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stance opposing male circumcision (MC), in particular his meta-regression
analyses evaluating the ability of MC to reduce HIV infection risk in hetero-
sexual populations within and outside Africa. Methods: We performed meta-

regression analysis of log odds of HIV infection between uncircumcised and
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circumcised men using a single covariate (MC prevalence) in the meta-re-
gression model involving the metareg package in STATA 13 for 103 popula-
tions worldwide and for populations within Africa. The meta-regression of log
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odds and MC prevalence was fitted to a line, as were empirical Bayes estimates
resulting from post-estimation. Results: Our critical evaluation of Van Howe’s
arguments attempting to undermine the scientific evidence in support of the
benefits of MC in protection of men against HIV during heterosexual inter-
course, as well as other infections and conditions, together with his use of sta-
tistics to support his beliefs, revealed serious flaws, obfuscation and missing
data. We therefore performed our own meta-regression analysis using a triva-
riate model. Doing so revealed that for MC prevalences of 50%, 75% and 100%
for general populations within Africa, odds ratios for HIV risk in uncircum-
cised vs. circumcised men were 1.35, 1.58 and 1.85, respectively. Our meta-re-
gression analysis of data for all countries yielded similar findings. For a gener-
al population outside Africa with 100% MC prevalence, OR was 1.5. Van
Howe failed to acknowledge that since MC prevalence in US whites (91%) and
blacks (76%) exceeds 75% his results support MC having a protective effect in
those population groups. Conclusions: The protective effect of MC against
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HIV infection during heterosexual intercourse applies to populations both within
and outside Africa. The debate engineered by MC opponents, and led by Van
Howe, now appears to have run its course. The scientific evidence has pre-
vailed.
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1. Introduction

Despite strong evidence that male circumcision (MC) reduces the risk to men of
human immunodeficiency virus (HIV) infection during heterosexual intercourse
with an infected female partner, there are those who remain in denial or who in-
sist that the findings are not relevant outside epidemic settings such as exist in
Africa. While the claims by most MC opponents have been refuted convincingly,
the statistical analyses used by one MC opponent, Robert Storms Van Howe, have
presented more of a challenge to researchers. It is, nevertheless, important to science
and public health to critically respond to all publications that appear to perpe-
trate false or misleading information. Here we address an extensive (19-page) de-
fense by Van Howe [1] of our criticisms [2] of a meta-regression article he pub-
lished comparing the prevalence of HIV and MC in 109 populations worldwide
that led him to question the value of this procedure, particularly outside Africa
[3]. In the present article we will show how, by statistical means and misrepre-
sentation of published data, Van Howe has attempted to perpetuate his see-
mingly personal agenda that is opposed to MC, particularly of minors. We will,
moreover, present results of our own meta-regression analyses spanning the
full-range of MC prevalence (0% - 100%) to show that MC is effective at the

population level for HIV reduction both within and outside Africa.

2. MC Denialism

Van Howe takes umbrage at published critiques by numerous researchers concern-
ing his articles and analyses [2] [4]-[15], as well as the published critiques of articles
by other MC opponents [16]-[59] misrepresenting and distorting the strong scien-
tific evidence documenting various benefits of MC for prevention of infections
and other adverse medical conditions in males. This regrettable approach by MC
opponents jeopardizes public health efforts and puts global health and lives at risk.

The criticisms of Van Howe’s work have been based on the consensus view
of a substantial body of scientific literature. As a notable example, in table 1,
item 10 of his defense article, Van Howe denies that heterosexual transmission
is the main driver of HIV infection in Africa [1]. In item 11 of his table 1 (and re-
ferred to in his Note 9) Van Howe, by omitting the word “treatment”, miscon-

strues a modelling study [60] that actually found, “The prevention benefits of HIV
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treatment were reaped primarily through high ART (anti-retroviral therapy) cov-
erage”, so misleading the reader. That study found high medical MC coverage
combined with high ART coverage provided approximately the same reduction
in HIV incidence as treatment as prevention (TaSP), but for US $5 billion less
over the period 2009-2020. The authors of that study stated, “The most cost- ef-
fective HIV prevention strategy is to expand medical MC coverage and then
scale up ART” [60].

Much of Van Howe’s argument attempts to bolster his reputation as an expert
in statistics and the MC field. A PubMed search revealed 73 publications by Van
Howe. All but 5 concerned MC, suggesting that the topic is one that he is pas-
sionate about. Most are letters to the Editor. Several include his wife, Michelle
Storms. Other publications include several other MC opponents. But those de-
voted to meta-analysis and, more recently, meta-regression, are single-author pub-
lications by Van Howe alone.

