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Abstract: A 26-year-old female presented with fever on and off since last 5 months with weight loss and loss of appetite. Patient has
history of infertility with one spontaneous abortion. Detailed history revealed history of recurrent aphthous ulcers, alopecia, low back
ache and arthralgia. On examination patient appeared pale with rashes over her body. Patient had tachycardia with a systolic murmur.
Cervical lymph nodes were palpable. Further workup showed persistent bicytopenia, hypertriglyceridemia and hepatosplenomegaly. A
detailed evaluation with the help of the team from Rheumatology and Haematology, we concluded the final take on this rare

presentation.
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1. Introduction

Hemophagocytic lymphohistiocytosis (HLH) is a severe
clinical entity associated with high mortality in the adult
population. HLH has been associated with infections,
malignancy and autoimmune conditions such as Systemic
Lupus Erythematosus (SLE), however this is often in the
context of a disease flare. Currently, there are limited reports
of inaugural SLE manifesting as HLH with a lack of
consensus on treatment and management of these patients.

2. Case

We report a 26-year-old female patient with complaints of
fever on and off since last 5 months along with weight loss
and decreased appetite. Patient also had complaints of rashes
mainly over the bilateral upper limbs, thighs and back which
was maculopapular and non-blanching. At the time of
admission, the patient appeared fatigued but nontoxic and in
no acute distress. She was febrile with an oral temperature of
38.4°C. Her blood pressure was 112/59 mm Hg, her pulse
was 126 per minute, her respiratory rate was 18 per minute,
and her room air oxygen saturation was 100%. Patient had a
past history of infertility and has been on treatment for last
1.5 years with history of recurrent aphthous ulcer and
alopecia. Patient also complains of low back ache and
arthralgia since last 6 months. Patient states a history of
intrauterine foetal demise at 16weeks and had undergone
evacuation and curettage. No history of any thrombotic
event was elicited. On evaluation we noticed that the patient
had cervical lymphadenopathy with history of cough with
expectoration with bilateral crepitations and Ronchi. Patient
appeared pale with tachycardia and soft systolic murmur in
the mitral area. Abdomen was soft with slight tenderness in
the right and left hypochondriac region with apparent
hepatosplenomegaly. Routine labs were sent along with a
USG abdomen which showed a haemoglobin level of
7.7gm% with a low TLC count (2600). Normocytic
normochromic blood picture with anisopoikilocytosis and
few tear drop cells were seen on peripheral smear.
FERRITIN levels were raised (1971 ng/mL) with high
Serum Triglyceride levels (245 mg/dL). USG Abdomen
showed hepatosplenomegaly with some echotexture seen in
the spleen with normal kidneys. Brucella serology was

negative. Mantoux test was done which came to be negative.
Renal function tests, Liver function tests and electrolytes
were normal. Raised CRP levels (9.9 mg/L) and
procalcitonin levels (1.97 mcg/L) with tenderness in the
abdomen required a CT abdomen which showed splenic
abscess in the cortical region with hepatomegaly. No feature
of peritonitis was seen. Cultures were sent and patient was
started on antibiotic coverage for the same. We involved the
Rheumatologist as well as a Haematologist consultation.
Provisional differential diagnosis of Systemic lupus
erythematosus (SLE), Adult-onset Still’s disease (figure
3)and Hemophagocytic lymphohistiocytosis (HLH) (figure
2) was made. Rheumatoid factor was negative, ANA blot
test showed positive NRNP/Sm and Ribosomal P-protein
antigens while bone marrow study showed reactive marrow
with evidence of mild hemophagocytosis. (Figure -1)
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Figure 1: A - Bone Marrow Biopsy- B -
Haemophagocytosis

Hemphagocytosis score (H score) was 225 points which
pointed to a primary diagnosis of HLH. Persistent fever
along with tenderness in the abdomen suggested another
infective focus, probably the appendix for which the patient
underwent Laparoscopic appendicectomy after blood
transfusion. Plan to add steroids was withheld till the
infective foci subsided and later patient was started on
steroids after ruling out CNS infection with a CT brain.
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DIAGNOSTIC CRITERIA

