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Abstract

Background: Hemorrhoid disease (HD) is one of the most common gastrointestinal complaints worldwide,
affecting 4.4% of the general population in the United States. Since antiphospholipid syndrome (APS) may lead to
intra-abdominal thrombosis, one may expect that this condition can impact the risk for HD development.
Additionally, as APS patients are more prone to thrombosis and treatment with anticoagulants may increase risk of
bleeding, one may also infer that rates of HD complications may be higher in this scenario. Nevertheless, no data in
these regards have been published until now. The objective of the present study is to evaluate frequency of HD
and describe its complications rates in antiphospholipid syndrome APS patients.

Methods: We consecutively invited patients who fulfilled APS criteria to undergo proctological examination. After
examination, patients were divided in two groups, based on the presence of HD, and compared regarding different
clinical manifestations and antiphospholipid profile. We performed the analysis of the data, using chi-square and
Mann Whitney U when applicable and considering a significance level of 0.05. Multivariate regression analysis
included age and variables with p < 0.10 in the bivariate analysis.

Results: Forty-one APS patients agreed to undergo proctological examination. All were female and overall median
age was 43 (36-49). Seventeen (41.4%) patients were diagnosed with HD, with the following frequency distribution:
7 internal (41.2%), 4 external (23.5%) and 5 mixed hemorrhoids (29.4%). Of the internal hemorrhoids, 5 patients
were classified as grade | (71.4%), 1 grade Il (14.3%), and 1 grade IV (14.3%). Prior gestation (p = 0.067) and
constipation (p =0.067) correlated with a higher frequency of HD. In multivariate analysis, constipation remained as
an important risk factor (OR 3.92,C195% 1.03-14.2,p = 0.037). Five out of 17 patients (29.4%) reported anal bleeding,
but it did not correlate with warfarin dose (p =0.949). Surgical treatment was indicated for 10 patients (58.8%).
Other anorectal findings were anal fissure, plicoma, condyloma and one chlamydial retitis.

Conclusion: We found an unexpected high frequency of hemorrhoids in APS patients, with a great proportion
requiring surgical treatment.

Keywords: Antiphospholipid syndrome, Antiphospholipid antibodies, Rectal diseases, Anus diseases, Hemorrhoids,
Hemorrhoidal disease

* Correspondence: danieli.andrade@hc.fm.usp.br

*Discipline of Rheumatology, Hospital das Clinicas/Faculdade de Medicina
(HC-FMUSP), University of Sao Paulo, Av. Dr. Arnaldo 455, Third Floor, Room
3109, Sado Paulo 01246903, Brazil

Full list of author information is available at the end of the article

© The Author(s). 2020 Open Access This article is licensed under a Creative Commons Attribution 4.0 International License,
which permits use, sharing, adaptation, distribution and reproduction in any medium or format, as long as you give
appropriate credit to the original author(s) and the source, provide a link to the Creative Commons licence, and indicate if

changes were made. The images or other third party material in this article are included in the article's Creative Commons
licence, unless indicated otherwise in a credit line to the material. If material is not included in the article's Creative Commons
licence and your intended use is not permitted by statutory regulation or exceeds the permitted use, you will need to obtain
permission directly from the copyright holder. To view a copy of this licence, visit http://creativecommons.org/licenses/by/4.0/.


http://crossmark.crossref.org/dialog/?doi=10.1186/s42358-020-00153-5&domain=pdf
https://orcid.org/0000-0002-9771-9016
https://orcid.org/0000-0003-0235-8834
https://orcid.org/0000-0003-4486-9894
https://orcid.org/0000-0002-0381-1808
http://creativecommons.org/licenses/by/4.0/
mailto:danieli.andrade@hc.fm.usp.br

Cunha et al. Advances in Rheumatology (2020) 60:51

Background

Antiphospholipid syndrome (APS) is characterized by
thrombosis and/or pregnancy morbidity, such as recur-
rent abortions, fetal loss and preterm birth, in the pres-
ence of antiphospholipid antibodies. Laboratory
diagnosis is based on the persistent detection of lupus
anticoagulant (LA), IgM or IgG anticardiolipin anti-
bodies (aCL) in moderate to high titers and/or IgM or
IgG anti-p2-glycoprotein I antibodies (af32GPI) in titers
over the 99th percentile [1].

