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Case presentation

Granuloma inguinale in a 51-year-old man
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Abstract

Granuloma inguinale, or Donovanosis, is a rare, sexually transmitted ulcerative disease primarily affecting the genital area. In this
report, we present a case of a 50-year-old man that was diagnosed with granuloma inguinale after a 2-month history of a penile
ulcer. Histological analysis demonstrated the presence of Donovan bodies within macrophages, confirming the diagnosis. He was
subsequently treated with trimethoprim/sulfamethoxazole with improvement in the ulcer. This case serves as a reminder to
clinicians that although granuloma inguinale is rarely encountered in the US, it should still be suspected in patients with non-
healing penile ulcers.
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Introduction

Granuloma inguinale, also known as Donovanosis, is a rare sexually transmitted ulcerative disease that causes painless ulcers in
the genital and peri-genital areas. Although it is typically found in tropical and subtropical climates [1-3], a small number of cases
have been reported in the US and Canada [4-6]. Granuloma inguinale can be treated with antibiotic therapy thus avoiding spread
to other individuals and long-term complications [2, 3, 7-10].

Case synopsis:

A 50-year-old man presented with a two-month history of a rash on his penis. He had initially been provided nystatin powder for a
suspected candidal infection prior to presentation in our clinic. However, his rash progressed and he was subsequently admitted to
a community hospital. He received treatment with clindamycin and ciprofloxacin, as well as other unknown intravenous
antibiotics for suspected cellulitis. The eruption progressed into an ulcer and he was discharged from the hospital after 9 days
when his ulcer stopped progressing in size. He was suspected to have penile cancer, as he was not responsive to antibiotic
treatment. He had no history of fever, chills, or sexually transmitted infections.
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Figure 1. Circumferential full thickness ulcer on the shaft of the penis. Significant edema of the surrounding area extending from the penile tip
to the testicles.
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Figure 2. A) Low ma{gnification view of skin biopsy Bj High rﬁaghification view of skin biopsy. Arrow pointing to intrahistiocytic gram-
negative rods, or Donavan bodies. Consistent with Kleibsiella granulomatosis.

Physical exam revealed a circumferential full thickness ulcer on the shaft of the penis with significant edema and associated pain
of the surrounding tissue extending from the penile tip to the testicles (Figure 1). No inguinal lymphadenopathy was noted.
Histological examination of a skin biopsy revealed multiple intrahistiocytic gram-negative rods consistent with Donovan bodies
seen in Klebsiella granulomatis infections (Figure 2).

The patient was diagnosed with granuloma inguinale and subsequently treated with trimethoprim/sulfamethoxazole 160/800 mg
twice daily for 3 weeks. During treatment it was recommended that he abstain from intercourse until the ulcer was completely
healed. In California, Center for Disease Control and Prevention (CDC) reporting is not mandated for this disease, so he was
asked to inform sexual partners. The patient’s ulcer was completely healed at a follow- up appointment 6 weeks later.

Discussion

As mentioned above, granuloma inguinale is typically found in tropical and subtropical climates, including Australia, Brazil,
India, Indonesia, Papua New Guinea, and South Africa [1-3]. However, multiple cases have been reported in the Caribbean,
Central America, French Guiana, and Peru [3]; a small number of cases have been reported in the US and Canada [4-6]. Although
one study conducted in India did find an incidence of 1.53% amongst all STD cases presenting in a 22-month period, it is difficult
to estimate the true prevalence of granuoloma inguinale given its low incidence and difficult clinical diagnosis [11, 12].



Granuloma inguinale is commonly thought to be spread via sexual contact, yet has a low rate of transmission to sexual partners [1,
3]. It is also thought to possibly spread though fecal contamination and autoinoculation as Klebsiella granulomatis has been
isolated from fecal samples from individuals with granuloma inguinale [1, 13]. Moreover, cases have been reported in which the
infection passed to infants during vaginal delivery, often affecting the ear structures of newborns [14], though no congenital
infections have been reported [3].

Granuloma inguinale is caused by infection with Klebsiella granulomatis, a gram-negative, non-motile, pleomorphic bacteria.
Although K. granulomatis may be encapsulated in its mature form, it can be un-encapsulated and demonstrate a safety pin
appearance in its immature form [1]. After initial inoculation, the incubation period may last from days to weeks, with an average
duration of approximately 50 days [1, 3].

