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Introduction: HLH overview
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Wu Y, et al. J Hem and Oncol 2024; Logan AC, et al. Cancers 2023; Birndt S, et al. J Cancer and Clin Oncol 2020
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Introduction: HLH & Haematological tumors
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Knauft J, et al. Leukemia 2024; Zhang Q, et al. Oncology Letters 2023
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Introduction: HLH & Solid tumors

m T or NK cell ymphoma/leukemia

m B-cell lymphoma

= Non-specified hematologic neoplasms
m | eukemia

= Hodgkin lymphoma

= Solid tumors

= Non-specified neoplasm

Wilms tumor, germ cell tumor, lung cancer, colon
cancer, prostate cancer, hepatocellular carcinoma,
squamous cell carcinoma
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Li F, et al. Oncotarget 2017; Las Cifras del Cancer SEOM 2025; Solomon B, et al. JCO 2018
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Introduction: HLH Diagnosis challenge

1 Hyperinflammation
“HLH disease”

Immune
activating
therapies

(Rx-HLH
HLH d

associated Immune
with drugs compromise
(DRESS) (IC-HLH)
Bacterial
sepsis Atypical
infections

Adequate inflammation
“HLH disease mimics”’

Malignancy
associated
(M-HLH)

Cancer
related

Infection
related

Drug related

latrogenic/
environmental

Endogenous

v

HLH-2004 diagnostic criteria

Feature Cut off

1. Fever

2. Splenomegaly

3. Cytopenia =2 cell lines
Hemoglobin < 90 g/L (neonates <100 g/L)
Platelets <100x10%L
Neutrophils <1x10%L

4. Hyperferritinemia >500 ug/L

5. Hypofibrinogenemia < 15g/L
or hypertriglyceridemia > 3 mmol/L

6. Elevated soluble CD25 > 2400 U/mL

7. Hemophagocytosis Bone marrow, other tissues

8. Reduced or absent NK cytotoxicity
Other features
Elevated transaminases and bilirubin
Elevated lactate dehydrogenase
Elevated d-dimers
Elevated cerebrospinal fuid cells and/or protein

Rajapakse P, et al. World J Oncol 2022
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Introduction: Multidisciplinary approach

Patients HCPs

* Reduced conflict in difficult-to-manage cases
* Organized approach to disease management
* Increased camaraderie among colleagues

* Increased likelihood of obtaining a diagnosis * Improved communication with HCPs * Opportunity for Ql initiatives

» Access to innovative diagnostics/therapies « Efficient diagnostic evaluation * Enhanced educational opportunities

* Faster time to disease-directed therapies * Support system for when caring for complex diseases
* Greater ease in navigating the medical system * Protected time for participation

* Improved outcomes
« Improved satisfaction with care
* Improved safety/decreased AEs

* Greater continuity of care
* Reduced burnout for HCPs

* Retention of medically complex
patients

* Reduced healthcare expenditures

* Improved community standing

* Physician retention and reputation growth

* Reimbursement incentives

* Decreased burdens on staffing and bed management
* Increased patient referrals

Institutions

Henderson LA, et al. Frontiers in Inmunology 2025
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Introduction: Collaborative consortium

.

Academic immMDT Focused on
HLH/MAS

Designated specialty lead

EMR integration of diagnostic and
treatment algorithm

Integrated medical note to combine
input from all specialties

MDT engaged based on specific
diagnostic criteria for HLH/MAS

Academic immMDT Focused on
General Immune Dysregulation
Outpatient follow-up available
Full-time clinical coordinator
Integrated medical note to combine input from all
specialties
MDT engaged when immune dysfunction is
suspected

Shared Elements

Team members dedicated to working
collaboratively to manage immune dysregulation

Ability for team to reach consensus and provide
unified management plan for a patient

Care for patients within the ICU
Electronic order sets
Regularly occurring conferences

Tools for regular informal communication within
the MDT

Team triggered by rotating lead
Patients seen individually by each team member

Treatment decisions made by MDT; patient
management performed by on-service team

Decentralized immMDT

i

Community immMDT

* MDT engaged based on specific
diagnostic criteria

* Members identified based on
interest

Interaction with the MDT network QI research

ancial investment

Communication with labo
regarding triage of testing
priority/interpretation of results

‘Banking of research specimens

Published description of findings

Henderson LA, et al. Frontiers in Inmunology 2025
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HLH & Cancer: Underdiagnosed disease

