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ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

ELZONRIS 1 mg/mL concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

1 mL of concentrate for solution for infusion contains 1 mg tagraxofusp. Each vial contains 1 mg of
tagraxofusp.

Tagraxofusp is a diphtheria toxin-interleukin-3 (IL-3) fusion protein produced by recombinant DNA
technology in Escherichia coli.

Excipient with known effect

Each vial contains 50 mg of sorbitol (E420).

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Concentrate for solution for infusion (sterile concentrate).

Clear, colourless liquid. A few white to translucent particles may be present.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

ELZONRIS is indicated as monotherapy for the first-line treatment of adult patients with blastic
plasmacytoid dendritic cell neoplasm (BPDCN) (see section 5.1).

4.2 Posology and method of administration

ELZONRIS should be administered under the supervision of a physician experienced in the use of
anti-cancer agents. Appropriate resuscitation equipment should be available.

Posology

The recommended dose is 12 mcg/kg tagraxofusp administered as an intravenous infusion over

15 minutes, once daily, on days 1-5 of a 21-day cycle. The dosing period may be extended for dose
delays up to day 10 of the cycle. Treatment should be continued until disease progression or
unacceptable toxicity (see section 4.4).

First treatment cycle

The first cycle of ELZONRIS should be administered in the in-patient setting. Patients should be
monitored for signs and symptoms of hypersensitivity or capillary leak syndrome (see section 4.4)
until at least 24 hours after the last infusion.

Subsequent treatment cycles



ELZONRIS can be administered in the in-patient setting or in a suitable out-patient ambulatory care
setting that is equipped for intensive monitoring of patients with haematopoietic malignancies

undergoing treatment.

Pre-medication

Patients should be pre-medicated with a H1-histamine antagonist (e.g. diphenhydramine
hydrochloride), a H2-histamine antagonist, a corticosteroid (e.g. 50 mg intravenous
methylprednisolone or equivalent) and paracetamol approximately 60 minutes prior to the start of
infusion (see section 4.4).

Dose adjustments

Vital signs should be monitored and albumin, transaminases, and creatinine checked prior to preparing
each dose of ELZONRIS. See Table 1 for recommended dose modifications and Table 2 for capillary

leak syndrome (CLS)

management guidelines.

Vital signs should be monitored frequently during dosing.

Table 1: Recommended ELZONRIS dosing regimen modifications

Parameter

Severity criteria

Dose modification

Serum albumin

Serum albumin < 3.5 g/dL or reduced
> 0.5 g/dL from value measured prior to
initiation of the current cycle

See CLS Management Guidelines (Table 2)

Body weight increase > 1.5 kg over pre-

Body weight treatment weight on prior treatment day See CLS Management Guidelines (Table 2)
Aspartate

ammotransfergse ALT or AST increase > 5 times the Wlthhpld treatment uptll transaminase
(AST) or alanine upper limit of normal elevations are < 2.5 times the upper limit of
aminotransferase normal.

(ALT)

Serum creatinine

Serum creatinine > 1.8 mg/dL
(159 micromol/L) or creatinine
clearance < 60 mL/minute

Withhold treatment until serum creatinine
resolves to < 1.8 mg/dL (159 micromol/L) or
creatinine clearance > 60 mL/minute.

Systolic blood Systolic blood pressure > 160 mmHg or | Withhold treatment until systolic blood
pressure <80 mmHg pressure is < 160 mmHg or > 80 mmHg.
Heart rate Heart rate > 130 bpm or < 40 bpm Withhold treatment until heart rate is

< 130 bpm or > 40 bpm.

Body temperature

Body temperature > 38 °C

Withhold treatment until body temperature is
<38°C.

Hypersensitivity
reactions

Mild or moderate

Withhold treatment until resolution of any
mild or moderate hypersensitivity reaction.
Resume ELZONRIS at the same infusion
rate.

Table 2: CLS management guidelines

Time of CLS Recommended ELS::;:?;IS
Presentation Sign/Symptom Action Management

Prior to first dose of

ELZONRIS Serum albumin < 3.2 g/dL Administer ELZONRIS when serum albumin > 3.2 g/dL
in cycle 1
Administer 25 g intravenous albumin Hold dosing
Dur.ing ELZONRIS Serum albumin < 3.5 g/dL every 12 hour.s (or more frequeptly as until the
dosing practical) until serum albumin is relevant CLS
> 3.5 g/dL. AND not reduced by sign/symptom




Time of
Presentation

CLS
Sign/Symptom

Recommended
Action

ELZONRIS
Dosing
Management

Serum albumin reduced by
> (0.5 g/dL from the
albumin value measured
prior to ELZONRIS dosing
initiation of the current
cycle

> (.5 g/dL from the value measured
prior to dosing initiation of the current
cycle

A pre-dose body weight
that is increased by > 1.5 kg
over the previous day’s
pre-dose weight

Administer 25 g intravenous albumin
(every 12 hours or more frequently as
practical), and manage fluid status as
indicated clinically (e.g., generally
with intravenous fluids and
vasopressors if hypotensive and with
diuretics if normotensive or
hypertensive), until body weight
increase has resolved (i.e. the increase
is no longer > 1.5 kg greater than the
previous day’s pre-dose weight).

Oedema, fluid overload
and/or hypotension

Administer 25 g intravenous albumin
(every 12 hours, or more frequently as
practical) until serum albumin is

>3.5 g/dL.

Administer 1 mg/kg of
methylprednisolone (or an equivalent)
per day, until resolution of CLS
sign/symptom or as indicated
clinically.

Aggressive management of fluid status
and hypotension if present, which
could include intravenous fluids and/or
diuretics or other blood pressure
management, until resolution of CLS
sign/symptom or as clinically
indicated.

has resolved !

' If ELZONRIS dose is held:
- ELZONRIS administration may resume in the same cycle if all CLS signs/symptoms have resolved and
the patient did not require measures to treat haemodynamic instability.
- Administration should be held for the remainder of the cycle if CLS signs/symptoms have not resolved

or the patient required measures to treat haemodynamic instability (e.g., required administration of
intravenous fluids and/or vasopressors to treat hypotension) (even if resolved).
- Administration may only resume in the next cycle if all CLS signs/symptoms have resolved, and the
patient is haemodynamically stable.

Special populations

Renal impairment

No data are available for patients with renal impairment (see section 5.2).

Hepatic impairment

No data are available for patients with hepatic impairment (see section 5.2).

Elderly

No dose adjustment is required for patients over 65 years of age (see section 5.2). Generally, safety
was similar between elderly patients (> 65 years of age) and patients less than 65 years of age treated

with ELZONRIS.

Paediatric population




The safety and efficacy of ELZONRIS in children and adolescents below 18 years have not been
established (see section 5.1).

No data are available.

Method of administration

ELZONRIS is for intravenous use.

The prepared dose of diluted ELZONRIS should be administered via an infusion syringe pump over
15 minutes. The total infusion time should be controlled using an infusion syringe pump to deliver the
entire dose and the sodium chloride 9 mg/mL (0.9%) solution for injection within 15 minutes.

ELZONRIS must not be administered as an intravenous push or bolus. It should be administered
through a dedicated intravenous line and it must not be mixed with other medicinal products (see
section 6.2).

Prior to infusion, venous access should be established and maintained with sodium chloride
9 mg/mL (0.9%) solution for injection.

For instructions on preparation and administration of the medicinal product, see section 6.6.
4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

4.4 Special warnings and precautions for use

Traceability
In order to improve the traceability of biological medicinal products, the name and the batch number

of the administered product should be clearly recorded.

Capillary leak syndrome

Capillary leak syndrome (CLS), including life-threatening and fatal cases have been reported with
most events occuring during the first five days of the first cycle of treatment. The most frequent signs
and symptoms of CLS included weight increased, hypoalbuminemia and hypotension. The incidence
of weight increased, hypoalbuminemia, hypotension, and blood alkaline phosphatase increased are all
higher among patients who experienced CLS compared to patients that did not experience CLS. Renal
failure and acute kidney injury have been reported in two patients with BPDCN and in one patient
with AML secondary to CLS (see section 4.8).

Before initiating therapy, ensure that the patient has adequate cardiac function and serum albumin

> 3.2 g/dL. During treatment, regularly monitor serum albumin levels prior to the initiation of each
dose, or more often as clinically indicated. Additionally, assess patients for other signs/symptoms of
CLS including weight gain, new onset or worsening oedema, including pulmonary oedema, and
hypotension including haemodynamic instability (see Table 2).

Patients should be made aware of identifying CLS symptoms and when to seek immediate medical
attention. Intravenous albumin supplementation and dosing interruptions may be required (see
section 4.2).

Hypersensitivity reactions

Severe hypersensitivity reactions have been reported with ELZONRIS. Commonly reported reactions
include rash (generalised / maculo-papular); wheezing; pruritus; angioedema; swelling face; and
flushing (see section 4.8). Monitor patients for hypersensitivity reactions during treatment. Depending
on the severity and the required interventions, temporarily withhold treatment and resume after
symptoms have resolved (see section 4.2).

Haematological abnormalities




Thrombocytopenia and neutropenia have been reported in patients treated with ELZONRIS
monotherapy (see section 4.8). The majority of events were reported in cycle 1 and cycle 2 of
treatment, were not dose-limiting and did not recur in subsequent cycles. Patients should be routinely
monitored and treated as clinically indicated.

Tumour lysis syndrome
ELZONRIS can cause tumour lysis syndrome (TLS), which may be fatal as a result of its rapid
anti-tumour activity (see section 4.8).

Identify TLS based on clinical presentation and symptoms, including acute renal failure,
hyperkalaemia, hypocalcaemia, hyperuricaemia, or hyperphosphataemia from tumour lysis. Patients
considered at high risk for TLS due to high tumour burden should be managed as clinically indicated,
including correction of electrolyte abnormalities, monitoring of renal function and fluid balance, and
administration of supportive care.

Hepatotoxicity
Treatment with ELZONRIS has been associated with elevations in liver enzymes (see section 4.8).

Acute hepatic failure and liver encephalopathy has been reported in a patient treated with ELZONRIS
at a higher dose (16 mcg/kg). During treatment, regularly monitor ALT and AST levels prior to the
initiation of each dose. Temporarily withhold treatment if transaminases rise to greater than 5 times
the upper limit of normal and resume treatment when transaminase elevations are < 2.5 times the
upper limit of normal (see section 4.2).

Choroid plexus lesions

Choroid plexitis was identified during non-clinical studies (see section 5.3). While not observed in
clinical studies, if clinical symptoms or signs suggestive of central nervous system (CNS) damage
occur, full clinical and neuro-imaging examination, including fundoscopy and brain magnetic
resonance imaging, is recommended.

CNS-involved BPDCN
The passage of tagraxofusp through the blood brain barrier is unknown. Other treatment alternatives
should be considered if CNS disease is present.

Women of childbearing potential/contraception

In women of childbearing potential, a negative pregnancy test should be obtained within 7 days prior
to initiation of therapy. Effective contraception should be used before the first dose is administered
and for at least one week after the last dose.

Hereditary fructose intolerence
Patients with hereditary fructose intolerance (HFI) must not be given this medicinal product unless
strictly necessary.

A detailed history with regard to HFI symptoms has to be taken of each patient prior to being given
this medicinal product.

Sodium sensitivity
This medicinal product contains less than 1 mmol sodium (23 mg) per mL, that is to say essentially
‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction
No interaction studies have been performed.
4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception




In women of childbearing potential, a negative pregnancy test should be obtained within 7 days prior
to initiation of therapy. Effective contraception should be used before the first dose is administered
and for at least one week after the last dose.

Pregnancy
There are no data from the use of ELZONRIS in pregnant women.

Animal reproduction studies have not been conducted with tagraxofusp (see section 5.3).

ELZONRIS should not be used during pregnancy unless the clinical condition of the woman requires
treatment with tagraxofusp.

Breast-feeding
It is unknown whether tagraxofusp/metabolites are excreted in human milk.

A risk to breast-feeding newborns/infants cannot be excluded.

Breast-feeding should be discontinued during treatment with ELZONRIS and for at least one week
after the last dose.

Fertility

No fertility studies have been conducted with tagraxofusp (see section 5.3). There are no data on the
effect of tagraxofusp on human fertility.

4.7 Effects on ability to drive and use machines

ELZONRIS has no or negligible influence on the ability to drive or use machines.

4.8 Undesirable effects

Summary of the safety profile

The most serious adverse reaction that may occur during ELZONRIS treatment is CLS (see sections
4.2 and 4.4) which was reported in 18% of patients with a median time to onset of CLS of 6 days.

Adverse reactions occurring in > 20% of patients treated with ELZONRIS were hypoalbuminemia,
increased transaminases, thrombocytopenia, nausea, fatigue and pyrexia.

Adverse reactions grade 3 and above according to the Common Terminology Criteria for Adverse
events (CTCAE) and occurring in > 5% of patients were increased transaminases, thrombocytopenia

and anaemia.

Tabulated list of adverse reactions

The adverse reaction frequency is listed by MedDRA System Organ Class (SOC) at the preferred term
level. Frequencies of occurrence of adverse reactions are defined as: very common (> 1/10), common
(> 1/100 to < 1/10) and uncommon (= 1/1000 to < 1/100).

The adverse reactions described in this section were identified in clinical studies of patients with
haematologic malignancies (N=176), including 89 patients with BPDCN. In these studies, ELZONRIS
was administered as monotherapy at doses of 7 mcg/kg (12/176, 7%), 9 mcg/kg (9/176, 5%) and

12 mcg/kg (155/176, 88%). Incidence and severity of adverse reaction in patients with BPDCN were
similar to those of the entire studied population.



Table 3: Tabulated list of adverse reactions by MedDRA System Organ Class

MedDRA System Frequency of all CTCAE grades Frequency of CTCAE grade 3 and

Organ Class above
Infections and Common None
infestations Cellulitis
Uncommon
Pneumonia
Urinary tract infection
Gingivitis
Blood and lymphatic | Very Common Very Common
system disorders Thrombocytopenia Thrombocytopenia
Anaemia Common
Common Febrile neutropenia
Febrile neutropenia Anaemia
Neutropenia Neutropenia
Leukopenia Leukopenia
Leukocytosis Lymphopenia
Lymphopenia Uncommon
Leukocytosis
Immune system Common Uncommon

disorders

Cytokine release syndrome

Cytokine release syndrome

Metabolism and

Very Common

Common

nutrition disorders Hypoalbuminemia Tumour lysis syndrome
Common Hyperglycaemia
Decreased appetite Hypoalbuminemia
Tumour lysis syndrome Hyponatraemia
Hyperglycaemia Uncommon
Hyperuricaemia Hyperuricaemia
Hypocalcaemia Hypocalcaemia
Hypomagnesaemia Hypokalaemia
Hyponatraemia Lactic acidosis
Hypokalaemia Acidosis
Hyperkalaemia
Hyperphosphataemia
Uncommon
Hypophosphataemia
Lactic acidosis
Acidosis

Psychiatric disorders | Common None
Confusional state
Uncommon
Anxiety
Depression
Insomnia
Mental status changes

Nervous system Common Common

disorders Syncope Syncope
Headache Uncommon
Dizziness Cerebrovascular accident
Uncommon Metabolic encephalopathy
Encephalopathy

Metabolic encephalopathy
Cerebrovascular accident
Facial paralysis

Dysgeusia

Multiple sclerosis relapse
Somnolence

Paraesthesia

Parosmia

Peripheral motor neuropathy

Peripheral sensory neuropathy

Eye Disorders

Common

None




MedDRA System
Organ Class

Frequency of all CTCAE grades

Frequency of CTCAE grade 3 and
above

Vision blurred
Uncommon

Conjunctival haemorrhage
Ocular hyperaemia
Vitreous floaters

Cardiac Disorders

Common

Pericardial effusion
Tachycardia

Sinus tachycardia
Uncommon

Ventricular fibrillation
Supraventricular extrasystoles
Atrial fibrillation
Bradycardia

Myocardial infarction

Uncommon
Ventricular fibrillation
Pericardial effusion
Sinus tachycardia
Myocardial infarction

Vascular disorders

Very Common
Capillary leak syndrome
Hypotension®

Common

Flushing

Uncommon
Hypertension
Haematoma

Common
Capillary leak syndrome
Hypotension

Respiratory, thoracic
and mediastinal
disorders

Common

Hypoxia
Pulmonary oedema
Dyspnoea
Epistaxis

Pleural effusion
Cough
Uncommon
Respiratory failure
Wheezing
Oropharyngeal pain
Tachypnoea

Common

Hypoxia
Pulmonary oedema
Uncommon
Respiratory failure
Dyspnoea

Gastrointestinal
Disorders

Very Common
Nausea

Vomiting
Common
Dysphagia
Diarrhoea
Stomatitis
Dyspepsia

Dry mouth
Constipation
Uncommon
Abdominal distension
Abdominal pain
Gingival bleeding
Tongue blistering
Tongue haematoma

Uncommon
Nausea

Hepatobiliary
disorders

Common
Hyperbilirubinemia

None

Skin and
subcutaneous tissue
disorders

Common
Pruritus
Rash®
Hyperhidrosis
Petechiae
Uncommon
Angioedema

Uncommon
Angioedema
Rash




MedDRA System
Organ Class

Frequency of all CTCAE grades

Frequency of CTCAE grade 3 and
above

Swelling face

Palmar-plantar erythrodysesthesia
syndrome

Urticaria

Alopecia

Pain of skin

Stasis dermatitis

Cold sweat

Dry skin

Musculoskeletal and
connective tissue
disorders

Common

Back pain

Bone pain

Myalgia

Arthralgia

Pain in extremity
Muscular weakness
Uncommon
Musculoskeletal pain
Coccydynia
Muscle spasms
Rhabdomyolysis

Uncommon
Back pain
Arthralgia
Rhabdomyolysis

Renal and urinary
disorders

Common

Acute kidney injury
Uncommon

Renal failure
Urinary retention
Urinary tract pain
Pollakiuria
Proteinuria

Uncommon
Acute kidney injury

General disorders
and administration
site conditions

Very Common
Pyrexia

Chills

Fatigue®

Oedema peripheral?
Common
Influenza-like illness
Chest pain

Pain

Malaise

Uncommon

Drug intolerance
Hypothermia
Systemic inflammatory response
syndrome

Common

Fatigue
Uncommon
Pyrexia

Chills

Oedema peripheral
Drug intolerance

Investigations

Very Common

Transaminases increased®

Weight increased

Common

Electrocardiogram QT prolonged
Blood alkaline phosphatase increased
Blood creatinine increased

Blood lactate dehydrogenase increased
Blood creatine phosphokinase increased
Activated partial thromboplastin time
prolonged

International normalised ratio increased
Uncommon

Blood fibrinogen decreased

Bacterial test positive

Weight decreased

Very Common

Transaminases increased

Uncommon

Electrocardiogram QT prolonged
Blood lactate dehydrogenase increased
Bacterial test positive
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MedDRA System Frequency of all CTCAE grades Frequency of CTCAE grade 3 and
Organ Class above

Injury, poisoning and | Common Uncommon

procedural Infusion related reaction Infusion related reaction
complications Contusion

2 Includes procedural hypotension, orthostatic hypotension

®Includes rash pustular, rash maculo-papular, rash erythematous, rash generalised, rash macular

¢ Includes asthenia, lethargy

¢ Includes generalised oedema, oedema, peripheral swelling, fluid retention, fluid overload, periorbital oedema,
hypervolaemia

¢ Includes ALT/AST increased, liver function test increased, hepatic enzyme increased

Description of selected adverse reactions

Capillary leak syndrome

Capillary leak syndrome was reported in 18% (32/176), with 12% (21/176) Grade 2, 3% (6/176)
Grade 3, 1% (2/176) Grade 4, and fatal in 1.7% (3/176). Of the 25 patients that resumed treatment
after experiencing an event of CLS, only 1 patient experienced a recurrence of CLS. The median time
to onset of CLS was short (6 days), with all but 2 patients experiencing the first onset of CLS in

cycle 1. No patient experienced the first onset of CLS after cycle 2. The overall incidence of CLS was
similar in patients with BPDCN (20%, 18/89), including 12% (11/89) Grade 2, 2% Grade 3 (2/89), 2%
Grade 4 (2/89) and 3 fatal cases (3%). Patients are required to have adequate cardiac function prior to
administration of ELZONRIS (see sections 4.2 and 4.4).

Hepatotoxicity

ALT and AST elevations were reported as adverse reactions in 47% (83/176) and 46% (81/176) of
patients treated with ELZONRIS monotherapy, respectively. > Grade 3 ALT and AST increased were
reported in 23% (40/176) and 23% (40/176), respectively. Elevated liver enzymes occurred in the
majority of patients in cycle 1 and were reversible following dose interruptions (see section 4.4).
Similar onset time and incidence were observed in patients with BPDCN, with 51% (45/89) of patients
experiencing adverse events of ALT and AST elevations, with > Grade 3 ALT and AST increased
reported in 28% (25/89) and 29% (26/89) respectively. Two patients with BPDCN met the laboratory
criteria for Hy’s Law; in both cases the laboratory abnormalities were noted during Cycle 1.

Haematological abnormalities

Thrombocytopenia was reported in 30% (53/176) of patients treated with ELZONRIS monotherapy

and in 35% (31/89) of patients with BPDCN. Thrombocytopenia Grade > 3 was reported in 23%
(40/176) of patients treated with ELZONRIS monotherapy and in 26% (23/89) of patients with

BPDCN. The majority of thrombocytopenia events were reported in cycle 1 and cycle 2 of treatment.
Neutropenia was reported in 9% (15/176) of patients treated with ELZONRIS monotherapy and in 11%
(10/89) of patients with BPDCN, with events > Grade 3-reported in 6% (11/176) and 8% (7/89),
respectively.

Hypersensitivity

Reactions representative of hypersensitivity were reported in 19% (33/176) of patients treated with
ELZONRIS monotherapy and in 17% (15/89) of patients with BPDCN, with events > Grade 3
reported in 3% (6/176) and 4% (4/89), respectively (see section 4.4).

Immunogenicity

Immune response was evaluated by assessment of serum binding reactivity against tagraxofusp (anti-
drug antibodies; ADA) and neutralising antibodies by inhibition of functional activity. Immune
response was assessed using two immunoassays. The first assay detected reactivity directed against
tagraxofusp (ADA), and the second assay detected reactivity against the interleukin-3 (IL-3) portion of
tagraxofusp. Two cell-based assays were used to investigate the presence of neutralising antibodies by
inhibition of a cell-based functional activity.

In 190 patients treated with ELZONRIS in four clinical studies:
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o 94% (176/187) of patients evaluable for the presence of pre-existing ADA at baseline before
treatment were confirmed positive with 27% being positive for the presence of neutralising
antibodies. The high prevalence of ADA at baseline was anticipated due to diphtheria
immunisation.

e 100% (N=170) of patients evaluable for treatment-emergent ADA tested positive with most
patients showing an increase in ADA titre by the end of Cycle 2 of ELZONRIS.

o 92% (155/169) of ADA-positive patients evaluable for the presence of neutralising antibodies
post-treatment were neutralising antibody-positive.

o 75% (129/171) of patients evaluable for treatment-emergent anti-IL-3 antibodies tested positive
with most patients testing positive by Cycle 3 of ELZONRIS.

o 74% (93/126) of patients who tested positive for anti-IL-3 antibodies and were evaluable for the
presence of neutralising antibodies were neutralising antibody-positive

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose
There have been no cases of overdose reported with ELZONRIS. In case of overdose, patients should

be closely monitored for signs or symptoms of adverse reactions, and appropriate symptomatic
treatment provided immediately.

S. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antineoplastic agents; other antineoplastic agents,
ATC code: LO1XX67

Mechanism of action

Tagraxofusp is a CD123-directed cytotoxin composed of recombinant human interleukin-3 (IL-3) and
truncated diphtheria toxin (DT) fusion protein that targets CD123-expressing cells. Tagraxofusp
irreversibly inhibits protein synthesis of target cells by inactivating elongation factor 2 (EF2), resulting
in apoptosis (cell death).

Clinical efficacy and safety

Study STML-401-0114 was a multi-stage (stage 1 dose escalation, stage 2 expansion, stage 3
confirmatory, stage 4 continued access), non-randomised, open-label, multi-centre study of
ELZONRIS. ELZONRIS was administered to 65 previously-untreated and 19 previously treated adult
patients with BPDCN according to the WHO classification who received a 12 mcg/kg dose on days
1-5 of multiple 21-day cycles (Table 4). Patients who had known active or suspected CNS leukaemia
were not included in the study. The primary endpoint was the rate of complete response (CR; complete
resolution of the disease)/clinical complete response (CRc; CR with residual skin abnormality not
indicative of active disease). Across all 65 previously untreated patients ELZONRIS resulted in a
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CR/CRec rate of 56.9% (95% CI: 44.0, 69.2), this included 13 patients in the confirmatory efficacy
cohort where the CR/CRc rate was 53.8% (95% CI: 25.1, 80.8). (Table 5).

Patient baseline characteristics are presented in Table 4 and key efficacy measures
in Table 5.

Table 4: Baseline demographics of patients with treatment-naive BPDCN treated with
12 meg/kg of ELZONRIS

Treatment-naive
Parameter BPDCN
N=65

Gender, N (%)

Male 52 (80)

Female 13 (20)
Race, N (%)

White 57 (88)

Other 8(12)
Age (years)

Median 68

Minimum, Maximum 22,84
ECOG, N (%)

0 31 (48)

1 31 (48)

2 2(3)
BPDCN at Baseline, N (%)

Skin 60 (92)

Bone Marrow 32(49)

Peripheral Blood 17.(26)

Lymph Nodes 33 (5D

Visceral 10 (15)

Table S: Efficacy measures in patients with treatment-naive BPDCN treated with 12 mcg/kg of
ELZONRIS

Confirmatory cohort Treatment-naive BPDCN

Parameter

N=13 N=65

Response rate
CR/CRc* Rate, N (%) 7(54) 37(57)
(95% CD) (25.1, 80.8) (44.0, 62.9)
Duration of CR/CRc (months)**

Median NE 7.3

Minimum, Maximum 4.7,28.5 0.7,49.1
Overall response rate, N (%) 10 (77) 49 (75)
(95% CI) (46.2, 95.0) (63.1, 85.2)
Bridge to stem cell transplant
Rate, N (%) 6 (46) 21 (32)
(95% CI) (19.2,74.9) (21.2,45.1)
Overall survival

Median 18.9 (5.2, NE) 12.3(9.3,35.9)

Minimum, Maximum

0.2,28.9

0.2,49.7
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Confirmatory cohort Treatment-naive BPDCN

Parameter N=13 N=65

12-month survival, % (95% CI) 53.8 (24.8, 76.0) 52.2 (38.5, 64.2)
18-month survival, % (95% CI) 53.8 (24.8, 76.0) 48.2 (34.6, 60.5)
24-month survival, % (95% CI) 46.2 (19.2, 69.6) 40.9 (27.5, 53.9)

* CRc is defined as complete response with residual skin abnormality not indicative of active disease.
** Duration of CR/CRc includes patients bridged to stem cell transplantation.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
ELZONRIS in all subsets of the paediatric population in BPDCN (see section 4.2 for information on
paediatric use).

This medicinal product has been authorised under ‘exceptional circumstances’. This means that due to
the rarity of the disease it has not been possible to obtain complete information on this medicinal
product. The European Medicines Agency will review any new information which may become
available every year and this SmPC will be updated as necessary.

5.2 Pharmacokinetic properties

The pharmacokinetics of tagraxofusp has been evaluated in 43 patients with BPDCN. Most patients
(n=38) had pre-existing anti-drug antibodies (ADA) against the diphtheria toxin (DT) component, due
to previous vaccination. Pre-existing ADAs resulted in higher clearance and lower tagraxofusp
concentrations. During treatment, all patients developed high ADA titres, and substantially reduced
free tagraxofusp levels (see below). All data referred to below are based on free tagraxofusp
concentrations in BPDCN patients without pre-existing anti-drug antibodies (ADA, n=5) in the first
treatment cycle. Descriptive information is included for BPDCN patients with pre-existing ADAs
(n=38).

Distribution

Following administration of ELZONRIS 12 mcg/kg via 15-minute infusion in patients with BPDCN
without pre-existing anti-drug antibodies (ADA, N=5), the mean (SD) unbound area under the plasma
drug concentration over time curve (AUCumbound) Of free tagraxofusp on Day 1 of the first cycle of
treatment (C1D1) was 230 (123) hr*mcg/L and maximum unbound plasma concentration (Cmax) Was
162 (58.1) meg/L.

The mean (SD) volume of distribution of free tagraxofusp on C1D1 was 5.1 (1.9) L in 4 patients with
BPDCN without pre-existing ADA.

Elimination
Tagraxofusp is expected to be degraded into peptides and its constituent amino acids through
proteolysis, with no involvement of CYP or transporters.

The mean (SD) clearance of free tagraxofusp at C1D1 was 7.1 (7.2) L/hr in 4 patients with BPDCN
without pre-existing ADA, and the mean (SD) terminal half-life of tagraxofusp was 0.7 (0.3) hours.

Anti- drug antibody formation affecting pharmacokinetics

Patients with pre-existing ADA had lower unbound tagraxofusp plasma concentrations (AUC and
Cmax) at C1D1 than patients without pre-existing ADA. Due to the limitation of the bioanalytical
method in the presence of ADA, quantitative pharmacokinetic parameters in these patients cannot be
given.

Pharmacokinetic/pharmacodynamic relationship

Data collected during Cycle 3 showed increased titres of ADAs and substantially reduced free
tagraxofusp concentrations. However, clinical efficacy has been demonstrated beyond Cycle 1 despite
the reduced exposure. Due to the limitation of the bioanalytical method, the utility of free tagraxofusp
concentrations as a predictor of response is limited.
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Pharmacokinetics in special populations
Due to the limitation of the bioanalytical method, the pharmacokinetics of tagraxofusp in patients with
renal or hepatic impairment and the effect of body weight, age, and gender are considered unknown.

Paediatric population
The pharmacokinetics of tagraxofusp have not been studied in the paediatric population.

5.3 Preclinical safety data

Carcinogenicity or genotoxicity studies have not been performed with tagraxofusp. Tagraxofusp is a
recombinant protein and is therefore not expected to interact directly with DNA.

At human equivalent doses greater than or equal to 1.6 times the recommended dose based on body
surface area, severe kidney tubular degeneration/necrosis was observed in cynomolgus monkeys. At
human equivalent doses equal to the recommended dose, degeneration/necrosis of the choroid plexus
in the brain was observed in cynomolgus monkeys. These findings were generally noted after 5 days
of daily dosing. The reversibility of this finding was not assessed at lower doses, but the finding was
irreversible and became progressively more severe at a human equivalent dose 1.6 times the
recommended dose, 3 weeks after dosing stopped. These findings in kidney and choroid plexus are
considered likely relevant for the clinical situation.

No fertility studies have been conducted with tagraxofusp. A literature-based risk assessment suggests
that exposure to exogenous IL-3 or blockade of IL-3 signaling may have embryotoxic effects on foetal
haematopoiesis and embryo-foetal development. The effects of diphtheria toxin exposure on placental
and embryo-foetal development are unknown.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Trometamol

Sodium chloride

Sorbitol (E420)

Water for injections

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3  Shelf life

Unopened vial
3 years.

After opening
From a microbiological point of view, once opened, the medicinal product should be diluted and

infused immediately.

After preparation of solution for infusion
Chemical and physical in-use stability has been demonstrated for 4 hours at 25 °C.

From a microbiological point of view, the product should be used immediately. If not used
immediately, in-use storage times and conditions prior to use are the responsibility of the user.
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6.4 Special precautions for storage

Store and transport frozen (-20 °C +5 °C).

Do not refreeze after thawing.

Keep the vial in the outer carton in order to protect from light.

For storage conditions after dilution of the medicinal product, see section 6.3.
6.5 Nature and contents of container

Type I plus glass vial with a butyl rubber stopper and an aluminium/plastic flip-off seal, containing
1 mL concentrate.

Pack size of 1 vial.
6.6  Special precautions for disposal and other handling

General precautions

Procedures for proper handling, including personal protective equipment (e.g. gloves), and disposal of
anticancer medicines should be followed.

The solution for infusion should be prepared by a healthcare professional using proper aseptic
technique throughout the handling of this medicinal product.

Preparation and administration

Preparing the infusion
Ensure the following components required for dose preparation and administration are available prior
to thawing ELZONRIS:

. One infusion syringe pump

. One empty 10 mL sterile vial

. Sodium chloride 9 mg/mL (0.9%) solution for injection

. Three 10 mL sterile syringes

. One 1 mL sterile syringe

. One mini-bifuse Y-connector

. Microbore tubing

. One 0.2 um low protein binding polyethersulfone in-line filter

Use only if the solution is clear and colourless or with a few white to translucent particles.
Allow vials to thaw at 25 °C or below for up to 1 hour in the outer carton. Do not refreeze a vial once
thawed.

Determining dosage amount
Calculation to determine the total ELZONRIS dose (mL) to be administered (see section 4.2):

ELZONRIS dose (mcg/kg) x patient's body weight (kg)
Diluted vial concentration (100 mcg/ml)

= Total dose (mL) to be administered

A 2-step process is required for preparation of the final ELZONRIS dose:

Step 1 -prepare 10 mL of 100 mcg/mL ELZONRIS
- Using a sterile 10 mL syringe, transfer 9 mL of sodium chloride 9 mg/mL (0.9%) solution for
injection to an empty sterile 10 mL vial.
- Gently swirl the ELZONRIS vial to mix the contents, remove the cap, and using a sterile 1 mL
syringe, withdraw 1 mL of thawed ELZONRIS from the product vial.
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Transfer the 1 mL of ELZONRIS into the 10 mL vial containing the 9 mL of sodium chloride
9 mg/mL (0.9%) solution for injection. Gently invert the vial at least 3 times to mix the
contents. Do not shake vigorously.

Following dilution the final concentration of ELZONRIS is 100 mcg/mL.

Step 2 — Prepare the ELZONRIS infusion set.

Calculate the required volume of diluted ELZONRIS (100 mcg/mL) according to patient’s
weight.

Draw up the required volume into a new syringe (if more than 10 mL of diluted ELZONRIS
(100 mecg/mL) is required for the calculated patient dose, repeat step 1 with a second vial of
ELZONRIS). Label the ELZONRIS syringe.

Prepare a separate syringe with at least 3 mL of sodium chloride 9 mg/mL (0.9%) solution for
injection to be used to flush the administration set once the ELZONRIS dose is delivered.
Label the sodium chloride 9 mg/mL (0.9%) solution for injection flush syringe.

Connect the sodium chloride 9 mg/mL (0.9%) solution for injection flush syringe to one arm
of the Y-connector and ensure the clamp is closed.

Connect the product syringe to the other arm of the Y-connector and ensure the clamp is
closed.

Connect the terminal end of the Y-connector to the microbore tubing.

Remove the cap from the supply side of the 0.2 um filter and attach it to the terminal end of
the microbore tubing.

Unclamp the arm of the Y-connector connected to the sodium chloride 9 mg/mL (0.9%)
solution for injection flush syringe. Prime the Y-connector up to the intersection (do not prime
the full infusion set with sodium chloride 9 mg/mL (0.9%) solution for injection). Re-clamp
the Y-connector line on the sodium chloride 9 mg/mL (0.9%) solution for injection flush arm.
Remove the cap on the terminal end of the 0.2 um filter and set it aside. Unclamp the arm of
the Y-connector connected to the product syringe, and prime the entire infusion set, including
the filter. Recap the filter, and re-clamp the Y-connector line on the product side. The infusion
set is now ready for delivery for dose administration.

The diluted solution should be used immediately once prepared.

Administration

1.

Establish venous access and maintain with sterile sodium chloride 9 mg/mL (0.9%) solution
for injection.

2. Administer the prepared ELZONRIS dose via infusion with an infusion syringe pump over
15 minutes. The total infusion time will be controlled using an infusion syringe pump to
deliver the entire dose and the sodium chloride 9 mg/mL (0.9%) solution for injection flush
over 15 minutes.

3. Insert the ELZONRIS syringe into the infusion syringe pump, open the clamp on the
ELZONRIS side of the Y-connector and deliver the prepared ELZONRIS dose.

4. Once the ELZONRIS syringe has been emptied, remove it from the pump and place the
sodium chloride 9 mg/mL (0.9%) solution for injection flush syringe in the infusion syringe
pump.

5. Open the clamp on the sodium chloride 9 mg/mL (0.9%) solution for injection flush side of
the Y-connector and resume infusion via the infusion syringe pump at the pre-specified flow
to push the remaining ELZONRIS dose out of the infusion line to complete delivery.

Disposal

ELZONRIS is for single use only.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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7. MARKETING AUTHORISATION HOLDER
Stemline Therapeutics B.V.
Basisweg 10,

1043 AP Amsterdam
Netherlands

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/20/1504/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 07 January 2021

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
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18



BR M S A 2

VARESRNIL, BNMOT=2 ) T OB ERD, ZHIZED ., Fi/ 2GR 2 TR I E
THZENTED, EFNEEEIZE. BOLVWEERARGIIZHE T Z kDTN D,
BIVEF O HEIZHOW T, 4.8 A 5,

1. EXRDET
ELZONRIS #5.0i# FHE MR 1 mg/mL

2. TEMMRUVEERMER

SR PR #E 1 mL T tagraxofusp 1 mg 2 Z5 A9 %, 1734 7 /L HIIT tagraxofusp 1 mg & &5 A7
\ﬁ—‘éo

tagraxofusp |%. KIGEIZIH W THHELZ DNA BAMIC RV FEESND T 7T ) 7T HHE-A 4 —
BA -3 (IL-3) @aX " I7HTHD,

BEFN DAEH 2 A3 2 il
1 XA T VI 50mg DY VE h—/v (E420) = &HT 5,
WINFI DAY A MZONWTIE, 6.1 THEZSH,

3. HIR

AT R TR (R R A 1)

BOABHOKR THD, AB~FLEAORTNDRFLET DI ENDH D,
4.  ERERODFHH
41 3hee - MR

ELZONRIS 1%, A OFERVEE ARSI HCIES (BPDCN) ABEICxt LT, MENE#E
DOHAREL LCHEICSNDS (51HES]R) |

42 B -BE

ELZONRISO ¥ 51%, HUEMESEA O FIIZ DWW T4y 7 5k - RER 2 F O ERI OB T
1752 &, WU E/Esm B rsHET S Z &,

BiZ% - H=

ELZONRIS 12 pg/kg % 1553235 C, 1 H L[, 21 BY¥A 700 1~5 I, §#RNES
T 5, HEMEIE, KRBT HEBEY A 270D 10 HEETERTHZ LR TE 5, KR
DT TR TERWEMENE U D E TIHREZKGET 2 @4TESIR) |

E1H 12/

ELZONRIS O 1 %A 7 i, AP FCTHRET 5 Z &, WBUE I3/ i & R HE B RE
(4.4 THZMR) O KL OIERNB 200, &GN b 24 i E CTHRELZE=X
Vo7 RETHD,

F2U 1 /L LU



ELZONRIS 1%, APBE FUXIGHE T O & g%

DFAHDNFE - T B 72 k1T

T E

BT, BEBIREDOKI6057 B

e

w(&ﬁ#é LR TE D,

BV OREZETNICET=X2 ) 7T 5T

I, BERZ I VHISAEKRERE BB 72 e RT3
AKX I VHEREREEK, aLvFaxTaf B (AFLT L R=Y 150 mgifit

FAERIAIZ2 &) RO TEE =L a2 5T _ETHDH (44ESBMH) |,

F=RE
ELZONRIS D5,

NABNY A v HET=H) T L, TVTIV, NTFUAT

F—F, VLT F =T o2y T RETHD, HRINWOIHEDEEIZOWTIEER 1 2, £

B

BHEHRREIANL NS A VEHEICE =2 ) U TTH T L,

1 HERE S HELZONRISE G- 7 i DR H

IRHERERE (CLS) EHAHA R A oW TEER 22O &,

NI A—X&

HAEREATE

ARER

myE7 V7w

MyE 7 /L7 2 3.5 g/dLARm T4
YA 7 VBRI OBIEM L V0.5
g/dLLL KT

CLSEHATA FT 4 (F2) M

R

FHATOEEINEFATH LV 1.5 kg
L3850

CLSEHTA KT 4 (F2) B

TARTGXUBT I ) P TV AT
Z—¥ (AST) Xix7o=v73/
rS 27 x5—F (ALT)

ALT XUFASTO EF AN IEFE RO
SEEEZ D

N7 UAT I F—VENEEME L
RO25ME LN TFIC D F TG %2
Wri 5

migz vrF=v

myE 2 L7 F =218 mgdL (159
pmol/L) X 5 XIZ7 v 7 F =V
7 U7 T2 260 mL/I4y Kk

MmyE 2 v7F =218 mgdL (159
pmol/L) BATFXIZZ v 7 F =27
U7 7 A60 mL/y Ll FIZ72 5% T
b e A I I

S $4 1fm J N A5 8 1M 7 160 mmHg LA b 31280 | AR HA I JE A3 160 mmHg =i X 1380
mmHgll T mmHgZ 2 % F TG 2+ 5
D DA%130 bpmPA 30340 bpmEL T | D AHAN 130 bpmARii 3 i%40 bpm%
x5 E TR EHWT D
{ZSIE) {RJE38°CLL L RIR2338°CARTEG I/ D E T %
%
W ECRE SIS R I A T8 8 31 v A EE oD O S A3 T R

TLHECHESEYTNT D,
ELZONRIS I [R] Ui AR E CHBH3
)




K2.CLSEHIA RFA

_ CLS .
FRRER R R BREEHR
1A 7 L0 MiET VT 2 32 o/dLARN | g7 V7 2 o 033.2 g/dLUA L4 . ELZONRISZ #:5.4

WIEIEG-Hi %
Behrh MFET7 VT 2 3.5 gdLARm | Mg 7 /v 3 83,5 g/dLBA ko7 B3 2 CLSD

0. DOYFA I A OFGBETNT | SRR e
HESNTMEL V0.5 g/dLLL B L {7 b ETHE
MET VT I URYEYA 7| el DET, 25gDTATIVEI2 | #HEiT D!

NOBEBIGRTIO T LT 2 | BRI Z LI CUIRRRBNCLE Thn

{22 50.5 g/dLLA s F KV HEEND) BIRNE S5
BGRIORESHA LV LS | REEMPASETLET (T2Db,
kgLl EHEM AT HOFRE LV 1.5 kgbh ERIINL 72 < 72

HET) | 25gDT T I E RN
U (128F 2 & SULEFRIZ M E T
HiuX, XVHERND) | EER XN
JEUT, KR SIS 5 (i
W2 ARIE O 5A 1T ERAR PN SRR K OV
FESK IR L ST L E DA 1R
JR¥E)

TN, AR R OV X Mg 7 V7 2 AENR3.S5 g/dLLL Bz %
VAR 1 F T, 25gDTNT I EFHIRNE S
5 (120 Z &, TERRMICMNEETH
E, X v R

CLSOBUBEAER D HIRT D E T, T
R EXLEIZE LT, AF AT L K=
yary (XFR%EOLD) %#1H1
mg/ket 595

CLSOBMENER DR D FE T, T
BIR LA BTG U T, iR & OY XA
PRAN, oo EERE ST, KR
IR K QM+ DAY 72 E B 23 5

'ELZONRIS Z{R3 L7=54 -

- ATO CLS OEEAER S EEL L, MATERERZEICKT H0NEE LB L Lo 255
IZ. ELZONRIS O #5245V A 7 /VINTHEHBELTH LV,

- CLS OMEAMERD R L TWRWEE, SUTMATEREAR LI 20E (Bl2iX, K
ME 2 V8T 5 72 O O FFIRIN SR B OY ST A IAERE O 5) BB RGAITE (HE
L7=HaTh) o Uit A 7ok o], 52T s ThH D,

- JXTO CLS OEBEAERAHER L, MATHIENLE L TWDHEITOZR, ROFA 7L
TREZHEMTLILNTED,

Rl e £ H
B HEREIEE
B RERE S B ORI FTREZR T — 2 137 (52 HEBR)

FFrEEREES
FFHERERE S B8 ORI ATREZR 7 — 2 1372y (52 HZM)
. ik Ji)



65 Ll FoBETIX., HEFEIILERW (52 THEM) , —f%IC. ELZONRIS Z## 5 L7~
EEE (65 LA L) & 65 R D EBE DL EMIIFREE TH o7,
NIEEMF

SN R TN 18 ik AT D AEIZ 31T D ELZONRIS D22 M e OVEZhME LT L TRy (5.1 18
S

M FTRE 22 7 — 2 1372\,

ELZONRIS (ZFRNEEGH TH 5,

AR U7 ELZONRIS IE, ¥V v PR 7 E2A LT 15 9o CRET 2, WEGRHRIT, 2
BHBEEEAT FY U AERK 9 mgmL (0.9%) by T 15 0&7255K512, YU TR
TR HWTCHRHET S,

ELZONRIS (X, RUEFEIC LV ELH L TR b2y, EHOZ A V2 LTHRE L, hoE
WL LIRS LTI LR (62HBR) |

RN G2 6 Ak R U 7 AR 9 mg/mL (0.9%) THIIRES Z2fefe L, #ERrT 5
Z

IS OFRL O GBI T 2 F/RIZHOWTIE, 6.6 HESRDZ &,

HRIAA T 6.1 TEICE#E S - IINANS k- 2 @EBUE D & 5 B,

44 HHIEELERVFEARALDEE
L—HEY T+«

EWFRIRAO =YY T g zm LS EL70L, KESNERFOAHKL D v FE
i HRECREE 5 Z &,

.o I o 1 B

Az D Lic 0 BB RG] 2 & T B M I HIEMERE (CLS) MA@ EShThh, 1F&
A EOBEGITIRBEONEIY A 7 VO EMOSHEIZHEA L TWDH, CLSOE BEEEDE -7
e Je OVEAR I, AREEHEIN, (K7 V7 2 e MR E T - 7=, (RERM, K7 1v7 3
ME, ARME R P T A H VR A7 7 2 —EHIIOFRERIT, CLSEZRER L hoT-BE &
D HCLSZ 2B L7 FBE DA E VY, BPDCNREE 24 & CAMLEFE 1412 T, CLSIZHEV THE
RER AR EENRELZZERARESIN TS 48TESR) |

IRIEBRLARTIC . 72 O RE N M R7oiu, MIET V7 2 0332 gdLUL EdH D 2 & iR T D,
R TIE, ARG OBARTSUIRRICLE THIUT L VHEEIC, ET7 V7 I a2 E R
ZE=Z V7T %, SDHIT, WEEM, MKEZ SR EOFHIAE UTEL, RO THE)
BN E 2 B TRIMEZ: £ CLSOMOERAERIZOWTHRE ZFHMi+ 25 (R22H) .