Initially, a single papule or multiple papules or nodules appear in the genital area. They then progress and grow into a painless
ulcer that can affect adjacent tissue though self-inoculation, but rarely involve the lymph nodes [1-3]. In men, commonly affected
areas include the balano-preputial region, as seen in the patient presented here, as well as the coronal sulcus area, and the anus [3].
Women are commonly affected in the labia minora, vaginal fucula, and cervix [3]. Primary extragenital lesions are rare; most
extragential lesions are the results of spread from an initial gential lesion [1, 3]. Infection can lead to complications, including
phimosis, as well as urethral, vaginal, and anal stenosis. Moreover, it can mimic cervical and ovarian carcinoma and spread to
cause cervical lymphadenopathy, osteomyelitis, and septic arthritis [8-10].

Diagnosis is made via physical exam and histological analysis. Biopsies or tissue smears can be stained using Giemsa, Wright,
silver, or gram stains and demonstrate the presence of characteristic inclusion bodies, or Donovan bodies [1, 3]. During silver
staining a fraction of silver is deposited in a section after reduction by the slide and another portion is deposited by reduction of
the developer [15]. Consequently, silver staining can be used to visualize the capsules of encapsulated bacteria, such as the mature
form of K. granulomatis [16]. However, as silver stains are also capable of staining lipopolysaccharides, they can be used to
visualize the outer layer of the cell wall of gram negative bacteria [17, 18]. Giemsa or Giemsa-Wright stains contain dyes that
stain acidic structures of the cell blue and basic structures orange to pink [17]. As a result, K. granulomatis is stained a blue-purple
color allowing for its visualization [19, 20].

As K. granulomatis is difficult to culture, a culture is not necessary for diagnosis [2, 7]. A polymerase chain reaction colorimetric
assay has been developed for the detection of the disease, but a diagnosis is often still made with histological analysis [3, 21].

The World Health Organization recommends first line therapy of doxycycline 100 mg taken orally twice daily or azithromycin 1g
taken orally once weekly or 1 g taken on the first day followed by 500 mg daily for 3 weeks, or until all lesions have completely
healed [3, 7]. Alternatively, the CDC recommends azithromycin alone as first line therapy [2]. Other treatment options include
ciprofloxaxicin 750 mg twice daily, erythromycin 500 mg four times daily, or, trimethoprim/sulfamethoxazole 800 mg/160mg
twice daily, all for 3 weeks or until complete healing of all lesions [1-3, 7]. If no improvement is seen following the first few days
of treatment, an aminoglycoside may be added, such as gentamycin 1 mg/kg, given every eight hours via intramuscular or
intravenous injection [1-3]. However, in complicated cases antibiotic treatment alone may not be sufficient and surgical
intervention may be necessary [1-3].

Following initiation of treatment, patients should be followed to ensure that all symptoms resolve. Patients should also undergo
testing for other sexually transmitted infections, including human immunodeficiency virus, gonorrhea, and syphilis, because K.
granulomatis can coexist with other pathogens responsible for sexually transmitted infections [2]. This is especially important
because co-infection with human immunodeficiency virus can lead to a complicated disease course and may need longer antibiotic
treatment [1, 3].

The U.S. Centers for Disease Control and Prevention (CDC) is a federal agency under the Department of the Health and Human
Services. The CDC is responsible for coordinating interstate and international responses to communicable diseases and public
health dilemmas. However, the decision of which individual sexually transmitted infections must be reported to the CDC is under
individual state jurisdiction. As the patient mentioned in this case report was diagnosed in the state of California, which does not
require reporting of cases of granuloma inguinale, informing and testing of his sexual partners was not mandated.

Conclusion

Granuloma inguinale, or Donovanosis, is a rare sexually transmitted ulcerative disease that is uncommonly found in the US.
Herein we presented the case of a 51-year-old man who was diagnosed with granuloma inguinale following a two-month history
of a non-healing penile ulcer. Although it is rare in the US, granuloma inguinale should be included in the differential diagnosis
for non-healing painless genital ulcers presenting without lymphadenopathy.
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