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Objective To identify and critically appraise available clinical practice guidelines (CPGs) targeting male circumci-
sion using the Appraisal of Guidelines for Research & Evaluation Il (AGREE Il) instrument.

Study design A literature search was conducted using electronic databases, CPG databases, and national/inter-
national societies providing recommendations to guide clinical decision making for male circumcision. We selected
pediatric-focused CPGs related to male circumcision published between January 2010 and December 2020. Non-
English CPGs and publications involving narrative reviews, primary research, training manuals, patient and allied
health professional guidelines, and technical guides were excluded from our search. Complete CPG documents
(including full-text articles, supplemental documents, and associated information) were reviewed. Quality appraisal
of CPGs was conducted in accordance with the AGREE Il manual.

Results A total of 163 CPGs were identified, of which 93 were screened and 13 were reviewed. All AGREE |l do-
mains demonstrated good to excellent interrater reliability, with intraclass correlation coefficients ranging from 0.82
(95% Cl, 0.72-0.89) to 0.93 (95% Cl, 0.90-0.95). Most CPGs performed satisfactorily in the clarity of presentation
domain and performed poorly in the applicability and editorial independence domains. The top 3 CPGs identified
were those of the American Academy of Pediatrics, Centers for Disease Control and Prevention, and Canadian Uro-
logical Association. Consistencies among the CPGs were demonstrated across most recommendations.
Conclusions Current CPGs are of variable quality, and our findings should be taken into consideration by clini-
cians and health care professionals when selecting appropriate guidelines for male circumcision. (J Pediatr
2022;244:186-93).

ale circumcision is one of the most common urologic procedures performed in newborn males," with an estimated
prevalence of 37%-39% among males globally.” Electively, male circumcision may be undertaken for protection
against adverse medical conditions,” out of religious necessity," or for cosmetic preference. From a therapeutic stand-
point, male circumcision has been demonstrated to reduce the onset of urinary tract infections (UTIs)” and can be medically
indicated for the treatment of phimosis, paraphimosis, or recurrent balanoposthitis.® A risk-benefit analysis published in the
Canadian Journal of Urology demonstrated that the benefits of male circumcision outweigh the risks by approximately 100 to 1,
and its lack contributes to adverse medical conditions.” Postoperative complications among circumcised males may encompass
minor bleeding, inadequate skin removal, penile adhesions, and meatal stenosis.® ° Although rare (reported adverse event fre-
quency for infant male circumcision, 1 in 250),"' severe complications, such as infection or amputation,'* have been docu-
mented in 1 in 20000 cases in North America.'' Severe complications were documented in 1 in 1000 cases in a study
conducted by Weiss et al that included developed as well as developing countries, in which ritual and poorly performed cir-
cumcisions are not uncommon. '’
The medical necessity of male circumcision has not been clearly established, resulting in conflicting clinical practice guideline
(CPG) recommendations and inconsistent quality of evidence.
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The Appraisal of Guidelines for Research & Evaluation
(AGREE) instrument, created by a team of international
guideline developers, comprises 23 key items organized
into 6 domains to aid the evaluation of guideline quality."*
A refined version of the tool, AGREE II, was later introduced
with improved reliability and validity and is now the consor-
tium’s preferred instrument for assessing the methodologic
rigor and transparency of CPGs.'*'” Our objectives in the
present review were to assess the quality of current CPGs
regarding male circumcision using the AGREE II instrument
and to summarize the top 3 CPGs identified by AGREE II
based on guideline objectives and recommendations.

Literature Search
Our systematic review was conducted in compliance with the
PRISMA statement.'® Using electronic databases, a licensed
librarian and informatic reference specialist performed a sys-
tematic and extensive literature search of CPGs for male
circumcision that have been endorsed by national/interna-
tional societies providing recommendations to guide clinical
decision-making for male circumcision. Databases and sites
searched were Turning Research Into Practice, CPG Infobase,
Canadian Pediatric Society (CPS), American Academy of Pe-
diatrics (AAP), Canadian Urological Association (CUA),
World Health Organization, Centers for Disease Control
and Prevention (CDC), European Association of Urology,
National Institute for Health and Care Excellence, South Af-
rican Medical Association, Geneva Foundation for Medical
Education and Research, Australian Clinical Practice Guide-
line (www.clinicalguidelines.gov.au), International Guide-
line Library (www.g-i-n.net), Agency for Healthcare
Research and Quality, and Google Scholar. Sources published
between January 1, 2010, and December 31, 2020, were
searched using free text (“circumcision,” “male circumci-
sion,” “guideline,” “clinical practice guideline”) and Boolean
function with “male or infan* or neonat*” search strategies.
Non-English CPGs and publications involving narrative
reviews, primary research, training manuals, patient and al-
lied health professional guidelines, or technical guides were
excluded from our search. To limit redundancy, we refrained
from including CPGs from a subsection or suborganization
of an umbrella professional organization if the umbrella or-
ganization’s CPG was already included. To ensure the incor-
poration of up-to-date guidelines, we considered only the
latest version of the CPGs in our search. Complete CPG doc-
uments (including full-text articles, supplemental docu-
ments, and associated information) were reviewed.
Disagreements between reviewers during screening were
resolved by a mediator.