BFICIE, CLSIERZMERR L. EHICEMORREZX T 5 SRS Th D,
TNT I OBEIRNAHFRL OB ERW B LIEICR L ZENH D A2HSHR) |

4



BB RIS

ELZONRIS CTI& 8 JE DOIBBUER SN HRE STV D, —RAIICEE STV A BORITIE, 3
% (BHME/ELRTE) | W, F D FEAE, mﬁiﬁﬁ BRI EIR X ONIAL N 8 5 (4.8
M IR ﬁﬂﬁﬁﬁ#@mﬁ$%%ﬁ 295, HEIEE K OWEREICIS U T, 1R E
—BEEIC T L, SRR R LT RICHEBT 2 @2EBR) |

fRZFHEE

ELZONRIS HA|# 5 EF BT, M/ MRIBUDE & O P ER A E DN S ST g (4.8
HBM) |, BROKRFBITIREOH 1 A 7V KROE 2 4 7 Tt &, HERIRIT ST,
ZDHDYA IV TOEFII R -T-, BEITHFEMICE=2) 7 &, BEMICKHETH
XIS RETH D,

i 5 FR R 15 2%

ELZONRIS (ZfEEAREEMRE (TLS) #5320V, ZO2uR A HEEIEH O
BLLTEBHNERDZZENHD G8HEBM) |

FESS AR L A AR A, @A) v AfE, KAV y AE, @REBIE, &) i
fﬁ&@%fﬁ%&@ﬁﬁ ﬁowfjls@ﬁm%ﬁé I B AN 2\ N T2 6D TLS DY A7
NEWNWEEZONDBRET, BEREORE, BEELOKE AT ADT=X) 7 X
FRFRIEO IS E72 £ BRARIERL Ebtﬁﬁfﬁﬁfméfﬁéo

st

ELZONRIS |2 X 215 INFEE D EH EBE L T\ 5 (4.8 THZMR) , ELZONRIS # & &
(16 pg/kg) THEEG LIZEFIZBNWT, SRR E OHPERRIE 2 HE ST 5, THESIH
X, &G OBMERENT ALT KON AST Oz EMIIcE=%Y > 795, NT72 AT I)—
POIEFMEERD 554282 CTER LZEAITRELZ I L, F AT I —F 1
FNEFEERO 25 (5L FOHEITEEEZHHT 2 42HBK) |

IRIEEIRE
WRAG FE 2 VX IR IR R BR I TR S - (5.3 THBMR) | %ﬁﬁ%fi%;éhfw&m#
¢WWﬁ%(am)%ﬁ%rwﬁémﬁﬁﬁXi@@@%ﬁbt 1%, RRIERA M OV MRI

2 TR R A R OB R A 2 501247 0 2 L i S %,

iR % %= BPDCN

tagraxofusp 2N MIEAKBIFT Z@m 3 5200 E 5 DI AR TH 5, THAHERIFENRO HivdH
BTE, MOBEREEZRFTT Y& Th D,

bEYRY D RTREME D & B K1t/ #bE

WERS 2 WIREMED & % eMETIE, 1BHRBRAART 7 H AR 2 92 L, BIETH o 2 &
EHEBT D2 &, *ﬂ@&@ﬁﬂ&@ﬂif&%’%&ﬁ A< e VRRIE, ARVZRREEEZ M3~
ETh D,

BIEMIIVD b—XATE




BARME7 V7 b —ARMHE (HFI) OBFIZ HRHZ VLB TRWVWERY | RERLZ#&KE L
TIER B0,
KEEGZRGT DRI, FBE OHFNZEET 256 72 2 BEE L Z2 7 Ui 72 5720,

T U LBERME

AREHSIT 1 mL 24720 1 mmol (23 mg) KD TFT MU v AEZEATEY, FEERICIE
NV OALATZYU—] ThHdD,

45 MOEEREOHEFRRVZOMDOBEER
FAAAERRABRIT SN S TV,

46 ZHGHe - 1R - #R5L
bEYRY D ETHEME D & 5 K1t/ #ibE

PERS 2 WIREMED & 2 e TIE, 1BMRBRALART 7 A LINICIEIRMA 2 F L, BETHL 2 L
AR T D Z &, PIRRGRATM OREE GNP e TIRRIZ. ARI72RHEE 2 3~
ETh D,

30

4~ ELZONRIS O #5123 25 7 — X 1720,
tagraxofusp DENY) & FIV 7o AEFEFS AR BRI L FEhE STy (53 B

tagraxofusp |Z X AVRE # MLEE & T A ERKIER N H 556 2RV T, 4R X ELZONRIS %
L TUIR B2,

tagraxofusp/fiHf# 73 & FFITHICHRME S 2228 9 I A TH S, I F O AN /AR
(2R 2 U A7 IFBRITE 720,

ELZONRIS # 5-7 e Ok e 51507 < &b 1 ENIIRAZ P I35 2 &,

W

feBE
tagraxofusp D MAHEIZ BT 2R BRIXEM ST ey (5.3HSM) | tagraxofusp S & R D
JRREIZ M IE T 52 CF'EJT%‘)T A AN

47 EBERUEWIZERENA~NDEZE
ELZONRIS /%, BEESCHEMOMHIZEEL 52720, HLWVTEH T 2RETH D,

48 WIFELLLGELEE
ZeHETO 774 IILOBE

ELZONRIS /GEHIZEEZ Y 9 2 EEZEIEAIX CLS (4.2, 44 HEBR) ThHOH, BED
18% T &, CLS BELE COMMOTRAEIX6 A TH -7,

ELZONRIS % #5- ST 838 D 20%LL BB L gIERIX, (K7 V7 2 e, F T2 A
7S —F EH AR E, B, RO TH T,

HEHESIBEHELYE (CTCAE) I2HES< 7 L—FR 3 LLEORIER T, 5% %% 5HBEIC
FHRLEbDIE, hToA7 I —F LR f/MRIBAE R VLT - 7=,
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Bl{ER—%
BIEH OFEBIFE X, MedDRA 2R EBIK2FE (SOC) BNZHEAFEL VTR LT, BIEH®

FESARE X, FEFICEMHE (/1080 L) | &8 (17100 LA E~1/10 &5) . KRS (1/1000 LA
E~1/100 Kjfm) & EFELT,

ARIECFEH L2 BIERIX, BPDCN B 89 f5il 2 & teiE MgsfEz B (N=176) & ktg:L Lz
AR CHER SN2 OTH D, 2o ORERIZIV T, ELZONRIS [FHAPEEE LT 7
ngkg (12/176 1, 7%) . 9 pgkg (9/176 B, 5%) . 12 pgkg (155/176 3], 88%) DM TH
H- &7z, BPDCN BFIZHIT 2 EIVEH ORBLE K OVEAEE X, SRR G R 2R OB LR K
OHEIEE L RIfREThH -7,

%3 : MedDRAZGE R XD FRIEIER—&

B RIR A ACTCAEZ L — RO CTCAEZ L — R3PL oo s
YT 35 OV HUE B 2L
e
A
Jitig&
PR S e
LERES
MIRE LY R bEE I B FEH I E ST
I/ IR IS E i/ MR E
2 1fn
AR
AR FEENE AT TP RIS SE
B T A BR IR E 2
I H BRI D JE B A BRSO i
F ifn BR B E F ifn Bk iE
F i BREEINE U o BRI SE
U L SERIRD SE
{ECHE 2
i BRSNS
g% R E BB IEAEE
WA A R YA I A R
Rt X Ok E FEH T B AEE AR
&7 V7 3 v E JER S5 7 S f
& 1A
B BT AT 3 e
BARIBGE & b U o AfE
FERLIES A S (e T
i LA IEAEE
8 DR B I S 8 PR 8 ML RE
A>T A fE & H L A LSE
&~ 7 %0 AME B&H U ™7 AfSE
&7 1 V7 A T & K—s %
&V 7 A 7 R
E ) T AfE
&Y I E
AR
&Y R iLsE
HEET & F— A
TV R—U R
KA R EEE 2L
BEELIRE
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L
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(=]

BRIy 4CTCAEZ L — R DS CTCAEZ L — R3LL E#E

B
Bl & ORI PR U A

SR R SR R

(KA
BAE
PR PA
PRI
BRI
EEVS

—ff - BHEELSIORSE | EEICEEE
VAR NG FEE

e

U A
ARAH PRI S0
T
S i

D v L
e

i

ek

%
95

&

:[u

%% |2

W

AL

At

AR

B PEJRAE SUSIERRE

R AR B A FEFNT IS
NV AT7TIF—REHe FT AT R

REEHIN

o {ECHE

A DEXQTIER:

LERIQTIER ) b SR SRR
WRTLTIRAT 75— LR BRI

M7 V7=t

1 FLEER I K SREE SR LN

7 L7 F R 2RF T —E 80
HEHALERSY bR 7T AT IR R
EI PR L B

AR

= 47U 77 gk
A B AR A

R

HE, PR IURELH | S (RS
i TEAZHE D BOG NI D RO
A5

DB K D ARME, & NEMER T E 2 e,

CHREPERGE . BEIR B IREGE . RIBEVEEOE . 2a MRS, BEREZ & &,

CETE, VEIRA S T,

DB PRI, TR, CRREERR. (RHTRE . KB ART, DRGSR, i R IE 2 5 e,
: ALT/ASTHEIN, APPEREmA L R TR ER 25T,

[CEEE =P e I

ERENEEHEROARE
EMM & RLE IR FE

EAfE R HEGERET 18% (32/176 f5]) TH#E S, ZL— KN 21% 12% QU176 %) . 7L
— R 31E3% (6/176 1) . 7L — KR 41X 1% (/176 f5]) | ETIX 1.7% (/176 i) Th -7,
CLS DA Ry hZfREBR L= 1% ICIER 2 BB L7z 25 Blo 5 B, CLS O3 AR L7-0i% 1 4
DI TIh-oT=, CLSHIEFE COMM O RAIZELS (6H) . 26 2R &FIR, H1HA 7L
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C CLS OYIFEIFIE A #RER LTz, 2 2 A 7 /LLIRRIC CLS ORIEIFESE 2 #%5R L 72 BFE 1TV e e
7z, CLS O&%TFT, BPDCN & IZH T H2HIE (20%, 18/89 i) LML LTk, &
OWFIZT L —F 208 12% (11/89%1) . Z'L—R312% (2/89%1) . Z'L— K42 2% (2/89
) . FER3IF 3%) TH o7z, ELZONRIS O HHIIC, BEIL o722 DERE 2 #ERF L T
HYVENRDD (42, 44THBWR) |

=t

ALT L OVAST OHMOBIVERIX. 4240 ELZONRIS BEAURE 2 52 1) 72 BB D 47% (83/176
) &N 46% (81/176 i) THE STz, L — R 3L ED ALT N AST OEENIL. FnZF
AU 23% (40/176 ) KX 23% (40/176 ) Ty Sz, MEEEO EHIZ, B 1A 27 1v0E
HORFETHED LI, KETWRICEE L (44HZR) |

BPDCN B3 T & [AlEk DR BRI K OB TRO H AL, ALT LY AST OO A FHEHGL
51% (45/89 f5i)) THV ., Z'L—F 3L ED ALT XY AST OH#INEZENF R 28% (25/89 1)
KON 29% (26/89 i) T -7, 241> BPDCN 1L Hy's Law DR RAEILHELTE- L, W
NLE 1V A 7 P TORKBREERT ChoT-,

MHFRIZEE

M/ EIL . ELZONRIS BAMRRE 252 0T 72 A D 30% (53/176 f41) . BPDCN H& @ 35%
(31/89 i) THE XN, L — R 3 L EDOM/MRBAEIZ., ELZONRIS BELE A5 1T 7~
HED23% (40/176 7) K O*BPDCN B D 26% (23/89 #4l]) T Sivi-, /M IED K
Mk, VRIEOFE 1A 7K OE 2 VA 7 VTl Sz,

I HERJEAAEIL. ELZONRIS B EZ 5 1T 72 B3 D 9% (15/176 i) . BPDCN HEED 11%
(10/89 f3) THwESN., 7L — R 3 U EITZENEN 6% (11/176 ) XN 8% (7/89 fil) ThH

>77,

BEE
ELZONRIS HupiE 252 1 7= 38 D 19% (33/176 f5]) . BPDCN & D 17% (15/89 ) Tifd

BUE D (R FI RS ARE ST, 7 L— K 3B EEZnZ03% (6/17681) K% (4189 )
"C“&)O‘f:‘ (441‘;\‘7;;3%) o

BRI

P A DOFHIIL, tagraxofusp (ZXT 5 MIGEHE & ST (FLEEBPUA ; ADA) L OBEBERITE
PEDFREIC & 2 PRGUADFMIC L - TIT o 7o, SIS EIE 2 FREOA L 7 v A 2T
FHl L7z, 1 DHO7T v &A% tagraxofusp (x4 5 S (ADA) ML, 2 2 HOT vk
A 1% tagraxofusp DA ' F—uw A F -3 (IL-3) FITKT D OSMEL R Lz, 2 DO~
—ADT vEA ZHOT, HIEN—AOBREERNEMEOEEIC & D PRIFUROA L FH~T,

A D ERFBRIZ IV T ELZONRIS 3 5- S 1u7- B 190 Bl BT

CJRIERTIOR—A T A VERICEEF D ADA OFEEICOW T ATRETH » 72 HE D 94%
(176/187 Bl) MEEMETH O | 27% N HFFHURGETH 7o, X=X T A4 UIFD ADA FBLHR
NEWDIL, 77 V7 PHEROD & PRI,

- B T CHRILLTZ ADA IZHOWTEHMIAIRE/R B D 100% (N=170) DEHMETHD . 1FEAE
DBETE 2V A 7 K TEE TIZ ADA UMM oI AT S iz,

- VBRSO FFIHUR O AF HELZ OV T AT REZY ADA Btk HRE D 92% (155/169 i) CTrHfndifs
D TH -7,

AR T CHRBLL 2P IL-3 FURIC DWW TR fTRE 72 FB3E D 75% (129/171 f51]) 23 TH D |
LNV EDBENEI VA 7 VETITHMEE o7,

- PUIL-3 FURIGIE THRIBUA O B ZOW TR Rl BE 72 FRE D 74% (93/126 f51]) THFIHLIA D

11



Bt Th -7,

BHhn HEERADHRE

EISDOAGRRZ DN DEWER ZWmE T2 Z LITEETH D, THICLD . EIHEHDOX
T4 MURIRTG VALZGRICE=2Z ) 7 TH5ZENTE D, EEEEEIL. BIEH
DEENN B DAL, 8k VICEEEH SINZEHOREHEZB L CTRET L ENRROEND,

49 BERS5
ELZONRIS D &3 5- 1345 STy, @ERG OS2, BIVER O SO IAER 2
TRVERE OIRRE AR B E L rﬁ%a:iﬁ@&ﬁﬁéﬁf%”m L,

5. EEZPHHEHE

51 RNFpIHEH
SWPRIERE PSR, O UEEEE
ATC = — R : LOIXX67

il 152

tagraxofusp 1%, ##iz & A Z—m A X3 (IL-3) KOOIERIC 77 U 7#EFE (DT) #@h
BH T ENBIRD, CDI23 ZfE) & LIoMildEs& THh V. CDI23 EEMN AR &35,
tagraxofusp L, fH&EAF2 (EF2) Z ANEMALT D Z LIT K VAR D & o X7 ARl a A ]
WHRIZHE L, 7R F—Y X (MifusE) #7267,

EERMEDNER VLS MN

STML-401-0114 3X8%/X, ELZONRIS ODZELRE (A7 — 1 HE#HE, 27—V 25K, A7
—Y3MEE, ATV AT 78 R) | FET XML, FEER. ShEXILFERBRTH 7,
WHO 73HAICEES & | RIGE DAL BPDCN E3E 65 il ik ONERAE D & % 5\ BPDCN £ 19 31
(2. 21 B OB+ 7 v ® 1~5 H HIZ ELZONRIS 12 pg/kg BN&EESni- (F4) . iHEE
O AR A IR XUEE DRV D B D BE X, ARBRICHAAN LD - T2, TFEFHBE R X
EAREME (CR ; WHROFELEM) /BRI TEEME (CRe ; IFEMERB A /RS o, EfF
R RE Z1EH CR) & LT, RIGEEE 656261128 T, ELZONRIS ® CR/CRc #1% 56.9%
(95%CI : 44.0, 69.2) THY ., ZHITITAMEMRGEZ A — FOBEHFE 13 #i (CR/CRc # 53.8%
(95%CI : 25.1, 80.8) ) WEENTWD (F£5) ,

BEDR—AT A Ut 410, BTERAZMEFHRER 2% 5 10877,

F4 : ELZONRIS 12 ug/kgx 5% %2 1+1=
BEBPDCNEEDR—XSA VIZBITAEES R

Ty ARIEFBPDCN
N=65

MR, N (%)

Bk 52 (80)

ok 13 (20)
AFE, N (%)

BHA 57 (88)

Eaolich 8 (12)
g (k)

L 68

12



RIGHEBPDCN

NI A—X
N=65
& mK 22, 84
ECOG., N (%)
0 31 (48)
1 31 (48)
2 2 (3)
R—25 A VIFOBPDCN, N (%)
2 & 60 (92)
B 32 (49)
AR . 17 (26)
IR 33 (51)
PNk 10 (15)

&5 : ELZONRIS 12ug/kg#x 5 & Z 1+ - RAEBPDCNEE (I H T 5 FMMEFHIER

295 Rt BRAE= A5 — b REHBPDCN
N=13 N=65
2O
CR/CRc*%#, N (%) 7 (54) 37 (57)
(95%(EHE X [H) (25.1. 80.8) (44.0, 62.9)
CR/CRcHfIfH] (H) #**
Hp g ffE NE 7.3
S UNE ¥ 4.7, 285 0.7, 49.1
2FNE. N (%) 10 (77) 49 (75)
(95%(E HE X [H) (46.2, 95.0) (63.1, 85.2)
MRS EA~DOBIT
EAE. N (%) 6 (46) 21 (32)
(95%(EFE X ) (19.2, 74.9) (21.2, 45.1)
EAEFHIR
Hp g ffE 189 (5.2, NE) 12.3 (9.3, 35.9)
S UNE O 0.2, 289 0.2, 49.7
124 AEFER (%) (95%EHEXH) 53.8 (24.8. 76.0) 522 (38.5, 64.2)
185 HAEFHRY% (95% CI) 53.8 (24.8. 76.0) 48.2 (34.6. 60.5)
245 B AA7%% (95% CI) 46.2 (19.2. 69.6) 40.9 (27.5. 53.9)

* CRe Id, TEEMMER B Z R S RUWVRIFRERE 2 19 B RBNEER SN D,
** CR/CRe HIJICIZ, @HIRBAEICBIT LICBE b EEN D,

INRER

PRI 23K 5L FFlX . BPDCN O _CO/NBEMIZHDY%D ELZONRIS ORERAE RO HEH %
bR L7z UNE~OBERIZBET 2 HEMIC OV TIZ42ESH) |

AREFHMT TFISARZRE] O T TERRINTWD, ZOZ LT KENENTHD72DIT,
KREZGZET 2R RIEREGDL LR TE RN I EZERT 5, HINERLTIX, 8
FERHATRE L 2R D8 LWMERZFEA L. A SmPCIILEIIG CTHEF SN D,

52 ZEWBEFHRE

tagraxofusp D FYEhREIZL, BPDCN $%" 3 FNZRBNTEHMli s TWD, 1FEAEDO-BE
(n=38) 1%, W@EDOU I F I V7TV TR (DT) R 2BEF OGS
Pk (ADA) #H LT\, BEfFD ADA @\ U T 7 2 A LRV tagraxofusp IREZ 725
L7z, 1R, X TORBEITIBWT ADA UMM L, #5HE tagraxofusp I B2 23 KgAK
TL7 (BESH) . UTICRET 27T =239 XT, #EYA 7 B0 CEEF Oyt

13



& (ADA) %A L72\ BPDCN % (n=5) Z351F HilEHE tagraxofusp IRE IS LD TH S,
EFD ADA %49 % BPDCN 2 (n=38) IO\ TOREHMAEEN TV D,

y2Kifl

BEFOFEMBIA (ADA) %A L72\ BPDCN 3% (N=5) |2 ELZONRIS 12ug/kg % 15 43
FRIRNE G- Lz =, H1Y A4 2700 1 HE (CID1) (2817 % lEHE tagraxofusp oD I H i B -
R TR (AUCunbouna) O FHIME (BEYE(RZZ) 13230 (123) hr*pg/L TH Y | fHemfi
TR (Cmax) 13162 (58.1) pg/L Th o7z,

BEA70 ADA %4 L 72\ BPDCN (3 4 BillC T, CID1 TOlEHE tagraxofusp D43 2 D
FfE (FEERFZE) 12, 5.1 (1.9) LThoTe,

HE

tagraxofusp DfRHICIZ, CYP° b 7 U AR —F — T GET, ¥ RV EHSMRIZE Y T T
REZORERT X VBRI En5 & TREIND,

BEA7D ADA %45 L 72\ BPDCN 3 4 23\ C, CID1 CTO i tagraxofusp D27 U 7 7

ADNEE (BEXEMRZE) 1X. 7.1 (7.2) L/hr Toh Y, tagraxofusp DOFEA NI O FE (FEHE
M7 1%, 0.7 (0.3) K CTH -T2,

EVPHREICEET SNEVAEDOHK

BEFD ADA Z#H T 5 BEIT. BEFD ADA ZH L72WEE LV CID1 TOilEHfE tagraxofusp
IMAEFHEE (AUC KON Comax) DMES T2, ADA f77E F CIIEMZEH IR IRR N H 5720
INHOBFIZEBT HIEYENENT A —F EEEINIRT Z EIXTER,

EYBRE/EHFHE R

B3 YA 7 NVOMICIE S N7 —#1E, ADA FURMOEINN & 5EHfE tagraxofusp #E D Kig
R ER LT, LinL, BBEENED L2 0nb b3, BRMAZMEEE 151 7 8L
b SEAES LTV D, EWMFEHATIEDIRFIC L0 . BOSHETRIN 7 & L CoOlEEfE tagraxofusp
BEZEHATLZEICRARD D,

WHEICH (T HEWENRE

B FRIATEDRFUC L0 | BREE SOIAFRFEE BFI1TIIT 5 tagraxofusp DIEMENRE, (K,
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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not include all the information needed to use
ELZONRIS® safely and effectively. See full prescribing information
for ELZONRIS.

ELZONRIS (tagraxofusp-erzs) injection, for intravenous use
Initial U.S. Approval: 2018

WARNING: CAPILLARY LEAK SYNDROME
See full prescribing information for complete boxed warning.

