Adult MAS/HLH: Early Recognition Trigger Guide

Concise clinical trigger guide for suspected macrophage activation syndrome / hemophagocytic lymphohistiocytosis

This is a recognition and escalation aid - not a diagnostic rule, treatment protocol, or substitute for specialist consultation. Evaluate infection,
malignancy, rheumatic disease, drug-related causes, and other mimics in parallel.

1. Pattern Alert: When to Think MAS/HLH

Think MAS/HLH urgently when a patient with systemic inflammation has persistent fever or unexplained deterioration plus a concerning trend
such as rising ferritin, falling counts, low/falling fibrinogen or coagulopathy, liver injury, CNS dysfunction, shock, or organ dysfunction.

Individual findings are non-specific; the pattern and trajectory matter.

2. The 4F Recognition Mnemonic

Fever Ferritin

Persistent fever, recurrent fever,
or unexplained systemic
deterioration.

Markedly elevated or rapidly rising
ferritin. No single ferritin value is
diagnostic.

Falling Counts Fibrinogen
Platelets, WBC/neutrophils, or
hemoglobin falling - even if still
“normal” for the lab.

Low or inappropriately falling
fibrinogen; may accompany rising
D-dimer or DIC pattern.

Clinical pearl: In active systemic inflammation, “normal” platelets or fibrinogen may be abnormal if they are falling from an inflammatory baseline. A

paradoxically falling ESR may reflect falling fibrinogen.

3. First Actions When MAS/HLH Is Suspected

A. Order and trend core labs urgently

» CBC with differential; ferritin, CRP and ESR; LDH
e AST/ALT, bilirubin, albumin; creatinine/electrolytes
* PT/INR, PTT, fibrinogen, D-dimer

« Triglycerides

« Cultures and infection testing as clinically indicated

» Assess fever curve, hemodynamics, CNS status, organ dysfunction,
hepatosplenomegaly

B. Escalate and evaluate in parallel
* Seek senior review early

» Contact Rheumatology and Hematology early when the pattern is
concerning

« Involve ICU early for shock, CNS involvement, DIC, respiratory failure,
or organ dysfunction

« Consider ID, Pharmacy, Lab Medicine, and malignancy evaluation
based on context

» Do not wait for specialized send-out tests or full criteria if the patient is
deteriorating

4. Red Flags, Contexts, and Mimics

Additional red flags

* Rising AST/ALT, bilirubin, LDH

« Hypertriglyceridemia

« Splenomegaly or hepatosplenomegaly

* CNS symptoms, encephalopathy, seizure

« Shock, DIC, respiratory failure, renal or liver
dysfunction

High-risk contexts

« Still's disease / systemic JIA / AOSD

« SLE or other systemic inflammatory disease

« Severe infection or EBV/CMV-associated illness
« Hematologic malignancy / lymphoma / leukemia

« Immune dysregulation; drug or
immunotherapy-related inflammation

Watch for mimics/overlap

* Sepsis or septic shock

» Malignancy-associated inflammation

» Acute EBV/CMV or other viral triggers

* Drug-induced HLH-like syndrome; checkpoint
inhibitor or CAR-T related syndromes

* TMA, catastrophic APS, liver failure, VEXAS/CHIP in
selected older adults
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Adult MAS/HLH: Escalation, Interpretation, and Safe Use

5. Escalation Triggers

Escalate urgently

 Several 4Fs occur together

« Ferritin is rising rapidly

» Counts or fibrinogen are falling

* LFTs/LDH/coagulation markers are worsening

« Clinical trajectory is deteriorating despite initial management

6. Criteria, Scores, and Specialized Tests

Scores/criteria: support thinking

* HScore, HLH-2004, and MAS criteria can structure assessment and
communication.

« Criteria may be insensitive early and should not be used to delay
escalation.

« Classification criteria are not the same as bedside diagnosis.

* Hemophagocytosis is neither required nor specific.

7. 60-Second Bedside Handoff Script

Use this page to support communication, avoid false reassurance, and prevent over-testing.

Escalate especially fast if any are present
« Shock or vasopressor need

« CNS dysfunction, seizure, encephalopathy

« DIC/bleeding or severe coagulopathy

« Respiratory failure or ICU-level illness

« Renal or hepatic dysfunction

« Concern for malignancy-associated or EBV-associated HLH

Specialized tests: selective use

« Cytokine/biomarker testing may help phenotype severe, unclear,
progressive, or refractory cases.

 Functional/flow and genetic testing are most useful when
primary/genetic HLH or immune dysregulation is plausible.

» Confirm specimen handling before collection.

« Assign a responsible clinician/team to follow delayed results.

“I am concerned about MAS/HLH because this patient has [fever/systemic deterioration] with [rising ferritin], [falling counts], [low/falling
fibrinogen or coagulopathy], and [liver injury/organ dysfunction]. Core MAS/HLH labs are ordered/trending. Infection, malignancy, and
inflammatory triggers are being evaluated in parallel. | am requesting urgent senior/specialty input because the trajectory is concerning.”

8. Common Traps to Avoid

Diagnostic traps Workflow traps
« Waiting for all HLH criteria

» Assuming sepsis excludes MAS/HLH
« Relying on one ferritin threshold

« Ignoring falling trends from baseline

9. References and Evidence Base

« Missing fibrinogen/triglycerides/D-dimer
« Delayed senior or specialty discussion
« No clear result follow-up owner

« Unclear after-hours medication or send-out pathway

Interpretation traps

 Overinterpreting cytokine results alone

« False reassurance from early/borderline scores
* Forgetting malignancy or EBV/CMV

» Assuming hemophagocytosis is required
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Disclaimer: Educational resource only. This supports early recognition and escalation; it is not a substitute for clinical judgment, specialist consultation, institutional protocols, or

patient-specific decision-making.
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