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Abstract
BACKGROUND
Monkeypox (MPX) is a zoonotic infection that is endemic in Western and Central Africa along the Congo River basin. It has a high case fatality rate especially in younger age groups. It belongs to the virus family orthopoxvirus like smallpox. It is transmitted from wild animals to humans but human to human transmission has been established. It is often a self-limited infection in endemic regions. Recently, attention has been given to MPX with the spread of infection to Europe and the United States of America (USA). There is currently sporadic infection of MPX in the USA especially amongst men who have sex with men (MSM). It is a serious life-threatening infection in human immunodeficiency virus/acquired immunodeficiency syndrome co-infected individuals especially those who are treatment naïve with severe immunosuppression. 

CASE SUMMARY
We report a 38-year old man who presented with rectal pain, and anal, torso, and facial rash. Abdominal computed tomography scan showed a near obstructive rectal mass with peri-anal fistula. MPX was positive. He was started on tecovirimat (TPOXX) and HAART therapy. Additional treatment provided included vaccinia immunoglobulin following his clinical deterioration.

CONCLUSION
This case highlights a rare presentation of MPX with peri-anal fistula and near obstructive rectal mass, and the significance of MPX as a differential diagnosis in proctitis in MSM in addition to other sexually transmitted infection like gonorrhea and chlamydia.
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Core Tip: Monkeypox (MPX) is a differential diagnosis of proctitis in Men who have sex with Men (MSM). In immunocompetent MSM, MPX is likely to be self-limited. However, severe MPX infection characterized by a total body rash and painful obstructing rectal mass, can be fatal in patients with human immunodeficiency virus/acquired immunodeficiency syndrome. The gastroenterologist must be aware of this presentation and be able to distinguish MPX from other infections.


INTRODUCTION
Monkeypox (MPX) is an uncommon self-limited zoonotic infection that is endemic in West and Central Africa in immunocompetent patients[1-3]. It has a case fatality rate of 6%[4]. It is a deoxyribonucleic acid (DNA) orthopoxvirus related to smallpox. Zoonotic transmission typically occurs after contact with wild animals. However, human to human transmission has been established[5,6]. Animal to human transmission occurs via direct contact with infected animal body fluids or inoculation from mucocutaneous lesion[5]. The first animal to human case was reported in 1970 in a 9-mo-old in the Democratic Republic of the Congo. The first zoonotic case in the USA was reported in Wisconsin in 2003 after contact with prairie dogs[7]. 
The incubation period varies depending on the mode of transmission of the infection. It is about 14 d but ranges from 4-21 d[8,9]. Shorter duration have been reported with penetrating contact[10]. Infection usually presents with constitutional symptoms like fever, body aches, and a characteristic vesicular eruption similar to what is found in smallpox and varicella infection. These rashes often develop and evolve simultaneously and sometimes can be isolated without other systemic signs. They develop initially as painful macules which progresses to papules and then vesicles that involve the torso and limbs. Genital rash including anal and oral lesions have been reported recently with MPX infection[11,12-15]. These usually precede rashes at other locations of the body. Proctitis or tonsillitis may develop in those who practice anal-receptive or oral sex[16,17]. Severe infection from encephalitis and death have been reported. Cases in immunocompromised patients especially those with human immunodeficiency virus (HIV)/acquired immunodeficiency syndrome (AIDS) are reportedly severe but few details are available[4]. 
Reports of human to human contact have been sporadic until recently. During 2022 there was an exponential rise in sexually transmitted MPX infections in men who have sex with men (MSM) in the United States, United Kingdom, Australia, Israel, and Europe. In New York City alone, of the 1092 cases reported 97% were MSM[11]. We report a fatal case of MPX infection presenting as obstructive mass lesion of the anus and rectum in an MSM patient with HIV/AIDS.

CASE PRESENTATION
Chief complaints
Painful rash involving his face, scalp, torso, and perianal area. 

History of present illness
A 39-year-old African American man presented the emergency department with increasing swelling of his eyelids and lips for the past 2 wk associated with a painful rash involving his face, scalp, torso, and perianal area. He also complained of great pain moving his bowels and passing bright red blood per rectum intermittently. No recent travel or contact with sick persons. 

History of past illness
Admitted a recent diagnosis of HIV. He was not compliant with antiretroviral therapy (HAART).

Personal and family history
The patient initially denied having sex with men (MSM) but later said to be having anal receptive intercourse with men.

Physical examination
On physical examination he was afebrile but warm to the touch. His skin had innumerable coalescing vesiculopustular patches at various stages of erosion and crusting. His nasal bridge, eyebrows, and scalp were ulcerated (Figure 1A). A coalescing lesion with crusting and purulent discharge surrounded his anus (Figure 1B). Rectal exam was refused due to pain. 

Laboratory examinations
Electrolytes, blood urea nitrogen, and creatinine were normal. Hemoglobin was 5.4 g/dL. Leukocytes 5.32 × 103/uL, Neutrophils 49.1%, Lymphocytes 24.1%, Eosinophils 2.1%, Monocytes 11.5%, and Basophils 0.4%. Absolute CD4 count was 29 cells/uL. Liver tests were normal with: Albumin at 3.6 g/dL, total protein 6.6 g/dL, Alkaline phosphatase 21 IU/L, Aspartate transaminase 21 IU/L, Alanine transaminase 20 IU/L, and total bilirubin 0.3 mg/dL. Rectal tissue swab for MPX DNA PCR was positive. HIV viral load was 90,000, and anal, rectal, and oral swab for chlamydia and gonorrhea were negative likewise urine sample. Nevertheless, IgM for Herpes Simplex 1 and 2, and Herpes 8 were negative. Human papilloma virus was not assessed given his positivity for MPX. 