Capillary Leak Syndrome (CLS), which may be life-
threatening or fatal if not properly managed, can occur in
patients receiving ELZONRIS. (5.1)

---------------------- RECENT MAJOR CHANGES
Dosage and Administration, Recommended Dosage (2.1) 7/2023

Warnings and Precautions, Capillary Leak Syndrome (5.1) 10/2022
Warnings and Precautions, Hepatotoxicity (5.3) 10/2022

INDICATIONS AND USAGE
ELZONRIS is a CD123-directed cytotoxin indicated for the treatment of
blastic plasmacytoid dendritic cell neoplasm (BPDCN) in adults and in
pediatric patients 2 years and older (1)

----------------------- DOSAGE AND ADMINISTRATION ------------mmeneeemm-

. Premedicate with an H1-histamine antagonist, acetaminophen,
corticosteroid and H2-histamine antagonist prior to each
ELZONRIS infusion. (2.1)

. Administer ELZONRIS intravenously at 12 mcg/kg over 15 minutes
once daily on days 1 to 5 of a 21-day cycle. (2.1)

e Administer the first cycle of ELZONRIS in the inpatient setting.
Subsequent cycles may be administered in the inpatient or
appropriate outpatient setting. (2.1)

e  Additional important preparation and administration information is
in full prescribing information. See full prescribing information for
instructions on preparation and administration. (2.3, 2.4)

--------------------- DOSAGE FORMS AND STRENGTHS -----------=-eenmeeem
. Injection: 1,000 mcg in 1 mL in a single-dose vial (3)

CONTRAINDICATIONS

----------------------- WARNINGS AND PRECAUTIONS --------------=mmmeem-

e Hypersensitivity: Monitor patients for signs/symptoms and treat
appropriately. (5.2)

e Hepatotoxicity: Monitor ALT and AST. Interrupt ELZONRIS if the
transaminases rise to greater than 5 times the upper limit of
normal. (5.3)

ADVERSE REACTIONS
Most common adverse reactions (incidence = 30%) are capillary leak
syndrome, nausea, fatigue, pyrexia, peripheral edema, and weight
increase. Most common laboratory abnormalities (incidence = 50%)
are decreases in albumin, platelets, hemoglobin, calcium, and sodium,
and increases in glucose, ALT and AST. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Stemline
Therapeutics, Inc. at 1-877-332-7961 or FDA at 1-800-FDA-1088 or
www.fda.gov/imedwatch.

----------------------- USE IN SPECIFIC POPULATIONS -------==s=n=sunmnnne-
e Lactation: Advise women not to breastfeed (8.2)

See 17 for PATIENT COUNSELING INFORMATION

Revised: 7/2023
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FULL PRESCRIBING INFORMATION

WARNING: CAPILLARY LEAK SYNDROME

Capillary Leak Syndrome (CLS) which may be life-threatening or fatal, can occur in patients
receiving ELZONRIS. Monitor for signs and symptoms of CLS and take actions as
recommended [see Warnings and Precautions (5.1)].

1 INDICATIONS AND USAGE

ELZONRIS is indicated for the treatment of blastic plasmacytoid dendritic cell neoplasm (BPDCN) in
adults and in pediatric patients 2 years and older.

2 DOSAGE AND ADMINISTRATION

21 Recommended Dosage

o Administer ELZONRIS at 12 mcg/kg intravenously over 15 minutes once daily on days 1 to 5 of a 21-
day cycle. The dosing period may be extended for dose delays up to day 10 of the cycle. Continue
treatment with ELZONRIS until disease progression or unacceptable toxicity. The dose is calculated
based on the patient’s actual weight.

e Prior to the first dose of the first cycle, ensure serum albumin is greater than or equal to 3.2 g/dL
before administering ELZONRIS.

o Premedicate patients with an H1-histamine antagonist (e.g., diphenhydramine hydrochloride), H2-
histamine antagonist (e.g., famotidine), corticosteroid (e.g., 50 mg intravenous methylprednisolone or
equivalent) and acetaminophen (or paracetamol) approximately 60 minutes prior to each ELZONRIS
infusion.

¢ Administer Cycle 1 of ELZONRIS in the inpatient setting with patient observation through at least 24
hours after the last infusion.

e Administer subsequent cycles of ELZONRIS in the inpatient setting or in a suitable outpatient
ambulatory care setting that is equipped with appropriate monitoring for patients with hematopoietic
malignancies undergoing treatment. Observe patients for a minimum of 4 hours following each
infusion.

2.2 Dosage Modifications

Monitor vital signs and check albumin, transaminases, and creatinine prior to preparing each dose of
ELZONRIS. See Table 1 for recommended dose modifications and Table 2 for CLS management
guidelines.

Table 1. Recommended ELZONRIS Dosage Modifications

Parameter Severity Criteria Dosage Modification

Serum albumin < 3.5 g/dL or
reduced = 0.5 g/dL from value
measured prior to initiation of the
current cycle

Serum albumin See CLS Management Guidelines (Table 2)

Body weight increase = 1.5 kg over
Body weight pretreatment weight on prior See CLS Management Guidelines (Table 2)
treatment day

Aspartate ALT or AST increase > 5 times the Wlthhc_>ld ELZONRIS.untll transamlna_se_
aminotransferase uoper limit of normal elevations are < 2.5 times the upper limit of
(AST) or alanine P normal.
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Parameter

Severity Criteria

Dosage Modification

aminotransferase
(ALT)

Serum creatinine

Serum creatinine > 1.8 mg/dL (159
micromol/L) or creatinine clearance

< 60 mL/minute

Withhold ELZONRIS until serum creatinine
resolves to < 1.8 mg/dL (159 micromol/L) or
creatinine clearance = 60 mL/minute.

Systolic blood

Systolic blood pressure = 160

Withhold ELZONRIS until systolic blood

pressure mmHg or <80 mmHg pressure is < 160 mmHg or > 80 mmHg.
Withhold ELZONRIS until heart rate is
Heart rate Heart rate 2 130 bpm or <40 bpm < 130 bpm or > 40 bpm.
Body Body temperature = 38°C lehhold ELZONRIS until body temperature is <
temperature 38°C.
Withhold ELZONRIS until resolution of any mild
PP Mild or moderate or moderate hypersensitivity reaction. Resume
Hypersensitivit
viiieshanind ELZONRIS at the same infusion rate.
Severe or life-threatening Discontinue ELZONRIS permanently.
Table 2. CLS Management Guidelines
Time of CLS Recommended ELZONRIS Dosing
Presentation Sign/Symptom Action Management

Prior to first dose
of ELZONRIS in
cycle 1

Serum albumin < 3.2 g/dL

Administer ELZONRIS when serum albumin = 3.2

g/dL.

During
ELZONRIS
dosing

Serum albumin < 3.5 g/dL

Serum albumin reduced by

= 0.5 g/dL from the albumin
value measured prior to
ELZONRIS dosing initiation of
the current cycle

Administer 25¢g intravenous
albumin (g12h or more
frequently as practical) until
serum albumin is = 3.5 g/dL
AND not more than 0.5 g/dL
lower than the value measured
prior to dosing initiation of the
current cycle.

A predose body weight that is
increased by = 1.5 kg over the
previous day’s predose weight

Administer 25g intravenous
albumin (q12h or more
frequently as practical), and
manage fluid status as indicated
clinically (e.g., generally with
intravenous fluids and
vasopressors if hypotensive and
with diuretics if normotensive or
hypertensive), until body weight
increase has resolved (i.e., the
increase is no longer = 1.5 kg
greater than the previous day’s
predose weight).

Edema, fluid overload and/or
hypotension

Administer 25¢g intravenous
albumin (g12h, or more

Interrupt
ELZONRIS dosing
until the relevant
CLS sign/symptom
has resolved".
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frequently as practical) until
serum albumin is = 3.5 g/dL.

Administer 1 mg/kg of
methylprednisolone (or an
equivalent) per day, until
resolution of CLS sign/symptom
or as indicated clinically.

Aggressive management of fluid
status and hypotension if
present, which could include
intravenous fluids and/or
diuretics or other blood
pressure management, until
resolution of CLS sign/symptom
or as clinically indicated.

11f ELZONRIS dose is held:

¢ ELZONRIS administration may resume in the same cycle if all CLS signs/symptoms have

resolved and the patient did not require measures to treat hemodynamic instability

e ELZONRIS administration should be held for the remainder of the cycle if CLS signs/symptoms
have not resolved or the patient required measures to treat hemodynamic instability (e.g.,
required administration of intravenous fluids and/or vasopressors to treat hypotension) (even if

resolved), and

¢ ELZONRIS administration may only resume in the next cycle if all CLS signs/symptoms have

resolved, and the patient is hemodynamically stable.

2.3 Preparation for Administration

Assure the following components required for dose preparation and administration are available prior to

thawing ELZONRIS:

Microbore tubing

One infusion syringe pump

One empty 10 mL sterile vial

0.9% Sodium Chloride Injection, USP
Three 10 mL sterile syringes

One 1 mL sterile syringe

One mini-bifuse Y-connector

One 0.2 micron polyethersulfone in-line filter
e Parenteral drug products should be inspected visually for particulate matter and discoloration prior to
administration, whenever solution and container permit. Thawed ELZONRIS appearance should be a

clear, colorless liquid that may contain a few white to translucent particles.

e Prior to dose preparation thaw at room temperature, between 15°C and 25°C (59°F and 77°F), for 15
to 30 minutes in original carton, and verify thaw visually. Thawed vials may be held at room
temperature for approximately 1 hour prior to dosage preparation. Do not force thaw. Do not refreeze

vial once thawed.

e Use aseptic technique for preparation of the ELZONRIS dose.
e A 2-step process is required for preparation of the final ELZONRIS dose:
- Step 1 - Prepare 10 mL of 100 mcg/mL ELZONRIS

- Using a sterile 10 mL syringe, transfer 9 mL of 0.9% Sodium Chloride Injection, USP to
an empty sterile 10 mL vial.
- Gently swirl the ELZONRIS vial to mix the contents, remove the cap, and using a sterile

1 mL syringe, withdraw 1 mL of thawed ELZONRIS from the product vial.
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- Transfer the 1 mL of ELZONRIS into the 10 mL vial containing the 0.9% Sodium
Chloride Injection, USP. Gently invert the vial at least 3 times to mix the contents. Do not
shake vigorously.

- Following dilution the final concentration of ELZONRIS is 100 mcg/mL.

-  Step 2 — Prepare the ELZONRIS infusion set.

- Calculate the required volume of diluted ELZONRIS (100 mcg/mL) according to patient’s
weight.

- Draw up the required volume into a new syringe (if more than 10 mL of diluted
ELZONRIS (100 mcg/mL) is required for the calculated patient dose, repeat step 1 with
a second vial of ELZONRIS). Label the ELZONRIS syringe.

- Prepare a separate syringe with at least 3 mL of 0.9% Sodium Chloride Injection, USP to
be used to flush the administration set once the ELZONRIS dose is delivered.

- Label the 0.9% Sodium Chloride Injection, USP flush syringe.

- Connect the 0.9% Sodium Chloride Injection, USP flush syringe to one arm of the Y-
connector and ensure the clamp is closed.

- Connect the product syringe to the other arm of the Y-connector and ensure the clamp is
closed.

- Connect the terminal end of the Y-connector to the microbore tubing.

- Remove the cap from the supply side of the 0.2 micron filter and attach it to the terminal
end of the microbore tubing.

- Unclamp the arm of the Y-connector connected to the 0.9% Sodium Chloride Injection,
USP flush syringe. Prime the Y-connector up to the intersection (do not prime the full
infusion set with 0.9% Sodium Chloride Injection, USP). Re-clamp the Y-connector line
on the 0.9% Sodium Chloride Injection, USP flush arm.

- Remove the cap on the terminal end of the 0.2 micron filter and set it aside. Unclamp the
arm of the Y-connector connected to the product syringe, and prime the entire infusion
set, including the filter. Recap the filter, and re-clamp the Y-connector line on the product
side. The infusion set is now ready for delivery for dose administration.

¢ Administer ELZONRIS within 4 hours. During this 4-hour window, the prepared dose should remain at
room temperature.

e Do not reuse excess ELZONRIS. Any excess material should be thrown away immediately following
infusion.

2.4 Administration

o Establish venous access and maintain with sterile 0.9% Sodium Chloride Injection, USP.

¢ Administer the prepared ELZONRIS dose via infusion syringe pump over 15 minutes. The total
infusion time will be controlled using a syringe pump to deliver the entire dose and the 0.9% Sodium
Chloride Injection, USP flush over 15 minutes.

¢ Insert the ELZONRIS syringe into the syringe pump, open the clamp on the ELZONRIS side of the Y-
connector and deliver the prepared ELZONRIS dose.

¢ Once the ELZONRIS syringe has been emptied, remove it from the pump and place the 0.9% Sodium
Chloride Injection, USP flush syringe in the syringe pump.

e Open the clamp on the 0.9% Sodium Chloride Injection, USP flush side of the Y-connector and
resume infusion via the syringe pump at the pre-specified flow to push remaining ELZONRIS dose
out of the infusion line to complete delivery.

3 DOSAGE FORMS AND STRENGTHS
Injection: 1,000 mcg in 1 mL clear colorless solution in a single-dose vial.

4 CONTRAINDICATIONS

None.
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5 WARNINGS AND PRECAUTIONS
5.1 Capillary Leak Syndrome

Capillary leak syndrome (CLS), including life-threatening and fatal cases, has been reported among
patients treated with ELZONRIS. In patients receiving ELZONRIS in clinical trials, the overall incidence of
CLS was 53% (65/122), including Grade 1 or 2 in 43% (52/122) of patients, Grade 3 in 7% (8/122) of
patients, Grade 4 in 1% (1/122) of patients, and four fatalities (3%) [see Adverse Reactions (6.1)]. The
median time to onset was 4 days (range -1 to 46 days), and all but 5 patients experienced an event in
Cycle 1.

Before initiating therapy with ELZONRIS, ensure that the patient has adequate cardiac function and
serum albumin is greater than or equal to 3.2 g/dL. During treatment with ELZONRIS, monitor serum
albumin levels prior to the initiation of each dose of ELZONRIS and as indicated clinically thereafter, and
assess patients for other signs or symptoms of CLS, including weight gain, new onset or worsening
edema, including pulmonary edema, hypotension or hemodynamic instability [see Dosage and
Administration (2.2)].

5.2 Hypersensitivity Reactions

ELZONRIS can cause severe hypersensitivity reactions. In patients receiving ELZONRIS in clinical trials,
hypersensitivity reactions were reported in 43% (53/122) of patients treated with ELZONRIS and were
Grade = 3 in 7% (9/122) [see Adverse Reactions (6.1)]. Manifestations of hypersensitivity reported in =
5% of patients include rash, pruritus, and stomatitis. Monitor patients for hypersensitivity reactions during
treatment with ELZONRIS. Interrupt ELZONRIS infusion and provide supportive care as needed if a
hypersensitivity reaction should occur [see Dosage and Administration (2.2)].

5.3 Hepatotoxicity

Treatment with ELZONRIS was associated with elevations in liver enzymes. In patients receiving
ELZONRIS in clinical trials, elevations in ALT occurred in 79% (96/122) and elevations in AST occurred in
76% (93/122) [see Adverse Reactions (6.1)]. Grade 3 ALT elevations were reported in 26% (32/122) of
patients. Grade 3 AST elevations were reported in 30% (36/122) and Grade 4 AST elevations were
reported in 3% (4/122) of patients. Elevated liver enzymes occurred in the majority of patients in Cycle 1
and were reversible following dose interruption.

Monitor alanine aminotransferase (ALT) and aspartate aminotransferase (AST) prior to each infusion with
ELZONRIS. Withhold ELZONRIS temporarily if the transaminases rise to greater than 5 times the upper
limit of normal and resume treatment upon normalization or when resolved [see Dosage and
Administration (2.2)].

6 ADVERSE REACTIONS

The following serious adverse drug reactions are described elsewhere in the labeling:
o Capillary Leak Syndrome [see Warnings and Precautions (5.1)]

e Hypersensitivity Reactions [see Warnings and Precautions (5.2)]

e Hepatotoxicity [see Warnings and Precautions (5.3)]

6.1 Clinical Trials Experience

Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in
the clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and
may not reflect the rates observed in practice.

Safety of ELZONRIS was assessed in a single-arm clinical trial that included 122 adults with newly
diagnosed or relapsed/refractory myeloid malignancies, including 86 with BPDCN, treated with
ELZONRIS 12 mcg/kg daily for 5 days of a 21-day cycle. The overall median number of cycles started
was 2.5 (range, 1-76), and 4 in patients with BPDCN (range, 1-76).
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Four (3%) patients (4/122) had fatal adverse reactions, all of which were related to capillary leak
syndrome. Overall, 8% (10/122) of patients discontinued treatment with ELZONRIS due to an adverse
reaction; the most common adverse reactions resulting in treatment discontinuation were hepatic
toxicities, hypoalbuminemia and CLS (2% each).

Table 3 summarizes the common (= 10%) adverse reactions with ELZONRIS in patients with myeloid
malignancies. The rate of any given adverse reaction or lab abnormality was derived from all the reported
events of that type.

Table 3. Adverse Reactions in 2 10% of Patients Receiving 12 mcg/kg of ELZONRIS

N=122
All Grades Grade 2 3
% %

Vascular Disorders

Capillary leak syndrome’ 53 11

Hypotension 25 7

Hypertension 14 6
General disorders and administration site conditions

Fatigue 45 7

Pyrexia 43 0

Peripheral edema 39 1

Chills 26 1
Gastrointestinal disorders

Nausea 45 0

Constipation 24 0

Diarrhea 21 0

Vomiting 19 0
Investigations

Weight increase 31 0
Nervous system disorders

Headache 28

Dizziness 21 0
Metabolism and nutrition disorders

Decreased appetite 22 0
Respiratory, thoracic and mediastinal disorders

Dyspnea 20 3

Epistaxis 12

Cough 12 0
Blood and lymphatic system disorders

Febrile neutropenia 19 16
Musculoskeletal and connective tissue disorders

Back pain 19 2
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N=122

All Grades Grade 2 3
% %
Pain in extremity 10 2

Cardiac disorders

Tachycardia 17 0

Psychiatric disorders

Insomnia 16 0

Anxiety 15 0
Skin and subcutaneous tissue disorders

Pruritus 10 0

' Capillary leak syndrome defined as any event reported as CLS during treatment with ELZONRIS or the occurrence
of at least 2 of the following CLS manifestations within 7 days of each other: hypoalbuminemia (including albumin
value less than 3.0 g/dL), edema (including weight increase of 5 kg or more), hypotension (including systolic blood
pressure less than 90 mmHg).

Clinically relevant adverse reactions occurring in less than 10% of patients treated with ELZONRIS
included tumor lysis syndrome.

Table 4 summarizes the clinically important laboratory abnormalities that occurred in 2 10% patients with
myeloid malignancies treated with ELZONRIS.

Table 4. Selected Laboratory Abnormalities in Patients Receiving 12 mcg/kg of ELZONRIS

Treatment-Emergent
Laboratory Abnormalities
All Grades Grade 2 3
% %

Hematology

Platelets decrease 68 49

Hemoglobin decrease 61 30

Neutrophils decrease 38 29
Chemistry

Glucose increase 89 21

ALT increase 79 26

AST increase 76 33

Albumin decrease 72 1

Calcium decrease 57 2

Sodium decrease 52

Potassium decrease 36

Phosphate decrease 32 10

Creatinine increase 26

8
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Treatment-Emergent
Laboratory Abnormalities
All Grades Grade 23
% %
Magnesium decrease 25 0
Alkaline phosphatase increase 22 1
Potassium increase 20 3
Magnesium increase 13 4
Bilirubin increase 11 0
Glucose decrease 10 0

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

Based on its mechanism of action, ELZONRIS has the potential for adverse effects on embryo-fetal
development [see Clinical Pharmacology (12.1)]. There are no available data on ELZONRIS use in
pregnant women to inform a drug-associated risk of adverse developmental outcomes. Animal
reproduction or developmental toxicity studies have not been conducted with tagraxofusp-erzs. Advise
pregnant women of the potential risk to the fetus.

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a risk of birth defect, loss, or other adverse outcomes. In the US general
population, the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2% to 4%, and 15% to 20%, respectively.

8.2 Lactation
Risk Summary

No data are available regarding the presence of ELZONRIS in human milk, the effects on the breastfed
child, or the effects on milk production. Because of the potential for serious adverse reactions in breastfed
children from ELZONRIS, breast feeding is not recommended during treatment and for 1 week after the
last dose.

8.3 Females and Males of Reproductive Potential

Based on its mechanism of action, ELZONRIS may cause fetal harm when administered to a pregnant
woman [see Use in Specific Populations (8.1)]

Pregnancy Testing:

Conduct pregnancy testing in females of reproductive potential within 7 days prior to initiating ELZONRIS
treatment.

Contraception:

Advise females to use acceptable contraceptive methods during ELZONRIS treatment and for 1 week
after the last dose of ELZONRIS.
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8.4 Pediatric Use

The safety and effectiveness of ELZONRIS for treatment of BPDCN have been established in pediatric
patients 2 years of age and older (no data for pediatric patients less than 2 years of age). Use of
ELZONRIS in these age groups is supported by evidence from an adequate and well-controlled study of
ELZONRIS in adults with BPDCN and additional safety data from three pediatric patients with BPDCN,
including 1 child (2 years to < 12 years old) and 2 adolescents (12 years to < 17 years old), treated with
ELZONRIS at the recommended dosage. The safety profile of ELZONRIS in the pediatric patients was
similar to that seen in the adults. Efficacy for pediatric patients is extrapolated from the results of STML-
401-0114 [see Clinical Studies 14.1, 14.2]. Safety and effectiveness have not been established in
pediatric patients younger than 2 years of age.

8.5 Geriatric Use

Of the 86 patients who received ELZONRIS for BPDCN at the labeled dose in STML-401-0114, 63%
were 65 years and older and 22% were 75 years and older. Patients 75 years or older experienced a
higher incidence of altered mental status (including confusional state, delirium, mental status changes,
dementia, and encephalopathy) than patients under 75 years of age.

11 DESCRIPTION

Tagraxofusp-erzs, a CD123-directed cytotoxin, is a fusion protein comprised of a recombinant human
interleukin-3 (IL-3) and truncated diphtheria toxin (DT). Tagraxofusp-erzs has an approximate molecular
weight of 57,695 Daltons. Tagraxofusp-erzs is constructed by recombinant DNA technology and
produced in Escherichia coli cells.

ELZONRIS (tagraxofusp-erzs) injection is a preservative-free, sterile, clear, colorless solution that may
contain a few white to translucent particles and requires dilution prior to intravenous infusion. ELZONRIS
is supplied at a concentration of 1,000 mcg/mL in a single-dose vial. Each mL of ELZONRIS contains
1,000 mcg tagraxofusp-erzs, sodium chloride (4.38 mg), sorbitol (50 mg), tromethamine (2.42 mg) and
Water for Injection, USP and pH is 7.5.

12  CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Tagraxofusp-erzs is a CD123-directed cytotoxin composed of recombinant human interleukin-3 (IL-3) and
truncated diphtheria toxin (DT) fusion protein that inhibits protein synthesis and causes cell death in
CD123-expressing cells.

12.2 Pharmacodynamics

The exposure-response relationships and the time course of pharmacodynamic response for ELZONRIS
have not been fully characterized.

12.3 Pharmacokinetics

Following administration of tagraxofusp-erzs 12 mcg/kg via 15-minute infusion in patients with BPDCN,
the mean (SD) area under the plasma drug concentration over time curve (AUC) was 231 (123) hr-mcg/L
and maximum plasma concentration (Cmax) was 162 (58.1) mcg/L.

Distribution
Mean (SD) volume of distribution of tagraxofusp-erzs is 5.1 (1.9) L in patients with BPDCN.

