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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use ICLUSIG
safely and effectively. See full prescribing information for ICLUSIG.

ICLUSIG® (ponatinib) tablets, for oral use
Initial U.S. Approval: 2012

WARNING: VASCULAR OCCLUSION, HEART FAILURE, and
HEPATOTOXICITY
See full prescribing information for complete boxed warning.

. Vascular Occlusion: Arterial and venous thrombosis and occlusions
have occurred in at least 27% of Iclusig treated patients, including
fatal myocardial infarction, stroke, stenosis of large arterial vessels
of the brain, severe peripheral vascular disease, and the need for
urgent revascularization procedures. Patients with and without
cardiovascular risk factors, including patients less than 50 years
old, experienced these events. Monitor for evidence of
thromboembolism and vascular occlusion. Interrupt or stop Iclusig
immediately for vascular occlusion. (5.1).

. Heart Failure, including fatalities, occurred in 8% of Iclusig-
treated patients. Monitor cardiac function. Interrupt or stop Iclusig
for new or worsening heart failure (5.2).

. Hepatotoxicity, liver failure and death have occurred in Iclusig-
treated patients. Monitor hepatic function. Interrupt Iclusig if
hepatotoxicity is suspected (2.3, 5.3).

RECENT MAJOR CHANGES

Warnings and Precautions (5.1, 5.4) 12/2015
Indications and Usage (1) 06/2016
Warnings and Precautions (5.6) 06/2016

INDICATIONS AND USAGE

Iclusig is a kinase inhibitor indicated for the:

. Treatment of adult patients with T315I-positive chronic myeloid leukemia
(chronic phase, accelerated phase, or blast phase) or T315I-positive
Philadelphia chromosome positive acute lymphoblastic leukemia
(Ph+ ALL).

e Treatment of adult patients with chronic phase, accelerated phase, or blast
phase chronic myeloid leukemia or Ph+ ALL for whom no other tyrosine
kinase inhibitor (TKI) therapy is indicated. (1)

These indications are based upon response rate. There are no trials verifying an

improvement in disease-related symptoms or increased survival with Iclusig.

Limitations of use:
Iclusig is not indicated and is not recommended for the treatment of patients with
newly diagnosed chronic phase CML (5.6).

-mememmemeemememee—-—---DOSAGE AND ADMINISTRATION

e  Recommended dose: 45 mg taken orally once daily with or without food
2.0

. Hepatic Impairment: 30 mg orally once daily (2.5)

e Modify or interrupt dosing for hematologic and non-hematologic toxicity
(2.2,2.3)

-==-=mmmmmemme=-—---DOSAGE FORMS AND STRENGTHS--------------=meemeeeem

Tablets: 15 mg, 30 mg and 45 mg (3)

CONTRAINDICATIONS

None (4)

—mmmmmmmmmmmmemeeee—-—---WARNINGS AND PRECAUTIONS

. Hypertension: Monitor for high blood pressure and manage as
clinically indicated (5.4).

. Pancreatitis: Monitor serum lipase monthly; interrupt or discontinue
Iclusig (2.3, 5.5).

. Neuropathy: Monitor for symptoms of peripheral and cranial
neuropathy (5.7).

. Ocular Toxicity: Conduct comprehensive eye exams at baseline and
periodically during treatment (5.8).

. Hemorrhage: Interrupt Iclusig for serious or severe hemorrhage (5.9).

. Fluid Retention: Monitor patients for fluid retention; interrupt, reduce,
or discontinue Iclusig (5.10).

. Cardiac Arrhythmias: Monitor for symptoms of arrhythmias (5.11, 6).

e Myelosuppression: Thrombocytopenia, neutropenia, and anemia may
require dose interruption or reduction. Monitor complete blood counts
every 2 weeks for 3 months and then monthly and as clinically
indicated. Interrupt Iclusig for ANC < 1000/mm? or thrombocytopenia
< 50,000/ mm® (2.2, 5.12).

. Tumor Lysis Syndrome: Ensure adequate hydration and correct
elevated uric acid levels prior to initiating therapy with Iclusig (5.13).

. Compromised Wound Healing and Gastrointestinal Perforation:
Temporarily interrupt therapy in patients undergoing major surgical
procedures (5.14).

. Embryo-Fetal Toxicity: Can cause fetal harm. Advise women of
potential risk to a fetus (5.15, 8.1).

ADVERSE REACTIONS
The most common non-hematologic adverse reactions (> 20%) were
hypertension, rash, abdominal pain, fatigue, headache, dry skin, constipation,
arthralgia, nausea, and pyrexia. Hematologic adverse reactions included
thrombocytopenia, anemia, neutropenia, lymphopenia, and leukopenia (6).

To report SUSPECTED ADVERSE REACTIONS, contact ARIAD
Pharmaceuticals, Inc. at 1-855-55-ARIAD or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

. Strong CYP3A Inhibitors: Avoid concurrent use, or reduce Iclusig dose if
co-administration cannot be avoided (2.4, 7.1)

. Strong CYP3A Inducers: Avoid concurrent use (7.2)

---—--mermeeeeeeee-——-USE IN SPECIFIC POPULATIONS------—--m-meme -
The safety and efficacy of Iclusig in patients less than 18 years of age have not
been tested (8.4).

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised: [06/2016]
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FULL PRESCRIBING INFORMATION

WARNING: VASCULAR OCCLUSION, HEART FAILURE, and HEPATOTOXICITY

Vascular Occlusion:

. Arterial and venous thrombosis and occlusions have occurred in at least 27% of Iclusig treated patients, including fatal myocardial
infarction, stroke, stenosis of large arterial vessels of the brain, severe peripheral vascular disease, and the need for urgent revascularization
procedures. Patients with and without cardiovascular risk factors, including patients age 50 years or younger, experienced these events
(5.1).

. Monitor for evidence of thromboembolism and vascular occlusion. Interrupt or stop Iclusig immediately for vascular occlusion. A benefit-
risk consideration should guide a decision to restart Iclusig therapy (5.1).

Heart Failure:

. Heart failure, including fatalities, occurred in 8% of Iclusig-treated patients. Monitor cardiac function. Interrupt or stop Iclusig for new or
worsening heart failure (5.2).

Hepatotoxicity:

. Hepatotoxicity, liver failure and death have occurred in Iclusig-treated patients. Monitor hepatic function. Interrupt Iclusig if
hepatotoxicity is suspected (2.3, 5.3).

1 INDICATIONS AND USAGE

Iclusig (ponatinib) is a kinase inhibitor indicated for the:

. Treatment of adult patients with T315I-positive chronic myeloid leukemia (CML) (chronic phase, accelerated phase,
or blast phase) or T315I-positive Philadelphia chromosome positive acute lymphoblastic leukemia (Ph+ ALL).

. Treatment of adult patients with chronic phase, accelerated phase, or blast phase chronic myeloid leukemia or Ph+
ALL for whom no other tyrosine kinase inhibitor (TKI) therapy is indicated.

These indications are based upon response rate [see Clinical Studies (14)]. There are no trials verifying an improvement in
disease-related symptoms or increased survival with Iclusig.
Limitations of use:

Iclusig is not indicated and is not recommended for the treatment of patients with newly diagnosed chronic phase CML /see
Warnings and Precautions (5.6)].

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dosing

The optimal dose of Iclusig has not been identified. In clinical trials, the starting dose of Iclusig was 45 mg administered
orally once daily. However, 59% of the patients required dose reductions to 30 mg or 15 mg once daily during the course of
therapy.

Start dosing with 45 mg once daily. Consider reducing the dose of Iclusig for chronic phase (CP) CML and accelerated
phase (AP) CML patients who have achieved a major cytogenetic response.

Consider discontinuing Iclusig if response has not occurred by 3 months (90 days).

Iclusig may be taken with or without food. Tablets should be swallowed whole.

2.2 Dose Modifications for Myelosuppression

Suggested dose modifications for neutropenia (ANC* less than 1.0 x 10°/L) and thrombocytopenia (platelet less than 50 x
10”/L) that are unrelated to leukemia are summarized in Table 1.

Table 1: Suggested Dose Modifications for Myelosuppression

First occurrence:
. Interrupt Iclusig and resume initial 45 mg dose after recovery to
ANC > 1.5 x 10°/L and platelet > 75 x 10°/L
ANC* < 1x 10°/L Second occurrence:
or . Interrupt Iclusig and resume at 30 mg after recovery to ANC > 1.5 x
platelet < 50 x 10°/L 10°/L and platelet > 75 x 10°/L
Third occurrence:
. Interrupt Iclusig and resume at 15 mg after recovery to ANC > 1.5 x
10°/L and platelet > 75 x 10°/L




* ANC = absolute neutrophil count

23 Dose Modifications for Non-Hematologic Adverse Reactions

If a serious non-hematologic adverse reaction occurs, modify the dose or interrupt treatment. Do not restart Iclusig in
patients with arterial or venous occlusive reactions unless the potential benefit outweighs the risk of recurrent arterial or
venous occlusions and the patient has no other treatment options. For serious reactions other than arterial or venous
occlusion, do not restart Iclusig until the serious event has resolved or the potential benefit of resuming therapy is judged to
outweigh the risk.

Hepatic Toxicity
Recommended modifications for hepatic toxicity are summarized in Table 2.

Table 2: Recommended Dose Modifications for Hepatic Toxicity

Elevation of liver transaminase > 3 x Occurrence at 45 mg:

ULN* (Grade 2 or higher) . Interrupt Iclusig and monitor hepatic function
o Resume Iclusig at 30 mg after recovery to < Grade 1 (<3 x ULN)
Occurrence at 30 mg:
o Interrupt Iclusig and resume at 15 mg after recovery to < Grade 1
Occurrence at 15 mg:
o Discontinue Iclusig

Elevation of AST or ALT >3 x ULN Discontinue Iclusig

concurrent with an elevation of bilirubin

> 2 x ULN and alkaline phosphatase

<2x ULN

*ULN = Upper Limit of Normal for the lab

Pancreatitis and Elevation of Lipase
Recommended modifications for pancreatic adverse reactions are summarized in Table 3.

Table 3: Recommended Dose Modifications for Pancreatitis and Elevation of Lipase

Asymptomatic Grade 1 or 2 elevation

X Consider interruption or dose reduction of Iclusig
of serum lipase

Occurrence at 45 mg:

e Interrupt Iclusig and resume at 30 mg after recovery to < Grade 1 (< 1.5 x
ULN)

Occurrence at 30 mg:

e Interrupt Iclusig and resume at 15 mg after recovery to < Grade 1

Occurrence at 15 mg:

e Discontinue Iclusig

Asymptomatic Grade 3 or 4 elevation
of lipase (> 2 x ULN¥*) or
asymptomatic radiologic pancreatitis
(Grade 2 pancreatitis)

Occurrence at 45 mg:

e Interrupt Iclusig and resume at 30 mg after complete resolution of
symptoms and after recovery of lipase elevation to < Grade 1

Occurrence at 30 mg:

e Interrupt Iclusig and resume at 15 mg after complete resolution of
symptoms and after recovery of lipase elevation to < Grade 1

Occurrence at 15 mg:

e Discontinue Iclusig

Symptomatic Grade 3 pancreatitis

Grade 4 pancreatitis Discontinue Iclusig

*ULN = Upper Limit of Normal for the lab

24 Dose Modification for Use With Strong CYP3A Inhibitors

The recommended dose should be reduced to 30 mg once daily when administering Iclusig with strong CYP3A inhibitors
[see Drug Interactions (7.1)].

2.5 Dose Modification for Use in Patients with Hepatic Impairment




The recommended starting dose is 30 mg once daily in patients with hepatic impairment (Child-Pugh A, B, or C) [see Use
in Specific Populations (8.6), and Clinical Pharmacology (12.3)].

3 DOSAGE FORMS AND STRENGTHS
15 mg, 30 mg and 45 mg round, white, film-coated tablets.

4 CONTRAINDICATIONS

None.

5 WARNINGS AND PRECAUTIONS
5.1 Vascular Occlusion

Arterial and venous thrombosis and occlusions, including fatal myocardial infarction, stroke, stenosis of large arterial
vessels of the brain, severe peripheral vascular disease, and the need for urgent revascularization procedures have occurred
in at least 27% of Iclusig-treated patients from the phase 1 and phase 2 trials. Iclusig can cause fatal and life-threatening
vascular occlusion within 2 weeks of starting treatment. Iclusig can also cause recurrent or multi-site vascular occlusion.

In the dose-escalation (phase 1) clinical trial, 49% (32/65) of patients with CML or Ph+ ALL developed vascular occlusive
events. The median time to onset of the first vascular occlusion event was 5 months. Iclusig can cause fatal and life-
threatening vascular occlusion in patients treated at dose levels as low as 15 mg per day.

Patients with and without cardiovascular risk factors, including patients age 50 years or younger, experienced these events.
Vascular occlusion adverse events were more frequent with increasing age and in patients with prior history of ischemia,
hypertension, diabetes, or hyperlipidemia (see Table 4).

Table 4: Vascular Occlusion Incidence in Iclusig-Treated Patients in Phase 2 Trial According to Risk Categories

Prior history of ischemia, hypertension, No history of ischemia, hypertension,
diabetes, or hyperlipidemia diabetes, or hyperlipidemia

. 18% 12%
Age: 49 or younger (6/33) (13/112)

. 339 18%
Age: 50 to 74 years (50/152) (21/114)
Age: 75 and older (14/25) (6/13)
All S o

age groups (70/210) (39/239)

24%

Total (110/449)

Arterial Occlusion and Thrombosis

Arterial occlusion and thrombosis occurred in at least 20% (92/449) of Iclusig-treated patients with some patients
experiencing events of more than one type. Patients have required revascularization procedures (cerebrovascular, coronary,
and peripheral arterial) due to vascular occlusion from Iclusig.

Cardiac vascular occlusion, including fatal and life-threatening myocardial infarction and coronary artery occlusion has
occurred in 12% (55/449) of Iclusig-treated patients. Patients have developed heart failure concurrent or subsequent to the
myocardial ischemic event.

Cerebrovascular occlusion, including fatal stroke, has occurred in 6% (27/449) of Iclusig-treated patients. Iclusig can cause
stenosis over multiple segments in major arterial vessels that supply the brain (e.g., carotid, vertebral, middle cerebral
artery).



Peripheral arterial occlusive events, including fatal mesenteric artery occlusion and life-threatening peripheral arterial
disease, have occurred in 8% (38/449) of Iclusig-treated patients. Patients have developed digital or distal extremity
necrosis and have required amputations. Renal artery stenosis, associated with worsening, labile or treatment-resistant
hypertension, has occurred in some Iclusig-treated patients [see Warnings and Precautions (5.4)].

Clinicians should consider whether the benefits of Iclusig treatment are expected to exceed the risks of therapy. In patients
suspected of developing arterial thrombotic events, interrupt or stop Iclusig. A benefit-risk consideration should guide a
decision to restart Iclusig therapy. [see Dosage and Administration (2.3)].

Venous Thromboembolism

Venous thromboembolic events occurred in 5% (23/449) of Iclusig-treated patients, including deep venous thrombosis (8
patients), pulmonary embolism (6 patients), superficial thrombophlebitis (3 patients), and retinal vein thrombosis (2
patients). Consider dose modification or discontinuation of Iclusig in patients who develop serious venous
thromboembolism /see Dosage and Administration (2.3)].

5.2 Heart Failure

Fatal and serious heart failure or left ventricular dysfunction occurred in 5% of Iclusig-treated patients (N =22). Eight
percent of patients (N= 35) experienced any grade of heart failure or left ventricular dysfunction. Monitor patients for signs
or symptoms consistent with heart failure and treat as clinically indicated, including interruption of Iclusig. Consider
discontinuation of Iclusig in patients who develop serious heart failure [see Dosage and Administration (2.3)].

5.3 Hepatotoxicity

Iclusig can cause hepatotoxicity, including liver failure and death. Fulminant hepatic failure leading to death occurred in an
Iclusig-treated patient within one week of starting Iclusig. Two additional fatal cases of acute liver failure also occurred.
The fatal cases occurred in patients with blast phase (BP) CML or Ph+ ALL. Severe hepatotoxicity occurred in all disease
cohorts.

The incidence of aspartate aminotransferase (AST) or alanine aminotransferase (ALT) elevation was 56% (all grades) and
8% (grade 3 or 4). Iclusig treatment may result in elevation in ALT, AST, or both. ALT or AST elevation was not
reversed by the date of last follow-up in 5% of patients.

Monitor liver function tests at baseline, then at least monthly or as clinically indicated. Interrupt, reduce or discontinue
Iclusig as clinically indicated [see Dosage and Administration (2.3)].

5.4 Hypertension

Treatment-emergent hypertension occurred in 67% of patients (300/449). Eight patients (2%) treated with Iclusig in clinical
trials experienced treatment-emergent symptomatic hypertension as a serious adverse reaction, including hypertensive
crisis. Patients may require urgent clinical intervention for hypertension associated with confusion, headache, chest pain, or
shortness of breath [see Adverse Reactions (6)]. In patients with baseline systolic BP<140 mm Hg and baseline diastolic
BP<90mm Hg, 78% (220/282) experienced treatment-emergent hypertension; 49% (139/282) developed Stage 1
hypertension (defined as systolic BP>140 mm Hg or diastolic BP>90 mm Hg) while 29% developed Stage 2 hypertension
(defined as systolic BP>160 mm Hg or diastolic BP>100 mm Hg). In 131 patients with Stage 1 hypertension at baseline,
61% (80/131) developed Stage 2 hypertension. Monitor and manage blood pressure elevations during Iclusig use and treat
hypertension to normalize blood pressure. Interrupt, dose reduce, or stop Iclusig if hypertension is not medically
controlled. In the event of significant worsening, labile or treatment-resistant hypertension, interrupt treatment and
consider evaluating for renal artery stenosis.

5.5 Pancreatitis

Clinical pancreatitis occurred in 6% (28/449) of patients (5% grade 3) treated with Iclusig. Pancreatitis resulted in
discontinuation or treatment interruption in 6% of patients (25/449). Twenty-two of the 28 cases of pancreatitis resolved
within 2 weeks with dose interruption or reduction. The incidence of treatment-emergent lipase elevation was 41%.

Check serum lipase every 2 weeks for the first 2 months and then monthly thereafter or as clinically indicated. Consider
additional serum lipase monitoring in patients with a history of pancreatitis or alcohol abuse. Dose interruption or reduction
may be required. In cases where lipase elevations are accompanied by abdominal symptoms, interrupt treatment with
Iclusig and evaluate patients for pancreatitis /see Dosage and Administration (2.3)]. Do not consider restarting Iclusig
until patients have complete resolution of symptoms and lipase levels are less than 1.5 x ULN.



5.6 Increased Toxicity in Newly Diagnosed Chronic Phase CML

In a prospective randomized clinical trial in the first line treatment of newly diagnosed patients with chronic phase (CP)
CML, single agent Iclusig 45 mg once-daily increased the risk of serious adverse reactions 2-fold compared to single agent
imatinib 400 mg once-daily. The median exposure to treatment was less than 6 months. The trial was halted for safety in
October 2013.

Arterial and venous thrombosis and occlusions occurred at least twice as frequently in the Iclusig arm compared to the
imatinib arm. Compared to imatinib-treated patients, Iclusig-treated patients exhibited a greater incidence of
myelosuppression, pancreatitis, hepatotoxicity, cardiac failure, hypertension, and skin and subcutaneous tissue disorders.
Iclusig is not indicated and is not recommended for the treatment of patients with newly diagnosed CP-CML.

5.7 Neuropathy

Peripheral and cranial neuropathy have occurred in Iclusig-treated patients. Overall, 13% (59/449) of Iclusig-treated
patients experienced a peripheral neuropathy event of any grade (2%, grade 3/4). In clinical trials, the most common
peripheral neuropathies reported were peripheral neuropathy (4%, 18/449), paresthesia (4%, 17/449), hypoesthesia (2%,
11/449), and hyperesthesia (1%, 5/449). Cranial neuropathy developed in 1% (6/449) of Iclusig-treated patients (<1% grade
3/4).

Of the patients who developed neuropathy, 31% (20/65) developed neuropathy during the first month of treatment. Monitor
patients for symptoms of neuropathy, such as hypoesthesia, hyperesthesia, paresthesia, discomfort, a burning sensation,
neuropathic pain or weakness. Consider interrupting Iclusig and evaluate if neuropathy is suspected.

5.8 Ocular Toxicity

Serious ocular toxicities leading to blindness or blurred vision have occurred in Iclusig-treated patients. Retinal toxicities
including macular edema, retinal vein occlusion, and retinal hemorrhage occurred in 3% of Iclusig-treated patients.
Conjunctival or corneal irritation, dry eye, or eye pain occurred in 13% of patients. Visual blurring occurred in 6% of
patients. Other ocular toxicities include cataracts, glaucoma, iritis, iridocyclitis, and ulcerative keratitis. Conduct
comprehensive eye exams at baseline and periodically during treatment [see Adverse Reactions (6)].

5.9 Hemorrhage

Serious bleeding events, including fatalities, occurred in 5% (22/449) of patients treated with Iclusig. Hemorrhage occurred
in 24% of patients. The incidence of serious bleeding events was higher in patients with AP-CML, BP-CML, and Ph+ ALL.
Cerebral hemorrhage and gastrointestinal hemorrhage were the most commonly reported serious bleeding events. Most
hemorrhagic events, but not all, occurred in patients with grade 4 thrombocytopenia [see Warnings and Precautions
(5.12)]. Interrupt Iclusig for serious or severe hemorrhage and evaluate [see Dosage and Administration (2.3)].

5.10 Fluid Retention

Fluid retention events judged as serious occurred in 3% (13/449) of patients treated with Iclusig. One instance of brain
edema was fatal. Serious fluid retention events in more than 1 patient included: pericardial effusion (6/449, 1%), pleural
effusion (5/449, 1%), and ascites (2/449, <1%).

In total, fluid retention occurred in 23% of the patients. The most common fluid retention events were peripheral edema
(16%), pleural effusion (7%), and pericardial effusion (3%).

Monitor patients for fluid retention and manage patients as clinically indicated. Interrupt, reduce, or discontinue Iclusig as
clinically indicated [see Dosage and Administration (2.3)].

5.11 Cardiac Arrhythmias

Symptomatic bradyarrhythmias that led to a requirement for pacemaker implantation occurred in 1% (3/449) of Iclusig-
treated patients. The cardiac rhythms (1 case each) identified were complete heart block, sick sinus syndrome, and atrial
fibrillation with bradycardia and pauses. Advise patients to report signs and symptoms suggestive of slow heart rate
(fainting, dizziness, or chest pain). Interrupt Iclusig and evaluate.

Supraventricular tachyarrhythmias occurred in 5% (25/449) of Iclusig-treated patients. Atrial fibrillation was the most
common supraventricular tachyarrhythmia and occurred in 20 patients. The other supraventricular tachyarrhythmias were
atrial flutter (4 patients), supraventricular tachycardia (4 patients), and atrial tachycardia (1 patient). For 13 patients, the
event led to hospitalization. Advise patients to report signs and symptoms of rapid heart rate (palpitations, dizziness).
Interrupt Iclusig and evaluate.



5.12 Myelosuppression

Severe (grade 3 or 4) myelosuppression occurred in 48% (215/449) of patients treated with Iclusig. The incidence of these
events was greater in patients with AP-CML, BP-CML, and Ph+ ALL than in patients with CP-CML. Obtain complete
blood counts every 2 weeks for the first 3 months and then monthly or as clinically indicated, and adjust the dose as
recommended [see Dosage and Administration (2.2)].

5.13 Tumor Lysis Syndrome

Two patients (<1%) treated with Iclusig developed serious tumor lysis syndrome. Both cases occurred in patients with
advanced CML. Hyperuricemia occurred in 7% (30/449) of patients; the majority had CP-CML (19 patients). Due to the
potential for tumor lysis syndrome in patients with advanced disease (AP-CML, BP-CML, or Ph+ ALL), ensure adequate
hydration and treat high uric acid levels prior to initiating therapy with Iclusig.

5.14 Compromised Wound Healing and Gastrointestinal Perforation

No formal studies of the effect of Iclusig on wound healing have been conducted. Based on the mechanism of action /see
Clinical Pharmacology (12.1)], Iclusig could compromise wound healing. Serious gastrointestinal perforation (fistula)
occurred in one patient 38 days post-cholecystectomy.

Interrupt Iclusig for at least 1 week prior to major surgery. The decision when to resume Iclusig after surgery should be
based on clinical judgment of adequate wound healing.

5.15 Embryo-Fetal Toxicity

Iclusig can cause fetal harm when administered to a pregnant woman based on its mechanism of action and findings in
animals. Ponatinib caused embryo-fetal toxicity in rats at exposures lower than human exposures at the recommended
human dose. If this drug is used during pregnancy, or if the patient becomes pregnant while taking this drug, the patient
should be apprised of the potential hazard to the fetus. Advise women to avoid pregnancy while taking Iclusig [see Use in
Specific Populations (8.1)].

6 ADVERSE REACTIONS

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

The following adverse reactions are discussed in greater detail in other sections of the prescribing information:

Vascular Occlusion [see Warnings and Precautions (5.1)]

Heart Failure /see Dosage and Administration (2.3) and Warnings and Precautions (5.2)]
Hepatotoxicity [see Dosage and Administration (2.3) and Warnings and Precautions (5.3)]
Hypertension [see Warnings and Precautions (5.4)]

Pancreatitis [see Dosage and Administration (2.3) and Warnings and Precautions (5.5)]
Increased Toxicity in Newly Diagnosed Chronic Phase CML [see Warnings and Precautions (5.6)]
Neuropathy [see Warnings and Precautions (5.7)]

Ocular Toxicity [see Warnings and Precautions (5.8)]

Hemorrhage [see Warnings and Precautions (5.9)]

Fluid Retention [see Warnings and Precautions (5.10)]

Cardiac Arrhythmias [see Warnings and Precautions (5.11)]

Myelosuppression [see Dosage and Administration (2.2) and Warnings and Precautions (5.12)]

Clinical Trial Experience

Previously Treated CML or Ph+ ALL

The adverse reactions described in this section were identified in a single-arm, open-label, international, multicenter trial in
449 patients with CML or Ph+ ALL whose disease was considered to be resistant or intolerant to prior tyrosine kinase
inhibitor (TKI) therapy including those with the BCR-ABL T315I mutation. All patients received a starting dose of 45 mg
Iclusig once daily. At the time of analysis, the median duration of treatment with Iclusig was 337 days in patients with CP-
CML, 362 days in patients with AP-CML, 89 days in patients with BP-CML, and 81 days in patients with Ph+ ALL. The
median dose intensity was 37 mg or 83% of the expected 45 mg dose. The events of arterial ischemia, cardiac failure, and
peripheral neuropathy reported in Tables 5 and 6 below include data from an additional 13 months of follow-up (median
duration of treatment CP-CML: 672 days, AP-CML: 590 days, BP-CML: 89 days, Ph+ ALL: 81 days).



Adverse reactions reported in more than 10% of all patients treated with Iclusig in this trial are presented in Table 5.

Overall, the most common non-hematologic adverse reactions (= 20%) were hypertension, rash, abdominal pain, fatigue,

headache, dry skin, constipation, arthralgia, nausea, and pyrexia.

The rates of treatment-emergent adverse events resulting in discontinuation were 13% in CP-CML, 11% in AP-CML, 15%
in BP-CML, and 9% in Ph+ ALL. The most common adverse events that led to treatment discontinuation were

thrombocytopenia (4%) and infections (1%).

Dose modifications (dose delays or dose reductions) due to adverse reactions occurred in 74% of the patients. The most
common adverse reactions (>5%) that led to dose modifications include thrombocytopenia (30%), neutropenia (13%),
lipase increased (12%), rash (11%), abdominal pain (11%), pancreatitis (6%), and ALT, AST, or GGT increased (6%).

Table 5: Adverse Reactions Occurring in >10% of Patients, Any Group

CP-CML AP-CML BP-CML Ph+ ALL
(N=270) (N=85) (N=62) (N=32)
Body System Any Grade Any Grade Any Grade Any Grade
Grade 3/4 Grade 3/4 Grade 3/4 Grade 3/4
(%) (%) (%) (%) (%) (%) (%) (%)
Cardiac or Vascular
disorders
Hypertension (a) 68 39 71 36 65 26 53 31
Arterial ischemia (b)* 20 11 19 9 10 5 3 0
Cardiac Failure (c)* 7 4 6 4 15 8 6 3
Gastrointestinal disorders
Abdominal pain (d) 49 10 40 8 34 6 44 6
Constipation 37 2 24 2 26 0 47 3
Nausea 23 1 27 0 32 2 22 0
Diarrhea 16 1 26 0 18 3 13 3
Vomiting 13 2 24 0 23 2 22 0
Oral mucositis (e) 10 1 15 1 23 0 9 3
GI hemorrhage (f) 2 <1 8 1 11 5 9 6
Blood and lymphatic
system disorders
Febrile neutropenia 1 <1 4 4 11 11 25 25
Infections and infestations
Sepsis 1 1 5 5 8 8 22 22
Pneumonia 3 2 11 9 13 11 9 3
Urinary tract infection 7 1 12 1 0 0 9 0
Upper respiratory tract 11 1 8 0 11 2 0 0
infection
Nasopharyngitis 9 0 12 0 3 0 3 0
Cellulitis 2 1 4 2 11 3 0 0
Nervous system disorders
Headache 39 3 28 0 31 3 25 0
Peripheral neuropathy (g)* 16 2 11 1 8 0 6 0
Dizziness 11 0 5 0 5 0 3 0
Respiratory, thoracic, and
mediastinal disorders
Pleural effusion 3 1 11 2 13 0 19 3
Cough 12 0 17 0 18 0 6 0
Dyspnea 11 2 15 2 21 7 6 0
Skin and subcutaneous
tissue disorders
Rash and related conditions 54 5 48 8 39 5 34 6
Dry skin 39 2 27 1 24 2 25 0
Musculoskeletal and
connective tissue disorders
Arthralgia 26 2 31 1 19 0 13 0
Myalgia 22 1 20 0 16 0 6 0




Table 5: Adverse Reactions Occurring in >10% of Patients, Any Group

CP-CML AP-CML BP-CML Ph+ ALL
(N=270) (N=85) (N=62) (N=32)
Pain in extremity 17 2 17 0 13 0 9 0
Back pain 15 1 11 2 16 2 13 0
Muscle spasms 12 0 5 0 5 0 13 0
Bone pain 12 <1 12 1 11 3 9 3
General disorders and
administration site
conditions
Fatigue or asthenia 39 3 36 6 35 5 31 3
Pyrexia 23 1 31 5 32 3 25 0
Edema, peripheral 13 <1 19 0 13 0 22 0
Pain 8 <1 7 0 16 3 6 3
Chills 7 0 11 0 13 2 9 0
Metabolism and nutrition
disorders
Decreased appetite 8 <1 12 1 8 0 31 0
Investigations
Weight decreased 6 <1 7 0 5 0 13 0
Psychiatric disorders
Insomnia 7 0 12 0 8 0 9 0

Adverse drug reactions, reported using MedDRA and graded using NCI-CTC-AE v 4.0 (NCI Common Terminology Criteria for Adverse
Events) for assessment of toxicity.

Treatment-emergent, all causality events

(a) derived from blood pressure (BP) measurement recorded monthly while on trial

(b) includes cardiovascular, cerebrovascular, and peripheral vascular ischemia

(c) includes cardiac failure, cardiac failure congestive, cardiogenic shock, cardiopulmonary failure, ejection fraction decreased,
pulmonary edema, right ventricular failure

(d) includes abdominal pain, abdominal pain upper, abdominal pain lower, abdominal discomfort

(e) includes aphthous stomatitis, lip blister, mouth ulceration, oral mucosal eruption, oral pain, oropharyngeal pain, pharyngeal
ulceration, stomatitis, tongue ulceration

(f) includes gastric hemorrhage, gastric ulcer hemorrhage, hemorrhagic gastritis, gastrointestinal hemorrhage, hematemesis,
hematochezia, hemorrhoidal hemorrhage, intra-abdominal hemorrhage, melena, rectal hemorrhage, and upper gastrointestinal
hemorrhage

(g) includes burning sensation, skin burning sensation, hyperesthesia, hypoesthesia, neuralgia, neuropathy peripheral, paresthesia,
peripheral sensorimotor neuropathy, peripheral motor neuropathy, peripheral sensory neuropathy, polyneuropathy

* represents an additional 13 months of follow-up

Table 6: Serious Adverse Reactions (SAR)

N (%)
Cardiovascular disorders
Arterial ischemic event* 53 (11.8%)
Cardiovascular 28 (6.2%)
Cerebrovascular 18 (4.0%)
Peripheral vascular 16 (3.6%)
Hemorrhage 22 (4.9%)
CNS hemorrhage 10 (2.2%)
Gastrointestinal hemorrhage 10 (2.2%)
Cardiac failure* 22 (4.9%)
Effusions(a) 13 (2.9%)
Atrial fibrillation 11 (2.4%)
Venous thromboembolism 10 (2.2%)
Hypertension 8 (1.8%)
Gastrointestinal disorders
Pancreatitis 23 (5.1%)
Abdominal pain 17 (3.8%)
Blood and lymphatic system disorders
Febrile neutropenia 13 (2.9%)
Thrombocytopenia 13 (2.9%)




Anemia 12 (2.7%)
Infections

Pneumonia 24 (5.3%)

Sepsis 11 (2.4%)
General

Pyrexia 14 (3.1%)

(a) includes pericardial effusion, pleural effusion, and ascites
* represents an additional 13 months of follow-up

Laboratory Abnormalities

Myelosuppression was commonly reported in all patient populations. The frequency of grade 3 or 4 thrombocytopenia,
neutropenia, and anemia was higher in patients with AP-CML, BP-CML, and Ph+ ALL than in patients with CP-CML (see
Table 7).

Table 7: Incidence of Clinically Relevant Grade 3/4* Hematologic Abnormalities

CP-CML AP-CML BP-CML Ph+ ALL
Laboratory Test (N=270) (N=85) (N=62) (N=32)
(%) (%) (%) (%)

Hematology

Thrombocytopenia (platelet count 36 47 57 47

decreased)

Neutropenia (ANC decreased) 24 51 55 63

Leukopenia (WBC decreased) 14 35 53 63

Anemia (Hgb decreased) 9 26 55 34

Lymphopenia 10 26 37 22

ANC=absolute neutrophil count, Hgb=hemoglobin, WBC=white blood cell count
*Reported using NCI-CTC-AE v 4.0

Table 8: Incidence of Clinically Relevant Non-Hematologic Laboratory Abnormalities

Safety Population
N=449
Laboratory Test Any Grade* CTCAE Grade 3/4
(%) (%)

Liver function tests

ALT increased 53 8

AST increased 41 4

Alkaline phosphatase increased 37 2

Albumin decreased 28 1

Bilirubin increased 19 1
Pancreatic enzymes

Lipase increased 41 15

Amylase increased 3 <1
Chemistry

Glucose increased 58 6

Phosphorus decreased 57 8

Calcium decreased 52 1

Sodium decreased 29 5

Glucose decreased 24 0

Potassium decreased 16 2

Potassium increased 15 2

Sodium increased 10 <1

Bicarbonate decreased 11 <1

Creatinine increased 7 <1

Calcium increased 5 0




Safety Population
N=449
Laboratory Test Any Grade* CTCAE Grade 3/4
(%) (%)
Triglycerides increased 3 <1

AL T=alanine aminotransferase, AST=aspartate aminotransferase.
*Graded using NCI-CTC-AE v 4.0

7 DRUG INTERACTIONS

Based on in vitro studies, ponatinib is a substrate of CYP3A and to a lesser extent CYP2C8 and CYP2D6. Ponatinib also
inhibits the P-glycoprotein (P-gp), ATP-binding cassette G2 (ABCG?2) [also known as BCRP], and bile salt export pump
(BSEP) transporter systems in vitro [see Clinical Pharmacology (12.3)].

7.1 Drugs That Are Strong Inhibitors of CYP3A Enzymes

In a drug interaction study in healthy volunteers, co-administration of Iclusig with ketoconazole increased plasma ponatinib
AUC s and Cypx by 78% and 47%, respectively [see Clinical Pharmacology (12.3)]. When administering Iclusig with
strong CYP3A inhibitors (e.g., boceprevir, clarithromycin, conivaptan, grapefruit juice, indinavir, itraconazole,
ketoconazole, lopinavir/ritonavir, nefazodone, nelfinavir, posaconazole, ritonavir, saquinavir, telaprevir, telithromycin,
voriconazole), the recommended starting dose should be reduced /see Dosage and Administration (2.4)]. Patients taking
concomitant strong CYP3A inhibitors may be at increased risk for adverse reactions [see Clinical Pharmacology (12.3)].

7.2 Drugs That Are Strong Inducers of CYP3A Enzymes

Coadministration of strong CYP3A inducers (e.g., carbamazepine, phenytoin, rifampin, and St. John’s Wort) with Iclusig
should be avoided unless the benefit outweighs the risk of decreased ponatinib exposure. Monitor patients for reduced
efficacy. Selection of concomitant medication with no or minimal CYP3A induction potential is recommended. In a drug
interaction study in healthy volunteers, co-administration of Iclusig following multiple doses of rifampin resulted in
decreased ponatinib AUC,rand C,., values by 62% and 42%, respectively [see Clinical Pharmacology (12.3)].

7.3 Drugs That Elevate Gastric pH

Iclusig may be co-administered with gastric pH-elevating medications. In a drug interaction study in healthy volunteers, co-
administration of Iclusig following multiple doses of lansoprazole resulted in a minimal (6%) decrease in ponatinib
exposure. [see Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy
Pregnancy Category D
Risk Summary

Based on its mechanism of action and findings in animals, Iclusig can cause fetal harm when administered to a pregnant
woman. There are no adequate and well-controlled studies with Iclusig in pregnant women. Advise women to avoid
becoming pregnant while taking Iclusig. If this drug is used during pregnancy, or if the patient becomes pregnant while
taking this drug, the patient should be apprised of the potential hazard to a fetus.

Animal Data

Ponatinib was studied for effects on embryo-fetal development in pregnant rats given oral doses of 0.3, 1, and 3 mg/kg/day
during organogenesis. At the maternally toxic dose of 3 mg/kg/day (equivalent to the AUC in patients receiving the
recommended dose of 45 mg/day), ponatinib caused embryo-fetal toxicity as shown by increased resorptions, reduced body
weight, external alterations, multiple soft tissue and skeletal alterations, and reduced ossification. Embryo-fetal toxicities
also were observed at 1 mg/kg/day (approximately 24% the AUC in patients receiving the recommended dose) and
involved multiple fetal soft tissue and skeletal alterations, including reduced ossification.




8.3 Nursing Mothers

It is unknown whether ponatinib is excreted in human milk. Because many drugs are excreted in human milk and because
of the potential for serious adverse reactions in nursing infants from ponatinib, a decision should be made whether to
discontinue nursing or to discontinue Iclusig, taking into account the importance of the drug to the mother.

8.4 Pediatric Use

The safety and efficacy of Iclusig in patients less than 18 years of age have not been established.

8.5 Geriatric Use

One hundred and fifty-five of 449 patients (35%) in the clinical trial of Iclusig were 65 years of age and over. In patients
with CP-CML, patients of age > 65 years had a lower major cytogenetic response rate (38%) as compared with patients

< 65 years of age (64%). In patients with AP-CML, BP-CML, and Ph+ ALL, patients of age > 65 years had a higher major
hematologic response rate (47%) as compared with patients < 65 years of age (40%). Forty-six percent of patients > 65
years had vascular occlusion events. Patients of age > 65 years are more likely to experience adverse reactions including
vascular occlusion, decreased platelet count, peripheral edema, increased lipase, dyspnea, asthenia, muscle spasms, and
decreased appetite. In general, dose selection for an elderly patient should be cautious, reflecting the greater frequency of
decreased hepatic, renal, or cardiac function, and of concomitant disease or other drug therapy.

8.6 Hepatic Impairment

Administer Iclusig at a dose of 30 mg once daily in patients with hepatic impairment (Child-Pugh A, B, or C). [see Dosage
and Administration (2.5) and Clinical Pharmacology (12.3)].

In a single-dose (30 mg) pharmacokinetic (PK) study; compared to subjects with normal liver function, no major
differences in ponatinib PK were observed in subjects with hepatic impairment (Child-Pugh A, B, or C). However, there
was an increased overall incidence of adverse reactions (e.g., gastrointestinal disorders, including a case of severe
pancreatitis) in the subjects with hepatic impairment following the single 30 mg dose compared to subjects with normal
liver function. The safety of multiple ponatinib doses, or doses higher than 30 mg have not been studied in patients with
hepatic impairment.

8.7 Renal Impairment

Iclusig has not been studied in patients with renal impairment. Although renal excretion is not a major route of ponatinib
elimination, the potential for moderate or severe renal impairment to affect hepatic elimination has not been determined
[see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

Overdoses with Iclusig were reported in clinical trials. One patient was accidentally administered the entire contents of a
bottle of study medication via nasogastric tube. The investigator estimated that the patient received 540 mg of Iclusig.