Imaging examinations
Abdominal computed tomography showed marked circumferential thickening of the rectum measuring up to 2.6 cm with near obliteration of the lumen, adjacent pericolonic mesenteric stranding, and perianal fistulas extending from the distal rectum to the medial gluteal cleft (Figure 1C and D). Endoluminal evaluation with flexible sigmoidoscopy was not done due to the high risk of perforation as the risk outweighs the benefit. 

FINAL DIAGNOSIS
Monkey pox infection with proctitis.

TREATMENT
The patient was started on oral immunotherapy with tecovirimat (TPOXX) and antiretroviral therapy with Biktarvy® (bictegravir, emtricitabine, tenofovir alafenamide). He was offered MPX vaccine but declined. Polyethylene glycol (PEG) was given for his constipation and parenteral opiates were initially provided for his pain. This exacerbated his near obstruction and pain medications were changed to tramadol and gabapentin with good relief and eventual ease of bowel passage. He was transfused two units of blood and discharged to a respite home for recovery. He was started on AIDS prophylaxis therapies including Bactrim and Azithromycin. However, the patient continued to deteriorate and was readmitted with continued, facial swelling, rectal pain, and spreading of his rash. He began to spike fevers and became secondarily infected with Salmonella, Covid19, and MRSA. After consultation with the Centers for Disease Control and Prevention the patient was started on intravenous TPOXX and given smallpox immunoglobulin (Vaccinia). Patient was also commenced on methylprednisolone due to suspicion of immune reconstitution syndrome since he was recently started on antiviral therapy and his viral load was undetectable within 6 wk. 

OUTCOME AND FOLLOW-UP
He developed acute hypoxemic respiratory failure requiring intensive care unit admission. The cause was multifactorial requiring intubation with new bilateral pulmonary infiltrates due to but not limited to acute respiratory distress syndrome secondary to septic shock, pneumonia (bacteria, viral, atypical, and PJP), and inflammatory. He was commenced on vasopressors but developed cardiac arrest three times and bedside point of care ultra sound scan showed severely decreased cardiac function. Patient expired from overwhelming sepsis with multiorgan failure.

DISCUSSION
The symptoms of MPX develop over days with initial papules becoming vesiculopustules and eventually resolving to hemorrhagic crusts that detach. Median time to crusting is 12 d. Most patients have fever, cough, and lymphadenopathy[7]. Our patient did not have fever until he became superinfected with bacterial organisms. This places him in the group of patients who present without constitutional symptoms but with rash[9]. Proctitis likely occurred by direct tissue invasion of the virus during anal receptive intercourse[16,17]. In MSM with MPX infection approximately 50% will have anal involvement[2]. Our patient had an extensive rectal mass with near obliteration of the canal from proctitis with extensive fistulae. Rectal fistulas and perforations are rare in immunocompetent MSM with MPX infection. 
Hospitalization rates for MPX infection is low, 4% in one study. Most hospitalizations were for isolation and pain control[18]. The case fatality rate is estimated maximally to be 6% affecting the very young, immunosuppressed, or pregnant. HIV positive men on HAART and HIV negative MSM on PreP have similarly benign outcomes[4,11]. Death from MPX has been described in patients infected with HIV/AIDS who are not on HAART therapy[4]. The exact cause of death in these patients was not reported. Our patient has had a prolonged 2-mo course with active infection. He had been poorly responsive to the envelope protein inhibitor TPOXX despite now also being on HAART. He developed superinfections with encapsulated organisms which often precedes a fatal outcome in AIDS patients. He did not, however, have any more rectal bleeding and with the aid of PEG was able to move his bowels. Patient has also received vaccinia immunoglobulin which is used for cases not responding to TPOXX. One limitation of the case report was the lack of endoscopic and histological assessment of the monkey pox lesion in the rectum. This has been demonstrated to show deep ulcerated mucosa with viral apoptotic effect including changes in DNA structures and inclusion bodies[19]. 

CONCLUSION
MPX should be considered highly in the differential diagnosis of proctitis in MSM. In immunocompetent MSM MPX is likely to be self-limited. However, severe MPX infection characterized by a total body painful rash and large rectal mass, can be fatal in patients with HIV/AIDS. There is currently vaccination against MPX infection with preference given to MSM. Treatment is with TPOXX may be given in addition to supportive therapy. It is unclear if the course of our immunosuppressed patient would have been altered by early acceptance of the vaccine. Nevertheless, vaccination and HAART therapy should be strongly recommended in this high-risk group.
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Figure Legends
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Figure 1 Physical examination and computed tomography images. A: Multiple coalescing facial rash with ulceration; B: Anal rash with exudates; C: Computed tomography (CT) imaging with near occlusion of the rectal lumen (arrows); D: CT imaging with near occlusion of the rectal lumen (arrows).
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