Clinical and Laboratory Criteria (Requires 5/8)
1. Fever 238.5°C
2. Splenomegaly

3. Cytopenia, with at least two of the following:
Ua. Hgh <9 g/dL (for infants <4 weeks, Hgb <10 g/dL);
4 Ob. Platelets <100,000/microL
Oc. Absolute neutrophil count <1000/microL
4. Hypertriglyceridemia
Orasting triglycerides >265 mg/dL AND/OR
L OHyperfibrinogenemia (fibrinogen <150 mg/dL)
[s. Hemophagocytosis in bone marrow, spleen, lymph node, or liver

4 Clinical Criteria

6. Low or absent NK cell activity
<
7. Ferritin >500 ng/mL
= | 8. Elevated soluble CD25 (soluble IL-2 receptor alpha) »2400U/ mL

<

mmune Markers

Figure 2

Yamaguchi classification criteria for adult
Still’s disease (ASD)

Diagnosis of ASD
At least 5 criteria, including 2 major criteria, and no
exclusion criteria
Major criteria
Fever =39°C lasting 1 week or more
Arthralgias/arthritis lasting 2 weeks or more
Typical skin rash*
White blood cell count =10,000/mm® with neutrophils
=80%
Minor criteria
Pharyngitis or sore throat
Lymphadenopathy

Hepatomegaly or splenomegaly

Liver enzyme abnormalities (transaminitis)

Negative for rheumatoid factor and antinuclear

antibodies

Exclusion criteria

Absence of infection

Absence of malignant diseases

Absence of inflammatory disease
* Maculopapular, nonpruritic, salmon-pink rash with concomitant
fever spikes.

Figure 3

3. Discussion

Hemophagocytic  lymphohistiocytosis (HLH) is a
constellation of symptoms caused by dysregulated
hyperinflammation and cytokine storm, resulting in a life-
threatening syndrome. HLH is classified into primary
(familial) and secondary etiologies (infection, autoimmune
conditions, drugs and malignancy).! Clinically and

biochemically, the hallmark features include
hepatosplenomegaly, fever, hyperferritinemia,
hypofibrinogenemia, hypertriglyceridemia and

pancytopenia?. Case reports involving new diagnosis of
SLE as the onset of HLH is limited B4 Hyperferritinemia
has been cited as the best parameter to distinguish between
active SLE flare and HLH-associated SLE with a sensitivity
and specificity of nearly 100% . However,
hyperferritinemia in the HLH-94 study indicated that in the
pediatric population, ferritin level >500 mcg/L was 100%
sensitive for HLH but less specific; whereas ferritin
> 10,000 mcg/L was 90% sensitive and 96% specific for
HLH ®n the adult population, the correlation between
hyperferritinemia and HLH is less clear, particularly with
the presence of an overlapping autoimmune condition such
as SLE. More recently, a group from France has published
the “HScore”, a well-validated scoring system for the
diagnosis of HLH @ The scoring system incorporates

parameters including organomegaly, ferritin, ALT, degree of
cytopenia, fibrinogen, fever, and hemophagocytosis with a
HScore >250 conferring 99% probability of HLH and a
score <90 at <1% probability. Interestingly, for case 1 the
HScore was calculated as 225 (conferring 96-98%
probability of HLH). In the future, the HScore may be a
useful clinical parameter to help tease out active SLE from
HLH-associated SLE. Classically, treatment of primary
HLH is directed towards use of the HLH-2004 protocol
including  etoposide,  dexamethasone,  cyclosporine,
consideration of intrathecal methotrexate and finally with
hematopoietic stem cell transplantation. Treatment of
secondary HLH is less clear, but ultimately relies on
treatment of the primary auto-immune disease. In the two
cases presented, SLE was the process associated with HLH
and corticosteroids were rapidly initiated, in keeping with
previously described cases !.Because of the high mortality
risk of HLH, the absence of rapid improvement of
symptoms, even in the context of non-severe manifestations
of SLE, requires aggressive immunosuppression with
cyclophosphamide and frequently the addition of biologics
such as Anakinra (IL1 inhibitor), infliximab (TNF inhibitor)
and alemtuzumab (CD52 inhibitor).

