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Abstract

Secondary hemophagocytic hymphohistiocytosis (HLH) is an underrecognized cause of
multisystem organ failure (MSOF) in critically ill adults, associated with high mortality
even when recommended etoposide-based treatments are administered. Anakinra, an
interleukin-1 receptor antagonist, has shown promise in treating children with HLH. This
retrospective case series describes seven adult patients who presented to our ICU with
a unremitting syndrome consistent with sepsis / MSOF, who were subsequently
diagnosed with secondary HLH and received anakinra. Five of seven (71%) survived.
Two non-survivors died secondary to opportunistic fungal infections. Our study
contributes to mounting observational evidence regarding anakinra’s possible efficacy in
critically ill adults with HLH, and also raises awareness of possible infectious
complications of its use.

Introduction

Hemophagocytic lymphohistiocytosis (HLH) is a syndrome characterized by immune
dysregulation, hypercytokinemia and tissue infiltration by activated cytotoxic
lymphocytes and macrophages (1-3). Primary HLH is a familial syndrome in which gene
mutations causing abnormalities of cytotoxic T-lymphocyte and natural killer (NK) cell
function result in a systemic hyperinflammatory state. Primary HLH typically presents in
the first years of life, progressing to multisystem organ failure (MSOF) and death unless
successfully treated with chemotherapy and bone marrow transplantation. Secondary
HLH shares clinical features with primary HLH but typically occurs later in life after an
underlying iliness triggers a dysregulated inflammatory response (3, 4). The diagnosis
of primary or secondary HLH is made when five of eight criteria proposed by the
International Histiocyte Society are met (Table 1) (5). Heterogeneous groups of patients
may satisfy HLH diagnostic criteria, including those in whom HLH is triggered by sepsis,
malignancy, and rheumatologic disease (4). Macrophage Activation Syndrome (MAS) is
a specific HLH subcategory describing those patients with secondary HLH due to
underlying rheumatologic disease (2). The clinical course of secondary HLH is highly
variable, progressing relatively slowly in some patients in whom a diagnosis may be
made in an outpatient oncology or rheumatology clinic (2, 4, 6-9). Other patients
deteriorate rapidly and may require ICU care before the diagnosis of HLH is suspected
(3). It has been increasingly recognized that subgroups of patients with HLH have
distinctive clinical features, and require special treatment considerations (1, 3-5, 10).

One distinct subgroup consists of adults who present to the intensive care unit (ICU)
with sepsis syndrome and MSOF with progressive deterioration despite standard

Southwest Journal of Pulmonary and Critical Care/2019/Volume 18 177



therapy for sepsis (3). Life threatening manifestations in such patients suspected of
experiencing HLH may force consideration of presumptive immunotherapy before all
HLH diagnostic tests have resulted. Infectious and/or rheumatologic triggers for
secondary HLH are eventually found in many, but a clear distinction between sepsis
and HLH cannot be made in some (3, 4, 10, 11). The standard treatment protocol for
HLH incorporates etoposide — a myelosuppressive chemotherapy agent generally
regarded as the standard of care, but has known serious side effects, especially in the
setting of hepatic or renal dysfunction typical of sepsis (5, 12). Furthermore, etoposide-
based HLH treatment may cause severe immunosuppression leading to opportunistic
infections. The mortality of secondary HLH in the adult ICU exceeds 50% (13-16)
regardless of the underlying catalyst for the hypercytokinemia. New therapeutic options
are desperately needed.

Mounting observational evidence suggests that Anakinra, a recombinant interleukin-1
receptor antagonist (IL-1Ra), may have promise in the treatment of HLH (6,17).
Naturally-occurring IL-1Ra is secreted by immune cells to inhibit the pro-inflammatory
effects of interleukin 1B (IL-1B) — a key cytokine in the pathogenesis of sepsis and HLH
(7, 18). Anakinra was originally developed as a potential therapy for sepsis (7), but is
now FDA-approved for use in rheumatoid arthritis. A single case-series describes the
successful use of anakinra in critically-ill children with secondary HLH and a few case
reports describe its use in critically-ill adults (6, 8, 19, 20). More recently, Wohlfarth and
colleagues showed that anakinra is a reasonable option for critically ill patients adults
with HLH. At the same time Wohlfarth et al were studying these effects in an Austrian
population, we demonstrated similar results in a series of adult patients in the United
States who presented to the ICU with sepsis syndrome and underwent treatment with
anakinra for secondary HLH.