His publication record might explain why Van Howe was invited by the US
Centers for Disease Control and Prevention (CDC) to represent the “cause” of MC
opponents at the CDC’s meeting of stakeholders in 2007 to discuss national policy
on MC as a public health strategy to reduce risk of HIV and other sexually trans-
mitted infections (STIs), as well as various additional adverse foreskin-related medi-
cal conditions in the US [61]. Having Van Howe present his views would have
helped those present at the meeting to come to a better understanding of the
“evidence” used by MC opponents. In appreciation of his contributions in op-
posing MC, Van Howe was named as, “Intactivist of the Month” by the anti-

circumcision group “Intact America” (http://www.intactamerica.org/rvh). He also

regularly speaks at intactivist conferences. The stated goal of “intactivism” is to
end non-consensual circumcision, an ideology that, while appealing to some, is
not consistent with the goals of preventive medicine of using evidence-based in-

terventions such as MC and childhood vaccination for disease reduction.

3. The “Specialized Expertise” of Van Howe

We acknowledge the statistical expertise Van Howe has gained since his early
attempts at meta-analysis. His first meta-analysis, on MC and HIV infection,
[62] was criticized [4] because he used simple data pooling [63], leading to a
Simpson’s Paradox [64]. This work has been used in a textbook on meta-analy-
ses [65] and in a review of methods and techniques in meta-analyses [66] to illu-
strate how data pooling can lead to incorrect results. His subsequent meta-anal-
ysis of MC and HPYV infection [67] led to a critique by epidemiologists at the
Catalan Institute in Barcelona entitled, “A Biased, Inaccurate and Misleading
Meta-analysis” [7]. Given this history, we understand why Van Howe has gone
to great lengths to convince others of his current knowledge of statistical me-
thodology and terminology. We are concerned, however, at whether he has used
his more recently acquired statistical knowledge objectively and whether he has

presented his results impartially.
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Van Howe’s use of meta-regression is justified when studies show a high level
of heterogeneity. Curiously, Van Howe failed, however, to provide heterogeneity
statistics for his meta-regression analyses. If he was trying to address hetero-
geneity by employing meta-regression, then it should have been obvious to a
self-proclaimed statistical expert such as Van Howe of the need to present statis-
tical results showing that heterogeneity had actually been reduced. Van Howe
should also appreciate the need to justify adding complexity to an analysis by
solving an underlying problem, not simply his own dissatisfaction with the re-
sults apparent from individual studies. A problem with meta-regression is that
the number of possible meta-regression analyses of a set of data is usually enorm-
ous. One can make arbitrary choices of variables to include in the model, enabl-
ing an individual to generate results to the individual’s liking.

Van Howe tries to demonstrate his superior statistical knowledge by criticiz-
ing a critique by Waskett and Morris [9] of his article with, “Sorrell [sic!] and
colleagues” on fine-touch sensitivity of penile sites of uncircumcised and circum-
cised men [68]. But his criticisms seem off target. First, that study did not con-
tain, “a single hypothesis that had been developed using pilot data”, as stated in
Van Howe’s Note 1 [1]. Waskett and Morris rightly pointed out that Bonferroni
correction should have been applied to the P values arising from the multiple
comparisons carried out by Sorrells et al to test different sites on the penis for
fine-touch sensitivity. Contrary to Van Howe’s assertion, Waskett and Morris
appreciated that, “someone with primary source expertise would know that
Bonferroni adjustments are not used with marginal mixed models”, and they did
not suggest that the mixed model data required Bonferroni correction. The Let-
ter by Young [69] cited by Van Howe misrepresented the critique by Waskett
and Morris [9] and failed to understand appropriate use of the Bonferroni cor-
rection. The reader should examine the Waskett and Morris critique [9] in its
entirety in order to appreciate the large number of errors and distortions in Sor-
rells et al. An obvious analysis that was not presented in Sorrells et al was a
comparison of fine-touch sensitivity for the same sites present on the penis of
both circumcised and uncircumcised men. Therefore, in their critique, Waskett
and Morris performed that analysis using those data from Sorrells et al and
found no statistical difference, even before Bonferroni correction for the mul-
tiple comparisons [9]. A subsequent study across all sensation types (touch,
warmth and pain) by Canadian researchers, Bossio et al [70] concluded that,
“the foreskin is not the most sensitive part of the penis”. Although the foreskin
was sensitive to fine-touch, in referring to Sorrells et al [68], Bossio et al stated
that their study, “challenges past research suggesting that the foreskin is the
most sensitive part of the adult penis” [70].

Van Howe appears to think that raw data rather than data adjusted for poten-
tial confounding factors should be used for meta-analyses. We disagree, as do
others. For example, Peters and Mengerson state, “If adjusted estimates cannot
be obtained, the reasons for this should be investigated and sensitivity analyses

could be used to assess the impact of this on the meta-analysis™ [71].

DOI: 10.4236/wja.2017.73015

182 World Journal of AIDS


https://doi.org/10.4236/wja.2017.73015

B. J. Morris et al.

We agree with Van Howe that all published critiques of his meta-regression
analysis and his other articles should be read before deciding whether the results
and claims in his publications have merit.

