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Introduction and Highlights Study Design, Response and Inclusion Criteria Efficacy

Duration of Treatment

Tagraxofusp (SL-401) Stage 1 Lead-in (Completed) Stage 2 Expansion ( Enrolling) Spleen? Bone Marrow

* Novel targeted therapy directed to CD123 « MPN: CMML or MF without evidence of
« MPN: CMML, MF, SM, and PED transformation cvML | wee Best % spleen Best

_ Baseline Baseline
» Tagraxofusp (7, 9, or 12 ug/kg) via IV

) ) ) _ . . . response size g response
neoplasm (BPDCN), an aggressive malignancy derived from the plasmacytoid AN * Tagraxofusp (12 pg/kg)? via IV infusion, type | (10%L) (cm) (BM blast %)
P ( ) 99 J d P d infusion, days 1-3 of a 21-day cycle days 1-3 of a 21-day cycle (cycles 1-4), a
(cycles 1-4), a 28-day cycle (cycles 5-7); a

dendritic cell (pDC) o o (oyclen 5.y 2 490 |
-day cycCle (CycCles o-/ ), a -aay cycle o
. BLA under Priority Review; PDUFA date Feb. 21, 2019 42-day cycle thereafter M Yy ey 12 CMML-1 | 5.3 100% 22

CD123 target * Key objectives: To determine optimal dose - Key objectives: To further define safety 9 CMML-1 | 44.7 100% 1 6% > 1%
_ _ o _ _ _ . and regimen for Stage 2 and efficac . . .
«  Expressed by multiple malignancies including certain myeloproliferative neoplasms Y 12 CMML-2 | 93 100% 1 10% > 1%)

(MPN) such as chronic myelomonocytic leukemia (CMML) and myelofibrosis (MF) CMML response criteria 12 CMML-1 100% _ 14.6

CMML
Patient  type

«  Breakthrough Therapy Designation (BTD) for blastic plasmacytoid dendritic cell

(cm) reduction (BM blast %)

» SR (100%)

>

SHEELEA - Lc 628y P Patient bridged to SCT

¥ - . . . SR (100%) and BMCR
- CD123* CMML progenitors « Response as defined in the International Working Group (IWG) consensus report 12 CMML-2 100% N/A N/E

- CD123+ CMML blasts - Efficacy assessments: First assessment performed at the end of cycle 4 12

—_—

-- CMML-1 100% Pending N/E

- CD123* pDCs, part of malignant clone, in tumor microenvironment 12
Select inclusion criteria

SR (100%) and BMCR

N

PST | CMML-2 . 80% 2 15% > 2%]
Tagraxofusp and CMML

14

N

 Patient population PST, SCT | CMML-2 : 50% 15
« Inthis Phase 1/2 trial, tagraxofusp has demonstrated efficacy (spleen and bone Pop

marrow responses), with a manageable safety profile, in patients with * Stage 1 - Advanced, high-risk MPN, including CMML, MF, SM, and PED 12
relapsed/refractory CMML - Stage 2 - CMML or MF without evidence of transformation 12

« Age 218; ECOG PS 0-2

> B d ) Its ob d in this trial to dat istrati | » Adequate baseline organ function, including: LVEF = LLN, creatinine <1.5 mg/dL, albumin =3.2 g/dL, 1
ased on encolraging resu’ts observed in this trial to aate, a registrationa bilirubin 1.5 mg/dL, AST/ALT <2.5 times ULN, creatine phosphokinase (CPK) <2.5 times ULN, ANC

trial, or pivotal cohort, is being designed >0.5%x109/L 12

HMA CMML-2 36%
PST CMML-1 14 21%

12 HMA CMML-1 : No splenomegaly N/E

- Patient enrollment and follow up continues

SR (100%)
HMA | CMML-1 No splenomegaly N/E
SR (100%)
PST | CMML-1 No splenomegaly N/E

PST | CMML-2 No splenomegaly N/E SR (21%)

212 ug/kg/day was highest tested dose (MTD not reached) and selected for Stage 2 9
Abbreviations: CMML = chronic myelomonocytic leukemia; MF = myelofibrosis, SM = systemic mastocytosis; PED = primary eosinophilic 12
disorders; IV = intravenous; MTD = maximum tolerated dose; ECOG = Eastern Cooperative Oncology Group; LVEF = left ventricular ejection

B ac kg ro u n d : C h ro n i c Mye I o m o n Ocyti C fraction; AST/ALT = aspartate/alanine aminotransferase; ULN = upper limit of normal; ANC = absolute neutrophil count 12
Leukemia (CMML) b

12 HMA; SCT|{ CMML-1 3.3 | Nosplenomegaly N/E

- Aggressive myeloid malignancy, characterized by monocytosis DemOg raph iCS 12 NL | cMML-2 | 2.3 |No splenomegaly N/E
* Presents with myelodysplastic or myeloproliferative features