4. Conclusion

HLH has been associated with infections, malignancy and
autoimmune  conditions such as Systemic  Lupus
Erythematosus (SLE), however this is often in the context of
a disease flare. Currently, there are limited reports of
inaugural SLE manifesting as HLH with a lack of consensus
on treatment and management of these patients.
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ANA: Anti-nuclear antibody

HLH: Hemophagocytic lymphohistiocytosis
SLE: Systemic lupus erythematosus
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5. Acknowledgement

The photograph of the excisional biopsy sample is courtesy
of Department of Pathology, Bharti Vidyapeeth Hospital,
Pune.

References

[1] Vilaiyuk S, Sirachainan N, Wanitkun S, Pirojsakul K,
Vaewpanich J. Recurrent macrophage activation
syndrome as the primary manifestation in systemic
lupus erythematosus and the benefit of serial ferritin
measurements: a  case-based review.  Clinical
rheumatology. 2013 Jun 1;32(6):899-904.

[2] Henter JI, Horne A, Aricd M, Egeler RM, Filipovich
AH, Imashuku S, Ladisch S, McClain K, Webb D,
Winiarski J, Janka G. HLH-2004: diagnostic and
therapeutic guidelines for hemophagocytic
lymphohistiocytosis. Pediatric blood & cancer. 2007
Feb;48(2):124-31.

Volume 10 Issue 7, July 2021

WWW.ijsr.net
Licensed Under Creative Commons Attribution CC BY

Paper ID: SR21720091518

DOI: 10.21275/SR21720091518

1034


https://bmcrheumatol.biomedcentral.com/articles/10.1186/s41927-019-0055-x#ref-CR8
https://bmcrheumatol.biomedcentral.com/articles/10.1186/s41927-019-0055-x#ref-CR1
https://bmcrheumatol.biomedcentral.com/articles/10.1186/s41927-019-0055-x#ref-CR1
https://bmcrheumatol.biomedcentral.com/articles/10.1186/s41927-019-0055-x#ref-CR1

International Journal of Science and Research (IJSR)
ISSN: 2319-7064
SJIF (2020): 7.803

(3]

(4]

[5]

(6]

Wong KF, Hui PK, Chan JK, Chan YW, Ha SY. The
acute lupus hemophagocytic syndrome. Annals of
internal medicine. 1991 Mar 1;114(5):387-90.

Fukaya S, Yasuda S, Hashimoto T, Oku K, Kataoka H,
Horita T, Atsumi T, Koike T. Clinical features of
haemophagocytic syndrome in patients with systemic
autoimmune  diseases: analysis of 30 cases.
Rheumatology. 2008 Nov 1;47(11):1686-91.

Rahal AK, Fernandez J, Dakhil C. Undiagnosed
systemic  lupus  erythematosus  presenting  as
HemophagocyticLymphohistiocytosis. Case reports in
rheumatology. 2015 Jul 8;2015.

Yamaguchi M, Ohta A, Tsunematsu T, Kasukawa R,
Mizushima Y, Kashiwagi H, Kashiwazaki S, Tanimoto
K, Matsumoto Y, Ota T. Preliminary criteria for
classification of adult Still's disease. The Journal of
rheumatology. 1992 Mar 1; 19(3):424-30.

Author Profile

Dr. Ashish Nair received his MBBS degree from
GMC Kozhikode Medical College and his MD Degree
in Anaesthesiology from Bharti Vidyapeeth Hospital,
Pune. Currently he is pursuing his Fellowship in

Critical Care in Pune

Paper ID: SR21720091518

Volume 10 Issue 7, July 2021

WWW.ijsr.net
Licensed Under Creative Commons Attribution CC BY

DOI: 10.21275/SR21720091518

1035





