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avtorTa sayuradRebod!

redaqciaSi statiis warmodgenisas saWiroa davicvaT Semdegi wesebi:

 1. statia unda warmoadginoT 2 calad,  rusul an inglisur enebze, dabeWdili 
standartuli furclis 1 gverdze,  3 sm siganis marcxena velisa da striqonebs 
Soris 1,5 intervalis dacviT. gamoyenebuli kompiuteruli Srifti rusul da ing-
lisurenovan teqstebSi - Times New Roman (Кириллица), xolo qarTulenovan teqstSi 
saWiroa gamoviyenoT AcadNusx. Sriftis zoma – 12. statias Tan unda axldes CD 
statiiT. 
 2. statiis moculoba ar unda Seadgendes 10 gverdze naklebs da 20 gverdze mets 
literaturis siis da reziumeebis (inglisur, rusul da qarTul enebze) CaTvliT.
 3. statiaSi saWiroa gaSuqdes: sakiTxis aqtualoba; kvlevis mizani; sakvlevi 
masala da gamoyenebuli meTodebi; miRebuli Sedegebi da maTi gansja. eqsperimen-
tuli xasiaTis statiebis warmodgenisas avtorebma unda miuTiTon saeqsperimento 
cxovelebis saxeoba da raodenoba; gautkivarebisa da daZinebis meTodebi (mwvave 
cdebis pirobebSi).
 4. statias Tan unda axldes reziume inglisur, rusul da qarTul enebze 
aranakleb naxevari gverdis moculobisa (saTauris, avtorebis, dawesebulebis 
miTiTebiT da unda Seicavdes Semdeg ganyofilebebs: mizani, masala da meTodebi, 
Sedegebi da daskvnebi; teqstualuri nawili ar unda iyos 15 striqonze naklebi) 
da sakvanZo sityvebis CamonaTvali (key words).
 5. cxrilebi saWiroa warmoadginoT nabeWdi saxiT. yvela cifruli, Sema-
jamebeli da procentuli monacemebi unda Seesabamebodes teqstSi moyvanils. 
 6. fotosuraTebi unda iyos kontrastuli; suraTebi, naxazebi, diagramebi 
- dasaTaurebuli, danomrili da saTanado adgilas Casmuli. rentgenogramebis 
fotoaslebi warmoadgineT pozitiuri gamosaxulebiT tiff formatSi. mikrofoto-
suraTebis warwerebSi saWiroa miuTiToT okularis an obieqtivis saSualebiT 
gadidebis xarisxi, anaTalebis SeRebvis an impregnaciis meTodi da aRniSnoT su-
raTis zeda da qveda nawilebi.
 7. samamulo avtorebis gvarebi statiaSi aRiniSneba inicialebis TandarTviT, 
ucxourisa – ucxouri transkripciiT.
 8. statias Tan unda axldes avtoris mier gamoyenebuli samamulo da ucxo-
uri Sromebis bibliografiuli sia (bolo 5-8 wlis siRrmiT). anbanuri wyobiT 
warmodgenil bibliografiul siaSi miuTiTeT jer samamulo, Semdeg ucxoeli 
avtorebi (gvari, inicialebi, statiis saTauri, Jurnalis dasaxeleba, gamocemis 
adgili, weli, Jurnalis #, pirveli da bolo gverdebi). monografiis SemTxvevaSi 
miuTiTeT gamocemis weli, adgili da gverdebis saerTo raodenoba. teqstSi 
kvadratul fCxilebSi unda miuTiToT avtoris Sesabamisi N literaturis siis 
mixedviT. mizanSewonilia, rom citirebuli wyaroebis umetesi nawili iyos 5-6 
wlis siRrmis.
 9. statias Tan unda axldes: a) dawesebulebis an samecniero xelmZRvane-
lis wardgineba, damowmebuli xelmoweriTa da beWdiT; b) dargis specialistis 
damowmebuli recenzia, romelSic miTiTebuli iqneba sakiTxis aqtualoba, masalis 
sakmaoba, meTodis sandooba, Sedegebis samecniero-praqtikuli mniSvneloba.
 10. statiis bolos saWiroa yvela avtoris xelmowera, romelTa raodenoba 
ar unda aRematebodes 5-s.
 11. redaqcia itovebs uflebas Seasworos statia. teqstze muSaoba da Se-
jereba xdeba saavtoro originalis mixedviT.
 12. dauSvebelia redaqciaSi iseTi statiis wardgena, romelic dasabeWdad 
wardgenili iyo sxva redaqciaSi an gamoqveynebuli iyo sxva gamocemebSi.