Elimination
Mean (SD) clearance is 7.1 (7.2) L/hr in patients with BPDCN. Mean (SD) terminal half-life of tagraxofusp-
erzs is 0.7 (0.3) hours.

Specific Population

10
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No clinically significant differences in the pharmacokinetics of tagraxofusp-erzs were observed based on
age (22 to 84 years), sex, mild to moderate renal impairment (¢GFR 30 to 89 mL/min/1.73 m?, estimated
by MDRD), mild (total bilirubin < ULN and AST >ULN, or total bilirubin 1 to 1.5 times ULN and any AST)
or moderate (total bilirubin >1.5 to 3 times ULN and any AST) hepatic impairment or body weight after
adjusting dose by body weight. The effect of severe renal impairment (eGFR 15 to 29 mL/min/1.73 m?), or
severe hepatic impairment (total bilirubin >3 times ULN and any AST) on tagraxofusp-erzs
pharmacokinetics is unknown.

Drug Interaction Studies
No drug-drug interaction studies have been conducted with ELZONRIS.

12.6 Immunogenicity

The detection of antibody formation is highly dependent on the sensitivity and specificity of the assay.
Additionally, the observed incidence of antibody (including neutralizing antibody) positivity in an assay
may be influenced by several factors including assay methodology, sample handling, timing of sample
collection, concomitant medications, and underlying disease. For these reasons, comparison of the
incidence of antibodies to ELZONRIS with the incidences of antibodies to other products may be
misleading. Immune response to ELZONRIS was evaluated by assessment of serum binding reactivity
against ELZONRIS (anti-drug antibodies; ADA) and neutralizing antibodies by inhibition of functional
activity. Immune response to ELZONRIS was assessed using two immunoassays. The first assay
detected reactivity directed against ELZONRIS (ADA), and the second assay detected reactivity against
the interleukin-3 (IL-3) portion of ELZONRIS. Two cell-based assays were used to investigate the
presence of neutralizing antibodies by inhibition of a cell-based functional activity.

In 130 patients treated with ELZONRIS in 4 clinical trials:

o 96% (115/120) of patients evaluable for the presence of pre-existing ADA at baseline before
treatment were confirmed positive with 21% being positive for the presence of neutralizing antibodies.
The high prevalence of ADA at baseline was anticipated due to diphtheria immunization.

e 99% (107/108) of patients evaluable for treatment-emergent ADA tested positive with most patients
showing an increase in ADA titer by the end of Cycle 2 of ELZONRIS.

o 85% (86/101) of ADA-positive patients evaluable for the presence of neutralizing antibodies were
neutralizing antibody-positive.

o 68% (73/108) of patients evaluable for treatment-emergent anti-IL-3 antibodies tested positive with
most patients testing positive by Cycle 3 of ELZONRIS.

Anti-Product Antibody Effects on Pharmacokinetics

The presence of ADA had a clinically significant effect on the pharmacokinetics of tagraxofusp-erzs.
Pharmacokinetic data obtained following doses given in Cycle 3 showed increased titers of anti-drug
antibodies and reduced free ELZONRIS concentration in most plasma samples. Following administration
of tagraxofusp-erzs 12 mcg/kg via 15-minute infusion in patients with pre-existing anti-drug antibodies,
the mean (SD) volume of distribution of tagraxofusp-erzs is 21.2 (25.4) L, clearance is 13.9 (19.4) L/hr,
AUC is 151 (89.2) hr-mcg/L and Cmax is 80.0 (82.2) mcg/L.

13  NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No studies have been conducted to assess the carcinogenic or genotoxic potential of tagraxofusp. Animal
fertility studies have not been conducted with tagraxofusp-erzs.

11
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13.2 Animal Toxicology and/or Pharmacology

At human equivalent doses greater than or equal to 1.6 times the recommended dose based on body
surface area, severe kidney tubular degeneration/necrosis was observed in cynomolgus monkeys. At
human equivalent doses equal to the recommended dose, degeneration/necrosis of the choroid plexus in
the brain was observed in cynomolgus monkeys. The reversibility of this finding was not assessed at
lower doses, but the finding was irreversible and became progressively more severe at a human
equivalent dose 1.6 times the recommended dose, 3 weeks after dosing stopped.

14  CLINICAL STUDIES
141 First-Line Treatment of Blastic Plasmacytoid Dendritic Cell Neoplasm (BPDCN)

STML-401-0114 (NCT 02113982; Study 0114) was a multicenter, open-label, single-arm, clinical trial that
included a prospective cohort of 13 patients with treatment-naive BPDCN. Treatment consisted of
ELZONRIS 12 mcg/kg intravenously over 15 minutes once daily on days 1 to 5 of a 21-day cycle. Patient
baseline characteristics are presented in Table 5.

Table 5. Baseline Demographics of Patients with Treatment-Naive BPDCN

Parameter N=13

Gender, N (%)

Male 11 (84.6)
Female 2 (15.4)

Age (years), N (%)

Median 65.0
Minimum, Maximum 22,84

ECOG, N (%)

0 8 (61.5)
1 5(38.5)
H 0,

BP[s)Eil: at Baseline, N (%) 13 (100.0)
Bone Marrow 7(53.8)
Peripheral Blood g Eig;;
Lymph Nodes 2 (15.4)

Viscera

The efficacy of ELZONRIS in patients with treatment-naive BPDCN was based on the rate of complete
response or clinical complete response (CR/CRc). Key efficacy measures are presented in Table 6. The
median time to CR/CRc was 57 days (range: 14 to 107).

Table 6. Efficacy Measures in Patients with Treatment-Naive BPDCN

Parameter N=13
CR/CRc* Rate, N (%) 7 (53.8)
(95% ClI) (25.1, 80.8)
Duration of CR/CRc (months)
Median Not reached
Minimum, Maximum 39,122
Duration of follow up (months)
Median 11.5
Minimum, Maximum 0.2,12.7

* CRc is defined as complete response with residual skin abnormality not indicative
of active disease.
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14.2

Relapsed or Refractory Blastic Plasmacytoid Dendritic Cell Neoplasm (BPDCN)

STML-401-0114 (NCT02113982; Study 0114) was a multicenter, open-label, single-arm, clinical trial that
included 15 patients with relapsed or refractory BPDCN. Treatment consisted of ELZONRIS 12 mcg/kg on
days 1 to 5 of each 21-day cycle. Patient baseline characteristics are presented in Table 7.

Table 7. Baseline Demographics of Patients with Relapsed or Refractory BPDCN

Parameter N=15
Gender, N (%)
Male 13 (86.7)
Female 2(13.3)
Age (years)
Median 72
Minimum, Maximum 44, 80
ECOG, N (%)
0 5(33.3)
1 10 (66.7)
BPDCN at Baseline, N
(%)
Skin 13 (86.7)
Bone marrow 9 (60.0)
Lymph node 8 (53.3)
Visceral 4 (26.7)
Peripheral blood 1(6.7)

In the 15 patients with relapsed/refractory BPDCN, one patient achieved CR (duration: 111 days) and one
patient achieved a CRc (duration: 424 days).

16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied
ELZONRIS (tagraxofusp-erzs) injection is a preservative-free, sterile, clear, colorless, 1,000 mcg in 1
mL solution supplied in a single-dose glass vial. Each carton contains one vial (NDC 72187-0401-1).

Storage and Handling

Store in freezer between -25°C and -15°C (-13°F and 5°F). Protect ELZONRIS from light by storing in the
original package until time of use. Thaw vials at room temperature between 15°C and 25°C (59°F and
77°F) prior to preparation [see Dosage and Administration (2.3)]. Do not refreeze the vial once thawed.
Do not use beyond expiration date on container.

17  PATIENT COUNSELING INFORMATION

Capillary Leak Syndrome

Advise patients of the risk of capillary leak syndrome (CLS), and to contact their health care professional
for signs and symptoms associated with CLS including new or worsening edema, weight gain, shortness
of breath, and/or hypotension after infusion. Advise patients to weigh themselves daily [see Warnings and
Precautions (5.1)].

Hypersensitivity
Advise patients of the risk of hypersensitivity reactions, and to contact their healthcare professional for

signs and symptoms associated with hypersensitivity reactions including rash, flushing, wheezing and
swelling of the face [see Warnings and Precautions (5.2)].

13
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Hepatotoxicity

Advise patients to report symptoms that may indicate elevated liver enzymes including fatigue, anorexia
and/or right upper abdominal discomfort [see Warnings and Precautions (5.3)].

Contraception
Advise females to avoid pregnancy and to use acceptable contraceptive methods during ELZONRIS

treatment and for 1 week after the last dose of ELZONRIS [see Use in Specific Populations (8.3)].

Lactation
Advise women not to breastfeed [see Use in Specific Populations (8.2)].

Manufactured by:

Stemline Therapeutics, Inc.
New York, NY 10022

US License No. 2088

Sitemline:

A Menarini Group Company
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24 #&E
c FEARN R 5 0— DAL L. B 0.9%E LT B U U AERE CREEKR ) CTHERFT S,

CTEATY VR EHNT, FHEL L7~ ELZONRIS % 1550 TG+ 5, 2B 5ELE 0.9%
WAk MY O AESR CREZEF/) % 15 o0 TEET5L5, YU VIRV TEHWTRR
EARE 2 EEHT 5,

ELZONRIS 2V v &L U IR FITHEAL, Y =22 Z @D ELZONRIS D7 5 o 7% %
JWHL L7~ ELZONRIS #5945,

« ELZONRIS 2V v 28|l o7-56, Ry HH0 H L, 0.9%HE kT N U 7 AESE CRE
WRF) 779 av ook ) URVATHAT S,

Y X7 XD 09%HbT b U AEFR CREZRFT) Mor T T EBRE, HENCORE
SNTEMETYI IR TEZHOVCTHEAZFR L, 87 A 125> C\5 ELZONRIS %k
WL, 2 ToOHRGEZER2ICEET 5,

3 Az - 2HE

FEHHA © BRI 531 7 I EHEREE CH Y . 1 mL 2 1000 pg & HT 5,

F2 3
4 ==

L



5 ESERUVHEALOEE
51 EMmERLEERR

ELZONRIS % # 5 L2 & Tl £z g n L 0 BIER R 5E B Z & To 600144 R HJE i
(CLS) 23#if &4 T %, ELZONRIS DOFRARERIZI 1T D CLS OMRFEIHRIT 53% (65/122 1)
THY., TONFIZT L— R 1 UL 20843% (52/12241]), 7 L— R 323 7% (8/12241), 7L —FK
40 1% (/122 1), SELEDS 4 5 (3%) Tho7= [RIEA (6.1) 2], HILE TOHM O FJfi
X4 H (1~46 HOHIFH) THY ., SHEHIZRS BHINE 1A 7V THRELLT,

ELZONRIS (T L 216 & Blth9 DR, Ho7 0 6E2 A L, mMiE7 /v~ 2 28 3.2g/dL LLET
bHH LR T D52 L, ELZONRIS O# 58 H1Z, ELZONRIS O %-#¢5-BAtAHI & O 5412
R EOMBEIZIE U TG T VT I VREEZ =X U 7 L, (REBN, ZEO BT SOTE
b (iR, RIT=, mATERERLEE &Te) 72 E CLS OO X ITIERIZ OV TEHMEET 5 2
U AR 2) 2],

52 BEUERIE

ELZONRIS (ZHEE DOBBEIER S Z B S T2 Enb 5, BKRABRIZIBV T, ELZONRIS O#
H&ZFT-BED 43% (53/122 #i) CTEBBUERISHAHE i, 7 b— R 3 LLEE 7% (9/122 i)
Thotz [RWEM (6.1) ], BED 5%LLETHRE SNBEEDERIZIX, B, £ 9 FEIE,
AOWN%&MNH 5, ELZONRIS 850 TBBUERISOFEZBEZT 5 2 L, WEERIS A IEE L 725
4. ELZONRIS O 52 il L, MBS U CRERERZTY HE - HE 2.2) &R,

53 H&HEH

ELZONRIS (Z L B 1REIIAEESZE 0 LR & BE LTz, BRERER © ELZONRIS O& 5 %% 1) 7=
BT, ALT EH1X79% (96/122 45]) . AST EF-1%76% (93/12241) THRILL= [FEIEA (6.1)
ZM], 7 L—F 3 ®D ALT EFITHEED 26% (32/122 #) THEEN7/=, /'L — K 3D AST L&H
1£30% (36/12243]) . 7L — K 4 @D AST 513 3% (4/12261) OEETHEINTZ, FFEEED LA
X, KREBOBETE 1A 7 VTR L, #E5PEZICEE L,

ELZONRIS O&FERIZ, T7=0T ) b7 A7 27 —F (ALT) KOT AT X UEET
S hFv AT 2T —F (AST) ZE=Z V74528, FIUATIF—ERERELRD 5
a2 - 5E1TiE, —RFAYIZ ELZONRIS Z ik L, EHLSUIEIE U7cGa IR 2 B
5 Mk HE 22) K],

6 2l{ER
LIFOBEBREWEMIZ, M SCEOMOEATICREHE S TWD ¢
- BAIME R HAERRE [E5 K UM EokE (5.1) 2]
CEBUIEROS [EE RO EOEE (5.2) 2]
- (S RO EOER (5.3) 2

6.1 FERERAERD{FAXER

B R ARBRITRE X 2 FCEBIN D720, H 2 EHRNLOEKRER CHE I NZRIMER R HR
W, MO EREOREKRBR TR SN/ RBR L ERELETL Z LidTcad, ERICEERINE
R AL TV WAREME S B 5,



ELZONRIS OZ2 M, #158 XAX 58/ TE O & fE M B o sl NS 12241 (95 5 BPDCN
B 86 ) Axfgel LI- BB ABR CRMEs ., 21 BV A 2 1rd 55 5 HRE, ELZONRIS 12
ngkeg 2 1 A 1[5 L7z, 2EOF A 7 Vo RfEiL 2.5 4 70 (HE 1~76) THY .
BPDCN & Tlx 4 1 7L (#iH 1~76) THo7T-,

4 5 (3%) (4/122 ) (CHIERIZRBITERI D ERD HAVIZHS . W b Bl U e R (2 B
L7=bDThotz, BWERAIZ X 2 IEBNIIEAET 8% (10/122 1) THY ., &EFILICE 7=
BIWERIZ. FaM., 7 V7 3 iifE. CLS (% 2%) ThoT-,

# 312, BRErEEMEEEE 2B 5 ELZONRIS O X7 (10%LL F) BIERHAZ £ L oi-, e
OFEIWER X ITERR R AR E ORBRIT, fESNZTXTCOFEELEMLHEB L,

# 3 : ELZONRIS 12 ug/kg %5 LB & T 10% U LIZHRE L -&I1ERA

N=122
£Grade ZL— K3k

% %

M REE

B R AR ! 53 11

(EqIINER 25 7

& I E 14 6

—i% - EFEER XGRS ORE

57 45 7

FHEL 43 0

R A 39 1

I 26 1

BIRES

Ty 45 0

5K 24 0

TH 21 0

Mg - 19 0

A

(R EE N 31 0

PRI E

BIEbE 28

FEED FE W 21

KRB L ORERESE

BAE 22 0

FEOR AR, HEE K OHERES

- I 20 3

2im 12 1

I 12 0

MR LY o REE

FEENE AT BRI E 19 16

TEERR L OSBRSS

R 19

el 10

DR E




N=122

£Grade 7L —R3LLk

% %
HER 17 0
RS
RHRSE 16
R 15
BB & O TS
% O FEIE 10 0

VB i A R A JEBERE & 1X. ELZONRIS (2
B b 2 OoNFH LizHL L
PLEDRESEME ETe) . (KifE (GHEIME 90 mmHg A% & Te)

ELZONRIS DB ZZ T T2 HF D 10%ARM 23 L6

Wz,

% 4 1X. ELZONRIS OiBELE =T 1~ B

REERRAMERE 2 L O bDTH D,

X BRI CLS & LT SNHL UL 7 BHUNIZRO CLS JERD 5
FEFREND (BT LT I UME (FAT 146 3.0 g/dl Rz &ie) . 7#E (5 kg

IWERMICIE, BESFRREIEBRE N2 F T

BEVERANEES BH O 10%LL TR L7z, BRRAICEHZE

# 4 : ELZONRIS 12 pg/kg 5 L-BEICE T A REDHRREEEER

RBISET CHRILZBARERYE
4£Grade 71— K3k
% %
Il #R AR
RN 68 49
~NE S o U 61 30
A BRI 38 29
AEALERE
7 R o pERN 89 21
ALTES NN 79 26
ASTHENN 76 33
TNT I U 72 1
RN 2% 57 2
RN 52 9
VDREN 7S 36 6
U RN 32 10
7 L7 F =N 26 0
~ IRV B 25 0
TIIHVIRAT 7 X —BHN 22 1
RSl 20 3
~ 7R LN 13 4
UL e U E 11 0
7 Kok 10 0




8 RENEHIZHITHEA

8.1 iR
YR DEBE

ELZONRIS (3% OERMFPICEKSX | I8 - BRI AEICHEERIEAZ KT TRREENH 5 [HIR
R ER (12.1) W], EICH1T 5 ELZONRIS OfEHICHWTIE, AN L AEERKEE LD
BF DU A7 ZALMNICT AT —ZIIE5N TRV, @ a - A5 A EE BRI
tagraxofusp-erzs TILHEM X TV 72, dEmIcxt LT, BRIE~DOEEN L) A7 IZOWTIET 5
Z &,

KIBEEMIC BT A ERAREREE K NREO NN 7 7T 70 R 27 OHEEMEIIAHTH 5,
T RTOMYRIZIE, SRR, fiE, ZOMOEEREROV X786 5, KEO—BREM T,
BERAIZRR D BT AEIRICE T A E KRR REFE R OMED Ny 7 7T 70 R A7 OHEEMEIT,
FNZEI 2%~4%K OV 15%~20% T 5,

8.2 3,
YR DRE

ELZONRIS Ot MM ~DOBAT, AT OHIE~DEE HHEAE~OEBIIET LT — XL
‘monTniy, AT OAITITEERBVEANBET A REERH D720, BEHIRF LW,
A& G5 1 AR EITDRNWZ ENZEE LU,

8.3 HMERRELLIE. B

AR OVEFRREFE)>5 . ELZONRIS 1335 L7234, BIRICERZ RETBEnAnH 5 [F
EOHLEMICHBIT LM (8.1) &M,
HIRRE

BB AT RE 72 2o MEIZ X, ELZONRIS {RBHARRT 7 H INICIEERE 2 £+ 25 2 &,

piidiis

ZMEIZIX, ELZONRIS {8 1 M OV #& 8 5-%6 TR, Z T ANUATREZ BT EZ VWA L Y B S
THI L,

84 INERFEADEE

BPDCN {512 551F 5 ELZONRIS OZZ M A MEIL, 2wl Lo/ EE TS STV D

QAR O/NRBEICONWTEIT =X 72 L), 2O OEMBIZIIT S ELZONRIS OffF X, Kk
A BPDCN & Zxt4: L L7- ELZONRIS O o+l F B szl o foni-oes v
A M OHESEH &0 ELZONRIS TIEHE SAV72/NR 11 (2 bl b 12 5 Rdil) & HAFE 261 (12 mlh
17 Bk &G Te/hE BPDCN B 3 BloBoZettT — 2 IC L E T sihTnd, MR
BEIZHI1F D ELZONRIS OZEME7 17 7 A4 MiE, A LREETH 7=, NEBREFICHTT246%)
PEIE. STML-401-0114 3858 [FEAEGER 14.1. 142 28] OERNBIAMESI D, 2 RO/ A
FITB T DR O DTS S TR,

85 GEEE~NDERE
STML-401-0114 352 Tld, AT SCEHE O & T ELZONRIS Z#5- 7~ BPDCN £ 86 il D



IH. 63%MN65ELLETHY | 2% 15U ETHoT-, 15l EOBEIL, TSRO EE X
D HFEMIREED L (BEELIREE. H A=, HBRRED b, BEVE K OWNIE 2 & 1) OFRBLZRN

=)o T,

11 K

tagraxofusp-erzs | CD123 Z#EAy & L7-flifamsg ©, Mtz e hA v & —m A %23 (IL-3) K
Wy 77 ) 7 #HE (DT) o D[AEEHE CTh D, tagraxofusp-erzs D4y &IIHI 57,695 &
VR TH %, tagraxofusp-erzs (AL 2 DNA £ IC K - THEF S, KIGEMIL CTEALAIND,

ELZONRIS (tagraxofusp-erzs) VEHRIL. RiFAIZ & £ WERFR O EAFZH OWK T, AENPD
FHERAOK T2 DT NCEL I LRHY . FIRNIEAORNCAR T 2048038 %, ELZONRIS I3,
1,000 pg/mL ORE T 1 BIH AL T/UZTKE I N TWD, AFNE, 1 mL I tagraxofusp-erzs 1,000
ng, HALT MU UL (438mg), VLB b=/ (50mg), hrAX I (242mg), EHAK CK
EHR ) ZEH L, pHIZ 75 Th D,

12 BREREDE
121 {ERA#F

tagraxofusp-erzs |% CD123 Z#EAy & L7-flifamsE ©, Mffizx e MM v & —nm A F¥23 (IL-3) &Y
Wil 77V 7T ##E (DT) NORLMAEEHE THY . CD123 FHMIaD ¥ o 7 A2 L
L. AifasEZ 5l & 27,

122 Eh=

ELZONRIS DUEHE-FUGBALR K OFE ) AR RO DRERFEALIZ OV T, Foicidfl s T
A

12.3 EWENE

BPDCN 571 tagraxofusp-erzs 12 pg/kg & 15 43 FEA L7 o i H i FERE ] AR T imfE  (AUC)
OF-EE BEHERZE) 1% 231 (123) hr - pg/L, SEMBETRE (Cna) 13X 162 (58.1) pg/L TH -
7

yaXitl
BPDCN & 12351F % tagraxofusp-erzs DM A O FEIE (FEHERZE) 1251 (1.9) LThHD,

HX
BPDCN B#H D27 VT 7 AOYHE (FEH¥RZE) 1% 7.1 (7.2) L/hr TH D, tagraxofusp-erzs M
AR ORI OFEIE FEERA) 1307 (0.3) BHTH D,

RHEDEMH

REICLIVBREREZTHE L%, Fl 22~84 5%) . PERI. BREE )6 th 255 o B Re s &
(eGFR 30~89 mL/min/1.73m?, MDRD |Z L 2 HEEfE) . #BE (R U LB PN EIRLITF 22D
AST WEYEE LR 22 5. IR E U L E NN FRD 1~15E012H b5 ASTH) X
TR GRE U LB 3 RYEE EIROD 1.5~3 24, 2 ob b d AST H) DIFFERERE T
SAIRFEIZ L » T, tagraxofusp-erzs D HEYENREIZEF RN B Z2ITFRD G ivie o 7o, EE OB



BEFE (eGFR 15~29 mL/min/1.73m?) . XUXEE OIFHEREREE AL U LB U RNEYEME LR 3 1%
EHZ., I oH WD ASTAE) 73 tagraxofusp-erzs D HYENIEIZ MIFTHEIIALHTH 5,

