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• Emapalumab provides substanti al effi  cacy across primary hemophagocyti c
lymphohisti ocytosis (pHLH) subgroups based on the investi gator assessment.

• Outcomes were comparable in previously untreated and previously treated cohorts,
underscoring emapalumab’s potenti al uti lity irrespecti ve of the line of therapy.

• A high proporti on of central nervous system (CNS)-positi ve pati ents responded and reached
hematopoieti c stem-cell transplantati on (HSCT) or maintained a durable response.

• These pooled data reinforce interferon-γ (IFNγ) neutralizati on with emapalumab as a
strategy that achieves high response rates irrespecti ve of CNS status or prior therapy.

• Emapalumab is a fully human IgG1 anti -IFNγ monoclonal anti body that binds both free and receptor-bound
IFNγ, neutralizing its biological acti vity.1

• It is approved by the US Food and Drug Administrati on for adults and children with pHLH with refractory,
recurrent or progressive disease or intolerance with conventi onal HLH therapy.2

• However, data are limited in pati ents without prior HLH treatment and involvement of CNS on outcomes
with emapalumab.

• This post-hoc exploratory analysis provides additi onal insights into treatment with emapalumab in pHLH
using an expanded pooled dataset that assessed treatment responses based on CNS involvement and prior
HLH treatment.

• The key objecti ves of this post-hoc exploratory analysis were to compare, by prior HLH treatment status
(previously untreated vs previously treated) and baseline CNS involvement status (CNS involved vs
not involved):

i.  Investi gator-assessed overall response (OR=complete response [CR] + parti al response [PR]) at
Week 8 or end-of treatment (EOT) and best OR up to Week 8 or end of treatment (EOT)

ii. Time to fi rst investi gator-assessed response, and
iii. Bridging-success survival, defi ned as survival to allogeneic HSCT or alive ≥3 months post-EOT

without HSCT.

• Individual pati ent data were pooled from studies NI-0501-04 (n=45),3 its long-term follow-up study
NI-0501-05 (n=37 of 45 in NI-0501-04),4 and NI-0501-09 (n=35).5 A total of 80 pati ents from these studies
were included in this analysis.

• Based on the investi gator’s assessment, the overall response was high irrespecti ve of prior HLH treatment
status (Figure 5).

• Key demographics and baseline characteristi cs of the pati ents included in the pooled analysis are presented
in Figure 1.

• Best OR rates up to Week 8/EOT as assessed by the investi gator were 91% and 96% in the CNS-positi ve and CNS
negati ve groups, respecti vely.

• Time to achieving fi rst OR (16 days) was similar between those with or without CNS involvement (Figure 3).

• The survival rate to HSCT or ≥3 months post-EOT was higher among pati ents without baseline CNS involvement vs.
those with baseline CNS involvement. However, this diff erence was not stati sti cally signifi cant (Figure 4).

• Best OR rates were similar in previously treated and untreated pati ents (94% [CR 34%] and 96% [CR, 29%],
respecti vely).

• The ti me to fi rst investi gator-assessed responses were comparable across both fi rst- and second-line of therapy
(15 and 16 days, respecti vely); similar high outcome rates for OR were observed (Figure 6).

• Rates of survival HSCT or ≥3-month post-EOT in previously treated (79%) and untreated pati ents (76%) pati ents
were comparable underscoring emapalumab’s potenti al uti lity irrespecti ve of the line of therapy (Figure 7).

• Total evaluable set (n=73): 7 pati ents excluded from the post-hoc exploratory analysis (5 pati ents received
< 3 doses of emapalumab and 2 pati ents were protocol violati ons).

• Response-evaluable set (n=62): Pati ents who received ≥3 emapalumab doses and had a recorded investi gator
assessment at Week 8 or EOT.

• Best response-evaluable set (n=71): Pati ents who received ≥3 emapalumab doses and had a recorded
investi gator assessment up to Week 8 or EOT.

• To refl ect real-world clinical practi ce, instead of protocol defi niti ons, responses were evaluated using the
treati ng investi gator’s global assessments and classifi ed as

• CR (complete response or non-acti ve disease)
• PR (parti al response or HLH improvement)
• OR (CR + PR) or
• No response (NR; progressive disease, reacti vati on, worsening or death).

• Absolute risk diff erences (RD) in bridging-success survival were accompanied by two-sided 95% confi dence
intervals (CI) calculated with the Fisher’s exact test and Fisher’s exact p values (α=0.05).

Study Design Analysis Based on Prior Treatment

Demographics and Baseline Characteristi cs

• Based on the investi gator’s assessment, pati ents without CNS involvement had higher CR rates than those
with CNS involvement, yet both had an OR >80% in these studies (Figure 2).

Analysis Based on CNS Involvement
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Figure 1: Baseline characteristi cs of pati ents included in the pooled analysis

Figure 2: At week 8 or end of treatment, most pati ents with CNS involvement (84%) responded 
to emapalumab

Figure 3: CNS involvement at baseline did not aff ect the ti me to fi rst investi gator-assessed overall responses

Figure 4: Pati ents without CNS involvement showed a trend towards higher survival rate to HSCT or ≥3 months
post-EOT

Figure 5: At Week 8/EOT, overall response rates were comparable in both previously treated and 
untreated pati ents

Figure 6: Prior pHLH treatment status did not aff ect the ti me to fi rst investi gator-assessed overall responses

Figure 7: Comparable survival to HSCT/alive ≥3 months post-EOT with emapalumab, regardless of prior 
pHLH therapy
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Pooled data for NI-0501-04, NI-0501-05, and NI-0501-09 studies. Total N=80. 
CNS, central nervous system; DM, data missing; HLH, hemophagocyti c lymphohisti ocytosis.

*5 pati ents received <3 doses of emapalumab, 2 were protocol violati ons, and 11 without investi gator assessed response at Week8/EOT and/or missing baseline CNS status.
CNS, central nervous system; CR, complete response; NR, no response; OR, overall response; PR, parti al response.

*5 pati ents received <3 doses of emapalumab, 2 were protocol violati ons.
CI, confi dence interval; EOT, end of treatment; pHLH, primary hemophagocyti c lymphohisti ocytosis; HSCT, hematopoieti c stem-cell transplantati on.

CR, complete response; HLH, hemophagocyti c lymphohisti ocytosis; OR, overall response; PR, parti al response.

*5 pati ents received <3 doses of emapalumab, 2 were protocol violati ons, and 11 without investi gator assessed response at Week 8/EOT.
CR, complete response; EOT, end of treatment; NR, no response; OR, overall response; PR, parti al response.

*5 pati ents received <3 doses of emapalumab, 2 were protocol violati ons.
CI, confi dence interval; CNS, central nervous system; EOT, end of treatment; HSCT, hematopoieti c stem-cell transplantati on.

CNS, central nervous system; CR, complete response; OR, overall response; PR, parti al response.
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