aRniSnuli wesebis darRvevis SemTxvevaSi statiebi ar ganixileba.
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Abstract.
Hemophagocytic lymphohistiocytosis (HLH) is a rare but 

life-threatening hyperinflammatory syndrome characterized by 
dysregulated immune activation and cytokine storm, frequently 
triggered by infections, autoimmune disorders, and malignancies. 
Among adults, lymphoma-associated HLH represents one of the 
most aggressive subtypes and carries significant mortality if not 
recognized early. We report the case of a 24-year-old male who 
initially presented with constitutional symptoms, progressive jaundice, 
and biochemical features suggestive of acute hepatitis. Initial 
evaluation focused on hepatic and autoimmune etiologies; however, 
progressive pancytopenia, marked hyperferritinemia (>15,000 ng/mL), 
hypofibrinogenemia, hypertriglyceridemia, and hepatosplenomegaly 
raised suspicion for HLH. Further imaging revealed diffuse 
lymphadenopathy and infiltrative hepatic lesions. Histopathological 
examination of a supraclavicular lymph node confirmed diffuse large 
B-cell lymphoma (DLBCL). The patient fulfilled HLH diagnostic 
criteria with an HScore of 200, indicating high probability of disease. 
Despite prompt initiation of dexamethasone and immunomodulatory 
therapy, the patient deteriorated rapidly, necessitating transfer to a 
tertiary oncology center. This case highlights the diagnostic challenge 
posed by hepatic-predominant HLH and emphasizes the importance 
of considering HLH in patients presenting with unexplained hepatitis, 
cytopenias, and hyperferritinemia.

Key words. B-cell lymphoma, acute hepatitis, hemophagocytic 
lymphohistiocytosis, adults.

Introduction.
Hemophagocytic lymphohistiocytosis (HLH) is a severe 

hyperinflammatory syndrome caused by uncontrolled activation 
of macrophages, cytotoxic T lymphocytes, and natural killer cells, 
leading to excessive cytokine production and multiorgan dysfunction. 
Prompt recognition is essential because HLH is rapidly progressive 
and often fatal if treatment is delayed. HLH may occur as a primary 
genetic disorder or secondary to infection, autoimmune disease, or 
malignancy. Malignancy-associated HLH is more common in adults, 
with hematologic malignancies—particularly lymphomas—being 
the predominant trigger. Diffuse large B-cell lymphoma (DLBCL), 
although less frequently associated than T-cell lymphomas, remains an 
important cause of lymphoma-associated HLH.

Clinical diagnosis can be challenging due to the nonspecific and 
heterogeneous presentation of HLH. Hepatic involvement is common 
and may mimic viral, autoimmune, or infiltrative liver disease, thereby 
delaying diagnosis. We present a case of DLBCL-associated HLH 
in a young adult whose initial presentation closely resembled acute 
hepatitis, illustrating the diagnostic challenges and emphasizing the 
importance of early suspicion in atypical presentations [1-17].

Case Presentation.
A previously healthy 24-year-old male presented with a five-

week history of persistent nausea, intermittent vomiting, abdominal 
discomfort, and subjective fever. Two weeks prior to admission, 
he developed progressive jaundice, dark urine, night sweats, and 
significant unintentional weight loss over three months. He denied 
alcohol use, illicit drug use, recent travel, sick contacts, or exposure 
to hepatotoxic agents. Past medical history was notable for a recent 
admission one month earlier for presumed hepatitis, from which he had 
been discharged following partial biochemical improvement.

On examination, the patient appeared jaundiced and mildly ill-
looking. Vital signs demonstrated hypotension (92/61 mmHg) and 
tachycardia (117 bpm), with normal temperature. There were scleral 
icterus and generalized jaundice. Cardiovascular and respiratory 
examinations were unremarkable. Abdominal examination showed 
a soft, non-tender abdomen without palpable organomegaly. No 
peripheral lymphadenopathy was appreciated initially.