In the section entitled, “An effective critique requires specialised expertise”
[1], Van Howe enunciates the sequential steps needed for the statistical analy-
sis we criticized. The second author of our critique, Dr. Gia Barbosa, has the
specialized statistical expertise Van Howe enunciates. What should be of con-
cern is whether, in the hands of an expert with an agenda, statistical analyses
might have been used to generate a result consistent with a predetermined out-

come.

4. What Makes an Expert?

Van Howe correctly describes the difference between an individual with some
knowledge of a topic and one with specialist knowledge, subcategorized accord-
ing to whether that person has interactional or contributory expertise. As far as
the critiques that have been directed at the work of MC opponents are con-
cerned, the critics fall into the latter two categories. Several are professors of ep-
idemiology and public health, well versed in statistical analyses used for analyz-
ing their own data from research studies and have a track record of relevant pub-
lications in high quality journals, including publications on MC. Others are ju-
nior faculty with similar skills. The critics have been mostly scientists and physi-
cians, but also lawyers and ethicists. Most hold professorial titles at major uni-
versities. Van Howe devotes particular attention to his nemesis, Brian Morris, a
Professor Emeritus in medical sciences. In Table 1 we list systematic reviews, me-
ta-analyses and risk-benefit analyses [18] [37] [52] [72]-[80] demonstrating the
contributory expertise of the first author of the present article, Brian Morris, in
publications, most of which have been co-authored with other experts in MC.
Van Howe nevertheless attempts to discredit his critics by questioning their
expertise. Yet he has no qualms in uncritically citing the publications of MC
opponents who lack specialist knowledge: for example, George Hill, a retired air-
line pilot and sugar farmer; Frederick Hodges, a jazz pianist; Dan Bollinger, an
industrial designer; Robert Darby, an historian; Hugh Young, a retired broad-
caster and publisher of dictionaries on Pacific Islander languages; Gregory Boyle,
a psychologist; David Gisselquist, an economist and anthropologist; Brian Earp,
an ethicist; Marilyn Milos, a fired nurse; Peter Adler, a lawyer; Steven Svoboda, a
lawyer; Paul Mason, a lawyer; Ryan McAllister, a physicist; and the late Paul
Fleiss, a convicted felon [81] [82], whose advocacy of alternative medicine, in-
cluding denial of HIV as the cause of AIDS, insistence on breastfeeding despite a
mother being unable to do so, and raw milk promotion, have had tragic out-
comes [83]. Van Howe has, moreover, published with Adler [84], Bollinger [85],
Darby [86], Fleiss [87] (three years after his felony conviction), Hodges [87] [88]
[89] [90], Mason [35], Milos [68] [91] and Svoboda [84] [89] [90] [92] [93] [94].

Critiques undermining the claims by these individuals are referenced next to

DOI: 10.4236/wja.2017.73015

183 World Journal of AIDS


https://doi.org/10.4236/wja.2017.73015

B. J. Morris et al.

Table 1. Evidence of the contributory expertise of Morris to the male circumcision field.

Topic Publication type Reference to publication
Risk vs. benefit: >100:1
s . VS, enett . Risk-benefit analysis Morris et al. (2006) [18]
Uncirc’d affected: 1 in 3
Risk vs. benefit: >100:1
Risk-benefit lysi Morris (2007) [72
Uncirc’d affected: 1 in 3 1sX-benelit analysis orris ( ) (72]
Risk vs. benefit: >100:1
18 ‘VS, enett . Risk-benefit analysis Morris et al. (2012) [73]
Uncirc’d affected: 1 in 2
Risk vs. benefit: >100:1
s .vs, enetl . Risk-benefit analysis Morris et al. (2014) [96]
Uncirc’d affected: 1 in 2
Risk vs. benefit: >100:1
IS, YS enett . Risk-benefit analysis Morris et al. (2016) [52]
Uncirc’d affected: 1 in 1.5
Risk vs. benefit: ~200:1
IS‘ ‘ZS enett . Risk-benefit analysis Morris et al. (2017) [74]
Uncirc’d affected: 1 in 1.3
MC and 1 ic HPV
and fower Orcogetic Meta-analysis Morris et al. (2011) [75]
OR 0.52 (95% CI 0.33 - 0.82)
Phimosis and penile cancer risk . .
Meta-analysis Morris et al. (2011) [75]
OR 12.1 (95% CI 5.57 - 26.2)
Balanitis and penile cancer risk . .
Meta-analysis Morris et al. (2011) [75]
OR 3.82 (95% CI 1.61 - 9.06)
S d il isk
mnegria anc pentie cancer rs Meta-analysis Morris et al. (2011) [75]

OR 3.04 (95% CI 1.29 - 7.16)

MC and reduction i il
andreduction in pentie Morris et al. (2012) [76]

inflammatory skin conditions Meta-analysis . .
Morris & Krieger (2017) [98]

OR 0.32 (95% CI 0.20 - 0.52)

