therapy 
and being shown inferior, which would decrease 
the likelihood of being published, advancing the 
careers of the investigators, or making money for 
the company financing the study.

For example, if the study of EMLA versus placebo 
by Taddio et al. had compared EMLA to DPNB, then 
EMLA would have been shown to be inferior to DPNB, 
as the investigators evidently knew.35  This would have 
made the study less likely to gain publication, espe-
cially in a journal as prestigious as the New England 
Journal of Medicine.  More importantly, the failure of 
EMLA would have hampered sales, something Astra, 
as the manufacturer of EMLA and the sponsor of the 
study, did not want to happen.

A distinction exists between common practice and 
standard of care.  These terms are far from cotermi-
nous; in fact, it is possible for a practice to be extremely 
pervasive and yet out of line with the latest medical 
knowledge and/or the official guidance of pertinent 
specialty medical bodies.  For example, when a new 
therapeutic approach is found, such as laparoscopic 
cholecystectomy or antibiotics for recurrent peptic 
ulcer disease, there can be a time when older thera-
pies are still widely employed, despite their inadequa-

cies, as the result of inertia.  In the example under 
discussion, the majority of neonatal circumcisions 
are performed without anesthesia, so the erroneous 
conflation of common practice with standard of care 
would lead to a conclusion that circumcision with no 
anesthetic is the standard of care in North America.  
Irrespective of common practice, the standard of care 
based on pertinent studies and the American Acad-
emy of Pediatrics’s (AAP) position should mandate 
its universal use.  In 1987, the AAP released a posi-
tion paper on pain relief in neonates recommending 
that “the decision to withhold such [pain] medication 
should be based on the same medical criteria used for 
older patients.”36  Most physicians who fail to apply or 
inject an anesthetic for neonatal circumcision do so 
either out of ignorance or time considerations.37  In 
short, instead of relying solely or primarily on local or 
common practice as a standard, researchers should 
also take into serious account whatever standards may 
have been established by medical specialties.

The studies assessing pain relief for neonatal circumcision
 often relied on only a few indirect measures of pain.  This reliance on limited 
response data, knowing it will provide an incomplete picture, can effectively 

invalidate the reported results.  We contend that it is unethical to expose 
an infant to a protocol that fails to collect easily obtainable data that would 

decrease bias in the research outcome.
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As mentioned above, the AAP’s position paper man-
dates application of the same standards regarding pain 
medication to infants and older patients.38  Neverthe-
less, infants continue to undergo circumcisions with-
out the benefit of pain relief, while older children and 
adults receive dorsal penile nerve block and topical 
anesthesia as adjunctive post-operative pain relievers, 
and general anesthesia is used during the procedure.39  
The level of pain these neonates experience is clearly 
greater than those who have the procedure performed 
under general anesthesia.40  The newborn is inexpe-
rienced in filtering noxious stimuli, so the full impact 
of pain, without adaptive measures, is delivered.  In 
older children and adults, pain is attenuated by filters 
developed with experience by the nervous system.  

This difference in our perception may be explained by 
older boys and men who can articulate their level of 
pain, whereas infants are reduced to screams that the 
circumcising physician may ignore.  The AAP’s policy 
recommendation regarding pain relief has been incor-
porated into the statement issued by the Australasian 
Association of Paediatric Surgeons, which recom-
mend delaying circumcision until six months of age 
when an experienced surgeon and a pediatric anesthe-
tist are available and general anesthesia can be safely 
delivered.41 

An additional repudiation of using “common prac-
tice” as a synonym for “standard of care” is contained 
in Section 31 of the Declaration, which states:

They physician may combine medical research 
with medical care only to the extent that the 
research is justified by its potential preventive, 
diagnostic or therepeutic value and if the phy-
sician has good reason to believe that partici-
pation in the research study will not adversely 
affect the health of the patients who serve as 
research subjects.  (Section 31) 

While Miller and Brody argue that researchers do 
not have an ethical obligation to care for the medi-
cal needs of research subjects,42 this is clearly con-
trary to the intent of the Helsinki Declaration, which 

emphasizes that treatment considerations need to be 
attended to in concert with research issues.  Research 
subjects have given up certain freedoms to be in the 
trial, thereby increasing their vulnerability, and there-
fore should be awarded higher levels of protection.  
Again, these concerns become even more critical in 
the case of newborn infants.  Instead, the opposite 
took place in these studies.  As pointed out by Chris-
topher J. Cold, the unanesthetized surgery permitted 
on these newborns would not have been allowed on 
laboratory animals.43

In what situations would a placebo-controlled 
trial have been ethically acceptable?  Consider the 
following.

The Helsinki Declaration would allow a placebo-1. 
controlled trial if there were no effective treat-
ment available; however, in this case, effective 
treatment was known and often referred to in the 
published papers.
The revised Declaration would allow a placebo-2. 
controlled trial for “compelling and scientifi-
cally sound methodological reasons.”  As will 
be discussed later, none of the reasons given for 
performing a placebo-controlled trial meets this 
criterion.
The revised Declaration would allow a placebo-3. 
controlled trial if “the patients who receive pla-
cebo will not be subject to any additional risk of 
serious or irreversible harm.”  As discussed below, 
short-term, severe pain provides sufficient risk to 
negate placebo use.

Disturbingly, a number of studies explicitly or 
implicitly recognized that failure to use pain relief 
could not satisfy the standard of care but employed 
a no-treatment group anyway.44  For example, C. G. 
Mohan et al. admit, “Circumcision in the newborn is 
a simple but significantly painful surgical procedure, 
which requires pain intervention,” yet included a non-
randomized, unconsented control group who received 
no pain intervention.45  Further, Peter S. Kurtis and 
associates note, “There is a broad body of informa-

Given that a method of providing adequate anesthesia, 
short of general anesthesia, has not been demonstrated, it may be 

prudent to call for a moratorium on neonatal circumcision 
until adequate anesthesia becomes available.
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tion now available on techniques that are believed 
to reduce the pain associated with circumcision,” yet 
had two control groups that did not receive pain relief.  
Additionally, in their discussion section they state, 
“[W]e no longer feel that using nonanesthetized con-
trols for research is ethical.”46  Similarly, Frederick C. 
Kass and John R. Holman acknowledge, “Previous 
studies have demonstrated dorsal penile nerve block 
(DPNB), subcutaneous ring block, and some topical 
anesthetic formulations (eg, eutectic mixture of local 
anesthetics cream) to be effective,” yet used a placebo 
control group.47

