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Abstract: Dengue’s lack of specific treatments beyond supportive care prompts a focus on uncover-
ing additional pathophysiological factors. Dengue-associated hemophagocytic lymphohistiocytosis
(HLH), characterized by dysregulated macrophage activation and cytokine storm, remains underex-
plored despite its potential to worsen disease severity and mortality. While rare, dengue-associated
HLH disproportionately affects severe cases, significantly impacting mortality rates. To mitigate high
mortality, early identification and familiarity with dengue-associated HLH are imperative for prompt
treatment by clinicians. This narrative review therefore aims to examine the current clinical and ther-
apeutic knowledge on dengue-associated HLH, and act as a resource for clinicians to improve their
management of HLH associated with severe dengue. Dengue-associated HLH should be considered
for all cases of severe dengue and may be suspected based on the presence of prolonged or recur-
rent fever for >7 days, or anemia without intravascular hemolysis or massive bleeding. Diagnosis
relies on fulfilling at least five of the eight HLH-2004 criteria. Treatment predominantly involves
short courses (3–4 days) of high-dose steroids (e.g., dexamethasone 10 mg/m2), with additional
therapies considered in more severe presentations. Notably, outcomes can be favorable with steroid
therapy alone.

Keywords: critical care; cytokine release syndrome; flavivirus; intensive care units; multiple organ
failure; severe dengue

1. Introduction

Dengue is one of the most important vector-borne diseases globally, affecting large
geographical regions and contributing to symptomatic disease in 60–100 million new cases
annually [1,2]. Each year, the estimated global impact of dengue includes 10,000 deaths,
half a million years of life lost to premature mortality, half of million years lived in disability,
a million disability-adjusted life-years, and costs of USD 8.9 billion [1–3].

Mosquito control, the use of personal protection, and vaccination are means for
preventing dengue infection. Three tetravalent vaccines have demonstrated efficacy against
dengue infection in Phase III clinical trials: the three-dose CYD-TDV (Dengvaxia®, Sanofi
S.A. Paris, France) [4,5], the two-dose TAK-003 (Qdenga®, Takeda Pharmaceutical Company
Limited, Tokyo, Japan) [6,7], and the one-dose Butantan-DV (Instituto Butantan, São
Paulo, Brazil) [8]. Of note, CYD-TDV paradoxically increased the risk of severe disease
in seronegative recipients through unknown immunopathologic mechanisms, and thus
should only be given to persons with at least one previous dengue infection [9].

Once an individual is infected, the overall management of dengue is supportive [10].
Capillary leak and hypotension are corrected with fluid therapy, bleeding with blood
product support, cardiomyopathy with inotropic agents to increase cardiac function, and
respiratory failure with mechanical ventilation. Although good supportive care may
mitigate the poor outcomes of dengue, the lack of any specific treatment limits the potential
for further improvement of health outcomes. Efforts directed at uncovering and treating
the underlying pathophysiology of severe dengue are therefore urgently needed.
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As severe dengue is marked by increased plasma leakage, much research has aimed to
preserve capillary permeability [11]. Nonetheless, another aspect of severe dengue—that of
dengue-associated hemophagocytic lymphohistiocytosis (HLH)—may be overlooked, and
it is not mentioned in the World Health Organization dengue management guidelines in
2009 [10].

HLH, in general, is a rare diagnosis that may be associated with a variety of infectious
triggers (especially Epstein–Barr virus [12], dengue virus [13], and scrub typhus [14]),
autoimmune disorders [15–17], malignancy [18–20], and familial genetic mutations [21]. It
is predominantly found in children, with an incidence of about 1 in 100,000 hospitalized
children [22]. Adult cases are increasingly recognized [23,24]. As a subset of HLH, dengue-
associated HLH is even more uncommon among all dengue patients, occurring with an
incidence of 0.44 cases per 100,000 children per year [25]. Nonetheless, dengue-associated
HLH is found more commonly in severe dengue patients; it was observed in 15 (13.4%)
of 112 children with severe dengue [26] and in 5 (38.5%) of 13 non-survivors in a study of
114 patients admitted to an adult intensive care unit [27]. Unlike severe dengue, which has
no known specific treatment [28], HLH in general may benefit from the prompt application
of specific therapies to destroy immune cells and suppress inflammation (e.g., with dex-
amethasone and possibly HLH-specific chemotherapy [24,29]), which may then mitigate
unfavorable outcomes like further organ dysfunction and mortality [26,30–32].

Case fatality rates for dengue-associated HLH range from 4.5% when active surveil-
lance was conducted [25], to 14.6% in a systematic review of published reports [32], and
to 43% in an adult intensive care unit series [33]. To mitigate high mortality, early identifi-
cation and familiarity with dengue-associated HLH are imperative for prompt treatment
by clinicians. This paper therefore aims to review the current clinical and therapeutic
knowledge on dengue-associated HLH, and act as a resource to allow clinicians to improve
their management of HLH associated with severe dengue.

2. Pathophysiology and Presentation of Dengue-Associated HLH

In dengue-associated HLH, dengue infection triggers dysregulated macrophage ac-
tivation that in turn leads to excessive cytokine secretion (i.e., a “cytokine storm”) and
aggressive immune-mediated tissue destruction [34–36] (Figure 1).
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Figure 1. Pathophysiology of dengue-associated hemophagocytic lymphohistiocytosis. Dengue vi-
rus infection triggers the activation of cytotoxic T-cells, leading to cytokine release, macrophage ac-
tivation, and subsequent dysfunction of vital organs. Images from Science Figures (open license) 
(accessed from https://sciencefigures.org on 30 March 2024). Figure constructed based on infor-
mation from Hines et al. [35] and Keenan et al. [36]. 

 
Figure 2. Bone marrow smear with hemophagocytosis. The large cell in the center of the image is a 
macrophage that has phagocytosed several red blood cells and platelets. Image by Petter Quist-
Paulsen (license CC BY SA 3.0) (accessed from https://sml.snl.no/hemofagocytisk_lymfohistio-
cytose_-_HLH on 30 March 2024). 

3. Identification and Treatment of Dengue-Associated HLH in Adults and Children 
>12 Years of Age 

Table 1 contains case reports or series of 39 non-pregnant patients with dengue-asso-
ciated HLH. Persistent or recurrent fever over a duration exceeding 7 days was the main 
presenting feature for most patients. Few patients had comorbid medical conditions; these 
included diabetes mellitus [44–46], hypertension [47], and obesity [48]. Patients were di-
agnosed using the criteria outlined by the HLH-2004 study [41], with 33 cases (84.6%) 
reporting hemophagocytosis on bone marrow aspirate (1 case was determined postmor-
tem [49]), 1 case reported a false negative finding [50]), and no cases mentioned any pro-
cedural complications or difficulties. 

Treatment of dengue-associated HLH was usually with short courses (about 3–4 
days) of high-dose intravenous steroids, e.g., dexamethasone 10 mg/m2 daily [51], with 
some patients tapering steroids over 2–8 weeks [40,50,52–55]. One case initiated and con-
tinued dexamethasone orally for a total of 26 days [56]. Other agents like intravenous im-
munoglobulin [57–59] or etoposide [60,61] were only occasionally used, which departs 

Figure 1. Pathophysiology of dengue-associated hemophagocytic lymphohistiocytosis. Dengue virus
infection triggers the activation of cytotoxic T-cells, leading to cytokine release, macrophage activation,
and subsequent dysfunction of vital organs. Images from Science Figures (open license) (accessed
from https://sciencefigures.org on 30 March 2024). Figure constructed based on information from
Hines et al. [35] and Keenan et al. [36].
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Fever, bicytopenia (particularly anemia and thrombocytopenia), hepatomegaly, hep-
atitis, and hyperferritinemia (>500 mcg/L) may occur in both severe dengue and HLH.
However, unlike patients with severe dengue alone, patients with HLH may commonly
present with prolonged fever of >7 days, splenomegaly, elevated lactate dehydrogenase, hy-
pertriglyceridemia, hypofibrinogenemia, and hemophagocytosis (histiocyte/macrophage
engulfing erythrocytes, leukocytes, and platelets, as demonstrated on bone marrow exami-
nation, Figure 2) [15,16,20,23,26,37–40]. The diagnosis of HLH requires five of the following
eight criteria as outlined by the HLH-2004 study: (1) fever, (2) splenomegaly, (3) bicy-
topenia, (4) hypertriglyceridemia (≥3 mmol/L) and/or hypofibrinogenemia (≤1.5 g/L),
(5) hemophagocytosis in bone marrow/spleen/lymph nodes, (6) low/absent NK-cell-
activity, (7) hyperferritinemia (≥500 mcg/L), and (8) high soluble CD25 (interleukin-2-
receptor) level ≥2400 U/mL [41–43].
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Figure 2. Bone marrow smear with hemophagocytosis. The large cell in the center of the im-
age is a macrophage that has phagocytosed several red blood cells and platelets. Image by
Petter Quist-Paulsen (license CC BY SA 3.0) (accessed from https://sml.snl.no/hemofagocytisk_
lymfohistiocytose_-_HLH on 30 March 2024).