Male Female Headaches i
Confusion - Fever
Hallucinations - Fatigue
16-20 16-20 Delirium - Anorexia
21-25 21-25 Aphasia
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® 51-55 51-55 @& Respiratory failure
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Z‘ 66-70 66-70 g Troponin elevation
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81-85 81-85 cardiomyopathy
86-90 86-90 Acute heart failure - Nausea
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Abdelhay A, et al. Lancet 2023; Vizcaino M, et al. Oncology & Pahology 2018; Ngyuen TT, et al. Experimental & Molecular Medicine 2024
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HLH & Cancer: Brisse model

High Risk of HLH

Low Risk of HLH

Residual cytotoxic function Endogenous
Components
Underlying inflammatory disorder
Such as lymphoma, leukemia, systemic JIA, RA, SLE, IBD, Kawasaki
disease, and many more. _
Underlying immunosuppression
" " " Exogenous
Such as HIV, chemotherapy, transplantation, and biologic therapy. Components
Infectious trigger
Including viruses (commonly EBV), bacteria, parasites
(e.g., leishmania), and fungi (e.g., histoplasma).
---Threshold
for HLH

Secondary HLH MAS-HLH or HLH Associated Atypical Primary
Associated with Secondary HLH with Infection Primary HLH,
Opportunistic Associated with HLH Any Trigger
Infection Cancer

Henter J-I. NEJM 2025
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HLH & Cancer: Updated diagnosis criteria
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Henter J-I. NEJM 2025; Yoon SE, et al. Ann Hematol 2020
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HLH & Cancer: Quick surveillance flowchart

o o ] High Index of Suspicion for HLH:
Order first line investigations ill-apearing adult with fever/sepsis, hyperferritinemia, and bi/ pancytopenia,
- especially with an unknown cause and if clinically deteriorating
* Recommended Screening Evaluation, Expected Results within 24h:
Physical Exam: vital signs, abdominal exam for hepatosplenomegaly, neurological exam!,
Howe unwell is your patient? 11istory—directed exam for infection, malignancy, and [or autoimmunity
Consider critical care involvement Labs:
- complete blood count with differential, peripheral blood smear
* - metabolic panel (liver /renal panel, albumin), lactate dehydrogenase, fasting triglycerides
- coagulopathy panel (activated partial thromboplastin time, prothrombin time, fibrinogen)
ﬁ'lmeline for investig§ticn and t_reatml_ant of diagnosed HI_I-N - inﬂammatory markers (eAgA, ferritin, C-reactive protein)
(time from diagnosis) = pregnancy test if applicable
Begin firstline i <1t2 h?urs f the HLH dri - blood cultures, lactate, respiratory viral panel, COVID
egin first-line investigations of the rver B . . s . . iy ~ .
alongside instigation of first line treatment other history / physical exam-directed infectious, malignancy, or rheumatologic workup
24-48 hours
Complete first-line investigations "4 N
Begin second-line investigations as appropriate It Lto.ncerning tor HLH. (e.g., recurrent fever, high If not concerning for HLH, repeat as clinically indicated,
Review with multispecialty team ferritin/ LDH, cytopenias, a.bnorfnal liver function, esp.eclally if the patient contm.ue.s' to deter.lcfrate,
Inwvolve neurclogy clinician if neurological signs and begin specialist hypoalbuminemia): since HLH labs may not be initially positive
investigations as appropriate J'
c | . . _5'1 0 _::.Iays i £ d Refer to a tertiary care center, and /or
omplete investigations if no obvious cause foun / Perform First Pass Evaluation: complete HLH-2004 diagnostic workup and evaluate for malignancy?
Labs:
I I - soluble IL2R (sCD25), NK-cell cytotoxicity activity assay, antinuclear antibody (ANA) test
First-line investigations B = nucleic acid tests for EBV, CMV, VZV, HSYV, and HIV; viral hepatitis serologies; rule out tuberculosis
Imaging: computed tomography (CT) +/- positron emission tomography (PET) of at least the chest,
1 | abdomen, and pelvis
Pathology: biopsy of suspicious masses; peripheral blood flow cytometry and /or bone marrow biopsy
Second-line investigations Second-line treatment as clinically appropriate
i i Consultation: hematology / oncology, rheumatology, and /or infectious disease to assist in diagnosis
Specialist investigations Third-line treatment l
Extended Diagnostic Evaluation®: if HLH is confirmed, but the underlying etiology is not yet uncovered
+ * Consider: sCD163, serum CXCL9, T-lymphocyte subsets, quantitative immunoglobulins, tumor markers
Other infections: fungal / parasite serologies, HHV-6, HHV-8, non-tuberculous mycobacteria
Ongoing patient management decided via multi-disciplinary support Biopsy and/or culture any tissue with clinical changes suggestive of occult malignancy /infection
for the parent specialty Consider genetic testing*

