BACKGROUND

Blastic plasmacytoid dendritic cell neoplasm (BPDCN), an aggressive,
rare hematologic neoplasm, expresses CD123 and other markers and
presents in skin, bone marrow, blood, and viscera.-3

For patients eligible to undergo hematopoietic cell transplantation
(HCT), the first-line treatment goal is to rapidly induce a complete

response (CR), and without prolonged myelosuppression, before HCT.

Tagraxofusp (TAG) is a first-in-class CD123-targeted therapy with a
well-characterized and manageable safety profile, importantly without
cumulative myelosuppression, and the only drug approved to treat
BPDCN.45

In a phase 1/2 prospective trial with prespecified and multisystem
response criteria, TAG demonstrated a 75% overall response rate
(ORR) and a 24.9-month median duration of CR/clinical CR (CRc; CR
with residual skin abnormalities not indicative of active BPDCN) in
treatment-naive (1L) patients who had a median age of 68 years.® In
addition, 51% of patients with CR/CRc were able to bridge to HCT.

Multi-agent intensive chemotherapy is still used prior to HCT,
particularly in young, fit patients, despite short- and long-term toxicity

and myelosuppression and despite short durations of response (DOR).

Moreover, these modalities have neither been approved nor have they
shown clinical benefit in a prospective trial with prespecified success
parameters. In addition, many patients with BPDCN are ineligible for
intensive chemotherapy before HCT.

OBJECTIVE

To determine the safety and efficacy of 1L TAG treatment based on
pretreatment comorbidity burden and fitness group in patients who
received 1L TAG for BPDCN in the pivotal trial (NCT02113982).

METHODS

Patients who prospectively received 1L TAG 12 ug/kg IV on days 1-5
of a 21-day cycle were assigned, post hoc, to categories by their
hematopoietic cell transplantation-specific comorbidity index (HCT-CI)
score. HCT-CI is a risk-stratification model based on combined
comorbidity scores.’

Points used to calculate HCT-CI scores were determined using
baseline medical history, concomitant medications, and labs. HCT-CI
categories were then assigned based on the sum of points as follows:
0 (low risk), 1-2 (intermediate risk), and 3+ (high risk).

Outcomes assessed in this analysis included best response, time to
response (TTR), duration of response (DOR), overall survival (OS),
HCT rate, treatment-related adverse events (TRAEs), and capillary
leak syndrome (CLS).

RESULTS

Patient demographics and baseline characteristics

Sixty-five treatment-naive patients were included in this analysis, with
HCT-CI scores of O (low risk) in 15 (23%), 1-2 (intermediate risk) in 22
(34%), and 3+ (high risk) in 28 (43%) (Table 1).

All patients in the low and intermediate groups had ECOG PS of 0-1;
two patients in the high-risk group had ECOG PS 2.

The most common disease sites in all three groups were skin, bone
marrow, and lymph node, with more extensive BPDCN involvement in
the high-risk group.

Median follow-up time was 27.7 mo (range, 2.6-51.7) in low risk; 36.6

mo (0.2-58.1) in intermediate risk, and 36.3 mo (3.9-54) in high-risk
groups.

Table 1. Patient characteristics

Characteristic

Low Risk (n=15)

Intermediate Risk (n=22)  High Risk (n=28)

Median age, years (range) 61 (22-79) 67.5 (22-84) 70 (23-84)
Gender, no. (%)

Male 14 (93) 14 (64) 24 (86)
Race, no. (%)

White 11 (73) 19 (86) 27 (96)
Ethnicity, no. (%)

Not Hispanic or Latino 13 (87) 20 (91) 26 (93)
ECOG PS score, no. (%)

0 10 (67) 11 (50) 10 (36)

1 4 (27) 11 (50) 16 (57)

2 0 0 2 (7)
Median BMI, kg/m? (range) 28 (23-35) 29 (22-48) 31 (21-40)
Disease involvement at baseline, no. (%)

Skin 13 (87) 22 (100) 25 (89)

Bone marrow 5 (33) 6 (27) 21 (75)

Lymph node 7 (47) 8 (36) 18 (64)

Peripheral blood 2 (13) 3(14) 12 (43)

Visceral 3 (20) 0 6 (21)

22 disease sites 9 (60) 11 (50) 25 (89)
Time since diagnosis (months), median (range) 1.4 (0-2.9) 1.1 (04.8) 0.9 (0-3.2)

ABBREVIATIONS: 1L, first-line; ALT, alanine aminotransferase; AST, aspartate aminotransferase; BMI, body mass index; BPDCN, blastic plasmacytoid dendritic cell neoplasm;

Cl, confidence interval; CLS, capillary leak syndrome; CR, complete response; CRc, clinical complete response; DOR, duration of response; ECOG PS, Eastern Cooperative
Oncology Group performance status; HCT, hematopoietic stem cell transplantation; HCT-CI, hematopoietic cell transplantation-specific comorbidity index; kg, kilogram; ug, microgram;
mo, months; NE, not estimable; no., number; ORR, overall response rate; OS, overall survival; pts, patients; PR, partial response; TAG, tagraxofusp; TEAE, treatment-emergent

adverse event; TRAE, treatment-related adverse event; TTR, time to response.
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RESULTS (cont’d.)