3. Identification and Treatment of Dengue-Associated HLH in Adults and
Children > 12 Years of Age

Table 1 contains case reports or series of 39 non-pregnant patients with dengue-
associated HLH. Persistent or recurrent fever over a duration exceeding 7 days was the
main presenting feature for most patients. Few patients had comorbid medical conditions;
these included diabetes mellitus [44–46], hypertension [47], and obesity [48]. Patients
were diagnosed using the criteria outlined by the HLH-2004 study [41], with 33 cases
(84.6%) reporting hemophagocytosis on bone marrow aspirate (1 case was determined
postmortem [49]), 1 case reported a false negative finding [50]), and no cases mentioned
any procedural complications or difficulties.

Treatment of dengue-associated HLH was usually with short courses (about 3–4 days)
of high-dose intravenous steroids, e.g., dexamethasone 10 mg/m2 daily [51], with some
patients tapering steroids over 2–8 weeks [40,50,52–55]. One case initiated and contin-
ued dexamethasone orally for a total of 26 days [56]. Other agents like intravenous im-
munoglobulin [57–59] or etoposide [60,61] were only occasionally used, which departs
from the HLH-2004 study treatment protocol. In some reports, good clinical outcomes
were achieved by using IV immunoglobulin alone, without steroids [57]. In addition, no
other chemotherapy or hematopoietic stem cell transplantation was reported. With steroids
alone, no study reported an increased risk of secondary bacterial or fungal infection.

One case involving a pregnant patient with dengue-associated HLH has been re-
ported [62]. The patient was a 28-year-old woman at 38 weeks gestation and had gesta-
tional diabetes, controlled by the diet [62]. Dengue-associated HLH was identified based
on fever for three days, persistent anemia despite blood transfusion, thrombocytopenia,
hepatosplenomegaly from day six with hepatitis, high lactate dehydrogenase (759 IU/L),
high ferritin (6930 mcg/L), high triglyceride (4.3 mmol/L), and hemophagocytosis on bone
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marrow aspirate. The main treatment administered was intravenous methylprednisolone
1 g for three days, followed by oral prednisolone 1 mg/kg for two weeks, and steroid taper
over six weeks. Despite severe postpartum hemorrhage requiring massive transfusion, the
patient made a complete recovery. Based on this case, pregnancy status does not appear
to confer any substantial differences in diagnosis or treatment of dengue-associated HLH,
although there may be an increased bleeding risk.

Table 1. Selected reports of dengue-associated HLH in non-pregnant adults and children > 12 years old.

Patient Characteristics
(Reference)

Clinical Presentation and
Identification of HLH Treatment and Outcome

25-year-old male
(Acharya [60])

Fever for 9 days,
hepatosplenomegaly,

hepatitis, pancytopenia, high
ferritin (1121 mcg/L), high

triglyceride (3.1 mmol/L), low
fibrinogen (0.9 g/L),

hemophagocytosis on bone
marrow aspirate

IV dexamethasone 10 mg/m2

daily. IV etoposide twice a
week for 2 weeks and once

weekly for 6 weeks. Clinical
recovery on day 8 of

hospitalization. Complete
recovery at 3 months of

follow-up

26-year-old male, no comorbid
diseases (Arshad [63])

Fever for 2 weeks,
pancytopenia, hepatitis, high

LDH, high triglyceride
(3.2 mmol/L), high ferritin

(24,459 mcg/L),
hemophagocytosis on bone

marrow aspirate

Supportive care without
steroids. Death at

hospitalization day 3

23-year-old female,
33-year-old man, both without

comorbid conditions
(Chang [51])

Persistent and recurrent fever
over >5 days,

thrombocytopenia, hepatitis,
high ferritin

(8364–38,068 mcg/L),
hemophagocytosis on bone

marrow aspirate

IV dexamethasone 10 mg/m2

daily for 3–4 days, without
any steroid taper. Both
patients recovered fully

30-year-old man, microcytic
anemia of unknown cause

(Cheo [49])

Fever for 3 days,
thrombocytopenia, hepatitis,

high triglyceride
(8.7 mmol/L), high ferritin

(>40,000 mcg/L),
hemophagocytosis on

postmortem bone marrow

Supportive treatment without
steroids. Death

33-year-old female, no
comorbid diseases

(Chung [52])

Fever for 3 days,
splenomegaly, neutropenia,

thrombocytopenia, hepatitis,
high LDH (1775 U/L), high
triglyceride (3.5 mmol/L),

high ferritin (25,107 mcg/L)

IV dexamethasone 10 mg/m2

daily. Dexamethasone tapered
over 2 weeks. Full recovery

after 18 days of hospitalization

21-year-old female, no
comorbid diseases (De

Koninck [57])

Fever, leukopenia,
thrombocytopenia, hepatitis,
high ferritin (8208 mcg/L),
hemophagocytosis on bone

marrow aspirate

IV immunoglobulin G
1 g/kg/day body weight for

2 days. Full recovery after
14 days

45-year-old female, with
hypertension and diabetes

mellitus (Ishak [44])

Fever for 9 days, leukopenia,
thrombocytopenia, hepatitis,
high LDH (3627 U/L), high

ferritin (31,013 mcg/L)

IV dexamethasone given, with
improvement, hospital

discharge on day 19 of illness,
and normalized liver function

on day 26
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Table 1. Cont.

Patient Characteristics
(Reference)

Clinical Presentation and
Identification of HLH Treatment and Outcome

17, 19, 32-year-old males, all
without comorbid diseases

(Jamaludin [40])

Fever for 2–5 days, anemia,
thrombocytopenia,

lymphopenia, hepatitis, high
LDH (1054–5101 U/L),

hepatomegaly, splenomegaly,
high ferritin (17,432 to
>40,000 mcg/L), high

triglyceride
(1.54–10.4 mmol/L),

hemophagocytosis on bone
marrow aspirate

For the first case, IV
dexamethasone 10 mg/m2

daily, IV immunoglobulin
0.5 g/kg. Dexamethasone

tapered over 2 weeks. For the
second case, dexamethasone
4 mg TDS was administered
for 2 days. For the third case,

dexamethasone 4 mg TDS was
administered for 1 day. All

3 patients achieved
complete recovery

18-year-old male, no
comorbid diseases (Jha [50])

Fever >3 weeks,
hepatosplenomegaly,

pancytopenia, high ferritin
(10,550 mcg/L), high

triglyceride (5.8 mmol/L), but
no hemophagocytosis on bone

marrow aspirate (i.e.,
false negative)

IV dexamethasone 10 mg/m2

daily (16 mg in this case) for
5 days, followed by oral

dexamethasone taper over
3 weeks. Full recovery after

3 weeks

33-year-old male, no
comorbid diseases (Lu [64])

Fever, thrombocytopenia,
anemia, splenomegaly,

hepatitis, high LDH
(1243 U/L),

hemophagocytosis on bone
marrow aspirate (NB. No

ferritin levels reported. Only 4
of the 8 HLH-2008

criteria met)

Supportive care without
steroids. Complete recovery at

1 month of follow-up

47-year-old male, diabetes
mellitus. (Mizutani [45])

Fever for 3 days, hepatitis,
leucopenia,

thrombocytopenia, high
ferritin (9840 mcg/L), low

fibrinogen (1.4 g/L),
hemophagocytosis on bone

marrow aspirate

Supportive care without
steroids. Discharged after

9 days of hospitalization with
complete recovery of blood
counts. Remained well at

1 year of follow-up

63-year-old female with
asthma, chronic hepatitis B

infection and hemoglobin H
disease (Munshi [65])

Fever, hepatomegaly, hepatitis,
pancytopenia, high ferritin

(>40,000 mcg/L), low
fibrinogen (1.9 g/L),

hemophagocytosis on bone
marrow aspirate

Supportive care without
steroids. Improvement

and recovery

28-year-old female, no
comorbid diseases

(Narayanasami [53])

Fever for 6 days,
hepatosplenomegaly, anemia,
thrombocytopenia, hepatitis,
high ferritin (72,100 mcg/L),
hemophagocytosis on bone

marrow aspirate

IV dexamethasone 10 mg/m2

daily for 3 days. Improvement
with discharge after 11 days of

hospitalization

20-year-old male, 32-year-old
male, both without

comorbid conditions
(Padmaprakash [58])

Fever >7 days,
hepatosplenomegaly,

pancytopenia, hepatitis, high
triglyceride (3–4 mmol/L),

high ferritin (18,540 to
>24,000 mcg/L),

hemophagocytosis on bone
marrow aspirate

IV immunoglobulin in both
cases, IV dexamethasone in

1 case. Both survived
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Table 1. Cont.

Patient Characteristics
(Reference)

Clinical Presentation and
Identification of HLH Treatment and Outcome

17-year-old male, no
comorbid diseases (Porel [61])

Fever for 2 weeks,
pancytopenia,

hepatosplenomegaly, hepatitis,
high LDH (8690 U/L), high
triglyceride (3.3 mmol/L),
high ferritin (1680 mcg/L),
hemophagocytosis on bone

marrow aspirate

Dexamethasone and etoposide
following HLH-94 protocol.
Significantly improved and

discharged well from hospital

17-year-old male, no comorbid
conditions (Pradeep [54])

Fever for >4 days,
hepatosplenomegaly, hepatitis,
persistent pancytopenia, high

triglyceride (3.5 mmol/L),
high ferritin (>3000 mcg/L),
hemophagocytosis on bone

marrow aspirate

IV dexamethasone 10 mg/m2

daily (17 mg/day in this
patient) for 2 weeks, with
steroid taper over 8 weeks.