Methods

This retrospective study was approved by our institutional review board. The setting was
the medical and surgical ICU at Banner-University Medical Center Phoenix — a 72-bed
ICU in a 650-bed academic tertiary referral center. We identified consecutive adult
patients at least 18 years old admitted with sepsis syndrome (known or suspected
infection plus acute organ system dysfunction) (21) who subsequently met five or more
HLH-2004 diagnostic criteria (Table 1) and received anakinra as part of their treatment
regimen between May 2013 and May 2016.

Table 1. HLH-2004 Diagnostic Criteria for Secondary HLH: At least five of eight criteria
needed for diagnosis.

Fever
* Splenomegaly
* Cytopenia of at least two cell lines
* Hemoglobin less than 9 g/dL
* Platelets less than 100,000/mL
* Neutrophilsless than 1,000/mL
* Hypertriglyceridemia>265 mg/dL or hypofibrinogenemia <150mg/dL
* Ferritin >500 ng/mL
* SolubleInterleukin-2 receptor >2400 units/mL
* Decreased (or absent) natural killer activity

* Histiocytic hemophagocytosis on tissue biopsy
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Clinical management of patients was not strictly protocolized, but care was provided by
an academic 24/7 on-site intensivist service with strong internal consensus regarding
the management of HLH. All patients had at least daily complete blood counts and basic
metabolic panels. In our practice, diagnostic workup for HLH generally commences
upon recognition of unremitting sepsis syndrome with MSOF and bicytopenia. Such
patients underwent workup for sepsis and potential causes of secondary HLH that
included at minimum: blood cultures, ferritin, fibrinogen, triglycerides, bone marrow
aspiration and biopsy, PCR and/or serological testing for systemic lupus erythematosus
(SLE), Epstein-Barr virus (EBV), cytomegalovirus, herpes simplex virus, human
immunodeficiency virus, hepatitis viruses and coccidioidomycosis (a mycosis endemic
in the region). The decision to start HLH therapy was typically based on clinical
suspicion plus consistent preliminary laboratory results such as hyperferritinemia,
hypofibrinogenemia and/or hypertriglyceridemia, while awaiting the complete results of
bone marrow aspiration/biopsy and send-out tests such as soluble interleukin-1 receptor
and NK cell functional assays. Presumptive treatment of HLH began with corticosteroids
- typically intravenous dexamethasone 10mg/m? daily. Additional therapies were added
at the discretion of the intensivist with consideration of the rapidity of clinical
deterioration and likely intolerance of some therapies due to kidney, liver, and/or bone
marrow failure. Choice of HLH therapies was based on the HLH-1994 therapy protocol,
and influenced by our prior unfavorable experience with etoposide (discussed in
conclusions) and recognition of observational literature suggesting that anakinra might
be efficacious in patients with secondary HLH. Anakinra was typically given in a dose of
100mg subcutaneously daily, except in patients with creatinine clearance <30ml/min
who were dosed every other day.

We retrospectively performed chart reviews to abstract demographics and clinical
features related to sepsis and MSOF including infections present on admission, mental
status, acute respiratory failure requiring mechanical ventilation, acute renal failure
requiring hemodialysis, shock requiring intravenous vasopressors, and liver injury
(defined as total bilirubin >2 mg/dL and aminotransferase greater than two times upper
limit of normal) (22). The sequential organ failure assessment (SOFA) score was
calculated for each patient (21). HLH-2004 diagnostic criteria and the underlying
disease process thought to have triggered HLH were abstracted. We documented all
treatments including antibiotics and immunosuppressive therapy for HLH, including the
dose and duration of anakinra. Outcomes included survival to hospital discharge,
duration of fever, mechanical ventilation and renal replacement therapy and ICU length
of stay indexed to the time anakinra commenced. Infectious complications occurring
during admission after HLH therapy started were also documented. Simple descriptive
statistics were performed.

The H Score for each patient was also calculated retrospectively. The H Score is a
score used to estimate an individual's risk for having secondary HLH and was recently
validated in a 147 patient cohort by Debaugnies et al. (23).
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Results

Seven patients were treated with anakinra for a diagnosis of secondary HLH in our ICU
between May 2013 and May 2016. Patient ages ranged from 22-59 years — three were
female. All patients initially presented to our ICU with a febrile iliness consistent with
sepsis and received broad-spectrum intravenous antibiotics. Microbiological testing
eventually documented infections in two patients — due to influenza A and EBV,
respectively. All patients were encephalopathic, five required mechanical ventilation,
four required hemodialysis due to acute renal failure, four had liver injury and three
required vasopressors due to shock (Table 2).