MC and meatal stenosis risk

Meta-analysi Morris & Kri 2017) [99
Risk 0.66% (95% CI 0.43 - 0.91) cla-andlysis orris & Krieger (2017) [9]
MC and lower lifetime UTI risk Systematic revie\.N and Morris & Wiswell (2013) [77]
OR0.27 (95% CI 0.085 - 0.87) meta-analysis
MC and sexual function, . . . .
L. R Systematic review Morris & Krieger (2013) [37]
sensitivity and sensation
Country- ific and global
ountry-speciiic anc g1oba Systematic review Morris et al. (2016) [79] [80]
Prevalence of MC
MC, benefits and risks Systematic review Morris et al. (2017) [74]
MC and ile infl t ki
and pentie u? ‘amma ory skin Systematic review Morris & Krieger (2017) [78]
conditions
World first patent for use of PCR Patents: US, Australia, Morris & Nightingale (1987)
for viral (HPV) testing Europe, Japan [100]

each as follows: Adler [53] [57], Bollinger [22] [33], Boyle [29] [34] [37] [47],
Darby [33] [51] [58], Earp [44] [55], Hill [34], Hodges [11], Gisselquist [25] [95],
Mason [33], McAllister [20], Milos [9], and Svoboda [14] [57].

Contrary to Van Howe’s assertion regarding a review published by Morris and
co-workers in Mayo Clinic Proceedings [96], those workers did not, “claim cre-
dit for performing a meta-analysis” by Tian ef al [97]. That meta-analysis was
clearly referenced in their review article. It is, moreover, misleading of Van
Howe to assert that the large systematic review by Morris and Krieger [37] in

Journal of Sexual Medicine that found sexual function, sensitivity and satisfac-
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tion did not differ between circumcised and uncircumcised men, “merely re-
peated the results of a meta-analysis performed by someone else” [97], because
not only did Morris & Krieger cite Tian ef al, the study by Tian and co-workers
only examined sexual function. Furthermore, Van Howe’s implication that, by
citing their “own ‘review’ of the literature”, Morris et al [37] introduced bias is
unsustainable, given that not only the meta-analysis by Tian et al, but also a re-
cent meta-analysis by Yang ef al [101] and systematic review from Denmark
[102], together with a large probability survey in the UK [103], arrived at the
same conclusion as Morris & Krieger that MC has no adverse effect on sexual
function. The meta-analysis by Yang et al found, moreover, that MC improved
intravaginal ejaculatory latency time by 28% and that pain during intercourse
was 64% less frequent in men who were circumcised [101].

Van Howe acknowledged that the lead author of the recent critique, Morris,
published a meta-analysis with Thomas Wiswell [77], a pediatrician who pub-
lished the first large epidemiological studies [104] [105] and a meta-analysis in
1978 [105] showing that MC protected against urinary tract infections (UTI) in
infancy, therefore demonstrating, “contributory expertise”. But Van Howe mi-
srepresented the 2013 meta-analysis by Morris & Wiswell. He failed to point out
that contrary to the meta-analysis by Singh-Grewal et al [106] he cites in stating,
“It was estimated that the number of infant circumcisions needed to prevent one
[UTI] was 1117, the meta-analysis by Morris & Wiswell [77] presented findings
for UTI risk contributed by the foreskin in an uncircumcised male over the en-
tire lifetime (1 in 4). It is therefore hardly surprising that, “this number dropped
to 4” for lifetime risk of UTI. Hardly, “a discrepancy that raises serious ques-
tions as to whether the analysis was performed correctly”. In fact, this exempli-
fies the “legerdemain” Van Howe’s critics accuse him of (as listed in his table 2,
item 4) [1]. Indeed, he appears unable to resist the temptation of misconstruing
data to undermine the validity of findings that support conclusions not to his
liking. Curiously, he avoided any discussion of the odds ratio (OR) or risk ratio
(RR), either of which are actually what a meta-analysis generates. Instead he
mentioned number needed to treat (NNT)—a figure derived from the results.
Contrary to his assertion that the meta-analysis by Singh-Grewal et al [106] was,
“by authors who no one considers to be partisan in this debate”, the senior au-
thor of that study (Jonathan Craig) is likely an MC opponent. The study by
Singh-Grewal et al. was criticized by a former Chair of the American Academy
of Pediatrics Task Force on Circumcision, the late Edgar Schoen [6], for flawed,
misleading and one-sided arguments. Schoen pointed out that, “studies of older
children and adults [were] inappropriately included in the analysis”. Schoen also
pointed out that the fact that, “the prevalence of UTI in boys decreases with in-
creasing age may explain why the odds ratio in boys is not as favorable as earlier
studies”. Being more recent (by 8 years), the meta-analysis by Morris and Wis-
well [77] included more studies, determined level of protection conferred by MC
at different ages, not just in infancy, estimated lifetime risk reduction conferred
by MC, and was published in the world’s top urology journal based on impact
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factor, Journal of Urology.