EYHEEFERFR
ELZONRIS % H\ 7= 38R AAE R RRBR I 550 S AL Tu7auy,

126 fRERME

RO, 7 v A ORRE LFFREICREIKFTH, DI, 7oA THEINDI
R (PRpUAZ &te) BMEORBRIL, 7 viA HiE BRIEORY v, RIERBOZ A4 7
PR, R ER EOW OO HERIC L » THELEZZ T D AREMENH D, ZNOHDOFEND,
ELZONRIS (2% 9 2 HURDFEL R 2 M OB 5E T 2 PR DO FRBLR & g+ 5 = & 1332 7 <
AlEEMED & 5, ELZONRIS | ﬁTéﬁFEKi\Hﬂmms XA MIE R OREASR EME (FER
PR ; ADA) K OMERERVTEME DL L 2 HFiHuAIZ & 0 34l L7z, ELZONRIS (T3 5 5
AL, 2 FEORERIEEE RO CEMEi L7z, 1 DH®DT vt 11X ELZONRIS (ADA) Z%/1 5
stz L, 2 DHDT v A 1%L ELZONRIS DA % —u A %223 (IL-3) ER4MIT*kd 2 i
MEBRE Lz, 2 OOHIR—2D7T vt A Z AT, Ml — 2 OBRERTE M DL EIC X 25 P
PUROE A~

A D EREFRBRIZ I T ELZONRIS Z#&5- S u- B3 130 Bl BT

cJRIERTDONR— AT A UHFIZEEIED ADA OFEZOWTCEHMERETH > T2 HBE D 96% (115/120
) BBEETHY ., 2055 21% BT FHUREMETh -T2, N—RA T A UIED ADA FBLEN &
WD, 7T T PO D & TN,

< JRIE T CTHEL LT ADA IZOWCRHMIATREZR A D 99% (107/108 f1) mBETH O, 1FE AL
DEBETE 2V A 7V TEE TIZ ADA HUEAGE OB ZED ST,

s FRIHUAR DA B OV TR FTREZR ADA BEEHRE O 85% (86/101 f51]) CTHRIFURNHIETH -
7=,

YR T CRILH IL-3 BURICOWCEHMEI R RE 72 B E D 68% (73/108 fl) MEEtETH D, 1T L
AMEDODBRENEIT A I IVETITHIEE 2o T2,

EYBEICHT SEMREDOER

ADA DR HIT tagraxofusp-erzs DY ENREIZFRIRINCH BB E L KIF LTZ, B3IV A 7 L5
BRI/ ONT-EYEET —Z TIiX, 13LALE 0)J]‘_|1 7 AT B W THUEE TR O LA h o HE N
EJEF«%E ELZONRIS JRE O 2~ LTz, SUEEMHUREZREIZA T 2 BT tagraxofusp-erzs 12 pg/kg
A 15 AT ERE L7z & 2 A, tagraxofusp-erzs DA AFEOVEHME GEERZ) 1% 21.2 (25.4)
L. 7 U7 Z>A1%13.9 (19.4) L/r, AUC IZ 151 (89.2) hr - pug/L. Cuma (3 80.0 (82.2) ng/L TH

ST,

13 JEEREREM
13.1 AARM. ZTEFRM. ZHREEES

tagraxofusp D73 AJFME S TERFEMERBR 1T 40 S LTV, tagraxofusp-erzs % F 7= ##5 ib
REICBIT 2 RBRITFE M S LTy,



13.2 BYBHERV/RIFEEE

RERHEFFICES S HEREHED 1.6 0o MEMMAETIX, I =2 A FVICEE OB RME Z M/
BN EE SN, AR RSO MEMARTIL, I =27 4 FITB W TRARKS 35 D2 M/
B NEIER SN, ZOFRO WL, AR TR S e oo, HRARD 1650t
NEMARCTIIARFERNTHY . 54T 3BEM% CREICEEL L,

14  BREREER

141 FBRMER EMEsREHKMAIEES (BPDCN) O—XAE

STML-401-0114 7Bk (NCT 02113982 ; 0114 35%) 1. AKIH¥E BPDCN BFE 13 HlOHIM X 2K —
k& & T fiak I B R AL IR RBR C©H - 7=, ELZONRIS 12 ugkg % 21 HY-A 7LD 1~5 HHIZ
1 H 1E1S 500 THIRNE S LT, BEOR—R T A VA3 51077,

& 5: RBEBPDCN BEDAR—X A VITEITHEEER

NI RA—H N=13
PR, N (%)
g 11 (84.6)
Ll 2 (15.4)
i (%)
1 g ffE 65.0
Bl B 22, 84
ECOG. N (%)
0 8 (61.5)
1 5 (38.5)
~_—2 5 A D BPDCN. N (%)
s 13 (100.0)
BB 7 (53.8)
S I, 3 (23.1)
VI 6 (46.2)
Pl 2 (15.4)

FRiG% BPDCN #2811 % ELZONRIS OF ML, 522 E M IR 5E2E M (CR/CRe)
DEBIZHESN TS, FELRFMEFHMEIE R 23 6 (2787, CR/CRec £ TOHMOH AL 57 H
(#iPH : 14~107 H) Th o1,

& 6 : KA BPDCN BEHICH T 5 H3MEFHEER

NFG A—X N=13
CR/CRc*# ., N (%) 7 (53.8)

(95%1E X 1)) (25.1, 80.8)
CR/CRc #if (H)

L R

U N 3.9,12.2
BEMAM (A)

Fp S 11.5

S U N N 0.2,12.7

* CRe (&, {HEWERBZRE LW RERE 210 w2 L ER SN D,

142 BEXIIIHAMOFkMEREMaEEHKMRES (BPDCN)
STML-401-0114 #XBx (NCT02113982 ; 0114 3&ABR) 1%, P IT#EEATE BPDCN B4 15 il 2 %152



& L= hisk I B BRI RRER CTH > 7=, ELZONRIS 12 ugkg #4521 HH% A 7 vd 1~5 HHIZ
B LTc, BEOR—AT A UREEZER TITRT,

RT7:BREXITHAEY BPDCN EEDAR—RX S/ VITEITHEEER

@
i

NRFGA—H N=15
PERI. N (%)
Bk 13 (86.7)
ek 2 (13.3)
i ()
g fiE 72
U /N 44, 80
ECOG, N (%)
0 5 (33.3)
1 10 (66.7)
N—2F A o BPDCN, N (%)
& 13 (86.7)
=gl 9 (60.0)
PR i 8 (53.3)
Pl 4 (26.7)
FRAH ML 1 (6.7)
PR/ BPDCON B35 156 Clid, 141CCR (RFefeAf - 111 H) . 141 CRe (Frpcif] -
H) 2B LT,
16 BEIFERUVEEKL

ELZONRIS (tagraxofusp-erzs) EHRIT, RFHAZEET, BE, &, BATHY, 1 mL F
1,000 pg ZZ AR T, 1EHAT T ARAAL T IZHREIN TS, 1 FHT 1 5147/ (NDC
72187-0401-1),

REERUERKL

-25°C~-15°C (-13°F~5°F) CTHEHEIZIRE 95, ELZONRIS (3K E TloD /Ny 7r— IR
L, O R#ET D Z L, FARATNC, 15~25°C (59~77°F) ORI TNA TN EfRE+T 25 [
% HE 23) 2], LI AL TV LW &, BREICREEH I T AR %
A THEHALRNWZ &

17 BEHAOD R DITER
40 E R S AE 1R B

FHIMAE I HIEERE (CLS) DU A ZIZHOWTHRBICHIA L, &5%., FEOHIEE O TE
b, RERIN, BOIN R OV SUTRILEZ £ CLS (2 BE#4 2 5 o OSERICHOW T, [EFREEE I
BT X OMET 5, BAKELZNET S L BEICHES T2 [EELOEM EOEE (5.1)
S,

WESIED Y A7 IZOWTHEACHI L, J25, WL, Wil BmERZR & O ss s s
THEBER OERNH 5561, EREFHFICEKTL2L585T2 [EELOER LOoEE
(52) =M1,



=
WT5 . BERAIR K O AT EIEEARIE R & TR O EF- 2R d aTREVED & DIER 23
X0 BECHET L [BELAUHM EoE (5.3) 2],

EHHE
ZePEIZ X, ELZONRIS OB S K Y ELZONRIS D& 5-4% 1 MBITIEIR 28T . ZFATRE R
BIFEZHAWS X 9BET 5 BEoEHICB T AH/H (8.3) ],

=3
PRI, RAE LWL OBET S RrEofHICB T 56EH (8.2) M,

BETT
Stemline Therapeutics, Inc.
New York, NY 10022
US License No. 2088

Sltemline’
AF Y —=T L —TF et



Company Core Data Sheet

ELZONRIS® (tagraxofusp) Stemline Therapeutics, Inc.
COMPANY CORE DATA SHEET
Generic Name: tagraxofusp
Trade name(s): ELZONRIS®
pace: [N 2

Version No.:
Supersedes Version No.Jjij
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NS-401 1.7 AERSA—ER Page 1

1.7 RERMm—E
2025 4 1 ARERT, ENT DEFERIETZEMIREARIRA IR, | 2208 - DR & LUK SN T
N2 [RIFRE DA I TAFAE L2,



NS-401 1.8 ZEHAXE () Page 1

1.8 RIXE ()
=SP4

L8 T T SR (Z2) oottt ettt ettt ettt ettt e eer e 1
1.8.1  ZWEEXUIZNER () KOZDRRIEARML ..o 2
1.8.1.1 B S E I (Z2) oot 2
1.8.1.2 INEEATIN T (Z2) DIFRTEARIL .ot 2
1.82 JHEMOHE () MOFDFRTETRIL oot 5
1.8.2.1 HEROHE () YOICHELOHRICEET 2EEE () e, 5
1.8.2.2 EROHE () YOICHELOHRICEET 2EE () ORTHRIL........ 5
1.83 M EDOEE () MOFDFRTEIRIL oo 8

AR L I 3 () oo ettt 12



NS-401 1.8 HAXE () Page 2

1.8.1 MRENTHE () RUEDHRERNL
1.8.1.1 MREXTHE ()

<4. ZHREXITHE () >
SFERYETE B M AR M R

1.8.1.2 MEERITHR (F) DHRERML

FERME E AR A E S (BPDCN) 1L T %A B e A & MasiER T 5, 72 lineage
marker N[&MET CD56 MBIETH A Z End, 232 TiE Natural killer (NK) ffapkEZ 2z Hh
blastic NK-cell lymphoma & FEIFAL TN 23 BUE IS E MM RARBEIR A AN IEF SR & ST |
WHO 775855 4 ik (2008 4F) LUFEIE BPDCN & W) ) A FRICHE — ST\ 5D, £72, WHO 53 H%GET
¥4 (2017 4E) DIRE, BB BErE A MR (AML) BREEE S SMSE Lz h T T Y —L 5T
ol

BPDCN [Fi# I U 2SS AMLIZ /B E ST WIIRB Th 5728, T B AFED
Fh FTRE 7R B Tl B D L ESCAME AR ISR 2L RIE S RBRAICE v Tn B,
TS DOIBFEIT RIS ENITE b OO RIICHERE LT <. RAREO2AFEHM (0S) +
RAET 7~13 v H L TFHRARTH D (25123 HSH)  NETIIRANESE L0 BIEREISEDR B
HCThHZENHRESNTNDH, A, /NEEBIZENTIE BPDCN O)s & Bifs L T 538
FlZAe < BIRES CEMEARZRIBRITIEE LRV LD AR EIRE T & 2 8- /1594 o Bl
FORDHN TN D,

AFNE, V7TV TEEEE MU X —a A %23 (hL-3) OBE B EA Y X7 ET
b IL3ZRE a7 2=y FTHD CDI23 ZFELT 2 IEEMII R RAYIED JA F 5 Rk
ZFFo, AFNX, CDI23 2RI 2 MBI CHER -2 2 NEH T 5 2 & CEAMRO
VRIEEREREL, TR M=V RAEFHET S, CDI23 [XIEFMAL & Ll U Chk & 7o 1 M 5AE
A CIBRENCRBLL TWD Z 0D, AANC L 0 IEFMRA~OEEER 22 7205 b IEE AR
EAER L LTSRS HIRE T & 2,

BPDCN % & i it M gn T A8 25t 52 & L 7o g = Al 3385005 (50047 3805%) (23T, BPDCN
PR 11 1 GGEAM ATREB 9 ) % it BRICAAN 12.5 ng/kg/ H 2 5 L= & 2 A, %) [5e2E MR (CR)
+EB5 5 fE (PR) 1 3R1% 77.8% (79 6) THV . 2D 5 H 541X CR Th o7, AfifE X Y BPDCN
2kt L CARRIOFIMEN IR T& 5 Ll S 2 o h | VSN VI AHEER (STML-401-0114 3%
BR) DRFEM S AL, AFIOF MR OV ZRMERHER S, D%, AANBPDCON &% x5 & L
72 NS401-P1-02 FRBRICE VT H . STML-401-0114 35k & RO AE A HER S 7=,

BIfE £ CTIT/hE BPDON & Z x5t 5 & U T2 BRRERERAE I H 0TV W3 2~21 ik DAMEA
/N2 BPDCN 38 11 BZH 1T A ARA O RS HME SN TR Y . —EOH MR LMD
WINTz, Fio, REEREEMENRE (popPK) T2 Wy I 2 b—2a T XV REAARA/NL

Q~17m%) LB AARNRACRBEOBRBEENSEOND Z &, BE-RJE (ER) fRHTIC X 0 g
i BRBEOMIZIEDOMHBENH 2 Z & MRS 4172, BPDCN TIXAA, /NI X6 3 A
CD123 "FEE L THY | FlplC L W&, ZBIAOREEICA O RZRIT 2N L biE 2D
&L 2Ll B BARAN/NE BPDON BEIZB W T O AR O AT CE 5525,



NS-401 1.8 BEAXE () Page 3

VIEED . AANTAEAN BPDCN BFIZEWTH MR TE L 2 &0, AKEHFED
BRESUIRIR () & EFERMIPE MRS MIEERS ) & L7,

% A BPDCN B Z x5 & U7 fEAERER (STML-401-0114 5RB& K Y NS401-P1-02 #B&) K& OV
i BPDCN /B2t D AH O FIRRER OB E & F72285 R &2 LN ISR T,

1)  STML-401-0114 K&

STML-401-0114 3BRIE, 18 mELh EDORIEH K ONFF T #ERTE BPDCN X AML B35 % x5
2. AFloOSEYEhRE (PK) | R, etk K OVE 04 55 L7228 VI AH, R4 —7
YILVERBRTH B,

Ak AR, ARZHEOHET A 115 B/ 15 200 TEHIRNE 5% 16 BRIREKS S
21 HRIZ 1A 27 e L, RETIEE T A 7V ERDIRLUTZ, ARBRIZ 4 SDOAT =0 b
R E AL, AT — T 1 TIERIBR L O SUTEHEM: BPDCN X% AML BFIZAHK] [7, 9, 12, 16
ug/kg/ B (16 pg/kg/ B iX AML OZCHEHE]) ] % 343 %A ZHE-> T 7 ugkg/ B> H % 5 % Btk
L. AFIOFKAE (MTD) SUIEEG CHEHIREME (DLT) 235588 Hiv7e R KaER A &

(MTeD) ZRE LTz, AT —Y 2UBETIEAT—Y 1 TRELEZ 12 ngkg/ H &5 Lz, K
HTh 2 AT — 2 Tk, RIGH L OFFEUTEEEM: BPDCN E AML & 1254 5 A 2K O
LA EHER LTz, ERZNAVIATHD AT — 3 Tk, KIGH BPDCN HBE 2% LT MTeD (25
WTC, OO FEFHIEE Th 2 Wi [CRHSVINEFRJERE 25 CR (CRe) ] RRVEA
PEZZHE L7=, T 7 B 2B THH AT —2 4 TIERAT — P 2 K THRITBRE S - B3 0Tt
161 BPDCN B L OA T — 3 f& TR S Lo ARG BPDCN B 1281T 5 B2 5 A0
T V224 % 34 L 7=

FERHMBEE Th D AT — 318 HEME (CR+CRe) T 53.8% (7/1341) THY . 95%(F
FEIXE (25.1~80.8%) O FIRIZFRNIRE LI BEEMED 10%% LED Y | sREFEMEZ R L
7. AI6¥ BPDCN BHF 2K TOEME (CR+CRe) X 56.9% (37/65 ) ToH 0, 37 il 17 Hilix
BRI ABAETT (PD) SUFSETS L7228, 780 0 20 BlIIERE T BUIY & 2o 7o, iR
MOFRAEIL 249 » HTHY, 6 » A (180 H) ZHX 7-#RE 13X 37 Bih 19 i, 12 # A (360
A) %8 2 7o B 13 16 5l T do - 7o, FF3E SUT B BPDCN B TO T (CR+CRe) 213 21.1%

(419 ) Thv ., BRI ORI 33 » A, EiRE 72 o7 4 HlOEMBIRIT 92, 109,
111 X424 H Th -T2,

HIBHE BPDCN B35 TO OS FHEIX 158 # HTH Y, 41 BN L 24 BINFTHEID L7z o
7oo PR SUTEEGME BPDCN B T OS HAEIL 82 » HTH Y | 17 FIFEL L 2 BT HEI Y
o,

LRI OWTIE, B TR E BRI RE IR H O A EFRIEBLREN N o T2, AAID
RIRSOXHERIELE DMWY L EZ1TH 2 L THEHEAEETH Y . KA L DIROMEE N ATRETH

277,

2) NS401-P1-02 iXE&
NS401-P1-02 FRER L, 18 i LA LD RIEHE K OVFF T #EEME BPDCN %512, & 1#1/3— K T
WIARI DS EIRE, B, 22t EFEMER ARS8 03— F TIEE 1= T
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DARMDNHER ST HIE - HE CORKNOAINE, 228 K O R 2 550 L7255 VIFH, FExt
BOA—T2Z LB TH D,

A AR, AR ZHEOHET B 115 B 15 9000 TEIRNE 5% 16 BRIIKET S
21 Hz 1A 7 v e L, BEFIEETHA 7 V2B VIR LTz, ARERIZ 2 DO /8— K TR S
AUy 1A S— N TlE, 343 78 A il > TRHBHAETH 5 12 pgkg/H =85 L, DLT HILR
W FRICARRN OB Z MG Lz, & 1 /85— N Tk, 3 1 /53— b TREMENHER I 12
ng/kg/ A 2 $e 5 L7,

FEFHIE A T 2 AKi6¥ BPDON BH 281 5% (CR+CRe) HIE 57.1% (4/74]) THY |
90%(EHX M (22.5~87.1%) O FIRITFANIERE LB RAEERD 10%% LED 0 | I EL
R LT, REFHe S o TR iE (IRC 7)) 1%, 7—# By FATRHRTA X2 b [PR,

*(m)Xiﬁ%]ﬁ%ébk%%%imﬁﬂott@%ﬁf%ﬁ#okoE%Xi%%r
BPDCN B Tld, #BREEN 4B Vo2 b0, Eff (CR XX CRe) (ZHIEE L4
BRETX W o 7,

HIRE BPDCN BFE TO 0S HRAlIX, T—% B v hA TR TIE LI-9BRE D 7 FilF 1 4
ThollzOHEETE oo lz, B3 UTEHAYE BPDCN B35 O OS AL, 6.67 # A TH Y |
2BINFET L 2 BT B0 ElpoTe,

LARVEIZOWTIL, STML-401-0114 REETRO LN LT e 7 7 AV EFHLILTEBY | #
T e etk EOREIEERD S hotz,

3) %@EﬁwémEBmmN$%3mwﬁﬁ$%

PRl ZE3E D Single-patient IND (2 L ¥ | BLig% (235 T 10~15 D/ N B 3 6 GRIG% BPDCN
%%1%\ﬁ%2ﬁ%%ﬁBHmN$%zm);KﬁﬁﬁﬁéhtoMMLMmeﬁ%®ﬁ%
PR OV A FET, 3 BB AN FIRR, ARH 12 pg/kg/ B A 5 BIF 15 72220 T 2~3 @R Z &
WZE RN EES- L, 3 il 2 il o BB CTARANC L 5 —EDZNE CRIGHE BPDCN £ 1 41 : %1 7 v
2 TIRZAR/N, PR T ERAME BPDCN B35 145 - 1 7 v 1 TEOMZE%, 1 712 TRKE
FHEMR) DR DT, HEEOBEICRD SN HEESUIEERNN 3 Fl, KV g, 7
T2V T X NIRRT 2T —BHN, TARTIXUET I b UAT =T —BEIN R OVREK
RIRDE 2B Th -7,

4)  KRERUERIMIZH TSR BPDCN £E 8 D EAiRER

2~21 i D/NRESE 8 il (RIAE BPDCN A4 5 i, B8 XL #EEHA M BPDCN B3 3 ) (ZAHAl
12 ng/kg/ A 3 5- i, B BHARAIFIT, RIGH BPDCN FBE TIX CR 23341 (D5 6 2 fillx
EFNENT FTF VRO 7 T 7 20, BEEN LT RIEDFHH V) | PR, SD 234 1 fil,
PR TR TE BPDON 38 Cldd/ %), SD, REBETAA 1 B TH Y | 8 FIF 7 HIASAHKIE
g lc s s ia e 2 Ehe Lz, &7 +n—7 v TR T 5 BlOBENER (6 4 A~36
» AH) LTWe, AFlZziE L7z 8 flh 6 fllIAHEFERNRD LI, HEOBFIHEO LN
BEFLIE N7 AT I F—BMAEN 3 #il, K77 I U MdE, Bl R AR OER
NE2HITHST,
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1.8.2 RERUVHAE (F) RUZOHRERL

1.8.2.1 RZERUVAE () ATICHERUVAZICEET 53R ()

<6. MERUOHE () >

W, AL 2 Ll Eo/NRIZIE, #7T7% Y 72T (EinHaz) & LT 12 ugke &

1 H1ES B 1S 2000 TREFEL, 16 BRIAREST 5, Zo21 HMZ 1127 1E& L,

G- 20 KT,

<7. MEROHEICEET 2EE () >

711 %A 7 )V H OEREBISGRTCIE 7 V7 2 ED 3.2 g/dL K OHAITIT, AEIO#K 5%
BRIG L7222 &,

12 KHNDOEEIZ DT> TiX, UTOEREEZSEI, RKAADKEELEZEET L&, £, &
AT NVOEGIZI0 HEETIZKT L, S HHOEENTERWEETH-TH, 11 H
HoWBRIT G- L2 by [1.2, 8.1, 11.1.1 /]

HoEE D JLE

PG BIAARICITE 7 VT L A 3.5 @/dL R | EIHE TS E CHRIES B2,

FAET VT 2 AED LY A 2 DG BRAGRT

DEDNS 0.5 g/dL LIk

REDRIEIE S L7z B O SBIART S 1.5 kg L

EHEm

VI, KA, ARILE

ALT 33 AST PSR EFR D 5 58 FEUEME ERR D 2.5 (5 LA FIZEIE S 5 F THRET 5,
I AE 7 L— 1 XE2 0548, BET 5 E TKRES S,

7' L— K3 EOgEIE, HIkT 5,
M7 V7 F =018 1.8 mg/dL B ix 7 L7 F | BIET 5 £ THRIET 5,
=27 VT 5 AN 60 mLISy A

U A L 2 160 mmHg P E

DAAEAY 130 bpm LA B33 40 bpm BLTF

RIRA% 38°CLL |k

ED PARIZOWTIE, AREEELSEIC, BEOFERREBIIE U T, KRESORLEEERFTT5 2 L,
H2) YV A 7 MTB O TREEZET 2 MATEIRBRO R LZENNTRD DA 1T, EHEITED DR ANE
BLTH, YA 7L TOREEZHFRA LN &,
7.3 AFN 52 L B BBUE X1 Infusion reaction Z B S5 72012, AANR S 1 BEEETIZHT
b A& I U, Hy RS GUA . R EAEER 7 M ORI RO AR V& A DRIHR B 21T 5 2
& [82. 1112 B3]
7.4 M DOPUEMEIES A & OOFHIZ DWW T, ARMER OZEMEITHESL L TV,