Two hours after the overdose, the patient had an uncorrected QT interval of 520 ms. Subsequent ECGs showed normal
sinus rhythm with uncorrected QT intervals of 480 and 400 ms. The patient died 9 days after the overdose from pneumonia
and sepsis. Another patient accidentally self-administered 165 mg on cycle 1 day 2. The patient experienced fatigue and
non-cardiac chest pain on day 3. Multiple doses of 90 mg per day for 12 days in a patient resulted in pneumonia, systemic
inflammatory response, atrial fibrillation, and a moderate pericardial effusion.

In the event of an overdose of Iclusig, stop Iclusig, observe the patient and provide appropriate supportive treatment.



11 DESCRIPTION

Iclusig (ponatinib) is a kinase inhibitor. The chemical name for ponatinib hydrochloride is 3-(imidazo[1,2-b]pyridazin-3-
ylethynyl)-4-methyl-N-{4-[(4-methylpiperazin-1-yl)methyl]-3-(trifluoromethyl)phenyl} benzamide hydrochloride. The
molecular formula is C,yHygCIF;NgO which corresponds to a formula weight of 569.02 g/mol. Its structure is shown below:

Ponatinib HCl is an off-white to yellow powder with pKa of 2.77 and 7.8. The solubility of ponatinib in pH 1.7, 2.7, and
7.5 buffers is 7790 mcg/ml, 3.44 mcg/ml, and 0.16 mcg/ml, respectively, indicating a decrease in solubility with increasing
pH. Iclusig tablets are available as white, round, film-coated tablets for oral administration. Each tablet contains ponatinib
hydrochloride equivalent to 15, 30 or 45 mg ponatinib with the following inactive ingredients: lactose monohydrate,
microcrystalline cellulose, sodium starch glycolate (type B), colloidal silicon dioxide, magnesium stearate and a tablet
coating. The tablet coating consists of talc, polyethylene glycol, polyvinyl alcohol, and titanium dioxide.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Ponatinib is a kinase inhibitor. Ponatinib inhibited the in vitro tyrosine kinase activity of ABL and T3151 mutant ABL with
1Csy concentrations of 0.4 and 2.0 nM, respectively. Ponatinib inhibited the in vitro activity of additional kinases with I1Csq
concentrations between 0.1 and 20 nM, including members of the VEGFR, PDGFR, FGFR, EPH receptors and SRC
families of kinases, and KIT, RET, TIE2, and FLT3. Ponatinib inhibited the in vitro viability of cells expressing native or
mutant BCR-ABL, including T3151. In mice, treatment with ponatinib reduced the size of tumors expressing native or
T3151 mutant BCR-ABL when compared to controls.

12.2 Pharmacodynamics

In a cell-based assay, ponatinib concentrations of 20 nM (10.65 ng/mL) were sufficient to suppress most BCR-ABL mutant
clones. However, ponatinib concentrations of 40 nM (21.3 ng/mL) were required to suppress T315] mutants. The median
and range of steady-state C,,,, and trough (C,;,) concentrations of ponatinib following 29 days of once-daily dosing of 15
mg, 30 mg and 45 mg are listed in Table 9.

Table 9: Median, Maximum, and Minimum Ponatinib Exposure at Steady-State by Dose Group: PK Evaluable

Population
Dose Median C,,,, (Range) | Median C,;, (Range)
(nM) (nM)
15 mg QD (n = 8) 49 (23 —105) 28 (11 —68)
30mg QD (n=19) 125 (67 —178) 54 (41 — 89)
45mg QD (n=21) 161 (64 —336) 67 (22 - 137)

Concentrations of ponatinib shown in cell-based assays to suppress unmutated BCR-ABL and most mutant BCR-ABL
clones may be achieved at once daily dosing of 15 mg or 30 mg.

The dose intensity-safety relationship indicated that there are significant increases in grade > 3 adverse events
(hypertension, thrombocytopenia, pancreatitis, neutropenia, rash, ALT increase, AST increase, lipase increase,
myelosuppression) over the dose range of 15 to 45 mg once-daily.

In vitro, there was no significant inhibition of platelet aggregation with ponatinib at concentrations seen clinically and up to
0.7 pg/mL (1.23 pM).

Cardiac Electrophysiology

A QT assessment was performed in 39 patients with cancer who received 30 mg, 45 mg, or 60 mg Iclusig once daily. No
large changes in the mean QTec interval (i.e., > 20 msec) from baseline were detected in the study. However, a small



increase in the mean QTc interval (i.e., < 10 msec) cannot be excluded because of study design limitations. In a phase 3
trial comparing ponatinib with imatinib, the mean change from baseline to worst QTcF value in ponatinib-treated patients
(n=124) was < 10 msec.

12.3 Pharmacokinetics

The geometric mean (CV%) C,,ax and AUC(,.,) of Iclusig 45 mg daily at presumed steady state in patients with advanced
hematologic malignancies were 73 ng/mL (74%) and 1253 ngehr/mL (73%), respectively. Ponatinib administered as an
investigational capsule formulation to patients with cancer exhibited approximately dose proportional increases in both Cy,x
and AUC over the dose range of 15 to 60 mg. A dose intensity safety analysis showed a significant increase in grade 3 or
higher adverse reactions (i.e., thrombocytopenia, neutropenia, rash, ALT elevation, AST elevation, pancreatitis, and lipase
elevation) with an increase in dose intensity.

Absorption

The absolute bioavailability of ponatinib is unknown. Peak concentrations of ponatinib are observed within 6 hours after
Iclusig oral administration. Following ingestion of either a high-fat or low-fat meal by 22 healthy volunteers, plasma
ponatinib exposures (AUC and C,,,x) were not different when compared to fasting conditions.

Distribution

Ponatinib is greater than 99% bound to plasma proteins in vitro. There was no plasma protein binding displacement of
ponatinib (145 nM) in vitro by other highly protein bound medications (ibuprofen, nifedipine, propranolol, salicylic acid,
and warfarin). The geometric mean (CV%) apparent steady state volume of distribution is 1223 liters (102%) following oral
administration of Iclusig 45 mg once daily for 28 days in patients with cancer. Ponatinib is a weak substrate for both P-gp
and ABCQG?2 in vitro. Ponatinib is not a substrate for organic anion transporting polypeptides (OATP1B1, OATP1B3) and
organic cation transporter 1 (OCT1) in vitro.

Metabolism

At least 64% of a ponatinib dose undergoes phase I and phase II metabolism. CYP3A4 and to a lesser extent CYP2CS,
CYP2D6 and CYP3AS are involved in the phase I metabolism of ponatinib in vitro. Ponatinib is also metabolized by
esterases and/or amidases.

Elimination

The geometric mean (range) terminal elimination half-life of ponatinib was approximately 24 (12 to 66) hours following
Iclusig 45 mg oral administration once daily for 28 days in patients with cancer. Exposure increased by approximately 90%
(median) [range: 20% to 440%] between the first dose and presumed steady state. Ponatinib is mainly eliminated via feces.
Following a single oral dose of ['*C]-labeled ponatinib, approximately 87% of the radioactive dose is recovered in the feces
and approximately 5% in the urine.

Drug Interactions
Coadministration of Ponatinib and CYP3A Inhibitors

Coadministration of a single 15 mg oral dose of ponatinib in the presence of ketoconazole (400 mg daily), a strong CYP3A
inhibitor, to 22 healthy volunteers, increased the AUC .,y and C,,,x of ponatinib by 78% and 47%, respectively, when
compared to administration of ponatinib alone /see Drug Interactions (7.1)].

Coadministration of Ponatinib and CYP3A Inducers

Co-administration of a single 45 mg dose of ponatinib in the presence of rifampin (600 mg daily), a strong CYP3A inducer,
to 19 healthy volunteers, decreased the AUC.;,r and C,,, of ponatinib by 62% and 42%, respectively, when compared to
administration of ponatinib alone [see Drug Interactions (7.2)].

Coadministration With Other CYP Substrates

In vitro studies indicate that ponatinib does not inhibit the metabolism of substrates for CYP1A2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP3A, or CYP2D6 and does not induce the metabolism of substrates for CYP1A2, CYP2B6, or
CYP3A.

Coadministration With Substrates of Transporters
In vitro, ponatinib is an inhibitor of P-gp and ABCG2, and BSEP.

In vitro, ponatinib did not inhibit the human organic anion transporting polypeptides OATP1B1 or OATP1B3, or the
organic cation transporters OCT1, OCT2, OAT1, and OATS3.

Coadministration of Ponatinib and Gastric pH elevating Medications



The aqueous solubility of ponatinib is pH dependent, with higher pH resulting in lower solubility /see Description (11)].
Co-administration of a single 45 mg dose of ponatinib in the presence of lansoprazole (60 mg daily), a proton pump
inhibitor, to 18 healthy volunteers decreased the AUC_ ;s and C,,,x of ponatinib by 6% and 25%, respectively, when
compared to administration of ponatinib alone [see Drug Interactions (7.3)].

Pharmacokinetics in Specific Populations

Hepatic Impairment

A single 30 mg oral dose of ponatinib was administered to subjects with normal liver function (N=8) and to subjects with
mild [Child-Pugh A (N=6)], moderate [Child-Pugh B (N=6)], and severe [Child-Pugh C (N=4)] hepatic impairment.
Compared to subjects with normal liver function, there was no trend of increased ponatinib exposure in subjects with
hepatic impairment. There was an increased incidence of adverse reactions in patients with hepatic impairment compared to
subjects with normal liver function [see Dosage and Administration (2.5) and Use in Specific Populations (8.6)].

Renal Impairment

Iclusig has not been studied in patients with renal impairment. Although renal excretion is not a major route of ponatinib
elimination, the potential for moderate or severe renal impairment to affect hepatic elimination has not been determined
[see Use in Specific Populations (8.7)].

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenicity studies have not been performed with ponatinib.

Ponatinib was not mutagenic in a bacterial mutagenesis (Ames) assay, was not clastogenic in a chromosome aberration
assay in human lymphocytes, nor was it clastogenic in an in vivo mouse micronucleus assay at oral doses up to 2000 mg/kg.

Ponatinib may impair male and female fertility. Fertility studies using ponatinib were not conducted. However, ponatinib
effects on male and female reproductive organs observed during general toxicology studies included degeneration of
epithelium of the testes in rats and monkeys and follicular atresia in the monkey ovary with associated endometrial atrophy.
Effects seen in rats were at exposures approximating the AUC in patients receiving the recommended dose of 45 mg/day
and in monkeys were approximately 4 times the AUC in patients.

14 CLINICAL STUDIES

The safety and efficacy of Iclusig in patients with CML and Ph+ ALL whose disease was considered to be resistant or
intolerant to prior tyrosine kinase inhibitor (TKI) therapy were evaluated in a single-arm, open-label, international,
multicenter trial. Efficacy results described below should be interpreted within the context of updated safety information
[see Boxed Warning, Dosage and Administration (2.1), and Warnings and Precautions (5.1, 5.2)]

All patients were administered a starting dose of 45 mg of Iclusig once daily. Patients were assigned to one of six cohorts
based on disease phase (chronic phase CML [CP-CML]; accelerated phase CML [AP-CML]; or blast phase CML
/Philadelphia-positive acute lymphoblastic leukemia [BP-CML/Ph+ ALL]), resistance or intolerance (R/T) to prior TKI
therapy, and the presence of the T315I mutation.

Resistance in CP-CML while on prior TKI therapy, was defined as failure to achieve either a complete hematologic
response (by 3 months), a minor cytogenetic response (by 6 months), or a major cytogenetic response (by 12 months).
Patients with CP-CML who experienced a loss of response or development of a kinase domain mutation in the absence of a
complete cytogenetic response or progression to AP-CML or BP-CML at any time on prior TKI therapy were also
considered resistant. Resistance in AP-CML, BP-CML, and Ph+ ALL was defined as failure to achieve either a major
hematologic response (by 3 months in AP-CML, and by 1 month in BP-CML and Ph+ ALL), loss of major hematologic
response (at any time), or development of a kinase domain mutation in the absence of a complete major hematologic
response while on prior TKI therapy.

Intolerance was defined as the discontinuation of prior TKI therapy due to toxicities despite optimal management in the
absence of a complete cytogenetic response in patients with CP-CML or major hematologic response for patients with AP-
CML, BP-CML, or Ph+ ALL.

The primary efficacy endpoint in CP-CML was major cytogenetic response (MCyR), which included complete and partial
cytogenetic responses (CCyR and PCyR). The primary efficacy endpoint in AP-CML, BP-CML, and Ph+ ALL was major



hematologic response (MaHR), defined as either a complete hematologic response (CHR) or no evidence of leukemia
(NEL).

The trial enrolled 449 patients, of which 444 were eligible for efficacy analysis: 267 patients with CP-CML (R/I Cohort:
n=203, T315I: n=64), 83 patients with AP-CML, 62 patients with BP-CML, and 32 patients with Ph+ ALL. Five patients
were not eligible for efficacy analysis due to lack of confirmation of T3 151 mutation status, and these patients had not
received prior dasatinib or nilotinib.

At the time of analysis, the median follow-up was 10 months (minimum of 6 months of follow-up for all ongoing patients).
Baseline demographic characteristics are described in Table 10.

Table 10: Demographic and Disease Characteristics

Patient Characteristics at Entry Efficacy_Populatlon
N=444
Age
Median, years (range) | 59 (18 to 94)
Gender, n (%)
Male | 236 (53%)
Race, n (%)
Asian 57 (13%)
Black or African American 25 (6%)
White 349 (79%)
Other 13 (3%)
ECOG Performance Status, n (%)
ECOG=0 or 1 409 (92%)
Disease History
Median time from diagnosis to first dose, years (range) 6.1 (0.3 to 28.5)
Resistant to Prior TKI Therapy, n (%) 374 (88%)
Presence of one or more BCR-ABL kinase domain mutations*® 244 (55%)
Prior TKI therapy— number of prior approved TKIs, n (%)
1 29 (7%)
2 166 (37%)
>3 249 (56%)

*Of the patients with one or more BCR-ABL kinase domain mutations detected at entry, 37 unique mutations were
detected.

At the time of analysis, the median duration of Iclusig treatment was 281 days in patients with CP-CML, 286 days in
patients with AP-CML, 89 days in patients with BP-CML, and 81 days in patients with Ph+ ALL. Efficacy results are
summarized in Table 11, and Table 12.

Table 11: Efficacy of Iclusig in Patients With Resistant or Intolerant Chronic Phase CML

Cohort
Overall R/I T3151
(N=267) Cohort Cohort
(N=203) (N=64)
Cytogenetic Response
Major* (MCyR)
% 54% 49% 70%
(95% CI) (48,60) (42,56) (58,81)
Complete (CCyR)
% 44% 37% 66%
(95% CI) (38,50) (31,44) (53,77)

? Primary endpoint for CP-CML Cohorts was MCyR, which combines both complete (no detectable Ph+ cells) and partial (1% to 35%
Ph+ cells in at least 20 metaphases) cytogenetic responses.

In patients with CP-CML patients who achieved MCyR, the median time to MCyR was 84 days (range: 49 to 334 days). At
the time of analysis, the median durations of MCyR had not yet been reached.

Table 12: Efficacy of Iclusig in Patients With Resistant or Intolerant Advanced Disease
(includes R/I and T315I cohorts)




AP-CML BP-CML Ph+ ALL
Overall Overall Overall
(N=83) (N=62) (N=32)
Hematologic Response
Major® (MaHR)
% 52% 31% 41%
(95% CI) (41,63) (20,44) (24,59)
Complete” (CHR)
% 47% 21% 34%
(95% CI) (33,55) (12,33) (19,53)

? Primary endpoint for patients with AP-CML, BP-CML, and Ph+ ALL was MaHR, which combines complete hematologic responses
and no evidence of leukemia.

® CHR: WBC < institutional ULN, ANC >1000/mm?’, platelets >100,000/mm?, no blasts or promyelocytes in peripheral blood, bone
marrow blasts <5%, <5% myelocytes plus metamyelocytes in peripheral blood, basophils <5% in peripheral blood, No extramedullary
involvement (including no hepatomegaly or splenomegaly).

The median time to MaHR in patients with AP-CML, BP-CML, and Ph+ ALL was 21 days (range: 12 to 176 days), 29
days (range 12 to 113 days), and 20 days (range: 11 to 168 days), respectively. The median duration of MaHR for patients
with AP-CML, BP-CML, and Ph+ ALL was 9.5 months (range: 1.1 to 17.7 months), 4.7 months (range: 1.8 to 14.1+
months), and 3.2 months (range: 1.8 to 8.8+ months), respectively.

16 HOW SUPPLIED/STORAGE AND HANDLING

Iclusig tablets are available in the following configurations:

Strength NDC Number Description Presentation

30 tablets in a wide-mouth white high density
76189-535-30 polyethylene (HDPE) bottle with child resistant

. closures that incorporate an induction heat seal liner
round, white, film-

coated tablets with 60 tablets in a wide-mouth white high density

15 mg 76189-535-60 debossed “A5” on one | polyethylene (HDPE) bottle with child resistant
side and plain on the closures that incorporate an induction heat seal liner
other side

180 tablets in a wide-mouth white high density
76189-535-80 polyethylene (HDPE) bottle with child resistant
closures that incorporate an induction heat seal liner

round, white, film-

coated tablets with 30 tablets in a wide-mouth white high density
30 mg 76189-533-30 debossed “C7” on one | polyethylene (HDPE) bottle with child resistant
side and plain on the closures that incorporate an induction heat seal liner
other side
30 tablets in a wide-mouth white high density
76189-534-30 round, white, film- polyethylene (HDPE) bottle with child resistant
coated tablets with closures that incorporate an induction heat seal liner
45 mg debossed “AP4” on
one side and plain on | 90 tablets in a wide-mouth white high density
76189-534-90 the other side polyethylene (HDPE) bottle with child resistant

closures that incorporate an induction heat seal liner

Iclusig tablets should be stored at 20° to 25°C (68° to 77°F); excursions permitted to 15° to 30° C (59° to 86° F) [see USP
Controlled Room Temperature]. Keep away from children.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-Approved patient labeling (Medication Guide).
Advise patients of the following and provide a copy of the Medication Guide:




Vascular Occlusions

Inform patients that serious arterial thromboses (including arterial stenosis sometimes requiring revascularization) and
venous thromboembolism events have occurred. Advise patients to immediately contact their health care provider with any
symptoms suggestive of a blood clot such as chest pain, shortness of breath, weakness on one side of the body, speech
problems, leg pain, or leg swelling [see Warnings and Precautions (5.1)].

Heart Failure and Cardiac Arrhythmias

Inform patients of the possibility of heart failure, and abnormally slow or fast heart rates. Advise patients to contact their
health care provider if they experience symptoms such as shortness of breath, chest pain, palpitations, dizziness, or fainting
[see Warnings and Precautions (5.2, 5.11)].

Hepatotoxicity

Inform patients of the possibility of developing liver function abnormalities and serious hepatic toxicity. Advise patients to
immediately contact their health care provider if signs of liver failure occur, including jaundice, anorexia, bleeding or
bruising [see Warnings and Precautions (5.3)].

Hypertension

Inform patients of the possibility of new or worsening of existing hypertension. Advise patients to contact their health care
provider for elevated blood pressure or if symptoms of hypertension occur including headache, dizziness, chest pain, or
shortness of breath [see Warnings and Precautions (5.4)].

Pancreatitis

Inform patients of the possibility of developing pancreatitis that may be accompanied by nausea, vomiting, abdominal pain,
or abdominal discomfort, and to promptly report these symptoms /see Warnings and Precautions (5.5)].

Neuropathy

Inform patients of the possibility of developing peripheral or cranial neuropathy while being treated with Iclusig. Advise
patients to report symptoms of neuropathy, such as hypoesthesia, hyperesthesia, paresthesia, discomfort, a burning
sensation, neuropathic pain, or weakness [see Warnings and Precautions (5.7)].

Ocular Toxicity

Inform patients of the possibility of ocular toxicity while being treated with Iclusig. Advise patients to report symptoms of
ocular toxicity, such as blurred vision, dry eye, or eye pain [see Warnings and Precautions (5.8)].

Hemorrhage

Inform patients of the possibility of serious bleeding and to immediately contact their health care provider with any signs or
symptoms suggestive of hemorrhage such as unusual bleeding or easy bruising [see Warnings and Precautions (5.9)].

Fluid Retention

Inform patients of the possibility of developing fluid retention and to contact their health care provider for symptoms such
as leg swelling, abdominal swelling, weight gain, or shortness of breath [see Warnings and Precautions (5.10)].

Myelosuppression

Inform patients of the possibility of developing low blood cell counts; inform patients to report immediately should fever
develop, particularly in association with any suggestion of infection [see Warnings and Precautions (5.12)].

Compromised Wound Healing and Gastrointestinal Perforation

Advise patients to inform their health care provider if they plan to undergo a surgical procedure or had recent surgery /see
Warnings and Precautions (5.14)].

Inform patients that cases of gastrointestinal perforation have been reported /see Warnings and Precautions (5.14)].



Embryo-Fetal Toxicity

Inform patients that Iclusig can cause fetal harm when administered to a pregnant woman. Advise women of the potential
hazard to a fetus and to avoid becoming pregnant [see Warnings and Precautions (5.15) and Use in Specific Populations

8.1)].

Instructions for Taking Iclusig

Advise patients to take Iclusig exactly as prescribed and not to change their dose or to stop taking Iclusig unless they are
told to do so by their health care provider. Iclusig may be taken with or without food. Iclusig tablets should be swallowed
whole. Patients should not crush or dissolve the tablets.

Patients should not take two doses at the same time to make up for a missed dose.

Lactose

Inform patients that Iclusig contains 121 mg of lactose monohydrate in a 45 mg daily dose.

Manufactured for:

ARIAD Pharmaceuticals, Inc.
26 Landsdowne Street
Cambridge, MA 02139-4234
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Nz, oo pE, Akt (BP) @ CML H3#H XX Ph+ ALL BE ThH-o 7=, &FEEDarR— |k
THEEDOHEMENSEI LT,

TANRGEUEET I ) hF A7 25— (AST) #EIMXEIT5=v73I /) 727 x5—F (ALT)
BIMOREBRIL, 56% (27 L—FK) KR 8% (/'L —K3XiE4) Thol, Iclusig DFGIZL Y, ALT,
AST, IZ DM GRS 085D, BED 5%T, IBEFHEOEKKH £ TIZ ALT X% AST DN
VEIEE Lo 7,

Be 5 BtART, ZH LT D7 E B A 1 ELLE, TR EOXLEIZE T, FSEREEZBIZET5 2
Lo FRIR EOMBNZIS T, Ielusig OG-, s, XIWikd52 & [k - A 23) 2H .

5.4 & I E

EIEE, BED 67% (300/449 f5]) TIRERIEE 5T ORI L7z, KRR TIL, Iclusig 285 L7258
Bl (2%) |, JRBREEE G T CIEMEESME (GiEs V—8x2Ete) NEBRENENE L TRILE,
BETL, UHYE, MM, SUXEBYINZED BMENE CEAE, BRECHEERENMADLEICRDIZENDD
[AITER (6) 2] o ~—A T A CREOIGHEHIMAE (BP) 7235 140 mm Hg Kiifi L ON— A F A U IREOHLHRE



I E2S 90 mm Hg RiOBED H 5, 78% (220282 i) ([ZIRBRMKE T TRl EN I Lz, 49%
(139/282 fil) (ZAT— | OFEME UCHFEHME 140 mm Hg DL EXIIPEEIME 90 mm Hg BL L & E
) BRIz, 29%IC AT — U 2 OEiE (GHESHILE 160 mm Hg PA X35 fE 100 mm Hg LAk
ETEFR) BRI, N—=ATA VHICAT—Y | OEIMERED bz 131 fld, 61% (80/131 ) (2
AT — 2 OEIMJENRFEE LT, Iclusig OFGHIM L, E A OB L EHEZITY, mENRD 5
NG ETEREL, MEXEF(SE2, EMFKECL > TEEL 2 Fr— L TERVWEAIE,
Iclusig D52 iy, i, TP IET 52 &, @mlEOZFE LWE(L, RZLE ST SO O &
MERRD HNTZGEIE, 1ERA RN L, BHIREAEOTMI4+ZET 22 &,

5.5 FER

Iclusig %% 5 L7 BED 6% (28/449 f) TERIRANZZW SNTZERDHBLLT. %X LV—F 3) . &
FD 6% (25/449 B]) T, BERDEN THEGHIEUITRICE 72, BERZ B LT 28 Bt 22 Filx, #
G SO EIC K0 2 BWELANICEE Lz, RBREER G T TRELLIE Y R—EBHINORBLHEIT 41% Th

-7,

B HBRMED 2 AT 2 BMEL OB H 1 [, SUTERE EOVEIZE UiV S—YiE % i
BT DL, BRUIT NV a— VELAOBERR S 25461, TSNS b ifiE ) S—E OBlI&E 2 it
D2, BRI XIIEENLEIZRD R D, U S— BRI 2 £ 5 AL, Iclusig O
Gl L, BERDIWEHES 5 2 & [k - A 2.3 H) ), ERBERICEEREL, V—F
E2Y 1.5 x ULN Rl 72 5 £ C, Iclusig OB GHEEZBH LN &,

5.6 - IC2ZW SN - 1B S CML BE BT 230 #

BB MERD (CP) @ CML L 2ZUrSnT-BE~O—RIEEE LT a AT T ¢ 7 I MEALEEIRER
BRIZEBUWT, Iclusig 45 mg @ 1 H 1 [BEIEMEG1E, 4 ~F =7 400 mg D 1 B 1 [ B G200, EER
HEFZOY R 708 2 FHEMN Lz, IBFEMRICE T 2@BEOHRRIEIX 6 » ARWTHY, REL 2013 4
10 Az et BB L1 L,

FAR M OFFAR O MARIE & OPAZEIE, A ~TF =7 RECH R Ielusig BE 270 < &b 2[5 OBEECHRIBLLTZ, A
VT = TIEREZ T T L L, Icusig 1RIEZ ST BEIS, BRI, B, IFENE LA, |
M, WO &3 K O TR S O @ W EBLRERD b LTz, Iclusig 1T 72122 S -8 CML
B OIRRICHEISE T, #ELES L,

5.7 =2 —RBa/XF—

Iclusig 5 L7 B CARMME=2—m T — L M=o —a XF—0n%B L, 2L LT,

KM= 2 — v XF— Iclusig 25 LT2HBE D 13% (59/449 B, &7 L —R) THERELZ (/1L —1FK 3,
401% 2%) . EEREBRCHAE S B RS 2 —a RF— T, KM= 2 —aXF— (4%, 18/449
), SEREE (4%, 17/449 B1) , REHFE (2%, 11/449 1)) , R OVERIEE (1%, 5/449 ) TH-o7-,
Iclusig Z 5 L2 HBE D 1% (6/449 f5]) Thi==2—m "F =23 Bl L7z (FL— R 3, 413 1%K0H)

—a—a/RXF—HBBI D 31% (20/65 Fl) TiE, BEGHEGENS 1 » AURNIC= 2 —a /_XF—RN8I LT,

Za—uF 0k (RS, MRRE, SRR, AP, HEUR, RREEFEMER I 72 &)
DIV EIT) Z &, =a—naF—=2bh AL, Icusig OEGHREZma L, FHlid 252 &,
5.8 iR &1

Iclusig # #5 U723 TR XIIFERICE o - EERIRHIEN R L7z, Iclusig 5 L2 EE D 3%IC
MEREFRE CGEBEVENE, MRS IRPAZELE, R OWERH M2 &) NREB L, BED 13%ICHEFHRIIKL, Ak
g, AREZME, OISR Lo, BED 6%ICFERNEEL LI, ZOMOIREEICIE, AN, N
fE, MRk, WEBERALR, MOVEBIEABR L N Do o, BERTR OGP ESMICR AN 2 IRR
WMEE TS D& [AIFEA 65 Z/HK) .



5.9 angiiil

Iclusig %5 L7 BED 5% (22/449 ) ([CHEEZR MM FES GECHIZET) NHEBLLT, BHEOD 24%IC
HM AR L=, EERHMEROFEIEIL AP-CML, BP-CML KU Ph+ ALL BRE D TR Em»r->7-, &b
AR I S EE AR M ERII M L OB Th o7, 1ZEAEDOHMFERIIL—FK 4D
MBI ANENTRD BN D EBFITHI LT, T RTOHIMERD ZIUTE TULE DD TlEw (B
R OMEH FoEE (5.12 ) 2], BEXIEEOHIMAA USA1E Ieusig D52l L, hz
1752 & [k A 23H) /),

5.10 R RTHE
Iclusig Z 4% 5- L7238 D 3% (13/449 i) CHEERAKKITESFEI Lz, 1 HFOMFEIZBEERN Th -7,

2 BILL I HEL U7 S 7o AR AT R, DFEHRATRE (6/449 B3], 1%) , HaZK (5/449 ], 1%) , K OMWEK
(2/449 B, <1%) 72 EnHoT=,

BIRE LT, BEDO 3% THREITRE DB Lic, BRWEATRIE, RMEERE (16%) , MK (7%) , &
OLEHRITH (3%) Th-oiz,

RIRHTRE DN 2 VDB 21T, IR EOMBNIE U CTEIT 5 2 &, BR EOMEIZE U T, Iclusig OF
Gz, iR, USRI AL DL A 2.3 H) 2T

5.11 REERR

Iclusig 28¢5 L2 BED 1% (3/449 i) TA3— A A —J—Hl Z AP DS BE 7R EENE D ERARME A TL R A3 3
BLL7z, o FESNIUDHRERIE, 2071y 7, ARG, W ONTRIRKE OYRIE 2 £E 5 05 i E)
(% 11F) Thotz, DHEED 2R 28 L OYER (Rfh, ZEiED v, IsE) BSdiuds
wm D L) BREICHEETS 2L, Ielusig D#G- 2t L, FMEidT 5L,

Iclusig 25 L72/BFHED 5% (25/449 f5]) T REMESAIRMEARIENRDSEEL L7z, &b EMEIZA LN BE
PERARPE R AR IZ O EMEI TH 0, KERIT 20 HHCHEI Lz, TOMo =Mk EIRIZ, 05
B (4, EEEEIR @D, KOWWESR 61 Thoto, IBHNXSZFRICL ABEICE ST,
DB Oz N OER (BB, FEEo V) AbEmE 45 X o BEICEET 5 2 &, Iclusig D
Beh el L, FHMET 52 &,

5.12 g

Iclusig Z #¢5- U728 D 48% (215/449 i) THEE (7 L— K3 L 4) OFMIHEINAHBE LI, KERD
FH L, CP-CML#3#E X0 1, AP-CML %, BP-CML 2%, KU Ph+ ALL fB& CTErolz, &KEBILA
N6 3 AR 2 @EELENLREEEA, XTHER EOLEZS T TEE2 AT L, #HEREFREIZWE-
THEREIEITY 2 & [HL - HE 22) 24

5.13 FETE FA B (i R

Iclusig ¢ 5- L7 BF T 2 6l (< 1%) CHERBEGRBIEGEHRN I Lz, W b#T CML B Th
STz, BED 7% (30/449 f5]) TEIRFEIMIENFE LTz, YZEEORY (19 4]) X CP-CML B2 Th -
77. HE4TH] (AP-CML #%, BP-CML #2%, X% Ph+ ALL BB3) TIIMEEHRBE MRS R B4 5 ATHerE»
HDHT, oK ELTITY, Iclusig DEG-BRMERTO L~V E CITREE EF21RET 5 2 &,

5.14 RIGHERRIRS &k OVHILE 224l

BUEIRIEIC RS2 Iclusig DB HOWT, ERXRREBRIIFEN L Wi, ERIRE (AR (12.1 )
2] IS X, Iclusig 1ZAIEIR AR O alReER S 5, 1 BT, MHZEUIRD 38 ARICHEZRMLE
ZEfL () MRREBLLIZ,

RFMANE, Iclusig DF5H-2 1 EMLL ERWTd 2 2 &, TR0 S BARENE, AGA HoZifi Lz s
DIEFAHIBNC ST RIET D Z &,



5.15 IR - BRIREME

Iclusig 1%, TEMIBERF M OBMER TORTRICESE, Eia~ORGRHIIRIZICE 2 KIETIEER L %,
RIF=71F, b MO T HHEAETHELONL E MERELZ TRIZIBHERET, 7 v MO - RIEEEZ
FlEEZ Lic, ARIZEIRTICERGT 556, XITEEPAFIRMA TIER L2513, RIS 5%
FERER & B ITHT 2 2 &, Iclusig AR FIIIEAR L2200 305 SPRICHRE 2 2 & [HH R ZEF~ DI
7 8.17H) =M

6 BI/EH

ERBBIE SR A A FCRIES D720, & 2 S0 B PR PR OIS S 7o R 0 8 3L & Bl 0 564
DEFHHER & FHII T 5 2 ST TR, E72, b2 EAIOMRRE T S AIER 0% E
B TR SN D RIR L KB LAV B LR b 5.

TREORIERIZOWT, AR LEOMOIET LY FHEMIIEET 2,

MmAEPASE [BAROEH Fo/EE (5.1 1) 2]

DA [ - i (2.3 ) R OZBER O EOMEE (5.2 H) BHK]
JFettE [ - i (2.3 H) ROELR O EOMHE (5.3 5H) 206
EIE [ R O EoE (5.4 H) 0]

e (5 - JHE (2.3 H) ROZERMEH EOEE (5.5 H) 0]
S W SN BN CML BB 3T A EME DI [ZEE R ONEH ool E (5.6 1H) 5]
Za—anNF— [BEROEH EOMEE (5.7 H) ]

MRFNE [ZE R O EorEE (5.8 H) /]

Wi 252 R OMEH F ol (5.9 1) 2]

(NIRRT [ZER O/ Lo/t (5.10 H) 2]

RIEAR [ZE5 R OME Lot & (5.11 1H) 2HH]

BREIE HL A (2.2 ) ROEEROEH EoMEE (5.12 ) M)

EEPRRER 7 I31T B KRBk
BB D & 5 CML X% Pht ALL

AT ZFEHEH T D EIEAE, TKI 2 X 2 REREICHREUE XUIARMmA 278 Lz &l & dufz 449 filo CML X
I% Ph+ ALL B3 (BCR-ABL T3151 ZRAZGT H0l%ETe) A% Lo, FEEMR, EHELR, 2
HEFERBCROONTELDOTH D, BEHEEZ 45 mg & LT 1 H 1EIEFIC clusig Z#5- L7, TR
IZBWT, Iclusig DFGHIE O F YL, CP-CML 35 T 337 A, AP-CML 2% T 362 Hf#, BP-CML
BETSHM, XOPh+ ALLEEZE T8l HREITH-72, AEBEOHTRMEIX 3 Tmg THY, TEHAETH
%45 mg D 83% Th o7, TRiDOE 5 KUFE 6 ICHET 2EAREM, LA, KRORME=2—a/F—
(1%, BT 13y HRBMAEZ ER L CTEON-T— 20N EGEh 5 EE5HM o RfEi%, CP-CML
AT 672 HIEl, AP-CML #35 T 590 H ], BP-CML 3 T 89 HIM, M UO'Ph+ ALL R&E T 81 HIY) .

AFRBRIZB T Ielusig #865- L7=2BE D H B 10%% LRI EFE»OMESINT-RWEHZE£ 51087, &
RELT, HELRBOONIEMIBFEHEER & 20%) 1%, &ifE, B2, B, %5, 58F, KE
Wi, (R, BEER, O, NMOEATH -7,

BB R T CTREL, IBREOKRGFILICE > T-HEFROREILERIL CP-CML #£35 T 13%, AP-CML &
# T 11%, BP-CML 35 T 15%, KO Ph+ ALLHEE T 9% TH 72, BREOB R IHICEST-FThAE
FLITM A E (4%) KOS (1%) ThoTz,

RUERICER 3 2 H & RESUIE) (IHERFE O 74% CHEM L7, AERAHICE = ER2RIEH
(> 5%) (21X, M/ EE (30%) , AFHRERIVDIE (13%) , U 8—EB#m (12%) , %% (11%) ,
fEh (11%) , BER (6%) , ALT M (6%) , ASTHEM (6%) , KRN y-FNEINVET AT =T —F
(GGT) #9 (6%) 72 ENdH -7,



#5: 2HFETORARN 10%L2B 2 5EIEH

CP-CML AP-CML BP-CML Ph+ ALL
(N =270) (N =85) (N=62) (N=32)
R £7Vv—F| Fv—F |[&7Vv—F| Zv—F [£7Vv—F| Jv—F |£27Vv—FK| ZLv—FK
(%) 3, 4 (%) 3, 4 (%) 3, 4 (%) 3, 4
(%) (%) (%) (%)
DNBREE F o i3 i
HE (a) 68 39 71 36 65 26 53 31
BAREM (b) * 20 11 19 9 10 5 3 0
DARAE (o) * 7 4 6 15 6 3
BIEE
M (d) 49 10 40 8 34 6 44 6
T 37 2 24 2 26 0 47 3
L 23 1 27 0 32 2 22 0
T 16 1 26 0 18 3 13 3
UEAR 13 2 24 0 23 2 22 0
AR (e) 10 1 15 1 23 0 9 3
H i (f) 2 <1 8 1 11 5 9 6
miEB LY VR REE
FEEMAE AT H BRI E 1 <1 4 4 11 11 25 25
BYER L OVEFA BIE
R SE 1 1 5 5 8 8 22 22
fitiJs 3 2 11 9 13 11 9 3
R Y 7 1 12 1 0 0 9 0
RGBT 11 1 8 0 11 2 0 0
EAEEEDS 9 0 12 0 3 0 3 0
MBS 2 1 4 2 11 3 0 0
PRRREE
GEYE 39 3 28 0 31 3 25 0
K= 2 —m 8F— (g) * 16 2 11 1 8 0 6 0
FEhED F 11 0 5 0 5 0 3 0
2R, PR L UWEREREE
fig 7K 3 1 11 2 13 0 19 3
Mgk 12 0 17 0 18 0 6 0
IS8, ] 11 2 15 2 21 7 6 0
&R X O FhlfkEE
FEI5 1 3 OB B R 54 5 48 8 39 5 34 6
FE W 39 2 27 1 24 2 25 0
HERRB LU A HEEE
E3NE0DE 26 2 31 1 19 0 13 0
5 PO 22 1 20 0 16 0 6 0
VU e 17 2 17 0 13 0 9 0
R 15 1 11 2 16 2 13 0
AR HE 12 0 5 0 5 0 13 0
HIH 12 <1 12 1 11 3 9 3
—i - 2FBEEB LT
REFALOIRE
WG X S iE 39 3 36 6 35 5 31 3
FEEL 23 1 31 5 32 3 25 0
AR PR IE 13 <1 19 0 13 0 22 0
3] 8 <1 7 0 16 3 6 3
e 7 0 11 0 13 2 9 0
RPBLOREEE
RBRIHE 8 <1 12 1 8 0 31 0
R RS
IR 6 <1 7 0 5 0 13 0
BREE




#5: 2HFETORARN 10%L2B 2 5EIEH

CP-CML AP-CML BP-CML Ph+ ALL
(N=270) (N =85) (N=62) (N=32)

ARHRAE 7 [ o ] 12 | o 8 [ o 9o [ o

FEOFMEIZ BRI E LC, ICH EEEEHRMZESE (MedDRA) % MW THA X4, 7> National Cancer Institute £ 55 FH 5 ILi#

JHRERIUE (NCI-CTC-AE) % 4 ix W T/ L— FHE S n-BI1EA

BB T CRILLTZ, RARBRZHDRVEFESR

(a)
(b)
(c)
(d)
(e)

(f)
(g)

R P, BARESImE (BP) HEMIZHES,

O, WM, K OARMME R L4 5T,

OARE, D oMMEOARE, LEMY e v 7, OlRE, BRHERED, WKE AEREEET,

i, LREER, TR, M TURE T,

T AMEANE, REAKKE, AEENETEA, OEERERDE, ORERE, PR, WEEES, INE, SRS
e,

B, R R, R E A, BRI, rh, @R, FEfm, REREANHM, A Vo, BRI, RO
AL H 2 & T,

PAEMRE, BOREAENE, AT, RETESIRR, MRUE, KM= o — e AT —, SRR, REMEETEET) = 2 —w T
—, AHMEER =2 —n T —, RMERE =2 —n " F—, ER=a—n " F—2El,

BAND 13 % A B OBHFHER R 2R,

* 6 : ERZEIEM (SAR)

N (%)
DMEREE
EYARAE i F G+ 53 (11.8%)
i A 28 (6.2%)
ot g 18 (4.0%)
E,if; 51%«; 16 (3.6%)
HH 1fi 22 (4.9%)
HRRR AR R T 1 10 (2.2%)
5 A5 H I 10 (2.2%)
D ARAR* 22 (4.9%)
PR (a) 13 (2.9%)
L) 11 (2.4%)
IR A FE AR 10 (2.2%)
I 8 (1.8%)
BBREE
ES% 23 (5.1%)
25 17 (3.8%)
MER LY v RfEE
FEENE AT BRI E 13 (2.9%)
1 VR iE 13 (2.9%)
2 if 12 (2.7%)
Jiti % 24 (5.3%)
S IE 11 (2.4%)
— i
FEEN 14 (3.1%)

(a) DEEWITEE, Mk, ROMEKEEL,
BAND 13 % A B OBHFHER R 2R,




IR % e D FE 7

AYERE LM TE RIS EHEE IR E SN, 7 L— R 3 XU 4 Oif/MBE, A EREVDE, KO
A M OFBFIL, CP-CML 3 LY AP-CML 25, BP-CML &%, MO Ph+ ALL BEDO TR EN- T2
(FT1H) .

