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Introduction:-

Impaired immunity in individuals with human immunodeficiency virus (HIV) infection affects the defense
mechanisms against pathogens and alters the regulation of autoimmunity [1]. This may lead to the emergence of
autoimmune disorders or modification of pre-existing conditions. Several conditions may remit, such as systemic
lupus erythematous (SLE), while others, such as psoriasis, intensify. The development of liver disease during highly
active anti-retroviral treatment (HAART) in patients with HIV infection without evidence of co-infection with
hepatitis viruses poses a diagnostic dilemma. This may be due to treatment side effects or to the emergence of
autoimmune disorders during immune restoration. Autoimmune hepatitis (AIH) is rare in patients with HIV
infection. Additionally, hepatic involvement is unusual in other common autoimmune disorders. We present the case
of a patient with AlIH and SLE emerging de novo during HAART and review all previously reported cases of AIH in
patients with HIV infection who are undergoing HAART.

Case Report:-

A 25-year-old Indian woman who had been diagnosed with HIV infection in 2016 acquired by heterosexual contact
and on Antoretoviral treatment(tenofovir, Lamivudine and Efavirenze) since then with the initial CD4 count of 516
cell/mm. In December 2017 her CD4 had been 958 cells/mm and viral load undetectable. There was no personal or
family history of autoimmune disease. Since December 2018 she started to experience gradual right upper quadrant
pain associated with intermittent night sweats. She noticed yellowish discolouration of urine followed by her eyes
during this time. She was seen in the emergency with deep icterus and right upper quadrant abdominal pain and was
hospitalized.

Her physical examination revealed that she was afebrile and icterus was present with no remarkable finding on
general examination .Her abdominal examination demonstrated diffuse abdominal tenderness that was most

Corresponding Author:- Ajay Pratap Singh. 529
Address:- Department Of Medicine, King George’s Medical University, Lucknow, India.


http://www.journalijar.com/

ISSN: 2320-5407 Int. J. Adv. Res. 6(2), 529-531

prominent in the right upper quadrant. A ultrasonography was done which showed mild hepatomegaly. Her routine
blood investigation revealed jaundice with total bilirubin of 37.80 mg/dl (direct bil.=23.77mg/dl) and liver enzymes
were deranged with SGOT 451 IU/ml, SGPT 2421U/ml and Alkaline phosphate 306 IU/ml. Her viral markers for
Hepatitis B,C,A and E were negative. Assay for CMV and EBV were also negative. On day 3 of her admission a
autoimmune profile was sent which came out to be positive with Anti-nuclear antibody 3+ DFS at 1:320, Anti
Smooth Muscle Antibody 3+ at 1:160 and Immunoglobulin G of 3604mg/dl (normal 800-1800). A liver biopsy was
planned which demonstrated a portal lymphoplasmacytic infiltrate with multifocal zones of hepatocellular
centrilobular necrosis consistent with Autoimmune hepatitis Fig 1.

Given her clinical picture, her positive laboratory test for ANA, anti-SMA , elevated immunoglobulin G levels and
the histopathology of her liver biopsy, a diagnosis of AIH was made. Her calculated AIH score was 17 (> 15 is
considered a definite diagnosis according to the International Autoimmune Hepatitis Group criteria).

The patient was initiated on high-dose steroid therapy (50 mg daily). By the next two days, her abdominal pain had
improved, and she was discharged from the hospital on a tapering dose of steroids. On follow up her Liver profile
was improving and still is on tapered dose of steroids.

Discussion:-

In review of the literature revealed 12 cases of autoimmune hepatitis in patients with HIV infection[2-8]. Three had
co-infections with hepatitis C virus and were receiving interferon therapy [6-8] and six more had AlIH before starting
HAART and one pediatric patient's data were missing. Only three patients developed AIH after starting HAART,
similar to our patient.

All patients who received HAART prior to AlH had a significant rise in CD4 count and undetectable HIV RNA
before AIH was diagnosed. It has been encountered in women who had significant elevations in CD4 count,
suggesting the emergence of AIH during immune restoration. It presented insidiously with non-specific
manifestations. The diagnosis is usually based on AIH score, the absence of other conditions and characteristic
histopathological findings. The pathogenesis of liver damage in AIH in patients with HIV may be mediated by
autoreactive CD4 or CD8 T-cells, or by an antibody-dependent cell-mediated cytotoxic response directed against
liver antigens[9]. Interestingly, initiation of HAART has also been implicated in de novo AIH, and has thought to
“unmask” AIH during the immune reconstitution phase following initiation of HAART treatment, mediated by a
loss of peripheral tolerance and autoreactivity [10] Moreover, beyond serving as a catalyst, drugs can have a direct
cytotoxic effect and lead to drug-induced AlH, which is a well described clinical entity, though typically implicating
minocycline or nitrofurantoin. In fact, the patient who presented with acute liver failure may have demonstrated this
pathophysiology, with efavirenz serving as the catalyst in this clinical scenario. This is the prevailing theory,
however, other cases have purported improvement of liver biochemistry tests following initiation of HAART,
suggesting that the virus itself may somehow be the causative agent in certain instances[11]. The majority of
reported cases in the literature support the former hypothesis, as most cases did not show improvement with
HAART and required treatment with corticosteroids. The patients presented in this case also support this
mechanistic theory.

Conclusion:-

Although a rare presentation, de novo AlH should be considered in patients with HIV, particularly in those with
well-controlled disease where no other clear etiologies can be identified. A liver biopsy, albeit not mandatory, is
very useful for diagnosis, and typically shows findings consistent with AIH, but this is not always the case. A
combination of serologic, biochemical, clinical, and histologic data is needed to arrive at the diagnosis. Prompt
treatment should be initiated, particularly in cases of worsening liver injury and evolving liver failure. Monitoring
for infectious complications should be undertaken, but the risk appears to be minimal in patients with well-
controlled HIV.
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Fig 1:- A. low power microscope picture showing infiltrates in portal area. 1 B High power microscopic picture of

dense plasma cell infiltrates.
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