Jordan MB, et al. Blood 2011; Lee JC, et al. Cancers 2023
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HLH & Cancer: PNTs value

~ HLH in adult patient
(or high dinical suspicion)

Contact reference center

\ 4

Pat dinically stable: Imperative to identify and treat HLH-trigg I General considerations

. N . She Transient HLH responding to disease
Pat deteriorating or unstable: CS (+/1VIG) > spedific trea t Wait & watch
- v Sy B > dary (acqu HLH
' EENR EEN ..
Often severe HLH
Te o iall f: = L
© consider especially in case of: - p—— Optimize suppor tive
st | Malignancy- JALIInIIn e/ Drugdnaiced u treatment
guinity Infection- Sk inflammatory (CART /BiTE, Other
- Albinism [ ] - associated Mal-HLID disease Checkpoint causes u
3 (MAS-HLH) hibitors)
- Isolated CNS-disease ™ -
- Young EBV+ male .i.. HE E BN EEEEEEEEEER EEEEEERN EEEEEERN EEENR
g & g > Check for secondary
= s g £ £ infections
] £ é S =3
HLH-94 = = £ =g
Individual adaptation - 3 £ =
z
3 = 8. ‘ LipAmphB CS (+/AVIG) CS (+/4AVIG) High dose all-6R CS (+/-IVIG) Reassess for a potentially
=Unamblgousgenetic.caise 4 (disease Etoposid methylprednisol (todilizumab) Etoposide undetected trigger,
- Family history CS (+/4VIG) adapted) (pre-phase”) CsA cs (disease in particular lymphomas
= i Virostatics chemotherapy all-1R (anakinra) (disease adapted)
Refractory df‘“’e +/- Modified HLH-94 i ) di adapted) adapted)
- Recurrent disease (rituximab®) . H :
H H H
i H H
H H H :
Case by case di d 5 i H
£ Insu response Insufficient response H Reassess;
HLH consult 1* consolidation CNS involved after 48 hours H terminate immunosuppression?
regarding auto/allosCT = H H
AllosCT . A 4 H
H H
v Case by case v Etoposide consider .
HLH consult Etoposide H
AllosCT regarding Reported salvage options (r/r HLH) g
salvage Alemtuzumab / DEP / Ruxolitinib, H
-------------- = Emapalumab / CHOP-like + id £ :
Plasma exchange / cytokine adsorption.
If splenomeagaly: Splenectomy
.

v 4

AllosCT

Jemimah F, et al. Int J Med Pharm Case Rep 2023
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HLH & Cancer: ICI AEs

Melanoma 21 (55)
Lung cancer 5(13)
Bladder cancer 3(8)
Renal cell carcinoma 25 L. . . .
o In clinical practice, ICI-related HLH arises with a de-
Hodgkin disease 103) o ; R
p— Transitional cell carcinoma B layed timing with respect to initiation of ICI treatment,
cremotherapy Adenocarcinoma gastric 10) presents clinical, haematological and coagulation fea-
Hematologic complications of immune checkpoint inhibitors (%) Thymoma 10 tureS SImllar tO those Of HLH WIth dlfferent ethlOgY’
*k T cell lymphoblastic leukemia acute 10) rarely is associated with other irAEs and concomitant
Grade |-V: 36.49% (30.23-42.75) Grade I-V: 29.73% (24.82-34.64) Grade I-V: 17.95% (15.04-20.87) Not reported 2(5) viral 1nfections, and resolved 1n € majori Ol cases.
Grade I1I-V: 4.14% (3.85-4.42) Grade I1I-V: 5.29% (3.86-6.73) Grade I1I-V: 1.58% (1.06-2.11) m
eeping In min ese Indings, clinicians should con-
Drugs . . .
Fussmmmy - sider ICIs" involvement in the onset of HLH whenever
Anti-CTLA-4 (ipilimumab) monotherapy 7 (18) . . . .
| b h
u - At monoth they diagnose a disease of this group of syndromes in
Country of Total number of Number of ICl-relate® ICl-related HLH nt-rL-1 monotherapy . .
primary source ICl-related HLH safety reports L reporting = nivolumab 14 (37) cancer patlents treated Wlth ICIS‘
safety reports B rate (%) - )
- P ” - 0 u pembrolizumab 7 (18) h7
rance : ™
J o ) : . . Ant-PD-L1 monotherapy Same treatment approacn:
apan .
P u u Atezolizumab 10) HLH-2004 protocol sense?
Germany 1901 3 m 02 ]
] - n ipilimumab and nivolumab combination therapy 5(13)
Switzerland 830 1 0.1 -
L nivolumab and ipilimumab sequential therapy 3(8)
Canada 1279 1 m 008 u brol o and ol b i .
[ ] embrolizumab and ipilimumab sequential thera 13
US of America  24'998 8 m 003 - ? b B o
] | |
dEEEEEEY Noseda R, et al. J Immunotherapy Cancer 2019; Ohashi T, et al. J Hematol 2023
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Treatment algorithm proposal: Guidelines

