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= CLSis a Systemic inﬂammatory adverse event (AE) associated with several conditions and medicationS, induding CLS GI’OleS Identified USi“g SElection Algorithm Figure 5- MOSt Common EXCllISiOIl criteria combinations fOI' CLS'I' CIaims
anticancer therapies such as tagraxofusp. = Eighty-one CLS-causing drugs were identified in the evaluation of ~7.5 million patients (Figure 2). L4000 114091
= Tagraxofusp is a first-in-class CD123-targeted therapy with a well-characterized and manageable safety profile, = After incorporating inclusion and exclusion criteria, CLS was not observed in 4,560,767 patients, and CLS was 12,000 .
without cumulative myelosuppression, and the only drug approved for the treatment of blastic plasmacytoid dendritic observed in 14,091 patients. 10000 4 .
cell neoplasm. : |B
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= In tagraxofusp-treated patients, CLS has been reported in 21% of patients; however, it is manageable, mostly grade Figure 2. CLS Selection Algorithm 2 i K5
1 or 2, and predominantly occurs in the first cycle of treatment.?? = e . .
= Information on predictors of CLS can help improve healthcare providers’ decision-making for patient selection, PurpleLab Patient Cohort o . .
monitoring, and supportive care. (Candidate drugs, N=81) v BB o= 2 o« 5 » 2 5 o
= Lack of a specific CLS ICD-10 code and overlap of CLS with other clinical diagnoses (eg, sepsis, hypersensitivity N=7,465,363 v
reactions) make identification of CLS in claims data challenging. ' 021 ANAPHYLAXIS/SEVERE HYPERSENSITIVITY ® 4
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= To develop an algorithm for identifying patients who experienced CLS in a US claims database. CLS Exclusion Criteria  |— Criteria
1 (RNenBIO‘IV8e7d) aAntibiotic NDC codes have been removed from the exclusion criteria of septic shock due to prophylactic antibiotic use in hematology patients.
NO Exclusion CLS Incidence Identified Using the Algorithm Was Similar to the Known Rates
Criteria < g
N=16,117 for Other Treatments
METHODS & ALGORITHM DEVELOPMENT <10 Distinct | <10 Distinct = Treatments of interest were identified as aldesleukin, filgrastim, gemcitabine, and tagraxofusp.
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= CLS incidence identified using the algorithm was similar to the known rates for these treatments of interest

= The algorithm identified potential candidate CLS-causing drugs based on product label, reports in scientific data, or (Removed) (Re_m°"ed) . . . L . .
documentation in the FDA AE Reporting System (FAERS) database. N=2,880,292 l . | - N=2,026 (Table 1), providing confidence in the algorithm’s ability to detect CLS in claims data.
. . . . . . >10 Distinct >10 Distinct — 21% of tagraxofusp patients were identified as experiencing a CLS event, similar to the incidence of
— Drugs were included if there were >4 cases of CLS reported in FAERS and if they were classified as anticancer Diagnostic Codes Diagnostic Codes in investigator-assessed CLS in the tagraxofusp pivotal study.?
medications, growth factors, or immunosuppressants. in Lookback (CLS-) Lookback (CLS+) '
N=4 767 =
= Open insurance claims data from PurpleLab (January 1, 2017, to March 1, 2025) were analyzed using a 12-month e il Table 1. Treatments of Interest
lookback review window prior to initiating candidate drug treatment, inclusive of procedure, diagnostic, and l l
medication codes. Treatment CLS-, n(%) CLS+, n (%) Reported CLS Incidence
_ _ , _ o o _ CLS- Group CLS+ Group Studv G
= Patients from the claims database were included if, within 2 weeks of initiating candidate drug treatment, they had N=4.560.767 N=14.091 =lely tarela o
(Figure 1): SR ’ Aldesleukin (n=327) 297 (90.8) 30 (9.2) 5.3%-100%*
— A diagnosis of diseases of the capillaries (ICD-10: 178.8/9); OR Filgrastim (n=560,174) 557,609 (99.5) 2,565 (0.5) <1%5
— A diagnosis of abnormal albumin levels or received intravenous albumin; OR c b 191 586 190240 (99.3 | 346 (0.7 o
. . . - - - - _ <1054
— 23 indicators of fluid resuscitation/management, edema, hypotension, infusion-related reactions, cardiac arrest, or Inclusion and Exclusion Criteria Combinations for CLS+ Claims emcitabine (n ,586) ’ (99.3) ’ (0.7) °
cardiopulmonary failure. = The most common corr?bina’_cion of inclusion criteria fo_r CL$+ claims was edema + hypotension + other indicators, Tagraxofusp (n=70) 55 (78.6) 15 (21.4) 2192
= Key exclusion criteria included prior history of idiopathic CLS, diagnosis of sepsis, severe hypersensitivity, or cytokine follc.)wed by hypoalbumlrfemle.] alone, then h.ypoalbumlnem|a + edema (Figure 3). _ “Exact incidence unknown. Data limited to case reports.
release syndrome (CRS) within 2 weeks of initiating candidate drug treatment (Figure 1). = Indicators of hypoalbuminemia were found in 56% (7,916/14,091) of the CLS+ group (Figure 4).
= Candidate drugs for which CLS is listed in the product label and for which FAERS vyielded a high number of CLS case — Among the 7,916 patients included due to indicators of hypoalbuminemia, only 10% (n=782) of patients had a
reports were identified as treatments of interest. diagnOSiS code for abnormal albumin, whereas 91% (n=7,182) received albumin treatment (Figure 4) LI M ITATIONS