Ongoing

Stem Cell Transplant (SCT)
7 ug/kg/day dose cohort

9 ug/kg/day dose cohort

@2 12 ng/kg/day dose cohort

Spleen Response

&2 Discontinued, progression
Discontinued, AE

€®2 SR (50%) Discontinued, physician decision
Discontinued, withdrawal by patient

PST CMML-2 No splenomegaly N/E

W N DD DN DD DD

HMA: Clo | CMML-1 No splenomegaly N/E SR (100%)

Individual patients

—_—

_— CMML-1 No splenomegaly N/E

12 HMA CMML-1 8.8 [ Nosplenomegaly N/E

- Oiriginally classified as an myelodysplastic syndrome (MDS) €2 SR (36%)

S o MDS/IMPN (myslodysplasticimyeloproliferative) Age, years n =20 Prior systemic therapy for CMML [n, (%)]"
- Since re-classified as an myelodysplastic/myeloproliferative :
neoplasm: and Y Median [range] 69.5 [43 — 80] Hypomethylating agent (HMA) 10 (50)

. Gender HMA = hypomethylating agent; PST = prior systemic therapy; Clo = clofarabine; N/E = not evaluable; N/L = not listed; N/A = not available

o MP-CMML (myeloproliferative CMML): WBC =13 x 10%L; characterized by Male 16 (80) No prior systemic therapy for

advanced disease, RAS pathway alterations, splenomegaly, poor prognosis CMML Type CMML

- = Patient bridged to SCT in remission on tagraxofusp

8

2(10) Months

- International consortium recommended revising response criteria to capture CMML-1 12 (60) Cytogenetic risk category?

proliferative elements (Savona, 2015) CMML-2 8 (40) — Res ponders
Splenomegaly has historically been associated with advanced disease, ECOG High risk 6 (30)

morbidity, and poor prognosis

Conclusions and Next Steps

Median [range] 1[0-2] Intermediate risk 8 (40)

~30%- 50% of CMML patient t with spl | ) : . .
o-50% 0 patients present with spienomegaty Median Blast Count, % Low risk 4 (20) ( 100% (10/10) spleen responses \ Tagraxofusp demonstrated efficacy (spleen and bone marrow responses), with a

Predominant clinical manifestation of MP-CMML

. | _ | | | | Median [range] 6.8 [0-18] Other mutations 1(5) - 80% (8/10) had reduction of 250% manageable safety profile, in patients with relapsed/refractory CMML, an area of unmet medical
Poor quality of life / serious sequelae: abdominal pain, early satiety, risks : : : S o _ _ _ o need
associated with splenic rupture, splenectomy, as well as poor transplant Baseline sites of disease [n, (%)] - 67% (4/6) with baseline 25cm had reduction 250% _ _
outcomes Bone marrow (BM)’ 16 (80) * 3 bone marrow complete responses (BMCRSs) - Patient enroliment and follow up continues
Targeting the proliferative component of CMML, namely alleviation of Spleen 10 (50) 1 patient bridged to stem cell transplant in remission on tagraxofusp 100% of evaluable patients had reduction in baseline splenomegaly
splenomegaly, could result in meaningful clinical benefit and and address a key Liver 4 (20) \ / - 80% had reduction by 250%

unmet medical need - 67% with baseline spleen size 25cm had reduction by 250%

Abbreviations: ECOG = Eastern Cooperative Oncology Group

1. BM involvement defined as Blast Count 5% Spleen responders’ Bone Marrow CR 3 bone marrow complete responses (BMCRs)
2. One patient did not have these data at the time of cut-off _ . . o
_ _ Pt # Line Pre - Post % response Pre > Post 1 patient bridged to stem cell transplant in remission on tagraxofusp
Tag raXOfusp, Mechanism of ACtlon, and 11 3 10em > 0cm 100% Most common TRAEs include hypoalbuminemia (35%), thrombocytopenia (35%), nausea
. (30%) and vomiting (30%). Most common TRAEs, grade 3+, include thrombocytopenia (35%)
Ratlonale S f t d T I b.l.t 3} 2 5cm > 0cm 100% 6% 2 1% and nausea (5%)
: aeyan oléra Ily 12 2 4 cm—-> 0cm 100% 10% 2 1% Spl ly has historically b lated with seri lae includi I tiet
Tagraxofusp is a targeted therapy CMML and CD123 plenomegaly has historically been associated with serious sequelae including early satiety
directed to CD123 2 2em = 0 cm 100% and mtractable pain, as well as poor transplant outcomes and a higher propensity for AML
- CD123 is expressed in key CMML disease « Generally well-tolerated and manageable safety profile 5 transformation
compartments * No apparent cumulative AEs, including in the bone marrow, over multiple cycles 2 2¢m > 0cm 100% N/E Targeting the proliferative component of CMML, namely alleviation of splenomegaly, could
20 1 2cm > 0cm 100% N/E result in meaningful clinical benefit and address a key unmet medical need
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