R71: BROCERDOSH D7 V— 3, 4DOMKRFHIRTE ORBER

CP-CML AP-CML BP-CML Ph+ ALL
ERR IR (N =270) (N =85) (N=62) (N=32)
(%) (%) (%) (%)
MR FHIRR T
M/ E - (MR B ) 36 47 57 47
IR ERIE  (ANC 384 24 51 55 63
H I 2k iE  (WBC J8i)) 14 35 53 63
21 (Hgb i) 9 26 55 34
U 2 SERIBE 10 26 37 22

ANC = fFHhER#E 5%, Hgb=~F 27 b, WBC= HilEkEK

* NCI-CTC-AE v 4.0 Z FHW T S vz,

% 8 : BRRRZEIRO & 5 MR FER R ERRREE O RF ORTLR

RV X RER
N =449
MR LT L — R+ CTCAE 7 L— K 3, 4
(%) (%)

fFREmR A

ALT #4001 53 8

AST ¥ 41 4

TIT Y RAT 7 Z—B 37 2

FLT R 28 !

E UL E N 19 1
EBE R

U x—EHIN 41 15

77 —BHN 3 <1
MR R

7 R o HEEEN 58 6

U R 57 8

TV B 52 1

RN %) 29 5

7 R o R 24 0

71V 7 Kk 16 2

710 o HHEAN 15 2

7~ U T A 10 <1

IR A 11 <1

7 VT F =M 7 <1

TV KEEN 5 0

KU Z V&Y REE 3 <l

ALT=77=07 ) b7 A7 27—, AST=T ANRTGXUMBTI ) N TV AT7=2T57—F

*NCI-CTC-AE v 4.0 Z T/ L— RHIE LT,




7 KHEEAEH

In vitro FIBROFER, RTF=71% CYPIA ODEETho70, F7z, BEITZNLLD HIKWD CYP2CS &
CYP2D6 DIEE THdH 7, RNFTF=71% in vitro T P-gp (P-HEX > /7 'HE) , BCRP [Fymittts v s
& ATP-binding cassette G2 (ABCG2) ] , KO'BSEP (JH{FEEEHER Y 7)) KT v AR—Z —TxF LIRE
TEMR bR LT [HARFERE (12.3 1H) 2T

7.1 CYP3A D& 7afREZK

fEEERR N & x5 & 3 B MM AAEHRER T, Iclusig &7 ha Yy — a2 ffHEE LA, AFTF=7
D 0 REfE 2~ BER AR F C o M i EERFRE AR N A (AUCqun) KR OME MAETIRIE (Coa) D3ZFN
LAV T8% L O 4T% NN LT [HARFERE (12.3 ) /4] . Iclusig & CYP3A O ) 7efAERK (R e
v, 7o) Ra~xA>y, amXTRr, TL—TIN—=VTVa—R, ATV FEN, £ NTary—),
Fghary—), s/ U NFEN, X7V Ry, FAVT 4 F N, RYafy—, U RSE
v, ERFEN, TITLEN, ZY RS vy, R aFY =i l) B0EREGT L 5AE, R
Bt ENDIET 2 2 & [k - A 2.4 H) M) . CYP3A O 7eHERZ O L T 5541,
BITER DV 27 PR TDERZNNGH D [HKFERE (123 1) 28]

7.2 CYP3A D38 S 78I

Iclusig & DPFHIC X D CYP3A O AARFYHIE (WA=, Z==hAfr, VT77ET Ly, RO
T N a XU — Y ORGERTDHZ L, 7270, "X T 4y MRRFTF 2T ORBREEKTOY
A7 % BRIDEAITZ ORY TikZev, ZhRBEN W EITH Z &, CYP3A FHEERN 2V,
AT PSR Z IS 2 Z E N E L, R AL G &3 28R AERRRT, V7 roey
VRAERR G Telusig 20 G LI2& 25, RFTF =T D AUCoint M OV Coax TESZEI 62% K% T
YA T UTe [HRFEPE (12.3 H) 0T

7.3 BN pH % L7 31 5 3HA|

BN pH % LH- X E 2K L OGFHIZ LY Iclusig 25 L TELI A2\, RN A ZXT5 L3 % 3KyHH
HAEHRBR T, T2V 7TV — VRIEHR G Iclusig 2 HFHR G- Lz & 25, RFF =7 OGRS
W2 (6%) W LT [HgRHEPE (12.3 H) M)

7.4 P-gp i3 ABCG2 b 5 2 AR—F —DIE & 72 % HH|

In vitro R BRI 5, Iclusig 25 P-gp M INABCG2 b 7 U AR—F—%[HESTDHZ ENRENTZ, P-gp hT7 A
R =R ZHOHHIEE (TVAXLY, ToT VR Zy, aleFy, FEH T THy T
— kK, Vadxvy, XV AR, T2V T 2TV, ATF=T, IRF=T, wTIruy, —uaF
=7, m™Yafy—, TV, BXYTVTF, vu VAR VETVTF, MR TE L,
RT3 ) BN ABCG2 b T v AR—F—|ZEEob 538 (A ML —F, I bFHo b
Yy, f~F=T, AUV I)THhy, FRF=T, BARAFF L, AVT7HT3T0, MRThHURE)
EDOPFHIZL Y Ielusig Z#85- LIz & 2D 26 OB O EICKHT HEICHOWTIE, BRI TRt
L CW Uy,

8 Rk e B ~D&E

8.1 iR
Hiph 7 3) —D
U X 2 DHRY

Iclusig %, TERMEF K OB ER COFTRICEK S, e~ GRS E L2 KX T RHREMER S 5,
Fif AR e L2 P03 BRoT — 2 1356 TunZaniz, Iclusig AR FITEELRE L2 X 5 ki fgiE



T &, AAZEIRTICREG T 556, UTBE DA TIER L2561, RIS 5 R
fElR & BRI 5 Z &,

By D7 — 4

PEWRMOERET » MIRFF=7 03, 1, KO 3 mgkg/BZRAKEG L, I - BRIERAECKT D HE
et LTz, R F =71 3-EEEHETH S 3 mgkyH HEREHE 45 mg/ B 25 S E5 0O AUC
ERZE) T, WINIROI, (RERD, SRR, WK VB DL, W ONTEA IR & v
I - BEREEAIEEZ Lz, IR BREEMET 1 mgkg/H (HERAEZHEG INZEED AUC O
24%) THEIEINT (BT Z 5 o hs VG RRRE J OVE s D236 21k)

8.3 i

RNFTF=TNe FAIFICBITT 2003 ARHTH D, b FAIFFICBITT 28AITZ <, R FF=7&5
WXV IIRICEERBERAN BB T 2 ARt H 5720, RHA~O Iclusig DEEMEZZEO I, =ILHF I
7y, T Ielusig DRI ZIRET D Z &,

8.4 INBA~DFE F
18 F A D B (2% T2 Iclusig D72 M M OV 2P IIHENT S HL TR0,

8.5 = EnE ~DfEH

Iclusig D EFARFRERIZIUNT, 449 il 155 61 (35%) 23 65 kLA L CTHo7-, CP-CMLEEZED 9 5, 655i%kLA
FOBERE OMILEEFEHIRTZNE 38%) 1, 65 ikl (64%) LV {ki~7=, AP-CML, BP-CML,
JeOY Pht ALL BB D 95, 65 klh EOWERTF O ik FHIRZZNF (47%) 1 65 miAklli (40%) LV mne
ST, 65 LA EDOWERE D 46%|\Z MAE PAZEMEFRNGRD DLz, 65 MLl EOWESRE O FNEWER (4
PAZE, M/ MRERD, RARYMERE, U S—BHn, MERREE, O, RN, RORREREET) %
WHLT D AREMEN E o To, —RICEEERF ST 5 HERIT, B, B, UTDEENME T LTS Z
EMEL, T, MOMHEREZET S, HDHWVIMOFAFRIEZERT2HENENZ EE2BE L TE
HICEGTHZ &,

8.6 frpEE

JiFBEE (Child-Pugh 7% A, B, XX C) DO LILLBE T elusig30mg # 1 A 1 [EEET5 2 & [
Wi 2.5 ) R OHEFFEAE (12.3 H) S

B E (30 mg) Hp@hte (PK) RBRICKW T, FFEEREN IEW 2 9Brg & b L ¢, FFRESE (Child-
Pugh 736 A, B, XL C) BHHWHREDORTF =7 O PK ICKEREIFBO LR o7=, LoL,
BN & H PR IZ 30 mg A HEIE G Lz & &, ¥R ER opdar L ik U<, BER (1 fro@EE
ek &G ieHIBREER L) ORBEENEM L7, RFTF =T ORERGOZEMEL 30 mg 28225 H
B|ICOWT, FFREENS DH5RFE 235 & T 23 B335 L TV,

8.7 BpEE

B REE DN B D YERE & kI G &35 Telusig DFBRILIENM L TV 72\, BEEEAR FF =7 O F 2R IR ©
TR0, R T EE OB EE NN O ORI L KT T/ RMEIEH & Tlde v [HR R
(12.37) =M .

10 WERE

ERARRRERIZI VT, Ielusig ORGP ®E Sz, 1 HIS, 8o TR 1 HOT X TONEW I &
HENOHEE STz, RS ERNL Iclusig 540 mg 28 Z OWERE I E SNz EHEE LT, imE&RE )
5 2 W%, FEMIIE QT MIFEAS 520 ms Tho7-, TOHDLEX (ECG) TIEFFMENERD S, F
1E QT @I 480 ms K& TF 400 ms T -7, #EBRHE I, BEHRGD 9 ABITHiI%R K ORBUIEIC X v 31
L7z, BIO#EREIX, A 270102 HBIZES T 165 mg ZIRA L7z, 3 B B2 55 & OFECsIE MG 23



FHLUL, LI 1 FST20 90 mg 5 12 AMKEBS Sh, MR, REAEJERIG, LMD, KOS
I LB B R B L

Iclusig DM EFRGPAE CTGEIE, 52T, BIEEZITY, BEUREREL I+ 5 2 &,

11 RERL - PEIR

Iclusig (R FF=7) FXFF—FBHEHKTH D, NFF=7HEHRIED(LF4 1L 3-(imidazo[1,2-b]pyridazin-3-
ylethynyl)-4-methyl-N-{4-[(4-methylpiperazin-1-yl)methyl]-3-(trifluoromethyl)phenyl } benzamide hydrochloride T
H D, 5T RIL CpHCIFNO TH Y, TD4r1 8T 569.02 g/mol Th 5, #HiENZLLTFITRT,

NTF=TH/BEIIA 7R T A RO LEEOHMRTH Y, BIREEES (pKa) 1X 2.77 KDY 7.8 TH D,
pH 1.7, 2.7, KO 7.5 OREERIC T 28T F =7 OFEMRET, Zi 24 7790 pg/mL, 3.44 pg/mL, KO
0.16 pg/mL TH YV, pH O EFHITHE D WML OIR T2 R Sz, Telusig 81, OFGHO, a6, MAE7
SV L= ETH D, 1 BEFICRTF =7 ITHE LT 15, 30 T 45 mg DR F=THERE 254 L,
wingy & U CHEE KRR, e re—R, TV a—A@gF NI vA (X477 B) , BRERKT
AR, ATT VU~ N, MOSERa—T 4 VIR EE6T 5, ERla—T 0 7ANX, ZL7,
RV FLo 7 Ua—n, RYE= L7 a—L, ROBEFZrnbks,

12 i R 3K

12.1 YER

RFPF=TEFF—BHEKTH D, RFTF=71%, ABL & T3151 BEM ABL OF 1 v & —¥iEH
% in vitro TRHE L, 50%FHERE (ICs) 1XZ4ZE4 04 nM LT 2.0 nM Th o7z, ZOfhic, RFPF=
TR NGRR3R (VEGFR) |, i/ MR HORBR R 752 25K (PDGFR) A 2 00 e 564 5 K] 1
ZHIK (FGFR) , =V AuR=F U PEARFMIN (EPH) ZBEE NI U AR BERE &L ED S v~
B PP60 (V-SRC) EtRIEDF s FF—F (SRC) 77 I U—DFF—F, WRTHHMIBAFZRIEK
(KIT) , ret #FUER T (RET) , WEHIIRFERZ/FET o X —8 2 (TIE2) , KO Fms 7 1
v —+-3 (FLT3) 72 & D in vitro TOIEMEZE 0.1~20 nM @ ICso fli CHLE L7z, RFF =7 13 RKRA
BCR-ABL X |3 ¥ BCR-ABL (T3151 2 &te) %38 LMD % in vitro THHE L7, <7 AIZK
FF =T EBEE L& &, RA BCR-ABL XU T3151 Z8 57 BCR-ABL Z J& B U 7= 5 A3 ot FREE & LLiik
L CHg/ L7,

12.2 IKEEH

A W= BRIZHE VT, 20 nM (10.65 ng/mL) DRFF=T7EETIFE A ED BCR-ABL BHE(Kk7 o
— Bl S nTe, LasL, T3ISIZEERZ I+ 5121, 40 nM (21.3 ng/mL) BUETH-T7o, & 9T,
RFTF=715mg, 30mgL45mg% 1 B 10129 ARG Lz L ZORTF =T OEFIREE Crax L O K
7 7 [RRMmE TR (Coin) 1 O SRAE N O 2 7R,



K9: EERBICRBIT R T F =7 BRBEOEMAEHOTRE, HKAME, KO&R/ME : PKFFHlEEEH

A& Conax FRAE (HFH) Conin P RAE (&)
(nM) (nM)
15mgQD (n=8) 49 (23— 105) 28 (11— 68)
30mg QD (n=9) 125 (67— 178) 54 (41-89)
45mgQD (n=21) 161 (64 —336) 67 (22— 137)

R 2 FHOW-RABRICBW T, ZE D7 BCR-ABL X ONE & A ED BCR-ABL ZHAK Y 1 — 2 % i © &
L2 ENRENTERTFTTF =T RET, 15mg UEL30mgD 1 B 1[EHFGTERIND EEZLND,

TR 2 2EOBRN D, 15mgl B 1EES2S 45mg 1 B 1 REESGOHEHMIZBWT, ZL—FK
3V EoAFEFES (MilLE, m/MMasiE, Bk, ey iE, 892, ALT #80, AST #, U/ x—E
m, ) OfFEREMSRE N,

In vitro \ZFBWT, FRRIEE KR TN0.7 pg/mL (1.23 uM) F TORET, M/MMUEERICKTT 2R FF=70
FELOVHEERITRD b h o,

LA

Iclusig 30 mg, 45 mg, X% 60 mg % 1 A 1[E&E Siviz 39 GO A BE 2551, QT a4 3kt L 7=,
AR, LIEME QT MR (QTe) DEMHEIZ, N—RATA U nbLOREIREN (Tobb, >
20 msec) (FRBDO LN oT=, LL, BT A > EORIENH 572, T QTc MR OBM /Rt
(T7ebbH, <10 msee) IR TE AV, RFITF =T A ~F =7 LT HE I FHRERICBWNT, &
FTF=TEREEZTTBE (N=124) OFRK QTcFEDN—R T A )b O ZE LI < 10 msec ToH -
77

12.3 B/}

TEAT B3 AR S R (2 Iclusig 45 mg A A Lo & &, HEEHFRIEIZE T D Cua & AUC (o) D%
a2 [x—t o FEERE (CV%) ] 1%, Z1Z1 73 ng/mL (74%) KUY 1253 ngehr/mL (73%) T
bole, NFTF =T DR 7 VE-EIZ B VBEICEEG LT L&, 15~60 mg OHEFFHIZIHNT,
Ciax & AUC [ZWT AV HIZIEHEELGIEICHIN U7, FHEIREE - ZZaVEMAT ORISR, M EMRE ORI
W, ZL—R3LEORIWEH (T72bb, M/WasAE, PR EkiME, 36925, ALT Hh0, AST #h0,
%, KOVY =B OFEREMARD i,

LTS

RFF =T DRI AT S T YT 4 ZRBTH S, Telusig OFEAHLE 15 6 BEFILINICH TS 7=
T ORERENTRD b, BERA 22 AICEREOHMREN R ERESE- L &, PR FF=
TR E (AUC MO Chay) 1, ZEERR & LI L TENR Do T2,

Paiil]

In vitro CHRFTF =T OMAEEBFEERIL 9% % B2 5, In vitro THRITF =7 (145 nM) 1%, IMIFEA
BROEWVMLE (T a7z, =72y, FurT u—, FUFABERTILT 7Y L) |2
X o TISEE AfE A TN DB SR T2, BNABEITK L clusig 45 mg 2 1 B 1[0 28 AR A#&Y5
L-d X, EFEREBIZBT 2 ADITOSHERBORMELME (CV%) 1% 1223 L (102%) ThH-o7=, In
vitro TR FTF=71% P-gp LN ABCG2 OFEE & L THVMEHEZ RS, Invitro CHRTF=T13I6KT =4
Viligik AR Y X7 K (OATPIB1, OATPIB3) KUVEEAN T4 »ifigikfk 1 (OCT1) OIE TILAW,

AV

RFF =T OREED 64%LL LG 1R OE WAEORE#M AT 5, In vitro TORFTF =7 O TFEAH
121X, CYP3A4 I ONC ZH L0 &FEEIHE VDY CYP2CS, CYP2D6 & CYP3AS B E L TW5, R F
=TI AT TR I T IF—PlckoThHLR#EN 5,

DEHE




DAL IclusigdSmg & 1 H 1[H 28 HREROHK G Lz L &, RFF =7 ORMEIE KO- D%

M (#PE) 1350 24 FER (12~66 FEfE]) Th o7z, FIEHE G-I L CEFIRRE CIREE 13 90%
(hgefl) (P : 20%~440%) L5 L=, RFF =70 FEHRKIIED TH S, [CHERRTF=

TERHERREOKRE LT & &, RE LTEBETREDR 87%M3FEH, K 5% R F B EIN ST,

EEEER
AT F =7 & CYP3A BHEKDOFHES

CYP3A O N 7eHERTH L7 bat >y — (400 mgiEHEY) LARTF=7 15 mg ZREEBRA 22 412
HEREORE LI X, R F=T7BMBEGR LKL T, AT F =7 D AUCpinp K Cpax BDEINZEI
8% M N AT% bR Uiz [FEBtaa B (7.1 7)) /T

RFTF=7& CYPIA FUKDOGEHEZE S

CYP3A O RiHEEECTHDL Y 77 B (600 mgiEHEG) &EARTF =7 45 mg ZREHERRA 19412
OFH, BiEgG L &, NP F=7 5L LT, RFTF =7 D AUCint KT Cpay B ENET
602% K O 291X T LTz [ AES (7.2 H) =/

flio> CYP H'E & D& S

In vitro RER 6, RFF =72 CYPIA2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP3A, X%
CYP2D6 OIEEORB#AIHE Lo Z &, £7-, CYPIA2, CYP2B6, X% CYP3A OFEEOR#HAFHLE L
RWZ EARENT,

A IRE & OPFHE S
Invitro CTRFF =713 P-gp, ABCG2, M NBSEP #[lE L= [EMHLIEH (74) M) .

In vitro TRFTF =713t NEET =4 HiER Y ~X7F K OATP1IB1, # L <X OATPIB3, 5 W AR
7 FF L EER OCT1, OCT2, OAT1, + L TOAT3 ZHELAR)-T-,

NS F =7 L HANpH & b S 2 A OPHE G-

NFTF =T DIKR~OEFREET pHIKFFETH Y, pH B@EWVIE EIREMR T 5 [#Ek - 120 (11 H) =
W

o

Ta hNRTERTHDL T YT T = (60 mg HE) LR T =7 45 mg HHEERR A 18 41
OFF, BEEE Lol &, AP F=T7BMBEGREE IR LT, AT F =7 D AUCuin K Coux BENZE
6% N 25%IK T Lic [EWHaE/H (7.3 H) M .

Rk 7 dE M DO K BIR

JT b

FFRERE DN IEH 729l (N =8) , W ONZHEEE [Child-Pugh 23¥E A (N=6) 1, ®4fE [Child-Pugh /3%E B
(N=6) ], ROHEE [Child-Pugh 77 C (N=4) ] FEENH LBREIZH L, RFTF=730mg & H

BRI # G Uiz, ATREREDNIE & 72 giBr & el L C, AFREEN D H5RE O R F = 7 IRER TN 5

X727 7o, FFREREDS I Ao B & bl U €, AFREEN B 25 48R O BIVEH O FEBLR AN L 7=
[ - S (2.5 18) & O3 L[~ D RS (8.6 1H) T

P
BEE D B D PIRE 2 R LT D Iclusig OFERITIEN L TV W, BHRINIAR T F =7 O ZEHRREE T

E220D, PEESUTIEE OB EEDDNF D ORI B2 KT ATRENEIIR & s Tldlevy [#R8 026 H]
~NDRG (8.7 H) =M



13 FEERR M

13.1 DARME, BEFEM, ZIBeREE
RNFF =T O AJFEMHERERIT I L TR,

M2 O ZREME (Ames) SRR CHRFTF =T ICERFMEIZ o7, B b U 2 RERE Ve iR
PR CY AR RE FRMER TR0 o7, In vivo ~ U Z/MEERERT, 2000 mg/kg F TORE A GIRFZ,
RN N o L (S T Al

RN F =T IIMHEOZ AR T I L ARMER S 5, AT F =7 OB I L Ty, L
L, —MmEraBR I C Bl SN MR IS 2 R FF =7 O BITIE, Ty MRV VKRR ER
DA, WO VIV OERAPAS & OBIHE T 2 T ENEEE R E b o7-, 7> hOEMERTRIE, HELE
45 mg/ A 2 BE TG Lz & & O AUC ITEWIREE & THZE SN, YL OFMERT RIZEE O AUC D)
4 OB R CHIE SN,

14 i R Bk

TKI (2 £ 2 BB SUIATHA 2 7~ L7z &l S 47z CML B3 & OF Pht ALL SBF KT 5 Iclusig
DRV OE I EZ HEE, JEEM, ERRERE, SRR Ot Lz, LIRS 2 A 2h kot
%, BT OZ eGSR E O TR D LERNH D [FRHADER, k- Ha 21 H) , ROEEL
MEH EoME (5.1 E, 5.2H) 2],

Bt EZ 45mg & LT 1 H 1 E2fls lcdusig Z#5 L7, 7% (CP-CML, AP-CML, (% BP-
CML/Ph+ ALL) , TKI |Z X 2 BHEHRIZRHT 2Pt/ ARE R/ , KO T315I BROGEIZFESERE
L7726 2dk— hOWT IR E 250 11T 7=,

TKI |2 X B AEE I IZE81T 5 CP-CML BE OMBUEpIL, mMRFmEe=% G » A £ Tl , e
BIREINESR) (6 # A ETID) , MTMIRERFOREZ (12 » HETIZ) OWTUMNEER TE 20
BELEF LT, CP-CML & D95, TKI IZ X DHHEEIEEF OWTNNORERIZEB W T, B THEE
L7, ME e e e ERE I — B B HBL L7283, T AP-CML # L < I
BP-CML ~DOH#EITRFRO b= BE PR & &7 L7z, AP-CML 2%, BP-CML £, & Ph+ ALL
BE OMPUERNE, TKIIC X 2aaRERT, MEFHOREDEER TX 20 EE (AP-CML 21X 3 »
H & TlZ, BP-CML/Ph+ ALL 21X 1 » A £ TIZ) , MEFORFFDDPIER Li-BE (RERE) |, Xi3sEse
IR FHIRZEN NS SN TR T — PSR AR L BE L EFR LT,

RMMEDEFIE, CP-CML B3 Tl (A5 22E%), AP-CML A%, BP-CML £, X% Ph+ ALL

B TR RBINS BT, KEp2EHE2IT-> T, B3Ik > T TKILIC X ARHAENTIE SR

m5Eed L,

CP-CML 35 OB ZhME T EEHEE B 1T ME I RER (MCyR) [l FH5E2R%) (CCyR) K

O R 1 0 2% (PCyR) &5de] & L7, AP-CML 4%, BP-CML M5, KUY Pht ALL 750

BH2hMEEEFMLE B X MR R KES) (MaHR) [ FM5E42728%) (CHR) XIZHMIBEOFT e L
(NEL) tiEF] & L7,

ARGBRIL 449 Bl 28 Gk L, Z D55 444 BINEZMEMMNT OBEEITH - 7=, Wikl%, 267 $51> CP-CML &

Z RAzam—bn=203, T35k —bn=64) , 83D AP-CML &%, 62 ffild> BP-CML B4, K132

51> Pht+ ALL BETH o7, 5 BlE, T3151 BEORN AR T oo, BT O A E #55]
Lo, THLOWBREFIIA Y F =T NI nF =TI L ARNEEE ST T\ e o T,

FEMTIFIZ 3 1T 2 BRI O RAEIX 10 » H (KRB Z M L T\ 722l 6 » ALLE) THhoTz,

NR—=R2 T A VRO NOFEHFRT —Z 2 10 ([Z5E#HT 5,



# 10 : N O FHT — &% K OYR BERE

BEHOBE R AT SR
F il
Wi, ek (D) 59 (18~94)
8], n (%)
Bk 236 (53%)
A@, n (0/0)
TIOT R 57 (13%)
BAXET 7V HRT AV BN 25 (6%)
EPN 349 (79%)
Z DAl 13 (3%)
ECOG Performance Status, n (%)
ECOG =0 X% 1 409 (92%)
BEERE
P2l S lak 5 E oMo dE, 4 (FPE) 6.1 (0.3~28.5)
TKIZ K 2 AERIC AT 2 8EEE], n (%) 374 (88%)
1 fi¥gE 0L F D BCR-ABL & — PRI A R & 0 * 244 (55%)
TKI (2 & 2 AiEE-BEAR O FHEE TKIE, n (%)
1 29 (7%)
2 166 (37%)
>3 249 (56%)

*EEREFIC URERELL_EOBCR-ABL & —BHEEA BV SN -5, 37EEOEF 0L REZ R Shi,

AT IC 31T 5 Iclusig #5100 hdfliix, CP-CML 4 T 281 HI#, AP-CML & T 286 HI#, BP-
CMLHEET89 A, MU'Ph+ ALL BE T8l HREI Th o7z, £ 11 KOE RICHEIMEREEL T L 05,

# 11 : P GIRMAE 2 7R3 CP-CML BE IR 5 Iclusig DHME

agk— b
£ R/I T3151
(N =267) ak— k ak— b
(N =203) (N =64)
AR AR =R
KZE5h* (MCyR)
% 54% 49% 70%
(95% CI) (48,60) (42,56) (58,81)
5ER2%% (CCyR)
% 44% 37% 66%
(95% CI) (38,50) (31,44) (53,77)

*CP-CML =7 — b OEEFMEA 1F, MIRERPHTERRL BREATRER T « 7707 4 7R EREEMRZ2 L) Ll
AR R (20 MLl EOSZHIMIBICI T, 7 4 FFA T 1 T YRR 1~35%) %A bH7- MCyR & L
72

MCyR %R L 7= CP-CML &4 ® MCyR Z|EHIF O Ju il % 84 AH (§EPH : 49~334 A/ Th-o7To,
FEATIRE AT, MCyR Fige i O RABIZZE L T o7z,




F 12 BHMEOIRWE 27~ T ETHX 5 Iclusig DFE R

(RIEO TSI 24— F 2 ETe)

AP-CML BP-CML Ph+ ALL
2K 2K XN
(N=83) (N=62) (N=32)
MRFRIER
K750 (MaHR)
% 52% 31% 41%
(95% CI) (41,63) (20,44) (24,59)
5542785 (CHR)
% 47% 21% 34%
(95% CI) (33,55) (12,33) (19,53)

* AP-CML 3%, BP-CML %, KO Ph+ ALL BF O FEIHMEE 1L, MKFENEEFY EAMBEOFT R LEE&bEk
MaHR & L7-,

® CHR : WBC < ffig% ULN, ANC > 1000/mm’, [fi/RE > 100,000/mm>, A M 1 FEER ULRTE BEER 230D 72\, ' BEIEER
<5%, ARIYIMHOBEEER + %5 BEER <5%, RMMPOHEREER <5%, HIMRE (FFIER OMEEEZSTe) 72 L,

AP-CML #%#, BP-CML £#, KO Ph+ ALL ¥ ® MaHR ZEM o Fdflix, 2 21 B (6
:12~176 H#) , 29 B (HPH : 12~113 HH) , LT 20 A (P : 11~168 HM) Thot,

AP-CML #%#, BP-CML £, MK Pht+ ALL 2% ® MaHR o hEix, #n+Fh 95 » H (#
21A~17.7 5 H) , 47 5 A P 1.8~141+» H) , K32 » A (HiPH : 1.8~8.8+» H) ThoT-,

16 AR/ RE R OHLY R\
Iclusig #EDPHAEREIX TREDO BV TH S,

=34 NDC &= RELAK - MR A4S )

eiosisag | B AT |30 BAD O, NREH A T ERAA AT TUNE SR

s relgosasge | o H 1T [60 BEAD O, MEEE T A F— & MBIA AT NERE B
8 [AS) OHEIAR | (%, B0, [, mEEFRYTFLY (HDPE) & b

HY, b ORI | 180 FEAV D, MEEE T A F—E LA AT/ N 224k

TOIII0 | w5, K&, RO, A6, @K Y =F Ly (HDPE) & v

ME, Af7 v
La—T 4 T

30 mg Te180.53330 | © o T I |30 AV O, MBEE T A F—EHBIAATNRIN R
(C7) AN | %, L0, AR, &FBERY=F 1L (HDPE) R kL
HY, b O AHEIX
MW CH D,

M, BEZ AV 130 g A0 @, MBEE T 4 F— & MI0A AT /NR 24k

76189-334-30 | o= LB | (4 n, ffa, SEEAYTF L (HDPE) AR ML

T, h om

(AP4L DARID 90 gz Ay 0, MBS T A S — & MBIAA TN % A

76189-33490 1 hv, b REIE | (fx, gp, f, S&EAYTF L (HDPE) K ML
WHCd 5,

45 mg

Ielusig $E(% 20~25°C (68~77°F) THRET %, 15~30°C (59~86°F) OHEIANDREMLUTFIA S5 [USP
BHERZR] . NEOFORPRVEENICRE S D,
17 BE~DIY Y > TER

A TKGRE DRBA T IR SGE (AT IRET A ) 2%t L5 BEIRES L2 &,
TRICOWTHEEIIREL, BEMTREN A FOTL2#RHT D,




1 7 PH 5

HELBIRMRE (& X IChEFENE 2T 28IRkAEE E1) L OFFIRIMARZERIEN I L= 2 L 28
FICHAT 2L, MR, B0, OO ), SREEE, THE, ST TEERZ: 8o miez R
W BIER N U A I bICERME A CHE T 5 L 0 BEIIRE T D 2 & [BER O LR E
(5.1 15H) =H

DM O

DD THNE, K ORAE D B 72 Wb RN FTREMEC S CERF AT 5 = L. BYIN, His,
BYEE, REHMED L, TSk 8 ORERATEBL L A R R T 5 L O IR 5 =
L [BER DM EOME (5.2, 5.11H) BT,

iR

JFHERE L R O HE R IFE N HEBLT 2 /BRI OWCEEICHI T2 2 & 3, RACRIR, Him U3
Z B LR EOMBENE UGS XEDICERERFREIERT 2 X 5 BBIRET D28 [BERDR Lo
EE (5.3R) 2T,

e I+

Hri- e Em i I E D S EOHEED A REMIC DWW TERFICHAT A Z &, mMEXR EF LRSS, XIXiEmE,
FEMED VN, R, L IZEUNEZ S eE M EDIERNAE U BAIXERNEFEE ICEE T 5 X ) BEICHE
5L [BELRORE EOEE (5.4H) W],

e

O, WEM:, BB, SUIMEE AP CE O BER D REBLT D AlREEIC DWW CTARFICHII L, 2o X5 RIERA %
BLLIEG AT RET D2 X8 T2 2 & [BEROMEH LoE (5.5H) M),

= a— 1 /NF—

Ielusig # G- FUZRHME= 2 —a RXF— NI = 2 —a RF =B3RBT 5 ATREMEIC O W CTERFICH T 5 2 &,
RRECBURR, TR, SRR, AREEL, BV, MREREEIEER, IR L O =2 — 8 F— 0K 3
RLEGRITRET L L BEIRET L L [BEAROEN LOMEE (5.7H) ZH] .

R 7

Iclusig # 5 FUTIRFEMERFEBLT 5 ATREMEIC O W TIEICHAT 2 2 &, FR, IR, ORI 7 & o iREM
DIERDFER LGB FTWRET 0 L O BENIRET L2 8 [BFERORN LOLE (5.82H) M) .

Hifn

HE RO FTREMEIC OV TEFICHA L, B I SUIHEE T E T 072 o i 2 /"4 2 e SUTE
WREB LG BESICEREFE CEET 5 X BEIRET L 28 [BFEROR LotE (5.9 H) 2
.

Ay B

RTRHT B 23 LY 5 ATREMEIC S W OB IS L, IR, MMM, (KBS, SUTBEINR L DR A
FE USRI EREF R ST D L O REHEET 5 2 & [BEREN LOEE (510 8) SH]

' B ]

MERBARAE AN FEBL S 5 ATREMEIC DWW THRF 1T+ 5 2 &, FrICRYYE 2 R4 3 BN HVUTE bIC#s 1
HEXOBREIIRYTH L [BLEROMEH Eo/E (5.12H) M,



RIEIERREE T M OTEARE 22 4L

AR FHE2ZTHTETHID, NIREFIREZ T TEREEE I CMOE D L) BEICEET 5 2
& [EBEER O FOVEE (514 TH) 2]

HALBE BIJEGINRE SN2 E 2 BFICHAT D 2 & [BEAR O LoEE (5.14 1H) =/

I - R VR EEME

Iclusig 13U ~D#F H5HRFIZAR RICEZ RIZT A REMENH 2 2 L 2T 5 2 &, BRI 28
AIGERRICOWTRMEIZEHA L, IR LAWK D8 T D2 & [FEROEN Fo/EE (5.15 H) KO
RIE[H~DEL (8.1 H) /]

Iclusig DR 5k

Iclusig AL ST EBVICIRHA L, EEEFE ICIERINROERY Iclusig DHEZZEHE LD, RHZHIE
L7720 LanE D BEICHET 52 L, Iclusig FEFOAMICERRIRHTE %, Iclusig $E% % D F A
At Z b BEAIZWENTZD, WEALIZD L2 &,

IRH U756, 2B 2RISR LN &y
FLbE
Iclusig (% 1 H & 45 mg 112 121 mg DHANEKFIM A ZHT 52 &L 2 BHEITHHAT L2 &,

REH

ARIAD Pharmaceuticals, Inc.
26 Landsdowne Street
Cambridge, MA 02139-4234



ANNEX 1

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

Iclusig 15 mg film-coated tablets

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 15 mg of ponatinib (as hydrochloride).

Excipients with known effect

Each film-coated tablet contains 40 mg of lactose monohydrate.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet (tablet).

White, biconvex, round film-coated tablet that is approximately 6 mm in diameter, with "A5"
debossed on one side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Iclusig is indicated in adult patients with

e chronic phase, accelerated phase, or blast phase chronic myeloid leukaemia (CML) who are
resistant to dasatinib or nilotinib; who are intolerant to dasatinib or nilotinib and for whom
subsequent treatment with imatinib is not clinically appropriate; or who have the T3151
mutation

e Philadelphia chromosome positive acute lymphoblastic leukaemia (Ph+ ALL) who are resistant
to dasatinib; who are intolerant to dasatinib and for whom subsequent treatment with imatinib is
not clinically appropriate; or who have the T3151 mutation.

See sections 4.2 for the assessment of cardiovascular status prior to start of therapy and 4.4 for
situations where an alternative treatment may be considered.

4.2 Posology and method of administration

Therapy should be initiated by a physician experienced in the diagnosis and treatment of patients with
leukaemia. Haematologic support such as platelet transfusion and haematopoietic growth factors can
be used during treatment if clinically indicated.

Before starting treatment with ponatinib, the cardiovascular status of the patient should be assessed,
including history and physical examination, and cardiovascular risk factors should be actively
managed. Cardiovascular status should continue to be monitored and medical and supportive therapy
for conditions that contribute to cardiovascular risk should be optimised during treatment with
ponatinib.



Posology
The recommended starting dose is 45 mg of ponatinib once daily. For the standard dose of 45 mg once

daily, a 45 mg film-coated tablet is available. Treatment should be continued as long as the patient
does not show evidence of disease progression or unacceptable toxicity.

Patients should be monitored for response according to standard clinical guidelines.

Consider discontinuing ponatinib if a complete haematologic response has not occurred by 3 months
(90 days).

The risk of vascular occlusive events is likely to be dose-related. There is insufficient data available to
make formal recommendations on dose reduction (in the absence of an adverse event) in patients with
chronic phase (CP) CML who have achieved Major Cytogenetic Response. If a dose reduction is
considered, the following factors should be to taken into account in the individual benefit-risk
assessment: cardiovascular risk, side effects of ponatinib therapy, time to cytogenetic response, and
BCR-ABL transcript levels (see sections 4.4 and 5.1). If dose reduction is undertaken, close
monitoring of response is recommended.

Management of toxicities

Dose modifications or interruption of dosing should be considered for the management of
haematological and non-haematological toxicities. In the case of severe adverse reactions, treatment
should be withheld.

For patients whose adverse reactions are resolved or attenuated in severity, Iclusig may be restarted
and escalation of the dose back to the daily dose used prior to the adverse reaction may be considered,
if clinically appropriate.

For a dose of 30 mg or 15 mg once daily, 15 mg and 30 mg film-coated tablets are available.
Myelosuppression

Dose modifications for neutropenia (ANC* < 1.0 x 10°/L) and thrombocytopenia

(platelet < 50 x 10°/L) that are unrelated to leukaemia are summarized in Table 1.

Table 1 Dose modifications for myelosuppression

First occurrence:
e Withhold Iclusig and resume initial 45 mg dose after recovery
to ANC > 1.5 x 10°/L and platelet > 75 x 10°/L

ANC* < 1.0x 10°/L Second occurrence:
or e Withhold Iclusig and resume at 30 mg after recovery to
platelet < 50 x 10°/L ANC > 1.5 x 10°/L and platelet > 75 x 10°/L

Third occurrence:
e Withhold Iclusig and resume at 15 mg after recovery to
ANC > 1.5 x 10°/L and platelet > 75 x 10°/L

* ANC = absolute neutrophil count

Vascular occlusion

In a patient suspected of developing an arterial or venous occlusive event, Iclusig should be
immediately interrupted. A benefit-risk consideration should guide a decision to restart Iclusig therapy
(see sections 4.4 and 4.8) after the event is resolved.

Hypertension may contribute to risk of arterial thrombotic events. Iclusig treatment should be
temporarily interrupted if hypertension is not medically controlled.

Pancreatitis
Recommended modifications for pancreatic adverse reactions are summarized in Table 2.




Table 2 Dose modifications for pancreatitis and elevation of lipase/amylase

Grade 2 pancreatitis and/or
asymptomatic elevation of Continue Iclusig at the same dose
lipase/amylase

Occurrence at 45 mg:

e Withhold Iclusig and resume at 30 mg after recovery to
<Grade 1 (< 1.5 x IULN)

Recurrence at 30 mg:

e Withhold Iclusig and resume at 15 mg after recovery to
<Grade 1 (< 1.5 x IULN)

Recurrence at 15 mg:

e Consider discontinuing Iclusig

Grade 3 or 4 asymptomatic
elevation of lipase/amylase
(> 2.0 x IULN¥*) only

Occurrence at 45 mg:

e Withhold Iclusig and resume at 30 mg after recovery to
< Grade 2

Recurrence at 30 mg:

e Withhold Iclusig and resume at 15 mg after recovery to
< Grade 2

Recurrence at 15 mg:

e Consider discontinuing Iclusig

Grade 3 pancreatitis

Grade 4 pancreatitis Discontinue Iclusig

*IULN = institution upper limit of normal

Elderly patients
Of the 449 patients in the clinical study of Iclusig, 155 (35%) were > 65 years of age. Compared to
patients < 65 years, older patients are more likely to experience adverse reactions.

Hepatic impairment
Patients with hepatic impairment may receive the recommended starting dose. Caution is
recommended when administering Iclusig to patients with severe hepatic impairment (see section 5.2).

Renal impairment

Renal excretion is not a major route of ponatinib elimination. Iclusig has not been studied in patients
with renal impairment. Patients with estimated creatinine clearance of > 50 mL/min should be able to
safely receive Iclusig with no dosage adjustment. Caution is recommended when administering Iclusig
to patients with estimated creatinine clearance of < 50 mL/min, or end-stage renal disease.

Paediatric population
The safety and efficacy of Iclusig in patients less than 18 years of age have not been established. No
data are available.

Method of administration
The tablets should be swallowed whole. Patients should not crush or dissolve the tablets. Iclusig may
be taken with or without food.