Marguerite Herschel et al. state that “DPNB can 
be considered the standard for pain relief during cir-
cumcision,” yet used a no-treatment control.48  Equally 
problematic, the authors spend most of their ink com-

paring sucrose to placebo, while comparisons to DPNB, 
which proved markedly better than either sucrose or 
placebo, were cursory.  Janice Lander and colleagues 
based their misleadingly titled work on the primary 
hypothesis that “[n]ewborns receiving placebo will 
have greater distress during and following circumci-
sion than newborns receiving EMLA, dorsal penile 
nerve block, or ring block.”49  This violates the concept 
of equipoise — “a state of genuine uncertainty on the 
part of the clinical investigator regarding the compar-
ative therapeutic merits of each arm in a trial” — that 
provides the foundation of ethical clinical research.50  
The study by Marvel L. Williamson tried to play it 
both ways.  The study employed placebo controls, but 
used a ratio of DPNB to no treatment of 2:1, to mini-
mize the number of subjects given no pain relief.  Tad-
dio et al. note that previous work from Benini51 had 
already demonstrated that EMLA was superior to pla-
cebo, and that DPNB was superior to EMLA.52  Once 
again, equipoise was not present when the study was 
designed.  Perhaps the most bizarre twist occurred in 
the study by Meggan Butler-O’Hara and associates.53  
The investigators admit, “Because the current practice 

in our neonatal intensive care unit (NICU) is to pro-
vide anesthesia during neonatal circumcision, we did 
not feel justified in randomizing any infant to no anes-
thesia,” yet they included a non-randomized control 
group of infants who had circumcisions performed 
without anesthesia or analgesia at another institution 
but did not “consent” either directly or through proxy 
to be in the study.  Amazingly, this was approved by 
their IRB! 

Similarly, in response to a letter to the editor call-
ing for pain relief for circumcised newborns,54 Tad-
dio and Gideon Koren acknowledge the importance 
of pain relief in this context: “In our view, the pain 
and suffering of infants who are circumcised should 
not be ignored because many believe that the proce-
dure should not be performed.  These infants, like all 

infants, should have the benefit of pain relief.”55  How-
ever,  their stated position did not prevent them from 
providing only placebo to some newborns in their pre-
vious studies.56

6.  Thorough Scientific Knowledge
Section 12 of the Declaration requires that research 
involving humans be “based on a thorough knowledge 
of the scientific literature.” Investigators cannot bury 
their heads in the sand and ignore the research that 
has gone before them.  In most of these studies resear-
chers cited the literature that documented effective-
ness of DPNB, only to ignore this science when design-
ing their studies.

7.  Risk versus Benefit
Sections 18 to 20 of the Declaration are adamant 
about the impermissibility of placing human subjects 
at unreasonable risk.

Every medical research study involving human 
subjects must be preceded by careful assess-
ment of predictable risks and burdens to the 

When the IRBs were presented with the protocols for 
these placebo-controlled trials, did they consider performing medically 

unnecessary surgery on children problematic?  Did they fail to recognize a 
problem with withholding effective pain interventions for a procedure known 

to be extremely painful?  Did they not appreciate that the selected study 
designs would fail to demonstrate whether these interventions provided 

adequate anesthesia?  Were they unaware that the interventions proposed fell 
below the standard established by the AAP for pain relief in neonates?
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individuals and communities involved in the 
research in comparison with foreseeable be-
nefits to them and to other individuals or com-
munities affected by the condition under inves-
tigation.  (Section 18)

Physicians may not participate in a research 
study involving human subjects unless they 
are confident that the risks involved have been 
adequately assessed and can be satisfactorily 
managed.  Physicians must immediately stop a 
study when the risks are found to outweigh the 
potential benefits or when there is conclusive 
proof of positive and beneficial results.  (Sec-
tion 20)

Here, the investigators failed again.  By having a 
placebo arm, they knowingly exposed half of their 
newborn subjects to a painful, medically unneces-
sary procedure without any attempt at pain relief.  
Even such strong advocates for placebo-controlled 
trials as Miller and Brody — while willing to allow 
such studies to proceed even when established effec-
tive therapies exist — nevertheless concede that the 
use of placebo should be precluded when excessive 
risks exist, including a risk of “short-lived but severe 
discomfort.”57  Robert Levine, citing the National 
Commission for the Protection of Human Subjects of 
Biomedical and Behavioral Research publication on 
Research Involving Children, suggests that an ethi-
cal review by a national organization may be required 
if the risk for subjects in research involving children 
exceeds that normally encountered in daily life, such 
as routine medical or psychological examinations.58 
Clearly, a painful procedure in a study setting in which 
no anesthetic was provided would require review, but, 
unfortunately, such a national review mechanism has 
never been established.

The risk-benefit analysis should also extend past a 
selection of acceptable research options to determine 
whether the risks of neonatal circumcision outweigh 
the benefits.  One could successfully argue that, even 
with pain relief, the inherent risks and burdens of the 
circumcision, including loss of the functions of the 
foreskin, outweigh any benefits.59  Given the unfavor-
able risks and losses associated with the underlying 
procedure, one could easily conclude that the proce-
dure itself is unethical, and therefore any study of neo-
natal circumcision must also be unethical.

Researchers cannot credibly claim ignorance of the 
procedure’s risks and losses, given the pervasiveness 
of pertinent information.  Ironically, two studies that 
linked neonatal circumcision to long-term alterations 
in how infants perceive pain60 were carried out by one 

of the teams that also performed a placebo-controlled 
trial.61

8.  Ultimately Benefit the Population
Section 21 of the Declaration speaks to the necessity 
for a reasonable likelihood of benefits able to justify 
the underlying research:

Medical research involving human subjects 
may only be conducted if the importance of the 
objective outweighs the inherent risks and bur-
dens to the research subjects.  (Section 21)

Charles Kowalski provides a couple important cave-
ats regarding this principle, pointing out that “clini-
cal relevance is a necessary but not sufficient condi-
tion for ethical acceptability.”62 Although it may be of 
minimal clinical interest that an intervention is better 
than placebo, the most clinically relevant informa-
tion is whether the new therapy is equivalent or better 
than best therapy.  Regrettably, this question was not 
answered by the studies that failed to include a group 
using best-known therapy.

Kowalski also notes that a poorly designed study is 
always unethical.63  The design used in these studies 
is suspect on two levels.  First of all, a serious ques-
tion exists whether these studies adequately measured 
what they intended to measure: pain response.  While 
infants are not able to directly express their level of 
pain, a variety of easily measured indirect measures 
of pain and stress have been developed.  The most 
evident expression of pain and stress in the newborn 
is crying.  The duration and pitch of the cry can give 
an indication of the degree of pain and stress.64 Facial 
expressions have also been found to reliably measure 
distress.  Easily measured vital signs, such as heart 
rate, blood pressure, and oxygenation levels also 
change with pain and stress.  