» «

AGREE II

Quality appraisal of CPGs was conducted using the AGREE II
instrument and in accordance with the AGREE II manual."
The tool consists of 23 key items compartmentalized into 6
domains targeting differing aspects of guideline quality:
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domain 1, scope and purpose; domain 2, stakeholder
involvement; domain 3, rigor of development; domain 4,
clarity of presentation; domain 5, applicability; and domain
6, editorial independence. Each item within a domain is rated
on a 7-point Likert scale, where 1 represents “strongly
disagree” and 7 represents “strongly agree.” An overall assess-
ment category is included to collect general guideline quality
ratings and recommendations for their use by reviewers.

Independent Review

A review team consisting of 4 physician representatives from
different specialties (general pediatrics, pediatric general sur-
gery, pediatric urology, and general urology) with experience
in the clinical setting was established. The CPGs were re-
viewed independently by each team member, and domain
ratings for each guideline were collected. A field expert was
consulted in the event of emerging discrepancies among
the review team and to ensure consistency during crit-
ical appraisal.

Data Analyses

Interrater reliability was assessed by computing intraclass
correlation coefficients (ICCs) using SPSS version 14.0
(IBM). Excellent, good, moderate, and weak interrater reli-
ability was indicated by ICCs of >0.9, 0.75-0.9, 0.5-<0.75,
and <0.5, respectively.'” Standardized domain scores were
calculated according to the calculation provided in the
AGREE II manual:

scaled domain score =

obtained score — minimum possible score

maximum possible score — minimum possible score’

For the purpose of our analysis, domain scores >60% were
considered satisfactory. The 3 CPGs with the highest number
of domain scores >60% were summarized by a member inde-
pendent of the review team based on CPG objectives
and recommendations.

Identification of Male Circumcision CPGs

Search results are summarized in the Figure (available at
www.jpeds.com). A total of 163 records were identified.
After the removal of duplicates, 93 records remained, 57 of
which were excluded after initial screening. Reasons for

exclusion after in-text screening included adult-only
guidelines (n = 3), guidelines pertaining to specific
pathologies (n = 6) or not endorsed by any organization
(n = 1), product-related statements (n = 2), parental

leaflets (n = 1), pain prevention or management guidelines
(n = 2), non-CPGs (n = 7), and non-relevant CPGs
(n = 1). After exclusions, 13 CPGs remained for in-depth
those of the American Academy of Family

review:
Physicians,” AAP,”’ American Urological Association,’
Canadian Agency for Drugs and Technologies in Health,”
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Name of organization

-
Table I. Descriptive characteristics of the CPGs reviewed
Abbreviation Year of publication Country of origin
CUA 2018 Canada
cbC 2019 us
AAP 2012 us
RCS 2016 United Kingdom
UNAIDS & WHO 2010 International
SA NDoH 2016 South Africa
RACP 2010 Australia
CPS 2015 Canada
EAU 2021 International
CADTH 2015 Canada
KNMG 2010 Netherlands
AAFP 2020 us
AUA 2020 us

\

Canadian Urological Association

Centers for Disease Control and Prevention

American Academy of Pediatrics

The Royal College of Surgeons of England

Joint United Nations Program on HIV/AIDS & World Health Organization
South African National Department of Health

Royal Australasian College of Physicians

Canadian Pediatric Society

European Association of Urology

Canadian Agency for Drugs and Technologies in Health
Royal Dutch Medical Association

American Academy of Family Physicians

American Urological Association

CDC,”**° CPS,” CUA,” European Association of Urology,”’
Royal Dutch Medical Association,® Royal Australasian
College of Physicians,” Royal College of Surgeons in
England,” South African National Department of Health,”'
and World Health Organization & Joint United Nations
Programme on HIV/AIDS* (Table I).

Interrater Reliability and CPG Quality Reporting
Reviewer CPG ratings for each domain demonstrated good
to excellent interrater reliability, with ICCs ranging from
0.82 (95% CI, 0.72-0.98; domain 5) to 0.93 (95% CI, 0.90-
0.95; domain 3) (Table II). Standardized domain scores, as
well as average and overall domain scores for each CPG,
are displayed in Table III. In general, the AAP, CDC, and
CUA guidelines scored the highest among all reviewers (4
domain scores >60%; 46%-78% for AAP, 52%-96% for
CDC, and 35%-99% for CUA), and the American Academy
of Family Physicians and American Urological Association
guidelines scored the lowest (both with no domain scores
>60%). More than one-half (8 of 13; 62%) of the CPGs
scored satisfactorily for the clarity of presentation domain.
The lowest scores were reported for the editorial
independence and applicability domains (1 of 13 [8%] and
0 CPGs scoring >60%, respectively).

Review of Key Recommendations of the Top 3 CPGs
A summary of the top 3 CPGs is provided in Table IV
(available at www.jpeds.com).