The fever settled within 24 h
after starting IV

dexamethasone. Complete
recovery at 8 weeks follow-up

24-year-old female, no
comorbid diseases (Ray [55])

Recurrent fever over 1 week,
hepatosplenomegaly,
anemia, leukopenia,

thrombocytopenia, hepatitis,
high LDH (2461 U/L), high
triglyceride (6.0 mmol/L),
high ferritin (2161 mcg/L),
hemophagocytosis on bone

marrow aspirate

IV dexamethasone 10 mg/m2

daily (16 mg/day in this
patient), with steroid taper
over 8 weeks, followed by
dexamethasone pulses to

maintain remission of HLH
over weeks 9–40. Resolution

and no reactivation at
6-month follow-up

33-year-old man, no comorbid
conditions (Ren [56])

Fever for 9 days,
hepatomegaly,

thrombocytopenia, hepatitis,
high ferritin (65,212 mcg/L),
hemophagocytosis on bone

marrow aspirate

Oral dexamethasone 20 mg
daily for 2 weeks, followed by
10 mg daily for 4 days, 4 mg

daily for 5 days, and then
2 mg daily for 3 days.

Improved and discharged
after 11 days of

hospitalization. In remission
at 1 month follow-up

25-year-old female,
38-year-old man and

44-year-old female; all
without comorbid diseases

(Ribeiro [66])

Fever, hepatosplenomegaly,
leukopenia,

thrombocytopenia, hepatitis,
high LDH (779–1624 U/L),
high ferritin (7093–23,451
mcg/L), high triglyceride

(3.1–4.6 mmol/L),
hemophagocytosis on bone

marrow aspirate

Corticosteroids were given to
all 3 patients. IV

immunoglobulin given to
1 patient. All recovered after

2 weeks of treatment

63-year-old female, Crohn’s
disease treated with
mercaptopurine and

mesalamine, uterine cancer
treated with hysterectomy,

hypertension, hyperlipidemia,
coronary artery disease,

obesity, depression, previous
thyroidectomy (reason not

stated) (Sharp [47])

Fever, leukopenia,
thrombocytopenia, anemia,

hepatitis, high LDH (727 U/L),
high ferritin (>7500 mcg/L),
low fibrinogen (<0.6 g/L),

hemophagocytosis on bone
marrow aspirate

Supportive therapy without
steroids. Death at

hospitalization day 12 from
fulminant multiorgan failure
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Table 1. Cont.

Patient Characteristics
(Reference)

Clinical Presentation and
Identification of HLH Treatment and Outcome

14-year-old male, no comorbid
conditions (Takkinsatian [67])

Fever >7 days,
hepatosplenomegaly,

leukopenia,
thrombocytopenia, high

ferritin (>40,000 ng/L), low
fibrinogen (1.49 g/L),

hemophagocytosis on bone
marrow aspirate

IV dexamethasone and IV
immunoglobulin. Full
recovery after 2 weeks

16- to 43-year-old, 4 females,
2 males, one with previously

undiagnosed diabetes mellitus
(Tan [46])

Persistent/recurrent fever
>7 days, hepatomegaly,

hepatitis,
pancytopenia/bicytopenia,

high ferritin
(28,060–66,036 mcg/L),

hemophagocytosis on bone
marrow aspirate done for

3 patients. One patient also
had high triglyceride and low

fibrinogen levels

Supportive therapy without
steroids in 2 patients. IV
methylprednisolone in

4 patients (1 also had IV
immunoglobulin G) with

prednisolone taper
during recovery.

Recovery/improvement in 5
of 6 patients at hospital

discharge. One patient died (a
43-year-old woman with
previously undiagnosed

diabetes mellitus)

2 cases, 12 and 14 years old,
1 had beta-thalassemia major

and 1 had trisomy 21
(Thadchanamoorthy [68])

Persistent fever for >5 days,
anemia, thrombocytopenia,

hepatosplenomegaly,
hepatitis, high LDH

(1280–2106 U/L), high ferritin
(6000–32,000 mcg/L), low
fibrinogen (1.2 g/L), high

triglyceride (2.8–3.2 mmol/L),
hemophagocytosis on bone

marrow aspirate

Steroid only for 1 patient. IV
dexamethasone with IV

immunoglobulin for 1 patient.
Both recovered

53-year-old male, no comorbid
diseases (Wong [69])

Fever, hepatosplenomegaly,
hepatitis, anemia,

thrombocytopenia,
hemophagocytosis on bone
marrow aspirate (NB: No

ferritin levels reported. Only 4
of the 8 HLH-2008

criteria met)

“Systemic steroid”
administered for 2 days prior

to presentation. Complete
recovery 1 week after

presentation

14-year-old male, 35-year-old
female with morbid obesity,
56-year-old man (Yew [48])

Fever for >3 days, bicytopenia,
hepatitis, high LDH

(2719 U/L), high triglyceride
(3.2 mmol/L), high ferritin

(35,023–93,026 mcg/L),
hemophagocytosis on bone

marrow aspirate

Supportive therapy without
steroids for 1 patient. IV

methylprednisolone 500 mg
daily for 1–2 days for

2 patients. Complete recovery
or improvement for all

3 patients
ICU: intensive care unit. IV: intravenous. LDH: lactate dehydrogenase.

4. Identification and Treatment of Dengue-Associated HLH in Young Children up to
12 Years of Age

Table 2 contains case reports or series of 97 young children with dengue-associated
HLH. The clinical presentation of young children resembled that of adults. Persistent
or recurrent fever over a duration exceeding 7 days was the main presenting feature for
most patients. Comorbid conditions were few, and included diabetes, obesity, asthma, and
congenital heart disease [25,48]. Like adults, young children were diagnosed using the
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criteria outlined by the HLH-2004 study [41]. However, unlike adults, about two-thirds of
these cases (63 patients) did not report the performance of bone marrow aspiration.

Treatment of dengue-associated HLH in young children appeared to involve either
steroids alone [48,70,71], immunoglobulin alone [72], or a combination of steroids and
immunoglobulin [67]. Other agents like etoposide [73] were only occasionally used. No
other chemotherapy or hematopoietic stem cell transplantation was reported. With steroids
alone, or with combination steroid and immunoglobulin therapy, only one study suggested
an increased risk of secondary bacterial infection [74].

Table 2. Selected reports of dengue-associated HLH in young children up to 12 years of age.

Patient Characteristics
(Reference)

Clinical Presentation and
Identification of HLH Treatment and Outcome

8-month-old male, no
comorbid conditions

(Arora [73])

Recurrent fever >7 days,
hepatosplenomegaly,
hepatitis, high LDH

(9116 U/L), bicytopenia, high
ferritin (>40,000 mcg/L), low

fibrinogen (0.76 g/L), high
triglyceride (3.1 mmol/L),
focal convulsion, embolic

infarcts with diffuse
leptomeningeal enhancement

on MRI

IV dexamethasone 10 mg/m2

daily, IV etoposide, intrathecal
methotrexate, intrathecal

hydrocortisone. Death

7 cases admitted to a pediatric
ICU, median age 8 years,

5 (71.4%) males, no comorbid
conditions (Bhattacharya [75])

Fever for mean of 5 days,
hepatomegaly,

thrombocytopenia (mean
platelet count 23,000/mm3),
anemia (mean hemoglobin

8.1 g/dL), hepatitis,
hemophagocytosis with bone

marrow aspiration in all
7 cases

Steroids were given to
4 patients and all survived.

No steroids given to 3 patients,
with 2 deaths (28.6% mortality

among all 7 cases)

22 cases found from active
case surveillance among

hospitalized children with
dengue in Puerto Rico,

median age 1 year, 12 (55%)
male, 3 (13.6%) were

premature births, 10 (45.5%)
had other chronic medical

conditions (Ellis [25])

Fever for median of 8 days,
high ferritin (median

18,789 mcg/L), 17 (77.3%) had
splenomegaly, 19 (86.4%) had
hepatomegaly, 16 (72.7%) had

anemia, 20 (90.9%) had
thrombocytopenia, 17 (77.3%)

had leukopenia,
hemophagocytosis in 8 of

14 cases with bone
marrow aspiration

Overall, 16 (72.7%) received
corticosteroids, 13 (59.1%)

received IV immunoglobulin,
8 (36.4%) received etoposide;
1 death out of 22 cases (4.5%

case fatality rate)

4-year-old female, no
comorbid conditions

(Gnanasambandam [72])

Fever for 8 days,
hepatomegaly, hepatitis, high

triglyceride (2.8 mmol/L),
thrombocytopenia, high

ferritin (7500 mcg/L), low
fibrinogen (1.3 g/L)

IV immunoglobulin 2 g/kg
over 48 h. Recovery and

hospital discharge
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Table 2. Cont.