1.8.2.2 FRZERUVAE () BPICHERVAZICEET 58 () OERTRL

(1) RERUVHAE (F) OREREL

1) BACBTE2HEERUVAZE () OFTERRLY

STML-401-0114 #RBR 2672 > CTIEHE X417z BPDCON % & e M 2SMEE g 2 x5 & L7 ishE
A EER (50047 3BR) TiX, 2 OB G HENFEi SN, LA AT WA THRKG6
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0] 5 & (4.00, 5.32, 7.07. 9.40 %N 12.50 ug/kg/H) % 15 23 ) TERURIN$E5- L7228 DLT (23
Lgnole, BEDALTIAT o AFLWETHLOER LIV AL B TiE, 1 B 1 HEEK
510E 5 & (7.07, 9.40, 12.50, 16.60 X1 22.12 ug/kg/H) % 15 /3EARN&E S L7 & = A, DLT
132212 pg/kg/H. MTD 1% 16.60 pg/kg/H TH Y, VAT X7 4 v M & ZE L CH AR &
1T 12 ng/kg/H & LT,

STML-401-0114 FER ClX, A7 —Y 1IZBWTAA 7, 9 T 12 pgkg/HZE 1 H 1185 A 15
Sy CTHERIRINEE G- U724, 16 BREMASE L Q1 B2 1A 7)) | A 7 LBV LT, =
OB EIL, EEEOEMEERBRN OGO N RO BICEMT ONT, AT —V 1 Off
R AT =TV 2 LEIX MTeD Th 5 12 pgkg/ H BER STz, ZOHE - AR TARAZ &S LT
fid, ARMEIRGTHY . AR OL DR ST,

% ZC, NS401-P1-02 #&BR (2T H STML-401-0114 35k D MTeD ToH 2 12 pug/kg/ H % B4k A
& L, STML-401-0114 35k & AR OB MEEE R L « RIS TEREMEZ B Lz, £ Of
E. HARA® BPDCN BHIZEBWTH, 12 ugkg/ B O F B THEBEMENTED Hiv, STML-401-0114 58
B & [FIER DA NI & e D fER S Tz,

F7o. HAN (NS401-P1-02 3ER) LAMEAN (STML-401-0114 38R) BPDCN #F(ZFIF 5 PK
INT A=K E g LTS R BUEHLR (ADA) HUAAMN Z & D Chaxe AUCo1ast 2 Y AUCoine 15 H AR
NESEANZ R L TRERERITRD LN T, AARNEZITK L THIMNENEE & [RIFEE O
B ND EEZT,

VI EX Y, STML-401-0114 35k & U8 NS401-P1-02 75 CTi% & L 7= BPDCN B& D s - &%
HEEME - RS T2 Li3@E B 2T,
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2) MNRIZBTHRERVAE (F) OFRERL

BPDCN OZWiIIk AR OV & 12, R, U > Hi, B8 &% ORI OB i A s 5D
TN, FrR~—I—OLFEHOFEITREMM T XIE 7 e — A F A B Y =220 R
b, /NEBPDON FBFIZHE N TH ., AR & RIRRICIEEMIEIZ CD123 238 L TR . AKHlD
BRI (C L 0 USRS I S D,

2~21 5% OAME A /NE BPDCN #3511 112 STML-401-0114 585% & OV NS401-P1-02 &5k & [FRE D
A - ARECTARIZ#E LR, /N2 BPDON BH IS LTH —~EOAMENHER S, ©4
M7 a7 7 A VIR NEE SRR TH -7z, o, TR#EZEMEREICID2/NNET =212k
WTH/NREEITRAOAEFZRITZBO LN T,

AFN 2 /NI EE L 72B8 0 PR ACET 2B HRITIAAEAN L EDE SN TV N2, popPK T
AWV I 2b— 9 1280, STML-401-0114 7805k & O NS401-P1-02 #kBR o FvE - A& L [FH
—® 12 pg/kg/ A Z$25- U T2 556 O A O M i Wi FEHERS 2 HEE L 7= /6 3. AR B AR (2
~17 %) AR AARANRN CRBREDIRERENS LN, E7-, 0114 RO BPDCN &7 — 4
Z H ER AT IC I W CRUER IR B OBR ARG L7 &L 2 A, 4 74 1/Day 1 @ AUCo.24n
L HEEROMNCIEOMHBENRD biviz, NEOBRGEEIIMA L FRRELHESND Z &5, ER
FENTORER A TE XD & 2 UL EO/NRBEIZBWTHARA L RO AR TE D
T EIFT D,

2 %A O BPDCN BH ~OE G 8RIT7 <. ARMER OVZ MR L TWRNWZ & 258
FEo/NRBETHEA L RRREORERE AR TE 2 2 L2 E 2, 2 WL Lo/RNREEIC
BIOHE - HEZRANEF LR UE - HREICRET D2 EI13%Y LB 27,

(2) RERUVHAZICEET IR () OFRTERRL

1) 711

[ N4 O i R R BR C B TR HEERE SR DI TER Y | MESMER R CI3E 6 b G &
NTWDZEnD, BMMERIEEFEORELY 27 28 S 572012 CCDS KOS OUsft
SCEITESOXEE LT,

2) 7218
BEDOZENEHIRT D720, CCDS M OB DA SCEITEE S S RIREEHE L O 5 H 1IR3
HHEEHRE LTz,

3) 731
ARFNOMERIZ LV . BEUE X3 Infusion reaction 23528 HILTWA Z &b YiHELDORE Y
B S D120 OEFN ORI G ZET 72012, CCDS KB DOIRM SCEIZESEFHE LT,

4) 7418
DO HUEMEREER] & OPERIC BT D EINE R OLEVEITHESL L TR Z e h, PR OE
B D7 OITERIE LT,
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1.8.3 FRLDFEE (F) RUZOHRTEENL

* 1831 FHRLDFE () RUFZTEIRMN

WCE (%) AR EAR L
1. =&

L1 AANE, BRI G T & 2 EFRMRR I T, & M
FEEE DIR PRI 6 L T4y 20 ik - REBRZ RO O b & T, AH
DGR3 &M S DIEFNZOWTORKEETHZ &, F T,
AFNC L DIRMBGRIZ L D, BE UTE OFIRICAH MR OE
BRiEZ AN ICRI L, AEE/ T bREG2MTH L,

B DL AR B OVl IEAE ] OB
5. BAALFFREIC BT 5 — IR E
Akl & U CRRE L7z,

1.2 BAMEIRHEEEE D 5 &b, EEICE - RERDHE ST
W5, FEIZTBIRYIENIABEE L T CARKIOR 55179 Z &, £z,
AN OG- B AGRT K O G-I X E B fiE 7 v 7 2 U fE,
M, B, KEORE, UHEREMREZITO 2L, BFORE
o8BI 2k, RIE, BE, K7 L7 E, RE
N, WKKE, Bk, MEK. MRS SR b BA T

] PN A 00 Ji5 A 7R B C 2 i A O O A
BEORBNWE SN TEY | WIMERRR
BRTIIHTH b HRESNLTNDZ D
SN e ARAY -k =Y VR ON i AT RAY Ui [ il
WERE LT,

HAERIET 57 LR AEEITY 2 L, [7.2, 8.1, 11.1.1 BH]
2. 22 (ROBEIZIFRE LN L)
ABNDO S35t UBEE /R REE OB O & 5 B

AHN OB G &Y | BHEREREFEHT
DA HD ZEMNORE LT,

8. HERIANER

8.1 BN E IR HIEGREN S B Db Z LN H DD T, KAIOEEIC
Hloo UL TFTOHEBIZERT A2 &, [1.2, 72, 11.1.1 ]

8.1.1 B FRHEGER IR GO < RBO N Z Lk, b
7 EY 1A 7V ORI ED b KR E% 24 RefTn 3
ABEREERE L, 2 YA 7 VELURRIZOW TS EHEOREBIZIE U T
ABEEEEZRTNT 52 &,

8.1.2 A O 5B haHT K O G-I X, EWRICmE T 7 < v
. fE, R, REOHE., EERELAITO L. BED
REEZE BT A &,

8.1.3 B E IR HUEERE S B D IEIRD B & b - B A1, &
OMMCEREEE 2T X O BERREIL L,

8.2 MBMUIE 1% Infusion reaction 3% HHOIN D Z ENRHDHDT, KK
B HMBRIXERIC A vt > (I, IR o'=%
Vo T EITH 7 EBEOREE BT A L [7.3.11.1.2
]

83 HFHSREREE N H S D Z L N d 5 DT, AFIEBIART KL O
HHAR P E I ISR 41T O 70 & BB OREER 41T
Bed b b, [11.13 B8]

8.4 NG HABIEGREN H BN D Z ENH D DT, MIEPERE LT
HIE K VEHRERELITO 2 8, BEOREZ BTS2
Lo [11.1.4 M)

8.5 BHEIHIN D bbb Z LD DT, AKIE G BRIERT N O 5
R P I EM R E 21T 5 72 £, BEDOREE +0 1 Blg
T52 &, [11.1.5 58]

E NS EER B TR b ALz EE 72 El
PER. SUTRHL LI IGE I E R R it &
T EDBENRHDLEIEHIZONT, +
IR E IR A A o FEE LT &
0BG SO R 0w B 22 7 W A3 RTRE &
72BHZ & D, CCDS K OVBEIMARNT S
WZHERDSERE LT,
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# 1.8.3-1

FERLEDIE () RURERL HFHE)

SGE (%)

TERRAL

Re

9. FFEDE mAAT HAEEICHT HER

9.1 AOHE - BEfERZE D H 5 BE

9.1.1 BARMERAE R MHE D B
AFIOWMA] D-Y L E b — A BMERNTR# S TAER L3R
FENTERIZARH ST, R, R4, BAReSRn@mrash

AFNTFTMAE LTI VE b=V %S
Teio b, WIMRASCER O THINAIE L
TYNE F— VI REEEGT D
WAl D TER EORE] OWETIZOW

LBENNRD D, T) (CERE 3143 H 19 BfF SRAZ5
0319 %52 5) ICHSEHRE LT,
94 AFHEER H T D H BB, DAFMRER, AR d

PENRS™ 2 ATREMED & 2 o PRSI AH I G- 31 ) vh K O ¢ 5-1%
1 RN 30 TS 2 BN B O ) 20 AR DV TR
T5Z L, (952

9.5 If-het
PRI SUTIENR L TV B FTREPED & B 2o, 1R OB TS PEN
fattx ElE 2 LM S DA OB ET 5 2 & RKEIEH
W AR A R R BRI T M ST e D S ARA IR B X0
EEnmiA 2 —aAxr (IL) -3 PUAR OB IL-3 Rk
MR % B LB IRIZBAT LT-5GE IR IR oG I B 24 T
TRAEMERH D, [9.4 5]

FPERBRIT I L Ty AR R
fig i U, MR IRICRAT T D TREMED &
LT EMBRELT,

9.6 # 3o
B EOAFEME R ORILRBOF SN EEE L, ROk X
FHIEERFTT A2 L, B FTORLHBITICET T — 21372
WS, ARFIORERLR Y T D IL-3 XA ~DOBITHNHE ST
W5,

AFIO B NI BATIZOW TIEERRR
BEGEDT — 4 e B M TR
WCBITORENARHATHL Z L bk
E LT,

9.7 /%%
INREE R g b LT AR R OV e A FREE L L BRI

INRFEE R R E LT A OV
IR LT ORI ER L Tk b5

FEhi LT Ru, T BN STV TN D TE
L7,
11.EIEH BMERND 56 ok, [HWN KRR

ROBWERNRH HOND Z ENHDHDOT, BEL+THITITV, R
WO b NGB R G 2P IET 57 LU R LE AT O
kO

(NS401-P1-02 55R) 11 1}z QAR

#BR (STML-401-0114 BR) @ 5 H
BPDCN H# % %812 12 pg/kg/ B Z % 5.
L7- 86 BICEIWEH & LTROHLNED
D xR Lz, £, ERNSERFER T
BIERA & LTRODLNAEN-T2H DT,
CCDS IZBWTHEEME STV DA
TERZBEARRE LCRRfi Lz,

11.1 ERZEIEH

1111 BRI E R HEGERE (24.7%)
KIME, FIE, K7 V7 2 e, RESIN, iAKIE, Rk, I8
K LRI 25 D B0 A8 R R RE B O 18U | ST B 2 etk
DR HNTIGEITIE AR OREUT G-k, AfiET v~
IURRIBRERNVE L ORGEOBETRNE LTI Z L,
(1.2, 7.2, 8.1 &M]

[ N A i PR SR B B VAR & Rl ¥ 7
TUTEEEATIEATRDLNT
WHEERRER, UIRE LIGAIC
BRRERE27Z EDBTNNH DREIE
FZDWT, o728l KOs D) 72 L&
AT TDICERE LT,
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*® 1831 FRALDEE () RURERL HE)

WCE (%) X AR
11.1.2 i@HUE (BEEA) . Infusionreaction (4.1%) ZZ\, HIE, K | ENMERRBR TRRO LN TWDLEE
£, MERREESERH b ERB D, [73, 82 &R] ZRREER. XUFFB L725EICERZ

HRIREZE DB H HEWERICS
WC, o 7 B8R K ONE ) 70 AL 5 %
BT 7-DITRE LT,

11.1.3 fFpEREREE
ALT ¥5/0 (54.6%). AST H#i/0 (52.6%). ALP #i0 (6.2%). &
FZ AT I F—BIE (52%) . IFEEREME LS (4.1%).
AmEVLEVE (3.1%). IR (1.0%). y-GTP #m
(1.0%) . HFEEE R (1.0%) ERHobid 2 ehbd, [83
ZHR]

11.1.4 JEGF AR BEERGERE (9.3%)
BB ONTGA I G2 P IR L, @20 (s
TR, WIREBRISEIRRAIS OG-, BT 2175 & & bic, JER
NEET 2 ECTREOREEZ+SICBET L L, [845H]

11.1.5 ‘B #a#m
M/ E (37.1%) . &I (18.6%) . A ERIBAME (16.5%) .
HIMERIBAE (9.3%) . U v ]ERIBE (5.2%) . HEMAEE HER
BAE (3.1%) ERHOLDONDHZ LN H D, [8.55H]

11.2 T O OREITEM E AR B TR O D BIER &2
[ DM OEIER ORI 1 B ] Rl L7z, E7o, [EINSMER SR TRIME

HAELTROLN NPT DT,
CCDS [ZHBWTHEME I TV HH
VER Z8EER & LCRE L7,

14. #H EOER
14.1 FEHIFRERE DR
14.1.1 AKX, WMEMICHNEITY 2 L, CCDS IS R/IE LT,

1412 B WERZIZ T AT, F#A DX EOFRANLEE L, IR | AANTMEEEZE T2 00, &
KRB LIZ G RITEBICELEOK TR L, | WREEFHEE L TRELE,
ERIOBZW AT 570, WERAELRTTH Z L,

1413 KFNDASA T L 1 BEENGID Th b, KikEZDHOFESE | CCDS IZEDERTE LT,
WEER L2 &,

14.1.4 R 1%

(1) Al AN F FEIE (15~25°C) T 15~30 55/ TR
L, RURICHE LN Z b, Fo, MEZICHER LD
Z &,

(2) R DORANL, BIETH | BREET DL ENTE D,
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* 1831 FHRLDIFE () RUZRTEIRM (k=)
WCE (%) AR EAR L
14.1.5 # R % CCDS T &3/ E LT,

(1) R UT=ARFNONA T NP D Lz T LD ICEI LN
BIRFI L7t AAl 1mL 24 HY | EFAHIK 9mL TAHR
LT, #77%Y7A7 (EEH#x) & LT100pg/mL &
WL T 5, HPEFIIRSEE VR B3RP Y & BT
RS, NEWEIRGT D, WMLLIEE Y LAanz L,

(2) FRBHCNICEGZBIET D 2 L, RDERTRTFT 256
%, IR CTHRIEL, 4 FFRILINICR G2 TT2 2 &,

14.2 3EH e B O1EE
1421 RFIR T T v v o AABRSEROKRG X V) o UVRC 7%
T D &, o, RABEGHRIZ, TA 2 2R A LR C#EGE

EOAHAERIC T I vy atbh L,
1422 AFNL, MhoESH, ABAER LN OEIREIRA LW
ko

142302 um ORY =—FT NV AVKR A T4 0T 4V —%ff
ML TRETDZ L,

CCDS IZEDEFRE LT,

15. TOMOER

15.1 BERRME A RS < 1E
HESME VI FRFABR (STML-401-0114) K ONEWNE VI A5
(NS401-P1-02) TAHI 12 ug/kg % BRI G- U 72 ZEERMETE
JatRtri M ialER; (BPDCN) BEICBW\T, N—R T 1 VR
ARBN KT D HEEB BRI BE T db o 7 B 1 90% (84/93 i) |
R SBEE T o 72 FBRE 1T 28% (26/93 ) T o7z, AHK
BG83, 2TORENAFN T 5 HEMPURBIETH Y |
97% (90/93 f5i) MFFIHUEETH -T2, Flo, N—RAT A
W IL-3 12T B PURDREE T - 72 BH 1T 2% (2/93 fFl) T
BH Y HRPURDEGE T H - T BE TR S o T, AEI
E#0%. 85% (79/93 ) A IL-3 (Zxl 3 B HUKEEIETH D . 67%
(62/93 f5il) AHFIHUAGETH 572,
R—=2 T A CRFICARENT R D BUES LR & ORI BUR 23 BE
ThoTmRETIE, BHETH - 72HRE &l L TAFIOREE
DME T3 B A DF80 iz,

ENA R BRI T, AR OF 52 XY
A Y IL-3 (kT D PR D REAE D

HEINTNDLZLENBRE LT,

15.2 FEERIARABR IS < Tl
=7 APk AW AR5 EMERBRIZ I )T 30 pgkg/ H UL
FOMET, IRFEE (FAE, 20, B LU (RME O
BNk, EIEE) ~DORENRD b, Iki&HE OEEMEZEIL 3 H
M ORIECEIEMERTRD B o7z,

FHEERRBRORE RIS EHE LT,




RO LEESRTHIL

20XX #E X AERR (58 1 ki)

Bk : —20+5C
AR : 3 4

PUEMEIELSA
B AL T

ME (R

BAREMGNEES
874291

ARBES
AR5ERR A

RTTXYTRAT GEnTfhz) A
TV ) RCETEERE 1000 1 g
ELZONRIS® I.V. Injection

) EE-EMEOWMLFZICL VBT L

1245

11 ARFIS, BERITHARGTE DEERRICBNT, &
MEREEESOARRICH L THIGME - BREFOE
BN & T, AFIORSHEY &I S HREFIZ D0
TOHEET D&, F=z. FRHZ K DBBHAIKRICEIL
5. BEXEZORKICEDNERVRERIEZ+ 57 125H
L. ABRZR/RTHLREZERIKT S &,

1.2 EMMERHAERENH >N, FBTIZE > F=fEFI AR
HEINTWS, BITERDHZAREET TEAFORS
152 & T FFOREFBITR VRS HMEH I
EHRICMmETILT 2 ViE, IE. Ria%. AEDAIE.
DHEEREZTOILE. BEOREEZTHBET S
Lo BME. FE. ET7IILT S UMfE. KREEM. Mk
fE. Bk, BEK., MRRESENZEDSNBEICETERSE
EHIEY SR EBUBMEZITI &, [72, 81, 1111
ZR]

4RER TR
Skt B at R iES

6.FAERUVAZE
W, AR 2 LA Eo/ NI, 27T % 7 AT (#
faf#Hz) L LT12ueg/kg Z 1 B 1[E] 5 HE 15 2327
CHREHEEL, 16 AERIET 2, 2o 21 BHM%Z 1 Y1270
Ll EHEEYIRT,

TRZERUVAEICEET X8

71 1 ¥4 7 VB OBEBGRNCINE 7 V7 X AEH 3.2g/dL
KIGOZEIIE, AHORE LB LIRNWI &,

12 KB OFEHIZ BTz Tid, LLTOREHEEZSHZIZ, RAIOIK
WELZBET LI L, £l ZV A7 vOBEIX10 A F
TIZKT L, 5 AMOBERTERVWEATH-ThH, 11
AHUREIEEEG Lo &, [1.2, 8.1, 11.1.1 ]

LD QL&

2E2S (ROBHICIFEELENI L)

AFN DR U 2@ EOE DBEALE D & 2 BH

BB 7 L7 2 | BIET 5 % CREES 52,
AEAS 3.5g/dL A XL
T NVT I ER YDA
7 VO 5-BRRRTOMED B
0.5g/dL LA _bjgid

REAFIER S LB o
S.BAMAHTN S 1.5kg LA _EHY
m

3MERK - MK
3.1 48R
foE4 TV ) A SR 1000 1 g
B sy L34 7 (ImL) H
2TTXY T AT (BT z)
1) 1000 g 2)
W) D-Y/LE h—/L50.0mg, hH X HZE
—/b 2.422mg Hi{bF b U 7 A pH
A

VI, KA, KT

1) AFNTEE TR BIFIC LY . RBEE AW TGS
o,

H2) ASA T NIND OERAEREEE L TRREFLETAIILTD
%o

3.2 HAIDMHEIK

A ~D M afaE &9 2T,
PR B~ A BOWMRL T2 DT NITGED D 2 LA
b5,

pH 7.30~7.70
RIBIEL #9 2 (RIS 5 k)

ALT UL AST 23 EHEAE FBR | JLHEE ERR oD 2.5 5 LRIzl

D 5 [EE 92 E TIRIES 5,

JEHUE 7 L— K1 XX 2 04, [
T2 ETIRIES D,
L — R 3L EOHEEF, F
135,

M7 v 7 F = En B2 £ THRES 5,

1.8mg/dL BXIZ2 LT F
=27 )T T AD 60mL/
S A

UV AR HA fLEAS 160mmHg BL

k=




D% 130bpm LA E X%
40bpm LA
IR 38°CLL L

H D AARIZOWTR, REHEEZSEIC, BEOFERDIREEIC
I U T, IREEDMEMEZRFT 252 &,

1 2) BEY A 7 VBV TEREEZ EY 5 MATEIEO AL Ek
NRO LN GEE X, BUETED DIERNEE L TH, 4%
A I NTO®REGEHBALRN &,

7.3 AR HZ X 2 BHUE X3 Infusion reaction % X2
eI, ARBES | REBRNCHT e A ¥ I VAL Hy S0
Ul SRR A ORI BB ARV R DRI G- %24T 9
Z&, [8.2, 111.2 5]

1A M OFEEMEESHE & ORI OV T, Aok Ve
TN LTy,

SEELEARNIEE

8.1 B E I HAEGEREN b b d Z e DD T, KEID
BLGIZHI> TUIUTOFERRIZEE T2 2 &, [1.2, 7.2,
11.1.1 8]

8.1.1 EMl M AR HEGR IR G L < BDOOND Z &
5,7 Eb 1A 7 VEOYIEE G B R 1% 24
NI TABREEEE L, 2 A 7 VBELRBRIZOWTHE
FORMEITIE CTABRER AR 2 2 &,