Table II. ICCs for overall, average, and individual
AGREE II domain scores

Domains ICC average measure (95% Cl)
Domain 1: Scope and purpose 0.84 (0.74-0.91)
Domain 2: Stakeholder involvement 0.83 (0.73-0.91)
Domain 3: Rigor of development 0.93 (0.90-0.95)
Domain 4: Clarity of presentation 0.86 (0.77-0.92)
Domain 5: Applicability 0.82 (0.72-0.89)
Domain 6: Editorial independence 0.89 (0.81-0.95)
Overall domain score 0.90 (0.78-0.97)
Average domain score 0.89 (0.87-0.91)
\ J
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Parent/Patient Decision Making

The AAP guideline states that parents should be provided
with factually correct information on male circumcision
when circumcision decisions are usually made, before
conception or early in pregnancy. Physicians are encour-
aged to explain the elective procedure in a nonbiased
fashion and to convey its benefits and risks to families in
a manner that can be readily understood. Similarly, the
CDC guideline recommends that benefits and risks, as
well as an understanding of other factors such as religion,
social norms and customs, and aesthetic preference, should
be considered when discussing elective male circumcision
with patients or families. In addition, the CDC recom-
mends that adolescent minors be included in the decision
making process along with their parents when considering
elective male circumcision.

Phimosis

The CUA guideline recommends routine examination of
the neonatal foreskin and urethral meatus to rule out
pathologic phimosis. Male circumcision is contraindicated
in the presence of persistent physiologic phimosis for
which a child is asymptomatic. Physiologic phimosis
associated with balanoposthitis or recurrent UTIs should
be treated with topical steroids, and steps should be taken
to ensure patient compliance. If physiologic phimosis
is recurrent, another course of topical steroids
is recommended.

UTls

Although neonatal male circumcision decreases the risk of
UTIs, there is a scarcity of evidence to propose universal
male circumcision to prevent UTIs in normal males. Howev-
er, in neonates with urologic abnormalities, the CUA guide-
line recommends a discussion on with parents for this patient
cohort. Guidance of the CDC statement on circumcision
with respect to UTI risk was influenced by a meta-analysis
that calculated a 32.1% (95% CI, 15.6%-49.8%) lifetime
risk of developing a UTI among uncircumcised males,
compared with 8.8% (95% CI, 4.15%-13.2%) in circumcised
males.”
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Table III. Overall, average, and individual AGREE II domain scores for the included CPGs

CUA CDC AAP RCS UNAIDS& SANDoH RACP CPS EAU CADTH KNMG AAFP AUA

Domains 2018 2019 2012 2016 WHO 2010 2016 2010 2015 2021 2015 2010 2020 2020
Overall domain score 75 7 68 57 54 43 43 39 32 21 18 4 4
Average domain score 70 72 65 49 38 53 34 51 57 19 30 15 14
Domain 1: scope and purpose 99 81 76 43 22 75 72 82 68 53 58 22 24
Domain 2: stakeholder involvement 46 69 65 39 38 35 47 61 22 8 32 4 1
Domain 3: rigor of development 73 79 76 22 39 31 17 50 68 35 58 7 4
Domain 4: clarity of presentation 99 96 78 72 39 78 51 89 89 19 65 57 57
Domain 5: applicability 35 52 46 38 49 60 18 26 6 0 5 0 0
Domain 6: editorial independence 4l 54 50 79 42 40 0 0 75 0 0 0 0
Overall assessment Yes Yes Yes* Yes Yes Yes* Yes Yes* Yes No No No No )

\

*With modifications.

Sexually Transmitted Infections

The CUA guideline does not recommend universal male
circumcision for the prevention of HIV based on current
available evidence. Because it is uncertain whether neonatal
male circumcision may provide a protective effect against hu-
man papillomavirus (HPV) transmission, the CUA guideline
states that HPV vaccination along with behavioral modifica-
tions may be more effective than universal male circumcision
in lowering the prevalence and incidence of HPV. The guide-
line also mentions that there is no significant evidence to sup-
port a protective role of male circumcision in the onset of
nonulcerative sexual transmitted infection (STIs).

The CDC guideline states that male circumcision offers
protection against STIs. Preventive behavioral strategies,
such as limiting sexual partners, consistent condom use,
and prophylaxis before and after exposure to HIV, should
be considered. Men who have sex with men (MSM) should
be informed that there are limitations to the data describing
the relationship between male circumcision and acquisition
of HIV and other STTs, and that results differ based on inser-
tive or receptive sexual practices. The guideline also advises
that sexually active males be informed of the potential reduc-
tion in the risk of HIV and STI with male circumcision, as
well as the risks involved with the procedure, including a
0.4% risk of an adverse (and typically treatable) event for in-
fant circumcision and a 10- to 20-fold higher risk of compli-
cations in older boys, adolescents, and men.'! If the decision
is made to undergo male circumcision, a surgical consulta-
tion should be provided.

Penile and Prostate Cancer

The CUA guideline does not deem universal neonatal male
circumcision necessary for preventing penile cancer, owing
to the low incidence of invasive penile cancer, acclaimed par-
tial protective effect of male circumcision, and other preven-
tative strategies currently available. However, it recommends
the routine recognition and treatment of phimosis to
decrease the risk of penile cancer, along with a genitourinary
examination during puberty. Although penile cancer is rare
in circumcised men,”” uncircumcised men have an approxi-
mately 1 in 1000 lifetime risk of penile cancer.” High-risk
HPV is present in 47% of cases,”” and whereas phimosis in-
creases the risk by 12-fold, balanitis and smegma are also
associated with elevated risk.”®

Examining Clinical Practice Guidelines for Male Circumcision: A Systematic Review and Critical Appraisal Using AGREE ||

Routine genitourinary examination may be unrealistic
during the time of puberty and are obviated once patients
disclose their circumcision status to their physicians, with
only uncircumcised patients subjected to genitourinary in-
spection. The guideline also refrains from recommending
male circumcision for reduced prostate cancer risk.