Patient Characteristics
(Reference)

Clinical Presentation and
Identification of HLH Treatment and Outcome

1-week-old male, born at 33
weeks gestation, no comorbid
conditions (Krishnappa [74])

Encephalopathy,
hepatomegaly, hepatitis,

anemia, thrombocytopenia,
low fibrinogen (1.3 g/L), high
ferritin (34,718 mcg/L), low

NK cell activity

IV immunoglobulin 0.5 g/kg
once. IV dexamethasone

10 mg/m2 daily for 2 weeks.
Improved from HLH. Had

Staph hominis sepsis and
Acinetobacter baumanii
ventilator-associated

pneumonia. Eventually
recovered and discharged

after 74 days of hospitalization

27 cases, median 3 years old
(range 4 months to 10 years)

(Nandhakumar [13])

Fever for 8 days on average,
hepatitis, high ferritin (mean

26,620 mcg/L)

Overall, 18 improved with
supportive care alone; 9 cases
with hemodynamic instability,

respiratory distress, and
neurological involvement

given steroids and IV
immunoglobulin, with

4 deaths

11 cases, 2–10 years of age, 6
male (54.5%) (Parajuli [76])

Fever (100%), hepatomegaly
(90.9%), splenomegaly (36.4%),

cytopenias (90.9%), high
triglyceride (18.2%), low
fibrinogen (27.3%), high

ferritin (mean 8311 mcg/L),
hemophagocytosis (63.6%)

Six received IV
dexamethasone, two received

IV immunoglobulin. Five
deaths (45.5%)

10-year-old male, no
comorbid diseases (Ray [77])

Fever for 2 weeks, bicytopenia,
hepatosplenomegaly, hepatitis,

high LDH (1180 U/L), high
triglyceride (3.9 mmol/L),
high ferritin (2800 mcg/L)

Steroids and supportive care.
Full recovery

15 children, mean age 2 years,
no comorbid diseases

(Restrepo [26])

Fever for >7 days (mean 10
days), hepatomegaly, anemia,

hepatitis, high LDH (mean
4209 U/L), high triglyceride

(mean 3.8 mmol/L)

Steroids given to 8 children
(53%) with 50% survival,
combined steroids and

immunoglobulin given to
4 children (27%) with 25%

survival (further details about
disease severity not stated).

Among all 15 cases, 4 deaths
(27%)

9 cases, mean age 10.4 years,
no comorbid diseases

(Singh [71])

Splenomegaly,
thrombocytopenia, hepatitis,
high LDH (mean 7929 U/L),

high ferritin (mean
34,593 mcg/L)

All received steroids; 2 deaths
(22.2% mortality)

3-year-old female, 10-year-old
boy, both without comorbid

conditions (Takkinsatian [67])

Fever for >7 days, leukopenia,
thrombocytopenia, hepatitis,

high ferritin (>40,000 mcg/L),
hemophagocytosis with bone

marrow aspiration in
both cases

IV dexamethasone 10 mg/m2

and IV immunoglobulin
0.5 g/kg daily. Full recovery

after 1–2 weeks

9-year-old female with obesity
(Yew [48])

Fever for >7 days,
thrombocytopenia, hepatitis,
high ferritin (97,316 mcg/L),

low fibrinogen (0.95 g/L)

IV methylprednisolone
500 mg BD for 1 day. Full

recovery on day 11 of illness

ICU: intensive care unit. IV: intravenous. LDH: lactate dehydrogenase. MRI: magnetic resonance imaging.
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5. Challenges in the Diagnosis and Treatment of Dengue-Associated HLH

Dengue-associated HLH is often associated with severe dengue, which is dengue
infection with any of the following: severe plasma leakage (leading to shock, fluid accu-
mulation with respiratory distress), severe bleeding, severe organ involvement (aspartate
aminotransferase or alanine aminotransferase ≥1000 U/L, impaired consciousness, or other
organ failure) [10]. The clinical features of severe dengue can mask the identification of
HLH, which means that clinicians need to maintain a high index of suspicion and actively
look for the presence of any of the eight HLH-2004 criteria. Fortunately, assessment of
most of these criteria should be available in routine clinical practice. Some other clinical
features can help distinguish severe dengue from dengue-associated HLH, as these are
more commonly found in the latter: (1) prolonged or recurrent fever of >7 days [32,50]
(consider also co-infection, which occurred in 10.4% of 122 cases [32]), and (2) anemia
without intravascular hemolysis or massive bleeding [32,75].

Bone marrow examination is not necessary when enough criteria have been ful-
filled [32], although bone marrow aspiration seems to be safe in many reports involving
adults and older children with dengue-associated HLH, consistent with the low 0.08%
adverse event rate found in an audit performed by the British Society for Haematology
across 63 hospitals [70]. Additionally, when it is available, specialized testing for elevated
interleukin-2 receptor (i.e., CD25) can help distinguish dengue-associated HLH from severe
dengue alone [71].

For the treatment of dengue-associated HLH, no randomized trials are available,
which makes treatment selection both challenging and uncertain. Nonetheless, published
experience from contemporary cases mainly relies on supportive care with or without the
use of short courses (3–4 days) of high-dose steroids [51]. Although some patients had a
favorable outcome without steroids [45,64], the high risk of mortality and the relatively
low risk of short courses of steroids argue for using steroids to treat dengue-associated
HLH. Another reason to support the use of short courses of high-dose steroids is that
there is no apparent way of predicting the self-limiting trajectory of HLH with supportive
management alone.

Specific steroid treatment could be IV methylprednisolone or dexamethasone alone,
without the need for IV immunoglobulin or chemotherapy. Dexamethasone may be pre-
ferred when HLH involves the central nervous system, as it has superior penetration across
the blood–brain barrier compared to prednisolone [78]. Dexamethasone may even be
initiated orally [56], given its good bioavailability of 81% [79]. Similarly, prednisone and
prednisolone have good oral bioavailability of >80% [59], although their upfront use in
dengue-associated HLH has not been reported.

Some authors have suggested combined therapy of steroids with immunoglobu-
lin [59], an example being methylprednisolone 1 g/day for 3–5 days and immunoglobulin
1 g/kg/day for 2 days [80]. In addition, clinicians can consider IV immunoglobulin [58]
and etoposide as rescue therapies, and use IV immunoglobulin as an alternative in case
steroids cannot be given [57,81]. Dengue-associated HLH should not require chemotherapy
or hematopoietic stem cell transplantation. Finally, for persistently or recurrently febrile
patients, it remains important to consider and promptly treat bacterial co-infection, which
occurred in 33% of dengue-associated HLH cases [26].

The clinical management of dengue-associated HLH is summarized in Table 3. When
treatment is effective, gradual recovery with complete resolution of clinical and laboratory
abnormalities within 2–8 weeks is expected [44,48,50,52,54,56,57,62,64,66,67,69].
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Table 3. Clinical management of dengue-associated HLH.

Management Step Initial Actions Further Actions

Diagnosis Consider HLH routinely in all
cases of severe dengue. In

addition, suspect HLH based
on the presence of any of the
following in a patient with
dengue: (1) prolonged or

recurrent fever of >7 days; (2)
anemia without intravascular
hemolysis or massive bleeding

Send blood tests for triglycerides,
fibrinogen, and ferritin. Send blood tests

for NK-cell-activity and high-soluble
interleukin-2-receptor if available.
Perform bone marrow aspirate for
hemophagocytosis if possible. The

presence of at least 5 of the 8 HLH-2004
criteria confirms HLH *. Rule out other
associations of HLH (other infections,

autoimmune diseases, and malignancy)

Treatment Maintain adequate hydration.
Correct anemia. Correct

thrombocytopenia if bleeding.
Supportive care for organ
dysfunction. If bacterial

co-infection is suspected, then
obtain blood cultures and

administer broad-spectrum
antibiotics promptly

Consider IV methylprednisolone 1 g/kg
or IV dexamethasone 10 mg/m2 daily for

3–4 days or more, contingent on
improvement of clinical and laboratory
parameters. Steroids may be oral and

tapered over 2 or more weeks, contingent
on improvement of clinical and

laboratory parameters. Consider IV
immunoglobulin and/or etoposide as

rescue therapy
* Diagnosis of the HLH requires 5 of the following 8 criteria as outlined by the HLH-2004 study: (1) fever,
(2) splenomegaly, (3) bicytopenia, (4) hypertriglyceridemia (≥3 mmol/L) and/or hypofibrinogenemia (≤1.5 g/L),
(5) hemophagocytosis in bone marrow/spleen/lymph nodes, (6) low/absent NK-cell-activity, (7) hyperferritine-
mia (≥500 mcg/L) and (8) high soluble CD25 (interleukin-2-receptor) level ≥2400 U/mL. IV: intravenous.

6. Future Directions

Future research is required to uncover the prognostic factors in dengue-associated
HLH per se, and to identify individuals who may continue to benefit from supportive
treatment alone (i.e., without HLH-specific treatment like steroids). In addition, while there
are numerous case reports and series, the epidemiology of dengue-associated HLH remains
unclear. Given the relatively rarity of dengue-associated HLH, especially for important
special populations like pregnant women, studying its epidemiology would likely require
a global registry.

Additionally, the treatment of dengue-associated HLH appears to be less intensive
than for other forms of HLH (e.g., familial HLH), but optimal specific treatment remains
unknown. While conventional randomized clinical trials of multiple treatment options
would be difficult to achieve for a rare condition, an adaptive trial design may be used
to efficiently study the effects of treatment with fewer patients and shorter clinical in-
vestigation times [82]. In the case of dengue-associated HLH, such an adaptive trial
design may be applied in the comparison of supportive treatment alone, steroids, intra-
venous immunoglobulin, and chemotherapy, with regards to improving organ dysfunction
and mortality.