TabIe 2. Patient characteristics and some clinical outcomes.

“m
Gender Ventilator Inju Infections

a7 M +

24M + 17 + + + - - -
22F + 3 - - - + - +
25M + + = =

59 M + 13 + + + = % =
57F + 8 + = = = :

24F + 13 S +# + - = +

®Patient 7 had chronic renal failure

F = female, M = male, SOFA = Sequential organ failure assessment

The median SOFA score was 13 (range: 3-17) predicted poor outcome for the group
overall (13-16). H Scores for this cohort ranged from 122-263. HLH diagnostic criteria
and presumed etiologies are listed in Table 3.

Table 3. Suspected etiology and positive HLH-2004 diagnostic criteria for secondary
HLH in patients treated with anakinra: Five of eight criteria required to diagnose HLH.

Decreased NK Cell | Splenomegaly Histophagocytosis Etiology of HLH

on BM biopsy

>40,000 T + _ _ + 201 MCTD
16,292 3 _ + + _ 219 SHE
14,282 _ + + + 4 228 AOSD
3221 + o s - " 122 SLE
5.043 + + + _ + 167 Influenza
13,370 + _ & _ i 217 APLA
>40,000 263 SLE And EBV
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Two patients were known to have SLE prior to ICU admission and four others were
subsequently diagnosed with underlying autoimmune diseases demonstrating a
preponderance of MAS in this cohort.

All patients initially received corticosteroids (dexamethasone 10mg/m? or
methylprednisolone >500mg every 12 hours) followed by anakinra. Three patients also
received cyclosporine, three underwent plasmapheresis and two received IVIG. Only
one patient received etoposide and this was later transitioned to anakinra due to lack of
response. Anakinra was started a median of seven days after ICU admission (range 2-
58 days). All patients received anakinra 100mg daily, but Q48 hour dosing was used
temporarily in five patients who transiently experienced creatinine clearances
<30mL/min. Duration of anakinra therapy was 10-159 days - we were unable to
determine duration of anakinra after discharge in one patient.

All patients appeared to clinically improve after initiation of anakinra. Of six patients
experiencing fever at the time anakinra was started, five defervesced within 24 hours. In
five patients that had follow-up ferritin levels within two weeks of starting anakinra,
ferritin fell from a median of 7,371 ng/L (range 2,217->40,000) to 4,535 ng/L (range
2,137-26,634). Five of seven patients (71%) survived to hospital discharge with an ICU
length of stay (LOS) ranging from 6-17 days and an overall LOS of 17-103 days. Once
anakinra was started, liberation from the ventilator occurred within 1-3 days, transfer out
of the ICU within 3-5 days, discharge from the hospital within 10-32 days and
discontinuation of hemodialysis within 10-44 days.

Death in both non-survivors was due to opportunistic fungal infections - necrotizing
pulmonary aspergillosis and disseminated mucormycosis (which occurred despite
prophylaxis with amphotericin B). Three other secondary infections all occurred in a
single survivor: methicillin-sensitive S. aureus and E coli bacterial ventilator-associated
pneumonias and C. difficile colitis all of which responded favorably to treatment while
anakinra was continued.

Discussion

Secondary HLH may be more common in the ICU than previously recognized (3),
overlapping with and at times indistinguishable from sepsis (3, 4, 10, 11). Rapid clinical
deterioration in patients with suspected HLH may force treatment decisions to be made
before full diagnostic test results are available. The risk of myelosuppression due to
etoposide-based HLH treatment regimens may be intolerable in critically-ill, possibly
septic patients with MSOF (4, 12). A therapeutic agent with a more HLH-specific
mechanism of action and better safety profile is badly needed.

Anakinra is a recombinant IL-1Ra originally investigated as a potential immune-
modulatory treatment for sepsis (7). Phase | and Il studies established acceptable safety
for further study in sepsis, but a phase Il trial failed to demonstrate an overall survival
benefit (7). A post-hoc analysis of data from this trial showed that septic patients with
hepatobiliary dysfunction, hypofibrinogenemia and thrombocytopenia, such as often
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seen in secondary HLH, had significantly improved survival if they received anakinra vs
placebo (65% vs. 35% 28-day survival, p=0.0007) (7). Anakinra was later approved for
use in rheumatoid arthritis (18). Observational studies suggested efficacy in adult onset
Still's disease and systemic juvenile arthritis (9, 24, 25) and in non-critically-ill patients
with secondary HLH triggered by these rheumatologic diseases (9, 25, 26). Case reports
described the use of anakinra in critically-ill children with secondary HLH (25, 26, 27) and
Rajasekaran and colleagues published a case series describing their experience using
anakinra in eight critically-ill pediatric patients with secondary HLH/sepsis syndrome (6).
All eight patients survived their initial iliness, and no infectious complications were
attributed to anakinra.