Electrophysiological measurement of cardiac acti-
vity as a measure of vagal tone is a very sensitive 
measure of stress.65  Likewise, cortisol levels, which 
now can be measured in the saliva, assess the hypo-
thalamic-pituitary-adrenocortical response to pain 
and stress.66  Changes in the amount and type of sleep 
and the latency to sleep are also indicative of stress.  
Because it is not uncommon to encounter inconsistent 
results between two different pain parameters,67 omit-
ting any of these parameters will give a less than com-
plete picture of neonatal stress reactivity.68 

The studies assessing pain relief for neonatal cir-
cumcision often relied on only a few indirect mea-
sures of pain (see Appendix).  This reliance on limited 
response data, knowing it will provide an incomplete 
picture, can effectively invalidate the reported results.  
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We contend that it is unethical to expose an infant to a 
protocol that fails to collect easily obtainable data that 
would decrease bias in the research outcome.

A study of pain relief for neonatal circumcision can 
answer one of two questions: (1) Does agent A provide 
better pain relief during circumcision than agent B? 
or (2) Does agent A provide adequate pain relief dur-
ing circumcision?  A major design flaw is the failure 
to address this second and more crucial question by 
not including controls in which the procedure was not 
performed.  In keeping with the intent of the position 
paper issued by the Australasian Association of Pae-
diatric Surgeons, if agent A provides better pain relief 
during circumcision than agent B, but neither agent 
provides adequate pain relief (which appears to be the 
case based on the side-by-side comparisons published 
so far), then clinically, one would be ethically compelled 
to forgo circumcision until adequate pain relief could 
be afforded.  To date, none of the studies has included 

controls in which the surgery was not performed.  The 
reasons may mimic why placebo controls are so popu-
lar, such as increased likelihood of a positive finding 
leading to publication, and the fear of discovering an 
intervention’s shortcomings.  We contend that failing 
to use this proper control group renders the study find-
ings clinically useless, which in turn would make these 
studies unethical.  Given that a method of providing 
adequate anesthesia, short of general anesthesia, has 
not been demonstrated, it may be prudent to call for a 
moratorium on neonatal circumcision until adequate 
anesthesia becomes available.

Other serious study design flaws pervade the stud-
ies, including the lack of randomization of subjects 
and the small numbers of subjects in the study by 
Mark E. Holton,69 the predictable assignment scheme 
used by Williamson,70 the non-randomized non-con-
sented control group from a different institution in 
the study by Butler-O’Hara and associates,71 and the 
non-randomized, non-consented control group in the 
study by Mohan and colleagues.72  All of these design 

issues introduce systematic bias.  Researchers are ask-
ing a lot of their human subjects; the least they can 
do is design a study that eliminates as much bias as is 
feasible.

9.  Accurately Report Findings
The Declaration imposes a duty on researchers to 
report their results carefully and precisely, regardless 
of whether the results were desired or expected:

Authors have a duty to make publicly available 
the results of their research on human subjects 
and are accountable for the completeness and 
accuracy of their reports.  They should adhere 
to accepted guidelines for ethical reporting.  
Negative and inconclusive as well as positive 
results should be published or otherwise made 
publicly available.  (Section 30)

Some of the authors in question may have presented 
their results and/or interpreted them in a biased fash-
ion.  The most striking example of this may be the 
study comparing EMLA to placebo published by Tad-
dio et al.73  The authors report their findings simply 
as:

During surgery, the scores were lower in the 
lidocaine-prilocain group than the placebo 
group (P=0.01).74

Interestingly, when the data is closely examined, all 
of the indicators of pain substantially exceed the lev-
els measured before the procedure began, indicating 
that circumcision was painful regardless of the inter-
vention used.  The clinical importance of this result 
is never mentioned, let alone analyzed in detail.  The 
data from Taddio and colleagues also indicate that 
EMLA was better than placebo during only 4 of the 
13 stages of the procedure.  So during 69% of the pro-
cedure, using EMLA was equivalent to using noth-

The investigators know the most about their research and 
are responsiblefor every aspect of their research.  Responsibility for the 

ethical aspects of the research is no different.  While these individuals may 
feel bolstered by their IRB’s approval or the publication of their study, it is 

the investigators who, during the study’s design phase, decided to use placebo 
controls rather than either of the more ethically acceptable alternatives: active 

controls using DPNB or newborns who did not undergo the surgery.
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ing at all.  This clinically important observation was 
not mentioned by the investigators.  Finally, the most 
effective method of reducing the pain of circumcision 
— avoidance of the procedure — has never been men-
tioned in any of the studies.

10.  Full Disclosure of Ethical Concerns
Section 14 of the Declaration requires that ethical con-
siderations be enumerated and complied with:

The protocol should contain a statement of 
the ethical considerations involved and should 
indicate how the principles in this Declaration 
have been addressed.  (Section 14)

While we do not have access to the information 
provided to the IRBs or to the parents of prospec-
tive subjects, we believe that, if the investigators had 
been forthcoming about the ethical considerations 
of their protocols, then the IRBs should have not 
approved them.  With the exception of the article by 
Barbara Brady-Fryer et al.75 and the study by Butler-
O’Hara et al.,76 there is no indication that investiga-
tors were aware of any ethical dilemmas.  This lack of 
insight, however, does not decrease the investigators’ 
accountability.

Investigational Review Board Responsibility
Section 15 of the Declaration requires that all study 
protocols be approved by an independent “research 
ethics committee,” which constitutes IRBs in the 
United States.

When the IRBs were presented with the protocols 
for these placebo-controlled trials, did they consider 
performing medically unnecessary surgery on chil-
dren problematic?  Did they fail to recognize a prob-
lem with withholding effective pain interventions for 
a procedure known to be extremely painful?  Did they 
not appreciate that the selected study designs would 
fail to demonstrate whether these interventions pro-
vided adequate anesthesia?  Were they unaware that 
the interventions proposed fell below the standard 
established by the AAP for pain relief in neonates?

Without knowing more details about the infor-
mation provided to the IRB, it is hard to delineate 
its level of responsibility.  Investigators are charged 
with the responsibility to provide background to the 
IRB regarding best-known therapy.  Still, for these 
research applications to have succeeded, the members 
of the IRB either failed to do their homework or were 
deceived by the investigators.