Novel agents that have been used in non-dengue-associated HLH could be further
studied in the context of dengue-associated HLH. Possible medications include ema-
palumab, a human anti-interferon-gamma antibody [83], tocilizumab, a monoclonal anti-
body targeting the interleukin-6 receptor [84], and anakinra, a recombinant interleukin-1
receptor antagonist [85], although these may increase the risk of secondary infection. An-
other promising agent is ruxolitinib [86], an orally administered Janus kinase inhibitor
that has been shown to selectively dampen the cytokine storm in primary HLH while
preserving the immune response against infection.

7. Conclusions

Dengue, a significant global health concern, lacks specific treatments beyond support-
ive care, leaving room for improved outcomes. While efforts have primarily focused on
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managing capillary permeability and bleeding, the presence of dengue-associated HLH
demands attention. Characterized by dysregulated macrophage activation and cytokine
storm akin to sepsis, dengue-associated HLH presents challenges in diagnosis and man-
agement. Despite its rarity, dengue-associated HLH significantly elevates mortality rates
in severe dengue cases. Diagnosis relies on fulfilling HLH-2004 criteria, while treatment
typically involves short courses of high-dose intravenous steroids. Notably, outcomes
can be favorable with steroid therapy alone. Future research should focus on prognostic
factors and treatment optimization, potentially through adaptive trial designs. Enhanced
understanding and management of dengue-associated HLH could significantly improve
clinical outcomes and inform global dengue management strategies.

Funding: This research received no external funding.

Institutional Review Board Statement: Not applicable.

Informed Consent Statement: Not applicable.

Data Availability Statement: All data are available in the published manuscript.

Conflicts of Interest: The author declares no conflicts of interest.

References
1. Bhatt, S.; Gething, P.W.; Brady, O.J.; Messina, J.P.; Farlow, A.W.; Moyes, C.L.; Drake, J.M.; Brownstein, J.S.; Hoen, A.G.; Sankoh, O.;

et al. The Global Distribution and Burden of Dengue. Nature 2013, 496, 504–507. [CrossRef] [PubMed]
2. Stanaway, J.D.; Shepard, D.S.; Undurraga, E.A.; Halasa, Y.A.; Coffeng, L.E.; Brady, O.J.; Hay, S.I.; Bedi, N.; Bensenor, I.M.;

Castaneda-Orjuela, C.A.; et al. The Global Burden of Dengue: An Analysis from the Global Burden of Disease Study 2013. Lancet
Infect. Dis. 2016, 16, 712–723. [CrossRef] [PubMed]

3. Shepard, D.S.; Undurraga, E.A.; Halasa, Y.A.; Stanaway, J.D. The Global Economic Burden of Dengue: A Systematic Analysis.
Lancet Infect. Dis. 2016, 16, 935–941. [CrossRef] [PubMed]

4. Capeding, M.R.; Tran, N.H.; Hadinegoro, S.R.; Ismail, H.I.; Chotpitayasunondh, T.; Chua, M.N.; Luong, C.Q.; Rusmil, K.;
Wirawan, D.N.; Nallusamy, R.; et al. Clinical Efficacy and Safety of a Novel Tetravalent Dengue Vaccine in Healthy Children in
Asia: A Phase 3, Randomised, Observer-Masked, Placebo-Controlled Trial. Lancet 2014, 384, 1358–1365. [CrossRef] [PubMed]

5. Villar, L.; Dayan, G.H.; Arredondo-Garcia, J.L.; Rivera, D.M.; Cunha, R.; Deseda, C.; Reynales, H.; Costa, M.S.; Morales-Ramirez,
J.O.; Carrasquilla, G.; et al. Efficacy of a Tetravalent Dengue Vaccine in Children in Latin America. N. Engl. J. Med. 2015, 372,
113–123. [CrossRef] [PubMed]

6. Biswal, S.; Reynales, H.; Saez-Llorens, X.; Lopez, P.; Borja-Tabora, C.; Kosalaraksa, P.; Sirivichayakul, C.; Watanaveeradej, V.;
Rivera, L.; Espinoza, F.; et al. Efficacy of a Tetravalent Dengue Vaccine in Healthy Children and Adolescents. N. Engl. J. Med.
2019, 381, 2009–2019. [CrossRef] [PubMed]

7. Biswal, S.; Borja-Tabora, C.; Martinez Vargas, L.; Velasquez, H.; Theresa Alera, M.; Sierra, V.; Johana Rodriguez-Arenales, E.; Yu,
D.; Wickramasinghe, V.P.; Duarte Moreira, E., Jr.; et al. Efficacy of a Tetravalent Dengue Vaccine in Healthy Children Aged 4–16
Years: A Randomised, Placebo-Controlled, Phase 3 Trial. Lancet 2020, 395, 1423–1433. [CrossRef]

8. Kallas, E.G.; Cintra, M.A.T.; Moreira, J.A.; Patino, E.G.; Braga, P.E.; Tenorio, J.C.V.; Infante, V.; Palacios, R.; de Lacerda, M.V.G.;
Batista Pereira, D.; et al. Live, Attenuated, Tetravalent Butantan-Dengue Vaccine in Children and Adults. N. Engl. J. Med. 2024,
390, 397–408. [CrossRef]

9. Sridhar, S.; Luedtke, A.; Langevin, E.; Zhu, M.; Bonaparte, M.; Machabert, T.; Savarino, S.; Zambrano, B.; Moureau, A.; Khromava,
A.; et al. Effect of Dengue Serostatus on Dengue Vaccine Safety and Efficacy. N. Engl. J. Med. 2018, 379, 327–340. [CrossRef]

10. World Health Organization. Dengue: Guidelines for Diagnosis, Treatment, Prevention and Control; World Health Organization:
Geneva, Switzerland, 2009.

11. Durbin, A.P. Dengue Vascular Leak Syndrome: Insights into Potentially New Treatment Modalities. J. Clin. Investig. 2019, 129,
4072–4073. [CrossRef]

12. Ishii, E.; Ohga, S.; Imashuku, S.; Yasukawa, M.; Tsuda, H.; Miura, I.; Yamamoto, K.; Horiuchi, H.; Takada, K.; Ohshima, K.; et al.
Nationwide Survey of Hemophagocytic Lymphohistiocytosis in Japan. Int. J. Hematol. 2007, 86, 58–65. [CrossRef]

13. Nandhakumar, D.; Loganatha, A.; Sivasankaran, M.; Sivabalan, S.; Munirathnam, D. Hemophagocytic Lymphohistiocytosis in
Children. Indian J. Pediatr. 2020, 87, 526–531. [CrossRef]

14. Simon, A.C.; Delhi Kumar, C.G.; Basu, D.; Ramesh Kumar, R. Hemophagocytic Lymphohistiocytosis in Children: Clinical Profile
and Outcome. J. Pediatr. Hematol. Oncol. 2020, 42, e281–e285. [CrossRef] [PubMed]

15. Autexier, C.; Greider, C.W. Mutational Analysis of the Tetrahymena Telomerase Rna: Identification of Residues Affecting
Telomerase Activity In Vitro. Nucleic Acids Res. 1998, 26, 787–795. [CrossRef]

16. Riviere, S.; Galicier, L.; Coppo, P.; Marzac, C.; Aumont, C.; Lambotte, O.; Fardet, L. Reactive Hemophagocytic Syndrome in
Adults: A Retrospective Analysis of 162 Patients. Am. J. Med. 2014, 127, 1118–1125. [CrossRef]

https://doi.org/10.1038/nature12060
https://www.ncbi.nlm.nih.gov/pubmed/23563266
https://doi.org/10.1016/S1473-3099(16)00026-8
https://www.ncbi.nlm.nih.gov/pubmed/26874619
https://doi.org/10.1016/S1473-3099(16)00146-8
https://www.ncbi.nlm.nih.gov/pubmed/27091092
https://doi.org/10.1016/S0140-6736(14)61060-6
https://www.ncbi.nlm.nih.gov/pubmed/25018116
https://doi.org/10.1056/NEJMoa1411037
https://www.ncbi.nlm.nih.gov/pubmed/25365753
https://doi.org/10.1056/NEJMoa1903869
https://www.ncbi.nlm.nih.gov/pubmed/31693803
https://doi.org/10.1016/S0140-6736(20)30414-1
https://doi.org/10.1056/NEJMoa2301790
https://doi.org/10.1056/NEJMoa1800820
https://doi.org/10.1172/JCI131170
https://doi.org/10.1532/IJH97.07012
https://doi.org/10.1007/s12098-020-03190-6
https://doi.org/10.1097/MPH.0000000000001791
https://www.ncbi.nlm.nih.gov/pubmed/32218098
https://doi.org/10.1093/nar/26.3.787
https://doi.org/10.1016/j.amjmed.2014.04.034


Pathogens 2024, 13, 332 13 of 15

17. 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, 47, 1686–1691. [CrossRef]

18. Ferreri, A.J.; Dognini, G.P.; Campo, E.; Willemze, R.; Seymour, J.F.; Bairey, O.; Martelli, M.; De Renz, A.O.; Doglioni, C.; Montalban,
C.; et al. Variations in Clinical Presentation, Frequency of Hemophagocytosis and Clinical Behavior of Intravascular Lymphoma
Diagnosed in Different Geographical Regions. Haematologica 2007, 92, 486–492. [CrossRef]

19. Lehmberg, K.; Sprekels, B.; Nichols, K.E.; Woessmann, W.; Muller, I.; Suttorp, M.; Bernig, T.; Beutel, K.; Bode, S.F.; Kentouche, K.;
et al. Malignancy-Associated Haemophagocytic Lymphohistiocytosis in Children and Adolescents. Br. J. Haematol. 2015, 170,
539–549. [CrossRef] [PubMed]