Analgesia and Anesthesia

The CUA guideline recommends the use of a dorsal penile
nerve block with a ring block rather than topical anesthetics
alone during neonatal male circumcision. Interventions
including, but not limited to, oral sucrose, nonnutritive suck-
ing, and music should be used only in addition to the recom-
mended technique. Similarly, the AAP guideline
recommends a penile nerve block, as the use of nonpharma-
cologic techniques as the sole method of analgesia is consid-
ered insufficient for preventing pain. The AAP guideline also
mentions that topical creams may lead to skin irritation in
low birth weight infants and advises caution with their use.

Complications

The CUA guideline recommends proper reporting and audit-
ing by the operator to ensure procedural safety and recogni-
tion of potential contraindications. Likewise, the AAP and
CDC guidelines call for male circumcision to be performed
by experienced and properly trained individuals using appro-
priate techniques and pain management practices.

Workforce Development

The AAP guideline encourages professional organizations to
work together in an effort to establish standards that provide
trainees with a high degree of proficiency, provide opportu-
nities for teaching male circumcision and analgesic tech-
niques to students in postgraduate programs, generate
educational materials for clinicians to enhance competency,
and offer educational materials to parents and/or patients.

We used the AGREE I instrument to critically appraise avail-
able male circumcision guidelines. The AGREE II tool pro-
vided us with a standardized approach to the critical
appraisal of available CPGs. Using this instrument, domain
ratings collected by our reviewers demonstrated a high degree
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of agreement among members. Our findings showcase the
range in the quality of the 13 CPGs included in our review
when comparing individual, overall, and average domain
scores. Relatively high scores for the clarity of presentation
domain demonstrate that most recommendations are spe-
cific, lack ambiguity, and are able to clearly present various
options for the management of male circumcision.

In our review, most guidelines demonstrated relatively
poor ratings in the domains of applicability and editorial
independence. According to AGREE II, a guideline may
score poorly in the applicability domain when it does not
adequately describe the facilitators and barriers to its appli-
cation, fails to consider the implications of applying the rec-
ommendations or present monitoring and/or auditing
criteria, and does not instruct users on how the guidelines
should be properly implemented in practice.'” However,
scoring poorly in the editorial independence domain indi-
cates that the content of the guideline may have been influ-
enced by the funding body, and that competing interests
have not been fully disclosed.'” This is particularly impor-
tant when considering the focus of our review, as male
circumcision is often a culturally determined practice that
elicits polarizing beliefs and opinions.”’”’® In a Cochrane
Review examining the relationship between male circumci-
sion and heterosexual HIV acquisition, the authors stated
the importance of acknowledging the personal biases of re-
searchers and the predominant male circumcision practices
within their respective countries as potential influences in
the interpretation of their study findings.’ It is imperative
that users of male circumcision guidelines are aware of these
influences when choosing the most appropriate guideline
for their practice.

Our top 3 CPGs exhibited the highest number of satisfac-
tory scores across the 5 domains among all the guidelines re-
viewed. Of the top 3, the AAP guideline was the first one
published (2012, vs 2017 for CUA and 2018 for CDC). The
CDC supports the AAP statement,’’ agrees that the benefits
exceed the risks (by as much as a factor of 100: 17°), and rather
than arguing for or against male circumcision, presents
strong evidence showcasing the protective medical benefits
associated with the procedure. A notable distinction among
the top 3 guidelines is the targeted population. Whereas the
CUA and AAP statements focus on newborns and pediatric
cohorts, the CDC guideline extends its recommendations
to include adolescent and adult males. After its release, the
AAP CPG was met with criticism by Frisch et al,*' who sug-
gested that the conclusions presented differ from those
reached by non-Western physicians, and that most of the
protective effects of male circumcision mentioned by the
guideline have little relevance in Western cultures.”’ In
response, the AAP Task Force on Circumcision argued
that, given the diversity and frequency of circumcision in
the US, where circumcision rates are more evenly balanced
compared with the lack of circumcision in Europe, cultural
bias was more likely to apply in Europe than in the US.*’
The CDC guideline received similar criticism.”>** The
CDC released a response to the public criticism as part of
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its final statement,*’ and rebuttals to critiques have been pub-
lished stating that the recommendations are appropriate and
should be considered for policy development.*”*®

All the top 3 CPGs recommend routine examination to
rule out pathologic phimosis; however, it should be noted
that persistent, phimosis, whether primary or secondary/
physiologic, can result in distress to the patient via increased
pain, sexual dysfunction, risk of penile inflammatory condi-
tions such as balanitis, and penile cancer. Steroid creams for
phimosis are not always effective,”” leaving circumcision as
the definitive treatment option.”®*” Moreover, although the
CUA guideline refrains from recommending male circumci-
sion as a protective effect against prostate cancer, it has been
documented that countries with a high circumcision rate
have lower prostate cancer-related mortality after correction
for confounding factors,”” and meta-analyses have found a
10% lower risk of prostate cancer in circumcised men.”">”
Thus, the reduced risk of prostate cancer associated with
circumcision should be considered.