Therapy

See Statement 9 Text

and Supplementary Material
(http://links.lww.com/CCM/G882)
Proposed Severity of Secondary HLH in ICU-Admitted Patients for Recommendations

Consensus-Based Guidelines for the
Recognition, Diagnosis, and Management

of Hemophagocytic Lymphohistiocytosis
in Critically Il Children and Adults Mild No evidence of organ dysfunction except coagulation/ Consider addition of corticosteroid therapy (58)

hematglog oisysiem Dexamethasone 10mg/m? daily divided every 12hr (17, 58, 68)
Moderate Evidence of moderate organ dysfunction (SOFA or pSOFA |  or equivalent methylprednisolone dosing (2mgrkg/d) (58);

score 2 or less per organ system excluding coagulation/ |  consider addition of anakinra 2-10mg/kg/d, divided in two to

tsis, Ery aqgresive crical arenenventos ae often equred fo manage the e fourdally doses (subcutaneous or V) (22,56, 62, 64, 65)

mulsystem organ falure associated wih hemophagocytic lymphohitiocytoss, Seellle nesd o Ealememe] ayEen Addiionof etoposide with dose recuction s follows
Severe Evidence of severe organ dysfunction (SOFA or pSOFA (35, 66, 67)
Score 3 or more of at least one organ system excluding 100 mg/m? once weekly in older teens

coagulation/hematologic system) and/or any need
for organ replacement therapy due to organ failure,
including positive-pressure ventilation, renal replacement |  50mg/m* once weekly in the elderly
therapy, vasopressors, and extracorporeal life support

75mg/m? once weekly in adults

Hines MR, et al. Critical Care Medicine 2021
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Treatment algorithm proposal: 1st Step therapy

DEXA

INDUCTION PHASE
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Logan AC, et al. Cancers 2023



Il Jornada del paciente con cancer en situacion critica

Coordinacion en la instauracion de medidas de soporte agresivas

b

Treatment algorithm proposal: Underlying malignancy?

HLH Type Severity Therapy

Malignancy-associated HLH-triggered organ damage
HLH (e.g., cytopenias, cholestatic
icterus, pulmonary infiltrates,

Two-step approach (11, 67)

Etoposide (75-100mg/m?), corticosteroids, and IVIG

encephalopathy, or renal failure)

I Once stabilized, start cancer-directed therapy I

Adjunctive therapies  IVIG (18, 35, 56)

Plasmapheresis (71)
a monoclonal antibody

Cytokine adsorption columns (72)  Anti-inflammatory effects

dec s e na eyt s, veghn el et s

General anti-inflammatory and antiviral effects

Anti-inflammatory effects; use with caution if giving

tenfammtion et terapy oris sulficently stble fo eceive chemotherapy diee ly.:

Cumulative survival

Cumulative survival

| -—|_L|—‘—|_.
1 ]
= 86.0%
0.5 '
=y
1

=V Ferritin <1056.1 pg/L Logrank P<0.001
=" 1Ferritin >1056.1 pg/L

T T T T T T
500 10.00 15.00 20.00 25.00 3000
Time(weeks)

B,

Cumulative survival
° °

Cumulative survival
° °

=" 1The value of model <0.412
e value of model 0.412 Log-rank P<0.001

T T T T T
10.00 15.00 20.00 25.00 30.00
Time(weeks)

Hines MR, et al. Critical Care Medicine 2021, Logan AC, et al. Cancers 2023; Zhou J, et al. Orphanet J Rare Dis 2020
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Treatment algorithm proposal: Monitoring request

Therapy

See Statement 9 Text

and Supplementary Material
(http://links.lww.com/CCM/G882)