Patients should be advised not to swallow the desiccant canister found in the bottle.
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

Important adverse reactions

Myelosuppression

Iclusig is associated with severe (National Cancer Institute Common Terminology Criteria for Adverse
Events grade 3 or 4) thrombocytopenia, neutropenia, and anaemia. The frequency of these events is
greater in patients with accelerated phase CML (AP-CML) or blast phase CML (BP-CML)/Ph+ ALL
than in chronic phase CML (CP-CML). A complete blood count should be performed every 2 weeks
for the first 3 months and then monthly or as clinically indicated. Myelosuppression was generally
reversible and usually managed by withholding Iclusig temporarily or reducing the dose (see section
4.2).

Vascular occlusion

Arterial and venous thrombosis and occlusions, including fatal myocardial infarction, stroke, retinal
vascular occlusions associated in some cases with permanent visual impairment or vision loss, stenosis
of large arterial vessels of the brain, severe peripheral vascular disease, renal artery stenosis
(associated with worsening, labile or treatment-resistant hypertension), and the need for urgent
revascularization procedures have occurred in Iclusig-treated patients. Patients with and without
cardiovascular risk factors, including patients age 50 years or younger, experienced these events.
Vascular occlusion adverse events were more frequent with increasing age and in patients with prior
history of ischaemia, hypertension, diabetes, or hyperlipidaemia.

The risk of vascular occlusive events is likely to be dose-related (see sections 4.2 and 5.1).

In the phase 2 trial, arterial and venous occlusive adverse reactions have occurred in 23% of patients
(treatment-emergent frequencies). Some patients experienced more than 1 type of event. Arterial
cardiovascular, cerebrovascular, and peripheral vascular occlusive adverse reactions (treatment-
emergent frequencies) occurred in 9.6%, 7.3%, and 6.9% of Iclusig-treated patients, respectively.
Venous occlusive reactions (treatment-emergent frequencies) occurred in 5.0% of patients.

In the phase 2 trial, serious arterial and venous occlusive adverse reactions occurred in 18% of patients
(treatment-emergent frequencies). Serious arterial cardiovascular, cerebrovascular, and peripheral
vascular occlusive adverse reactions (treatment-emergent frequencies) occurred in 6.7%, 5.6%, and
5.1% of Iclusig treated patients, respectively. Serious venous occlusive reactions (treatment-emergent
frequencies) occurred in 4.5% of patients (see section 4.8).

Iclusig should not be used in patients with a history of myocardial infarction, prior revascularization or
stroke, unless the potential benefit of treatment outweighs the potential risk (see sections 4.2 and 4.8).
In these patients, alternative treatment options should also be considered before starting treatment with
ponatinib.

Before starting treatment with ponatinib, the cardiovascular status of the patient should be assessed,
including history and physical examination, and cardiovascular risk factors should be actively
managed. Cardiovascular status should continue to be monitored and medical and supportive therapy
for conditions that contribute to cardiovascular risk should be optimised during treatment with
ponatinib.

Monitoring for evidence of thromboembolism and vascular occlusion should be performed and if
decreased vision or blurred vision occurs, an ophthalmic examination (including fundoscopy) should
be performed. Iclusig should be interrupted immediately in case of vascular occlusion. A benefit -risk
consideration should guide a decision to restart Iclusig therapy (see sections 4.2 and 4.8).

Hypertension
Hypertension may contribute to risk of arterial thrombotic events, including renal artery stenosis.
During Iclusig treatment, blood pressure should be monitored and managed at each clinic visit and



hypertension should be treated to normal. Iclusig treatment should be temporarily interrupted if
hypertension is not medically controlled (see section 4.2).

In the event of significant worsening, labile or treatment-resistant hypertension, interrupt treatment
and consider evaluating for renal artery stenosis.

Treatment-emergent hypertension (including hypertensive crisis) occurred in Iclusig-treated patients.
Patients may require urgent clinical intervention for hypertension associated with confusion, headache,
chest pain, or shortness of breath.

Congestive heart failure

Fatal and serious heart failure or left ventricular dysfunction occurred in Iclusig-treated patients,
including events related to prior vascular occlusive events. Monitor patients for signs or symptoms
consistent with heart failure and treat as clinically indicated, including interruption of Iclusig.
Consider discontinuation of ponatinib in patients who develop serious heart failure (see sections 4.2
and 4.8).

Pancreatitis and serum lipase

Iclusig is associated with pancreatitis. The frequency of pancreatitis is greater in the first 2 months of
use. Check serum lipase every 2 weeks for the first 2 months and then periodically thereafter. Dose
interruption or reduction may be required. If lipase elevations are accompanied by abdominal
symptoms, Iclusig should be withheld and patients evaluated for evidence of pancreatitis (see section
4.2). Caution is recommended in patients with a history of pancreatitis or alcohol abuse. Patients with
severe or very severe hypertriglyceridemia should be appropriately managed to reduce the risk of
pancreatitis.

Hepatotoxicity

Iclusig may result in elevation in ALT, AST, bilirubin, and alkaline phosphatase. Hepatic failure
(including fatal outcome) has been observed. Liver function tests should be performed prior to
treatment initiation and monitored periodically, as clinically indicated.

Haemorrhage

Serious bleeding events and haemorrhage, including fatalities, occurred in Iclusig-treated patients. The
incidence of serious bleeding events was higher in patients with AP-CML, BP-CML and Ph+ ALL.
Cerebral haemorrhage and gastrointestinal haemorrhage were the most commonly reported serious
bleeding events. Most haemorrhagic events, but not all, occurred in patients with grade 3/4
thrombocytopenia. Interrupt Iclusig for serious or severe haemorrhage and evaluate.

Hepatitis B reactivation

Reactivation of hepatitis B in patients who are chronic carriers of this virus has occurred after these
patients received BCR-ABL tyrosine kinase inhibitors. Some cases resulted in acute hepatic failure or
fulminant hepatitis leading to liver transplantation or a fatal outcome.

Patients should be tested for HBV infection before initiating treatment with Iclusig. Experts in liver
disease and in the treatment of hepatitis B should be consulted before treatment is initiated in patients
with positive hepatitis B serology (including those with active disease) and for patients who test
positive for HBV infection during treatment. Carriers of HBV who require treatment with Iclusig
should be closely monitored for signs and symptoms of active HBV infection throughout therapy and
for several months following termination of therapy (see section 4.8).

Medicinal product interactions
Caution should be exercised with concurrent use of Iclusig and moderate and strong CYP3A inhibitors
and moderate and strong CYP3A inducers (see section 4.5).

Concomitant use of ponatinib with anti-clotting agents should be approached with caution in patients
who may be at risk of bleeding events (see “Myelosuppression” and “Haemorrhage”). Formal studies
of ponatinib with anti-clotting medicinal products have not been conducted.



QT prolongation

The QT interval prolongation potential of Iclusig was assessed in 39 leukaemia patients and no
clinically significant QT prolongation was observed (see section 5.1). However, a thorough QT study
has not been performed; therefore a clinically significant effect on QT cannot be excluded.

Special populations

Hepatic impairment
Patients with hepatic impairment may receive the recommended starting dose. Caution is
recommended when administering Iclusig to patients with severe hepatic impairment (see section 5.2).

Renal impairment
Caution is recommended in when administering Iclusig to patients with estimated creatinine clearance
of < 50 mL/min or end-stage renal disease (see section 4.2).

Lactose

This medicinal product contains lactose monohydrate. Patients with rare hereditary problems of
galactose intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take
this medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Substances that may increase ponatinib serum concentrations

CYP3A inhibitors

Ponatinib is metabolized by CYP3A4.

Co-administration of a single 15 mg oral dose of Iclusig in the presence of ketoconazole (400 mg
daily), a strong CYP3A inhibitor, resulted in modest increases in ponatinib systemic exposure, with
ponatinib AUC,.,, and C,,,, values that were 78% and 47% higher, respectively, than those seen when
ponatinib was administered alone.

Caution should be exercised and a reduction of the starting dose of Iclusig to 30 mg should be
considered with concurrent use of strong CYP3A inhibitors such as clarithromycin, indinavir,
itraconazole, ketoconazole, nefazodone, nelfinavir, ritonavir, saquinavir, telithromycin,
troleandomycin, voriconazole, and grapefruit juice.

Substances that may decrease ponatinib serum concentrations

CYP3A inducers

Co-administration of a single 45 mg dose of Iclusig in the presence of rifampin (600 mg daily), a
strong CYP3A inducer, to 19 healthy volunteers, decreased the AUC,_,, and C,,x of ponatinib by 62%
and 42%, respectively, when compared to administration of ponatinib alone.

Co-administration of strong CYP3A4 inducers such as carbamazepine, phenobarbital, phenytoin,
rifabutin, rifampicin, and St. John’s Wort with ponatinib should be avoided, and alternatives to the
CYP3A4 inducer should be sought, unless the benefit outweighs the possible risk of ponatinib
underexposure.

Substances that may have their serum concentrations altered by ponatinib

Transporter substrates

In vitro, ponatinib is an inhibitor of P-gp and BCRP. Therefore, ponatinib may have the potential to
increase plasma concentrations of co-administered substrates of P-gp (e.g., digoxin, dabigatran,
colchicine, pravastatin) or BCRP (e.g., methotrexate, rosuvastatin, sulfasalazine) and may increase
their therapeutic effect and adverse reactions. Close clinical surveillance is recommended when
ponatinib is administered with these medicinal products.



Paediatric population
Interaction studies have only been performed in adults.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in males and females

Women of childbearing age being treated with Iclusig should be advised not to become pregnant and
men being treated with Iclusig should be advised not to father a child during treatment. An effective
method of contraception should be used during treatment. It is unknown whether ponatinib affects the
effectiveness of systemic hormonal contraceptives. An alternative or additional method of
contraception should be used.

Pregnancy
There are no adequate data from the use of Iclusig in pregnant women. Studies in animals have shown

reproductive toxicity (see section 5.3). The potential risk for humans is unknown. Iclusig should be
used during pregnancy only when clearly necessary. If it is used during pregnancy, the patient must be
informed of the potential risk to the foetus.

Breast-feeding
It is unknown whether Iclusig is excreted in human milk. Available pharmacodynamic and

toxicological data cannot exclude potential excretion in human milk. Breast-feeding should be stopped
during treatment with Iclusig.

Fertility

No human data on the effect of ponatinib on fertility are available. In rats, treatment with ponatinib
has shown effects on female fertility and male fertility was not affected (see section 5.3). The clinical
relevance of these findings to human fertility is unknown.

4.7 Effects on ability to drive and use machines

Iclusig has a minor influence on the ability to drive and use machines. Adverse reactions such as
lethargy, dizziness, and vision blurred have been associated with Iclusig. Therefore, caution should be
recommended when driving or operating machines.

4.8 Undesirable effects

Summary of the safety profile

The adverse reactions described in this section were identified in a single-arm, open-label,
international, multicenter trial in 449 CML and Ph+ ALL patients who were resistant or intolerant to
prior TKI therapy including those with a BCR-ABL T3151 mutation. All patients received 45 mg
Iclusig once daily. Dose adjustments to 30 mg once daily or 15 mg once daily were allowed for the
management of treatment toxicity. At the time of reporting, all ongoing patients had a minimum
follow-up of 27 months. The median duration of treatment with Iclusig was 866 days in CP-CML
patients, 590 days in AP-CML patients, and 86 days in BP-CML/Ph+ ALL patients. The median dose
intensity was 36 mg or, 80% of the expected 45 mg dose.

The most common serious adverse reactions >1% (treatment-emergent frequencies) were pneumonia
(6.5%), pancreatitis (5.6%), pyrexia (4.2%), abdominal pain (4.0%), myocardial infarction (3.6%),
atrial fibrillation (3.3%), anaemia, (3.3%), platelet count decreased (3.1%), febrile neutropenia (2.9%),
cardiac failure (2.0%), lipase increased (1.8%), dyspnea (1.6%), diarrhoea (1.6%), neutrophil count
decreased (1.3%), pancytopenia (1.3%), and pericardial effusion (1.3%).

Serious arterial cardiovascular, cerebrovascular, and peripheral vascular occlusive adverse reactions
(treatment-emergent frequencies) occurred in 6.7%, 5.6%, and 5.1% of Iclusig treated patients,
respectively. Serious venous occlusive reactions (treatment-emergent frequencies) occurred in 4.5% of
patients.



Overall, the most common adverse reactions (>20%) were platelet count decreased, rash, dry skin, and
abdominal pain.

Arterial cardiovascular, cerebrovascular, and peripheral vascular occlusive adverse reactions
(treatment-emergent frequencies) occurred in 9.6%, 7.3%, and 6.9% of Iclusig-treated patients,
respectively. Venous occlusive reactions (treatment-emergent frequencies) occurred in 5.0% of
patients. Overall arterial and venous occlusive adverse reactions have occurred in 23% of Iclusig-
treated patients from the phase 2 trial, with serious adverse reactions occurring in 18% of patients.
Some patients experienced more than one type of event.

The rates of treatment-related adverse events resulting in discontinuation were 14% in CP-CML, 7%
in AP-CML and 4% in BP-CML/Ph+ ALL.

Tabulated list of adverse reactions

Adverse reactions reported in all CML and Ph+ ALL patients are presented in Table 3. Frequency
categories are very common (> 1/10), common (> 1/100 to < 1/10) and uncommon (> 1/1000 to

< 1/100), rare (= 1/10,000 to < 1/1000), very rare (< 1/10,000), and not known (cannot be estimated
from the available data). Within each frequency grouping, undesirable effects are presented in order of
decreasing seriousness.

Table 3 Adverse reactions observed in CML and Ph+ ALL patients — frequency reported by
incidence of treatment emergent events

System organ class Frequency Adverse reactions
. . . Very common upper respiratory tract infection
Infections and infestations LY PP P Ly —
Common pneumonia, sepsis, folliculitis

anaemia, platelet count decreased, neutrophil

Very common
4 count decreased

Blood and lymphatic system
disorders pancytopenia, febrile neutropenia, white

Common blood cell count decreased
Endocrine disorders Common hypothyroidism
Very common decreased appetite
dehydration, fluid retention, hypocalcaemia,
Metabolism and nutrition hyperglycaemia, hyperuricaemia,
. Common : . . .
disorders hypophosphataemia, hypertriglyceridaemia,
hypokalaemia, weight decreased
Uncommon tumour lysis syndrome
Psychiatric disorders Very common insomnia
Very common headache, dizziness
cerebrovascular accident, cerebral infarction,
Nervous system disorders Common neuropathy peripheral, lethargy, migraine,

hyperaesthesia, hypoaesthesia, paraesthesia,
transient ischaemic attack

Uncommon cerebral artery stenosis

vision blurred, dry eye, periorbital oedema,

Common .
eyelid oedema
Eye disorders retinal vein thrombosis, retinal vein
Uncommon occlusion, retinal artery occlusion, visual

impairment




System organ class

Frequency

Adverse reactions

Cardiac disorders

Common

cardiac failure, myocardial infarction,
cardiac failure congestive, coronary artery
disease, angina pectoris, pericardial effusion,
atrial fibrillation, ejection fraction decreased

Uncommon

myocardial ischemia, acute coronary
syndrome, cardiac discomfort, ischemic
cardiomyopathy, arteriospasm coronary, left
ventricular dysfunction, atrial flutter,

Vascular disorders

Very common

hypertension

peripheral arterial occlusive disease,
peripheral ischaemia, peripheral artery

Common stenosis, intermittent claudication, deep vein
thrombosis, hot flush, flushing
poor peripheral circulation, splenic
infarction, embolism venous, venous
Uncommon

thrombosis, hypertensive crisis, renal artery
stenosis

Respiratory, thoracic and
mediastinal disorders

Very common

dyspnoea, cough

Common

pulmonary embolism, pleural effusion,
epistaxis, dysphonia, pulmonary
hypertension

Gastrointestinal disorders

Very common

abdominal pain, diarrhoea, vomiting,
constipation, nausea, lipase increased

pancreatitis, blood amylase increased,
gastrooesophageal reflux disease, stomatitis,

Common dyspepsia, abdominal distension, abdominal
discomfort, dry mouth
Uncommon gastric haemorrhage

Hepatobiliary disorders

Very common

alanine aminotransferase increased, aspartate
aminotransferase increased

blood bilirubin increased, blood alkaline

Common phosphatase increased, gamma-
glutamyltransferase increased
Uncommon hepatotoxicity, hepatic failure, jaundice

Skin and subcutaneous tissue
disorders

Very common

rash, dry skin

Common

rash pruritic, exfoliative rash, erythema,
alopecia, pruritis, skin exfoliation, night
sweats, hyperhidrosis, petechia, ecchymosis,
pain of skin, dermatitis exfoliative

Musculoskeletal and
connective tissue disorders

Very common

bone pain, arthralgia, myalgia, pain in
extremity, back pain, muscle spasms

Common

musculoskeletal pain, neck pain,
musculoskeletal chest pain

Reproductive system and
breast disorders

Common

erectile dysfunction

General disorders and
administrative site conditions

Very common

fatigue, asthenia, oedema peripheral,
pyrexia, pain

Common

chills, influenza like illness, non-cardiac
chest pain, mass, face oedema

Description of selected adverse reactions

Vascular occlusion (see section 4.2 and 4.4).
Serious vascular occlusion has occurred in patients treated with Iclusig, including cardiovascular,
cerebrovascular and peripheral vascular events, and venous thrombotic events. Patients with and




without cardiovascular risk factors, including patients age 50 years or younger, experienced these
events. Vascular occlusive adverse events were more frequent with increasing age and in patients with
prior history of ischaemia, hypertension, diabetes, or hyperlipidaemia.

Myelosuppression

Myelosuppression was commonly reported in all patient populations. The frequency of Grade 3 or 4
thrombocytopenia, neutropenia, and anaemia was higher in patients with AP-CML and BP-CML/Ph+
ALL than in patients with CP-CML (see Table 4). Myelosuppression was reported in patients with
normal baseline laboratory values as well as in patients with pre-existing laboratory abnormalities.

Discontinuation due to myelosuppression was infrequent (thrombocytopenia 4.5%, neutropenia and
anaemia <1% each).

Hepatitis B reactivation
Hepatitis B reactivation has been reported in association with BCR-ABL TKIs. Some cases resulted in

acute hepatic failure or fulminant hepatitis leading to liver transplantation or a fatal outcome (see
section 4.4).

Table 4 Incidence of clinically relevant grade 3/4* laboratory abnormalities in >2% of
patients in any disease group
Laboratory Test All Patients | CP-CML AP-CML BP-CML/Ph+
(N=449) (N=270) (N=85) ALL (N=94)
(%) (%) (%) (%)
Haematology
Thrombocytopenia (platelet count 40 35 49 46
decreased)
Neutropenia (ANC decreased) 34 23 52 52
Leukopenia (WBC decreased) 25 12 37 53
Anaemia (Hgb decreased) 20 8 31 46
Lymphopenia 17 10 25 28

Biochemistry

Lipase increased 13 12 13 14
Phosphorus decreased 9 9 12 9
Glucose increased 7 7 12 1
ALT increased 6 4 8 7
Sodium decreased 5 5 6 2
AST increased 4 3 6 3
Potassium increased 2 2 1 3
Alkaline phosphatase increased 2 1 4 2
Bilirubin 1 <1 2 1
Potassium decreased 2 <1 5 2
Amylase increased 3 3 2 3
Calcium decreased 1 <1 2 1

ALT=alanine aminotransferase, ANC=absolute neutrophil count, AST=aspartate aminotransferase,
Hgb=haemoglobin, WBC=white blood cell count.

*Reported using National Cancer Institute Common Terminology Criteria for Adverse Events version
4.0.

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.
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4.9 Overdose

Isolated reports of unintentional overdose with Iclusig were reported in clinical trials. Single doses of
165 mg and an estimated 540 mg in two patients did not result in any clinically significant adverse
reactions. Multiple doses of 90 mg per day for 12 days in a patient resulted in pneumonia, systemic
inflammatory response, atrial fibrillation, and asymptomatic, moderate pericardial effusion. Treatment
was interrupted, the events resolved, and Iclusig was restarted at 45 mg, once daily. In the event of an
overdose of Iclusig, the patient should be observed and appropriate supportive treatment given.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: antineoplastic agent, protein kinase inhibitor, ATC code: LO1XE24

Ponatinib is a potent pan BCR-ABL inhibitor with structural elements, including a carbon-carbon
triple-bond, that enable high affinity binding to native BCR-ABL and mutant forms of the ABL
kinase. Ponatinib inhibits the tyrosine kinase activity of ABL and T3151 mutant ABL with ICs, values
of 0.4 and 2.0 nM, respectively. In cellular assays, ponatinib was able to overcome imatinib, dasatinib,
and nilotinib resistance mediated by BCR-ABL kinase domain mutations. In preclinical mutagenesis
studies, 40 nM was determined as the concentration of ponatinib sufficient to inhibit viability of cells
expressing all tested BCR-ABL mutants by >50% (including T3151I) and suppress the emergence of
mutant clones. In a cell-based accelerated mutagenesis assay, no mutation in BCR-ABL was detected
that could confer resistance to 40 nM ponatinib.

Ponatinib elicited tumour shrinkage and prolonged survival in mice bearing tumours expressing native
or T3151 mutant BCR-ABL.

At doses of 30 mg or greater plasma steady state trough concentrations of ponatinib typically exceed
21 ng/mL (40 nM). At doses of 15 mg or greater, 32 of 34 patients (94%) demonstrated a >50%
reduction of CRK-like (CRKL) phosphorylation, a biomarker of BCR-ABL inhibition, in peripheral
blood mononuclear cells.

Ponatinib inhibits the activity of other clinically relevant kinases with ICsy values below 20 nM and
has demonstrated cellular activity against RET, FLT3, and KIT and members of the FGFR, PDGFR,
and VEGFR families of kinases.

Clinical efficacy and safety

The safety and efficacy of Iclusig in CML and Ph+ ALL patients who were resistant or intolerant to
prior tyrosine kinase inhibitor (TKI) therapy were evaluated in a single-arm, open-label, international,
multicenter trial. All patients were administered 45 mg of Iclusig once-daily with the possibility of
dose de-escalations and dose interruptions followed by dose resumption and re-escalation. Patients
were assigned to one of six cohorts based on disease phase (CP-CML; AP-CML; or BP-CML/Ph+
ALL), resistance or intolerance (R/I) to dasatinib or nilotinib, and the presence of the T315I mutation.
The trial is ongoing.

Resistance in CP-CML was defined as failure to achieve either a complete haematological response
(by 3 months), a minor cytogenetic response (by 6 months), or a major cytogenetic response (by

12 months) while on dasatinib or nilotinib. CP-CML patients who experienced a loss of response or
development of a kinase domain mutation in the absence of a complete cytogenetic response or
progression to AP-CML or BP-CML at any time on dasatinib or nilotinib were also considered
resistant. Resistance in AP-CML and BP-CML/Ph+ ALL was defined as failure to achieve either a
major haematological response (AP-CML by 3 months, BP-CML/Ph+ ALL by 1 month), loss of major
haematological response (at any time), or development of kinase domain mutation in the absence of a
major haematological response while on dasatinib or nilotinib.

Intolerance was defined as the discontinuation of dasatinib or nilotinib due to toxicities despite optimal

management in the absence of a complete cytogenetic response for CP CML patients or major
haematological response for AP CML, BP CML, or Ph+ ALL patients.
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The primary efficacy endpoint in CP-CML was major cytogenetic response (MCyR), which included
complete and partial cytogenetic responses (CCyR and PCyR). The secondary efficacy endpoints in
CP-CML were complete haematological response (CHR) and major molecular response (MMR).

The primary efficacy endpoint in AP-CML and BP-CML/Ph+ ALL was major haematological
response (MaHR), defined as either a complete haematological response (CHR) or no evidence of
leukaemia (NEL). The secondary efficacy endpoints in AP-CML and BP-CML/Ph+ ALL were MCyR
and MMR.

For all patients, additional secondary efficacy endpoints included: confirmed MCyR, time to response,
duration of response, progression free survival, and overall survival.

The trial enrolled 449 patients of which 444 were eligible for analysis: 267 CP-CML patients (R/I
Cohort: n=203, T3151 Cohort: n=64), 83 AP-CML patients (R/I Cohort: n=65, T315I Cohort: n=18),
62 BP-CML (R/I Cohort: n=38, T315I Cohort: n=24), and 32 Ph+ ALL patients (R/I Cohort: n=10,
T315I Cohort: n=22). A prior MCyR or better (MCyR, MMR, or CMR) to dasatinib or nilotinib was
only achieved in 26% patients with CP-CML and a prior MaHR or better (MaHR, MCyR, MMR, or
CMR) was only achieved in 21%, and 24% of AP-CML, and BP-CML/Ph+ALL patients, respectively.
Baseline demographic characteristics are described in Table 5 below.

Table 5 Demographics and disease characteristics

Patient characteristics at entry Total safety population

N=449
Age
Median, years (range) | 59 (18 -94)
Gender, n (%)
Male | 238 (53%)
Race, n (%)
Asian 59 (13%)
Black/African American 25 (6%)
White 352 (78%)
Other 13 (3%)
ECOG Performance Status, n (%)
ECOG=0 or 1 | 414 (92%)
Disease history
Median time from diagnosis to first dose, years (range) 6.09 (0.33 - 28.47)
Resistant to Prior TKI Therapy * *, n (%) 374 (88%)
Prior TKI therapy— number of regimens, n (%)
1 32 (7%)
2 155 (35%)
>3 262 (58%)
BCR-ABL mutation detected at entry, n (%)
None 198 (44%)
1 192 (43%)
>2 54 (12%)

“* of 427 patients reporting prior TKI therapy with dasatinib or nilotinib
®Of the patients with one or more BCR-ABL kinase domain mutations detected at entry, 37 unique
mutations were detected.

Overall, 55% of patients had one or more BCR-ABL kinase domain mutation at entry with the most
frequent being: T3151 (29%), F317L (8%), E255K (4%) and E359V (4%). In 67% of CP-CML
patients in the R/I cohort, no mutations were detected at study entry.

Efficacy results are summarized in Table 6, Table 7, and Table 8.
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Table 6 Efficacy of Iclusig in resistant or intolerant chronic phase CML patients

Overall Resistant or Intolerant
(N=267) R/ T3151
Cohort Cohort
(N=203) (N=64)
Cytogenetic Response
Major(MCyR) *
% 56% 51% 70%
(95% CI) (50-62) (44-58) (58-81)
Complete (CCyR)
% 46% 40% 66%
(95% CI) (40-53) (34-48) (53-77)
Major Molecular Response "
% 38% 32% 58%
(95% CI) (32-44) (26-39) (45-70)

* Primary endpoint for CP-CML Cohorts was MCyR, which combines both complete (No detectable
Ph+ cells) and partial (1% to 35% Ph+ cells) cytogenetic responses.

® Measured in peripheral blood. Defined as a <0.1% ratio of BCR-ABL to ABL transcripts on the
International Scale (IS) (ie, <0.1% BCR-ABL'; patients must have the b2a2/b3a2 (p210) transcript),
in peripheral blood measured by quantitative reverse transcriptase polymerase chain reaction (qQRT
PCR).

Database cutoff date 06 January 2014

CP-CML patients who received fewer prior TKIs attained higher cytogenetic, haematological, and
molecular responses. Of the CP-CML patients previously treated with one, two, three or four prior
TKIs, 75% (12/16), 67% (66/98), 45% (64/141), and 58% (7/12)) achieved a MCyR while on Iclusig,
respectively.

Of the CP-CML patients with no mutation detected at entry, 49% (66/136) achieved a MCyR.

For every BCR-ABL mutation detected in more than one CP-CML patient at entry, a MCyR was
achieved following treatment with Iclusig.

In CP-CML patients who achieved MCyR, the median time to MCyR was 84 days (range: 49 to

334 days) and in patients who achieved MMR, the median time to MMR was 168 days (range: 55 to
965 days). At the time of updated reporting with minimum follow-up for all ongoing patients of 27
months, the median durations of MCyR and MMR had not yet been reached. Based on the Kaplan-
Meier estimates, 87% (95% CI: [78%—92%]) of CP-CML (median duration of treatment: 866 days)
patients who achieved a MCyR and 66% (95% CI: [55%- 75%]) of CP-CML patients who achieved a
MMR are projected to maintain that response at 24 months.
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Table 7 Efficacy of Iclusig in resistant or intolerant advanced phase CML patients
Accelerated Phase CML Blast Phase CML
Overall Resistant or Overall Resistant or
(N=83) Intolerant (N=62) Intolerant
R/ T3151 R/ T3151
Cohort | Cohort Cohort Cohort
(N=65) | (N=18) (N=38) (N=24)
Haematological Response
Rate
Major® (MaHR)
% 57% 57% 56% 31% 32% 29%
(95% CI) (45-68) | (44-69) | (31-79) | (2044) | (18-49) | (13-51)
Complete” (CHR)
% 49% 48% 33% 21% 24% 17%
(95% CI) (38-61) | (35-61) | (13-59) | (12-33) (11-40) (5-37)
Major Cytogenetic Response*
% 39% 34% 56% 23% 18% 29%
(95% CI) (28-50) | (23-47) | (31-79) | (13-35) (8-34) (13-51)

* Primary endpoint for AP-CML and BP-CML/Ph+ ALL Cohorts was MaHR, which combines
complete haematological responses and no evidence of leukaemia.
® CHR: WBC < institutional ULN, ANC >1000/mm°, platelets >100,000/mm”, no blasts or
promyelocytes in peripheral blood, bone marrow blasts <5%, <5% myelocytes plus metamyelocytes in
peripheral blood, basophils <5% in peripheral blood, No extramedullary involvement (including no

hepatomegaly or splenomegaly).

“MCyR combines both complete (No detectable Ph+ cells) and partial (1% to 35% Ph+ cells)

cytogenetic responses.

Database cutoff date 06 January 2014

Table 8 Efficacy of Iclusig in resistant or intolerant Ph+ ALL patients
Overall Resistant or Intolerant
(N=32) R/ T3151
Cohort Cohort
(N=10) (N=22)
Haematological Response
Rate
Major® (MaHR)
% 41% 50% 36%
(95% CI) (24-59) (19-81) (17-59)
Complete” (CHR)
% 34% 40% 32%
(95% CI) (19-53) (12-73) (14-55)
Major Cytogenetic Response*
% 47% 60% 41%
(95% CI) (29-65) (26-88) (21-64)

* Primary endpoint for AP-CML and BP-CML/Ph+ ALL Cohorts was MaHR, which combines
complete haematological responses and no evidence of leukaemia.
® CHR: WBC < institutional ULN, ANC > 1000/mm’, platelets > 100,000/mm’, no blasts or
promyelocytes in peripheral blood, bone marrow blasts <5%, <5% myelocytes plus metamyelocytes in
peripheral blood, basophils < 5% in peripheral blood, No extramedullary involvement (including no

hepatomegaly or splenomegaly).

“MCyR combines both complete (No detectable Ph+ cells) and partial (1% to 35% Ph+ cells)

cytogenetic responses.

Database cutoff date 06 January 2014

The median time to MaHR in patients with AP-CML, BP-CML, and Ph+ ALL was 21 days (range: 12
to 176 days), 29 days (range: 12 to 113 days), and 20 days (range: 11 to 168 days), respectively. At the
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time of updated reporting with minimum follow-up for all ongoing patients of 27 months, the median
duration of MaHR for AP-CML (median duration of treatment: 590 days) BP-CML (median duration
of treatment: 89 days), and Ph+ ALL (median duration of treatment: 81 days) patients was estimated
as 13.1 months (range: 1.2 to 35.8+ months), 6.1 months (range: 1.8 to 31.8+ months), and 3.3 months
(range: 1.8 to 13.0 months), respectively.

For all patients in the phase 2 trial, the dose intensity-safety relationship indicated that there are
significant increases in grade > 3 adverse events (cardiac failure, arterial thrombosis, hypertension,
thrombocytopenia, pancreatitis, neutropenia, rash, ALT increase, AST increase, lipase increase,
myelosuppression) over the dose range of 15 to 45 mg once-daily.

The analysis of the dose intensity-safety relationship in the phase 2 trial concluded that after adjusting
for covariates, the overall dose intensity is significantly associated with an increased risk of vascular
occlusion, with an odds ratio of approximately 1.6 for each 15 mg increase. In addition, results from
logistic regression analyses of data from patients in the phase 1 trial, suggest a relationship between
systemic exposure (AUC) and occurrence of arterial thrombotic events. A reduction in dose is
therefore expected to reduce the risk of vascular occlusive events, however, the analysis suggested that
there may be a ‘carry over’ effect of higher doses such that it might take up to several months before a
dose reduction manifests in risk reduction. Other covariates that show a statistically significant
association with the occurrence of vascular occlusive events in this analysis are medical history of
ischemia and age.

Dose reduction in CP-CML patients

In the phase 2 trial, dose reductions were recommended following adverse events; in addition in
October 2013 new recommendations for prospective dose reduction in all CP-CML patients in the
absence of adverse events were introduced in this trial with the aim of reducing the risk of vascular
occlusive events.

Safety

In the phase 2 trial, 87 CP-CML patients achieved MCyR at a dose of 45 mg, 45 CP-CML patients
achieved MCyR after a dose reduction to 30 mg, mostly for adverse events.

Vascular occlusive events occurred in 44 of these 132 patients. Most of these events occurred at the
dose at which the patient achieved MCyR; fewer events occurred after dose reduction.

Table 9 Vascular Occlusive First Adverse Events in CP-CML Patients who Achieved MCyR
at 45 mg or 30 mg (data extraction 7 April 2014)

Most Recent Dose at Onset of First Vascular Occlusive
Event
45 mg 30 mg 15 mg
Achieved MCyR at 45 mg
(N=87) 19 6 0
Achieved MCyR at 30 mg 1 13 5
(N=45)
Efficacy

Preliminary data from the phase 2 trial are available on the maintenance of response (MCyR and
MMR) in all CP-CML patients who underwent dose reduction for any reason. Table 10 shows these
data for patients who achieved MCyR and MMR at 45 mg; similar data are available for patients who
achieved MCyR and MMR at 30 mg.

The majority of patients who underwent dose reduction maintained response (MCyR and MMR) for
the duration of currently available follow-up. Most patients who ultimately reduced dose to 15 mg
initially had their dose reduced to 30 mg for a period. A proportion of patients did not undergo any
dose reduction, based on an individual benefit-risk assessment.

Further data on maintenance of response are required in order to make a formal recommendation for
dose modifications in the absence of an adverse event as a risk minimisation strategy (see sections 4.2
and 4.4).
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Table 10 Maintenance of response in CP-CML patients who achieved MCyR or MMR at
45 mg dose (data extraction 7 April 2014)

Achieved MCyR Achieved MMR
at 45 mg (N=87) at 45 mg (N=63)
Number of Maintained Number of | Maintained
Patients MCyR Patients MMR
No Dose Reduction 23 18 (78%) 18 11 (61%)
Dose reduction to 30 mg only 25 24 (96%) 13 11 (85%)
> 90 day reduction at 30 mg 21 20 (95%) 11 10 (91%)
> 180 day reduction at 30 mg 11 10 (89%) 5 4 (80%)
> 360 day reduction at 30 mg 5 4 (80%) 2 1 (50%)
Any dose reduction to 15 mg 39 39 (100%) 32 30 (94%)
> 90 day reduction at 15 mg 32 32 (100%) 27 26 (96%)
> 180 day reduction at 15 mg 10 10 (100%) 6 6 (100%)
> 360 day reduction at 15 mg 6 6 (100%) 3 3 (100%)

The anti-leukaemic activity of Iclusig was also evaluated in a phase 1 dose escalation study that
included 65 CML and Ph+ ALL patients; the study is ongoing. Of 43 CP-CML patients, 31 CP-CML
patients achieved a MCyR with a median duration of follow-up of 25.3 months (range: 1.7 to

38.4 months). At the time of reporting, 25 CP-CML patients were in MCyR (median duration of
MCyR had not been reached).

Cardiac electrophysiology

The QT interval prolongation potential of Iclusig was assessed in 39 leukaemia patients who received
30 mg, 45 mg, or 60 mg Iclusig once daily. Serial ECGs in triplicate were collected at baseline and at
steady state to evaluate the effect of ponatinib on QT intervals. No clinically significant changes in the
mean QTc interval (i.e., > 20 ms) from baseline were detected in the study. In addition, the
pharmacokinetic-pharmacodynamic models show no exposure-effect relationship, with an estimated
QTcF mean change of —6.4 ms (upper confidence interval —0.9 ms) at C,,,x for the 60 mg group.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Iclusig in children from birth to less than 1 year in CML and Ph+ ALL. The European Medicines
Agency has deferred the obligation to submit the results of studies with Iclusig in paediatric patients
from 1 year to less than 18 years in CML and Ph+ ALL (see section 4.2 for information on paediatric
use).

5.2 Pharmacokinetic properties

Absorption
Peak concentrations of ponatinib are observed approximately 4 hours after oral administration. Within

the range of clinically relevant doses evaluated in patients (15 mg to 60 mg), ponatinib exhibited dose
proportional increases in both C,,,x and AUC. The geometric mean (CV%) Cy.x and AUC g
exposures achieved for ponatinib 45 mg daily at steady state were 77 ng/mL (50%) and

1296 ngehr/mL (48%), respectively. Following either a high-fat and low-fat meal, plasma ponatinib
exposures (C,x and AUC) were not different versus fasting conditions. Iclusig may be administered
with or without food. Co-administration of Iclusig with a potent inhibitor of gastric acid secretion
resulted in a minor reduction in ponatinib C,,,, without a reduction in AUC,_,.

Distribution

Ponatinib is highly bound (>99%) to plasma proteins in vitro. The blood/plasma ratio of ponatinib is
0.96. Ponatinib is not displaced by concomitant administration of ibuprofen, nifedipine, propranolol,
salicylic acid, or warfarin. At daily doses of 45 mg, the geometric mean (CV%) apparent steady state
volume of distribution is 1101 L (94%) suggesting that ponatinib is extensively distributed in the
extravascular space. In vitro studies suggested that ponatinib is either not a substrate or is a weak
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substrate for both P-gp and breast cancer resistance protein BCRP. Ponatinib is not a substrate for the
human organic anion transporting polypeptides OATP1B1, OATP1B3 and the organic cation
transporter OCT-1.

Biotransformation

Ponatinib is metabolized to an inactive carboxylic acid by esterases and/or amidases, and metabolized
by CYP3A4 to an N-desmethyl metabolite that is 4 times less active than ponatinib. The carboxylic
acid and the N-desmethyl metabolite comprise 58% and 2% of the circulating levels of ponatinib,
respectively.

At therapeutic serum concentrations, ponatinib did not inhibit OATP1B1 or OATP1B3, OCT1 or
OCT2, organic anion transporters OAT1 or OATS3, or bile salt export pump (BSEP) in vitro.
Therefore, clinical medicinal product interactions are unlikely to occur as a result of ponatinib-
mediated inhibition of substrates for these transporters. In vitro studies indicate that clinical medicinal
product interactions are unlikely to occur as a result of ponatinib-mediated inhibition of the
metabolism of substrates for CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP3A or CYP2D6.

An in vitro study in human hepatocytes indicated that clinical medicinal product interactions are also
unlikely to occur as a result of ponatinib-mediated induction of the metabolism of substrates for
CYP1A2, CYP2B6, or CYP3A.

Elimination

Following single and multiple 45 mg doses of Iclusig, the terminal elimination half-life of ponatinib
was 22 hours, and steady state conditions are typically achieved within 1 week of continuous dosing.
With once-daily dosing, plasma exposures of ponatinib are increased by approximately 1.5-fold
between first dose and steady state conditions. Although plasma ponatinib exposures increased to
steady-state levels with continuous dosing, a population pharmacokinetic analysis predicts a limited
increase in apparent oral clearance within the first two weeks of continuous dosing, which is not
considered clinically relevant. Ponatinib is mainly eliminated via faeces. Following a single oral dose
of ["*C]-labeled ponatinib, approximately 87% of the radioactive dose is recovered in the faeces and
approximately 5% in the urine. Unchanged ponatinib accounted for 24% and <1% of the administered
dose in faeces and urine, respectively, with the remainder of the dose comprising metabolites.

Renal impairment

Iclusig has not been studied in patients with renal impairment. Although renal excretion is not a major
route of ponatinib elimination, the potential for moderate or severe renal impairment to affect hepatic
elimination has not been determined (see section 4.2).

Hepatic impairment

A single dose of 30 mg ponatinib was administered to patients with mild, moderate, or severe hepatic
impairment and to healthy volunteers with normal hepatic function. Ponatinib C,,,x was comparable in
patients with mild hepatic impairment and healthy volunteers with normal hepatic function. In patients
with moderate or severe hepatic impairment, ponatinib C,,,, and AUC,.,, were lower and ponatinib
plasma elimination half-life was longer in patients with mild, moderate, and severe hepatic impairment
but not clinically significantly different than in healthy volunteers with normal hepatic function.

In vitro data showed no difference in plasma protein binding in plasma samples of healthy subjects
and hepatically impaired (mild, moderate and severe) subjects. Compared to healthy volunteers with
normal liver function, no major differences in ponatinib PK were observed in patients with varying
degrees of hepatic impairment. A reduction of the starting dose of Iclusig in patients with hepatic
impairment is not necessary (see sections 4.2 and 4.4).