Van Howe presented an itemized list of things that “interactional experts”
should know. Most of this misrepresents our criticisms of his publication [3], as
the reader might appreciate by examining our critique [2]. Although we can pro-
vide a counter-point to each item he lists, we have confined our discussion to
several of his more egregious comments.

In item 2 of his list, we agree with Van Howe that, “between-study hetero-
geneity from differences in study design can arise equally from randomized clini-
cal trials as observational studies” [107]. The scientific data show that MC reduces
heterosexual transmission of HIV from infected women to men by at least 60%.
Three randomized controlled trials (RCTs) in sub-Saharan Africa [108] [109]
[110] are remarkable for their consistency in the level of protection observed
[111] [112]. Risk ratio in each RCT was, respectively, 0.41 (95% CI 0.24 - 0.69),
0.41 (95% CI 0.24 - 0.69) and 0.43 (95% CI 0.25 - 0.75) [112]. Interestingly, risk
ratio for each RCT was similar to adjusted risk ratio found in a meta-analysis of
observational studies, namely 0.42 (95% CI 0.34 - 0.54) [113]. A Cochrane re-
view [111] confirmed the validity of the RCT findings. The most recent meta-
analysis of RCTs and observational studies found the protective effect of MC
against heterosexual acquisition of HIV by men to be 0.70 (95% CI 0.62 - 0.76)
[114].

In relation to Van Howe’s item 5, we agree that meta-regression analysis ap-
plies to population risk, as stated in the reference we cited [115], so we reject his
claim that we were not aware of this.

In his item 8, Van Howe stated that, “the purpose and advantage of multiva-
riate analysis [is] seeing how each variable is impacted by the other, potentially
confounding, variable”. Unfortunately, this statement appears to contradict the
statement he makes near the end of the third paragraph of his Introduction re-
ferring to a response [116] he published in which he, “details the dangers of us-
ing adjusted odds ratios in meta-analyses and explains why using raw data is
preferred” [1]. This is an extraordinary and idiosyncratic claim. Most experienced
statisticians agree that, if available, using adjusted data is essential to avoid the
introduction of confounding influences.

In his item 9, Van Howe persists with his assertion that the small absolute risk
reduction seen in the large RCTs in sub-Saharan Africa negates the validity of
the results [1]. An interactional expert would understand RCT methodology,
specifically that RCTs involve an external advisory committee whose job it is to
halt a trial once there is evidence of the effectiveness of the intervention, so that
the intervention can be offered to the control group [117]. The point Van Howe
makes has been addressed previously by interactional and contributory experts
[34]. Our critique stated, “He seems not to understand the way RCTs are con-
ducted”. Nor did Van Howe mention that the “absolute risk reduction” claim
was published by MC opponents, Boyle & Hill [118], who in turn stated they
took it from an unpublished manuscript by Van Howe. Van Howe should be

aware that an absolute risk reduction of 1.8% was calculated by the Cochrane
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committee in their systematic review and meta-analysis of the three trials [111]
cited above. Boyle and Hill’s article was severely criticized [34]. In particular,
Boyle and Hill failed to point out that the significant absolute adjusted risk re-
duction of 1.3% (actually 1.8%) was for the 2-year point of the RCTs. Follow-up
studies have shown continuation, even enhancement, of the protective effect of
MC against HIV infection with time [119] [120] [121]. One might therefore ex-
pect a 1.3% (or 1.8%) reduction after 2 years to increase to 13% (or 18%) by 20
years. In a population of one million sexually active men this risk reduction
would mean 130,000 (or 180,000) HIV infections averted over 20 years. Model-
ling has shown that circumcising 20 million men in 14 sub-Saharan African
countries during 2009-2025 would avert 4 million new HIV infections over these
15 years [60]. But Van Howe either chooses to ignore or seems unable to address

our explanation.

5. Meta-Regression Analysis

In his item 11, Van Howe appeared reticent to present the full complement of
results arising from the trivariate analyses in his meta-regression [1]. Specifical-
ly, in table 3 of his article he presented ORs of HIV risk between uncircumcised
and circumcised men for a general population within Africa with 5%, 15% and
25% MC prevalence, but not ORs for HIV risk when MC prevalence is 50%, 75%
and 100%. His univariate and bivariate models did show results for 50%, 75%
and 100% MC prevalence. Thus, his failure to present the missing results for
50%, 75% and 100% MC prevalence in his trivariate analysis is curious. Was it
because doing so would reveal that HIV risk reduction when MC prevalence is
50% - 100% is statistically significant? Even more astonishingly, instead of simp-
ly providing the missing ORs, he instead suggested we (or others), “would know
that trivariate estimates can be calculated by using the results of table 2 of the
original report, which provides the parameters for a simple algebraic equation
that can be solved using high-school level math”. He then provided a formula
(INOR =0.233(x1)+0.6223(x2) +0.6269(x3) - 0.2442) for others to do the cal-
culations themselves. This curious tactic avoided a direct answer to our criticism
that results were missing. Based on the trend in data he did present, the ORs
Van Howe did not present were likely to have been statistically significant.