Despite the recommendations proposed by the CUA, risk-
benefit analyses have demonstrated that not circumcising
males is associated with a higher relative risk of STI acquisi-
tion compared with circumcising males.”>® In addition,
although the CUA guideline does not recommend universal
male circumcision for the prevention of HIV, the HIV risk
reduction is not significantly lower, because most HIV diag-
noses are in MSM.>* However, MSM who adopt the insertive
role have a similar risk reduction as heterosexual men, indi-
cating an increased risk for receptive roles and HIV infec-
tion.”> Even though HPV vaccination is suggested as
potentially more effective than male circumcision alone in
the CUA guideline, it is worth mentioning that HPV vaccines
are not directed at all of the more than 14 mucosotropic HPV
genotypes and that overall vaccine uptake in the 10- to 20-
year age group in high-income countries is 33.6%.’° More-
over, the effectiveness of vaccination against HPV has been
demonstrated to be similar to that of circumcision,”” *’ mak-
ing early circumcision plus vaccination superior to vaccina-
tion alone.

Notwithstanding the limited discussion in the guidelines
regarding the issue of performing a non-medically indi-
cated circumcision in a minor who cannot consent, some
would argue that the decision to undergo the procedure
should be postponed until the individual is capable of mak-
ing an informed choice. In a survey distributed to adult men
with adverse neonatal circumcision outcomes, respondents
not only expressed harm related to their sexual and physical
health as well as self-esteem, but also were found to exhibit
psychological/emotional troubles stemming from their
condition in the form of dissatisfaction, frustration, anger,
violation, and betrayal.64 It is important to note, however,
that the survey participants included men who believed
they had been harmed by their infant circumcision and
that men who did not have this belief were excluded; a crit-
ical evaluation of this survey was performed by Bailis et al.”
Moreover, it can be argued that discussions surrounding
neonatal or childhood circumcision are comparable to
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other low-risk interventions with immediate and lifetime
benefits that greatly surpass the risks, such as childhood
vaccinations. Nonetheless, the bioethical quandary of elec-
tively circumcising nonconsenting minors should be
considered in forthcoming CPGs.

Our study has several strengths. We kept our literature
search broad to encompass not only neonatal male circumci-
sion recommendations from pediatric associations, but also
guidelines targeting male circumcision beyond the neonatal
period. We also were able to isolate and compare in detail
3 CPGs that performed best based on our critical appraisal.
Moreover, our study findings are particularly strengthened
by the use of 4 distinct reviewers (the number of reviewers
recommended in the AGREE II User Manual) who are clin-
ical experts, have substantial knowledge of the CPG topic,
and have experience with critical appraisal and evidence syn-
thesis. An independent and blinded review ensured that rat-
ings were not influenced by other members of the critical
appraisal team, thereby reducing the potential for social
desirability bias among reviewers.

Our study is not without limitations. We restricted our re-
view to English-language CPGs and did not explore the po-
tential of recently published non-English guidelines.
Although the AGREE II instrument has been rigorously vali-
dated, some of the study’s limitations are intrinsic to the in-
strument itself. Although we were able to compare CPGs, the
lack of set cutoff values for domain scores hindered our abil-
ity to classify guidelines as high quality or low quality. Previ-
ous critical appraisals that have used the instrument have
arbitrarily chosen a cutoff value of >70%°>% or >60%"*""
to classify a score as good/acceptable, yet the potential subjec-
tivity resulting from choosing cutoff values not based on
sound evidence may lead to questionable interpretation,
and caution must be taken. In addition, although we
acknowledge that the reviews and supplementary material
provided by the top 3 CPGs cover a breadth of topics, we
limited the summary of our top guidelines to the recommen-
dations put forth by each organization. Moreover, AGREE II
lacks a comprehensive assessment of the evidence backing
such recommendations, such as risk of bias, precision, and
consistency, that are typically included in the Grading of Rec-
ommendations, Assessment, Development and Evaluations
framework.”””> A more in-depth review of the evidence
base behind the recommendations would strengthen our
critical appraisal. B
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Identification

Volume 244

Screening

Eligibility

Included

—

Records identified through database
searching
(n=176)
CPG Infobase 1
TRIP 75

Additional records identified through other sources

(n=287)

Canadian Pediatric Society 3

American Academy of Pediatrics 2

Canadian Urological Association 1

WHO 1

CDC 1

NICE 56

SA Statement 1

Geneva Foundation for Medical Education and Research 16

EAU 1

Google Scholar 5

l

Records after duplicates removed

n=93)

A 4

Records screened

and abstracts

(n=93) (n=57)

Records excluded based on titles

l

Full-text articles assessed for

Full-text articles excluded,
reasons
(n=23)

— 3 adult-only guidelines

v

eligibility
(n=36)

any organization

reviews

— 6 pertaining to specific
pathologies

\ — 2 product-related

Studies included in _
qualitative synthesis

— 1 parental leaflet

2 pain prevention or
management guidelines
(n=13) — 4 non-CPGs

— 1 non-relevant CPG

— 1 guideline not endorsed by

— 3 literature or institutional

with

Figure. PRISMA flow diagram. EAU, European Association of Urology; NICE, National Institute for Health and Care Excellence;
TRIP, Turning Research into Practice; WHO, World Health Organization; SA Statement, South African Statement
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Table IV. Summary of recommendations from the top 3 CPGs

Key recommendations

AAP

cbC

CUA

Objectives

Parent/patient
decision making

Phimosis

To review current evidence on
male circumcision to update the
AAP statement on circumcision
of the newborn penis (last issued
in 1999) and provide guidance to
AAP members

Parents are entitled to factually
correct, nonbiased information
about circumcision that should
be provided before conception
and early in pregnancy, when
parents are most likely to be
weighing the option of
circumcision of a male child.
Physicians counseling families
about elective male circumcision
should assist parents by
explaining, in a nonbiased
manner, the potential benefits
and risks and by ensuring that
they understand the elective
nature of the procedure.
Parents should weigh the health
benefits and risks in light of their
own religious, cultural, and
personal preferences, as the
medical benefits alone might not
outweigh these other
considerations for individual
families.

