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Background Results

« Clonal mast cell disease (cMCD) is defined by clonal expansion of aberrant mast cells and includes systemic mastocytosis (SM), monoclonal mast
cell activation syndrome (MMAS), and cutaneous mastocytosis!2

Table 1. Demographics, clinical characteristics, and prevalence of KIT D816V

— cMCD is predominately caused by the gain-of-function mutation KIT D816V in mast cells, which drives ~95% of cases of SM in adults:3 * Patients in PROSPECTOR and All enrolled patients Patients with BST >11.4 ng/mL,
— Historically, prevalence of SM has been estimated at 1 in 10,000 although a recent study suggests that it could affect up to 1 in 5,000 people*” ihlelszlugsfr;if ?\zt'ﬁgfrs ‘gr']tg BST Parameters (N=381) no HaT, and follow-up (N=27)
- Diagnostic delays have been observed for patients with cMCD due to the disease’s nonspecific and variable symptoms; diagnostic workup includes folldw-u?o hac,l similar ’age and Agl\j’ yea(rSSD) 53.7 (14.85) 53.0 (14.85)
measuring basal serum tryptase (BST) and testing bone marrow (BM) cells for the KIT D816V mutation®.28 : : ean . ' - : :
uring urm frypt (BST) 'hg bon _ W )_ _ Hiaton® B _ _ history of anaphylaxis (Table 1) Median (min, max) 56 (18, 92) 57 (27, 78)
- Elevated BST can be indicative of cMCD, although patients with hereditary a-tryptasemia (HaT; a genetic condition defined by increased copy . Atotal of 3.9% (15 of 381) of Sex. n (%)
i _ - i 2,9 . ) 0
number_s of the TPSAB1 gene, WhIC-h encodes th<=T a_ and 3 tryp_tase enzymes? _cgn also have hlgh BST vaIu§s . patients enrolled in Fermale 227 (59.6) 11 (40.7)
— Testing for the KIT D816V mutation has been limited by relatively low-sensitivity next-generation sequencing tools PROSPECTOR and 29.6% Male 154 (40.4) 16 (59.3)
* Recently developed highly sensitive assays such as droplet digital polymerase chain reaction (ddPCR) have been shown to detect KIT D816V in (8 of 27) of patients with BST Race, n (%)
samples of patients’ peripheral blood (PB) with greater sensitivity than next-generation sequencing®- >11.4 ng/mL, no HaT, and Asian | | 1 (<1) 0
— These assays allow screening of KIT D816V to be performed in a wider population and may help identify patients who should undergo a full follow-up had the KIT D816V Black or African American 2 (<1) 0
workup for a cMCD diagnosiso! mutation detected in centrally White 295 (77.4) 13 (48.1)
. . . . . o . analyzed PB samples Other 19 (5.0) 2 (7.4)
* The PROSPECTOR study r_eported the prevalence of KIT D816V in patients with anaphylaxis or suspected systemic mast cell activation to be 1 in (Table 1) Not reported 64 (16.8) 12 (44.4)
25 as evaluated by ddPCR in PB12 . .
- iy - a : : — The prevalence of detectable History of anaphylaxis, n (%)
- However, cMCD may go undetected via PB testing in some patients, as mast cells mostly reside in BM and are not typically present in large P ) Yes 334 (87.7) 24 (88.9)
quantities in PB10 N ;ge i‘éa“;%%g No 47 (12.3) 3 (11.1)
— Arecent study reported that 85% of patients with indolent systemic mastocytosis had KIT D816V detected in PB by ddPCR (limit of detection, ((:'(I?at?lret: Vl\/;‘S 1% (150 ) KIT D816V mutation, n (%)
0.03%), and an additional 10% had mutations detected in PB by ultrasensitive duplex sequencing!3 _ _ Detected 15 (3.9) 8 (29.6)
- The National Institutes of Health BST CALCULATER predicts abnormal levels of BST based on patients’ TPSAB1 genotype; patients without HaT B clzr'lthDGSFiZQ/ents with detectahble Not detec;[ed 354 (92.9) 18 (66.7)
and with BST >11.4 ng/mL have abnormally elevated BST levels per the BST CALCULATER and may be at high risk of having cMCD4 n Unknown 12 (3.1) 1(3.7)
. . ; ; : ; : PROSPECTOR S Central teSt, aAmong the 381 enrolled patients, 12 had blood samples that were not evaluable for KIT D816V testing by ddPCR by the central laboratory, for the following reasons: sample
* This pOSt hoc analySIS of the PROSPECTOR StUdy feportS the cMCD dlaQHOSIS and KIT D816V status of patlentS with BST >11.4 ng/ml—, without 66.7% (10 of 15) were female was not collected (n=2), sample was not received by the central laboratory (n=2), sample reached the central laboratory past stability (n=6), and unknown reasons (n=2).
HaT, and who underwent follow-up assessment SD, standard deviation.

Figure 2: Prevalence of cMCD in patients with BST >11.4 ng/mL, no HaT, and follow-up
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BM, bone marrow; BST, basal serum tryptase; cMCD, clonal mast cell disease; ddPCR, droplet digital polymerase chain reaction; HaT, hereditary a-tryptasemia; PB, peripheral blood.

* Local follow-up of patients with
BST >11.4 ng/mL and no HaT
identified an additional 14
patients with cMCD; when
combined with PROSPECTOR’s
detection of KIT D816V in PB,
this increased the prevalence of
cMCD from 4% to 8% of the
enrolled population

— Atotal of 11 patients with
cMCD were negative for KIT
D816V in the PROSPECTOR
study and positive for KIT
D816V in the follow-up
analysis (Figure 4A)

— Of the 11 patients, 7 had
KIT D816V detected in
PB in local testing, with
variant allele fraction
ranging from 0.01 to 0.05

— Three patients were negative
for KIT D816V in both the
PROSPECTOR study and the
follow-up analysis

« Of the 22 patients diagnosed
with cMCD, 17 (77%) had BST
<20 ng/mL (Figure 4B)
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77% of patients with cMCD had BST levels <20 ng/mL

aLocal testing includes tests for KIT D816V done both in PB and in BM biopsy tissue.
bN without detected KIT D816V includes patients with KIT D816V test results reported as inconclusive or not applicable.
¢Two patients classified with MMAS had confirmed clonality (detected KIT D816V) but incomplete assessment for SM.

The PROSPECTOR study demonstrated that KIT D816V is highly enriched in patients with anaphylaxis or symptoms consistent with systemic
mast cell activation and that cMCD may be more prevalent, up to 8% (29 of 381) of patients, than previously recognized in this population

Elevated BST levels in the absence of HaT may help identify patients with cMCD who initially had no KIT D816V detected in PB and who
require a full assessment of cMCD via BM biopsy

— cMCD was diagnosed in 100% (19 of 19) of patients with elevated BST who were negative for HaT and had a BM biopsy

Upon local evaluation, the majority of patients in this sub-analysis were determined to have SM versus MMAS

These findings highlight the need for even more sensitive blood-based assays for KIT D816V and support recent evidence that SM may be
more prevalent than previously thought*
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