Fourteen cases describing the use of anakinra in adults with secondary HLH have
previously been published (6, 8 ,17, 19, 20, 28). Four were due to infections (EBV, CMV,
MAC, histoplasmosis, four to autoimmune disease (two with AOSD, SLE antisynthetase
syndrome), two post transplantation immunosuppression, one due to acute lymphocytic
leukemia and three of unknown trigger. Twelve of 15 (80%) required life support
(mechanical ventilation, hemodialysis, vasopressors). All but two received corticosteroids
and just over half IVIg. Overall survival was 67%, and no complications of
immunosuppression were reported.

The mechanism by which anakinra might ameliorate secondary HLH is not fully
elucidated. Secondary HLH (and some forms of sepsis) are characterized by high levels
of circulating cytokines including interleukin-6 (IL-6), tumor necrosis factor and
interferon-gamma (IFN-y) (2, 4, 7, 18, 29) - constituting what some have called a
“cytokine storm”. Many investigators believe that hypercytokinemia is pathogenic in
HLH. Renal failure, cytopenia, coagulopathy and cholestasis have been associated with
elevated levels of IL-6 and IFN-y (2, 18, 28). IL-1B activates lymphocytes responsible for
production of these same cytokines (2, 7, 18, 28). IL-1Ra is a competitive inhibitor of IL-
1B (7, 29). Therefore IL-1 receptor antagonism by anakinra might inhibit the maladaptive
hypercytokinemia characteristic of secondary HLH. This brief explanation oversimplifies
a complex and poorly-understood process that requires much further research.

The observed survival rate in our adult patients treated with anakinra (71%) appears
favorable compared to that described in other comparable groups of patients (13-16)
with survival rates ranging from 25-41%, although we cannot definitively attribute this to
treatment effect. It is notable that the majority of our patients had MAS, which has a
improved prognosis compared to other forms of HLH when it presents in the outpatient
setting, but similar high mortality once the patient develops MSOF and requires
intensive care (13-16). This finding supports the concept that secondary HLH of any
cause is related to a cytokine storm universal to all underlying catalysts, and that after a
critical point the inflammatory cascade becomes increasingly difficult to reverse.

We have previously diagnosed and treated a total of 29 cases of secondary HLH in our
ICU. Survival among 22 patients who did not receive anakinra was 14%. This group
included eight patients who received etoposide, all of whom died or developed severe
neutropenia (WBC <0.5 X 10%/L) within a week of its initiation. The patient who survived
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etoposide did so after her regimen transitioned to anakinra. Statistical comparison of
patients in our practice who did or did not receive anakinra was not undertaken due to
potential bias and confounding. Controlled prospective trials are required to determine
whether anakinra will improve survival of patients with secondary HLH. One such trial is
currently under way (ClinicalTrials.gov Identifier: NCT02780583) specifically in regards
to MAS.

Two of our patients died from opportunistic fungal infections. Fatal fungal infections
have previously been reported to occur in patients receiving treatment for HLH who did
not receive anakinra (28) and are likely a result of multiple risk factors including the
underlying immune dysregulation associated with HLH, other immunosuppressive
therapies and invasive procedures related to ICU care (30, 31), and therefore these
infections cannot be specifically attributed to anakinra. We consider prophylactic
posaconazole or amphotericin therapy in selected ICU patients at high risk for fungal
infections given the evidence of invasive fungal infection prophylaxis including
mucormycosis in similarly immunocompromised patients (30, 31).

Conclusions

Our study contributes to mounting observational evidence supporting the hypothesis
that anakinra may be efficacious in adult patients presenting to the ICU with life-
threatening secondary HLH. In our opinion, it can be considered as first line therapy, in
combination with corticosteroids and IVIg, in selected patients for whom renal, hepatic
and bone marrow dysfunction put them at higher risk of toxicity due to etoposide.
Vigilance is warranted in relation to opportunistic infections, particularly those due to
fungi. Prospective controlled trails are needed to definitively establish effective therapy
of HLH.
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