Medical Journal Responsibility
Section 30 of the Declaration delineates the medical 
journals’ responsibility to only publish ethically and 
scientifically suitable research:

Reports of research not in accordance with the 
principles of this Declaration should not be 
accepted for publication. (Section 30)

The New England Journal of Medicine provides a 
piquant example of discord between their stated posi-
tions and actual behavior.  In response to studies of 
AZT in pregnant women in Africa that included a pla-
cebo arm, its editor Marcia Angell strongly attacked 
inappropriate placebo-controlled trials:

When effective treatment exists, a placebo may 
not be used.  Instead, subjects in the control 
group of the study must receive the best known 
treatment. 

Even informed consent, important though it is, 
is not protection enough, because of the asym-
metry in knowledge and authority between 
researchers and their subjects.  An approval 
by an institutional review board, though also 
important, is highly variable in its responsive-
ness to patients’ interests when they conflict 
with the interests of researchers.

The Journal has taken the position that it 
will not publish reports of unethical research, 
regardless of their scientific merit.77

We do not want a scientifically neat study if it is 
ethically flawed. [internal citations omitted]78

Ironically, it was the New England Journal of Medi-
cine that published the study by Taddio et al. compar-
ing EMLA to placebo in which the best known and 
most effective therapy was not given.  Instead of com-
menting on the study’s clear ethical violations, the 
Journal recruited Thomas Wiswell, one of circumci-
sion’s foremost promoters, to provide a strongly biased 
opinion piece.79  Without a reasonable alternative 
hypothesis, we believe the clear ethical violations were 
overlooked by the editorial staff in order to advance a 
more important goal: the promotion of neonatal cir-
cumcision.  In keeping with their promotional policy, 
the New England Journal of Medicine subsequently 
published another study favoring circumcision that 
relied on methodology that ought to have provided 
grounds for immediate rejection.80  In that study, 
data from discordant studies from four continents 
were combined using an inappropriate statistical 
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approach to give marginally significant findings favor-
ing circumcision.

Editors of several other well-respected journals have 
also failed to identify the obvious ethical problems 
with these studies.  While they may have seen promot-
ing the use of anesthesia for neonatal circumcision as 
more important than pain relief for newborns in the 
research protocols, these studies do not necessarily 
enhance the chances of pain relief being used for cir-
cumcision so much as they enhance the probability of 
one particular form of pain relief being employed.  To 
its credit, in 1999 the Archives of Pediatrics and Ado-

lescent Medicine published an editorial calling for an 
end of placebo-controlled studies of local anesthetic 
for neonatal circumcision.81 We believe this editorial 
was published a decade too late.

It may be unfair to place all of the blame on the 
editorial staffs of journals.  Editors often rely heavily 
on comments generated in the peer-review process, 
though at the same time they have discretion over 
which reviewers are assigned to particular articles.

Circumcision’s continued persistence, despite uni-
versal agreement on the lack of medical justification 
for the procedure, depends in part on the publication 
of as many articles as possible showing assertedly 
effective interventions for the pain it causes.  The most 
superficially persuasive studies, due to the opportunity 
for apparently more impressive numbers, are those 
using placebo controls, so the ethical problems perva-
sive in these studies could be conveniently overlooked 
to allow the perpetuation of the practice.

Once unethically obtained study results are obtained 
and published, it is arguable that we cannot ethically 
use these results.  At minimum, we believe the stud-
ies’ results should be referenced in something like the 
following manner: “In the clearly unethical study by 
Taddio et al. comparing EMLA to placebo….”

Placebo Controls Defended
The strongest argument in favor of a placebo-con-
trolled trial when effective treatment exists is put 
forth by Robert Temple and Susan S. Ellenberg.  Their 
argument is based on experience suggesting that the 
“equivalence” of a new therapy to an established ther-
apy as shown by active-control equivalence trials does 
not necessarily mean that both therapies were effec-
tive; rather, it could mean that both therapies are inef-
fective.  When using an active control, the researcher 
makes the assumption that the active control will be 
effective in that particular study and that, if placebo 

were included, it would have been inferior to the active 
control.  The researcher makes this assumption based 
on information external to the trial, similar to a his-
torically controlled trial.  If previous trials of similar 
design between the active control and placebo have 
shown a large effect size with little between-study 
variability and few instances of unexplained failures, 
then there is little need for placebo controls.  Temple 
and Ellensberg exhort researchers to review previ-
ous placebo-controlled trials for this evidence as well 
as any elements of study design that could reduce or 
eliminate the active control-placebo difference, such 
as select study populations.82

Brady-Fryer alludes to this defense of her study 
group’s action by suggesting that the effectiveness of 
topical and local anesthetics had not been adequately 
evaluated, but did not take this defense any further.  To 
justify the use of a placebo-control using Temple and 
Ellensberg’s criteria, one would need to successfully 
demonstrate that previously published trials compar-
ing DPNB and placebo did not have a large effect size, 
had substantial between-study variability, had clear 
study design differences or flaws, and had unexplained 
study failures.  However, none of the studies makes an 
attempt at such demonstrations.  Instead, the reviews 
of the literature appearing in many of the studies con-
firmed that DPNB repeatedly and consistently had 

In a culture that does not recognize the value of children 
and does not recognize children as possessing the same rights and protections 
as adults, the infant research subject will be treated differently than an adult 
research subject.  The infant research subject will be unable to meaningfully 
express his dissatisfaction with the research, and the researcher, not valuing 

the input of the infant subject, will not actively pursue evidence of discontent.  
This attitude toward children, not uncommon in North America, results in the 

interests of infant research subjects being ignored.
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been shown to be superior to placebo in reducing the 
pain associated with neonatal circumcision.

Using an alternative approach, Robert Veatch ana-
lyzes the point of subject indifference between enter-
ing a study offering new therapy versus placebo and 
getting best current therapy outside of a study.83  The 
point at which the potential subject is indifferent 
between these choices, according to Veatch, allows 
researchers to depart from using best current therapy 
as part of the research protocol.

Several problems prevent this reasoning from fair 
applicability to circumcision pain studies.  First, a 
serious question arises whether the Veatch approach 
can ethically be extended to the case of incompetent 
research subjects.  Secondly, as will be discussed in 
more detail in the next section, the indifference point 
of a proxy decision maker may not be a valid gauge of 
the infant’s own views or best interests.