High overall response rates were achieved regardless of
fitness group

ORRs were high regardless of fitness group; ORRs in low-,
intermediate-, and high-risk groups were 80%, 68%, and 79%,
respectively (Figure 1).

Median time to response was similar in the three groups:
- Low risk: 23.5 days (range, 20-49)
- Intermediate risk: 22 days (range, 14-53)
- High risk: 25 days (range, 14-97)
Median DORs were longer in the low- and intermediate-risk groups:
- Low risk: 24.9 months (range, 1.0-51.1)
- Intermediate risk: not reached (range, 0.9-57 .4)
- High risk: 3.9 months (range, 0.7-52.3)

Figure 1. Overall response rate in overall population
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In patients who bridged to transplant, high and durable
responses to treatment were seen in all patients regardless of
fitness level

Twenty-one patients were bridged to HCT: 5 (33%) in low-, 10 (46%) in
intermediate-, and 6 (21%) in high-risk patients.

In patients bridged to HCT, the median age (range) was 40 (22-69), 58
(22-75), and 68.5 (57-78) years, respectively, and the median BMI
(range) was 28 (24-35), 30 (22-48), and 32 (26-38) kg/m?, in low-,
iIntermediate-, and high-risk patients, respectively.

High response rates, including complete responses, were observed in
all patients bridged to HCT, regardless of fithess group (Figure 2).
Pre-transplant CR/CRc rates were 100%, 90%, and 83%, respectively.

Median time to overall response was shortest in low- and
intermediate-risk groups for patients who bridged to HCT:

- Low risk: 21 days (range, 20-49)
- Intermediate risk: 22.5 days (range, 14-53)
- High risk: 41 days (range, 23-57)

Median DOR was not reached in any of the fitness groups for patients
who bridged to HCT.

Median time from diagnosis to HCT was similar in all fithess groups for
patients who bridged to HCT:

- Low risk: 5.4 mo (range, 4.2-7.7)
- Intermediate risk: 5.8 mo (range, 2.8-8.4)
- High risk: 5.4 mo (range, 3.6-8.0)

Median time from first TAG dose to HCT was also similar across
fitness groups for patients who bridged to HCT:

- Low risk: 3.9 mo (range, 3.0-5.5)
- Intermediate risk: 3.4 mo (range, 2.4-6.5)
- High risk: 4.1 mo (range, 2.5-6.7)

Figure 2. Overall response rate in patients who bridged to

Overall survival was prolonged in the overall population and
not reached in intermediate- and high-risk patients who bridged

to transplant

= Median OS in the overall population (Figure 3A) was as follows:

- Low risk: 38.4 months (range, 2.6-51.7)

- Intermediate risk: 15.8 months (range, 0.2-58.1)

- High risk: 11.8 months (range, 3.9-54.0)

= Median OS for patients who bridged to HCT (Figure 3B) was

as follows:

- Low risk: 38.4 months (range, 17.8-51.7)

- Intermediate risk: not reached (range, 3.5-58.1)

- High risk: not reached (range, 4.1-38.7)

Figure 3A. Overall survival in overall population
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Figure 3B. Overall survival in patients who bridged to HCT
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All CLS events occurred in cycle 1 and all grade 1-4 CLS

events resolved

= Treatment-related CLS was reported in patients in low-, intermediate-,

and high-risk groups as follows:

- Grade 1-2: 7%, 5%, and 18%, respectively
- Grade 3-4: 0%, 9%, and 4%, respectively
- Two patients in the intermediate-risk group died from CLS.

Most TRAEs occurred in cycle 1 and were transient

= The most frequent any-grade TRAESs in = 40% of patients in any
subgroup were thrombocytopenia, increased ALT, increased AST,

chills, pyrexia, and hypoalbuminemia.

= |n each group, the most common grade 3-4 TRAEs were
thrombocytopenia and increased ALT and AST; most were in cycle 1

and were transient.

- Low risk: thrombocytopenia 33%, ALT increased 40%, AST

increased 40%

- Intermediate risk: thrombocytopenia 14%, ALT increased 14%,

AST increased 14%

- High risk: thrombocytopenia 14%, ALT increased 29%, AST

increased 29%

= First-line treatment with TAG for BPDCN yielded high response rates regardless of HCT-CI fitness level.
- ORRin low-, intermediate-, and high-risk groups was 80%, 68%, and 79%, respectively.

= The safety profile of tagraxofusp was similar across HCT-CI groups.

= TAG, which was not associated with prolonged myelosuppression seen with intensive chemotherapy, enabled bridge to HCT across all fitness
groups, including high-risk patients who would have possibly been ineligible for intensive chemotherapy.

= These results affirm TAG as the standard of care for first-line treatment of patients with BPDCN.
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