Hemorrhoid disease (HD) is one of the most common
gastrointestinal complaints worldwide, affecting 4.4% of
the population in the United States. Its peak of incidence
ranges from age 45 to 65years, for both genders [2].
Anorectal symptoms may include bleeding, pain, pro-
lapse, itching and/or soiling [3]. The most common
complications of HD are thrombosis (especially in exter-
nal hemorrhoids) and bleeding (especially in internal
hemorrhoids) [2].

Hemorroids are characterized according to its origin
relative to the dentate line, as: (1) internal (if proximal
to this line), (2) external (if distal to this line), and (3)
mixed (if both complexes are involved). Internal hemor-
rhoids can be further graded into four different stages
(Goligher classification): grade I (1st degree or primary
hemorrhoids) — prominent and engorged vasculature, no
prolapse; grade II (2nd degree or secondary hemor-
rhoids) — prolapses with straining, spontaneous reduc-
tion; grade III (3rd degree or tertiary hemorrhoids) —
prolapses beyond dentate line with straining and can
only be reduced with manual maneuvers; and grade IV
(4th degree or quaternary hemorrhoids) — evident pro-
lapsed tissue, not reducible [3, 4].

There are several reported risk factors for the develop-
ment of HD, including constipation, prolonged and/or
frequent straining, obesity, increased intra-abdominal
pressure, cirrhosis with ascites and pregnancy, all of
them concurring to increase venous pressure and impair
venous drainage [4]. Since APS may lead to intra-
abdominal thrombosis, one may expect that this condi-
tion can impact the risk for HD development. Addition-
ally, as APS patients are more prone to thrombosis and
treatment with anticoagulants may increase risk of
bleeding, one may also infer that rates of HD complica-
tions may be higher in this scenario. Nevertheless, no
data in these regards have been published until now.

The primary objective of this study was to evaluate the
frequency of HD and describe rates of HD complications
in APS patients. We also recorded other anorectal dis-
eases as an exploratory objective.

Methods
This is a cross-sectional study of HD and other anorectal
diseases in APS patients. We consecutively invited
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patients who fulfilled Sydney criteria [1] and were fre-
quently seen in our APS outpatient clinics to undergo
proctological examination by an experienced colorectal
surgeon. Anorectal symptoms were recorded only if they
had a moderate to high frequency. Constipation was
classified according to the Rome IV criteria. Clinical and
serological data were obtained during visits and by chart
review.

After examination, APS patients were divided in two
groups, based on the presence of HD, and compared re-
garding different clinical manifestations and antipho-
spholipid profile.

We performed the analysis of the data, using chi-
square and Mann Whitney U when applicable and con-
sidering a significance level of 0.05. Multivariate regres-
sion analysis included age and variables with p <0.10 in
the bivariate analysis.

This study was approved by the Ethics Committee of
our institution (#2.368.484) and patients signed written
informed consent, which have been archived in the
Rheumatology department.

Results

Ninety-one APS patients were consecutively invited and
41 (45%) agreed to undergo proctological examination.
Of those, all were female and overall median age was 43
(36—49). The most common causes for refusal to partici-
pate were: (1) patient considered proctological examin-
ation uncomfortable; and (2) absence of anal complaints.

Seventeen (41.4%) patients were diagnosed with HD,
with the following frequency distribution: 7 had internal
(41.2%), 4 external (23.5%) and 5 mixed hemorrhoids
(29.4%). Of the internal hemorrhoids, 5 patients were
further classified as grade I (71.4%), 1 as grade II
(14.3%), 1 as grade IV (14.3%).

Patients diagnosed with HD were slightly older than
those without HD (median 49 [39-53] vs. 41.5 [33.25—
45]), even though this difference did not reach statistical
significance.

Women with prior gestation (p = 0.067) and those with
constipation (p =0.067) showed a tendency for higher
frequency of HD. In a multivariate analysis, constipation
remained as an important risk factor (OR 3.92, CI95%
1.03-14.2, p = 0.037). Obesity, family history of HD, pre-
vious history of arterial or venous thrombosis, presence
of lupus anticoagulant, anticardiolipin, anti-{32-glycopro-
tein or triple positivity were not associated with a higher
frequency of HD.