20. Nikiforow, S.; Berliner, N. The Unique Aspects of Presentation and Diagnosis of Hemophagocytic Lymphohistiocytosis in Adults.
Hematol. Am. Soc. Hematol. Educ. Program. 2015, 2015, 183–189. [CrossRef] [PubMed]

21. Stepp, S.E.; Dufourcq-Lagelouse, R.; Le Deist, F.; Bhawan, S.; Certain, S.; Mathew, P.A.; Henter, J.I.; Bennett, M.; Fischer, A.; de
Saint Basile, G.; et al. Perforin Gene Defects in Familial Hemophagocytic Lymphohistiocytosis. Science 1999, 286, 1957–1959.
[CrossRef]

22. Niece, J.A.; Rogers, Z.R.; Ahmad, N.; Langevin, A.M.; McClain, K.L. Hemophagocytic Lymphohistiocytosis in Texas: Observations
on Ethnicity and Race. Pediatr. Blood Cancer 2010, 54, 424–428. [CrossRef] [PubMed]

23. Ramos-Casals, M.; Brito-Zeron, P.; Lopez-Guillermo, A.; Khamashta, M.A.; Bosch, X. Adult Haemophagocytic Syndrome. Lancet
2014, 383, 1503–1516. [CrossRef] [PubMed]

24. Hayden, A.; Park, S.; Giustini, D.; Lee, A.Y.; Chen, L.Y. Hemophagocytic Syndromes (Hpss) Including Hemophagocytic
Lymphohistiocytosis (Hlh) in Adults: A Systematic Scoping Review. Blood Rev. 2016, 30, 411–420. [CrossRef] [PubMed]

25. Ellis, E.M.; Sharp, T.M.; Perez-Padilla, J.; Gonzalez, L.; Poole-Smith, B.K.; Lebo, E.; Baker, C.; Delorey, M.J.; Torres-Velasquez, B.;
Ochoa, E.; et al. Incidence and Risk Factors for Developing Dengue-Associated Hemophagocytic Lymphohistiocytosis in Puerto
Rico, 2008–2013. PLoS Negl. Trop. Dis. 2016, 10, e0004939. [CrossRef] [PubMed]

26. Restrepo Arias, V.C.; Salgado Garcia, D.M.; Merchan-Galvis, A.M.; Narvaez, C.F. Clinical and Laboratory Characteristics of
Hemophagocytic Lymphohistiocytosis in Children with Severe Dengue during the 2019–2020 Outbreak in Southern Colombia.
Pediatr. Infect. Dis. J. 2023, 42, e204–e211. [CrossRef] [PubMed]

27. Che Isa, Z.; Lim, J.A.; Ain, A.M.; Othman, F.A.; Kueh, Y.C.; Tew, M.M.; Masnan, M.J.; Ibrahim, A. Clinical Profiles and Predictors
of Survival in Severe Dengue Cases. Singap. Med. J. 2023. [CrossRef] [PubMed]

28. Tayal, A.; Kabra, S.K.; Lodha, R. Management of Dengue: An Updated Review. Indian J. Pediatr. 2023, 90, 168–177. [CrossRef]
[PubMed]

29. Shin, H.J.; Chung, J.S.; Lee, J.J.; Sohn, S.K.; Choi, Y.J.; Kim, Y.K.; Yang, D.H.; Kim, H.J.; Kim, J.G.; Joo, Y.D.; et al. Treatment
Outcomes with Chop Chemotherapy in Adult Patients with Hemophagocytic Lymphohistiocytosis. J. Korean Med. Sci. 2008, 23,
439–444. [CrossRef] [PubMed]

30. Arca, M.; Fardet, L.; Galicier, L.; Riviere, S.; Marzac, C.; Aumont, C.; Lambotte, O.; Coppo, P. Prognostic Factors of Early Death in
a Cohort of 162 Adult Haemophagocytic Syndrome: Impact of Triggering Disease and Early Treatment with Etoposide. Br. J.
Haematol. 2015, 168, 63–68. [CrossRef]

31. Otrock, Z.K.; Eby, C.S. Clinical Characteristics, Prognostic Factors, and Outcomes of Adult Patients with Hemophagocytic
Lymphohistiocytosis. Am. J. Hematol. 2015, 90, 220–224. [CrossRef]

32. Giang, H.T.N.; Banno, K.; Minh, L.H.N.; Trinh, L.T.; Loc, L.T.; Eltobgy, A.; Tai, L.L.T.; Khan, A.; Tuan, N.H.; Reda, Y.; et al. Dengue
Hemophagocytic Syndrome: A Systematic Review and Meta-Analysis on Epidemiology, Clinical Signs, Outcomes, and Risk
Factors. Rev. Med. Virol. 2018, 28, e2005. [CrossRef] [PubMed]

33. Kan, F.K.; Tan, C.C.; Von Bahr Greenwood, T.; Khalid, K.E.; Supramaniam, P.; Hed Myrberg, I.; Tan, L.H.; Henter, J.I. Dengue
Infection Complicated by Hemophagocytic Lymphohistiocytosis: Experiences from 180 Patients with Severe Dengue. Clin. Infect.
Dis. 2020, 70, 2247–2255. [CrossRef] [PubMed]

34. Filipovich, A.; McClain, K.; Grom, A. Histiocytic Disorders: Recent Insights into Pathophysiology and Practical Guidelines. Biol.
Blood Marrow Transpl. 2010, 16, S82–S89. [CrossRef] [PubMed]

35. Hines, M.R.; von Bahr Greenwood, T.; Beutel, G.; Beutel, K.; Hays, J.A.; Horne, A.; Janka, G.; Jordan, M.B.; van Laar, J.A.M.;
Lachmann, G.; et al. Consensus-Based Guidelines for the Recognition, Diagnosis, and Management of Hemophagocytic
Lymphohistiocytosis in Critically Ill Children and Adults. Crit. Care Med. 2022, 50, 860–872. [CrossRef] [PubMed]

36. Keenan, C.; Nichols, K.E.; Albeituni, S. Use of the JAK Inhibitor Ruxolitinib in the Treatment of Hemophagocytic Lymphohistio-
cytosis. Front. Immunol. 2021, 12, 614704. [CrossRef] [PubMed]

37. Bergsten, E.; Horne, A.; Arico, M.; Astigarraga, I.; Egeler, R.M.; Filipovich, A.H.; Ishii, E.; Janka, G.; Ladisch, S.; Lehmberg, K.;
et al. Confirmed Efficacy of Etoposide and Dexamethasone in Hlh Treatment: Long-Term Results of the Cooperative Hlh-2004
Study. Blood 2017, 130, 2728–2738. [CrossRef] [PubMed]

38. Palazzi, D.L.; McClain, K.L.; Kaplan, S.L. Hemophagocytic Syndrome in Children: An Important Diagnostic Consideration in
Fever of Unknown Origin. Clin. Infect. Dis. 2003, 36, 306–312. [CrossRef] [PubMed]

39. Hejblum, G.; Lambotte, O.; Galicier, L.; Coppo, P.; Marzac, C.; Aumont, C.; Fardet, L. A Web-Based Delphi Study for Eliciting
Helpful Criteria in the Positive Diagnosis of Hemophagocytic Syndrome in Adult Patients. PLoS ONE 2014, 9, e94024. [CrossRef]
[PubMed]

https://doi.org/10.1093/rheumatology/ken342
https://doi.org/10.3324/haematol.10829
https://doi.org/10.1111/bjh.13462
https://www.ncbi.nlm.nih.gov/pubmed/25940575
https://doi.org/10.1182/asheducation-2015.1.183
https://www.ncbi.nlm.nih.gov/pubmed/26637719
https://doi.org/10.1126/science.286.5446.1957
https://doi.org/10.1002/pbc.22359
https://www.ncbi.nlm.nih.gov/pubmed/19953651
https://doi.org/10.1016/S0140-6736(13)61048-X
https://www.ncbi.nlm.nih.gov/pubmed/24290661
https://doi.org/10.1016/j.blre.2016.05.001
https://www.ncbi.nlm.nih.gov/pubmed/27238576
https://doi.org/10.1371/journal.pntd.0004939
https://www.ncbi.nlm.nih.gov/pubmed/27556807
https://doi.org/10.1097/INF.0000000000003887
https://www.ncbi.nlm.nih.gov/pubmed/36916863
https://doi.org/10.4103/singaporemedj.SMJ-2022-072
https://www.ncbi.nlm.nih.gov/pubmed/38037775
https://doi.org/10.1007/s12098-022-04394-8
https://www.ncbi.nlm.nih.gov/pubmed/36574088
https://doi.org/10.3346/jkms.2008.23.3.439
https://www.ncbi.nlm.nih.gov/pubmed/18583880
https://doi.org/10.1111/bjh.13102
https://doi.org/10.1002/ajh.23911
https://doi.org/10.1002/rmv.2005
https://www.ncbi.nlm.nih.gov/pubmed/30109914
https://doi.org/10.1093/cid/ciz499
https://www.ncbi.nlm.nih.gov/pubmed/31188423
https://doi.org/10.1016/j.bbmt.2009.11.014
https://www.ncbi.nlm.nih.gov/pubmed/19932759
https://doi.org/10.1097/CCM.0000000000005361
https://www.ncbi.nlm.nih.gov/pubmed/34605776
https://doi.org/10.3389/fimmu.2021.614704
https://www.ncbi.nlm.nih.gov/pubmed/33664745
https://doi.org/10.1182/blood-2017-06-788349
https://www.ncbi.nlm.nih.gov/pubmed/28935695
https://doi.org/10.1086/345903
https://www.ncbi.nlm.nih.gov/pubmed/12539072
https://doi.org/10.1371/journal.pone.0094024
https://www.ncbi.nlm.nih.gov/pubmed/24710079