Using Van Howe’s formula, we calculated ORs for a general population within
Africa with a MC prevalence of 50%, 75% or 100%. For such a population, x1 =
1, x2 = 0, and x3 = 0.50, 0.75 and 1.00 for each respective MC prevalence value.
Entering these values into the formula for MC prevalence of 50%, 75% and 100%
yields:

INOR = 0.233(1) +0.6223(0) + 0.6269(0.50) — 0.2442 = 0.3023; thus OR =1.35.
INOR = 0.233(1) +0.6223(0) + 0.6269(0.75) — 0.2442 = 0.4590; thus OR =1.58.
INOR = 0.233(1) +0.6223(0) + 0.6269(1.00) - 0.2442 = 0.6157; thus OR =1.85.

Figure 1 shows our results for meta-regression analysis of data on HIV risk
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Figure 1. Meta-regression analysis of log odds of HIV infection between uncircumcised
and circumcised men using a single covariate (MC prevalence) in the meta-regression
model performed using the metareg package in STATA 13. The plot fits the regression
line, with circles representing the estimates from each study, sized according to the preci-
sion of each estimate [122]. We have plotted these for all countries (a) and data for Africa
only (b), using correct data (see supplementary table in Morris et al [2] which shows
correct values for studies used by Van Howe [3] in his meta-regression analysis). We did
not have raw data (or accurate data or data that we could be certain were included in Van
Howe’s original analysis), which is why we used n = 103, rather than the n = 109 studies

used by Van Howe.

reduction for MC prevalence of zero through 100% for all populations worldwide
and for African populations only. Circles represent the estimates from each study,
sized according to the precision of each estimate [122]. Figure 2 shows predic-
tion interval, confidence interval and log OR using the metareg package [122].

Van Howe also failed to provide an OR in his trivariate model for HIV risk in
a general population outside Africa with a MC prevalence of 100%. He omitted
to acknowledge that we did in fact perform our own calculation, and we then
stated that, “for a general population outside Africa with 100% MC our prelimi-
nary calculations suggest an OR of 1.5” [2].

Van Howe disagreed with our claim that his conclusion that MC did not pro-
tect against HIV resulted from the, “inclusion of questionable MC prevalence es-
timates in the trivariate model”. This is surprising as we did show, in the Sup-
plementary table we provided [2], that he used incorrect data for 14 (29%) of the
48 studies. While the discrepancy was less than 10% in 9 of the 14 studies, for 5
studies the discrepancies ranged from 10% - 78%.

It also seemed to us odd that Van Howe thought that because we did not obtain
his dataset and perform the analyses ourselves we do not fit his definition of be-

ing “expert”. In fact, also not acknowledged by Van Howe, we actually recalculated
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Figure 2. The use of the same meta-regression of the log odds and MC prevalence to show the
fitted line and estimates, as well as empirical Bayes estimates resulting from post-estimation. The
left panel shows the result for all data. The right panel shows the result for Africa only. The
shaded bands show both confidence and prediction intervals, as indicated, in order to visually in-
spect the fitted model and for model checking. The standard error was used to draw the predic-
tion interval (shown in light gray) around the fitted line, illustrating the uncertainty around the
true effect. While we are confident that these estimates would change with the inclusion of addi-
tional covariates, the plot gives an indication of the error in this particular case. While we are not
confident in our ability to estimate the standard error using aggregate data, our own analyses
suggest that considerable variability is unaccounted for in this analysis.

his data using his trivariate model adjusting for location, risk and MC preva-
lence, confirming his OR of 0.78 for a general population outside Africa with a
MC prevalence of 0%. Van Howe did not respond to our ensuing statement that,
“this does not, however, seem to be a characteristic of any study included in his
analysis” [2].

In summary, in response to Van Howe’s concern about, “contributory exper-
tise”, we consider that our expertise is sufficient to provide as thorough a criti-
que as might be possible, “as to how [his] analysis was flawed”. We did the best
we could, given Van Howe’s limited description of statistical analyses and va-

riables that appeared in his paper.

6. Types of Arguments
6.1. Was Our Critique Part of a “Broader Inquiry” with Others?
In item 7 on page 9 of his article, Van Howe did not provide an adequate response

to our criticism that his trivariate results included the US for his statement that,