8.1.2 A O G-BAMGAT R O G-Ik FE, SR miE 7 v
T UE, ME, DRI, EREORIE, DERRRAZAT O
e, BEOREBEETSICBET L L,

8.1.3 BB IRHIEFHEN DN DIERD & b b HA1C
. HONCEREE A2 T L BELRET L L,

8.2 JBMUE X I3 Infusion reaction 288 HbN D Z &ENHH DT,
AFNE EHIB T ESRIC A Z A (IE. BRI
DE=Z VT HERATHINRE, BEORELZ+HSIBIET D
Z&, (7.3, 1L1.2 2]

83 IHHERE N H LD Z ERH DD T, A SRR
L OEBEHIF T ENRIITERERRE LT O R L, BED
WA+l 52 L, [11.1.3 2]

8.4 [EFEBIEEREN & B oD Z ENH D DT, MiEHEfF
BRERE R OEEEREZITY L, BHEORELZ
BT A2 &, [11.1.4 ]

8.5 BREMHI N H LD Z LB H DD T, ARG BILART K
O G HIREMBC IIRIR & 21T 5 72 &, B OIRE
ook, [11.1.5 28]

IRENERETATHEEICETHER

9.1 5HHE - BEREOHIEE

9.1.1 BEEERERTED EE
KENIOEMHF D-Y L F—ANERNTRIENTAER L
T RBEDIEE ISR S AT ARMLKE, JTTRE, BRR%E1TH
HKINLIBENDRH D,

04 ETEREE BT B E
RS % ATREME D 3> 5 LotEICid, AFIF G-I e DR #&
Be54% 1 BRI R RS 2 B J ONE B 72 BT 151

WE (%)

DWTIHIT 2 2 &, [9.5 5]

9.5 bE4RF
TEIT TSR LT B ATHEIED B % e PEicid, 15 EoA
wMEDMERME A RS LR SN D HEICORKEET S
& o RN % T2 A g A de R BRI L 2 S e nas,
KA LV EEESRIZHiA 2 —a A% (IL) -3 4L
BB OB IL-3 PRI IR & @i LRI RAT L1254
FRIE DS MICER A R AN H 5, [9.4 ]

9.6 1Z3L1%
1B EOFRER ORHRBOFEEELBE L. FHLOME
BUTHIE A RET T2 2 L, & NCOHNBATICET 2T
—ZIIRRVA RFIOWR S Th D IL-3 1IXH i ~DBAT
DHEIN TN,

9.7 /NR%E
NS kB & LT A R O RV A HRIE & U T R
BRI I L Cuieny,

EIERA
WOBERRH HONDZENRHHOT, BlEE2+010T
WV BEDRD SN A TR R kT B 2 S
WEZITO Z &,
1.1 EX%GEIER
1.1 EHIERHAEERE (24.7%)
R | V0, (K7 V7 2 e, R EEHIN, IR, Ak
REZK ., IR S D Bl 1 A U HE B O s . Sk B
T HIERDFRD ST E I IE, AAN ORI T 554 1k
NIET VT I o RRIE RE AT v OFRGZEOHEY) 2L
BE2ITH> 2 &, [1.2, 7.2, 8.1BH]
1.2 BEYE (BAEABA). Infusion reaction (4.1%)
FEA, I M, FPRREEN S DI D I ER3h D,
[7.3, 8.2 &M]
1.3 FFREES
ALT #800 (54.6%) . AST #9401 (52.6%) . ALP #91 (6.2%) .
BT AT IR ME (5.2%) . FFHSEERANE 5 (4.1%) .
mE VL MEE (3.1%) . FTHERERH (1.0%) . v -GTP 1
i (1.0%) | iR E5- (1.0% ER3d bbb Z b5,
[8.3 &M ]
11.1.4 ES RRIRGEIREE (9.3%)
HENRD DN GE TG 2R L, #OeasE (4
FEEIER, WREEMIETRIRAI S O b BT 217o & L
BT, ERAEET S ETHREORELZ HOICBIET S
& [8.4 ]
11.1.5 B &I
M/ RIS (37.1%) L B (18.6%) | 47 HPERIBE (16.5%)
HImERIBADAE (9.3%) . U o ERIBME (5.2%), FeEWEAF
HBAME (3.1%) EnboLbNdZ N5, (8.5 58]
11.2 Z Db DEIYER

1

—_

1

—_

10%L) F | 5~10%AT 5o Ais A
iiiR7:3 AMERBIE | ~FEre
Tk

ke INR #400, %7
EER PRI P EEE




10%EL k-

5~ 10%A i

A

e
A
e

s (%)

(DIC) | APTT
MR, 747
VIR 7
4T VD A=
—3H4N, FDP #4
il

10%EL F | 5~ 10%1it 5o A i HE R

R i £

BAMR

AT, L
oy, IR, O
FEZE JAPESR
ik, srEst
AR, D2
&, LERQT
LR

L, O
BEIRITH
1

I R, g
K. iR, &
B SHLRIE %
Wk, s, L
EYUNEGNE S
JiE . Y K
W, WA, IPE
WHEE

WP i

iR

Ft IRFT M
TSRt SES i)

ot I 1.
R e ) T
JiE

Hiba

Bl
(23.7%)
Mg i

HIERE

L ERL R
TR, DN
[N AN
B, LyTF s
7, L

A%, I8
Jifi . o P
1., & AKHE
TR

R % T K
FEIRAFE AR
AJEMRRE,
FIE, Do
PERE 2%
JIBSRIE R
. ALBEME
Fe5 | BEIR
82

ORI, BER
IRZ 3NN i
EPEERE, W
T, BREH A
ST, P&
T AR H

LDH #4/n

e

K773
VfE
(47.4%) .
KAV 2
MAE, &
ARIGE

1R PR A
I, TR
o ALSE,
g, ik
EHEINE,
Ay
SLSE, K
S/ SVATNN
IfJE

E AU AMLE .,
EUMLEE, 7Y
R— R KR
B ARV IE
FLERT VR —
3

S/ SATNN
i, 7Ry

DAl |
(27.8%) .
RFHM
(23.7%) .
I )E
95 . KM
e EA

CPK B4, 188
&K AT
RN
. AN
TR,
TIE , WA
AR NI |
AR, A A E
IR, &5 M RIE
FOGSTEERE, 1
N

Jias .
AN
155, IRE
DRI, 4

LV IE

i

GG IEEGEN
PR R
Nt LY
B | A AT
M Al e

i F

Ko

LD F
Y

RPN S ]
DARKE, FEELIR
& L IRRIEL
JIGEE | REIR, B
ST MR T
it AR M)
—a—HNTF—
R ==
—aF— %
FEMERELIE
I AHHPER
JiE, N Nt
NG|

RHRAE, 92
NN
AR
A4z, IR

B gtk
FOUR
R

7
FoHE
NP s

e

AR, BT
£V

il

14:E8ALEDFE

141 EXIREBFDTE

1400 AANL, BEMICTHRAITY Z &,

1412 BAOERRICIZ T A TR, DIEA TR EOEFEHNEE LV,
IRSCR FEIZHIE AT LT B T E DI Z #OK TS
B L, ERIOBW A2 57, WURAEERITY Z &,

1413 KFN DAL T AT 1 EREWNTIY Th 5, Rk % Z D% O
BHIEA L &,

14.1.4 fER %

(1) A AN FEE (15~25C) T 15~30 30T TR
WD b, BB LN &, 72, RIS HEE0R
Lz &,

(2) fR % OAFNT, IR TR 1 BRIRTFT 52 L8 TE 5,

1415 HRAE
(D) R LIZABIONRA TN E DL Y EilEkEL L HICE
L7 AS SIRFN L 72t AK ImL 2k & B0 | AFA T 9mL
THIRLTC, Z75% Y 727 (EiaF##az) & LT100
peg/mL OWERET 5, FRFIFRE DR LD 3ED-o
Y& ETRBEE, NEWZIRAET 2. MLIRE S LA
W2 &,

(2) ARBHLHICREZHGET L2 L, RUEBTRET
L% EE, BIRTHRIEL A RBUANICR G2/ T T2 &,

142 EFIRSHOEE



1421 AFIROT T v ¥ 2 FABRAHROE ST, v ) v UR
VTEBEAT D, £o ARIBGHIT, TA v EARAlL
A U G DA BARIIC TT T v v at B T L,

1422 AFE, MOTERA, EFEHELS ORI L IRE L
W2 &,

1423 02um ORY Z—F L RANLK LA VT4 T 4 NH
—EHELTRETS L,

15.Z DT E

15.1 BRERMERICE D C 1R
WEsh e 1/ M AEEABR (STML-401-0114) KR ONERNE 1 /AR
B (NS401-P1-02) TAH| 12 1 g/kg ZFFMRINER G- L 7o 2FER
B AR BRI E S (BPDCN) B ICR W T, ~—
AT A VREHIARANI T D PR G T o T2 B
1% 90% (84/93 ). HANBUADEIETH - 72 F 1T 28%
(26/93 f5il) Tl o7z, RAEGHIT, BTOBEBEANC
XD PEEMBURBECTH D . 97% (90/93 ) 3 HFNHUA
Bt CThoTz, . RN—=RAT A VT IL-3 ISR DR
B TH ST BEIT 2% (2/9361) TH Y. HIPURLE
PETH o BEITRO LN -T2, AFIE G, 85%
(79/93 ) 23 IL-3 \ZKIT 2 HURBEETH D . 67% (62/93
Bl) ARFHUREE T o 72,
N— 2T A RHTARAN T D YU K O FndiR A
Bt Th -T2 HBETIE, B Th - BE & ik L TAH|
DUEFEEAMET T 23780 bz,

15.2 JEERFRERBRICE D < 1F3R
=20 A P& RO RKER G EERBRIZIB VT 30 4
g/kg/ B EOMET, IRigHE (RIAE, Mk, BIEE) KO
B RAE OZEVE, HEIE) ~OFENRD i, Ikik#

OHBEMEEACIT 3 B ORIECRIEMENFED b ho iz
1)

o

16.3EMERE

16.1 MA;ERE

16.1.1 RIEHRE
A AN O FFERME T B AR R AR A AN i i35 (BPDCN) 2 7 fl

(RIGHE - 5 0, B3 XITEHaME - 2 1) ([T 19 A 7 % 21

AME LT A 120 g/kg 2B A7/ 1 B 11E]5 HI# 15
ING CEIRNE G Lt &0, B 1 KB3 A 708 1
HEHOYX 7' %Y 7 A7 OIS L OSSR EhRE <
TA—=BERT HTTH) T AT D Cho X ONAUC g0 1
1A 27 0E EHEEL T3 A 27 VHTRHALE?,

CE (%)

HA N BPDCN BFICAH 12 ug/keg ZFIRMNIE G L1z & &
DETTXY TATOMBPERRERHS (5B 1 YA 7L (n=1)
KO3 YA 27 v (n=5~6) D 1 A B, FHME+IEHERF )

A4 BPDCN & ITAAI 12 1 g/kg RN G- LT & &
DHET T T ATDEYBYRE T XA —H

BITAINE L] B3 A7 LH
HH HH
(n=7) (n=5)
Cuux_(ng/mL) 155+63.0 98.435.8
Aéﬁf”;j;‘mm 177+52.3 35.250.7
tie (h) 1.361.37 1.02+0.434 ™
CL (mL/h/kg) 63.0+19.6 585 +456
V, (mL/kg) 106+177.7 674453
HE + BEAE R
#) n=4
17 BRER A&

171 BHERUVLRLMIZET 555

1711 @RS I/ D43 (NS401-P1-02)
18 7% LA D B A N ZFER M B AR AR AR M A5 (BPDCN)
B 1L F CRIBEE - 7 61, FRSUIEEANE - 4 B) x5
AR O ERE, MR OF N Z R 5 IEEMIE
KRB Z FEM L7z, 1 A4 7% 21 AME LT, AA
12ug/kg 2 1 B 1[E5 AR 15 500 CHARNE G435 2
LI, EBET TR RIS T A E T, B
Eaikeidt b L& ahiz,
FEFMIE B Td HARIAEE BPDCN B3 7 filicki 5584
iR (CR) SUEMUINERAT R W 2 % £ O B PRI 58 42 Vi fiR

(CRc) #™HV (90%{Z 48X [B) 13 57.1% (22.5, 87.1) (4/7 51)

ThoT,
RIVER B 1T 100% (11/11 6) THotz, EAeRIfER
%, ALT JEAN 81.8% (9/11 i) . AST #8n 72.7% (8/11 #)
FEAHNME IR, KT V7 I e, &0 U 7 AfsE
2345 54.5% (6/11 ) . £y, 4P EREORD 72345 45.5% (5/11
B . L, MR RER LSE A3 36.4% (4/11 1)
Thol?,

17.1.2 #5456 1/ T HARER (STML-401-0114)
18 7% LA 0> BPDCN B4 89 5l (RIAHE : 69 B, PR3 Xk



1B 0 20 ) ZRBIC, ABIOEYERE, KRR OHE
MEE R 2GRN R A EE L=, 1 P17 1%
21 A& LT, AH 12pueg/kg 2. 1 B 1[5 A 15 535
JCEHARNEE G35 2 & L S, BREBET X3S R
WIZHETHE T, FHEMET A2 &L ST,
FEIHMHEE THh D AT — 3 FDDARIEH BPDCN #B% 13
Bl D CR Xi% CRe FH Y (95%{F R X M) 1% 53.8% (25.1,
80.8) (7/13f3) TohH 7=,

BPDCN B ICAA] 12 4 g/kg 2 G L7=LE ORI S HH
FEIZ 89.5% (77/86 1) Th 7=, EREIERIEL. ALT ¥4
51.2% (44/86 1) . AST 4/ 50.0% (43/86 f5i) . &7 /L7 3
v MLSE 46.5% (40/86 Bil) . I/ IMRIEAME 34.9% (30/86 fil)
FEEN 27.9% (24/86 f5) . PREEIGAN 26.7% (23/86 i), Hls
22.1% (19/86 i) . M M5 R HHE B AR 20.9% (18/86 #i) C
otV

W) AECET DAL FRO LB Thoto,

ST JEHE
Al FEER 5L T
AR 1L T ERSR 1,000/ pw L BAE, 1/
%k 100,000/ p L LA _E, ZEERD
IEES
R id R=ZF A U NEDTNTD

FEREHRZE DAY 100%TH 2 (~— &
TAVTHERRD bR
BE TITHHRAEZ RO 20
U UEIREIR | CTIZ L W IER A XE THfi/h
SRR, ik NN IR EEN

Bl FEER H%LL T
AR I T ERSR 1,000/ w L BA B, 1f/)s
HEx 100,000/ w L LAE, FHERD
EES
id R=ZF A U NEDTNTD
CRe B OFETIRER, ERE

CRE &7 BPDCN IZ L B
FILAE BRI ST T OF%T (E
MEE/RLR2NEALH )

U U REIERE | CTIC L W IEH YA XE T/
SR, ik NN IR EEN

a: 77— A hA N TEREOFERILRICE(LGED
LMD OO, FREFMIFERIE DO FFEE DO ZNRD &
NeWEEITIE, TRIE PRIk R AV CHlE Lz,

b : BRI BOWERIUIHIINOEI G, &G —
v (mSWAT) %MW TR L7z

1 2) ARBRIZ 4 ODAT—UTH SN, 27— 2~4
OARKORE - ARIZFA—CTHh o7z,

18 2
18.1 {EFRAHERF

RTTXY TR, 7T TERE D) O—Ho7T
JEEECAIE B N IL-3 DT I BEERA A @A Ui E s
Wz EH R ThD, XTT7%Y7A71L, BB

NS ES)
ORI FICFBT 2 1L-3 ZHF B oY 7=2=> b (IL-3R
o) IFEA L, AIIRNICED A EN 721412 DT 2380 &4,
WEHE U7z DT (BESRISPEERAL) 234 v X7 GRELET 5 2
EEITE D AR 2R B2 bR TS
6)
182 iES1EA
18.2.1 in vitro
47 F %) 7 A7 1%, BPDCN HEAINERE (CAL-1) (%L
T, BFEAEIER AR L2 7,
18.2.2 in vivo
27 Z %V 7 A7 VE, BPDCN HRfia & Al L7z IL-2 24
Ky S8 5B RIE U 72 JENE i BBk SR 9 / BE AR & T S
BT AZRWT, EERGEIHER 2 R L Y,

1AV ICET HBEFHMR
—L BT THR YT AT (EiETHIRR)

Tagraxofusp (Genetical Recombination)

T2 1 CossaHiu022Ne92O798S 16

& : 57,690.45

KE BT I7X%YT7ATE, NKREBAF A= mbaini
IR A ARG 2 RV ETHY . 2~389 FH
390~391 FH KN 392~524 FHIX., TNnZFny~
TUTRHED 33~420 FHOT I JEESEL, VU oh
— KOk & —a A X -3 YT D, ¥7 7
XV 7 AL, Escherichia coli\Z L W FEEAEIND,
BT TXYTATNL, 524 EDT I RN
HEURIETHD,

> P
g

20 Bk EDEE
SMEBREIZ T, B L TRIFTD 2 L,

22.8%
1A T v

23 EEZ 3k

D =7 AP LERWER G 3ERR CRREAH @
T@H@H, CTD2.6.6.3)

2) BENEI/OIHERR (KREAHD  @F0100,
CTD2.7.6.2)

3 WAE I /OIHERAR KREHAHD  @OFO0H @0,
CTD2.7.6.1)

4) ZRE~DFEEE GKRFHR  OFO@H@H,
CTD2.6.2.2.1)

5) ADP U AR biEM: CKEEEA N : @F@H @O,
CTD2.6.2.2.2)

6) Alkharabsheh O, et a/. :Biomedicines. 2019;7(1):6-14

7) EEMIEIC T OEN GRKREAR - @F0 @,
CTD2.6.2.2.3)

8) ¥V RAET/MIBTHEMN CGKRFEH N : OF@H @1,
CTD2.6.2.2.4)

24 B RERUBWLEDLEE



A AR SRS R Y
T601-8550 BT X 5 HERETE / P T 14
7Y —X A% 0120-321-372
TEL 075-321-9064
FAX 075-321-9061

26 B ERFTEEE
26.1 BiEHRFEIT
A AR A S 1
TR TR X A HERETE 2 EFY A ET 14

T )Y ) A®/ELZONRIS®IE Menarini Group ¢ Stemline
Therapeutics, Inc. DERERFFETH Y . HAF KL Stemline
Therapeutics, Inc.NHARBLDT AL A Z2ZI T TWVET,

CE (%)



NS-401 1.9 —BBHEHICELIXE Page 1

1.9 —BHBIRICREIE
1.9.1 JAN
A6 49 A 30 BfF EIHIEER 0930 F 4 5 [EELO KL ONT] ITX 5D,

JAN :
(AAR%) #7T7% Y727 (BiaH#az)
(J54,) Tagraxofusp (Genetical Recombination)

AR
(AARA) 27 7F% Y T7A7E, N KA TF A=/ bShi-Ba ey 78
THh, 2~380 FH, 390~391 FH KV 392~524 FHIT, TNThy 7T V7T
WARD 33~N0FADOT I SRS, VI — RO b ¥ —mA %3 (T
YF D, X T TX YT AT, Escherichiacoli \(ZX VEAIND. # 7 T7F% Y TR
TNE, S24MHDOT I IRIEIN D IR D 2 NI ETHD.

(3£44) Tagraxofusp is a recombinant N-terminal methionylated fusion protein, whose amino acid
residues at positions 2—389, 390—391, and 392—524 correspond to amino acid residues at
positions 33—420 of diphtheria toxin, a linker, and human interleukin-3, respectively.
Tagraxofusp is produced in Escherichia coli. Tagraxofusp is a protein consisting of 524 amino

acid residues.

T2 BRI RN AT ¢ RRES

7317 1 CasssHa022N6920798S 16
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1.9.2 INN
FEIE—M4 (INN) (22T, Recommended INN: List 80, WHO Drug Information, 2018 Vol.32,
No.3 [ZREHi STV D,

INN : tagraxofusp
{b. 54 : methionyl (1)-Corynebacterium diphtheriae toxin fragment (catalytic and transmembrane
domains) (2-389, Q388R variant)-His390-Met391-human interleukin 3 (392-524, natural

P399S variant) fusion protein, produced in Escherichia coli
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275 % )T ATE, NREWNATFF = b ENT-&n Iz @hs 2 o8y
BHThV, 2~389%H, 390~391%FH K UV392~524%HIL, TNZEhy 7T
b4 - 4 U7 8mBEDIB~R0FEBOT I /eI, VoI —KkOt b ¥ —aAF-
ICHAY 9B, XU T% T AL, Escherichia colilZ X WEEESND. 27
TXVTATNE, 24 DT I IR G D XTI ETHD.

&= BFRD & B Y
ZhRE - ZhAL SRR B A N AR e R 7
WE . AL O2 B Lo/ NI, #79% Y 7 AT (GRIa L Z) &L
ks - & T12pgkg 2 1 B 1A S B 1S 007 CHREFREL, 16 HMKRE TS, o
20 Al Z 1A 7 ve L, HEZ#Y KT,
BRSO FRE
. . Bk : 27 5% V727 (BE %)
R | BT SR 1000 g
e AT (ImL) F7 7 5% Y727 GEETFHIRZ) 1000 pg & 4]
H[nl g 57
B YFd R
v (HERE) BERE DO BBEE: © >60 pg/kg/H
AR 1 -7
BE | BE | &5E MEFEME R e
7
B M | B | (ugkg/B) | (ugkg/B) E7RPT A
60 pg/kg/H -
Lo, RBERNO VT F =880, B
e 5,/ %At
(;k);t’;) 5 HIH F’iﬂ)ﬁ 0, 30, 60 <30 | =30 ugkg/H :
= BEARIE, RERCD ., MR IR I EREE OV E Bk

WD MRS # DI HEE S, B BB RA
EAVE BRI, WY > BRI

45 pg/kg/H -

B, M/ MREE A

=35 pg/kg/H

Fv 3 HH e FiR 0. 35. 45 <35 BRI, I=5%, MO, B O IEEAL K OREHR,

(WEREE) o IHEIVEIR T RERED . RILERGR$T X =5 (R
MERE, ~E7 B RE, ~~v b2 Uy MEK

ONERIR ML ERED) DD | RS 3 DZENE, HEBE

BRI, BRKE(b. BalR Y ek

[ ES AR ERBR AR ]
[T P e R R S B AR AR
RITERMIEER (AR AL R 25 tr) RITERIEER (RARMEERE 251 ©
11/11 $1=100.0% 77/86 51=89.5%
RIE A D FE S LR RIE A D FE S FEHLHR

TI7=TI ) TR
7 = 7 —EHN
TANRTX BT I/ b
T AT =T —BHN

TI=rT ) FTIUA
EIWER | 7 = o —F8m
TANGX T I/ b
TURT =T —B N

81.8% (9/11 i) 51.2% (44/86 f51)

72.7% (8/11 ) 50.0% (43/86 f51))

7T e 54.5% (6/11 ) BT NVT X e 46.5% (40/86 i)
KAV » A fjiE 54.5% (6/11 ) M/ N E 34.9% (30/86 f51)
. R I A 54.5% (6/11 ) FEEN 27.9% (24/86 #1])

=tE | BARERRAS A

a:5 HE#E +21~22 HIfREEZ 1 17 v L, 3 VA7 5
b : 12 pg/kg/ B A3 LS 7- BPDON BFICEB T 2RIERAREBEE R LT
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