Pathogens 2024, 13, 332 14 of 15

40. Wan Jamaludin, W.F.; Periyasamy, P.; Wan Mat, W.R.; Abdul Wahid, S.F. Dengue Infection Associated Hemophagocytic Syndrome:
Therapeutic Interventions and Outcome. J. Clin. Virol. 2015, 69, 91–95. [CrossRef]

41. Henter, J.I.; Horne, A.; Arico, M.; Egeler, R.M.; Filipovich, A.H.; Imashuku, S.; Ladisch, S.; McClain, K.; Webb, D.; Winiarski, J.;
et al. Hlh-2004: Diagnostic and Therapeutic Guidelines for Hemophagocytic Lymphohistiocytosis. Pediatr. Blood Cancer 2007, 48,
124–131. [CrossRef]

42. Bilston, L.; Croden, J.; Taparia, M.; Karkhaneh, M.; Grossman, J.; Sun, H.L. Validation of the Hscore and the Hlh-2004 Diagnostic
Criteria for the Diagnosis of Hemophagocytic Lymphohistiocytosis in a Multicenter Cohort. Eur. J. Haematol. 2022, 109, 129–137.
[CrossRef]

43. Mahabala, C.; Koushik, V.K.; Manjrekar, P.A.; Balanthimogru, P. Serum Soluble Interleukin-2 Receptor (Sil-2r) Is an Accurate
Biomarker for Dengue-Associated Hemophagocytic Lymphohistiocytosis Syndrome Diagnosed by Hscore. Infection 2023, 51,
433–438. [CrossRef]

44. Ishak, S.H.; Yaacob, L.H.; Ishak, A. Severe Dengue with Hemophagocytosis Syndrome. Malays. Fam. Physician 2020, 15, 47–49.
45. Mizutani, N.; Kenzaka, T.; Nishisaki, H. Dengue Fever Complicated with Hemophagocytic Lymphohistiocytosis: A Case Report

of Resolution with Steroid-Sparing Supportive Care. Trop. Med. Infect. Dis. 2023, 8, 497. [CrossRef]
46. Tan, L.H.; Lum, L.C.; Omar, S.F.; Kan, F.K. Hemophagocytosis in Dengue: Comprehensive Report of Six Cases. J. Clin. Virol. 2012,

55, 79–82. [CrossRef]
47. Sharp, T.M.; Gaul, L.; Muehlenbachs, A.; Hunsperger, E.; Bhatnagar, J.; Lueptow, R.; Santiago, G.A.; Munoz-Jordan, J.L.;

Blau, D.M.; Ettestad, P.; et al. Fatal Hemophagocytic Lymphohistiocytosis Associated with Locally Acquired Dengue Virus
Infection—New Mexico and Texas, 2012. MMWR Morb. Mortal. Wkly. Rep. 2014, 63, 49–54.

48. Jasmine, Y.S.; Lee, S.L.; Kan, F.K. Infection Associated Haemophagocytic Syndrome in Severe Dengue Infection—A Case Series in
a District Hospital. Med. J. Malays. 2017, 72, 62–64.

49. Cheo, S.W.; Abdul Rashid, W.; Ho, C.V.; Ahmad Akhbar, R.Z.; Low, Q.J.; Rajahram, G.S. Haemophagocytic Lymphohistiocytosis
Secondary to Dengue Fever: A Case Report. Hong Kong Med. J. 2021, 27, 287–289. [CrossRef]

50. Jha, V.K.; Khurana, H.; Balakrishnan, A. Prolonged Fever and Pancytopenia in a Case of Severe Dengue May Be Secondary
Hemophagocytic Lymphohistiocytosis. Med. J. Armed Forces India 2022, 78 (Suppl. S1), S300–S302. [CrossRef]

51. Chang, C.Y.; Rajappan, M.; Zaid, M.; Ong, E.L.C. Dengue Fever Complicated by Hemophagocytic Lymphohistiocytosis: Report of
2 Cases and Bone Marrow Findings. Clin. Case Rep. 2020, 8, 3427–3431. [CrossRef]

52. Chung, S.M.; Song, J.Y.; Kim, W.; Choi, M.J.; Jeon, J.H.; Kang, S.; Jung, E.; Noh, J.Y.; Cheong, H.J.; Kim, W.J. Dengue-Associated
Hemophagocytic Lymphohistiocytosis in an Adult: A Case Report and Literature Review. Medicine 2017, 96, e6159. [CrossRef]

53. Narayanasami, E.; Umakanth, M.; Suganthan, N. Dengue Hemorrhagic Fever Complicated with Hemophagocytic Lymphohistio-
cytosis in an Adult with Diabetic Ketoacidosis. Cureus 2020, 12, e10172. [CrossRef]

54. Pradeep, C.; Karunathilake, P.; Abeyagunawardena, S.; Ralapanawa, U.; Jayalath, T. Hemophagocytic Lymphohistiocytosis as a
Rare Complication of Dengue Haemorrhagic Fever: A Case Report. J. Med. Case Rep. 2023, 17, 224. [CrossRef]

55. Ray, S.; Kundu, S.; Saha, M.; Chakrabarti, P. Hemophagocytic Syndrome in Classic Dengue Fever. J. Glob. Infect. Dis. 2011, 3,
399–401. [CrossRef]

56. Ren, D.; Ong, S.W.X.; Batac, J.A.L.; Fan, B.E.; Vasoo, S. Haemophagocytic Lymphohistiocytosis in Dengue Fever. Lancet Infect. Dis.
2021, 21, 437. [CrossRef]

57. De Koninck, A.S.; Dierick, J.; Steyaert, S.; Taelman, P. Hemophagocytic Lymphohistiocytosis and Dengue Infection: Rare Case
Report. Acta Clin. Belg. 2014, 69, 210–213. [CrossRef]

58. Padmaprakash, K.V.; Jha, V.K.; Sowmya Karantha, C.; Anurag Singh, C.; Kamal, D.; Jambunathan, P. Rescue Therapy with
Intravenous Immunoglobulin in Severe Refractory Dengue: A Pilot Study. Med. J. Armed Forces India 2022, 78, 204–212. [CrossRef]

59. Gambertoglio, J.G.; Frey, F.J.; Holford, N.H.; Birnbaum, J.L.; Lizak, P.S.; Vincenti, F.; Feduska, N.J.; Salvatierra, O., Jr.; Amend, W.J.,
Jr. Prednisone and Prednisolone Bioavailability in Renal Transplant Patients. Kidney Int. 1982, 21, 621–626. [CrossRef]

60. Acharya, S.; Shukla, S.; Sontakke, T.; Vs, I.; Bagga, C.; Dronamraju, S.; Giri, A. A Case Report of Hemophagocytic Lymphohistio-
cytosis (HLH)—An Unusual Complication of Dengue Infection. Cureus 2022, 14, e26504. [CrossRef]

61. Porel, R.; Kumar, V.; Agarwal, K.; Biswas, R.; Ojha, V.S. Secondary Hemophagocytic Lymphohistiocytosis: A Series of Three Cases.
Cureus 2023, 15, e46044. [CrossRef]

62. Mayurathan, P. Dengue Hemorrhagic Fever Causing Postpartum Hemorrhage and Hemophagocytic Lymphohistiocytosis in a
Young Woman: A Case Report. Cureus 2024, 16, e53841. [CrossRef]

63. Arshad, U.; Ahmad, S.Q.; Khan, F. Hemophagocytic Lymphohistiocytosis in a Patient with Dengue Infection. Hematol. Oncol.
Stem Cell Ther. 2015, 8, 189–190. [CrossRef]

64. Lu, P.L.; Hsiao, H.H.; Tsai, J.J.; Chen, T.C.; Feng, M.C.; Chen, T.P.; Lin, S.F. Dengue Virus-Associated Hemophagocytic Syndrome
and Dyserythropoiesis: A Case Report. Kaohsiung J. Med. Sci. 2005, 21, 34–39. [CrossRef]

65. Munshi, A.; Alsuraihi, A.; Balubaid, M.; Althobaiti, M.; Althaqafi, A. Dengue-Induced Hemophagocytic Lymphohistiocytosis: A
Case Report and Literature Review. Cureus 2021, 13, e20172. [CrossRef]

66. Ribeiro, E.; Kassab, S.; Pistone, T.; Receveur, M.C.; Fialon, P.; Malvy, D. Primary Dengue Fever Associated with Hemophagocytic
Syndrome: A Report of Three Imported Cases, Bordeaux, France. Intern. Med. 2014, 53, 899–902. [CrossRef]

67. Takkinsatian, P.; Sowithayasakul, P.; Prommalikit, O. Dengue Associated Haemophagocytic Lymphohystiocytosis: An Often-
Missed Complication of a Common Infection. Med. J. Malays. 2020, 75, 588–590.