Third, where a proxy decision maker is involved, it 
is problematic for a researcher to fail to offer current 
best therapy even when the proxy’s assent is obtained.  
While some would release researchers from their ethi-

cal obligation to do what is best for the patient, others 
would see the physician as having to protect patients 
from doing what is not in their best interests.  As 
discussed above in Sections 3 and 4, the Declaration 
clearly expects investigators to place a priority on the 
subjects’ best interests.  The specifics of this duty for 
infants has been laid out by the American Academy 
of Pediatrics (AAP), who state that physicians need to 
protect their patients — i.e., the child — from paren-
tal decisions that threaten the child’s health, such as 
unwarranted surgeries.84

Attempted Justifications
Several of these investigators have addressed concerns 
regarding whether their studies were ethical.  Only 
two did so without being prompted by a letter to the 
editor.  Barbara Brady-Fryer, one of the investigators 
in a study published in the Journal of the American 
Medical Association,85 published an article defending 
their actions on four grounds: (1) previous studies had 

not adequately evaluated topical and local anesthetics’ 
effectiveness in reducing the pain of neonatal circum-
cision; (2) no anesthetic use was “standard treatment”; 
(3) there was some doubt as to whether the interven-
tions studied were better than placebo; and (4) a pla-
cebo group was necessary in order to convince more 
doctors to begin using topical and local anesthetics for 
neonatal circumcision.86

We have already addressed the “standard treatment” 
issue and whether DPNB has shown superiority over 
placebo.  The final claim, using a placebo-controlled 
trial to convince physicians to begin using anesthetics 
for neonatal circumcision, has been cited by others.87  
Nowhere does the Helsinki Declaration allow for the 
use of placebo controls as a promotional tool.  To 
compensate for her colleagues’ failings, Brady-Fryer 
relies on the well-worn utilitarian justification that, if 
a study using placebo controls was successful in con-
verting more physicians to using an anesthetic, then 
the unnecessary suffering of the placebo group infants 
would not have been in vain.  Knowing what we know 
now about the impact of unanesthetized circumcision 

on the newborn’s brain, such reasoning provides little 
consolation to placebo-receiving subjects.  We also 
doubt whether the study’s political intentions were 
disclosed to parents providing proxy consent.  Taken 
at face value, the infant subjects were used as a means 
to a political ends, rather than as ends in themselves, 
and thus were exploited.  So rather than providing a 
justification, this fourth justification further indicts 
their study as unethical.

Other research has exhibited similarly alarming 
ethical violations and inconsistencies.  In their study 
of ring block versus no anesthesia, Susan Hardwick-
Smith and colleagues did not use a saline injection 
as a control because they believed subjecting a new-
born to an unnecessary injection was unethical.  For 
similar reasons, they relied on noninvasive monitor-
ing methods.88 Inexplicably, the authors considered an 
injection of saline unethical, but circumcision without 
anesthesia, especially after they stated that DPNB was 
the standard of care, did not pose an ethical problem.

Perhaps the investigators, IRB members, and medical journal editors 
were conditioned not to question the quirks that surround the procedure, 

and instead viewed not following the guidelines of the Helsinki Declaration as 
just another of the many exceptions to standard practice that 

are made for neonatal circumcision.
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Much more entertaining are the responses investi-
gators have made to ethical challenges raised in letters 
to the editor.  The most common diversion of respon-
sibility was to hide behind the IRB’s approval of the 
research.89  The Declaration is clear on this point and 
reiterated several times in the document.  Research 
investigators need to know the ethical, legal, and re-
gulatory requirements in their countries (Section 9) 
and they have a duty to protect “the life, health, pri-
vacy, and dignity of the human subject” (Section 10 
quoted and 15).  It is ultimately the responsibility of 
the investigator to perform an ethical study.  The IRB 
serves just as an advisory role and can only work with 
the information it is provided.  Finally, the IRB can 
make mistakes.  The Declaration clearly provides that 
if the IRB commits an error, the investigators are not 
absolved of their responsibilities.  The investigators 
know the most about their research and are respon-
sible for every aspect of their research.  Responsibil-
ity for the ethical aspects of the research is no differ-
ent.  Research investigators need to know the ethical, 
legal, and regulatory requirements in their countries 
(Section 10), and they have a duty to protect “the life, 
health, dignity, integrity, right to self-determination, 
privacy, and confidentiality of personal information of 
research subjects” (Section 11 quoted and 16).

Other responses may fairly be characterized as 
pathetic, and in some cases bordering on bizarre.  
When directly asked whether they had clinical equi-
poise at the onset of their study,90 Taddio and Koren 
failed to address the question, but rather referred to 
the standard practice of providing no pain relief and 
the studies “approved by ethics boards all over the 
world.”  Following a later study, Taddio and Koren 
responded defensively to a letter to the editor ques-
tioning whether their studies were merely promo-
tional pieces for EMLA.91  Rather than answering the 
question, they personally attacked the letter writer by 
stating, “Hill’s claim that we are more interested in the 
promotion of EMLA reflects his bias against circumci-
sion and any products that may be associated with it.”92  
In response to the question of why their study had not 
included a control group in which no surgery was per-
formed, Taddio and Koren responded, “It is unimagi-
nable to consider asking parents (or ethics boards) 
to agree to have infants participate in a study where 
they would be restrained solely for the purpose of 
research.”93  If that is unethical, which we doubt since 
it involves minimal harm, then how could it possibly 
be ethical to physically restrain a newborn boy and cut 
off his foreskin without anesthesia and without his 
consent?  Finally, Taddio and Koren dismiss concerns 
that they did not measure serum cortisol without pro-
viding any supporting references, stating that it “has 

been demonstrated to be an unreliable indicator of the 
efficacy of analgesia during circumcision.”94  Many in 
this field have long considered cortisol levels to be the 
most valid indirect measure of pain in newborns.95

Perhaps the most outrageous response to a letter 
to the editor questioning the use of placebo control 
group96 came from Butler-O’Hara, who replied:

We do not endorse unanesthetized surgery.  
Unanesthetized surgery was not part of the 
study design and would certainly not be con-
doned by our Institutional Review Board.  We 
specifically stated that we did not feel it was 
ethical to include such a group as part of our 
study, but rather quantified the reactions of the 
infants whose circumcisions were performed 
by physicians who do not routinely use local 
anesthesia.97

If unanesthetized surgery was not part of the study 
and such surgery would not be condoned by their IRB, 
then how did a control group of 20 unanesthetized 
circumcisions end up in their study?

Potential Justifications for Unethical 
Research
Unethical human researchers have relied on a limited 
repertoire of excuses.  In the Nuremberg trials of Nazi 
physicians who had performed often grossly inhu-
mane experiments on the inhabitants of concentra-
tion camps, the physicians based their defense in part 
on the absence of any ethical standards, which was 
probably not the case, and that they were only follow-
ing orders.  The widely distributed, clear international 
guidelines provided in the Helsinki Declaration, as 
well as other documents, eliminates this defense for 
today’s researcher.  