Intrinsic factors affecting ponatinib pharmacokinetics

No specific studies have been performed to evaluate the effects of gender, age, race, and body weight
on ponatinib pharmacokinetics. An integrated population pharmacokinetic analysis completed for
ponatinib suggests that age may be predictive of variability for ponatinib apparent oral clearance
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(CL/F). Gender, race and body weight were not predictive in explaining ponatinib pharmacokinetic
intersubject variability.

5.3  Preclinical safety data

Iclusig has been evaluated in safety pharmacology, repeat-dose toxicity, genotoxicity, reproductive
toxicity, phototoxicity and carcinogenicity studies.

Ponatinib did not exhibit genotoxic properties when evaluated in the standard in vitro and in vivo
systems.

Adverse reactions not observed in clinical studies, but seen in animals at exposure levels similar to
clinical exposure levels and with possible relevance to clinical use are described below.

Depletion of lymphoid organs was observed in repeat-dose toxicity studies in rats and cynomolgus
monkeys. The effects were shown to be reversible after withdrawal of the treatment.

Hyper-/hypoplastic changes of the chondrocytes in the physis were noted in repeat-dose toxicity
studies in rats.

In rats, inflammatory changes accompanied by increases in neutrophils, monocytes, eosinophils, and
fibrinogen levels were found in the preputial and clitoral glands following chronic dosing.

Skin changes in the form of crusts, hyperkeratosis, or erythema were observed in toxicity studies in
cynomolgus monkeys. Dry flaky skin was observed in toxicity studies in rats.

In a study in rats, diffuse corneal edema with neutrophilic cell infiltration, and hyperplastic changes in
the lenticular epithelium suggestive of a mild phototoxic reaction were observed in animals treated
with 5 and 10 mg/kg ponatinib

In cynomolgus monkeys, systolic heart murmurs with no macroscopic or microscopic correlates were
noted in individual animals treated with 5 and 45 mg/kg in the single dose toxicity study and at 1, 2.5
and 5 mg/kg in the 4-week repeat-dose toxicity study. The clinical relevance of this finding is
unknown.

In cynomolgus monkeys, thyroid gland follicular atrophy mostly accompanied by a reduction in T3
levels and a tendency toward increased TSH levels were observed in the 4-week repeat-dose toxicity
study in cynomolgus monkeys.

Ponatinib-related microscopic findings in the ovaries (increased follicular atresia) and testes (minimal
germ cell degeneration) in animals treated with 5 mg/kg ponatinib were noted in repeat-dose toxicity
studies in cynomolgus monkeys.

Ponatinib at doses of 3, 10, and 30 mg/kg produced increases in urine output and electrolyte excretions
and caused a decrease in gastric emptying in safety pharmacology studies in rats.

In rats, embryo-foetal toxicity in the form of post-implantation loss, reduced foetal body weight, and
multiple soft tissue and skeletal alterations were observed at maternal toxic dosages. Multiple foetal
soft tissue and skeletal alterations were also observed at maternal nontoxic dosages.

In a fertility study in male and female rats, female fertility parameters were reduced at dose levels
corresponding to human clinical exposures. Evidence for pre- and post-implantation loss of embryos
was reported in female rats and ponatinib may therefore impair female fertility. There were no effects
on male rat fertility parameters. The clinical relevance of these findings on human fertility is
unknown.

19



In juvenile rats, mortality related to inflammatory effects was observed in animals treated with

3 mg/kg/day, and reductions in body weight gain were observed at doses of 0.75, 1.5 and 3 mg/kg/day
during the pre-weaning and early post-weaning treatment phases. Ponatinib did not adversely affect
important developmental parameters in the juvenile toxicity study.

In a two-year carcinogenicity study in male and female rats, oral administration of ponatinib at 0.05,
0.1 and 0.2 mg/kg/day in males and at 0.2 and 0.4 mg/kg/day in females did not result in any
tumorigenic effects. The 0.8 mg/kg/day dose in females resulted in a plasma exposure level generally
lower or equivalent to the human exposure at the range of dose from 15 mg to 45 mg daily. A
statistically significant increased incidence of squamous cell carcinoma of the clitoral gland was
observed at that dose. The clinical relevance of this finding for humans is not known.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet core

Lactose monohydrate

Microcrystalline cellulose

Sodium starch glycolate

Colloidal anhydrous silica
Magnesium stearate

Tablet coating
Talc

Macrogol 4000

Poly(vinyl alcohol)

Titanium dioxide (E171)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years.

6.4 Special precautions for storage

Store in the original container in order to protect from light.

The bottle contains one sealed canister containing a molecular sieve desiccant. Keep the canister in the
bottle.

6.5 Nature and contents of container

High density polyethylene (HDPE) bottles with screw-top closures, containing either 30, 60 or 180
film-coated tablets, together with one plastic canister containing a molecular sieve desiccant.

Not all pack sizes may be marketed.
6.6 Special precautions for disposal and other handling

Disposal

No special requirements for disposal.
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Handling

Patients should be advised not to swallow the desiccant canister found in the bottle.

7. MARKETING AUTHORISATION HOLDER
ARIAD Pharma Ltd.

Riverbridge House

Guildford Road

Leatherhead

Surrey KT22 9AD

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/13/839/001

EU/1/13/839/002

EU/1/13/839/005

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 1 July 2013

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.cu.
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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

Iclusig 30 mg film-coated tablets

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 30 mg of ponatinib (as hydrochloride).

Excipients with known effect

Each film-coated tablet contains 80 mg of lactose monohydrate.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet (tablet).

White, biconvex, round film-coated tablet that is approximately 8 mm in diameter, with "C7" debossed
on one side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Iclusig is indicated in adult patients with

e chronic phase, accelerated phase, or blast phase chronic myeloid leukaemia (CML) who are
resistant to dasatinib or nilotinib; who are intolerant to dasatinib or nilotinib and for whom
subsequent treatment with imatinib is not clinically appropriate; or who have the T3151
mutation

e Philadelphia chromosome positive acute lymphoblastic leukaemia (Ph+ ALL) who are resistant
to dasatinib; who are intolerant to dasatinib and for whom subsequent treatment with imatinib is
not clinically appropriate; or who have the T3151 mutation.

See sections 4.2 for the assessment of cardiovascular status prior to start of therapy and 4.4 for
situations where an alternative treatment may be considered.

4.2 Posology and method of administration

Therapy should be initiated by a physician experienced in the diagnosis and treatment of patients with
leukaemia. Haematologic support such as platelet transfusion and haematopoietic growth factors can
be used during treatment if clinically indicated.

Before starting treatment with ponatinib, the cardiovascular status of the patient should be assessed,
including history and physical examination, and cardiovascular risk factors should be actively
managed. Cardiovascular status should continue to be monitored and medical and supportive therapy
for conditions that contribute to cardiovascular risk should be optimised during treatment with
ponatinib.
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Posology
The recommended starting dose is 45 mg of ponatinib once daily. For the standard dose of 45 mg once

daily, a 45 mg film-coated tablet is available. Treatment should be continued as long as the patient
does not show evidence of disease progression or unacceptable toxicity.

Patients should be monitored for response according to standard clinical guidelines.

Consider discontinuing ponatinib if a complete haematologic response has not occurred by 3 months
(90 days).

The risk of vascular occlusive events is likely to be dose-related. There is insufficient data available to
make formal recommendations on dose reduction (in the absence of an adverse event) in patients with
chronic phase (CP) CML who have achieved Major Cytogenetic Response. If a dose reduction is
considered, the following factors should be to taken into account in the individual benefit-risk
assessment: cardiovascular risk, side effects of ponatinib therapy, time to cytogenetic response, and
BCR-ABL transcript levels (see sections 4.4 and 5.1). If dose reduction is undertaken, close
monitoring of response is recommended.

Management of toxicities

Dose modifications or interruption of dosing should be considered for the management of
haematological and non-haematological toxicities. In the case of severe adverse reactions, treatment
should be withheld.

For patients whose adverse reactions are resolved or attenuated in severity, Iclusig may be restarted
and escalation of the dose back to the daily dose used prior to the adverse reaction may be considered,
if clinically appropriate.

For a dose of 30 mg or 15 mg once daily, 15 mg and 30 mg film-coated tablets are available.
Myelosuppression

Dose modifications for neutropenia (ANC* < 1.0 x 10°/L) and thrombocytopenia

(platelet < 50 x 10°/L) that are unrelated to leukaemia are summarized in Table 1.

Table 1 Dose modifications for myelosuppression

First occurrence:
e Withhold Iclusig and resume initial 45 mg dose after recovery
to ANC > 1.5 x 10°/L and platelet > 75 x 10°/L

ANC* < 1.0x 10°/L Second occurrence:
or e  Withhold Iclusig and resume at 30 mg after recovery to
platelet < 50 x 10°/L ANC > 1.5 x 10/L and platelet > 75 x 10°/L

Third occurrence:
e Withhold Iclusig and resume at 15 mg after recovery to
ANC > 1.5 x 10°/L and platelet > 75 x 10°/L

* ANC = absolute neutrophil count

Vascular occlusion

In a patient suspected of developing an arterial or venous occlusive event, Iclusig should be
immediately interrupted. A benefit-risk consideration should guide a decision to restart Iclusig therapy
(see sections 4.4 and 4.8) after the event is resolved.

Hypertension may contribute to risk of arterial thrombotic events. Iclusig treatment should be
temporarily interrupted if hypertension is not medically controlled.

Pancreatitis
Recommended modifications for pancreatic adverse reactions are summarized in Table 2.
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Table 2 Dose modifications for pancreatitis and elevation of lipase/amylase

Grade 2 pancreatitis and/or
asymptomatic elevation of Continue Iclusig at the same dose
lipase/amylase

Occurrence at 45 mg:

e Withhold Iclusig and resume at 30 mg after recovery to
<Grade 1 (< 1.5 x IULN)

Recurrence at 30 mg:

e Withhold Iclusig and resume at 15 mg after recovery to
<Grade 1 (< 1.5 x IULN)

Recurrence at 15 mg:

e Consider discontinuing Iclusig

Grade 3 or 4 asymptomatic
elevation of lipase/amylase
(> 2.0 x IULN¥*) only

Occurrence at 45 mg:

e Withhold Iclusig and resume at 30 mg after recovery to
< Grade 2

Recurrence at 30 mg:

e Withhold Iclusig and resume at 15 mg after recovery to
< Grade 2

Recurrence at 15 mg:

e Consider discontinuing Iclusig

Grade 3 pancreatitis

Grade 4 pancreatitis Discontinue Iclusig

*IULN = institution upper limit of normal

Elderly patients
Of the 449 patients in the clinical study of Iclusig, 155 (35%) were > 65 years of age. Compared to
patients < 65 years, older patients are more likely to experience adverse reactions.

Hepatic impairment
Patients with hepatic impairment may receive the recommended starting dose. Caution is
recommended when administering Iclusig to patients with severe hepatic impairment (see section 5.2).

Renal impairment

Renal excretion is not a major route of ponatinib elimination. Iclusig has not been studied in patients
with renal impairment. Patients with estimated creatinine clearance of > 50 mL/min should be able to
safely receive Iclusig with no dosage adjustment. Caution is recommended when administering Iclusig
to patients with estimated creatinine clearance of < 50 mL/min, or end-stage renal disease.

Paediatric population

The safety and efficacy of Iclusig in patients less than 18 years of age have not been established. No
data are available.

Method of administration

The tablets should be swallowed whole. Patients should not crush or dissolve the tablets. Iclusig may
be taken with or without food.

Patients should be advised not to swallow the desiccant canister found in the bottle.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
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4.4 Special warnings and precautions for use

Important adverse reactions

Myelosuppression

Iclusig is associated with severe (National Cancer Institute Common Terminology Criteria for Adverse
Events grade 3 or 4) thrombocytopenia, neutropenia, and anaemia. The frequency of these events is
greater in patients with accelerated phase CML (AP-CML) or blast phase CML (BP-CML)/Ph+ ALL
than in chronic phase CML (CP-CML). A complete blood count should be performed every 2 weeks
for the first 3 months and then monthly or as clinically indicated. Myelosuppression was generally
reversible and usually managed by withholding Iclusig temporarily or reducing the dose (see section
4.2).

Vascular occlusion

Arterial and venous thrombosis and occlusions, including fatal myocardial infarction, stroke, retinal
vascular occlusions associated in some cases with permanent visual impairment or vision loss, stenosis
of large arterial vessels of the brain, severe peripheral vascular disease, renal artery stenosis
(associated with worsening, labile or treatment-resistant hypertension), and the need for urgent
revascularization procedures have occurred in Iclusig-treated patients. Patients with and without
cardiovascular risk factors, including patients age 50 years or younger, experienced these events.
Vascular occlusion adverse events were more frequent with increasing age and in patients with prior
history of ischaemia, hypertension, diabetes, or hyperlipidaemia.

The risk of vascular occlusive events is likely to be dose-related (see sections 4.2 and 5.1).

In the phase 2 trial, arterial and venous occlusive adverse reactions have occurred in 23% of patients
(treatment-emergent frequencies). Some patients experienced more than 1 type of event. Arterial
cardiovascular, cerebrovascular, and peripheral vascular occlusive adverse reactions (treatment-
emergent frequencies) occurred in 9.6%, 7.3%, and 6.9% of Iclusig-treated patients, respectively.
Venous occlusive reactions (treatment-emergent frequencies) occurred in 5.0% of patients.

In the phase 2 trial, serious arterial and venous occlusive adverse reactions occurred in 18% of patients
(treatment-emergent frequencies). Serious arterial cardiovascular, cerebrovascular, and peripheral
vascular occlusive adverse reactions (treatment-emergent frequencies) occurred in 6.7%, 5.6%, and
5.1% of Iclusig treated patients, respectively. Serious venous occlusive reactions (treatment-emergent
frequencies) occurred in 4.5% of patients (see section 4.8).

Iclusig should not be used in patients with a history of myocardial infarction, prior revascularization or
stroke, unless the potential benefit of treatment outweighs the potential risk (see sections 4.2 and 4.8).
In these patients, alternative treatment options should also be considered before starting treatment with
ponatinib.

Before starting treatment with ponatinib, the cardiovascular status of the patient should be assessed,
including history and physical examination, and cardiovascular risk factors should be actively
managed. Cardiovascular status should continue to be monitored and medical and supportive therapy
for conditions that contribute to cardiovascular risk should be optimised during treatment with
ponatinib.

Monitoring for evidence of thromboembolism and vascular occlusion should be performed and if
decreased vision or blurred vision occurs, an ophthalmic examination (including fundoscopy) should
be performed. Iclusig should be interrupted immediately in case of vascular occlusion. A benefit -risk
consideration should guide a decision to restart Iclusig therapy (see sections 4.2 and 4.8).

Hypertension

Hypertension may contribute to risk of arterial thrombotic events, including renal artery stenosis.
During Iclusig treatment, blood pressure should be monitored and managed at each clinic visit and
hypertension should be treated to normal. Iclusig treatment should be temporarily interrupted if
hypertension is not medically controlled (see section 4.2).
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In the event of significant worsening, labile or treatment-resistant hypertension, interrupt treatment
and consider evaluating for renal artery stenosis.

Treatment-emergent hypertension (including hypertensive crisis) occurred in Iclusig-treated patients.
Patients may require urgent clinical intervention for hypertension associated with confusion, headache,
chest pain, or shortness of breath.

Congestive heart failure

Fatal and serious heart failure or left ventricular dysfunction occurred in Iclusig-treated patients,
including events related to prior vascular occlusive events. Monitor patients for signs or symptoms
consistent with heart failure and treat as clinically indicated, including interruption of Iclusig.
Consider discontinuation of ponatinib in patients who develop serious heart failure (see sections 4.2
and 4.8).

Pancreatitis and serum lipase

Iclusig is associated with pancreatitis. The frequency of pancreatitis is greater in the first 2 months of
use. Check serum lipase every 2 weeks for the first 2 months and then periodically thereafter. Dose
interruption or reduction may be required. If lipase elevations are accompanied by abdominal
symptoms, Iclusig should be withheld and patients evaluated for evidence of pancreatitis (see section
4.2). Caution is recommended in patients with a history of pancreatitis or alcohol abuse. Patients with
severe or very severe hypertriglyceridemia should be appropriately managed to reduce the risk of
pancreatitis.

Hepatotoxicity

Iclusig may result in elevation in ALT, AST, bilirubin, and alkaline phosphatase. Hepatic failure
(including fatal outcome) has been observed. Liver function tests should be performed prior to
treatment initiation and monitored periodically, as clinically indicated.

Haemorrhage

Serious bleeding events and haemorrhage, including fatalities, occurred in Iclusig-treated patients. The
incidence of serious bleeding events was higher in patients with AP-CML, BP-CML and Ph+ ALL.
Cerebral haemorrhage and gastrointestinal haemorrhage were the most commonly reported serious
bleeding events. Most haemorrhagic events, but not all, occurred in patients with grade 3/4
thrombocytopenia. Interrupt Iclusig for serious or severe haemorrhage and evaluate.

Hepatitis B reactivation

Reactivation of hepatitis B in patients who are chronic carriers of this virus has occurred after these
patients received BCR-ABL tyrosine kinase inhibitors. Some cases resulted in acute hepatic failure or
fulminant hepatitis leading to liver transplantation or a fatal outcome.

Patients should be tested for HBV infection before initiating treatment with Iclusig. Experts in liver
disease and in the treatment of hepatitis B should be consulted before treatment is initiated in patients
with positive hepatitis B serology (including those with active disease) and for patients who test
positive for HBV infection during treatment. Carriers of HBV who require treatment with Iclusig
should be closely monitored for signs and symptoms of active HBV infection throughout therapy and
for several months following termination of therapy (see section 4.8).

Medicinal product interactions
Caution should be exercised with concurrent use of Iclusig and moderate and strong CYP3A inhibitors
and moderate and strong CYP3A inducers (see section 4.5).

Concomitant use of ponatinib with anti-clotting agents should be approached with caution in patients
who may be at risk of bleeding events (see “Myelosuppression” and “Haemorrhage”). Formal studies
of ponatinib with anti-clotting medicinal products have not been conducted.
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QT prolongation

The QT interval prolongation potential of Iclusig was assessed in 39 leukaemia patients and no
clinically significant QT prolongation was observed (see section 5.1). However, a thorough QT study
has not been performed; therefore a clinically significant effect on QT cannot be excluded.

Special populations

Hepatic impairment
Patients with hepatic impairment may receive the recommended starting dose. Caution is
recommended when administering Iclusig to patients with severe hepatic impairment (see section 5.2).

Renal impairment
Caution is recommended in when administering Iclusig to patients with estimated creatinine clearance
of < 50 mL/min or end-stage renal disease (see section 4.2).

Lactose

This medicinal product contains lactose monohydrate. Patients with rare hereditary problems of
galactose intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take
this medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Substances that may increase ponatinib serum concentrations

CYP3A inhibitors

Ponatinib is metabolized by CYP3A4.

Co-administration of a single 15 mg oral dose of Iclusig in the presence of ketoconazole (400 mg
daily), a strong CYP3A inhibitor, resulted in modest increases in ponatinib systemic exposure, with
ponatinib AUC,.,, and C,,,, values that were 78% and 47% higher, respectively, than those seen when
ponatinib was administered alone.

Caution should be exercised and a reduction of the starting dose of Iclusig to 30 mg should be
considered with concurrent use of strong CYP3A inhibitors such as clarithromycin, indinavir,
itraconazole, ketoconazole, nefazodone, nelfinavir, ritonavir, saquinavir, telithromycin,
troleandomycin, voriconazole, and grapefruit juice.

Substances that may decrease ponatinib serum concentrations

CYP3A inducers

Co-administration of a single 45 mg dose of Iclusig in the presence of rifampin (600 mg daily), a
strong CYP3A inducer, to 19 healthy volunteers, decreased the AUC,_,, and C,,x of ponatinib by 62%
and 42%, respectively, when compared to administration of ponatinib alone.

Co-administration of strong CYP3A4 inducers such as carbamazepine, phenobarbital, phenytoin,
rifabutin, rifampicin, and St. John’s Wort with ponatinib should be avoided, and alternatives to the
CYP3A4 inducer should be sought, unless the benefit outweighs the possible risk of ponatinib
underexposure.

Substances that may have their serum concentrations altered by ponatinib

Transporter substrates

In vitro, ponatinib is an inhibitor of P-gp and BCRP. Therefore, ponatinib may have the potential to
increase plasma concentrations of co-administered substrates of P-gp (e.g., digoxin, dabigatran,
colchicine, pravastatin) or BCRP (e.g., methotrexate, rosuvastatin, sulfasalazine) and may increase
their therapeutic effect and adverse reactions. Close clinical surveillance is recommended when
ponatinib is administered with these medicinal products.
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Paediatric population
Interaction studies have only been performed in adults.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in males and females

Women of childbearing age being treated with Iclusig should be advised not to become pregnant and
men being treated with Iclusig should be advised not to father a child during treatment. An effective
method of contraception should be used during treatment. It is unknown whether ponatinib affects the
effectiveness of systemic hormonal contraceptives. An alternative or additional method of
contraception should be used.

Pregnancy
There are no adequate data from the use of Iclusig in pregnant women. Studies in animals have shown

reproductive toxicity (see section 5.3). The potential risk for humans is unknown. Iclusig should be
used during pregnancy only when clearly necessary. If it is used during pregnancy, the patient must be
informed of the potential risk to the foetus.

Breast-feeding
It is unknown whether Iclusig is excreted in human milk. Available pharmacodynamic and

toxicological data cannot exclude potential excretion in human milk. Breast-feeding should be stopped
during treatment with Iclusig.

Fertility

No human data on the effect of ponatinib on fertility are available. In rats, treatment with ponatinib
has shown effects on female fertility and male fertility was not affected (see section 5.3). The clinical
relevance of these findings to human fertility is unknown.

4.7 Effects on ability to drive and use machines

Iclusig has a minor influence on the ability to drive and use machines. Adverse reactions such as
lethargy, dizziness, and vision blurred have been associated with Iclusig. Therefore, caution should be
recommended when driving or operating machines.

4.8 Undesirable effects

Summary of the safety profile

The adverse reactions described in this section were identified in a single-arm, open-label,
international, multicenter trial in 449 CML and Ph+ ALL patients who were resistant or intolerant to
prior TKI therapy including those with a BCR-ABL T3151 mutation. All patients received 45 mg
Iclusig once daily. Dose adjustments to 30 mg once daily or 15 mg once daily were allowed for the
management of treatment toxicity. At the time of reporting, all ongoing patients had a minimum
follow-up of 27 months. The median duration of treatment with Iclusig was 866 days in CP-CML
patients, 590 days in AP-CML patients, and 86 days in BP-CML/Ph+ ALL patients. The median dose
intensity was 36 mg or, 80% of the expected 45 mg dose.

The most common serious adverse reactions >1% (treatment-emergent frequencies) were pneumonia
(6.5%), pancreatitis (5.6%), pyrexia (4.2%), abdominal pain (4.0%), myocardial infarction (3.6%),
atrial fibrillation (3.3%), anaemia, (3.3%), platelet count decreased (3.1%), febrile neutropenia (2.9%),
cardiac failure (2.0%), lipase increased (1.8%), dyspnea (1.6%), diarrhoea (1.6%), neutrophil count
decreased (1.3%), pancytopenia (1.3%), and pericardial effusion (1.3%).

Serious arterial cardiovascular, cerebrovascular, and peripheral vascular occlusive adverse reactions
(treatment-emergent frequencies) occurred in 6.7%, 5.6%, and 5.1% of Iclusig treated patients,
respectively. Serious venous occlusive reactions (treatment-emergent frequencies) occurred in 4.5% of
patients.
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Overall, the most common adverse reactions (>20%) were platelet count decreased, rash, dry skin, and
abdominal pain.

Arterial cardiovascular, cerebrovascular, and peripheral vascular occlusive adverse reactions
(treatment-emergent frequencies) occurred in 9.6%, 7.3%, and 6.9% of Iclusig-treated patients,
respectively. Venous occlusive reactions (treatment-emergent frequencies) occurred in 5.0% of
patients. Overall arterial and venous occlusive adverse reactions have occurred in 23% of Iclusig-
treated patients from the phase 2 trial, with serious adverse reactions occurring in 18% of patients.
Some patients experienced more than one type of event.

The rates of treatment-related adverse events resulting in discontinuation were 14% in CP-CML, 7%
in AP-CML and 4% in BP-CML/Ph+ ALL.

Tabulated list of adverse reactions

Adverse reactions reported in all CML and Ph+ ALL patients are presented in Table 3. Frequency
categories are very common (> 1/10), common (> 1/100 to < 1/10) and uncommon (> 1/1000 to

< 1/100), rare (= 1/10,000 to < 1/1000), very rare (< 1/10,000), and not known (cannot be estimated
from the available data). Within each frequency grouping, undesirable effects are presented in order of
decreasing seriousness.

Table 3 Adverse reactions observed in CML and Ph+ ALL patients — frequency reported by
incidence of treatment emergent events

System organ class Frequency Adverse reactions
. . . Very common upper respiratory tract infection
Infections and infestations LY PP P Ly .
Common pneumonia, sepsis, folliculitis

anaemia, platelet count decreased, neutrophil

Very common
4 count decreased

Blood and lymphatic system
disorders pancytopenia, febrile neutropenia, white

Common blood cell count decreased
Endocrine disorders Common hypothyroidism
Very common decreased appetite
dehydration, fluid retention, hypocalcaemia,
Metabolism and nutrition hyperglycaemia, hyperuricaemia,
. Common : . . .
disorders hypophosphataemia, hypertriglyceridaemia,
hypokalaemia, weight decreased
Uncommon tumour lysis syndrome
Psychiatric disorders Very common insomnia
Very common headache, dizziness
cerebrovascular accident, cerebral infarction,
Nervous system disorders Common neuropathy peripheral, lethargy, migraine,

hyperaesthesia, hypoaesthesia, paraesthesia,
transient ischaemic attack

Uncommon cerebral artery stenosis

vision blurred, dry eye, periorbital oedema,

Common .
eyelid oedema
Eye disorders retinal vein thrombosis, retinal vein
Uncommon occlusion, retinal artery occlusion, visual

impairment
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System organ class

Frequency

Adverse reactions

Cardiac disorders

Common

cardiac failure, myocardial infarction,
cardiac failure congestive, coronary artery
disease, angina pectoris, pericardial effusion,
atrial fibrillation, ejection fraction decreased

Uncommon

myocardial ischemia, acute coronary
syndrome, cardiac discomfort, ischemic
cardiomyopathy, arteriospasm coronary, left
ventricular dysfunction, atrial flutter,

Vascular disorders

Very common

hypertension

peripheral arterial occlusive disease,
peripheral ischaemia, peripheral artery

Common stenosis, intermittent claudication, deep vein
thrombosis, hot flush, flushing
poor peripheral circulation, splenic
Uncommon infarction, embolism venous, venous

thrombosis, hypertensive crisis, renal artery
stenosis

Respiratory, thoracic and
mediastinal disorders

Very common

dyspnoea, cough

Common

pulmonary embolism, pleural effusion,
epistaxis, dysphonia, pulmonary
hypertension

Gastrointestinal disorders

Very common

abdominal pain, diarrhoea, vomiting,
constipation, nausea, lipase increased

pancreatitis, blood amylase increased,
gastrooesophageal reflux disease, stomatitis,

Common dyspepsia, abdominal distension, abdominal
discomfort, dry mouth
Uncommon gastric haemorrhage

Hepatobiliary disorders

Very common

alanine aminotransferase increased, aspartate
aminotransferase increased

blood bilirubin increased, blood alkaline

Common phosphatase increased, gamma-
glutamyltransferase increased
Uncommon hepatotoxicity, hepatic failure, jaundice

Skin and subcutaneous tissue
disorders

Very common

rash, dry skin

Common

rash pruritic, exfoliative rash, erythema,
alopecia, pruritis, skin exfoliation, night
sweats, hyperhidrosis, petechia, ecchymosis,
pain of skin, dermatitis exfoliative

Musculoskeletal and
connective tissue disorders

Very common

bone pain, arthralgia, myalgia, pain in
extremity, back pain, muscle spasms

Common

musculoskeletal pain, neck pain,
musculoskeletal chest pain

Reproductive system and
breast disorders

Common

erectile dysfunction

General disorders and
administrative site conditions

Very common

fatigue, asthenia, oedema peripheral,
pyrexia, pain

Common

chills, influenza like illness, non-cardiac
chest pain, mass, face oedema

Description of selected adverse reactions

Vascular occlusion (see section 4.2 and 4.4).
Serious vascular occlusion has occurred in patients treated with Iclusig, including cardiovascular,
cerebrovascular and peripheral vascular events, and venous thrombotic events. Patients with and




without cardiovascular risk factors, including patients age 50 years or younger, experienced these
events. Vascular occlusive adverse events were more frequent with increasing age and in patients with
prior history of ischaemia, hypertension, diabetes, or hyperlipidaemia.

Myelosuppression

Myelosuppression was commonly reported in all patient populations. The frequency of Grade 3 or 4
thrombocytopenia, neutropenia, and anaemia was higher in patients with AP-CML and BP-CML/Ph+
ALL than in patients with CP-CML (see Table 4). Myelosuppression was reported in patients with
normal baseline laboratory values as well as in patients with pre-existing laboratory abnormalities.

Discontinuation due to myelosuppression was infrequent (thrombocytopenia 4.5%, neutropenia and
anaemia <1% each).

Hepatitis B reactivation
Hepatitis B reactivation has been reported in association with BCR-ABL TKIs. Some cases resulted in

acute hepatic failure or fulminant hepatitis leading to liver transplantation or a fatal outcome (see
section 4.4).

Table 4 Incidence of clinically relevant grade 3/4* laboratory abnormalities in >2% of
patients in any disease group
Laboratory Test All Patients | CP-CML AP-CML BP-CML/Ph+
(N=449) (N=270) (N=85) ALL (N=94)
(%) (%) (%) (%)
Haematology
Thrombocytopenia (platelet count 40 35 49 46
decreased)
Neutropenia (ANC decreased) 34 23 52 52
Leukopenia (WBC decreased) 25 12 37 53
Anaemia (Hgb decreased) 20 8 31 46
Lymphopenia 17 10 25 28

Biochemistry

Lipase increased 13 12 13 14
Phosphorus decreased 9 9 12 9
Glucose increased 7 7 12 1
ALT increased 6 4 8 7
Sodium decreased 5 5 6 2
AST increased 4 3 6 3
Potassium increased 2 2 1 3
Alkaline phosphatase increased 2 1 4 2
Bilirubin 1 <1 2 1
Potassium decreased 2 <1 5 2
Amylase increased 3 3 2 3
Calcium decreased 1 <1 2 1

ALT=alanine aminotransferase, ANC=absolute neutrophil count, AST=aspartate aminotransferase,
Hgb=haemoglobin, WBC=white blood cell count.

*Reported using National Cancer Institute Common Terminology Criteria for Adverse Events version
4.0.

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.
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4.9 Overdose

Isolated reports of unintentional overdose with Iclusig were reported in clinical trials. Single doses of
165 mg and an estimated 540 mg in two patients did not result in any clinically significant adverse
reactions. Multiple doses of 90 mg per day for 12 days in a patient resulted in pneumonia, systemic
inflammatory response, atrial fibrillation, and asymptomatic, moderate pericardial effusion. Treatment
was interrupted, the events resolved, and Iclusig was restarted at 45 mg, once daily. In the event of an
overdose of Iclusig, the patient should be observed and appropriate supportive treatment given.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: antineoplastic agent, protein kinase inhibitor, ATC code: LO1XE24

Ponatinib is a potent pan BCR-ABL inhibitor with structural elements, including a carbon-carbon
triple-bond, that enable high affinity binding to native BCR-ABL and mutant forms of the ABL
kinase. Ponatinib inhibits the tyrosine kinase activity of ABL and T3151 mutant ABL with ICs, values
of 0.4 and 2.0 nM, respectively. In cellular assays, ponatinib was able to overcome imatinib, dasatinib,
and nilotinib resistance mediated by BCR-ABL kinase domain mutations. In preclinical mutagenesis
studies, 40 nM was determined as the concentration of ponatinib sufficient to inhibit viability of cells
expressing all tested BCR-ABL mutants by >50% (including T3151I) and suppress the emergence of
mutant clones. In a cell-based accelerated mutagenesis assay, no mutation in BCR-ABL was detected
that could confer resistance to 40 nM ponatinib.

Ponatinib elicited tumour shrinkage and prolonged survival in mice bearing tumours expressing native
or T3151 mutant BCR-ABL.

At doses of 30 mg or greater plasma steady state trough concentrations of ponatinib typically exceed
21 ng/mL (40 nM). At doses of 15 mg or greater, 32 of 34 patients (94%) demonstrated a >50%
reduction of CRK-like (CRKL) phosphorylation, a biomarker of BCR-ABL inhibition, in peripheral
blood mononuclear cells.

Ponatinib inhibits the activity of other clinically relevant kinases with ICsy values below 20 nM and
has demonstrated cellular activity against RET, FLT3, and KIT and members of the FGFR, PDGFR,
and VEGFR families of kinases.

Clinical efficacy and safety

The safety and efficacy of Iclusig in CML and Ph+ ALL patients who were resistant or intolerant to
prior tyrosine kinase inhibitor (TKI) therapy were evaluated in a single-arm, open-label, international,
multicenter trial. All patients were administered 45 mg of Iclusig once-daily with the possibility of
dose de-escalations and dose interruptions followed by dose resumption and re-escalation. Patients
were assigned to one of six cohorts based on disease phase (CP-CML; AP-CML; or BP-CML/Ph+
ALL), resistance or intolerance (R/I) to dasatinib or nilotinib, and the presence of the T3151 mutation.
The trial is ongoing.

Resistance in CP-CML was defined as failure to achieve either a complete haematological response
(by 3 months), a minor cytogenetic response (by 6 months), or a major cytogenetic response (by

12 months) while on dasatinib or nilotinib. CP-CML patients who experienced a loss of response or
development of a kinase domain mutation in the absence of a complete cytogenetic response or
progression to AP-CML or BP-CML at any time on dasatinib or nilotinib were also considered
resistant. Resistance in AP-CML and BP-CML/Ph+ ALL was defined as failure to achieve either a
major haematological response (AP-CML by 3 months, BP-CML/Ph+ ALL by 1 month), loss of major
haematological response (at any time), or development of kinase domain mutation in the absence of a
major haematological response while on dasatinib or nilotinib.

Intolerance was defined as the discontinuation of dasatinib or nilotinib due to toxicities despite optimal

management in the absence of a complete cytogenetic response for CP CML patients or major
haematological response for AP CML, BP CML, or Ph+ ALL patients.
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The primary efficacy endpoint in CP-CML was major cytogenetic response (MCyR), which included
complete and partial cytogenetic responses (CCyR and PCyR). The secondary efficacy endpoints in
CP-CML were complete haematological response (CHR) and major molecular response (MMR).

The primary efficacy endpoint in AP-CML and BP-CML/Ph+ ALL was major haematological
response (MaHR), defined as either a complete haematological response (CHR) or no evidence of
leukaemia (NEL). The secondary efficacy endpoints in AP-CML and BP-CML/Ph+ ALL were MCyR
and MMR.

For all patients, additional secondary efficacy endpoints included: confirmed MCyR, time to response,
duration of response, progression free survival, and overall survival.

The trial enrolled 449 patients of which 444 were eligible for analysis: 267 CP-CML patients (R/I
Cohort: n=203, T3151 Cohort: n=64), 83 AP-CML patients (R/I Cohort: n=65, T315I Cohort: n=18),
62 BP-CML (R/I Cohort: n=38, T315I Cohort: n=24), and 32 Ph+ ALL patients (R/I Cohort: n=10,
T315I Cohort: n=22). A prior MCyR or better (MCyR, MMR, or CMR) to dasatinib or nilotinib was
only achieved in 26% patients with CP-CML and a prior MaHR or better (MaHR, MCyR, MMR, or
CMR) was only achieved in 21%, and 24% of AP-CML, and BP-CML/Ph+ALL patients, respectively.
Baseline demographic characteristics are described in Table 5 below.

Table 5 Demographics and disease characteristics

Patient characteristics at entry Total safety population

N=449
Age
Median, years (range) | 59 (18 -94)
Gender, n (%)
Male | 238 (53%)
Race, n (%)
Asian 59 (13%)
Black/African American 25 (6%)
White 352 (78%)
Other 13 (3%)
ECOG Performance Status, n (%)
ECOG=0 or 1 | 414 (92%)
Disease history
Median time from diagnosis to first dose, years (range) 6.09 (0.33 - 28.47)
Resistant to Prior TKI Therapy * *, n (%) 374 (88%)
Prior TKI therapy— number of regimens, n (%)
1 32 (7%)
2 155 (35%)
>3 262 (58%)
BCR-ABL mutation detected at entry, n (%)
None 198 (44%)
1 192 (43%)
>2 54 (12%)

“* of 427 patients reporting prior TKI therapy with dasatinib or nilotinib
®Of the patients with one or more BCR-ABL kinase domain mutations detected at entry, 37 unique
mutations were detected.

Overall, 55% of patients had one or more BCR-ABL kinase domain mutation at entry with the most
frequent being: T3151 (29%), F317L (8%), E255K (4%) and E359V (4%). In 67% of CP-CML
patients in the R/I cohort, no mutations were detected at study entry.

Efficacy results are summarized in Table 6, Table 7, and Table 8.
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Table 6 Efficacy of Iclusig in resistant or intolerant chronic phase CML patients

Overall Resistant or Intolerant
(N=267) R/ T3151
Cohort Cohort
(N=203) (N=64)
Cytogenetic Response
Major(MCyR) *
% 56% 51% 70%
(95% CI) (50-62) (44-58) (58-81)
Complete (CCyR)
% 46% 40% 66%
(95% CI) (40-53) (34-48) (53-77)
Major Molecular Response "
% 38% 32% 58%
(95% CI) (32-44) (26-39) (45-70)

* Primary endpoint for CP-CML Cohorts was MCyR, which combines both complete (No detectable
Ph+ cells) and partial (1% to 35% Ph+ cells) cytogenetic responses.

® Measured in peripheral blood. Defined as a <0.1% ratio of BCR-ABL to ABL transcripts on the
International Scale (IS) (ie, <0.1% BCR-ABL'; patients must have the b2a2/b3a2 (p210) transcript),
in peripheral blood measured by quantitative reverse transcriptase polymerase chain reaction (qQRT
PCR).

Database cutoff date 06 January 2014

CP-CML patients who received fewer prior TKIs attained higher cytogenetic, haematological, and
molecular responses. Of the CP-CML patients previously treated with one, two, three or four prior
TKIs, 75% (12/16), 67% (66/98), 45% (64/141), and 58% (7/12)) achieved a MCyR while on Iclusig,
respectively.

Of the CP-CML patients with no mutation detected at entry, 49% (66/136) achieved a MCyR.

For every BCR-ABL mutation detected in more than one CP-CML patient at entry, a MCyR was
achieved following treatment with Iclusig.

In CP-CML patients who achieved MCyR, the median time to MCyR was 84 days (range: 49 to

334 days) and in patients who achieved MMR, the median time to MMR was 168 days (range: 55 to
965 days). At the time of updated reporting with minimum follow-up for all ongoing patients of 27
months, the median durations of MCyR and MMR had not yet been reached. Based on the Kaplan-
Meier estimates, 87% (95% CI: [78%—92%]) of CP-CML (median duration of treatment: 866 days)
patients who achieved a MCyR and 66% (95% CI: [55%- 75%]) of CP-CML patients who achieved a
MMR are projected to maintain that response at 24 months.
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Table 7 Efficacy of Iclusig in resistant or intolerant advanced phase CML patients
Accelerated Phase CML Blast Phase CML
Overall Resistant or Overall Resistant or
(N=83) Intolerant (N=62) Intolerant
R/ T3151 R/ T3151
Cohort | Cohort Cohort Cohort
(N=65) | (N=18) (N=38) (N=24)
Haematological Response
Rate
Major® (MaHR)
% 57% 57% 56% 31% 32% 29%
(95% CI) (45-68) | (44-69) | (31-79) | (2044) | (18-49) | (13-51)
Complete” (CHR)
% 49% 48% 33% 21% 24% 17%
(95% CI) (38-61) | (35-61) | (13-59) | (12-33) (11-40) (5-37)
Major Cytogenetic Response*
% 39% 34% 56% 23% 18% 29%
(95% CI) (28-50) | (23-47) | (31-79) | (13-35) (8-34) (13-51)

* Primary endpoint for AP-CML and BP-CML/Ph+ ALL Cohorts was MaHR, which combines
complete haematological responses and no evidence of leukaemia.
® CHR: WBC < institutional ULN, ANC >1000/mm°, platelets >100,000/mm”, no blasts or
promyelocytes in peripheral blood, bone marrow blasts <5%, <5% myelocytes plus metamyelocytes in
peripheral blood, basophils <5% in peripheral blood, No extramedullary involvement (including no

hepatomegaly or splenomegaly).

“MCyR combines both complete (No detectable Ph+ cells) and partial (1% to 35% Ph+ cells)

cytogenetic responses.

