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BACKGROUND RESULTS

HLH is a lite-threatening hyperinflammatory syndrome induced by
aberrantly activated myeloid and T cells

Patients identified for HLH chart review

Primary or familial HLH (pHLH] is a genetic disorder that typically

presents in young children’ -
g dary HLH (sHLH]. which t hut t Method 1 Method 2 Method 3
beon ar,y > | ’,W Ch Gan lOCCUFIa any age Utls mOS 82-90% HLH-related ICD code Ferritin 21,000 OR any sCD25 test Treatment with dexamethasone/
common in adults, is triggered by infection, autoimmune disease, e g N = 15 958 etoposide combination and no treatment
malignancy, or other/unknown conditions’ S | | | | | with relevant chemotherapy drugs during
o . - - - - - th t
HLH is umversally fatal without treatmentm Patients with Patients with 1 Ferritin 210,000 Ferritin 1,000- No Ferritin Ferritin 210,000 Ferritin 1,000- e Sa:;e_?ggoun : . -
: : : : =2 mentions of mention of an AND any sCD25 10,000 AND any 1,000 AND any AND no 10,000 AND no B

Trea’Fment WIJ[Ih etopo&dg—based reg|mehs IMProves ogtcomes, but an HLH-related HLH-related test sCD25 test sCD25 test sCD25 test sCD25 test Method 1 Method 2 Method 22 Method 2b Method 2c Method 2d Method 3

survival remains low particularly for malignancy-associated sHLH 1CD code 1CD code N =59 N =106 N =400 N =570 N =14,823 N=327 N=1,057 N=4? N=94 N=374 N=547 N=86

Currently, there are no approved therapies for sHLH N=14 =31 (2 () ) () )

N =1135in cohorts (a)-(d) were random sampled Cohort (e) not
for clinician chart review analyzed
Our patient identification algorithm identified cohorts that were, on average, approximately 40-53 years of age in a random sample;
N = 1487 unigue patients analyzed (Method 1, 2, OR 3) the confirmed HLH/MAS cases in our sample were largely adult-onset cases

Diagnosing sHLH is challenging due to disease rarity, complex diagnostic criteria, and variable presentation This Is consistent with the higher incidence of sHLH observed in the literature?®®

symptoms are often nonspecitic and immediately lite-threatening sHLH vs pHLH diagnoses and triggering events will be confirmed in a future publication

:ﬁEH—ZU[M trial Estat;}lished di?]gnostic| Srite[rjia fOBH|LH§; however, this was developed for primary HLH, and diagnostic cutoft levels for Using a random-sample chart review, ferritin levels or sC025 testing (Method 2] captured additional HLH/MAS patients that were not

aboratory markers have not been validated in adults identified by ICD codes alone (Method 1)
Studies pf the desgrlipti\l/e eplidemiology of SHLH are Iimited andltypically idenltify paltizelln}s retrospectively through keyword searches and 17% of patients identified with Method 1 (N=327 ICD codes for HLH) had a confirmed HLH/MAS diagnosis
Internanlonél vlessificatior D|se?se [ICDJIclodes, potenhally Iee?d|lng tolunderd|agn03|s ” - Method 1 0% of patients identified with Methad 2 (N=1139, ferritin levels or sCD25 testing) had a confirmed HLH/MAS diagnasis

sl mmdencle '?ased on patients fulfiling HFH_ZUUA cnterg s estimated to be 1 per 2’000__?’000 adul hospltallzatlmns N | 246 [T we extrapolate the random-sampled HLH/MAS diagnosis ratios to the full cohorts, Method 2 has the potential to identify an additional
Rlecenltly, dfl th|m|zed LA Inlﬂammaltory [QH” index, bomprising sCD2o ?3’9[330 U/mL and ferritin 1,000 ng/mL, was identified as having 95% (or almost double) the number of identified HLH/MAS patients vs ICD codes alone, since the cohart for Method 2 is much larger
high diagnostic and prognostic value in malignancy-associated sHLH patients ] Interestingly, a subset of Method 2 with sCD25 >3,900 U/mL had a HLH diagnosis ratio of 18%, supporting OHI criteria

The combination of sCD25 and ferritin, two components of the HLH-2004 criteria, was synergistic for both HLH diagnosis

and mortality prediction 18

Method 2
1,055

Method 3
103

OBJECTIVES

To compile a histarical cohort of SHLH patients at a large US healthcare system to refine the sHLH clinical definition

CONGLUSIONS

Since HLH is a rare, heterogenous, and complex disease to diagnose and treat, HLH-related [CD codes may not accurately and sufficiently

This will inform a larger effort to describe sHLH epidemiology and characterize demographic, clinical, and treatment capture the spectrum of HLH patients

Characteristics, survival, and healthcare resource utilization of the cohort, compared with a matched comparison group Our expanded algorithm using ferritin and sC025 values captured a substantial number of patients with this life-threatening disease that

would otherwise not have been captured with [CD codes

A refined algorithm improves our ability to identify patients with this rare and complex disease: the algorithm could prove helpful in
understanding the potential underestimation of the incidence of HLH due to the inconsistent use of ICD codes

Descriotion Total patients identified | Number of unigue patients | Random sample for chart N (%) with HLH/MAS
' in EMR (N for chart review (N)* review (N) diagnosis
1 307 307 65

METHODS | o

11/65 (17%)

Ferritin =1.000 OR sCD25 test These results will continue to be evaluated and confirmed through 1) chart review of the full sample (each chart reviewed by two

1135 1,057 118 6/118 (5%) C " . . . . - .
cohort (e] removed : clinicians) and 2] the addition of another healthcare site with >450 patients identitied with an HLH-related ICD code
: : , , : : : : : : : itin = T 1/8 [13%
Queried Electronic Medical Recard (EMR) system 2009-May 2022 to identify potential patients: included >800,000 unigue inpatient = Ferriin 10,000 AND any sC0Z5 3 4 8 s
. . o any sCD25
Three methods developed for patient identification § o T o . . -
Method 1: Patients with any mention of an HLH-related [CD code (ICD-9 288.4; [CD-10 D/6.1, D/6.2, D/6.3) sC025 test
Method 2: Patients with certain ferritin values or sCD25 test, elements of the OHI indext 24 g 1 570 547 55 1/55 (2%)
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part of a chemotherapy regimen *Patients with an ICD code were removed from cohorts identified with Methods 2 and 3 to create a unigue patient population for random sampling. Patients identified with Method 2 were

also removed from Method 3 before random sampling.
20% random sample.
10% random sample.

A clinician reviewed a random sample of cohorts identified by each method, and HLH/MAS diagnosis was assigned based on
expert judgement