Robert Baker suggests that a more compelling 
defense of the Nazi physicians would derive from the 
designation of inhabitants of concentrations camps, 
Jew in particular, as Untermenschen.  Or more simply 
put, the German doctors’ subjects were at that time 
considered in their culture to be something less than 
human and thus not subject to ethical research stan-
dards developed for research involving humans.  Baker 
points out that Germany had at that point developed 
strong laws limiting the types of research to which 
animals could be subjected.  Since very little research 
could be performed on humans or animals, the Unter-
menschen provided ethically defensible subjects for 
research.98  In the studies under discussion, Baker’s 
argument may apply in the sense that children, espe-
cially newborns, are often treated as if they are sub-
human or not fully human.  This lack of importance 
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given to children is evident in recommendations for 
elective surgery in children sooner rather than later,99 
and in the failure to insist on pain relief that would be 
mandatory for the same procedure in older children, 
adults,100 and sometimes even animals.101 Ironically, 
many of these investigators were pediatricians, a pro-
fession that champions children’s rights.  Their inabil-
ity to treat these newborns as fully human contradicts 
this advocacy.

The next excuse — one relied upon in the defense of 
American researchers involved in the Cold War radia-
tion experiments — is to claim “moral ignorance” and/
or “cultural blindness.”  The Advisory Committee on 
Human Radiation Experiments appointed by former 
President Clinton developed this rationale:

Sometimes cultural factors can prevent indi-
viduals from discerning what they are morally 
required to do and can therefore mitigate the 
blame we would otherwise place on individuals 
for failing to do what they ought to do….  An 
individual may…be morally ignorant.  Because 
of features of his or her deeply enculturated 
beliefs, the individual may be unable to recog-
nize, for example, that certain people (such as 
members of another race) deserve equal respect 
or even that they are people with rights….  In 
extreme cases, a culture may instill a moral 
ignorance so profound that we may speak of 
cultural moral blindness….  Some of those 
committed to the ideology of slavery may have 
been morally blind in just this way, and their 
culture may have induced this blindness.  

Only if an agent could not be reasonably 
expected to remedy his or her culturally induced 
moral ignorance would such ignorance excul-
pate his conduct.  But even in cases in which 
the individual could not be blamed for per-
sisting in ignorance, this would do nothing to 
show that the actions…resulting from his or her 
ignorance was not wrong.  Nonculpable moral 

ignorance only exculpates the agent; it does not 
make wrong acts right.102

For investigators to be exculpated, one would need 
to demonstrate cultural factors that mediated their 
blindness to their wrong acts.  In a culture that does 
not recognize the value of children and does not rec-
ognize children as possessing the same rights and pro-
tections as adults, the infant research subject will be 
treated differently than an adult research subject.  The 
infant research subject will be unable to meaningfully 
express his dissatisfaction with the research, and the 
researcher, not valuing the input of the infant subject, 
will not actively pursue evidence of discontent.  This 
attitude toward children, not uncommon in North 

America, results in the interests of infant research 
subjects being ignored.  As mentioned above, one 
would have expected these researchers to have been 
more sympathetic toward their infant subjects.

The second source of cultural blindness comes from 
the historical ties of neonatal circumcision to religion.  
Even though a substantial percentage of Jews and Mus-
lims do not perform circumcisions, and even though 
most circumcisions of Jews are not in compliance 
with the religious requirements,103 many adherents of 
Judaism and Islam believe circumcision is a required 
religious rite.  In the United States, medicalized cir-
cumcision, through imprecise thinking, continues to 
be conflated with the Jewish ritual, leading doctors to 
view circumcision as different from other medical pro-
cedures.  Such associations unfortunately lead physi-
cians to view the traditional methods of preputioec-
tomy, which do not encompass the use of anesthesia, 
as sacrosanct.  However, this excuse is not compelling 
considering that non-religious circumcision was the 
focus of the research and one would expect that only 
a few of the investigators, IRB members, and journal 
editors adhere to faiths in which circumcision is a duty.  
Notwithstanding, religion can be a sensitive issue, so 
it is possible that IRB members and journal editors 
were unwilling to challenge the ethics of unanesthe-
tized circumcision for fear of upsetting individuals of 
those faiths that require circumcision.

The Helsinki Declaration was developed to keep the most vulnerable research 
subjects from being exploited and harmed.  Unfortunately for the infants 

enrolled in these studies, the system put in place to protect them was unable to 
do so as the investigators, the members of the IRBs, and journal editors failed 

to uphold the guidelines laid down in the Declaration.
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Stronger evidence of our cultural blindness is how 
the medical culture treats the procedure as an excep-
tional practice.  Neonatal circumcision is the most 
common medical surgical procedure in the United 
States, and yet is not recommended by any domes-
tic or international medical association.104  Neonatal 
circumcision is the only medically unnecessary pro-
cedure that is routinely solicited.  Neonatal circumci-
sion is the only situation in which physicians perform 
a procedure on other physicians’ patients without 
obtaining the latter’s permission first.  Neonatal cir-
cumcision is one of the only situations in which ampu-
tated tissue is not sent for pathologic evaluation.  (This 
may be because the prepuce has little or no value in 
the American medical culture.  In many American 
medical textbooks, the prepuce is merely described as 
the portion of the penis removed by circumcision.105  
Its complex structure, including the high density of 
fine touch neuroreceptors, has only found its way into 
journals accessible to American physicians in the past 
decade.106)  Neonatal circumcision is one of the only 
situations in which the elements of informed consent 
are routinely overridden.107  Neonatal circumcision is 
so ingrained in both our general and medical cultures 
that these anomalies are accepted without question.  
If these behaviors were extended to other procedures, 
such as routine tonsillectomy, then they would not be 
tolerated.  Perhaps the investigators, IRB members, 
and medical journal editors were conditioned not to 
question the quirks that surround the procedure, and 
instead viewed not following the guidelines of the Hel-
sinki Declaration as just another of the many excep-
tions to standard practice that are made for neonatal 
circumcision.  The most plausible explanation for this 
irrational behavior has been put forth by Sarah Wal-
deck, who notes that social modifiers act as multipli-
ers that influence behavior by coloring the manner in 
which individuals understand information.  In the case 
of circumcision, social modifiers cause individuals to 
overemphasize the procedure’s positive consequences 
and underemphasize its negative consequences, thus 
leading them to a distorted perception that is incon-
sistent with the facts.108

While “moral ignorance,”  “cultural blindness,” and 
“social norm multipliers” may help explain the actions 
of the investigators, IRB members, and journal edi-
tors, they are not legitimate excuses.  Some of the 
researchers acknowledged that their actions were eth-
ically questionable, but decided to proceed with the 
unethical studies anyway.