Proposed Response to Therapy for Recommendations
Response Improvement in ferritin, normalization of temperature, Continue full treatment of trigger; reassess
and clinical stabilization (i.e., no worsening organ disease daily, and wean therapy as tolerated

dysfunction) within 48-72 hr after start of therapy

Nonresponse Lack of improvement in ferritin, persistent fever, and/or lack Reevaluate triggers to ensure they are treated;
of clinical improvement > 48-72 hr after start of therapy consider adding additional HLH-directed

therapy
Progression Increasing ferritin and/or persistent fever > 48-72 hr Aggressively reevaluate triggers to ensure they
after start of therapy. Increasing need for support of are treated; highly consider the addition of
organ dysfunction (i.e., positive-pressure ventilation, other or additional HLH-directed therapies

renal replacement therapy, increasing blood product
replacement, and/or need for vasopressors and
extracorporeal life support) at any point

Hines MR, et al. Critical Care Medicine 2021
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Treatment algorithm proposal: 2nd Step therapy

(o}
Toaeumes e © Target  Drug Type of Drug Preclinical Phase | Phase Il Phase Ill Identifier Ref.
o JAK 1/2 Ruxolitinib JAK 1/2 inhibitors NCT05137496  NA
Methylprednisolone e
IL-1 Anakinra IL-1R antagonists NCT02780583  ''®
f Not yet recruiting
AN B Methylprednisolone
IL-2 rhiL-2 Recombinant NCT02569463  NA
<«—— Alemtuzumab (Campath-1H) hiL-2 protein Recruiting
Emapalumab IFN-y Emapalumab Anti-IFNy mAb NCT03311854  NA
PD1 Antibody Completed
l / IL-1 Anakinra IL-1R antagonist NCT04339712  NA
/ Tocilizumab IL-6 Tocilizumab Anti-IL-6 mAb et
l 02 IL6 < ini
v (o} IL-18 Tadekinig alfa IL-18BP NCT03512314  NA
| R IL-18 BP (Tadekinig alfa) fiecuiting
CD52 PD-1 i;
o olL-18€ IR Rituximab Anti-CD20 mAb NCT05384743  NA
Recruitil
@l— Anakinra .
& 0°|L-1p E—— IL-1 Anakinra IL-1R antagonist NCT03332225 '
© X IFNy-1p Imukin Recombinant (el
l_ TNF-a Antibody hIFNy-1b protein
TNF-0

NK cell / CTL TNFR iI_.bO

Logan AC, et al. Cancers 2023; Nguyenn TT, et al. Experimental & Molecular Medicine 2024
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Treatment algorithm proposal: Exciting results

WEEEEEEN m
Treatment Number Type of HLH Complete : Overall g Number of Patients Who Rate of :
of Response/ o Response 8 Achieved HSCT or Survival -
Patients Partial b : Subsequent Chemotherapy m
Response : o :
[
Alemtuzumab (Marsh, 22 8 F-HLH 0%/64% w 64% W 77% 64% :
et al)*® 5 EBV-HLH " o b
2 CMV-HLH : b "
m
7 I-HLH o L m
L
DEP (Wang, et al)** 63 29 Mal-HLH 27%/49.2% o 76.2% B 13 (44.8%) 60.4% :
22 EBV-HLH L : m
4 F-HLH b o o
b .
8 I-HLH o [ b
m
L-DEP (Wang, et al)>? 28 EBV-HLH 32%/53.5% o 85.7% B 13 (54.1%) 76.9% "
L : (post HSCT) f
ib (Ahmed, 5 Secondary HLH 100% : 100% : NA 100% m
m
L b N
L m
ib (Boonstra, 13 5 Infectious-HLH 38.4%/38.4% W 77% " NA 76.9% -
4 MAS-HLH L : o
5 I-HLH - o .
o
|
Ruxolitinib with and 34 I F-HLH 14.7%/58.8% : 73.5 s NA 55.9% :
without glucocorticoids 25 EBV-HLH - | b
(Wang, et al)®® 2 MAS L : m
L
6 I-HLH o o "
[
DEP-Ru (Wang, et al)®? 54 28 EBV-HLH 15.1%/58.5% w 73.6% n 32 (59.2%) : NA :
5 MAS L b | m
3 Mal-HLH s b = .
6 F-HLH 3 = e
3 - b | .
I Pregnancy-HLH L : o b
I Drug-HLH b o L -
= L .
2 Infect-HLH n L ul -
L m
Emapalumab (Locatelli, 34 27 F-HLH 21%/32% o 65% B 22 (64.7%) u| 69% (90.9%
et al)5s 7 1-HLH L :  post HSCT)
Nivolumab (Liu, et al)®* | 7 EBV-HLH 71.4%/14.2% % 85.6% : NA o 71.4% o
LA LR NN NS LA R B R EEDN]

