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Hyperinflammation/Immune Dysregulation Pathway and HI FIVE Consults

Is there a concern for 
hyperinflammation and/or immune 

dysregulation based on clinical 
presentation AND elevated ferritin 

(see List 1)?

Yes

Continue current patient 
management and consider other 

causes of illness

If persistent concern, can repeat 
ferritin ~q72 hours as screening

Does patient meet 
any of the consult 

criteria (List 2)?

Yes
Consult the HI 
FIVE Team* for 

further 
recommendations

No

Consider additional 
screening labs and 

re-evaluate

HyperInFlammatory Interdisciplinary Visits and Evaluation Team
The HI FIVE team has expertise in immune dysregulation and will 
provide a coordinated multidisciplinary consult on inpatients 
with a concern or diagnosis of hyperinflammation . 

Concern for Hyperinflammation (Abbreviated List 1)
(see full criteria in attached document)
1. Patients with a history of HLH/MAS and/or who have 
underlying rheumatologic, immunologic, or malignant 
conditions that predispose to HLH/MAS
2. Persistent fevers
3. Hepatosplenomegaly and/or diffuse lymphadenopathy
4. At least 2 cytopenias
5. Severe hyperinflammation related to infection
6. Neurologic symptoms 
7. Hepatobiliary dysfunction 
8. Hemophagocytosis on tissue biopsy
9. Additional lab abnormalities associated with immune 
dysregulation 

a. Albumin < 3.5 g/dL
b. Lactate Dehydrogenase (LDH) > 450 IU/L
c. Fibrinogen < 150 mg/dL
d. Fasting triglycerides > 265 mg/dL

Consult Criteria (List 2)
1. Any patient with temperature derangement during the admission, 
defined as hyperthermia (temperature >38.5 ° C) or hypothermia 
(temperature < 36.0 ° C), and a ferritin > 500 ng/mL that is NOT
explained by conditions associated with iron overload.
2. Patients who have condition(s) in List 1 that are not explained by 
the degree of underlying illness and/or medications AND a ferritin > 
500 ng/mL.
3. Concern that the patient is at high risk for the development of 
immune dysregulation despite not currently meeting typical clinical 
and laboratory findings in List 1. 

*The HI FIVE contact can be reach through the Synergy call 
system under the “HI FIVE” call number. Upon choosing the HI 
FIVE contact, Synergy will list which service is acting as the 
primary contact team. You should then contact the service listed 
and specifically request a “HI FIVE” consult. 
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