Not Every Study Employs Placebo Controls
Not every study of pain relief for neonatal circumci-
sion used placebo controls.  In a study that took place 

between February 1995 and May 1997, Charles W. 
Newton et al. compared plain and buffered lidocaine 
in DPNB for neonatal circumcision without using a 
placebo group.  In their discussion section they state, 
“A placebo group was not used in our study, because it 
is considered unethical to withhold a known beneficial 
anesthetic agent for a painful procedure.”  James G. 
Lenhart and associates also did not include a placebo 
group in their study published in 1997.  They stated:

If circumcisions are to be performed as 
humanely as possible, it is incumbent that 
investigations be conducted to determine 
which technique is most effective in eliminat-
ing the associated pain.109

As DPNB has become more acceptable to physi-
cians, studies have increasingly shied away from using 
placebo control groups.  Taddio et al. published a study 
in 2000 (dates of the actual study were not provided) 
that was not funded by a pharmaceutical company, 
comparing the following: (1) use of the Mogen clamp 
with a combination of DPNB, EMLA, acetaminophen, 
and sugar-coated gauze dipped in grape juice with (2) 
use of the Gomco clamp with EMLA.110  In 1999, Cyn-
thia R. Howard et al. published a study comparing 
EMLA and DPNB without a placebo group (dates of 
the actual study were also not provided).  The study 
protocol was approved by the Clinical Investigation 
Committee of Rochester General Hospital, and paren-
tal informed permission was obtained.  The authors 
noted that “pain control for the procedure is increas-
ingly recognized as a standard of care.”  As reasons for 
not including unanesthetized controls in their study, 
they cited the pain of unanesthetized controls as well 
as the effectiveness of DPNB and EMLA.111  In addi-
tion to coining a new oxymoron (“humane circumci-
sion”) in their study from 1993 to 1994,  Howard Stang 
and Leonard Snellman et al. used DPNB alone as its 
control group because it has repeatedly been shown 
to be safe and efficacious.112  In a 2002 study compar-
ing the Mogen clamp to the PlastiBell, all subjects 
received a DPNB.113  We find it refreshing to know that 
some circumcision pain researchers carefully consider 
the ethical implications of their actions.

Conclusion: How Did This Happen?
Why have so many studies of questionable ethics 
been undertaken and published on this one narrow 
subject?

One possible factor is a carryover effect stemming 
from the myth that newborns feel no pain.  Inertia 
allowed researches to posit the “standard of care” 
defense while delaying institution of practice changes 
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that would have made providing pain relief during 
neonatal circumcision the standard of care.  Collec-
tively we appear to suffer from cultural blindness to 
the pain suffered by infants.  Pain in neonates has long 
been ignored with a turnaround only beginning with 
the highly publicized article by  Kanwaljeet J. S. Anand 
and  P. R. Hickey in 1987.114

This may be symptomatic of a larger lack of empa-
thy we have as a society for infants.  Children are too 
often treated as chattel, which makes it acceptable for 
them to be treated as a means to an end, rather than 
an end in themselves.  Unfortunately, this sub-human 
status is assigned to a group that is especially vulner-
able to exploitation, especially in the hands of those 
subscribing to the postmodernism “might makes 
right” system of bioethics.  The Helsinki Declaration 
was developed to keep the most vulnerable research 
subjects from being exploited and harmed.  Unfortu-
nately for the infants enrolled in these studies, the sys-
tem put in place to protect them was unable to do so as 
the investigators, the members of the IRBs, and jour-
nal editors failed to uphold the guidelines laid down in 
the Declaration.

Circumcision is a lightning rod issue in the United 
States, raising a host of potentially explosive issues 
involving religion, sexuality, social conformity, and 
potential defensiveness among those who have under-
gone it and/or performed it, all of which it should 
be noted are not medical issues.  Were it not for the 
occasional rogue physician who envisions physi-
cians as “cultural brokers” regarding medicalized 
circumcision,115 it should be obvious that factors unre-
lated to medicine and public health should play no 
more than a exceedingly peripheral role in medical 
decision making.  However, the issue becomes incom-
parably more compelling when we consider the need-
less and medically unjustified, even contraindicated 
issues of suffering, tissue amputation, and violation 
of human and civil rights.  Add to this the harm to 
individual autonomy, health, principles of consent, the 
violations of the Helsinki Declaration, and the unmet 
responsibilities of medical journals and investiga-
tional review boards.  Once all factors are revealed, it 
is impossible to consider circumcision a minor issue, 
but rather circumcision comes to symbolize one of the 
greatest ongoing systemic ethical violations for which 
modern medicine has been responsible.  We can only 
reiterate our collective commitment to respect for the 
physical integrity of all human beings, faithful adher-
ence to our profession’s ethical requirements, and 
observance of the primal dictum, “First, do no harm.” 

Appendix: Characteristics of Placebo-
Controlled Trials for Pain Relief during 
Neonatal Circumcision

Herschel et al.116 
Patients: 119, randomized equally (shuffled opaque 
unmarked envelopes).  Setting: March and April 
1997, University of Chicago Hospitals.  Interventions: 
No treatment, DPNB, oral sucrose.  Outcome mea-
sures: Heart rate, pulse oximetry.  Informed consent: 
“informed written consent both for circumcision and 
for participation in the study.” IRB: “The protocol was 
approved by the Institutional Review Board of the 
University of Chicago Hospitals.”

Holliday et al.117

Patients: 50 neonates, birthweight 1600 to 2500 
grams.  Setting: May 1994 to June 1995, Georgetown 
University Medical Center.  Interventions: DPNB, 
EMLA, control (placebo cream).  Outcome measures: 
Heart rate, blood pressure, pulse oximetry, respi-
ratory rate, behavioral scores.  Informed consent: 
“informed consent was obtained from the parents of 
each patient enrolled in the study.” IRB: “The protocol 
was approved by the Georgetown University Medical 
Center institutional review board.”

Lander et al.118 

Patients: 52 healthy, full-term, male newborns.  Set-
ting: September 1994 to October 1996, location not 
disclosed.  Interventions: Ring block, DPNB, EMLA, 
topical placebo.  Outcome measures: Heart rate, cry, 
methemoglobin level, respiratory rate, pulse oximetry, 
palmar sweat, facial expressions.  Informed consent: 
“Parents who requested circumcision for their new-
born sons were asked for informed consent to par-
ticipate.” IRB: “University and hospital institutional 
review boards approved the study protocol.”