Initial laboratory evaluation revealed pancytopenia with hemoglobin 
9.9 g/dL, white blood cell count 1.1 ×10⁹/L, neutrophils 0.82 ×10⁹/L, 
and platelet count 75 ×10⁹/L. Liver function testing showed cholestatic 
hepatitis with AST 276 U/L, ALT 190 U/L, ALP 328 U/L, GGT 339 
U/L, and total bilirubin 160 μmol/L. Coagulation studies revealed 
prolonged INR of 1.68 and fibrinogen 0.89 g/L. Ferritin was markedly 
elevated above 15,000 ng/mL, triglycerides were elevated at 3.6 
mmol/L, and LDH was 661 U/L.

Viral hepatitis and infectious serologies were negative for acute 
infection. Autoimmune liver workup was largely unremarkable aside 
from weakly positive ANA (1:80). Abdominal ultrasound demonstrated 
mild hepatosplenomegaly. MRCP excluded biliary obstruction but 
revealed hepatosplenomegaly, diffuse parenchymal liver abnormalities, 
and an 8 cm hepatic lesion concerning for infiltrative disease. 
Subsequent CT imaging identified supraclavicular, axillary, abdominal 
lymphadenopathy, and hepatic/splenic infiltrative lesions.

Given the constellation of persistent fever, cytopenias involving ≥2 
hematologic lineages (anemia, leukopenia, and thrombocytopenia), 
hyperferritinemia, hypertriglyceridemia with hypofibrinogenemia, 
splenomegaly, hepatomegaly, and liver dysfunction, secondary 
Hemophagocytic Lymphohistiocytosis was strongly suspected. 
The patient fulfilled at least five HLH-2004 diagnostic criteria, 
specifically: (1) fever, (2) cytopenias affecting ≥2 cell lines, (3) 
hyperferritinemia, (4) hypertriglyceridemia with hypofibrinogenemia, 
and (5) splenomegaly. The calculated HScore was 200, corresponding 
to an estimated 88–93% probability of HLH. Bone marrow biopsy 
was deemed unnecessary given the clear clinicopathological diagnosis 
and fulfillment of established HLH diagnostic criteria. Assessment 
of soluble IL-2 receptor (sCD25) levels and NK-cell activity was not 
available at our institution and therefore could not be performed.
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Criterion Definition / Threshold
Fever ≥38.5°C
Splenomegaly Clinically or radiologically detected
Cytopenias (≥2 lineages) Hb <9 g/dL, Platelets <100 ×10⁹/L, Neutrophils <1.0 ×10⁹/L
Hypertriglyceridemia and/or hypofibrinogenemia Triglycerides ≥265 mg/dL and/or Fibrinogen ≤150 mg/dL
Hemophagocytosis Bone marrow, spleen, lymph node, or liver
Low/absent NK-cell activity Functional assay
Ferritin elevation ≥500 ng/mL (often much higher in practice)
Elevated soluble CD25 (sIL-2 receptor) ≥2400 U/mL

Table 1. Diagnosis requires ≥5 of the following 8 criteria (in the absence of a molecular diagnosis)[1].

Figure 1. CT image of the upper abdomen demonstrates a diffusely heterogeneous hepatic parenchyma with a mottled attenuation pattern.

Figure 2. MRCP demonstrates hepatosplenomegaly, diffuse parenchymal liver abnormalities, and an 8 cm hepatic lesion concerning for infiltrative 
disease.
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Histopathological examination of the supraclavicular lymph node 
biopsy demonstrated diffuse infiltration by large atypical lymphoid 
cells. Immunohistochemical analysis revealed positivity for CD20, 
CD5, CD30, BCL2, and CD25, with focal EMA expression. The 
neoplastic cells were negative for CD10, CD23, CD21, BCL6, and 
CD15. Ki-67 immunostaining demonstrated moderately increased 
proliferative activity. These findings were consistent with diffuse large 
B-cell lymphoma (DLBCL).

The patient was initiated on dexamethasone and emapalumab 
along with supportive care including blood product transfusion, 
broad-spectrum antibiotics, and electrolyte correction. Despite 
therapy, the patient experienced progressive cytopenias, worsening 
hyperbilirubinemia, and clinical deterioration, necessitating urgent 
transfer to a tertiary oncology center for definitive lymphoma-directed 
chemotherapy.