In the HD group, the most frequently reported signs
were prolapse during defecation (88.2%), increased
evacuation effort (64.7%) and anal discomfort (47.1%).

Regarding hemorrhagic complications of hemorrhoids,
5 out of 17 patients (29.4%) reported anal bleeding. Only
two of all HD patients were not taking warfarin at the
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time of data collection; of those, one presented anal
bleeding and the other did not. Anal bleeding did not
correlate with warfarin dose in patients with HD (p =
0.949). No episode of thrombosed hemorrhoids was re-
ported during proctological examination.

Surgical treatment was indicated for 10 patients
(58.8%), due to internal hemorrhoid grade III or IV,
mixed or external hemorrhoids.

Clinical and laboratory characteristics of each group
are summarized and compared in Table 1.

Other anorectal findings were anal fissure (N =05,
12.2%), plicoma (N =16, 39%), condyloma (N=2, 4.9%)
and one chlamydial retitis (N =1, 2.4%). Of the 2 condyl-
oma patients, one was taking mycophenolate mofetil 500
mg BID and the other was on mycophenolate mofetil
1500 mg BID. The patient with chlamydial retitis was
using azathioprine 100 mg QD and prednisone 30 mg QD.

Discussion
To the best of our knowledge, this is the first study
about HD and other anorectal diseases in APS patients.
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We found an unexpected high frequency of hemor-
rhoids (41.4%) in APS patients, if compared to the re-
sults of the largest published study in general population
(prevalence of 4.4%) [2, 5].

Additionally, our patients were relatively young (me-
dian 43, interquartile range 36—49), when compared to
peak incidence of HD (45-65 years) [2], what may sug-
gest patients with APS are prone to develop HD earlier
in life. Even though we cannot confirm this supposition
without further prospective studies and matched healthy
controls, the median age of our patients diagnosed with
HD was 49 (interquartile range 39-53) and we did not
find differences between ages of patients with or without
HD in our sample.

Furthermore, 58.8% of our patients were referred to
surgical treatment due to internal hemorrhoid grade III
or IV, mixed or external hemorrhoids, suggesting that
APS patients may have a more severe presentation of
HD at the beginning and may require surgical interven-
tions more often.

In our cohort, we identified that constipation corre-
lated with a higher risk of HD, resembling the existing

Table 1 Clinical and laboratory characteristics of APS patients included, according to HD diagnosis

Hemorrhoidal Disease (N=17) No Hemorrhoidal Disease (N = 24) p-value
Demographic characteristics
Female gender (N, %) 17 (100%) 24 (100%) -
Age (Median, IQR) 49 (39-53) 41.5 (33.25-45) 0.09
Risk factors possibly related to HD
Body Mass Index (Median, IQR) 299 (25.8-35.2) 2857 (25.14-30.99) 0.223
Obesity (N, %) 8 (47.1%) 7 (29.2%) 0.241
Pregnancy (ever; N,%) 15 (88.2%) 15 (62.5%) 0.067
Constipation (N,%) 9 (52.9%) 6 (25%) 0.067
Family history of HD (N,%) 8 (47.1%) 7 (29.2%) 0.241
APS clinical and serological characteristics
Arterial thrombosis (N,%) 7 (41.2%) 8 (33.3%) 0.607
Venous thrombosis (N,%) 11 (64.7%) 16 (66.7%) 0.896
Lupus anticoagulant (N,%) 13 (76.5%) 14 (58.3%) 0.130
Anticardiolipin (N,%) 4 (23.5%) 3 (12.5%) 0355
Anti-32-glycoprotein | (N,%) 5 (71.4%) 7 (77.8%) 0.771
Triple positivity (N,%) 1 (5.9%) 1 (4.2%) 0.715
Anorectal symptoms/signs
Rectal exteriorization during defecation 15 (88.2%) 13 (54.2%) 0.021*
Increased evacuation effort 11 (64.7%) 11 (45.8%) 0233
Anal discomfort 8 (47.1%) 4(16.7%) 0.035*
Pain during defecation 6 (35.3%) 9 (37.5%) 0.885
Anal burning 6 (35.3%) 4 (16.7%) 0171
Plicoma 5 (29.4%) 11 (45.8%) 0.288
Bleeding 5 (29.4%) 3(125%) 0.178
Anal itching 4 (23.5%) 5 (20.8%) 0.837
Anal Fissure 1 (5.9%) 4 (16.7%) 0.299