Parents of newborn boys should
be instructed in care of the penis
at the time of discharge from the
newborn hospital stay,
regardless of whether or not the
newborn has been circumcised.

To assist US healthcare providers in information sharing and decision making
regarding male circumcision in relation to HIV infections, sexually transmitted
infections, and other health outcomes

1. Consideration of factors associated with decision making

Health benefits and risks of elective neonatal, adolescent, or adult medically
performed male circumcision should be considered in consultation with medical
providers while taking into account factors associated with decision making
around male circumcision, including religion, societal norms and social customs,
hygiene, aesthetic preference, and ethical considerations.

4. Providing information to parents of male newborns, children, or adolescents
Health benefits and risks of elective neonatal, pediatric, or adolescent male
circumcision should be considered in consultation with medical providers. Ideally,
discussions about neonatal circumcision should occur prior to the birth of the child.
Ultimately, whether to circumcise a male neonate or child is a decision made by
parents or guardians on behalf of their newborn son or dependent child.

When providing information to parents about male circumcision for an adolescent
minor, the adolescent should be included in the decision making process about
undergoing elective male circumcision. When providing information to an
adolescent inquiring about male circumcision, parents should be engaged in the
discussion, unless the adolescent is legally emancipated. Minors may be deemed
emancipated, giving them sole authority to make health care decisions on their
own behalf under certain circumstances, which vary by state law; for example, if
the minor (1) lives independently and is self-supporting, (2) is married, (3) is
pregnant or a parent, (4) is in the military, or (5) is declared emancipated by a court
as defined in the Mature Minor section.

4A. Parents and guardians should be informed about the medical benefits and risks
of neonatal, pediatric, or adolescent medically performed male circumcision

To recount the current evidence on the benefits of
circumcision, optimal anesthesia/analgesia requirements for
neonatal circumcision, possible complications of
circumcision, and its effect on sexual function and sensation,
as well as the care of a normal foreskin in early childhood

1. Neonatal examination of the foreskin and urethral meatus
should be part of routine clinical assessment of all newborn
boys. Continued examination of the foreskin without forcible
retraction is recommended during yearly physical
examinations to rule out pathologic phimosis and document
natural preputial retraction (Level 5, Grade D).

2. Persistent physiologic phimosis in an asymptomatic child
should not be an indication for circumcision (Level 5, Grade
D).
3. Physiologic phimosis requires treatment if associated with
true balanoposthitis or recurrent UTIs (Level 5, Grade D).

4. Topical steroids are the first-line treatment for persistent
physiologic phimosis requiring treatment with good success
rates and low risk of complications (Level 1b/2hb, Grade A).

(continued)
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Table IV. Continued

Key recommendations AAP

CDC

CUA

UTl

Sexually Evaluation of the current
transmitted evidence indicates that the
infections health benefits of newborn male

circumcision outweigh the risks,
and the benefits of newborn
male circumcision justify access
to this procedure for those
families who choose it.

2. Providing information to sexually active adolescent and adult males regardless
of circumcision status

All sexually active adolescent and adult males should consider using other proven
HIV and STI risk-reduction strategies, such as reducing the number of partners,
correct and consistent use of male latex condoms, and HIV preexposure or
postexposure prophylaxis.

3. Providing information to uncircumcised sexually active adolescent and adult
males

Prior to sharing information about medically performed male circumcision,
uncircumcised sexually active adolescent and adult males should be assessed to
determine their HIV risk behaviors, HIV infection status, and the gender of their
sexual partner(s).'® The results of these assessments will inform the discussion
with men about the risks and benefits of medically performed male circumcision.
3A. Providing information to uncircumcised adolescent and adult males who are
heterosexually and bisexually active (ie, men who have sex with women)

3A-1. An assessment of the patient’s risk of acquiring HIV through heterosexual
sex should be conducted:

-Providers should review the patient’s HIV risk behavior.
-Providers should assess condom use practices, consistency of use, and barriers
to use.

-Providers should inform heterosexually and bisexually active adolescent and adult
males that males at high risk of HIV exposure during heterosexual sex include HIV-
uninfected males in sexual relationships with:

eAn HIV-infected woman (ie, in an HIV-discordant couple)

e0ne or more females who are at high risk for HIV (ie, commercial sex workers,
females who inject drugs, and females in defined geographic locations with a
prevalence of HIV >1.0%)

17,18

5. A moderately low-potency steroid (eg, triamcinolone,
clobetasone, hydrocortisone, mometasone) may have similar
success compared with a highly potent steroid
(betamethasone) (Level 2b, Grade B).

6. Patient selection to ensure compliance, demonstrating the
technique of gentle retraction of the foreskin, and continued
retraction after initial success is important to achieve
continued success to topical steroid therapy (Level 5 Grade
D).
7. Recurrence of physiologic phimosis is common and
normally responds to another course of topical steroids (Level
2b/3 Grade C).