M. E. Holton119 
Patients: 91 patients circumcised (8 with DPNB), 
97 calcaneal punctures.  Setting: “4-month period 
at a community hospital.” Interventions: DPNB, no 
DPNB, calcaneal puncture.  Outcome measures: 
Behavioral scores based on crying, screaming, agita-
tion, and level of activity based on Gronigen Distress 
Scale and the Children’s Hospital of Eastern Ontario 
Pain Scale.  Informed consent: “Parental consent was 
obtained under guidelines of the Texas Medical Dis-
closure Panel for Informed Consent.  IRB approval: 
Not documented.
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M. L. Williamson120 
Patients: 30 newborn males.  Setting: Not docu-
mented.  Interventions: DPNB, no treatment (ratio 
2:1).  Outcome measures: Crying (duration and type), 
pulse oximetry, blood pressure, respiratory rate, heart 
rate, cardiac rhythm, vomiting, gagging, breath hol-
ding, jitteriness.  Informed consent: “Consent for par-
ticipation in the study was obtained from parents who 
had already decided to have their sons circumcised.  
The anesthetic procedure was explained and questions 
were answered about circumcision.  Parents were told 
they could not choose whether their sons would have 
the DPNB or remained unanesthetized.” IRB: “clea-
rance for the study from the medical staff, the nursing 
staff, and the Humane Subjects Review Board.”

Butler-O’Hara et al.121 
Patients: 50 infants over 34 1/2 weeks gestation, ran-
domized only to EMLA and DPNB.  “A third, nonran-
domized group of full-term infants (n=20), who were 
circumcised by an obstetrician without any anesthesia, 
were also circumcised with the Stuart Surgical circum-
cision tray and the Hollister PlastiBell.” Setting: No 
dates given, tertiary referral, neonatal intensive care 
nursery in a university teaching hospital, [Assumed to 
be University of Rochester Medical Center].  Interven-
tions: DPNB, EMLA, no treatment.  Outcome mea-
sures: Neonatal Infant Pain Scale (NIPS) score, heart 
rate, respiratory rate.  Informed consent: “Informed 
parental consent was obtained for circumcision and 
enrollment into the study.” IRB: “The protocol was 
approved by the Institutional Review Board.” Addi-
tional comment: “Because the current practice in 
our neonatal intensive care unit (NICU) is to provide 
anesthesia during neonatal circumcision, we did not 
feel justified in randomizing any infant to no anesthe-
sia.  For comparison purposes, data on infants circum-
cised without anesthesia or analgesia were obtained 
from 20 infants circumcised by two obstetricians who 
followed their usual practice.”

P. J. Woodman122 
Patients: 61 neonates randomized into the three groups, 
computer-generated random list.  Setting: Between 
October 1995 and September 1996 [Assumed to be 
Genesys Regional Medical Center, Flint, Michigan].  
Interventions: EMLA, 30% lidocaine cream, placebo.  
Outcome measures: Heart rate, pulse oximetry, cry-
ing time, blood pressure.  Informed consent: “Writ-
ten informed consent was obtained from the parents 
requesting circumcision for their sons.” IRB: “Research 
approval was obtained from the Institutional Review 
Board and Departments of Pediatrics and Obstet-
rics and Gynecology at the hospital where the study 

was conducted.  Study protocols were in accordance 
with the ethical standards for human experimenta-
tion established by the revised Declaration of Helsinki 
(1983).” Additional comment: “Five percent lidocaine-
prilocaine was donated by Astra USA, Inc.” 

Taddio et al. (New England Journal of Medicine)123 
Patients: 68 full-term 38 assigned to EMLA, 30 to 
placebo.  Setting: Dates not given [Assumed to be the 
Women’s College Hospital, Toronto].  Interventions: 
EMLA, placebo.  Outcome measures: Facial activity, 
time spent crying, heart rate, blood pressure.  Informed 
consent: “the parents gave written informed consent 
for their infants to participate.” IRB: “The protocol was 
approved by the ethics boards of the Hospital for Sick 
Children and Women’s College Hospital.” Additional 
comment: “Supported by Astra Pharm Inc., Canada, 
and by a grant from the Medical Research Council of 
Canada-Pharmaceutical Manufacturers Association 
of Canada.”

Hardwick-Smith et al.124 
Patients: 40 healthy male newborns, randomly 
assigned.  Setting: Dates not given [Assumed to be the 
University of Texas Health Science Center at Hous-
ton, Houston, Texas].  Interventions: Ring block, no 
anesthesia.  Outcome measures: Crying time, behav-
ioral state, pulse oximetry, heart rate, respiratory rate.  
Informed consent: Not documented.  IRB approval: 
Not documented.

Mohan et al.125 
Patients: 80 male infants, “Control-group infants 
[20 infants] were monitored according to the study 
protocol but before initiation of the randomized trial 
in which the different forms of analgesia were used.” 
Setting: Dates not given, [Assume to be The Brook-
lyn Medical Center].  Interventions: EMLA, sucrose-
dipped pacifier, sucrose and EMLA, control (water 
dipped pacifier).  Outcome measures: Heart rate, 
pulse oximetry, blood pressure, crying time.  Informed 
consent: “The next 60 newborn male infants for whom 
parental consent could be obtained were randomly 
assigned to one of three groups.”  (This indicates that 
informed consent was not obtained for the control 
group.) IRB approval: No documentation.

Kurtis et al.126 
Patients: 48 healthy, full-term infants randomized 
into one of four groups.  Setting: Dates not given 
[Assumed to be either St.  Francis Hospital and Medi-
cal Center, Hartford, or University of Connecticut 
School of Medicine, Farmington, Connecticut].  Inter-
ventions: Gomco versus Mogen clamp, with and with-
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out DPNB.  Outcome measures: Heart rate, respira-
tory rate, pulse oximetry, duration of crying, salivary 
cortisol levels, facial expression.  Informed consent: 
“Informed consent was obtained from parents of eli-
gible infants based on entry criteria.” IRB approval: 
No documentation.

Kass and Holman127 

Patients: 71 patients, randomized by computer mod-
eling.  Setting: November 1, 1996, through March 13, 
1997, Naval Hospital Bremerton.  Interventions: 50% 
dextrose solution, DPNB, placebo.  Outcome measures: 
Time spent crying, heart rate, pulse oximetry, modified 
behavioral pain scale (MBPS) score.  Informed con-
sent: “After obtaining informed consent for the proce-
dure and participation in the study.” IRB: “Approval by 
the Human Subjects Review Committee.”
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