= The most common exclusion criteria combinations for CLS+ claims (>5 patients) were sepsis in the overall cohort, : : : : _ L .
followed by idiopathic CLS, CRS, and anaphylaxis/severe hypersensitivity (Figure 5). [1 This analysis used open insurance claims data from PurpleLab over an ~8 year period, inclusive of procedure,

Figure 1. Eligibility Criteria diagnostic, and medication codes.

- - - - - - - 1 Administrative claims are generated for billing rather than research purposes and may be subject to inaccurate, delayed,
Figure 3. Most Common Inclusion Criteria Combinations for CLS+ Claims . | 9! J . PUTP y DE SUBJECL 10 y
nclude any . . . . or incomplete coding of services, fragmentation, and incomplete or biased capture of social determinants of health,
'?f,f{enés Whok CLS Inclusion CLS Exclusion ol which could affect completeness of the data.
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of candidate drug® | [/ Criteria \ /] Criteria A 500 I 1 PurpleLab’s data cover a majority but not all of the US population, which may risk underrepresentation of groups (eg,
treatment, meet L el uninsured) and selection bias (eg, rural communities).
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OR —| 2. Indicators of hypoalbuminemia: =1 of: 2. Sepsis and infection®: L T s e e e e e 1 We generated a novel claims-based algorithm for CLS incidence with rates similar to known CLS-causing drugs,
Inclusion - * Diagnostic codes: Abnormal albumin « Diagnostic codes: Infection, 232 cs O ® 0O O including aldesleukin, filgrastim, gemcitabine, and tagraxofusp.
Criteria #2 P d NDC codes: |V alb .
riteria * Procedure + codes: |V albumin sepsis, septic shock : : o .. . : : .
_ > > il s I 2 A 1 The algorithm identified CLS incidence as similar to that observed with drugs that cause CLS, supporting the validity of
OR 3. Indicators of fluid resuscitation/fluid 3. Anaphylaxis/severe Exclude 7o N o ¢ the developed algorithm.
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management: =1 of: hypersensitivity: _ who meet — Using this US claims-based algorithm, 21% of tagraxofusp patients were identified as experiencing a CLS event,
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4' Indlcators Of edema: 21 Of: prOPe”y adminiStered; aCriteria in the “other” category include: Diagnostic codes for infusion-related reactions, cardiac arrest, cardiopulmonary failure, OR NDC codes for TNF-a antagonists, beta-agonists (terbutaline), phosphodiesterase inhibitors (theophylline).
» Diagnostic codes: Edema (high-level term), anaphylactic reaction due to
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) . ) ) . . . AE, adverse event; CLS, capillary leak syndrome; CRS, cytokine release syndrome; FAERS, FDA Adverse Event Reporting System;
hypovolemia, hypovolemic shock CLS+ Patients With and — Diagnostic + prescription codes . . . e . : . : . .
_ : : . 0% FDA, US Food and Drug Administration; ICD, International Classification of Diseases; |V, intravenous; IVIG, intravenous immunoglobulin;
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