Database cutoff date 06 January 2014

Table 8 Efficacy of Iclusig in resistant or intolerant Ph+ ALL patients
Overall Resistant or Intolerant
(N=32) R/ T3151
Cohort Cohort
(N=10) (N=22)
Haematological Response
Rate
Major® (MaHR)
% 41% 50% 36%
(95% CI) (24-59) (19-81) (17-59)
Complete” (CHR)
% 34% 40% 32%
(95% CI) (19-53) (12-73) (14-55)
Major Cytogenetic Response*
% 47% 60% 41%
(95% CI) (29-65) (26-88) (21-64)

* Primary endpoint for AP-CML and BP-CML/Ph+ ALL Cohorts was MaHR, which combines
complete haematological responses and no evidence of leukaemia.
® CHR: WBC < institutional ULN, ANC > 1000/mm’, platelets > 100,000/mm’, no blasts or
promyelocytes in peripheral blood, bone marrow blasts < 5%, < 5% myelocytes plus metamyelocytes
in peripheral blood, basophils < 5% in peripheral blood, No extramedullary involvement (including no

hepatomegaly or splenomegaly).

“MCyR combines both complete (No detectable Ph+ cells) and partial (1% to 35% Ph+ cells)

cytogenetic responses.

Database cutoff date 06 January 2014

The median time to MaHR in patients with AP-CML, BP-CML, and Ph+ ALL was 21 days (range: 12
to 176 days), 29 days (range: 12 to 113 days), and 20 days (range: 11 to 168 days), respectively. At the
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time of updated reporting with minimum follow-up for all ongoing patients of 27 months, the median
duration of MaHR for AP-CML (median duration of treatment: 590 days) BP-CML (median duration
of treatment: 89 days), and Ph+ ALL (median duration of treatment: 81 days) patients was estimated
as 13.1 months (range: 1.2 to 35.8+ months), 6.1 months (range: 1.8 to 31.8+ months), and 3.3 months
(range: 1.8 to 13.0 months), respectively.

For all patients in the phase 2 trial, the dose intensity-safety relationship indicated that there are
significant increases in grade > 3 adverse events (cardiac failure, arterial thrombosis, hypertension,
thrombocytopenia, pancreatitis, neutropenia, rash, ALT increase, AST increase, lipase increase,
myelosuppression) over the dose range of 15 to 45 mg once-daily.

The analysis of the dose intensity-safety relationship in the phase 2 trial concluded that after adjusting
for covariates, the overall dose intensity is significantly associated with an increased risk of vascular
occlusion, with an odds ratio of approximately 1.6 for each 15 mg increase. In addition, results from
logistic regression analyses of data from patients in the phase 1 trial, suggest a relationship between
systemic exposure (AUC) and occurrence of arterial thrombotic events. A reduction in dose is
therefore expected to reduce the risk of vascular occlusive events, however, the analysis suggested that
there may be a ‘carry over’ effect of higher doses such that it might take up to several months before a
dose reduction manifests in risk reduction. Other covariates that show a statistically significant
association with the occurrence of vascular occlusive events in this analysis are medical history of
ischemia and age.

Dose reduction in CP-CML patients

In the phase 2 trial, dose reductions were recommended following adverse events; in addition in
October 2013 new recommendations for prospective dose reduction in all CP-CML patients in the
absence of adverse events were introduced in this trial with the aim of reducing the risk of vascular
occlusive events.

Safety

In the phase 2 trial, 87 CP-CML patients achieved MCyR at a dose of 45 mg, 45 CP-CML patients
achieved MCyR after a dose reduction to 30 mg, mostly for adverse events.

Vascular occlusive events occurred in 44 of these 132 patients. Most of these events occurred at the
dose at which the patient achieved MCyR; fewer events occurred after dose reduction.

Table 9  Vascular Occlusive First Adverse Events in CP-CML Patients who Achieved MCyR
at 45 mg or 30 mg (data extraction 7 April 2014)

Most Recent Dose at Onset of First Vascular Occlusive
Event
45 mg 30 mg 15 mg
Achieved MCyR at 45 mg
(N=87) 19 6 0
Achieved MCyR at 30 mg 1 13 5
(N=45)
Efficacy

Preliminary data from the phase 2 trial are available on the maintenance of response (MCyR and
MMR) in all CP-CML patients who underwent dose reduction for any reason. Table 10 shows these
data for patients who achieved MCyR and MMR at 45 mg; similar data are available for patients who
achieved MCyR and MMR at 30 mg.

The majority of patients who underwent dose reduction maintained response (MCyR and MMR) for
the duration of currently available follow-up. Most patients who ultimately reduced dose to 15 mg
initially had their dose reduced to 30 mg for a period. A proportion of patients did not undergo any
dose reduction, based on an individual benefit-risk assessment.

Further data on maintenance of response are required in order to make a formal recommendation for
dose modifications in the absence of an adverse event as a risk minimisation strategy (see sections 4.2
and 4.4).
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Table 10 Maintenance of response in CP-CML patients who achieved MCyR or MMR at
45 mg dose (data extraction 7 April 2014)

Achieved MCyR Achieved MMR
at 45 mg (N=87) at 45 mg (N=63)
Number of Maintained Number of | Maintained
Patients MCyR Patients MMR
No Dose Reduction 23 18 (78%) 18 11 (61%)
Dose reduction to 30 mg only 25 24 (96%) 13 11 (85%)
> 90 day reduction at 30 mg 21 20 (95%) 11 10 (91%)
> 180 day reduction at 30 mg 11 10 (89%) 5 4 (80%)
> 360 day reduction at 30 mg 5 4 (80%) 2 1 (50%)
Any dose reduction to 15 mg 39 39 (100%) 32 30 (94%)
> 90 day reduction at 15 mg 32 32 (100%) 27 26 (96%)
> 180 day reduction at 15 mg 10 10 (100%) 6 6 (100%)
> 360 day reduction at 15 mg 6 6 (100%) 3 3 (100%)

The anti-leukaemic activity of Iclusig was also evaluated in a phase 1 dose escalation study that
included 65 CML and Ph+ ALL patients; the study is ongoing. Of 43 CP-CML patients, 31 CP-CML
patients achieved a MCyR with a median duration of follow-up of 25.3 months (range: 1.7 to

38.4 months). At the time of reporting, 25 CP-CML patients were in MCyR (median duration of
MCyR had not been reached).

Cardiac electrophysiology

The QT interval prolongation potential of Iclusig was assessed in 39 leukaemia patients who received
30 mg, 45 mg, or 60 mg Iclusig once daily. Serial ECGs in triplicate were collected at baseline and at
steady state to evaluate the effect of ponatinib on QT intervals. No clinically significant changes in the
mean QTc¢ interval (i.e., > 20 ms) from baseline were detected in the study. In addition, the
pharmacokinetic-pharmacodynamic models show no exposure-effect relationship, with an estimated
QTcF mean change of —6.4 ms (upper confidence interval —0.9 ms) at C,,,, for the 60 mg group.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Iclusig in children from birth to less than 1 year in CML and Ph+ ALL. The European Medicines
Agency has deferred the obligation to submit the results of studies with Iclusig in paediatric patients
from 1 year to less than 18 years in CML and Ph+ ALL (see section 4.2 for information on paediatric
use).

5.2 Pharmacokinetic properties

Absorption
Peak concentrations of ponatinib are observed approximately 4 hours after oral administration. Within

the range of clinically relevant doses evaluated in patients (15 mg to 60 mg), ponatinib exhibited dose
proportional increases in both C,,,x and AUC. The geometric mean (CV%) Cynax and AUC gy
exposures achieved for ponatinib 45 mg daily at steady state were 77 ng/mL (50%) and

1296 ngehr/mL (48%), respectively. Following either a high-fat and low-fat meal, plasma ponatinib
exposures (C,,x and AUC) were not different versus fasting conditions. Iclusig may be administered
with or without food. Co-administration of Iclusig with a potent inhibitor of gastric acid secretion
resulted in a minor reduction in ponatinib C,,,x without a reduction in AUC_,.

Distribution

Ponatinib is highly bound (>99%) to plasma proteins in vitro. The blood/plasma ratio of ponatinib is
0.96. Ponatinib is not displaced by concomitant administration of ibuprofen, nifedipine, propranolol,
salicylic acid, or warfarin. At daily doses of 45 mg, the geometric mean (CV%) apparent steady state
volume of distribution is 1101 L (94%) suggesting that ponatinib is extensively distributed in the
extravascular space. In vitro studies suggested that ponatinib is either not a substrate or is a weak
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substrate for both P-gp and breast cancer resistance protein BCRP. Ponatinib is not a substrate for the
human organic anion transporting polypeptides OATP1B1, OATP1B3 and the organic cation
transporter OCT-1.

Biotransformation

Ponatinib is metabolized to an inactive carboxylic acid by esterases and/or amidases, and metabolized
by CYP3A4 to an N-desmethyl metabolite that is 4 times less active than ponatinib. The carboxylic
acid and the N-desmethyl metabolite comprise 58% and 2% of the circulating levels of ponatinib,
respectively.

At therapeutic serum concentrations, ponatinib did not inhibit OATP1B1 or OATP1B3, OCT1 or
OCT2, organic anion transporters OAT1 or OATS3, or bile salt export pump (BSEP) in vitro.
Therefore, clinical medicinal product interactions are unlikely to occur as a result of ponatinib-
mediated inhibition of substrates for these transporters. In vitro studies indicate that clinical medicinal
product interactions are unlikely to occur as a result of ponatinib-mediated inhibition of the
metabolism of substrates for CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP3A or CYP2D6.

An in vitro study in human hepatocytes indicated that clinical medicinal product interactions are also
unlikely to occur as a result of ponatinib-mediated induction of the metabolism of substrates for
CYP1A2, CYP2B6, or CYP3A.

Elimination

Following single and multiple 45 mg doses of Iclusig, the terminal elimination half-life of ponatinib
was 22 hours, and steady state conditions are typically achieved within 1 week of continuous dosing.
With once-daily dosing, plasma exposures of ponatinib are increased by approximately 1.5-fold
between first dose and steady state conditions. Although plasma ponatinib exposures increased to
steady-state levels with continuous dosing, a population pharmacokinetic analysis predicts a limited
increase in apparent oral clearance within the first two weeks of continuous dosing, which is not
considered clinically relevant. Ponatinib is mainly eliminated via faeces. Following a single oral dose
of ["*C]-labeled ponatinib, approximately 87% of the radioactive dose is recovered in the faeces and
approximately 5% in the urine. Unchanged ponatinib accounted for 24% and <1% of the administered
dose in faeces and urine, respectively, with the remainder of the dose comprising metabolites.

Renal impairment

Iclusig has not been studied in patients with renal impairment. Although renal excretion is not a major
route of ponatinib elimination, the potential for moderate or severe renal impairment to affect hepatic
elimination has not been determined (see section 4.2).

Hepatic impairment

A single dose of 30 mg ponatinib was administered to patients with mild, moderate, or severe hepatic
impairment and to healthy volunteers with normal hepatic function. Ponatinib C,,,x was comparable in
patients with mild hepatic impairment and healthy volunteers with normal hepatic function. In patients
with moderate or severe hepatic impairment, ponatinib C,,,, and AUC,.,, were lower and ponatinib
plasma elimination half-life was longer in patients with mild, moderate, and severe hepatic impairment
but not clinically significantly different than in healthy volunteers with normal hepatic function.

In vitro data showed no difference in plasma protein binding in plasma samples of healthy subjects
and hepatically impaired (mild, moderate and severe) subjects. Compared to healthy volunteers with
normal liver function, no major differences in ponatinib PK were observed in patients with varying
degrees of hepatic impairment. A reduction of the starting dose of Iclusig in patients with hepatic
impairment is not necessary (see sections 4.2 and 4.4).

Intrinsic factors affecting ponatinib pharmacokinetics

No specific studies have been performed to evaluate the effects of gender, age, race, and body weight
on ponatinib pharmacokinetics. An integrated population pharmacokinetic analysis completed for
ponatinib suggests that age may be predictive of variability for ponatinib apparent oral clearance
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(CL/F). Gender, race and body weight were not predictive in explaining ponatinib pharmacokinetic
intersubject variability.

5.3  Preclinical safety data

Iclusig has been evaluated in safety pharmacology, repeat-dose toxicity, genotoxicity, reproductive
toxicity, phototoxicity and carcinogenicity studies.

Ponatinib did not exhibit genotoxic properties when evaluated in the standard in vitro and in vivo
systems.

Adverse reactions not observed in clinical studies, but seen in animals at exposure levels similar to
clinical exposure levels and with possible relevance to clinical use are described below.

Depletion of lymphoid organs was observed in repeat-dose toxicity studies in rats and cynomolgus
monkeys. The effects were shown to be reversible after withdrawal of the treatment.

Hyper-/hypoplastic changes of the chondrocytes in the physis were noted in repeat-dose toxicity
studies in rats.

In rats, inflammatory changes accompanied by increases in neutrophils, monocytes, eosinophils, and
fibrinogen levels were found in the preputial and clitoral glands following chronic dosing.

Skin changes in the form of crusts, hyperkeratosis, or erythema were observed in toxicity studies in
cynomolgus monkeys. Dry flaky skin was observed in toxicity studies in rats.

In a study in rats, diffuse corneal edema with neutrophilic cell infiltration, and hyperplastic changes in
the lenticular epithelium suggestive of a mild phototoxic reaction were observed in animals treated
with 5 and 10 mg/kg ponatinib

In cynomolgus monkeys, systolic heart murmurs with no macroscopic or microscopic correlates were
noted in individual animals treated with 5 and 45 mg/kg in the single dose toxicity study and at 1, 2.5
and 5 mg/kg in the 4-week repeat-dose toxicity study. The clinical relevance of this finding is
unknown.

In cynomolgus monkeys, thyroid gland follicular atrophy mostly accompanied by a reduction in T3
levels and a tendency toward increased TSH levels were observed in the 4-week repeat-dose toxicity
study in cynomolgus monkeys.

Ponatinib-related microscopic findings in the ovaries (increased follicular atresia) and testes (minimal
germ cell degeneration) in animals treated with 5 mg/kg ponatinib were noted in repeat-dose toxicity
studies in cynomolgus monkeys.

Ponatinib at doses of 3, 10, and 30 mg/kg produced increases in urine output and electrolyte excretions
and caused a decrease in gastric emptying in safety pharmacology studies in rats.

In rats, embryo-foetal toxicity in the form of post-implantation loss, reduced foetal body weight, and
multiple soft tissue and skeletal alterations were observed at maternal toxic dosages. Multiple foetal
soft tissue and skeletal alterations were also observed at maternal nontoxic dosages.

In a fertility study in male and female rats, female fertility parameters were reduced at dose levels
corresponding to human clinical exposures. Evidence for pre- and post-implantation loss of embryos
was reported in female rats and ponatinib may therefore impair female fertility. There were no effects
on male rat fertility parameters. The clinical relevance of these findings on human fertility is
unknown.
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In juvenile rats, mortality related to inflammatory effects was observed in animals treated with

3 mg/kg/day, and reductions in body weight gain were observed at doses of 0.75, 1.5 and 3 mg/kg/day
during the pre-weaning and early post-weaning treatment phases. Ponatinib did not adversely affect
important developmental parameters in the juvenile toxicity study.

In a two-year carcinogenicity study in male and female rats, oral administration of ponatinib at 0.05,
0.1 and 0.2 mg/kg/day in males and at 0.2 and 0.4 mg/kg/day in females did not result in any
tumorigenic effects. The 0.8 mg/kg/day dose in females resulted in a plasma exposure level generally
lower or equivalent to the human exposure at the range of dose from 15 mg to 45 mg daily. A
statistically significant increased incidence of squamous cell carcinoma of the clitoral gland was
observed at that dose. The clinical relevance of this finding for humans is not known.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet core

Lactose monohydrate

Microcrystalline cellulose

Sodium starch glycolate

Colloidal anhydrous silica
Magnesium stearate

Tablet coating
Talc

Macrogol 4000

Poly(vinyl alcohol)

Titanium dioxide (E171)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years.

6.4 Special precautions for storage

Store in the original container in order to protect from light.

The bottle contains one sealed canister containing a molecular sieve desiccant. Keep the canister in the
bottle.

6.5 Nature and contents of container

High density polyethylene (HDPE) bottles with screw-top closures, containing 30 film-coated tablets,
together with one plastic canister containing a molecular sieve desiccant.

6.6 Special precautions for disposal and other handling

Disposal

No special requirements for disposal.
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Handling

Patients should be advised not to swallow the desiccant canister found in the bottle.

7. MARKETING AUTHORISATION HOLDER
ARIAD Pharma Ltd.

Riverbridge House

Guildford Road

Leatherhead

Surrey KT22 9AD

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/13/839/006

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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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

Iclusig 45 mg film-coated tablets

2.  QUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-coated tablet contains 45 mg of ponatinib (as hydrochloride).

Excipients with known effect

Each film-coated tablet contains 120 mg of lactose monohydrate.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Film-coated tablet (tablet).

White, biconvex, round film-coated tablet that is approximately 9 mm in diameter, with "AP4"
debossed on one side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications
Iclusig is indicated in adult patients with

e chronic phase, accelerated phase, or blast phase chronic myeloid leukaemia (CML) who are
resistant to dasatinib or nilotinib; who are intolerant to dasatinib or nilotinib and for whom
subsequent treatment with imatinib is not clinically appropriate; or who have the T3151
mutation

e Philadelphia chromosome positive acute lymphoblastic leukaemia (Ph+ ALL) who are resistant
to dasatinib; who are intolerant to dasatinib and for whom subsequent treatment with imatinib is
not clinically appropriate; or who have the T3 151 mutation.

See sections 4.2 for the assessment of cardiovascular status prior to start of therapy and 4.4 for
situations where an alternative treatment may be considered.

4.2 Posology and method of administration

Therapy should be initiated by a physician experienced in the diagnosis and treatment of patients with
leukaemia. Haematologic support such as platelet transfusion and haematopoietic growth factors can
be used during treatment if clinically indicated.

Before starting treatment with ponatinib, the cardiovascular status of the patient should be assessed,
including history and physical examination, and cardiovascular risk factors should be actively
managed. Cardiovascular status should continue to be monitored and medical and supportive therapy
for conditions that contribute to cardiovascular risk should be optimised during treatment with
ponatinib.
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Posology
The recommended starting dose is 45 mg of ponatinib once daily. For the standard dose of 45 mg once

daily, a 45 mg film-coated tablet is available. Treatment should be continued as long as the patient
does not show evidence of disease progression or unacceptable toxicity.

Patients should be monitored for response according to standard clinical guidelines.

Consider discontinuing ponatinib if a complete haematologic response has not occurred by 3 months
(90 days).

The risk of vascular occlusive events is likely to be dose-related. There is insufficient data available to
make formal recommendations on dose reduction (in the absence of an adverse event) in patients with
chronic phase (CP) CML who have achieved Major Cytogenetic Response. If a dose reduction is
considered, the following factors should be to taken into account in the individual benefit-risk
assessment: cardiovascular risk, side effects of ponatinib therapy, time to cytogenetic response, and
BCR-ABL transcript levels (see sections 4.4 and 5.1). If dose reduction is undertaken, close
monitoring of response is recommended.

Management of toxicities

Dose modifications or interruption of dosing should be considered for the management of
haematological and non-haematological toxicities. In the case of severe adverse reactions, treatment
should be withheld.

For patients whose adverse reactions are resolved or attenuated in severity, Iclusig may be restarted
and escalation of the dose back to the daily dose used prior to the adverse reaction may be considered,
if clinically appropriate.

For a dose of 30 mg or 15 mg once daily, 15 mg and 30 mg film-coated tablets are available.
Myelosuppression

Dose modifications for neutropenia (ANC* < 1.0 x 10°/L) and thrombocytopenia

(platelet < 50 x 10°/L) that are unrelated to leukaemia are summarized in Table 1.

Table 1 Dose modifications for myelosuppression

First occurrence:

e Withhold Iclusig and resume initial 45 mg dose after recovery
to ANC > 1.5 x 10°/L and platelet > 75 x 10°/L

ANC* < 1.0x 10°/L Second occurrence:
or e Withhold Iclusig and resume at 30 mg after recovery to
platelet < 50 x 10°/L ANC > 1.5 x 10°/L and platelet > 75 x 10°/L

Third occurrence:

e Withhold Iclusig and resume at 15 mg after recovery to
ANC > 1.5 x 10°/L and platelet > 75 x 10°/L

* ANC = absolute neutrophil count

Vascular occlusion

In a patient suspected of developing an arterial or venous occlusive event, Iclusig should be
immediately interrupted. A benefit-risk consideration should guide a decision to restart Iclusig therapy
(see sections 4.4 and 4.8) after the event is resolved.

Hypertension may contribute to risk of arterial thrombotic events. Iclusig treatment should be
temporarily interrupted if hypertension is not medically controlled.

Pancreatitis
Recommended modifications for pancreatic adverse reactions are summarized in Table 2.
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Table 2 Dose modifications for pancreatitis and elevation of lipase/amylase

Grade 2 pancreatitis and/or
asymptomatic elevation of Continue Iclusig at the same dose
lipase/amylase

Occurrence at 45 mg:

e Withhold Iclusig and resume at 30 mg after recovery to
<Grade 1 (< 1.5 x IULN)

Recurrence at 30 mg:

e Withhold Iclusig and resume at 15 mg after recovery to
<Grade 1 (< 1.5 x IULN)

Recurrence at 15 mg:

e Consider discontinuing Iclusig

Grade 3 or 4 asymptomatic
elevation of lipase/amylase (> 2.0 x
IULN*) only

Occurrence at 45 mg:

e Withhold Iclusig and resume at 30 mg after recovery to
< Grade 2

Recurrence at 30 mg:

e Withhold Iclusig and resume at 15 mg after recovery to
< Grade 2

Recurrence at 15 mg:

o Consider discontinuing Iclusig

Grade 3 pancreatitis

Grade 4 pancreatitis Discontinue Iclusig

*IULN = institution upper limit of normal

Elderly patients
Of the 449 patients in the clinical study of Iclusig, 155 (35%) were > 65 years of age. Compared to
patients < 65 years, older patients are more likely to experience adverse reactions.

Hepatic impairment
Patients with hepatic impairment may receive the recommended starting dose. Caution is
recommended when administering Iclusig to patients with severe hepatic impairment (see section 5.2).

Renal impairment

Renal excretion is not a major route of ponatinib elimination. Iclusig has not been studied in patients
with renal impairment. Patients with estimated creatinine clearance of > 50 mL/min should be able to
safely receive Iclusig with no dosage adjustment. Caution is recommended when administering Iclusig
to patients with estimated creatinine clearance of < 50 mL/min, or end-stage renal disease.

Paediatric population

The safety and efficacy of Iclusig in patients less than 18 years of age have not been established. No
data are available.

Method of administration

The tablets should be swallowed whole. Patients should not crush or dissolve the tablets. Iclusig may
be taken with or without food.

Patients should be advised not to swallow the desiccant canister found in the bottle.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
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4.4 Special warnings and precautions for use

Important adverse reactions

Myelosuppression

Iclusig is associated with severe (National Cancer Institute Common Terminology Criteria for Adverse
Events grade 3 or 4) thrombocytopenia, neutropenia, and anaemia. The frequency of these events is
greater in patients with accelerated phase CML (AP-CML) or blast phase CML (BP-CML)/Ph+ ALL
than in chronic phase CML (CP-CML). A complete blood count should be performed every 2 weeks
for the first 3 months and then monthly or as clinically indicated. Myelosuppression was generally
reversible and usually managed by withholding Iclusig temporarily or reducing the dose (see section
4.2).

Vascular occlusion

Arterial and venous thrombosis and occlusions, including fatal myocardial infarction, stroke, retinal
vascular occlusions associated in some cases with permanent visual impairment or vision loss, stenosis
of large arterial vessels of the brain, severe peripheral vascular disease, renal artery stenosis
(associated with worsening, labile or treatment-resistant hypertension), and the need for urgent
revascularization procedures have occurred in Iclusig-treated patients. Patients with and without
cardiovascular risk factors, including patients age 50 years or younger, experienced these events.
Vascular occlusion adverse events were more frequent with increasing age and in patients with prior
history of ischaemia, hypertension, diabetes, or hyperlipidaemia.

The risk of vascular occlusive events is likely to be dose-related (see sections 4.2 and 5.1).

In the phase 2 trial, arterial and venous occlusive adverse reactions have occurred in 23% of patients
(treatment-emergent frequencies). Some patients experienced more than 1 type of event. Arterial
cardiovascular, cerebrovascular, and peripheral vascular occlusive adverse reactions (treatment-
emergent frequencies) occurred in 9.6%, 7.3%, and 6.9% of Iclusig-treated patients, respectively.
Venous occlusive reactions (treatment-emergent frequencies) occurred in 5.0% of patients.

In the phase 2 trial, serious arterial and venous occlusive adverse reactions occurred in 18% of patients
(treatment-emergent frequencies). Serious arterial cardiovascular, cerebrovascular, and peripheral
vascular occlusive adverse reactions (treatment-emergent frequencies) occurred in 6.7%, 5.6%, and
5.1% of Iclusig treated patients, respectively. Serious venous occlusive reactions (treatment-emergent
frequencies) occurred in 4.5% of patients (see section 4.8).

Iclusig should not be used in patients with a history of myocardial infarction, prior revascularization or
stroke, unless the potential benefit of treatment outweighs the potential risk (see sections 4.2 and 4.8).
In these patients, alternative treatment options should also be considered before starting treatment with
ponatinib.

Before starting treatment with ponatinib, the cardiovascular status of the patient should be assessed,
including history and physical examination, and cardiovascular risk factors should be actively
managed. Cardiovascular status should continue to be monitored and medical and supportive therapy
for conditions that contribute to cardiovascular risk should be optimised during treatment with
ponatinib.

Monitoring for evidence of thromboembolism and vascular occlusion should be performed and if
decreased vision or blurred vision occurs, an ophthalmic examination (including fundoscopy) should
be performed. Iclusig should be interrupted immediately in case of vascular occlusion. A benefit -risk
consideration should guide a decision to restart Iclusig therapy (see sections 4.2 and 4.8).

Hypertension

Hypertension may contribute to risk of arterial thrombotic events, including renal artery stenosis.
During Iclusig treatment, blood pressure should be monitored and managed at each clinic visit and
hypertension should be treated to normal. Iclusig treatment should be temporarily interrupted if
hypertension is not medically controlled (see section 4.2).
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In the event of significant worsening, labile or treatment-resistant hypertension, interrupt treatment
and consider evaluating for renal artery stenosis.

Treatment-emergent hypertension (including hypertensive crisis) occurred in Iclusig-treated patients.
Patients may require urgent clinical intervention for hypertension associated with confusion, headache,
chest pain, or shortness of breath.

Congestive Heart Failure

Fatal and serious heart failure or left ventricular dysfunction occurred in Iclusig-treated patients,
including events related to prior vascular occlusive events. Monitor patients for signs or symptoms
consistent with heart failure and treat as clinically indicated, including interruption of Iclusig.
Consider discontinuation of ponatinib in patients who develop serious heart failure (see sections 4.2
and 4.8).

Pancreatitis and serum lipase

Iclusig is associated with pancreatitis. The frequency of pancreatitis is greater in the first 2 months of
use. Check serum lipase every 2 weeks for the first 2 months and then periodically thereafter. Dose
interruption or reduction may be required. If lipase elevations are accompanied by abdominal
symptoms, Iclusig should be withheld and patients evaluated for evidence of pancreatitis (see section
4.2). Caution is recommended in patients with a history of pancreatitis or alcohol abuse. Patients with
severe or very severe hypertriglyceridemia should be appropriately managed to reduce the risk of
pancreatitis.

Hepatotoxicity

Iclusig may result in elevation in ALT, AST, bilirubin, and alkaline phosphatase. Hepatic failure
(including fatal outcome) has been observed. Liver function tests should be performed prior to
treatment initiation and monitored periodically, as clinically indicated.

Haemorrhage

Serious bleeding events and haemorrhage, including fatalities, occurred in Iclusig-treated patients. The
incidence of serious bleeding events was higher in patients with AP-CML, BP-CML and Ph+ ALL.
Cerebral haemorrhage and gastrointestinal haemorrhage were the most commonly reported serious
bleeding events. Most haemorrhagic events, but not all, occurred in patients with grade 3/4
thrombocytopenia. Interrupt Iclusig for serious or severe haemorrhage and evaluate.

Hepatitis B reactivation

Reactivation of hepatitis B in patients who are chronic carriers of this virus has occurred after these
patients received BCR-ABL tyrosine kinase inhibitors. Some cases resulted in acute hepatic failure or
fulminant hepatitis leading to liver transplantation or a fatal outcome.

Patients should be tested for HBV infection before initiating treatment with Iclusig. Experts in liver
disease and in the treatment of hepatitis B should be consulted before treatment is initiated in patients
with positive hepatitis B serology (including those with active disease) and for patients who test
positive for HBV infection during treatment. Carriers of HBV who require treatment with Iclusig
should be closely monitored for signs and symptoms of active HBV infection throughout therapy and
for several months following termination of therapy (see section 4.8).

Medicinal product interactions
Caution should be exercised with concurrent use of Iclusig and moderate and strong CYP3A inhibitors
and moderate and strong CYP3A inducers (see section 4.5).

Concomitant use of ponatinib with anti-clotting agents should be approached with caution in patients
who may be at risk of bleeding events (see “Myelosuppression” and “Haemorrhage”). Formal studies
of ponatinib with anti-clotting medicinal products have not been conducted.
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QT prolongation

The QT interval prolongation potential of Iclusig was assessed in 39 leukaemia patients and no
clinically significant QT prolongation was observed (see section 5.1). However, a thorough QT study
has not been performed; therefore a clinically significant effect on QT cannot be excluded.

Special populations

Hepatic impairment
Patients with hepatic impairment may receive the recommended starting dose. Caution is
recommended when administering Iclusig to patients with severe hepatic impairment (see section 5.2).

Renal impairment
Caution is recommended in when administering Iclusig to patients with estimated creatinine clearance
of < 50 mL/min or end-stage renal disease (see section 4.2).

Lactose

This medicinal product contains lactose monohydrate. Patients with rare hereditary problems of
galactose intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take
this medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Substances that may increase ponatinib serum concentrations

CYP3A inhibitors

Ponatinib is metabolized by CYP3A4.

Co-administration of a single 15 mg oral dose of Iclusig in the presence of ketoconazole (400 mg
daily), a strong CYP3A inhibitor, resulted in modest increases in ponatinib systemic exposure, with
ponatinib AUC,.,, and C,,,, values that were 78% and 47% higher, respectively, than those seen when
ponatinib was administered alone.

Caution should be exercised and a reduction of the starting dose of Iclusig to 30 mg should be
considered with concurrent use of strong CYP3A inhibitors such as clarithromycin, indinavir,
itraconazole, ketoconazole, nefazodone, nelfinavir, ritonavir, saquinavir, telithromycin,
troleandomycin, voriconazole, and grapefruit juice.

Substances that may decrease ponatinib serum concentrations

CYP3A inducers

Co-administration of a single 45 mg dose of Iclusig in the presence of rifampin (600 mg daily), a
strong CYP3A inducer, to 19 healthy volunteers, decreased the AUC,_,, and C,,x of ponatinib by 62%
and 42%, respectively, when compared to administration of ponatinib alone.

Co-administration of strong CYP3A4 inducers such as carbamazepine, phenobarbital, phenytoin,
rifabutin, rifampicin, and St. John’s Wort with ponatinib should be avoided, and alternatives to the
CYP3A4 inducer should be sought, unless the benefit outweighs the possible risk of ponatinib
underexposure.

Substances that may have their serum concentrations altered by ponatinib

Transporter substrates

In vitro, ponatinib is an inhibitor of P-gp and BCRP. Therefore, ponatinib may have the potential to
increase plasma concentrations of co-administered substrates of P-gp (e.g., digoxin, dabigatran,
colchicine, pravastatin) or BCRP (e.g., methotrexate, rosuvastatin, sulfasalazine) and may increase
their therapeutic effect and adverse reactions. Close clinical surveillance is recommended when
ponatinib is administered with these medicinal products.
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Paediatric population
Interaction studies have only been performed in adults.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in males and females

Women of childbearing age being treated with Iclusig should be advised not to become pregnant and
men being treated with Iclusig should be advised not to father a child during treatment. An effective
method of contraception should be used during treatment. It is unknown whether ponatinib affects the
effectiveness of systemic hormonal contraceptives. An alternative or additional method of
contraception should be used.

Pregnancy
There are no adequate data from the use of Iclusig in pregnant women. Studies in animals have shown

reproductive toxicity (see section 5.3). The potential risk for humans is unknown. Iclusig should be
used during pregnancy only when clearly necessary. If it is used during pregnancy, the patient must be
informed of the potential risk to the foetus.

Breast-feeding
It is unknown whether Iclusig is excreted in human milk. Available pharmacodynamic and

toxicological data cannot exclude potential excretion in human milk. Breast-feeding should be stopped
during treatment with Iclusig.

Fertility

No human data on the effect of ponatinib on fertility are available. In rats, treatment with ponatinib
has shown effects on female fertility and male fertility was not affected (see section 5.3). The clinical
relevance of these findings to human fertility is unknown.

4.7 Effects on ability to drive and use machines

Iclusig has a minor influence on the ability to drive and use machines. Adverse reactions such as
lethargy, dizziness, and vision blurred have been associated with Iclusig. Therefore, caution should be
recommended when driving or operating machines.

4.8 Undesirable effects

Summary of the safety profile

The adverse reactions described in this section were identified in a single-arm, open-label,
international, multicenter trial in 449 CML and Ph+ ALL patients who were resistant or intolerant to
prior TKI therapy including those with a BCR-ABL T3151 mutation. All patients received 45 mg
Iclusig once daily. Dose adjustments to 30 mg once daily or 15 mg once daily were allowed for the
management of treatment toxicity. At the time of reporting, all ongoing patients had a minimum
follow-up of 27 months. The median duration of treatment with Iclusig was 866 days in CP-CML
patients, 590 days in AP-CML patients, and 86 days in BP-CML/Ph+ ALL patients. The median dose
intensity was 36 mg or, 80% of the expected 45 mg dose.

The most common serious adverse reactions >1% (treatment-emergent frequencies) were pneumonia
(6.5%), pancreatitis (5.6%), pyrexia (4.2%), abdominal pain (4.0%), myocardial infarction (3.6%),
atrial fibrillation (3.3%), anaemia, (3.3%), platelet count decreased (3.1%), febrile neutropenia (2.9%),
cardiac failure (2.0%), lipase increased (1.8%), dyspnea (1.6%), diarrhoea (1.6%), neutrophil count
decreased (1.3%), pancytopenia (1.3%), and pericardial effusion (1.3%).

Serious arterial cardiovascular, cerebrovascular, and peripheral vascular occlusive adverse reactions
(treatment-emergent frequencies) occurred in 6.7%, 5.6%, and 5.1% of Iclusig treated patients,
respectively. Serious venous occlusive reactions (treatment-emergent frequencies) occurred in 4.5% of
patients.
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Overall, the most common adverse reactions (>20%) were platelet count decreased, rash, dry skin, and
abdominal pain.

Arterial cardiovascular, cerebrovascular, and peripheral vascular occlusive adverse reactions
(treatment-emergent frequencies) occurred in 9.6%, 7.3%, and 6.9% of Iclusig-treated patients,
respectively. Venous occlusive reactions (treatment-emergent frequencies) occurred in 5.0% of
patients. Overall arterial and venous occlusive adverse reactions have occurred in 23% of Iclusig-
treated patients from the phase 2 trial, with serious adverse reactions occurring in 18% of patients.
Some patients experienced more than one type of event.

The rates of treatment-related adverse events resulting in discontinuation were 14% in CP-CML, 7%
in AP-CML and 4% in BP-CML/Ph+ ALL.

Tabulated list of adverse reactions

Adverse reactions reported in all CML and Ph+ ALL patients are presented in Table 3. Frequency
categories are very common (> 1/10), common (> 1/100 to < 1/10) and uncommon (> 1/1000 to

< 1/100), rare (= 1/10,000 to < 1/1000), very rare (< 1/10,000), and not known (cannot be estimated
from the available data). Within each frequency grouping, undesirable effects are presented in order of
decreasing seriousness.

Table 3 Adverse reactions observed in CML and Ph+ ALL patients — frequency reported by
incidence of treatment emergent events

System organ class Frequency Adverse reactions
. . . Very common upper respiratory tract infection
Infections and infestations LY PP P Ly —
Common pneumonia, sepsis, folliculitis

anaemia, platelet count decreased, neutrophil

Very common
4 count decreased

Blood and lymphatic system
disorders pancytopenia, febrile neutropenia, white

Common blood cell count decreased
Endocrine disorders Common hypothyroidism
Very common decreased appetite
dehydration, fluid retention, hypocalcaemia,
Metabolism and nutrition hyperglycaemia, hyperuricaemia,
. Common : . . .
disorders hypophosphataemia, hypertriglyceridaemia,
hypokalaemia, weight decreased
Uncommon tumour lysis syndrome
Psychiatric disorders Very common insomnia
Very common headache, dizziness
cerebrovascular accident, cerebral infarction,
Nervous system disorders Common neuropathy peripheral, lethargy, migraine,

hyperaesthesia, hypoaesthesia, paraesthesia,
transient ischaemic attack

Uncommon cerebral artery stenosis

vision blurred, dry eye, periorbital oedema,

Common .
eyelid oedema
Eye disorders retinal vein thrombosis, retinal vein
Uncommon occlusion, retinal artery occlusion, visual

impairment
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System organ class

Frequency

Adverse reactions

Cardiac disorders

Common

cardiac failure, myocardial infarction,
cardiac failure congestive, coronary artery
disease, angina pectoris, pericardial effusion,
atrial fibrillation, ejection fraction decreased

Uncommon

myocardial ischemia, acute coronary
syndrome, cardiac discomfort, ischemic
cardiomyopathy, arteriospasm coronary, left
ventricular dysfunction, atrial flutter,

Vascular disorders

Very common

hypertension

peripheral arterial occlusive disease,
peripheral ischaemia, peripheral artery

Common stenosis, intermittent claudication, deep vein
thrombosis, hot flush, flushing
poor peripheral circulation, splenic
infarction, embolism venous, venous
Uncommon

thrombosis, hypertensive crisis, renal artery
stenosis

Respiratory, thoracic and
mediastinal disorders

Very common

dyspnoea, cough

Common

pulmonary embolism, pleural effusion,
epistaxis, dysphonia, pulmonary
hypertension

Gastrointestinal disorders

Very common

abdominal pain, diarrhoea, vomiting,
constipation, nausea, lipase increased

pancreatitis, blood amylase increased,
gastrooesophageal reflux disease, stomatitis,

Common dyspepsia, abdominal distension, abdominal
discomfort, dry mouth
Uncommon gastric haemorrhage

Hepatobiliary disorders

Very common

alanine aminotransferase increased, aspartate
aminotransferase increased

blood bilirubin increased, blood alkaline

Common phosphatase increased, gamma-
glutamyltransferase increased
Uncommon hepatotoxicity, hepatic failure, jaundice

Skin and subcutaneous tissue
disorders

Very common

rash, dry skin

Common

rash pruritic, exfoliative rash, erythema,
alopecia, pruritis, skin exfoliation, night
sweats, hyperhidrosis, petechia, ecchymosis,
pain of skin, dermatitis exfoliative

Musculoskeletal and
connective tissue disorders

Very common

bone pain, arthralgia, myalgia, pain in
extremity, back pain, muscle spasms

Common

musculoskeletal pain, neck pain,
musculoskeletal chest pain

Reproductive system and
breast disorders

Common

erectile dysfunction

General disorders and
administrative site conditions

Very common

fatigue, asthenia, oedema peripheral,
pyrexia, pain

Common

chills, influenza like illness, non-cardiac
chest pain, mass, face oedema

Description of selected adverse reactions

Vascular occlusion (see section 4.2 and 4.4).
Serious vascular occlusion has occurred in patients treated with Iclusig, including cardiovascular,
cerebrovascular and peripheral vascular events, and venous thrombotic events. Patients with and




without cardiovascular risk factors, including patients age 50 years or younger, experienced these
events. Vascular occlusive adverse events were more frequent with increasing age and in patients with
prior history of ischaemia, hypertension, diabetes, or hyperlipidaemia.

Myelosuppression

Myelosuppression was commonly reported in all patient populations. The frequency of Grade 3 or 4
thrombocytopenia, neutropenia, and anaemia was higher in patients with AP-CML and BP-CML/Ph+
ALL than in patients with CP-CML (see Table 4). Myelosuppression was reported in patients with
normal baseline laboratory values as well as in patients with pre-existing laboratory abnormalities.

Discontinuation due to myelosuppression was infrequent (thrombocytopenia 4.5%, neutropenia and
anaemia <1% each).

Hepatitis B reactivation
Hepatitis B reactivation has been reported in association with BCR-ABL TKIs. Some cases resulted in

acute hepatic failure or fulminant hepatitis leading to liver transplantation or a fatal outcome (see
section 4.4).