APS Antiphospholipid syndrome, HD Hemorrhoidal diseases, /QR Interquartile range. *p < 0.05
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literature about risk factors for HD in other subgroups
of patients [6, 7]. Nevertheless, we could not demon-
strate an association between obesity and HD, what is in
disagreement with other previously published studies [6,
8].

The cornerstone of APS treatment is anticoagulation
therapy with vitamin K antagonists (VKA) and this is an-
other point that needs consideration when treating HD
in APS patients. One can anticipate that VKA may in-
crease the risk of anal bleeding in those with HD and
may limit surgical therapeutic options, due to increased
risk of postoperative hemorrhage.

Five of our patients with HD diagnosis (29.4%) re-
ported a past history of anal bleeding, but we were not
able to check international normalized ratio (INR) of
those using warfarin at the time of bleeding event. We
tried to surpass this limitation using current dose of
warfarin. However, we found no correlation between
warfarin dose and history of anal bleeding.

Conservative measures are the mainstay treatment for
HD in patients on anticoagulants [3]. A meta-analysis of
7 clinical trials comprising of 378 patients with hemor-
rhoids showed that fiber supplement had a consistent
benefit of relieving symptom and minimizing risk of
bleeding by approximately 50% [9]. However, even this
strategy requires attention in APS patients. The amount
of fibers consumed daily must be taken into account
when prescribing VKA, as many of them also contain
high levels of vitamin K. Therefore, increasing intake of
fibers in diet can result in loss of efficacy of anticoagu-
lant therapy indirectly. Patients should be instructed to
consume constant doses of vitamin K and VKA dose
should be adjusted to the level of vitamin K consumed
daily [10].

Antithrombotic treatment has already been associ-
ated with increased risk of delayed hemorrhage after
rubber band ligation (RBL) [2, 11]. RBL is one of the
alternatives for treating HD. If RBL or other inpatient
surgical procedures are necessary, physicians should
consider withdrawing anticoagulant before these inter-
ventions [3, 12]. Since APS requires lifelong VKA use,
heparin bridging is mandatory in this context [13].
Alternatively, some other technique may be preferred
in this subset of patients, such as injection sclerother-
apy or transanal hemorrhoidal dearterialization
(THD), which have been described as safe in patients
on anticoagulants [14, 15].

In addition to hemorrhoidal disease, the physician
should be aware of other anorectal diseases, considering
that anal fissure, condyloma and chlamydial retitis were
found in our patient. As presented in the Results section,
patients with condyloma and chlamydial retitis were
using immunosuppression, which may have contributed
to their occurrence.
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Our study has several limitations. First, our sample is
relatively small. Second, its cross-sectional design allows
us only to suggest association, what needs to be con-
firmed in larger and prospective trials. Third, only 41 pa-
tients (45%) agreed to wundergo proctological
examination and one of the main reasons for refusal was
that they had no anal symptoms. This may have intro-
duced a selection bias and may have led to a higher than
expected frequency and/or severity of HD. Finally, we
enrolled both primary and secondary APS and, thus, we
cannot exclude SLE as a contributing factor for our find-
ings. Nonetheless, our study also has strengths: it pro-
vides insights about a condition poorly studied in APS;
proctological examinations were performed by an expe-
rienced staff from specialized outpatient clinics with
high patient volumes; and we provided description of
our anorectal findings (including others besides HD),
what may help future research.

Conclusions

We found an unexpected high frequency of hemorrhoids
in APS patients, with a great proportion requiring surgi-
cal treatment. Physicians who work with APS should ac-
tively ask their patients regarding anorectal disease and
refer to a colon and rectal surgeon whenever necessary.
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