Yildiz H, et al. Therapuetics and Clinical Risk Management 2021
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Treatment algorithm proposal: Next Future

(A) 100%

75%

50%

1-year PFS (%)

25%

0%

Anakinra
—— HLH-9%4
— HDS

——— Supportive Care

Anakinra 1-year PFS: 63.6% (95% Cl, 16.1% to 89.4%)
HLH-94 1-year PFS: 30.0% (95% Cl, 7.1% to 57.8%)
HDS 1-year PFS: 28.6% (95% Cl, 5.4% to 58.5%)

Supportive Care 1-year PFS: 23.1% (95% Cl, 2.2% to 57%)

4

T T T T T

5 6 7 8 9
Months after initiation

T T

10 11 12

|

(B) 100%

Anakinra
— HLH-94
—— HDS

— Supportive Care

75%-

50%-

1-year OS (%)

25%-

0%

Anakinra 1-year OS: 77.8% (95% Cl: 16.6% to 96.5%)
HLH-94 1-year OS: 33.3% (95% CI: 7.8% to 62.3%)

HDS 1-year OS: 25.0% (95% CI: 3.7% to 55.8%)
Supportive Care 1-year 0S: 23.1% (95% Cl: 2.2% to 57%)

T T T T T T T T T

4 5 6 7 8 9 10 11 12
Months after initiation
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Lee BJ, et al. Eur J Haematol 2023; Stalder G, et al. Haematologica 2023
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Treatment algorithm proposal: The last bullet=HSCT

Standard reduced-intensity
HSCT approach

|w)
QO
=

=25 -20 -15 -10 -5 -3 0 - Stem cell infusion
“Proximal”
1 1 1 1 1 1 1 >
“Intermediate” Fludarabine/busulfan
‘Distal" 4 days Tacrolimus - 3 months then taper
alemtuzumab

3,10, 15, 20mg sc

Sirolimus — 3 months then taper
and/or methotrexate days +1, +3, +6, (+11)

Haplo HSCT - RIC Flu/Cy/TBI with post transplant Cy and
Tac, MMF

Probability

OS and PFS
1.0 4
0.8 4 k
0.6 o
0.4 -
024 —O0S
— PFS

00 T T 1 1

0 1 2 3 4

Years from transplantation

Probability

—
o

1 — AllcGVHD
— Mod-severe cGVHD
0.8 1
0.6 -
0.4 -
0.2 1
0.0 T 1

0 6 12 18 24
Months from transplantation

Gooptu M, et al. Blood Advances 2023
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Treatment algorithm proposal:

SevereCRg  With HLH-like

IEC-HS

A B dr;:flllo:ggn
. . unction
Post IEC Hyperinflammatory Syndromes - >
Mild, minimally Di . Progressive, life-
. Isease severlty .
symptomatic threatening
CRS IEC-HS
First-line therapy: Start anakinra +/- corticosteroids I
Malignancies
Ml Second-line therapy: Increase anakinra (to target
crnanye dose), add corticosteroids if not yet started, consider
associated CRS EC-HS : g
HLH starting ruxolitinib
IEC therapies Third-line therapy: Add ruxolitinib if not yet started.
Consider alternative agents (e.g., low-dose etoposide
or emaplalumab) for life-threatening toxicities

g Py Evaluate alternate etiologi
g g éh) /\ e e e e e eoomasoesansesamannoneoasacoamasocoonsons >
CAR-T  CARNK o Other Effector

CAR-macrophage Cellherapy
l ! I :
Day7 Day 14 Day 21 Day28

Day post-IEC therapy

Hines MR, et al. Transplantation and Cellular Therapy 2023
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Conclusions: Take-home messages

v Adult malignancy-associated HLH remains a severe underdiagnosed disease
v’ Early multidisciplinar & collaborative work-up is crutial with prognosis outcome

v’ Investigational effort should be focused on mHLH (including treatment-related) vs other
etiology HLH distinction

v’ Despite recent advantages, improvements are strongly needed concerning diagnosis &
registry (lA tools), together with new treatment approaches (clinical trials)
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Conclusions: It could happen to you
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