Table 4 Incidence of clinically relevant grade 3/4* laboratory abnormalities in >2% of
patients in any disease group
Laboratory Test All Patients | CP-CML AP-CML BP-CML/Ph+
(N=449) (N=270) (N=85) ALL (N=94)
(%) (%) (%) (%)
Haematology
Thrombocytopenia (platelet count 40 35 49 46
decreased)
Neutropenia (ANC decreased) 34 23 52 52
Leukopenia (WBC decreased) 25 12 37 53
Anaemia (Hgb decreased) 20 8 31 46
Lymphopenia 17 10 25 28

Biochemistry

Lipase increased 13 12 13 14
Phosphorus decreased 9 9 12 9
Glucose increased 7 7 12 1
ALT increased 6 4 8 7
Sodium decreased 5 5 6 2
AST increased 4 3 6 3
Potassium increased 2 2 1 3
Alkaline phosphatase increased 2 1 4 2
Bilirubin 1 <1 2 1
Potassium decreased 2 <1 5 2
Amylase increased 3 3 2 3
Calcium decreased 1 <1 2 1

ALT=alanine aminotransferase, ANC=absolute neutrophil count, AST=aspartate aminotransferase,
Hgb=haemoglobin, WBC=white blood cell count.

*Reported using National Cancer Institute Common Terminology Criteria for Adverse Events version
4.0.

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.
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4.9 Overdose

Isolated reports of unintentional overdose with Iclusig were reported in clinical trials. Single doses of
165 mg and an estimated 540 mg in two patients did not result in any clinically significant adverse
reactions. Multiple doses of 90 mg per day for 12 days in a patient resulted in pneumonia, systemic
inflammatory response, atrial fibrillation, and asymptomatic, moderate pericardial effusion. Treatment
was interrupted, the events resolved, and Iclusig was restarted at 45 mg, once daily. In the event of an
overdose of Iclusig, the patient should be observed and appropriate supportive treatment given.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: antineoplastic agent, protein kinase inhibitor, ATC code: LO1XE24

Ponatinib is a potent pan BCR-ABL inhibitor with structural elements, including a carbon-carbon
triple-bond, that enable high affinity binding to native BCR-ABL and mutant forms of the ABL
kinase. Ponatinib inhibits the tyrosine kinase activity of ABL and T3151 mutant ABL with ICs, values
of 0.4 and 2.0 nM, respectively.

In cellular assays, ponatinib was able to overcome imatinib, dasatinib, and nilotinib resistance
mediated by BCR-ABL kinase domain mutations. In preclinical mutagenesis studies, 40 nM was
determined as the concentration of ponatinib sufficient to inhibit viability of cells expressing all tested
BCR-ABL mutants by >50% (including T315I) and suppress the emergence of mutant clones. In a
cell-based accelerated mutagenesis assay, no mutation in BCR-ABL was detected that could confer
resistance to 40 nM ponatinib. Ponatinib elicited tumour shrinkage and prolonged survival in mice
bearing tumours expressing native or T315I mutant BCR-ABL.

At doses of 30 mg or greater plasma steady state trough concentrations of ponatinib typically exceed
21 ng/mL (40 nM). At doses of 15 mg or greater, 32 of 34 patients (94%) demonstrated a >50%
reduction of CRK-like (CRKL) phosphorylation, a biomarker of BCR-ABL inhibition, in peripheral
blood mononuclear cells. Ponatinib inhibits the activity of other clinically relevant kinases with ICs
values below 20 nM and has demonstrated cellular activity against RET, FLT3, and KIT and members
of the FGFR, PDGFR, and VEGFR families of kinases.

Clinical efficacy and safety

The safety and efficacy of Iclusig in CML and Ph+ ALL patients who were resistant or intolerant to
prior tyrosine kinase inhibitor (TKI) therapy were evaluated in a single-arm, open-label, international,
multicenter trial. All patients were administered 45 mg of Iclusig once-daily with the possibility of
dose de-escalations and dose interruptions followed by dose resumption and re-escalation. Patients
were assigned to one of six cohorts based on disease phase (CP-CML; AP-CML; or BP-CML/Ph+
ALL), resistance or intolerance (R/I) to dasatinib or nilotinib, and the presence of the T3151 mutation.
The trial is ongoing.

Resistance in CP-CML was defined as failure to achieve either a complete haematological response
(by 3 months), a minor cytogenetic response (by 6 months), or a major cytogenetic response (by

12 months) while on dasatinib or nilotinib. CP-CML patients who experienced a loss of response or
development of a kinase domain mutation in the absence of a complete cytogenetic response or
progression to AP-CML or BP-CML at any time on dasatinib or nilotinib were also considered
resistant. Resistance in AP-CML and BP-CML/Ph+ ALL was defined as failure to achieve either a
major haematological response (AP-CML by 3 months, BP-CML/Ph+ ALL by 1 month), loss of major
haematological response (at any time), or development of kinase domain mutation in the absence of a
major haematological response while on dasatinib or nilotinib.

Intolerance was defined as the discontinuation of dasatinib or nilotinib due to toxicities despite optimal

management in the absence of a complete cytogenetic response for CP CML patients or major
haematological response for AP CML, BP CML, or Ph+ ALL patients.
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The primary efficacy endpoint in CP-CML was major cytogenetic response (MCyR), which included
complete and partial cytogenetic responses (CCyR and PCyR). The secondary efficacy endpoints in
CP-CML were complete haematological response (CHR) and major molecular response (MMR).

The primary efficacy endpoint in AP-CML and BP-CML/Ph+ ALL was major haematological
response (MaHR), defined as either a complete haematological response (CHR) or no evidence of
leukaemia (NEL). The secondary efficacy endpoints in AP-CML and BP-CML/Ph+ ALL were MCyR
and MMR.

For all patients, additional secondary efficacy endpoints included: confirmed MCyR, time to response,
duration of response, progression free survival, and overall survival.

The trial enrolled 449 patients of which 444 were eligible for analysis: 267 CP-CML patients (R/I
Cohort: n=203, T3151 Cohort: n=64), 83 AP-CML patients (R/I Cohort: n=65, T315I Cohort: n=18),
62 BP-CML (R/I Cohort: n=38, T315I Cohort: n=24), and 32 Ph+ ALL patients (R/I Cohort: n=10,
T315I Cohort: n=22). A prior MCyR or better (MCyR, MMR, or CMR) to dasatinib or nilotinib was
only achieved in 26% patients with CP-CML and a prior MaHR or better (MaHR, MCyR, MMR, or
CMR) was only achieved in 21%, and 24% of AP-CML, and BP-CML/Ph+ALL patients, respectively.
Baseline demographic characteristics are described in Table 5 below.

Table 5 Demographics and disease characteristics

Patient characteristics at entry Total safety population

N=449
Age
Median, years (range) | 59 (18-94)
Gender, n (%)
Male | 238 (53%)
Race, n (%)
Asian 59 (13%)
Black/African American 25 (6%)
White 352 (78%)
Other 13 (3%)
ECOG Performance Status, n (%)
ECOG=0or 1 414 (92%)
Disease history
Median time from diagnosis to first dose, years (range) 6.09 (0.33 - 28.47)
Resistant to Prior TKI Therapy * *, n (%) 374 (88%)
Prior TKI therapy— number of regimens, n (%)
1 32 (7%)
2 155 (35%)
>3 262 (58%)
BCR-ABL mutation detected at entry, n (%)°
None 198 (44%)
1 192 (43%)
>2 54 (12%)

** of 427 patients reporting prior TKI therapy with dasatinib or nilotinib
®Of the patients with one or more BCR-ABL kinase domain mutations detected at entry, 37 unique
mutations were  detected.

Overall, 55% of patients had one or more BCR-ABL kinase domain mutation at entry with the most
frequent being: T3151 (29%), F317L (8%), E255K (4%) and E359V (4%). In 67% of CP-CML
patients in the R/I cohort, no mutations were detected at study entry.

Efficacy results are summarized in Table 6, Table 7, and Table 8.
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Table 6 Efficacy of Iclusig in resistant or intolerant chronic phase CML patients

Overall Resistant or Intolerant
(N=267) R/ T3151
Cohort Cohort
(N=203) (N=64)
Cytogenetic Response
Major(MCyR) *
% 56% 51% 70%
(95% CI) (50-62) (44-58) (58-81)
Complete (CCyR)
% 46% 40% 66%
(95% CI) (40-53) (34-48) (53-77)
Major Molecular Response "
% 38% 32% 58%
(95% CI) (32-44) (26-39) (45-70)

* Primary endpoint for CP-CML Cohorts was MCyR, which combines both complete (No detectable
Ph+ cells) and partial (1% to 35% Ph+ cells) cytogenetic responses.

® Measured in peripheral blood. Defined as a <0.1% ratio of BCR-ABL to ABL transcripts on the
International Scale (IS) (ie, <0.1% BCR-ABL'; patients must have the b2a2/b3a2 (p210) transcript),
in peripheral blood measured by quantitative reverse transcriptase polymerase chain reaction (qQRT
PCR).

Database cutoff date 06 January 2014

CP-CML patients who received fewer prior TKIs attained higher cytogenetic, haematological, and
molecular responses. Of the CP-CML patients previously treated with one, two, three or four prior
TKIs, 75% (12/16), 67% (66/98), 45% (64/141), and 58% (7/12)) achieved a MCyR while on Iclusig,
respectively.

Of the CP-CML patients with no mutation detected at entry, 49% (66/136) achieved a MCyR.

For every BCR-ABL mutation detected in more than one CP-CML patient at entry, a MCyR was
achieved following treatment with Iclusig.

In CP-CML patients who achieved MCyR, the median time to MCyR was 84 days (range: 49 to

334 days) and in patients who achieved MMR, the median time to MMR was 168 days (range: 55 to
965 days). At the time of updated reporting with minimum follow-up for all ongoing patients of 27
months, the median durations of MCyR and MMR had not yet been reached. Based on the Kaplan-
Meier estimates, 87% (95% CI: [78%—92%]) of CP-CML (median duration of treatment: 866 days)
patients who achieved a MCyR and 66% (95% CI: [55%- 75%]) of CP-CML patients who achieved a
MMR are projected to maintain that response at 24 months.
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Table 7 Efficacy of Iclusig in resistant or intolerant advanced phase CML patients
Accelerated Phase CML Blast Phase CML
Overall Resistant or Overall Resistant or
(N=83) Intolerant (N=62) Intolerant
R/ T3151 R/ T3151
Cohort | Cohort Cohort Cohort
(N=65) | (N=18) (N=38) (N=24)
Haematological Response
Rate
Major® (MaHR)
% 57% 57% 56% 31% 32% 29%
(95% CI) (45-68) | (44-69) | (31-79) | (20—-44) | (18—49) | (13 -51)
Complete” (CHR)
% 49% 48% 33% 21% 24% 17%
(95% CI) (38-61) | (35-61) | (13-59) | (12-33) (11-40) (5-37)
Major Cytogenetic Response*
% 39% 34% 56% 23% 18% 29%
(95% CI) (28-50) | (23-47) | (31-79) | (13-35) (8-34) (13-51)

* Primary endpoint for AP-CML and BP-CML/Ph+ ALL Cohorts was MaHR, which combines
complete haematological responses and no evidence of leukaemia.
® CHR: WBC < institutional ULN, ANC >1000/mm°, platelets >100,000/mm”, no blasts or
promyelocytes in peripheral blood, bone marrow blasts <5%, <5% myelocytes plus metamyelocytes in
peripheral blood, basophils <5% in peripheral blood, No extramedullary involvement (including no

hepatomegaly or splenomegaly).

“MCyR combines both complete (No detectable Ph+ cells) and partial (1% to 35% Ph+ cells)

cytogenetic responses.

Database cutoff date 06 January 2014

Table 8 Efficacy of Iclusig in resistant or intolerant Ph+ ALL patients
Overall Resistant or Intolerant
(N=32) R/ T3151
Cohort Cohort
(N=10) (N=22)
Haematological Response
Rate
Major® (MaHR)
% 41% 50% 36%
(95% CI) (24-59) (19-81) (17-59)
Complete” (CHR)
% 34% 40% 32%
(95% CI) (19-53) (12-73) (14-55)
Major Cytogenetic Response*
% 47% 60% 41%
(95% CI) (29-65) (26-88) (21-64)

* Primary endpoint for AP-CML and BP-CML/Ph+ ALL Cohorts was MaHR, which combines
complete haematological responses and no evidence of leukaemia.
® CHR: WBC < institutional ULN, ANC >1000/mm°, platelets >100,000/mm”, no blasts or
promyelocytes in peripheral blood, bone marrow blasts <5%, <5% myelocytes plus metamyelocytes in
peripheral blood, basophils <5% in peripheral blood, No extramedullary involvement (including no

hepatomegaly or splenomegaly).

“MCyR combines both complete (No detectable Ph+ cells) and partial (1% to 35% Ph+ cells)

cytogenetic responses.

Database cutoff date 06 January 2014

The median time to MaHR in patients with AP-CML, BP-CML, and Ph+ ALL was 21 days (range: 12
to 176 days), 29 days (range: 12 to 113 days), and 20 days (range: 11 to 168 days), respectively. At the
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time of updated reporting with minimum follow-up for all ongoing patients of 27 months, the median
duration of MaHR for AP-CML (median duration of treatment: 590 days), BP-CML (median duration
of treatment: 89 days), and Ph+ ALL (median duration of treatment: 81 days) patients was estimated
as 13.1 months (range: 1.2 to 35.8+ months), 6.1 months (range: 1.8 to 31.8+ months), and 3.3 months
(range: 1.8 to 13.0 months), respectively.

For all patients in the phase 2 trial, the dose intensity-safety relationship indicated that there are
significant increases in grade > 3 adverse events (cardiac failure, arterial thrombosis, hypertension,
thrombocytopenia, pancreatitis, neutropenia, rash, ALT increase, AST increase, lipase increase,
myelosuppression) over the dose range of 15 to 45 mg once-daily.

The analysis of the dose intensity-safety relationship in the phase 2 trial concluded that after adjusting
for covariates, the overall dose intensity is significantly associated with an increased risk of vascular
occlusion, with an odds ratio of approximately 1.6 for each 15 mg increase. In addition, results from
logistic regression analyses of data from patients in the phase 1 trial, suggest a relationship between
systemic exposure (AUC) and occurrence of arterial thrombotic events. A reduction in dose is
therefore expected to reduce the risk of vascular occlusive events, however, the analysis suggested that
there may be a ‘carry over’ effect of higher doses such that it might take up to several months before a
dose reduction manifests in risk reduction. Other covariates that show a statistically significant
association with the occurrence of vascular occlusive events in this analysis are medical history of
ischemia and age.

Dose reduction in CP-CML patients

In the phase 2 trial, dose reductions were recommended following adverse events; in addition in
October 2013 new recommendations for prospective dose reduction in all CP-CML patients in the
absence of adverse events were introduced in this trial with the aim of reducing the risk of vascular
occlusive events.

Safety

In the phase 2 trial, 87 CP-CML patients achieved MCyR at a dose of 45 mg, 45 CP-CML patients
achieved MCyR after a dose reduction to 30 mg, mostly for adverse events.

Vascular occlusive events occurred in 44 of these 132 patients. Most of these events occurred at the
dose at which the patient achieved MCyR; fewer events occurred after dose reduction.

Table 9  Vascular Occlusive First Adverse Events in CP-CML Patients who Achieved MCyR
at 45 mg or 30 mg (data extraction 7 April 2014)

Most Recent Dose at Onset of First Vascular Occlusive
Event
45 mg 30 mg 15 mg
Achieved MCyR at 45 mg
(N=87) 19 6 0
Achieved MCyR at 30 mg 1 13 5
(N=45)
Efficacy

Preliminary data from the phase 2 trial are available on the maintenance of response (MCyR and
MMR) in all CP-CML patients who underwent dose reduction for any reason. Table 10 shows these
data for patients who achieved MCyR and MMR at 45 mg; similar data are available for patients who
achieved MCyR and MMR at 30 mg.

The majority of patients who underwent dose reduction maintained response (MCyR and MMR) for
the duration of currently available follow-up. Most patients who ultimately reduced dose to 15 mg
initially had their dose reduced to 30 mg for a period. A proportion of patients did not undergo any
dose reduction, based on an individual benefit-risk assessment.

Further data on maintenance of response are required in order to make a formal recommendation for
dose modifications in the absence of an adverse event as a risk minimisation strategy (see sections 4.2
and 4.4).
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Table 10 Maintenance of response in CP-CML patients who achieved MCyR or MMR at
45 mg dose (data extraction 7 April 2014)

Achieved MCyR Achieved MMR
at 45 mg (N=87) at 45 mg (N=63)
Number of Maintained Number of | Maintained
Patients MCyR Patients MMR
No Dose Reduction 23 18 (78%) 18 11 (61%)
Dose reduction to 30 mg only 25 24 (96%) 13 11 (85%)
> 90 day reduction at 30 mg 21 20 (95%) 11 10 (91%)
> 180 day reduction at 30 mg 11 10 (89%) 5 4 (80%)
> 360 day reduction at 30 mg 5 4 (80%) 2 1 (50%)
Any dose reduction to 15 mg 39 39 (100%) 32 30 (94%)
> 90 day reduction at 15 mg 32 32 (100%) 27 26 (96%)
> 180 day reduction at 15 mg 10 10 (100%) 6 6 (100%)
> 360 day reduction at 15 mg 6 6 (100%) 3 3 (100%)

The anti-leukaemic activity of Iclusig was also evaluated in a phase 1 dose escalation study that
included 65 CML and Ph+ ALL patients; the study is ongoing. Of 43 CP-CML patients, 31 CP-CML
patients achieved a MCyR with a median duration of follow-up of 25.3 months (range: 1.7 to

38.4 months). At the time of reporting, 25 CP-CML patients were in MCyR (median duration of
MCyR had not been reached).

Cardiac electrophysiology

The QT interval prolongation potential of Iclusig was assessed in 39 leukaemia patients who received
30 mg, 45 mg, or 60 mg Iclusig once daily. Serial ECGs in triplicate were collected at baseline and at
steady state to evaluate the effect of ponatinib on QT intervals. No clinically significant changes in the
mean QTc interval (i.e., > 20 ms) from baseline were detected in the study. In addition, the
pharmacokinetic-pharmacodynamic models show no exposure-effect relationship, with an estimated
QTcF mean change of —6.4 ms (upper confidence interval —0.9 ms) at C,,,, for the 60 mg group.

Paediatric population

The European Medicines Agency has waived the obligation to submit the results of studies with
Iclusig in children from birth to less than 1 year in CML and Ph+ ALL. The European Medicines
Agency has deferred the obligation to submit the results of studies with Iclusig in paediatric patients
from 1 year to less than 18 years in CML and Ph+ ALL (see section 4.2 for information on paediatric
use).

5.2 Pharmacokinetic properties

Absorption
Peak concentrations of ponatinib are observed approximately 4 hours after oral administration. Within

the range of clinically relevant doses evaluated in patients (15 mg to 60 mg), ponatinib exhibited dose
proportional increases in both C,,,x and AUC. The geometric mean (CV%) Cyax and AUC g,
exposures achieved for ponatinib 45 mg daily at steady state were 77 ng/mL (50%) and

1296 ngehr/mL (48%), respectively. Following either a high-fat and low-fat meal, plasma ponatinib
exposures (C,,x and AUC) were not different versus fasting conditions. Iclusig may be administered
with or without food. Co-administration of Iclusig with a potent inhibitor of gastric acid secretion
resulted in a minor reduction in ponatinib C,,,, without a reduction in AUC,_.

Distribution

Ponatinib is highly bound (>99%) to plasma proteins in vitro. The blood/plasma ratio of ponatinib is
0.96. Ponatinib is not displaced by concomitant administration of ibuprofen, nifedipine, propranolol,
salicylic acid, or warfarin. At daily doses of 45 mg, the geometric mean (CV%) apparent steady state
volume of distribution is 1101 L (94%) suggesting that ponatinib is extensively distributed in the
extravascular space. In vitro studies suggested that ponatinib is either not a substrate or is a weak
substrate for both P-gp and breast cancer resistance protein BCRP. Ponatinib is not a substrate for the
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human organic anion transporting polypeptides OATP1B1, OATP1B3 and the organic cation
transporter OCT-1.

Biotransformation

Ponatinib is metabolized to an inactive carboxylic acid by esterases and/or amidases, and metabolized
by CYP3A4 to an N-desmethyl metabolite that is 4 times less active than ponatinib. The carboxylic
acid and the N-desmethyl metabolite comprise 58% and 2% of the circulating levels of ponatinib,
respectively.

At therapeutic serum concentrations, ponatinib did not inhibit OATP1B1 or OATP1B3, OCT1 or
OCT2, organic anion transporters OAT1 or OATS3, or bile salt export pump (BSEP) in vitro.
Therefore, clinical medicinal product interactions are unlikely to occur as a result of ponatinib-
mediated inhibition of substrates for these transporters. In vitro studies indicate that clinical medicinal
product interactions are unlikely to occur as a result of ponatinib-mediated inhibition of the
metabolism of substrates for CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP3A or CYP2D6.

An in vitro study in human hepatocytes indicated that clinical medicinal product interactions are also
unlikely to occur as a result of ponatinib-mediated induction of the metabolism of substrates for
CYP1A2, CYP2B6, or CYP3A.

Elimination

Following single and multiple 45 mg doses of Iclusig, the terminal elimination half-life of ponatinib
was 22 hours, and steady state conditions are typically achieved within 1 week of continuous dosing.
With once-daily dosing, plasma exposures of ponatinib are increased by approximately 1.5-fold
between first dose and steady state conditions. Although plasma ponatinib exposures increased to
steady-state levels with continuous dosing, a population pharmacokinetic analysis predicts a limited
increase in apparent oral clearance within the first two weeks of continuous dosing, which is not
considered clinically relevant. Ponatinib is mainly eliminated via faeces. Following a single oral dose
of ["*C]-labeled ponatinib, approximately 87% of the radioactive dose is recovered in the faeces and
approximately 5% in the urine. Unchanged ponatinib accounted for 24% and <1% of the administered
dose in faeces and urine, respectively, with the remainder of the dose comprising metabolites.

Renal impairment

Iclusig has not been studied in patients with renal impairment. Although renal excretion is not a major
route of ponatinib elimination, the potential for moderate or severe renal impairment to affect hepatic
elimination has not been determined (see section 4.2).

Hepatic impairment

A single dose of 30 mg ponatinib was administered to patients with mild, moderate, or severe hepatic
impairment and to healthy volunteers with normal hepatic function. Ponatinib C,,,x was comparable in
patients with mild hepatic impairment and healthy volunteers with normal hepatic function. In patients
with moderate or severe hepatic impairment, ponatinib C,,,, and AUC,.,, were lower and ponatinib
plasma elimination half-life was longer in patients with mild, moderate, and severe hepatic impairment
but not clinically significantly different than in healthy volunteers with normal hepatic function.

In vitro data showed no difference in plasma protein binding in plasma samples of healthy subjects
and hepatically impaired (mild, moderate and severe) subjects. Compared to healthy volunteers with
normal liver function, no major differences in ponatinib PK were observed in patients with varying
degrees of hepatic impairment. A reduction of the starting dose of Iclusig in patients with hepatic
impairment is not necessary (see sections 4.2 and 4.4).

Intrinsic factors affecting ponatinib pharmacokinetics

No specific studies have been performed to evaluate the effects of gender, age, race, and body weight
on ponatinib pharmacokinetics. An integrated population pharmacokinetic analysis completed for
ponatinib suggests that age may be predictive of variability for ponatinib apparent oral clearance
(CL/F). Gender, race and body weight were not predictive in explaining ponatinib pharmacokinetic
intersubject variability.
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5.3 Preclinical safety data

Iclusig has been evaluated in safety pharmacology, repeat-dose toxicity, genotoxicity, reproductive
toxicity, phototoxicity and carcinogenicity studies.

Ponatinib did not exhibit genotoxic properties when evaluated in the standard in vitro and in vivo
systems.

Adverse reactions not observed in clinical studies, but seen in animals at exposure levels similar to
clinical exposure levels and with possible relevance to clinical use are described below.

Depletion of lymphoid organs was observed in repeat-dose toxicity studies in rats and cynomolgus
monkeys. The effects were shown to be reversible after withdrawal of the treatment.

Hyper-/hypoplastic changes of the chondrocytes in the physis were noted in repeat-dose toxicity
studies in rats.

In rats, inflammatory changes accompanied by increases in neutrophils, monocytes, eosinophils, and
fibrinogen levels were found in the preputial and clitoral glands following chronic dosing.

Skin changes in the form of crusts, hyperkeratosis, or erythema were observed in toxicity studies in
cynomolgus monkeys. Dry flaky skin was observed in toxicity studies in rats.

In a study in rats, diffuse corneal edema with neutrophilic cell infiltration, and hyperplastic changes in
the lenticular epithelium suggestive of a mild phototoxic reaction were observed in animals treated
with 5 and 10 mg/kg ponatinib

In cynomolgus monkeys, systolic heart murmurs with no macroscopic or microscopic correlates were
noted in individual animals treated with 5 and 45 mg/kg in the single dose toxicity study and at 1, 2.5
and 5 mg/kg in the 4-week repeat-dose toxicity study. The clinical relevance of this finding is
unknown.

In cynomolgus monkeys, thyroid gland follicular atrophy mostly accompanied by a reduction in T3
levels and a tendency toward increased TSH levels were observed in the 4-week repeat-dose toxicity
study in cynomolgus monkeys.

Ponatinib-related microscopic findings in the ovaries (increased follicular atresia) and testes (minimal
germ cell degeneration) in animals treated with 5 mg/kg ponatinib were noted in repeat-dose toxicity
studies in cynomolgus monkeys.

Ponatinib at doses of 3, 10, and 30 mg/kg produced increases in urine output and electrolyte excretions
and caused a decrease in gastric emptying in safety pharmacology studies in rats.

In rats, embryo-foetal toxicity in the form of post-implantation loss, reduced foetal body weight, and
multiple soft tissue and skeletal alterations were observed at maternal toxic dosages. Multiple foetal
soft tissue and skeletal alterations were also observed at maternal nontoxic dosages.

In a fertility study in male and female rats, female fertility parameters were reduced at dose levels
corresponding to human clinical exposures. Evidence for pre- and post-implantation loss of embryos
was reported in female rats and ponatinib may therefore impair female fertility. There were no effects
on male rat fertility parameters. The clinical relevance of these findings on human fertility is
unknown.

In juvenile rats, mortality related to inflammatory effects was observed in animals treated with
3 mg/kg/day, and reductions in body weight gain were observed at doses of 0.75, 1.5 and 3 mg/kg/day
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during the pre-weaning and early post-weaning treatment phases. Ponatinib did not adversely affect
important developmental parameters in the juvenile toxicity study.

In a two-year carcinogenicity study in male and female rats, oral administration of ponatinib at 0.05,
0.1 and 0.2 mg/kg/day in males and at 0.2 and 0.4 mg/kg/day in females did not result in any
tumorigenic effects. The 0.8 mg/kg/day dose in females resulted in a plasma exposure level generally
lower or equivalent to the human exposure at the range of dose from 15 mg to 45 mg daily. A
statistically significant increased incidence of squamous cell carcinoma of the clitoral gland was
observed at that dose. The clinical relevance of this finding for humans is not known.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tablet core

Lactose monohydrate

Microcrystalline cellulose

Sodium starch glycolate

Colloidal anhydrous silica
Magnesium stearate

Tablet coating
Talc

Macrogol 4000

Poly(vinyl alcohol)

Titanium dioxide (E171)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

2 years.

6.4 Special precautions for storage

Store in the original container in order to protect from light.

The bottle contains one sealed canister containing a molecular sieve desiccant. Keep the canister in the
bottle.

6.5 Nature and contents of container

High density polyethylene (HDPE) bottles with screw-top closures, containing either 30 or
90 film-coated tablets, together with one plastic canister containing a molecular sieve desiccant.

Not all pack sizes may be marketed.
6.6  Special precautions for disposal and other handling

Disposal

No special requirements for disposal.
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Handling

Patients should be advised not to swallow the desiccant canister found in the bottle.

7. MARKETING AUTHORISATION HOLDER
ARIAD Pharma Ltd.

Riverbridge House

Guildford Road

Leatherhead

Surrey KT22 9AD

United Kingdom

8. MARKETING AUTHORISATION NUMBER(S)
EU/1/13/839/003

EU/1/13/839/004

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 1 July 2013

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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BAEITEET L E G2HBH) |

Bl
WEI VT F=2 7 0T T AMEM 50 mL/45y A O BE TR B R 780 S5 B2 Iclusig &
BE5TL560%, HEETLZE W2HZBH) |



bk

AFNIHE AT 2 a8+ 5, T 7 b—ARMHE, Lapp 77 X —BREIE, J/Va—A« HT7 7 k
—ZAWINAB D X ) I ENREIEMIREDH 5 BEIIAF ZRA LW &,

45 MoOEIESLEOHABEERAROTZEOMOIMEEIEH

MEPRFTF=TREL LRI ELBEMNHLIWE

CYP34 &35

RFTF =1L CYP3A4 I L » TRETEN S,

CYP3A O/ ERKTH D7 hat Y — (400mg i EH &) EDOFFHICZX Y Iclusig 15 mg % Hi[n]
BROEELIEEE, RFPF=T0R2FREENPREBITHEML, RFF=7 B R &L T, K
FTF=T D 0 B S MR AR £ TORERF R T (AUC.) M OREIMFIRE (Chx) 2
TIVEI 18% ML TN 47% = 0> T,

CYP3A DN EIK (V77 VAa~f vy, AV UFEN, £ hTa)ry—u, Fhary—i,
X777 Ry, T 4FEN, URFEL, hXFEN, YRSy, hr LT U RvA Y
v, RVary—i, ROTL—FTIN—rVa—2kE) #0FHHEET 2858103 E L, Iclusig
OBEHEEZ 30mg lIZHETHZ 2B ETH L,

M{EPRFTF=TREZIRT SELBLNLHME

CYP3A 55

fERERN 19 BlZk L, CYP3A OMANRFEETHL Y 77 B (600 mg # H#h) & OJFHIC
£V Iclusig 45 mg ZHEEE L7z L &, RIPF=T7HMEGREE KR LT, AFF=7D AUCL KD
Conax DEIVZEIL 62% M TN %I T LTz,

RFTF =7 LOPHIC LD CYP3A4 DR RFHEIK (WA EEY, 7=/ LEX—)L, Tx=
cYy, VorTFy, Vyzroevy, KOty hoar XU— e E) oG %EEF, CYP3A4HH:
HHICRDLIBNEMRFTT DL, 72720, "X T4 v FBRRFTF =T ORERERAD D) X7 % L
LG EIXZ DR Y TIEauy,

NI F =T & o TMEPRENZET 2B Z01HLWE

FZ RS — T

In vitro T, RNFTF=T1LP-WE& 7 E (P-gp) KOFEMMES /37 E (BCRP) ICHEMFEMAZRL
Tre ZD®, RFF=T1%, PRGN Pgp HE (VIaxvy, FEH T, areFr,
TINAEF ) XL BCRP #E (A M ML FH—h, BARREZF, AVT7H T U007 E)
O MAEHREZ IS, ZOBRFEIREOCEWER ZEMEE 5 EERH D, R TFF=7%Zhb
DEIHEML EOFREGT 25681, +oRBEEITI ZENEE LV,

NV SFil

PR ® 5 L DRAMERRER L2032 L Ty,
4.6 XhaeR, MR ORI

SRR PTRE 7o 2ot B 2 D kLT

Iclusig D¢ 5% 52T DIFYR FTRBAF R D 2RI, BHH, IR LARWE S 8T 5 Z &, Iclusig D5
T LB, &BET, FELITRVWEORET LI L, &5 HIMTITA R IS 2 T
2L, RIF=TnelHARNE AMEIEED AN ELE KETNE S NI AATH L, 20
729, B XITEMOBHEIEZEHT 52 &,




SR/
G ~D Iclusig PGB D577 — i3 7eV, BER TITAEMBERENRALNTND (5.3
HEMR) ., B MCRHTHIEENY A7 IEARAHATH D, HEFIE, ALK EREEICIRY, Iclusig
EHEHTH L, MRPICEGT 2541, BIBICRHT2EEN Y 27 2 BF IR LR TR o
7200,

Bl
Iclusig 288 AL FICBATT 2 0IAATH D, AFLEENFZT -2 R OHEET —ZI2k b e, E
NALHHFASOBATORTREME A PR T & 700, Ielusig G HIFRAL LR IESEDH 2 &,

:T#éff% TORBIIETHE hOT—Z X\, Ty MBI ARFF=T7HKETIX
ZIREEICIT B Z R L, HEOZIREICITEBLZ RIS R)ho7- B3 HBHR) . ZNHDOFFROE b
E:ﬁ#é%ﬁ%% MITRIATH D,

4.7 HENEEEREE S K OB T 5%

Iclusig (%, TEERK OBEMIRIEREICH LT, DTN BEE 525, IR, FEEDEv, KOEHR
72 EORIER D Telusig \ZfEWFEBL LTz, £ D72, TR SUIBMEMER IR 2RI 2 &,

4.8 BIYEMA

HEVED T

ARENZFHE L7ZGWERL, Fro X —EHFE (TKD I X DRGSR IIRMAEZ =~ LT
449 $5ld> CML K (' Ph+ ALL 2% (BCR-ABL T35SI AR A2 H T 5412 ETe) Zxtg s+ oH 1, s
B, [EES, ZhusxtRRBRTRO NI EDOTH D, 2T Iclusig45Smg 25 1 B 1 EERE- Sz, &5
IZ L DEMEOEFERIZIE, 30mg® 1 B 1EEE L 15mg D 1 B 1 [BEG~O &R DTl ST,
AR, AR A L T e ap oA 27 » HELETH o7, Iclusig OF G- O g
1%, CP-CML % T 866 HIE, AP-CML 3 T 590 H, K& O BP-CML/Ph+ ALL 4 T 86 A TH
o7z, MEREOTRMEIZ36mg THY, FEHETHD 45mg D 80% Th -7,

B (R T CORBLE) N 1%% ERIZE L RO O NEERENERIZ, Mg (6.5%) ,
R (5.6%) , FEN (4.2%) , MEIR (4.0%) , DFHFEZE (3.6%) , LEME) (3.3%) , &l (3.3%) |,
MR (3.1%) , FBEMEFHERBE (2.9%) , ODAE (2.0%) , U X—EHEn (1.8%) , M
IR (1.6%) , TR (1.6%) , AFREREGEAD (1.3%) , LMEREAE (1.3%) , ROWLZERETH
(1.3%) ThoT=,

EEZDINE, MINE, MOKMILEOBIREAZEERIER (BBRIEE S FTORIR) 1%, Iclusig #
HEBETENEN 6.7%, 5.6%, MO S51%ICRE Lz, EERFHIREAZESREIER (RBREERE T ToR
HR) 13 4.5%I238L LT,

BIRE LT, RLELRBOLNTEWER = 20%) (XML, 382, FEwE, KOMER TH-o
77

DA, MM, KOSKRMME OBIRPAZERREIER (RBRIEE G T CoRIIE) 1L, Iclusig 5 EH
DENEI 9.6%, 7.3%, K 6.9%ICHBL LIz, fFIRPAZEMRIEN (BBRERLG T TORIEER) 1X
5.0%Z3BL LTz, ke LT, BRK OEARPAZEERIERIL, 26 1 AHRERICK TS Iclusig £ 5838 D
23%IZFEBL L, BEERRIERIL 18%IZHEL LT, —HOBHE TIX 2 EEL EOFRPRI LT,

BB L BEDO & 5, BRI OK G ILICE > = HEFROREIIRIL, CP-CML #35 T 14%, AP-CML
BT 7%, BP-CML/Ph+ ALL BB T 4% Th 7=,

BIEH O —F#




IFH D CML B KON Ph+ ALL BBE LA S BIWER 22 3 1 ORT, BEERXDIE, Mo CREE

(>1/10) , &HEE (>1/100~<1/10) , {EKHE (>1/1000~<1/100) , Fiv (>1/10,000~< 1/1000)
O TEI (<1/10,000) , LOBEEARH (FIHMTEERT —Z 0 BI3HE TER) & Lz, SHE
HIZBWT, BEHWERZEEEOEWIEICGHE LT,

5
AN
77

#3 CML BF K ' Ph+ ALL B8E CTRO b NZEWEA - 1BRER 5 T CHIA L -FHDORBAE
W HES < SRR
BEMKXYE $EEE BIER
e W50 C i B R
BRIER & UHERIE R Wk, WE, Bak
W50 C e g, /B, A TR ER B
M LY v $RkEE - WL BRI A E, SEEAMEAT FPERIBE, 1 i BRI
B W
PNy WA B FRDR A RE A T E
H o) C e B £ ARG E
WK, RRIERE, IEh Lo ™ AME, i, &
R L OeakksE A PREEIME, €Y SERAUE, & kY 2 V'Y Rifl
E, AR U Y AMUE, AR
(A i I I i A (R
W b o) C i B TIRE
Hiob C e B B, TRENED F
A A, MR, RRME= = — o SF—, g
TR B WE, FIEANE, GNRCEEL EEBIAR, SEECE, —if
PP 1 %56
(A i Nl s
B T, IR, IREAFIE, RRIEE
IR J— R MARE, MENEERRRAZE, RERBIRE 2,
SO Rl
. DAL, DREZE, 5 - ML, SRk
T T B, PROAE, DI, DG, Bt
A DM, SEEBIIREGRE, OARYUE, i
e D, EEIREN, AREBERS, LR
Hio> C M 5 I
— KA BIIRFAZEVE i, RS PR, AR BRIk
I R 7e, RARPEBEAT, PEEERIRIARSEE, 13TV, Wik
—_ RAIEB R, IR, SIREMRE, Wk

SE, @IEY YV —8, BEhiRkAE

B T T T VR, WO
PR, B L UHIRIRS AR, Wk, B, JEATEE, Wi
i o C 1 A RS MEfs, TR, WEE, {ERR, FLL, U oS—EEE
Wik, TF7 < 5 — PN, B,
o b I NP, LR, RIS, MR, 1
o
e L
s C 5 T TI=rT I N UAT 2 T—BEIN, T AN
e FEUBET I NI AT =T — BN
JIT HELE 7 b R MAE YL, T A RRAT 72—
e PRI, y— 7% IV b TV RT = T — BRI
CHE TR, A, BoE
[ C R w5, SR
R %5 e, FIRETES, S, W, 75
LR i Fes, RSN, BT, SUFEE, SUKHIL, BEd

i, BeREETE, R R g %




BRI RS S RV

W00 C e BE, BEEE, G, VUROW, SO0, AR
e L b 77 P =
BRBRBLUREMRES TG, B, BRI
AR E L OHLEREE I Eh R4

e | R T A Wer, MESRE, ARSVETRIE, B R
I . AN ﬁi > N v ) ) ) ’
@ﬁAgiﬁ'ﬁﬁmkiUﬁgnB{i I HEgE (7L L FREER, JEOEME R, &
- e %, PETTENE

B ORIERIZ DWW CDELHE

M B (4.2 HR 4.4 THEH)

D, MMM, RS FES, KOFIRMAEEFERE SHEE 2R MEHAZEN Iclusig 5B 18T

L7z, DIEY A7 KFOFELZ#DT, 50 Ml FTOBEZEZD, ZNUODOFERPBE L, mEH

EMFERZIINMBICENREARNE -7, £72, Eil, SiE, FRKE, L@ MIE O BEERE
o5 BETHRBEENEN T,

B HREPIT]

BREMHIIEE 2R CTEEEICRE SN, 7 L—FK 3 XL 4 O/ IWIEAIE, i EREE & OV
M OFBLEE, CP-CML £EHIZH~T AP-CML B &Y BP-CML/Ph+ ALL BB CEole (F 4 &
D), BEBEHNY, BEFOBKRMREMORE NS HEBEE T T, N—RX T4 URFORRAHED
EF72EENL bME SN,

BREIE R T A ESH LT ENTH -2 (I/MRBAIEIL 4.5%, G ERBUE K OV M54
<1%) .