https://doi.org/10.1016/j.jcv.2015.06.004
https://doi.org/10.1002/pbc.21039
https://doi.org/10.1111/ejh.13779
https://doi.org/10.1007/s15010-022-01906-8
https://doi.org/10.3390/tropicalmed8110497
https://doi.org/10.1016/j.jcv.2012.06.005
https://doi.org/10.12809/hkmj208815
https://doi.org/10.1016/j.mjafi.2020.05.015
https://doi.org/10.1002/ccr3.3422
https://doi.org/10.1097/MD.0000000000006159
https://doi.org/10.7759/cureus.10172
https://doi.org/10.1186/s13256-023-03967-1
https://doi.org/10.4103/0974-777X.91068
https://doi.org/10.1016/S1473-3099(20)30788-X
https://doi.org/10.1179/2295333714Y.0000000019
https://doi.org/10.1016/j.mjafi.2020.12.036
https://doi.org/10.1038/ki.1982.69
https://doi.org/10.7759/cureus.26504
https://doi.org/10.7759/cureus.46044
https://doi.org/10.7759/cureus.53841
https://doi.org/10.1016/j.hemonc.2015.03.002
https://doi.org/10.1016/S1607-551X(09)70274-8
https://doi.org/10.7759/cureus.20172
https://doi.org/10.2169/internalmedicine.53.1108


Pathogens 2024, 13, 332 15 of 15

68. Thadchanamoorthy, V.; Dayasiri, K. Dengue Fever Associated Haemophagocytic Lymphohistiocytosis: A Report of Two Children.
Cureus 2020, 12, e11232. [CrossRef]

69. Wong, K.F.; Chan, J.K.; Chan, J.C.; Lim, W.W.; Wong, W.K. Dengue Virus Infection-Associated Hemophagocytic Syndrome. Am. J.
Hematol. 1991, 38, 339–340. [CrossRef]

70. Bain, B.J. Bone Marrow Biopsy Morbidity: Review of 2003. J. Clin. Pathol. 2005, 58, 406–408. [CrossRef]
71. Singh, D.; Raghunathan, V.; Dhaliwal, M.; Rastogi, N.; Chadha, R.; Yadav, S.P. Soluble Interleukin-2 Receptor Level as a Marker of

Hemophagocytic Lymphohistiocytosis in Children with Severe Dengue. Front. Pediatr. 2021, 9, 721857. [CrossRef]
72. Gnanasambandam, J.; Geminiganesan, S.; Vilvanathan, V.; Sankaranarayanan, S.; Padmanabhan, R. Secondary Hemophagocytic

Lymphohistiocytosis—A Common Ramification of Different Diseases. EJIFCC 2022, 33, 63–69. [PubMed]
73. Arora, A.; Verma, S.; Khot, N.; Chalipat, S.; Agarkhedkar, S.; Kiruthiga, K.G. A Case Report on CNS Hemophagocytic Lymphohis-

tiocytosis in an Infant with Dengue Hemorrhagic Fever. Cureus 2023, 15, e34773. [CrossRef]
74. Krishnappa, A.; Munusamy, J.; Ray, S.; Rameshbabu, M.; Bhatia, P.; Roy, P.S.; Sundaram, V.; Kumar, P. Neonatal Dengue with

HLH: Perks of Early Diagnosis and Management. J. Pediatr. Hematol. Oncol. 2021, 43, e770–e773. [CrossRef]
75. Bhattacharya, D.; Angurana, S.K.; Nallasamy, K.; Iyer, R.; Jayashree, M. Severe Dengue and Associated Hemophagocytic

Lymphohistiocytosis in PICU. Indian J. Pediatr. 2019, 86, 1094–1098. [CrossRef]
76. Parajuli, B.; Angurana, S.K.; Awasthi, P.; Nallasamy, K.; Baranwal, A.; Bansal, A.; Bansal, D.; Rawat, A.; Varma, N.; Jayashree, M.

Hemophagocytic Lymphohistiocytosis in a Picu of a Developing Economy: Clinical Profile, Intensive Care Needs, Outcome, and
Predictors of Mortality. Pediatr. Crit. Care Med. 2021, 22, e44–e57. [CrossRef] [PubMed]

77. Ray, S.; Kumar, M.; Mahajan, N.; Khatri, A. Paediatric Hemophagocytic Lymphohistiocytosis: A Case Series with a Diverse
Spectrum from a Resource-Limited Setting. Cureus 2023, 15, e45140. [CrossRef]

78. Balis, F.M.; Lester, C.M.; Chrousos, G.P.; Heideman, R.L.; Poplack, D.G. Differences in Cerebrospinal Fluid Penetration of
Corticosteroids: Possible Relationship to the Prevention of Meningeal Leukemia. J. Clin. Oncol. 1987, 5, 202–207. [CrossRef]

79. Spoorenberg, S.M.; Deneer, V.H.; Grutters, J.C.; Pulles, A.E.; Voorn, G.P.; Rijkers, G.T.; Bos, W.J.; van de Garde, E.M. Pharma-
cokinetics of Oral vs. Intravenous Dexamethasone in Patients Hospitalized with Community-Acquired Pneumonia. Br. J. Clin.
Pharmacol. 2014, 78, 78–83. [CrossRef]

80. Carter, S.J.; Tattersall, R.S.; Ramanan, A.V. Macrophage Activation Syndrome in Adults: Recent Advances in Pathophysiology,
Diagnosis and Treatment. Rheumatology 2019, 58, 5–17. [CrossRef] [PubMed]

81. Cleves, D.; Lotero, V.; Medina, D.; Perez, P.M.; Patino, J.A.; Torres-Canchala, L.; Olaya, M. Pediatric Hemophagocytic Lymphohis-
tiocytosis: A Rarely Diagnosed Entity in a Developing Country. BMC Pediatr. 2021, 21, 411. [CrossRef]

82. Cerqueira, F.P.; Jesus, A.M.C.; Cotrim, M.D. Adaptive Design: A Review of the Technical, Statistical, and Regulatory Aspects of
Implementation in a Clinical Trial. Ther. Innov. Regul. Sci. 2020, 54, 246–258. [CrossRef] [PubMed]

83. Locatelli, F.; Jordan, M.B.; Allen, C.; Cesaro, S.; Rizzari, C.; Rao, A.; Degar, B.; Garrington, T.P.; Sevilla, J.; Putti, M.C.; et al.
Emapalumab in Children with Primary Hemophagocytic Lymphohistiocytosis. N. Engl. J. Med. 2020, 382, 1811–1822. [CrossRef]
[PubMed]

84. Dufranc, E.; Del Bello, A.; Belliere, J.; Kamar, N.; Faguer, S.; Taidi Study Group. IIl6-R Blocking with Tocilizumab in Critically Ill
Patients with Hemophagocytic Syndrome. Crit. Care 2020, 24, 166. [CrossRef] [PubMed]

85. Baverez, C.; Grall, M.; Gerfaud-Valentin, M.; De Gail, S.; Belot, A.; Perpoint, T.; Weber, E.; Reynaud, Q.; Seve, P.; Jamilloux, Y.
Anakinra for the Treatment of Hemophagocytic Lymphohistiocytosis: 21 Cases. J. Clin. Med. 2022, 11, 5799. [CrossRef]

86. Ge, J.; Zhang, Q.; Ma, H.; Wang, D.; Zhao, Y.; Zhu, T.; Wang, W.; Zhou, C.; Wei, A.; Lian, H.; et al. Ruxolitinib-Based Regimen in
Children with Primary Hemophagocytic Lymphohistiocytosis. Haematologica 2024, 109, 458–465. [CrossRef]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.

https://doi.org/10.7759/cureus.11232
https://doi.org/10.1002/ajh.2830380420
https://doi.org/10.1136/jcp.2004.022178
https://doi.org/10.3389/fped.2021.721857
https://www.ncbi.nlm.nih.gov/pubmed/35645690
https://doi.org/10.7759/cureus.34773
https://doi.org/10.1097/MPH.0000000000001881
https://doi.org/10.1007/s12098-019-03040-0
https://doi.org/10.1097/PCC.0000000000002539
https://www.ncbi.nlm.nih.gov/pubmed/33031348
https://doi.org/10.7759/cureus.45140
https://doi.org/10.1200/JCO.1987.5.2.202
https://doi.org/10.1111/bcp.12295
https://doi.org/10.1093/rheumatology/key006
https://www.ncbi.nlm.nih.gov/pubmed/29481673
https://doi.org/10.1186/s12887-021-02879-7
https://doi.org/10.1007/s43441-019-00052-y
https://www.ncbi.nlm.nih.gov/pubmed/32008232
https://doi.org/10.1056/NEJMoa1911326
https://www.ncbi.nlm.nih.gov/pubmed/32374962
https://doi.org/10.1186/s13054-020-02878-7
https://www.ncbi.nlm.nih.gov/pubmed/32321563
https://doi.org/10.3390/jcm11195799
https://doi.org/10.3324/haematol.2023.283478

	Introduction 
	Pathophysiology and Presentation of Dengue-Associated HLH 
	Identification and Treatment of Dengue-Associated HLH in Adults and Children > 12 Years of Age 
	Identification and Treatment of Dengue-Associated HLH in Young Children up to 12 Years of Age 
	Challenges in the Diagnosis and Treatment of Dengue-Associated HLH 
	Future Directions 
	Conclusions 
	References