1. Neonatal circumcision decreases the risk of UTI (Level 2a).
2. The risk of UTl is low in infant males and decreases further
beyond infancy (Level 2b—4).

3. There is paucity of Level 1 evidence to justify
recommending universal circumcision to prevent UTIs in
normal males.

4. A stronger effect of neonatal circumcision in preventing
UTls in boys with urologic abnormalities has been
demonstrated and, therefore, it is recommended that a
discussion with the parents is advisable for this subgroup of
neonates (Level 3—4, Grade C).

STls:

1. Female-to-male transmission: There is compelling
evidence that male circumcision reduces the risk of HIV
transmission from female partners to male (Level 1 a, Grade
A). The magnitude of the effect is debatable and cannot be
extrapolated to Canada from the African RCTs.

2. Male-to-male transmission: Based on current evidence,
male circumcision does not provide protection for MSM (Level
2a).

3. Women partners: Based on current evidence, male
circumcision is not protective for female partners (Level 2a—
b).
4. Based on current evidence, universal neonatal circumcision
cannot be recommended to prevent HIV infection (Grade B).
HPV:

1. HPV prevalence in men: Current evidence suggests a
modest decrease in HPV prevalence in the glans and coronal
sulcus up to 2 years following male circumcision (Level1b).
The protective effect is partial, does not cover all high-risk
types, and is weaker further away from the glans and coronal
sulcus. It is not clear whether this effect will persist into
adulthood following neonatal circumcision.

2. HPV clearance in men: There is no evidence (except a
single RCT on HIV-negative men) that male circumcision
increases HPV clearance (Level 1b—2b). If it did increase
clearance, this may also inflate the impact of the prevalence
benefits mentioned.

(continued)
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Table IV. Continued

Key recommendations

AAP

cbc

CUA

eMultiple female partners.

3A-2. Regardless of their assessed risks as assessed in 3A-1, all uncircumcised
adolescent and adult males who engage in heterosexual sex should be informed
about the significant, but partial, efficacy of male circumcision in reducing the risk
of acquiring HIV and some STls through heterosexual sex, as well as the potential
harms of male circumcision.

-Men and male adolescents being provided information about male circumcision
should be told that (see Box 1):

-Male circumcision reduces, but does not eliminate, the risk of acquiring HIV and
some STIs during penile-vaginal sex. In clinical trials, medically performed male
circumcision reduced the incidence of genital ulcer disease (GUD) by 48% and the
prevalence by 47%, and reduced the prevalence of HR-HPV by 23%—47% among
circumcised men.

-Male circumcision has not been shown to reduce the risk of HIV during receptive
anal sex.

-Male circumcision has not been shown to reduce the risk of STIs during anal sex.
-The effect of male circumcision on reducing the risk of HIV and STI transmission
during oral sex has not been evaluated.

-Male circumcision has not been shown to reduce the risk of HIV transmission to
female partners. However, in clinical trials, medically performed male
circumcision reduced the prevalence of GUD by 22%, HR-HPV by 22%, T vaginalis
by 45%, and bacterial vaginosis by 40% among female partners.

-Male circumcision has been shown to reduce the risk of UTls in males aged 0-
1 years by 90%, in males aged 1-16 years by 85%, and in males >16 years by
71%.

-During adulthood, uncircumcised males are more likely than circumcised males
to experience invasive penile cancer.

-After circumcision, men should not have sex until their health care provider has
documented wound healing.

3A-3. Uncircumcised, HIV-uninfected men and male adolescents at increased risk
for HIV acquisition through heterosexual sex should be provided information about
the risk and benefits of male circumcision (see Box 1). When a decision is made to
undergo male circumcision, a referral for surgical consultation and access to
medically performed male circumcision surgical services should be provided

3B. Providing information to MSM (exclusively)

Healthcare providers should explain that the data regarding the relationship
between male circumcision and the acquisition of HIV and other STls among MSM
have a number of limitations, and results differ based on predominance of insertive
or receptive sexual practice. Based on data from heterosexuals, it is biologically
plausible that male circumcision could benefit MSM who practice mainly or
exclusively insertive anal sex. Pooled data from observational studies of male
circumcision among MSM indicated that overall, male circumcision provided
partial protection from HIV acquisition for the partner who practiced mainly or
exclusively insertive anal sex. However, because clinical trials of male
circumcision did not include large enough numbers of MSM, and because many
MSM practice both insertive and receptive anal sex, definitive statements cannot
be made about whether male circumcision can reduce the risk of acquiring HIV and
other STIs. In contrast, male circumcision provides no direct biologically plausible
risk-reduction benefit for the receptive anal sex partner, and receptive anal
intercourse carries a substantially higher risk for acquisition of HIV than insertive
SEx.

3. HPV incidence or acquisition in men: There is no convincing
evidence to suggest that male circumcision decreases HPV
acquisition or incident infections in HIV-positive or -negative
men (Level 1b—2b).

4. HPV in female partners: male circumcision lowers
prevalence and incidence in partners of HIV-negative men and
improves clearance rates (Level 1b—2b).

5. As a public health intervention, it is likely that the effect of
HPV vaccination and behavioral modification will be more
effective than performing universal neonatal circumcisions on
all males (Grade B).