The patient received 1 cycle of R-CEP chemotherapy (Rituximab, 
Cyclophosphamide, Etoposide, and Prednisolone) in addition to 4 
doses of Gamifant (Emapalumab). During admission, the patient 
showed significant clinical and laboratory improvement, with 
improvement of cytopenias and reduction of bilirubin level to 40 
µmol/L prior to discharge. The patient was discharged in good general 
condition. The planned 2nd cycle of chemotherapy was postponed due 
to CMV reactivation. Further management and timing of subsequent 
chemotherapy cycles will depend on control of CMV infection and 
reassessment of the patient’s clinical and laboratory status.

Discussion.
HLH is a hematologic emergency characterized by dysregulated 

immune activation leading to hypercytokinemia, tissue infiltration, and 
progressive multiorgan failure. Early recognition and prompt initiation 
of therapy are critical, as mortality remains exceedingly high when 
treatment is delayed [1,4,6,15].

In adults, HLH remains particularly challenging to diagnose because 
its clinical presentation is often nonspecific and may overlap with sepsis, 
acute liver injury, autoimmune disease, and hematologic malignancy 
[4,5,8]. The HLH-2004 criteria remain the most widely used diagnostic 
framework and require fulfilment of five of eight established criteria 
[1]. The HScore has also emerged as a valuable validated diagnostic 
tool in adults, with scores ≥169 demonstrating high sensitivity and 
specificity for HLH [3].

The present case was especially diagnostically challenging because 
hepatic dysfunction was the dominant initial manifestation, closely 
mimicking acute hepatitis. Although liver involvement is common in 
HLH, presentation as acute cholestatic hepatitis or acute liver failure 
is relatively uncommon and may delay recognition of the underlying 
hyperinflammatory syndrome [4,13].

Malignancy-associated HLH, particularly lymphoma-associated 
HLH, represents the most frequent subtype of secondary HLH in adults 
and is associated with a particularly poor prognosis [10,11]. Among 
malignancy triggers, large B-cell lymphomas, including diffuse large 
B-cell lymphoma (DLBCL), are recognized causes, although less 
common than T-cell or NK-cell lymphomas [11,12].

Marked hyperferritinemia is one of the most important diagnostic 
clues in HLH. Ferritin levels exceeding 10,000 ng/mL strongly support 
the diagnosis in the appropriate clinical context [9]. In this case, ferritin 
levels exceeded 15,000 ng/mL, significantly strengthening the clinical 
suspicion for HLH.

The cornerstone of treatment in malignancy-associated HLH involves 
rapid suppression of the hyperinflammatory state using HLH-directed 
therapy, most commonly dexamethasone with or without etoposide, 
followed by definitive treatment of the underlying malignancy [6,8]. 
Emerging targeted therapies, such as interferon-γ blockade with 
emapalumab, may offer benefit in refractory cases, although data in 
malignancy-associated HLH remain limited [14].

Although Emapalumab is currently approved primarily for primary 
HLH, its use in this case was justified by the presence of severe 
malignancy-associated HLH accompanied by progressive multiorgan 
dysfunction and an insufficient response to initial supportive 
and immunosuppressive therapies. In the setting of a fulminant 
hyperinflammatory syndrome characterized by marked cytokine 
activation, worsening cytopenias, and progressive hepatic dysfunction, 
targeted inhibition of interferon-γ was employed as a bridging 
therapeutic strategy to achieve inflammatory control prior to the 
initiation of definitive lymphoma-directed chemotherapy. Furthermore, 
emerging evidence supports a central pathogenic role of interferon-γ 
in secondary HLH, including malignancy-associated subtypes, thereby 
providing a biologically plausible rationale for the off-label use of 
emapalumab in critically ill adult patients with refractory disease 
[16,17].

Conclusion.
This case highlights an unusual hepatic-predominant presentation of 

DLBCL-associated HLH in a young adult, initially masquerading as 
acute hepatitis. HLH should be considered in patients presenting with 
unexplained hepatitis, cytopenias, hepatosplenomegaly, and marked 
hyperferritinemia. Early recognition and prompt multidisciplinary 
intervention are critical, particularly in malignancy-associated HLH, 
where delayed diagnosis may significantly worsen prognosis.
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