“a circumcision programme for the general population (not at high risk) outside
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Africa with circumcision prevalences up to 75% such as is seen in either Europe,
Australia or the USA would not have a significant impact on HIV incidence or
prevalence” [1]. We pointed out that in the US, MC prevalence in men exceeds
75%, being 81% overall (91% in white, 76% in black and 44% in Hispanic men)
according to the most recent estimates published by CDC researchers [123]. This
means that MC is protective in whites and blacks in the US, even when based on
Van Howe’s results. Van Howe cited older survey data on US MC rate reported
by the CDC [124]. But that study also found overall MC prevalence in the US
exceeded 75%, being 79% overall and 88% in whites, although prevalence was
73% in blacks and 42% in Hispanics. He “cherry-picked” a figure of 56% from
the, “Rates of male circumcision in the United States” section on pages 28 - 29 of
the CDC draft MC policy recommendations [125]. The CDC’s review presented
the MC rates found in the latter two CDC surveys [123] [124], as well as a rate of
77% for neonatal MC from National Hospital Discharge Survey figures. The 56%
figure in the CDC review Van Howe cited was for, “circumcision performed
during newborn male delivery hospitalizations” only. This figure is only useful
for monitoring newborn MC trends, not overall MC rate in the US. Van Howe
should have been aware that the 2014 CDC review referred to newborn MC fig-
ures by stating, “These surveys document male circumcisions performed in hos-
pitals and billed or coded in discharge diagnoses, but do not ascertain male cir-
cumcisions which were not billed or coded, were performed outside hospitals
(e.g., circumcision conducted in religious ceremonies), or were performed after
the delivery hospitalization”. The other MC prevalence figures Van Howe cites
are from three older or regional studies that are not nationally representative.
The national study in 1997 he cited provided a MC rate of 74% [126], just shy of
the 75% figure. Our criticism thus stands.

In his item 8 of this section, Van Howe accuses some of us of failing to dis-
close our association with MC “advocacy groups” [1]. This can only be con-
strued as applying to the first author, Brian Morris, owing to his membership of
the Circumcision Academy of Australia, a not-for-profit registered government-
approved association comprising medical professionals and whose constitution
states roles recommended in the American Academy of Pediatric’s 2012 infant
MC policy [127] [128] of providing accurate unbiased education to parents, pro-
vider training and lobbying to improve access, as well as affordability, for infant
MC. Lobbying governments and medical bodies seems to be a legitimate means
of fulfilling these objectives. Perhaps Van Howe might have disclosed his affilia-

tion with and recognition by “Intact America?”.

6.2. Was Our Critique Aimed at Persuading Others?

Van Howe accused our critique of attempting to persuade others. To the con-
trary, it seems he, as other MC opponents, was attempting to persuade others to
accept anti-MC reasoning. Van Howe appeared concerned that a conspiracy may

be involved in MC promotion for disease prevention. The various programs Van
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Howe lists actually represent the outcome of efforts by various bodies to apply
high quality scientific findings to disease prevention programs. Van Howe then
expressed concerns about, “imposing the surgery on infant males and young
children”. Since early infant MC is cheaper, quicker, safer, more convenient and
provides immediate and long-term benefits [76], it is logical to introduce volun-
tary early infant MC programs to ensure those benefits are provided to popula-
tions, especially those at high risk. If one were to use Van Howe’s logic, vaccina-
tion of children would also be delayed until the child reached the age of legal
consent. A recent evaluation by professors of law, ethics, medicine, urology and
medical sciences found that, given the benefits and low risk, it would be unethi-

cal not to recommend early infant MC [53].

6.3. Was Our Critique Aimed at Defeating Others?

Van Howe appeared to take criticism of his work and that of other MC oppo-
nents personally. We assure Van Howe and other MC opponents that it is the
science that we strive to uphold first and foremost. When scientific data are mi-
srepresented and analyses are conducted with the intent to mislead others by
promoting a non-evidence-based agenda, any scientist is within their rights to
provide counter arguments based on the best available evidence. That was our

intent.

7. Response to Van Howe’s Conclusion

We find little in Van Howe’s defense that addresses the concerns raised in our
critique [2]. Rather than focusing on the criticisms, we find his arguments to be
evasive, using claims and hyperbole in attempting to shore up his purported sta-
tistical expertise and knowledge of the MC field. We are not convinced that he
uses his expertise impartially. Moreover, Van Howe appears to have tried very
hard to deflect criticisms of his work.

Van Howe was correct that the first author, Morris, often with various co-
authors, publishes critiques. The intent of these has been to point out scientific
errors in publications by MC opponents, not to support MC per se. Van Howe
noted that, over time, risk-benefit analysis by Morris [18] [52] [72] [73] [74] [96]
have demonstrated a progressive increase in the estimate of proportion of un-
circumcised males who will experience an adverse medical condition over their
lifetime as a result of having a foreskin, as well as the magnitude of the benefit to
risk ratio (as we document in Table 1). Those figures reflect ongoing growth in
high quality publications used for successive risk-benefit analyses. The reason no
one else has reproduced these figures is because no one else has tried. Van Howe
referred to a claim by Frisch and Earp [129] that the relative magnitude of bene-
fits of MC is overstated by a, “factor of approximately 100”, but no basis for this
claim was provided by those authors. The Canadian Paediatric Society did not
perform a risk-benefit analysis, so the quote presented by Van Howe from their

position statement is not based on data. It was then left to others to do a risk-
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benefit analysis using incidence figures for various medical conditions in or re-
levant to Canada [52]. The risk-benefit analysis in that critique found benefits
greatly exceeded procedural risks of early infant MC [52]. Interestingly, the sum-
mation of risks in the latter was 0.4% [52], which was identical to the total risk of
adverse events for newborn MC found in a large detailed study by CDC re-
searchers [130].