Nonulcerative STIs:

1. Currently, there is no significant evidence to support the
protective role of male circumcision in the acquisition of
nonulcerative STIs, although there may be a protective effect
on acquisition of Trichomonas infections (Level 2a—h, Grade
B).
2. Currently, there is no significant evidence to support the
protective role of male circumcision for males and females in
the acquisition of ulcerative STls (Level 2—4, Grade C).

3. There is weak evidence of a partial protective effect of male
circumcision against HSV-2 infections in adult men following
male circumcision (Level 2a—b).

(continued)
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Table IV. Continued

Key recommendations

AAP

CDC

CUA

Penile and
prostate
cancer

Analgesia and
anesthesia

Trained and competent
practitioners, using sterile
techniques and effective pain
management, should perform
male circumcision. Analgesia is
safe and effective in reducing
the procedural pain associated
with newborn circumcision;
thus, adequate analgesia should
be provided whenever newborn
circumcision is performed.
Nonpharmacologic techniques
(eg, positioning, sucrose
pacifiers) alone are insufficient
to prevent procedural and

3B-1. MSM should be informed that:

-Male circumcision reduces the risk of men acquiring HIV and other STis during
penile-vaginal sex, but no definitive statements can be made about whether male
circumcision reduces the risk of MSM acquiring HIV and other STls during penile-
anal sex.

-Results from data pooled across several observational studies indicate that
among MSM who practice mainly or exclusively insertive anal sex, circumcision
was associated with a decreased risk of acquiring a new HIV infection for the
insertive partner; however, clinical trials have not included the numbers of MSM
necessary to make a definitive conclusion.

-It is biologically plausible that MSM who practice mainly insertive anal sex may
experience a reduction in the risk for acquiring HIV and STls like that among
heterosexuals in clinical trials during penile-vaginal sex; among men who practice
mainly or exclusively receptive-anal sex, male circumcision does not provide a
biologically plausible benefit for a similar reduction in risk.

4-B.Medically performed neonatal, pediatric, or adolescent male circumcision
should be done by trained clinicians using appropriate (or standard) infection
control, analgesia, and anesthetic practices.

Penile cancer:

1. Circumcision decreases the risk of penile cancer (Level 2-
3).
2. However, given the low incidence of invasive penile cancer,
the partial protective effect of male circumcision, and the
availability of other preventive strategies, such as HPV
vaccination, condom use, and smoking cessation programs, it
is difficult to justify universal neonatal circumcision as a
preventive strategy for preventing penile cancer (Grade B).
3. Recognition and treatment of phimosis during regular
health visits is recommended to decrease the risk of penile
cancer (Level 5, Grade D). A genitourinary exam during
puberty is recommended to ensure preputial retractability and
hygiene, rule out phimosis, and counsel regarding HPV
vaccination and safe sexual practices, as well as to offer the
possibility of circumcision as a preventive measure against
STls while specifying the drawbacks and efficacy of other
preventive measures (Grade D).

Prostate cancer:

1. There is no convincing evidence on the protective effect of
male circumcision against prostate cancer (Level 3—4, Grade
B)

1. A dorsal penile nerve block with a ring block, using proper
technique, is the most effective technique to provide
anesthesia during a neonatal circumcision (Level 1-2, Grade
A).
2. Topical local anesthetics alone are inferior to nerve and ring
blocks and require an adequate time interval for efficacy; they
can be used as an adjunct to penile blocks (Level 1-2, Grade
A).
3. Oral sucrose, non-nutritive sucking, music, and other
environmental interventions should only be used as an
adjunct to these methods (Level 1-3, Grade A).

(continued)
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Table IV. Continued

Key recommendations

AAP

cbc

CUA

Complications

Workforce
development

\

postprocedural pain and are not
recommended as the sole
method of analgesia. They
should be used only as analgesic
adjuncts to improve infant
comfort during circumcision.

If used, topical creams may
cause a higher incidence of skin
irritation in low birth weight
infants compared with infants of
normal weight, so penile nerve
block techniques should be
chosen for this group of
newborns.

Elective circumcision should be
performed only if the infant’s
condition is stable and healthy.
Male circumcision should be
performed by trained and
competent practitioners, using
sterile techniques and effective
pain management.

Key professional organizations
(AAP, AAFP, ACOG, American
Society of Anesthesiologists,
American College of Nurse
Midwives, and other midlevel
clinicians, such as nurse
practitioners) should work
collaboratively to:

-Develop standards of trainee
proficiency in performance of
anesthetic and procedure
techniques, including suturing
-Teach the procedure and
analgesic techniques during
postgraduate training programs
-Develop educational materials
for clinicians to enhance
practitioners’ competency in
discussing the benefits and risks
of circumcision with parents
-Offer educational materials to
assist parents of male infants
with the care of both
circumcised and uncircumcised
penises.

1. Complication rates post-neonatal circumcision are usually
low (around 2%), but given the variability in quoted
complication rates and risk of delayed complications not
treated by the original physician performing the neonatal
circumcision, it is likely that the overall complication rate is
slightly higher (Level 2—4).

2. Operator experience and training, recognition of
contraindications to circumcision, technique used, age, and
patient-related variables can impact results, and proper
reporting and auditing of results is recommended (Level 4,
Grade D).

GUD, genital ulcer disease; HR-HPV, high-risk human papillomavirus; HSV-2, herpes simplex virus; RCT, randomized controlled trial.
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