Van Howe cited as support for his claim about MC risk a small Scottish study
of 180 boys with UTIs, amongst whom 3 were circumcised to reduce UTI recur-
rence. We fail to understand how those findings for a single condition are rele-
vant to our risk-benefit analyses of multiple conditions. Van Howe then states
that, “the incidence of [UTI] in boys is about 1%, failing to make clear that this
figure applies to uncircumcised boys during infancy. By combining this figure
with the Scottish figure for MC to prevent recurrence (rather than for preven-
tion of UTI in the first place) Van Howe went on to misleadingly state, “1 boy in
6000 would be expected to need a circumcision because of [UTI]”. For UTIL, pos-
session of a foreskin poses a 1 in 4 risk of UTI over the lifetime [77]. In our view
the more important issue is prevention, not just of UTI, but of all infections
(mostly STIs) and other conditions that uncircumcised males are at elevated risk
of over their lifetime. It is therefore not surprising that when risk of all other
conditions is added to the risk of infections, one obtains an estimate of over 1 in
2 for the risk to an uncircumcised male of experiencing at least one of those fo-
reskin-attributable conditions over their lifetime [131].

The Danish study by Sneppen and Thorup that Van Howe then referred to
stated there was, “significant morbidity related to foreskin problems in a predo-
minantly uncircumcised population” [132]. That study pointed out that the rea-
son most Danish boys might go through infancy, childhood and adolescence
without being circumcised reflects, “the strict foreskin-preserving culture of Den-
mark” [132]. In contrast to Van Howe’s misleading statement that this study
showed, “only 0.5% of boys needed circumcision for medical reasons”, Sneppen
and Thorup noted that, “More than 5% ... were admitted to the pediatric surgical
department with foreskin-related problems [mainly phimosis] and at least 1.66%
of the boys needed surgical procedures in [sic] general anesthesia” [132]. Of these,
24% initially and another 5% after alternative treatment failed, received a cir-
cumcision. Moreover, foreskin-preserving preputioplasty had to be repeated in
5.5% (higher than for MC: 2%), further exposing the boy to surgical risks. Thus
the, “more than 5%” of boys that presented initially should have been offered
circumcision, since the latter is the definitive treatment, and confers a diversity
of other preventive health benefits.

Van Howe then claimed a 1999 study from England found much the same.
But that study found, “pathological (cicatrizing)” phimosis (mostly caused by
lichen sclerosus) affected 0.6% of 62 boys aged 5 - 14 years by their 15™ birthday,
“a value lower than previous estimates” [133]. And that, “During the same pe-

riod 30 boys were circumcised for developmental unretractability of the foreskin
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(‘physiological phimosis’)”. Physiological phimosis is much more common than
pathological phimosis. Once again, it seems Van Howe failed to convey findings
accurately.

Taken together, we do not consider that, “figures quoted by Morris and his
co-authors are exaggerated”, nor do they represent “hyperbole”. Van Howe accus-
es Morris of a “Gish gallop” of publications on MC. (This term came from the ti-
rade used by Duane Gish, a creationist, to seek to overwhelm objections based
on scientific evidence). The term was used against Morris in an online newsletter
by the MC opponent Brian Earp [134], which itself was hyperbolic, even using
the offensive and quite unprofessional word “bullsh**” in its title. Van Howe
should perhaps appreciate the energy needed by Morris and his co-authors in
their struggle to keep up with the “Gish gallop” of articles by MC opponents, by
pointing out fundamental errors in those. Since the articles by MC opponents
repeat claims repudiated in prior critiques and in high quality systematic reviews
and meta-analysis published by Morris and his co-authors as well as by others, it
is to be expected that these have been cited in multiple critiques. We appreciate
Van Howe’s quote of a comment made in 1999 in a book review by Basil Dono-
van, a Sydney friend of Morris. Donovan’s interesting perspective—“Morris is a
man on a mission to rid the world of the male foreskin”—more likely reflects
Donovan’s sense of humor, although seems to us to be somewhat of an exagge-
ration for effect. Nevertheless, based on the current strong scientific evidence,
universal foreskin removal early in infancy should help improve global public

health. This is a desirable goal that no responsible person should object to.

8. Conclusion

Based on our evaluation of Van Howe’s arguments, one should not rely on Van
Howe for the “best approximation of the truth” when it comes to scientific evi-
dence in the field of MC. Contrary to the incomplete and questionable meta-re-
gression analysis by Van Howe, our more comprehensive meta-regression anal-
ysis shows that MC is able to reduce the risk of HIV in populations worldwide.
MC also reduces the risk of other infections and adverse medical conditions.
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