B BUAT 2% FHA
BCR-ABL TKIs (ZBE# 4%, Bﬁlﬁﬂﬁww“%&iénﬂ\éo A S B RRIR IS B D 2 AR 4
SATBEPEFFR DO EBFIRD vz (44THBHR) |

# 4 WTNPORBHED 2% EIZAE LT, BRIICERDSH S 7 L — K 3 Xt 4 DERKRRE
EEE ORBLR
ERARRRE 445 CP-CML AP-CML | BP-CML/Ph+ ALL
(N = 449) (N=270) (N =85) (N=94)
(%) (%) (%) (%)
MBEFIIRE
iR E - (i MR SR ) 40 35 49 46
I EREAE  (ANC J8) 34 23 52 52
H i ERJEE  (WBC J8i2)) 25 12 37 53
2 (Hgb 8i) 20 8 31 46
U BRI 17 10 25 28
MBELFRE
U X—EHN 13 12 13 14
U 9 9 12 9
7 R AN 7 7 12 1
ALT H#4n 6 4 8 7
ERAN %) 5 5 6 2
AST #4710 4 3 6 3
71V 7 NHENN 2 2 1 3
TIVHYRAT 72— 2 1 4 2
vYLE Y 1 <1 2 1
DRRN 2 <1 5 2
727 —EHIN 3 3 ) 3
VT LD 1 <1 2 1
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ALT=77=T73 ) h 7V A7 27—, ANC=#FFERMERE, AST=T AT XU@ET I/ NT7 VAT
=7 —¥, Hgb=~FZ b, WBC=HIMmE%
* NCI-CTCAE 4.0 )i & UV C3Res S vz,

RITEREEV OIS

ERGTIIRZICAIERA OBV A HERE T2 L FEETH D, ZHCEY, ERHORRT (v
b e URIZ ARG U RAERMPHIICBIE TE 5, EREFEHIT, BHEHNE D54 [3the national
reporting system listed in Appendix VIZ X W T ETH L okd T35,

49 BERSL

Iclusig D E XA Thaw vl &HRG-FI 2 ERARRABRIZB N T, 5 INT05dH, 165 mg L OHEE 540 mg 25 2
BN HEE G- S ieny, BRIRAICEWROH 5 RIWERIZAE U0 o7, 1 61T 90 mg/H 28 12 H R IE#
&, Wik, 2EMRIERKE, OEME), K OEEE GO PR LSRR ITR AR U, BT
Wrai, ERRESRIEEIEL, 45mg T 1 H 1 EEG2AHH I, Iclusig O &8 503 E U551,
BIEEAT, WU CFPRIEZ ET 5 2 &

g

ps: BRI
51 S

e

HNHE - PUEMEIESE, Yo T A %P —VHERK, ATC =— K : LO1XE24

NP F =713 1721 BCR-ABL [HEZHK CTHV, #4A% BCR-ABL K VA #4 BCR-ABL ~O &= fnfk:
FEAZAREIC T HEEEE (RFEM 3 ERfGZETL) 22 T\5b, A FF=71F, ABL & T3I15I &
BRABLOT v o —BIEEEREL, S0%HERE (ICs) 1ZZFZ1 04nM LT 2.0nM TH
Sl RFF=71%, #la7 vt&A T, BCR-ABL ¥+ —EHEMERNNET A ~F =7, FHF=
7, k= unF =7\ 2P E ik C&E 7o, RIERRE R MR C, T X ToOHE BCR-ABL £
BAK (T3151 2 5&1e) #3B LMD S B, 50%% B2 5MOAEFEREL, »oERIK7 a—2
OHBLZIEIT AR T F=7REIX 40nM Th o7z, flaz AV indEZE BgRgR T, K FF="7
40 nM (2B 24 U &8 % BCR-ABL AR IIMH Sng oz,

AP F=71%, B4 BCR-ABL X T3151 & 874 BCR-ABL # %8l L /=g~ 7 A 2B\, [EE%
M/ S, AFHRAER ST,

30mg LA ET, EEREBIZET 2R FF=70liESd b7 7REIMA 21 ng/mL (40nM) ZH R 72,
15mg UL BT, 34 il 32 6 (94%) 2B\ T, RiFMEZMILO CRK-like (CRKL) U »f#{t. (BCR-
ABL BHED /A A~ —T1—) 5 50%LL B Lz,

RFF =7 132ZE DO EERANCERD 8 5 X F—F OIEMEE 20 nM KD [CsoETHEL, ret u/FiE
{5¥ (RET) , Fms #kFr I ¥ —€3 (FLT3) , KOEMAR -5 (KIT) , 37 ONSHRRHESEA
RaB5E R 152 254K (FGFR) , I/ HSRECE R 75224 (PDGFR) , KOV N R GEE 1= A4
(VEGFR) 77 X U —IZJ@ T 5xF—BlZk LBEEEZ R LT,

B IR = D A5 My OV ek

CML B3 KO Ph+ ALL FBE D 5 5, TKI IZ X 2 aiiaE IS HEEUE IR IE 2R LT BE T4 5
Iclusig DMK OENEL B—8F, FEEM, ERRILE, ZhuaxItFERBR THRET L7z, 2602 Iclusig
45mg % 1 H 1[G L, BEKORGHEZICHEGEHHCHE X550 & Lz, i (CP-CML,
AP-CML, XX BP-CML/Ph+ ALL) , ¥ % F =7 I=vF=71Txr7 2 WHiHE UIAMmE RO
KO TISIEROFEICIESERELT 6 2R — FOWTNNITEREZE D ()72, ARBRITETH T
H5b,

CP-CML #B#& OEPIMEHNL, ¥V F =7 idi=nF =75 cmigzmee&€ s 3 » A £ Tl) ,
BRI/ N R (6 » A FTIl2) , TMEBEFIHRER (12 5 A £ TIZ) OWTIEIERK
TERVWAEEFELER L, CP-CML BEDH L, ¥V F=7 WI=aF=TEEHROWNTINORER
IZBWT, BN LES, MlEEFENEeRZo e ZRE i — B BN B LA
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#, XiX AP-CML #5 L < 1% BP-CML ~DO #4738 & 7= BE LIPS & 2272 L=, AP-CML B4
K TOY BP-CML/Ph+ ALL BE OEPIMEHNE, ¥V F =7 id=uF =759, MiEFEAIRER % ER
TEXRWHEE (AP-CML 133 » A £ TIZ, BP-CML/Ph+ ALL B# 13 1 » H £ TID) , MIERFHIKREE
A LB (FER) , TR KBNS N FICF F— Bl Rm N B LB &

L.

KA DOEFIL, CP-CML EF CITMBRFEN5E 2%, AP-CML B35, BP-CML A5, XX Ph+
ALL BF CIRMERFHIREBONE LN T, EREHELZIT-oChH, Bl TH Y F=T Xii=n
F=TO¥ERFIEENTFEEE LT,

CP-CML & DA 20 2RI H ISR a2 RS (MCyR)  [HIlEE(n 78 4278%) (CCyR)
K OHIfEAR R 732840 (PCyR) Z&de] & L7z, CP-CML /B3 DA WM RIVGEHAL I B 13 Mg 1)
FEEFEL) (CHR) KON FEEFHIRES (MMR) & L7z,

AP-CML &} T8 BP-CML/Ph+ ALL B35 O A 2 R E B (X srkZE%h (MaHR) & L7z,
MaHR OEFIE, CHR XIIHMIFEOFTR 72 L (NEL) & L7-., AP-CML ## K& O BP-CML/Ph+ ALL &
FH O IVERIREEHIA H X MCyR &2 ' MMR & L7z,

EHNZHOWT, BIOAZERIKFHMEEE & LT, #E L MCyR, ZE2hEEMIR, ZhireiifH,
HESEEE W], ROVRAAAII A AROE LTz,

AGRBRIZ 449 BB ER S AL, T D 9B 444 IDMEMT ORI T - 72, HFRIE, 267 f5ld> CP-CML %

(R/1 =27— b n=203, T3151 22— F n=64) , 83 AP-CML f8#% (R/I 27— b n=65, T3151 =
A—hFn=18) , 62%|o BP-CML B&# (R/I 27— b n =38, T315I 22—k n=24) , KO 324D
Ph+ ALL 2# (RN 24— b n=10, T35SI 25—k n=22) Tholz, ¥V F=7 NiF=mF =7 DfH]
IRIRIZE D MCyR L E [MCyR, MMR, X35 T-BIEFHITERZER (CMR) | ZiERK L7-DIX CP-
CML BEDO DT 26% Th o7, X F =7 X I=nF =7 DORIAEEIZL Y MaHR LI L (MaHR,
MCyR, MMR, 3| CMR) %R L7=Di, AP-CML #B# & O BP-CML/Ph+ ALL F2#H O EhiH§
M21% LN 24% T o T2, N—AT A REO NOFFFEHT — X % F£ 51Ci#T 5,

%5 AN OMREHERT — & K OYR BREE
BRSO BE R REMRITH SIS
G
FORE, % (PR) | 59 (18 - 94)
PERI, n (%)
B | 238 (53%)
AR, n (%)
Asian 59 (13%)
Black/African American 25 (6%)
White 352 (78%)
Other 13 (3%)
ECOG Performance Status, n (%)
ECOG =0 X% 1 414 (92%)
BEAE IR
W b o)A b coMM O P IE, £ ) 6.09 (0.33 - 28.47)
TKIZ K 2 FERI KT 2 ETEE] **, n (%) 374 (88%)
TKIZ X DHER-L Y A8, n (%)
1 32 (7%)
2 155 (35%)
>3 262 (58%)
BEEEIC i X7 BCR-ABL A, n (%) °
oL 198 (44%)
1 192 (43%)
>2 54 (12%)
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HEXYF T N TmnF =N LD TKIRHEEN RS Sz 427 Fildh
XK ERIEIZ 1 FESELL F D BCR-ABL 3 F—PHERZE B3 H S 7= BT
N SN,

BT DEIE, 3TRBDEA DL

B SIRD 55%I23B VT, BREREEC 1 FEFELL O BCR-ABL 57— BHEIZE BAEED B AL, HRICHEEEN
m75>o71 X T3151 (29%) , F317L (8%) , E255K (4%) KX E359V (4%) ToH-o7-, R/IA a2dH— b
@ CP-CML £ D 67% TlL, BHEEHCERNBRE I N2 o7,

*6, X1, MOEKSICHIMNEZ £ LT,

K6 EHHEXIIAMAE 273 CP-CML BF T 5 Iclusig D AR
2K EHUEB IR B
(N =267) R/I T3151
aR— bk akR— k
(N =203) (N =64)
MBI FHER
KZE%) (MCyR) *
% 56% 51% 70%
(95% CI) (50-62) (44-58) (58-81)
w2784 (CCyR)
% 46% 40% 66%
(95% CI) (40-53) (34-48) (53-77)
G FRIZFEHIRES "
% 38% 32% 58%
(95% CI) (32-44) (26-39) (45-70)

*CP-CML Zi— b OFHEIAMIE B (X, MRBLRFHEERY BMHEREER T 0 7T V7 ¢ 7 Yt RiGH
fa7e L) EHBEFIS D=8 (740 7T V7 4 7Y REERIE 1~35%) % AhH 72 MCyR & L7z,
PRI A WV TIE LT, ERMEEEEERY A 7—?@%&# (qRT PCR) 2 & v #IE L= KRy o
BCR-ABL & ABL O#i5 b [[EEHAL (IS) ] A< 01% & EF L7 [T72b5H, <0.1% BCR-ABL'S,
b2a2/b3a2 (p210) HEFMEHLTNH I L L LZ]

F—HN—2Hy A T7H :20144E1H 6 H

CP-CML BFH TlE, miAH TKI FR D720 &, HIBE PR, MK FHEE, KO TiE
IRZFLMZRBN RN m D o T2, AITERE TKIZ 1A, 24, 34, L4400 CP-CML B#H D 5 5, Iclusig
FEHHIZ MCyR Z 3R LT EIGIE, N 75% (1216 61) , 67% (66/98 fi) , 45% (64/141 1) |
K OY58% (7/12%1) TH -7z,

BEFICE RN SN2 72 CP-CML IBE D 9 5, 49% (66/136 f5]) 7% MCyR % 5% L 7=,

BERRFIZ BCR-ABL 2 #2235 H & 724 To CP-CML 3 (Z
i,

BT, AFIBEHIZE Y MCyR I TEEK S

MCyR % K L 72 CP-CML (35 MCyR 2 EEH R o el i 84 HIE (#iPH : 49~334 H[) TH -7z,
MMR BRI TIE, MMR BRI O R JEIL 168 A (HiPH : 56~965 A#) Th otz HFrHERF
(AERER Z ke L TV BB W CGBEGRAE I AY 27 » HELETH o720, T OFFiHERA T,
MCyR & O MMR OEqfge 13 P B 122 LT e hyo 7=, Kaplan-Meier HEEEIZHS %, MCyR %%
B L7- CP-CML & (FG-HI o Jufi : 866 HR]) @ 87% [95%(E#HXH (CD) : 78~92%] , KX
MMR % #h% L 72 CP-CML B D 66% (95% CI: 55~75%) 7% 24 % AR CZORMEHFF L T D

ETRILT,
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£ Y X IARTE 2/~ THEITH CML BE 12xd 5 Iclusig DB ZhPE

AP-CML BP-CML
24 EHUEB SUI AR 241 EHTEB SUI AR
(N = 83) RI T3151 (N=62) RI T3151
apm—k afk—k aFk—k apm—hk
(N=65) | (N=18) (N=38) | (N=24)
MR FHIEE
KZE5h ¢ (MaHR)
% 57% 57% 56% 31% 32% 29%
(95% CI) (45-68) (44-69) (31-79) (20-44) (18-49) (13-51)
SE2&EM® (CHR)
% 49% 48% 33% 21% 24% 17%
(95% CI) (38-61) (35-61) (13-59) (12-33) (11-40) (5-37)
BRI RER) ¢
% 39% 34% 56% 23% 18% 29%
(95% CI) (28-50) (23-47) (31-79) (13-35) (8-34) (13-51)

* AP-CML =2 " — k 2T} BP-CML/Ph+ ALL =7k — F O FEIAME H 1L, MEF5EEES & B ilE O B2
L&&HE 7~ MaHR & L7,

" CHR : WBC < IULN, ANC > 1000/mm’, i/ RE > 100,000/mm’, A ML oI S ER SRS BiER 2 580 72
VY, EBEIEER < 5%, RMEMFOBEBEER + B BEER < 5%, AP OLFHEIER < 5%, BAMRE (FEE O
g2 & de) 72 L,

¢ MCyR 1%, MBRFEMEERE (BMHEARER Y 4 7T V7 ¢ T YR EME 72 L) &M E R

DN (T 4 TTNT 4 T YR ERIIE 1~35%) #&6bEzbo,
F—HRXR—=2 N A7 H 2014 1H 601

%8 EHME IR 27~ T Pht ALL BRE 2% 5 Iclusig DA ZhE
241 BHAEGI USR]
(N=32) R/ T3151
aFk—k aFk—hk
(N=10) (N=22)
MiRFERESHE
K754 (MaHR)
% 41% 50% 36%
(95% CI) (24-59) (19-81) (17-59)
TR (CHR)
% 34% 40% 32%
(95% CI) (19-53) (12-73) (14-55)
Hf B R R TS ©
% 47% 60% 41%
(95% CI) (29-65) (26-88) (21-64)

* AP-CML =t A" — b }2 0¥ BP-CML/Ph+ ALL =t AR — b O EEFEAGIE B 1%, MKFAI5ER2ZE4 & A s OfT 772
L&&HE 7~ MaHR & L7,

" CHR : WBC < IULN, ANC > 1000/mm’, Ii/Mi%EL > 100,000/mm®, A i oI SEER T RATE BEER 2 380 72
VY, EBEIEER < 5%, AR OBBEER + %A BEER < 5%, AP OLFHEIER < 5%, BIMRE (FFEX I
MR A &Te) 7oL,

¢ MCyR 1%, MfERFMEERe (BHEATEER T 7T V7 4 7GR L) & & s 2
DR (7 4 TTINT 4 T REREERE 1~35%) Z&bE b o,

F—HX—2 Ky AT H 201451 H 6 A

AP-CML ##, BP-CML &%, KUPht+ ALL #2% @ MaHR 2EMM o Rfii, =21 A (F
D 12~176 HR) , 29 AR (EPH : 12~113 AHfE) , KLUV 20 A (&P : 11~168 HfE)) Tho7e,
BHT R IR (AR 2 ke L C WD 22 Blic B W CEBREE I 27 » AU ETH o722, 2 ORHHR
ST, AP-CML HE (BEGHIF oI - 590 AR) , BP-CML £ (5o dRE : 89 H
M) , MOPh+ ALL B (FE5MEOFRRE : 81 HRE) ¢ MaHR £ o flix, FhEh 13.1
H H P 1.2~358+% H) , 6.1 # H (#PH : 1.8~318+» H) , K33 » A (&P : 1.8~13.0 »
A) Th-o7-,
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% B O 2P B 5 RIS L2 et OMRN D, 15~45mg 1 B 1 5.0 RFH 282 5
L, ZL— K3 BEofERS (OR4Y, BRI, SIE, (VMRS B, iFiEkiE s,
R, ALT BN, ASTHIN, U S—CHIN, EBEIH) OF & RBMAR S hi,

51 FHERBRICI VT, HERE & L eVEOBIMR A fENT L 7o /G R, SRR T L 72 O H &1,
MEPAZED Y A 7K EARZICBEEL, 1SmgHEIT L OAy X 1.6 Thotz, 7, B 1R
BROBENSH/ONTET =2 0Ou AT 4 v 7 ElRahrz T o TR, 2FRERE (AUC) & #RiL
BEELORILE OGN RB I N, ZO7®), WEIIMEHEEFESZO ) 27 2KET 5 & T
SNDD, roORE, HARIZE HHEL] DRPHY, BEICEY U X7 MERT 5 £ Tk
FCHon AMMEINZ R B ATREMENR 5 Z E DR I 7o, ARITICBWT, M PAZEMEESORE]L &
DR AR B 2 BN 208 LIz O o SRZE 8%, i O BEEEE K OYE# T - 72,

CP-CML #F D E

B INAHRERTIL, AEFRRIAKROBEZHAELE L-, F72, REBRICHBWT, 20134 10 A2, Mm&EH
EMEZLO) R ZEBSELZEE2ANE LT, AFEFERARELTWRLTYH, £ CP-CML %
ZRPRICHIA W EEITO L9, Fil-/pfEHEALEA LT,

Yatyia

% I ARRBRIZ I T, 45 mg T 87 f5l> CP-CML % 7% MCyR # #ik L7z, 30 mg ~D&E (1F& AL
DHBEHEGNFIK & 2o T2 kE) %, 451D CP-CML 355 MCyR % 2Rk L7,

D 132 Bl 44 Bl CIMEAZEMEFES N EIL L, ZhH0HELDITE A LI, MCyR ZEk LI-HE
TR LU, BERICITNEAEEFRITIILE A ERBL N7,

£9 45 mg i3 30 mg T MCyR %3 L7z CP-CML BE 28T 5 RA O M AESEA EEE
(F—ZHhHiB 201454 A 7 A8)

A DME AESERERRDOELNREE
45 mg 30 mg 15 mg
45 mg T? MCyR ZRH 19 6 0
(N=87)
30 mg TD MCyR ZRHFl 1 13 5
(N =45)
HENE

IS MO LV EETT 724 CP-CML BEDOZER) (MCyR &L TY MMR) OHEFFIZOWT, & 1T
BRSO PliiT — % Z AFL71-, £ 1012, 45mg T MCyR KX MMR % 3Rk L7 & O M Vi
—# %57, 30mg TMCyR XU MMR Z #R{ L2 BE THREROT — & 23 G b7z,

BEAT L TV 2EMREM T, BEEIToTEBEOIZEA ETEY (MCyR LY MMR) HSHERES
Nz, BREMIZ 15mg FTHELZBEDOITEALET, KON, —BMIZ 30mg ~DWEEIT-7-,
—EBOBETIE, DY X7 « XXT 4y FFHIICHEDSE, BEZITHRNoT,
AEFEZPEBL TORWEAIZ, A7 R/MERE L TOHEHRHEZ EXICRE T 2121%, 2o
MEFRFIZBIT 27— RHEICHETHD G2HE P 44HS]R) |
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£ 10 45 mg T MCyR Xi%X MMR % ¥ L 72 CP-CML & OEHOHERF (5 —FHhH B 2014 5

47 78)
45 mg T MCyR A 45 mg TD MMR ZERLH]
(N=87) (N =63)
FEBIEK MCyR #EF#51 FEBIEK MMR HERF5
BWERL 23 18 (78%) 18 11 (61%)
30 mg ~DPED H 25 24 (96%) 13 11 (85%)
30 mg T 90 ALk 21 20 (95%) 11 10 (91%)
30 mg T 180 HLL - 11 10 (89%) 5 4 (80%)
30 mg T 360 H LA L 5 4 (80%) 2 1 (50%)
15mg ~Dd b 5HBE 39 39 (100%) 32 30 (94%)
15mg T 90 HLLE 32 32 (100%) 27 26 (96%)
15 mg T 180 H LA I 10 10 (100%) 6 6 (100%)
15 mg C 360 ALL I 6 6 (100%) 3 3 (100%)

65 1> CML 845 Je U Ph ALL [ &2 /5 & 5 58 T A REIERER T, Iclusig OB A MRTENE b Fes
L7z, ARBRITEITH TH D, 43 ffilo CP-CML L& 31 #1725 MCyR Z R L, BBIEHAHIHF O F1 e
fEI% 253 » A (&iPH : 1.7~384 » H) Tholo, #WERKT, 25D CP-CML £ 7% MCyR KA
Tdh o7z (MCyR Frfe il O P EICI3E LTy

Lol EE AR A B

Iclusig 30 mg, 45mg, XiX 60mg % 1 H 1[5 S 4v7c 39 B0 [ i B 2 %4212, Ielusig @ QT [
ML RAEH 2 MGt Uiz, 3 |3 DWE Lok LER (ECG) & X—RA T A VREROVEFRIRIBIZIB W T
WAL, QT MIRRICXT 2R F =7 OB E KT Lz, ARBRICBWT, ODEEHE QT Mk (QTe)
DOFEEIZ, BRIIICEROH D=2 T A inb O (7205, >20 ms) (X580 Lo,
FTo, HEYBRE-FE ) FET L ClREE R & EEBOBRITERD 5T, 60 mg BED Cop (ZBWT, #iIE QT
Wik (Fridericia7£)  (QTcF) OH#EEHZEbEIT-6.4ms (FHEXME ER-09ms) Thoiz,

/N AR
RONEESESLT X, CML KON Pht ALL 263 2 1A D/NE 255 & U7z Iclusig UBREE DO F2 H 28755
bR L7z, BRINEZRSTIX, 1 S5 18 MR O CML &Y Pht+ ALL O/NREBEEZXSR L LT

Iclusig FERAAE DR BHE 2 W L7z UNRA~OEGOfF#IT 42 HAZ S )
5.2 FEpEhRRRtE

WX

RNFF =T OEmREE, BRAKRGNOHK 4 RHEZICRD LN TWD, BE EZFRICEHKRIICE®RD
b5 HERHB (15~60mg) ([ZOWTHRFHLZEZA, ZOHEFHENIZEWNT, RTF=T 0 Cuyw &
AUC [TV T HEKFEMEA R LTs, AT F =7 45 mg M H 5 OEFIRIBIZIBIT D Crax LT AUC .
oDEMEHIE (CV%) 1E, ZHEI 77 ng/mL (50%) K OY 1296 ngehr/mL (48%) TH -7, EENIR
B OMERENG B OFBEURFIZ I 1T 2 MIEH AR T F =7 HEE (Coex LY AUC) 1, ZEMEIF & bRl L TN
Mol Ielusig IFEFICERRSE G TE 5, Iclusig 258170 HEE D WINHIEE & OF & G- Lz & &, &
FTF =T D Cox DT IR T L7223, AUC T T Ledr o7z,

paKiil]

In vitro T, AT F=7FEWIFEEAREELREZRLTND 5 99%) , AT T =7 O/ e b
X 096 ThHDH, RIFF=TFZA 7T ur7xy, =7, Furs /a—), HUFILEBEXIIY
N7 7 ) ORFRBEEEIC L > TEBR SR, 45mg O B EERE, EFRIRED BT OO %
{EEIE (CV%) 1 1101 L (94%) TH Y, RNFTF =7 BNMEIMILFIAIC AT 5 Z LR RBEh
7o In vitro RIS, RFF =713 P-gp X BCRP OFE & LTEM LWy, XITFWMER %2R~
ZEWREEENT, RFF=TNL, b NEET =F kR U 27 F K OATPIBI, OATPIB3, MOV
BT F A s OCT-1 DRE TlIR -7,
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AN

RFEF=T1F, ZRATFIFT—FBRO/ NET I X —PIeL o TRIEER I AR VBRI S NS, £7-,
CYP3A4 12X - T, Nl A FREREFEIND, N-WLA TFACGEHP OIENEIZR T T =7 D 4550 1
ThHD, HIVRUEEKE O N A F AL, TR F=T7@ED 58% KN 2%% 505,

In vitro |28\ T, RFTF =7 13MiEHIEER L TIX OATPIB1, OATPIB3, OCT1, OCT2, Hi&7T
=F ks OATI1, OAT3, JEITEEHE#nER 7 (BSEP) #[HE LR -7-, TD7-9, T O
EROIF I T DR F =T EEOEERNRIA T, R E, ERSAEERNEZ 2 TRertE
AR, In vitro SREBR DO FE R, CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP3A X%
CYP2D6 OIEE DORHHNIKRIT DR T F =T NIEMEOREER NIRRT, R L, ERLEEEMANEZ
BHAREMEIR N Z AR E T,

b MR Z AV in vitro BRBROFE R, CYP1A2, CYP2B6, X% CYP3A OIEDORHIKTT AR T
F =T NEOFTFEMEMANRKN T, WKL, ERGSAEERNEZ 2 iEELIRWNZ ERREnT,

HEq

Iclusig 45 mg Z B[R G K OKERE L L&, RFF =7 OFMEMAEIEEEIT 22 FETh -7z,
HH B GRME G 1 EEUNIZEFIREIZET S, 1 H 1REEGIZEY, NFF=7 oM gz
L, EFERETYIREGO/N 1.5 FICERT5, HARGICZLD, NFF=7 O &0 8 IR
FECOKMEE TN L7y, RHEMSERY BT CIX, #HAKGHMEND 2 HELINIZET 2 T
DA77 VT Z A0 EFIFRENTH D LTRSSz, Z ORERICERINZEMIZ /20 &l LT,
RFF =7 OFEYMRKITIE P TH D, ["CHEH#R T F=T 2 HEROKEG L&, #5 LK
SHREDHK) 87%RF, K9 S%UMRRHFMNSEIN STz, BREORF T, REMETERSEOFNEN
24% K DN 1% A TH Y, RO IMHF TH T,

ik

R
EHEREIEE R E 2R LT 2 lelusig OFRBRITINM L TWewy, BHRINIR T F =7 O EEPRERE R
X720y, AR ST EE OB HEREREE T2 O OIHRIT B 2 KT rRETI 620 TIER . (4.2
HZM)

ik

JHF &
WRAE, FRAERE, SO HEE ORI A L O RE DY R R BRI L, AT F =7 30 mg &
HE G Uiz, BEDITSEEEREDRTF =7 Cux 1%, TFERENIER R@RBA L RETH T,
R AR B SO L O PR RERE S BB DR T F =7 Crax LY AUC o0, FFHEBENS I3 7ot BEk A L 0 1K
ST, WREE, AR KROVEE ONFREEREBE DR F = 7 OMME P ERHIE, I RE N E R
TR AN LV EoTz, L L, BERMICEROH 5 ETIEenoTz,

Invitro 7 —4 105, WG & HFHAEREE (B, s, RO B O MIERET, Mg
REORICHTRD DA T, BRI R 5 IFHAEREH I L, FPREREA ER AR & b
B LC, S F=T ORMBIE (PK) 12K REERD bARD T, FHRREREHBH T2
lelusig S ROBMBIZFE TS G2 TR 44 HBH) |

AT F =7 PRI % T T NERTER

W TF =7 PRI MR, Hhn, AfE, KOMREOLEZ T 558 ORBRITER L Th7eu,
BEIZSE T L CWAD R T F =7 OGN RHER PK BN O, FlplIR T =7 DRNFTOKRO 7 VT
Z v A (CLF) OEBOTRINT &R0 feEnd s 2 ENRg s, Mo, A, KOYEKEIZ,
R F =7 PK OWERE LB 2350803 5 PRI Tk hno 7z,

53 HIERRZEmT—4

Iclusig D22 EMERRPHERER, GG EIERER, B nmrEaR, AR A mralir, SR, Lo
3 A SRR 2 20 L7,

RFF =71, BUEERTR invitro LW in vivo RERA TRET LTz & &, BlamtEr 3ol
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x

BB CIIBIR SN R o T A F RIS TH 270, BB CIE, FIRREEE L FRE, 2R
filt F & B9 % TREMEDS & 2 MR B TR BT SR 2 LA FICRE# %,

K

Z v FROA =7 A Fia QWG HEERBR T, U o ERen Aoz, &E5Hikk, =
OFHEFTRIZ A TH D Z LB BT,

7 v e W OER GaERBR T, Bk s Qe I O RAE, AR 23780 BT,

7 v MK LTRARG 27728 &, Ik, HER, IFEER, RO7 4 7V =7 UM AEE D %
FEVEZAL DS C R IR O B RE BTz,

B =7 AP AW EERER T, Wi, BALE, UTLEELE W B O RERL B I,
Z v bEHWT-EmERER T, LR RENBIR ST,

7 v b EHWEZRBRORFF =7 5mgkg BT 10 mgkg FET, AFHERIEEA M O OVE A A BT,
Ko OMBEJE D ETENEROS 7R3 % /K b i BB D@ R b 3 Bl22 S iz,

=7 A Pz e G EERBR O 5 mgkg FER O 45 mg/kg BEC, WRHY SR ELAAR 0072
BRI 2 b e WIE M D BIE S, 2O L0 RIGEIIMEE X, V=2 AP Lz 4 3
MR EE G EEREBRD 1, 2.5 K15 mgkg THBIEE ST, RFTROBKRZRERII AP TH D,

N=7 A4 Yzl 4 BEERGHEERR T, FURREROZEN HEEA N R I —F A
= (T3) EDORED K OFARBRIE A LT (TSH) [EOBIMER 2L ] DB ST,

ﬁ:?%*f}v%ﬁﬁb\tﬁ@&@ﬂf ABRT, 5mgkg FEOUNE (EIEPASH ORI M OWE (BHRIR
HMUIAZENE) IR F = 7T BE 2 BRI VB S T,

Z v b AWM ERBRIC BT, 3, 10, KO 30mgkg T, JREHN, EAEHEIERN, &
OEAEEHEIER T2 E T,

7w MO LB REZ &G Lo & &, ARRECIE, BRIEEORD, WO HEH L OV
WOZRMEN L VST ROWE - lRIRFEESBE SN, BEEREEETS, B O L OVF
K DIV TRD BT,

WEREZ ~ b OZIRRERER T, MEOZIREENT A — & —I%, & b ORKRREE | jﬂh‘éﬁﬁivA/u
THUD LT, EIRATMR O K% OIRER O /s Z > %fi&iéhf,’b v, NFrF=71Fto%
BEAHER ) AREEN S D, T v NOZIREENT A —F =TT B LRI o T, \_ﬂ%@Fﬁﬁ@
t N OZIEREICKTT D EERMIBSEME IR TH B,

H#ET ~ D 3 mgkg/ BRET, RIEMERICERE T 2 ENRBO Tz, £72, BEILRTO B G-HI K OVEE
B OBEHFICBWT, 075, 1.5 KO3 mg/kg/Elf REIEININHI B Sz, S
W T, N TF =T FEERRENRT A =X - CHEREEE RIS o T,

WEREZ ~ O 2FEM OB AJTERERTIE, #ET7 >~ h~DKRFF=70.05, 0.1 X 0.2 mg/kg/day I N
M7 > b~ 02 KT 04 mg/kg/day DOF% 05BN CTEERIEICERE KT S ot T >
k~® 0.8 mg/kg/day D¢ 512 X 2% MAfERETE L~ 1L, B h~D 1 H 15 mg~45 mg O H&HiH CTOgREE
F O —ENARNITFE TH D, BEERORY LG ORI AH BERBEBBEE EA2R, ZoH&E
TEIEINT, TIUODOFROE F~DEKRUERIIRATH S,
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6.  FKH|ERM:
6.1 WiH—%&

BEAINEL

FBE AT

fEsh L — &
TS a—= g Y oA
R K o A R

ATT Y U~ TR A

gl —7 4 T
2y

~ 7 1 =—/L 4000
ARUE=LT7/La—L
felbF % > (E171)

6.2 EEHED

ML

6.3 ADHIM

24

6.4 REFLORIZEREE

MEBET D120, bEDOERJOEERET DL &,

A BPARIZ, BLXa T =2 —TWRA 2 GUERARGDS 1 DBENTVD, ZORGITAR MRS
Az EFFIIL TR Z L,

6.5 QEABROEREUCNEY

30, 60 X3 180 $ED T 4 N A —F 4 U TBELFL X 2 T — L — T WK A G ST ATF v TR 1
SrEAT LI VAERMEEEERY =F L (HDPE) & ML

T ARTORIERMATIRIS N D IR S 220,

6.6 BEFERVCZDOMOEY FVIZBIT D RBIRER
BEZE -

BEFEIZBE 3 5 ReR O BRI/ 0,

B v

N VN ORIEAIE R A BRIAAE 2N L ) BEFITHRET 5 2 &,

It

7. RGUKREEE

B

ARIAD Pharma Ltd.
Riverbridge House
Guildford Road
Leatherhead
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Surrey KT22 9AD
United Kingdom
8. AREE

EU/1/13/839/001
EU/1/13/839/002
EU/1/13/839/005

9. FIEIAREDE AREHEAH
WEEEEHE (201347 H 1 H

10.  ARICEOHETHA B

ARG RS 2 S22 B, BRI EHR LT O web ¥ A M TAFARETH 5,

http://www.ema.europa.eu.
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Be
— R

1.7 REERZGR

FEFEE & LT, AFIEFECFrY X F—EHERTHY,
TNT 4 T YEARIGERNE Y S IR O R RE

T B AR X7 4 T
R EETHA ~F =T AVIVERE, YT

=7 K, =vF =TSR R R AT =T KR s 5,
FEfE[E G — R AR 1.7-1, & 1.7-2 KK 17312577,
* 171 EfERISA—Ex (1)
— R4 B RNFF =T A ~F =T X EEHE
WR5E4 T A7 N TEE 15 mg 7'~y 7 §E 100 mg
ey RE RS JINT 4R T —< Rt
G H A - 200543 A 9 H
PR A H - -
PR A 4R B - _
HLl X 5y BIEE, LTI B, ALG R G,
_._N__.CH, [ - T - ﬂ \J . r - J\ﬂ‘}
{b g P e N N Y s
. Hal T T«/JCHJ J
A S LEEhAR T F =7 16.03mg (R F =7 | 1EEhA ~F =7 A Vet 1195 mg (f ~F

& LT 15mg)

=7LLT100mg) #&HT 5,

« BRI IR U TR A O BB BEE B
ikt
CFFEXUTHRMED 7 4 T TNV T 4 T YR
PEAPE D >3 A IR

(o=l = IR

2. KIT (CD117) B5MEEAb ) E s

3. 74 TTNT 4 TYRIGIERNEY oA
1475

4. FIP1L1-PDGFRo Bt D T ik
UFERER I e e, 1S ML ERERTE A 1w

(1) Gtk T BEBETRAIC LV IEHES
BEMEE B XX 7 4 ZT V7 ¢ 7 YRl
PERAMEY AR &R S T BREIC
EHT2Z &,

(2) ERIRFRBRITHHA AN &L T B ORHEE
JEZIZOWT,  (BRRARR) OHEONEZ R
HL, AFNOFIER 2%+ R

(1) 12 PEE BV A MIEIC oW T, RashE
UTEETREIC L 0 BEEHE A R &2
Wr Sz BEE IS 5,

(2) LB RIEIEEIC oW T, SRisifksmn
BAIZ L0 KIT (CD117) Btk v RiE &
BBl SN BEICERT 5,

728, KIT (CD117) BEthofEsdix, +4372

ZhEE XTI L7z BT, AFILSADOIRED LRI OV T ] BB A AT DIRBEE IR E IRV TE
BT 24| EEICKRETL, BIGEREORREITY Z & I 5z,
HEOEE | (3) AR AMA O BE I Kﬂ%ﬁﬁ?é () AtV MR MBI OV T, Yetihfh
BRIZIE, EEICRBEE TV, BWEHO% HEXITBETHRAEIS i@74?%»747m
BlcEET5 2 &, EARBGPERNE U o SPE I & 2l S iz
FIMHERT 5,
(4) TFBRERYE 2 E R SO AR ME AT BRER M 3 1575
WZOWTHE, P MRE X IIEETREICE
Y FIP1L1-PDGFRo [ T&H 5 Z & 23HedR
Nz & AT 5,
WE, RAICIERTF=7L LT 45 mg % 1| 1. BMHEEEEAEORE
AELOHE| BLEROE5T 5, 2P, $%®hﬁ /) a)giﬁ

ENERE A

BE. RAZIEA~F =7 L LT1H1[HE

1.7 [RIFE[RIZh A —

1

L ES




= 1.7-1

RERZA—ER (2)

— R4 TR

A F = 7

ASF =T A IVEEE

MEXR O &

400 mg ZBZICROBE9 5, 72k, kT
S, AR - ERIC X 0 S EEEET 528, 1A
18600 mg £ THE T 5,
(2) AT T2k -
WE., RAZEA~F=7LLT1HI1IM
600 mg Z BZICKR OG5, 723, MKkHT
. AR - ERIC X 0 S EET 528, 1A
800mg(400mg % 1 H 2 [\]) FTHEETX 5,
2. KIT (CD117) BGMHEIEALE VIS OB A
BHE. BAZEA~F=7LLT1HI1IME
400 mg Z BBZICROEET 5, ek, Fin - IE
RiICEVEERET S,
3. 74 TTNT 4 TYEIRIGIERANE Y o3k
MfFOEE
BE., BAZEA~F=7LLT1HI1IMA
600 mg & BZICKROBEET 2, 7o, MR A,
G - ERIC K D EEEET D,
4. FIP1L1-PDGFRa [tk o il R HE 26 il it S
R PEAFBRERTE A IR O35 &
BE., BAZEA~F=7LLT1HI1IMA
100 mg ZRFZICHE NG T 5, ek, BEOWR
REIC XV | EEHET 223, 1 A 18400 mg %
TH®ETE D,

AR OHE
\ZBEE 2 fif
A EoEE

(1) AF B EHEE LnE ), EHRIC
TRIRTE, BT, ROERESZITV, K
RO /GO BER Zfatd 52 &,

(2) tOPEMERELHE L OPFHICONT, F%h
PR OV A IHEST L TRy,

(3) M/EFPAZEM:FES L Grade 3 LI EDLaAR4
DRI UTZ85A0, EHICAK 2 & 5H 1R
Ll 7ok, BUWERDNER L, 1RFEkEEH
HEICE > TEFE LW EHIr SN2 5HmE1T,
AP 52 HEETE 50, BT I,
AFNOBWEEEBETHZ &,

(4) MEAZEMES KL Grade 3 LI EDLAR4
VA ORIVER AR LA, Lok
Wer B2, REIZIKEE, WEXI3#& 5+ 1k
THZ L,

(1) LB RIER %2 BARRICM 2 5720, K
FNIBHICEZDOKTIRATDZ L,

(2) 1@ PEERYE A MIFIC oW T, BEEARAE
LN, ARSI 2 EE R A
BRI 0 MR 3RO BT, RIS
LI 2EAE. [HIEROCHE] I2iE> TR
Bl atHETHZENTE D,

OB HET L7z HE (Z0HEITNW->T
%)
OA&RFNz=LR EH 3 AUERELTYH,
R R AR OE NN Y a WA QRS = Re s
@ FE TED B T MK ZFHI 0 E A
Kozl leo G E

(3) HFHEtEMTE & FH A
ARFNBE G R TR AE (BU ey,
AST (GOT) . ALT (GPT) ) & L&
NG AEIRRRESEBICREEEZRET
5Tk,

1.7 RFERZ S — B

2




= 1.7-1

R34 [R] 3

x (3)

— R4 TR

E&
— R
K= M

ASF =T A IVEER

R OH &
(Z BEE Y 5 fif
Aoz

1) MZRROEEA LIRS ERAMESE

EER

WFAPEREY MRS

REERE

B
il (4F
FHER TR
i/ N

I Bk HE ek #
(ANC) < 1.0 X 10°/L
X%

i /N BR < 50 X
10%/L

45mg 5RO A D%

.

¢ ANC =15X10%L K
O/ MR E =75 X
10%L 2+ 5 £ T
AREAIEL, [FE%
I3 45mg THEBAT %,

45mg $¢ 5O

¢ ANC =15X10%L K
O/ MR E =75 X
10%L 2+ 5 £ T
AREAIEL, [FE%
13 30mg THEBAT %,

FEHLRE O I &A% 30mg :

¢ ANC =15X10%L K
O/ MR E =75 X
10%L 2+ 5 £ T
AREAIEL, [FHE%
I3 15mg THEBAT %,
RS I ON I N
15mg :

o RF|ZFHHIET 5,

2) 3EM

BRROBRIER L BRGERAMAESE

2lER

EEE

BERHAE

JiT 4% fE

P

Hro7o27 3
— P >3 X FL e
fE E BR (ULN)
(Grade 2 L) |)
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LY BEEIZIR D,

(1) AHF% 8 ML LTH, +oliRFrSRN A L WiGE

(2 AFl% 12 8BRS LTH, HooMlaEmFrsRmnsg o nwiGs

5. AFEEIC L BERANER LIZBAICIE, DLFOEMEEZSE L, AF| 2 KK,
WBE TP s 2L,

(1) iR OBEWERIZ X 5 ARF O « IRFR - iR

FITER HLTE

#f Bk ER AN 1,000/mm?® LAk K O/ R AS 50,000/mmS LA

LIZEE Y % E TRIET 5,

RIS 2 SERILAPICAIE L7380 E, R 4 ot pl &

F— %5 R THE2HERT 5, 2 BHEEICEIE L -5

A1, 1 EEA 100 mg i Lz L CHEBT 5.,

D O MBI EAEI LI EA . BER 1 s

100 mg Wi L7- ECHBIT 5%,

*1 [ 108300 mg & 0 IEWARZFE L2 BA 0B R ORERITRE S T2,

(2) FEIMEHOBIVERICKT 3 D AFIOW R - A3 - ik FL %

IV S
. - o | MERRIEFAE EBR 25 f5LL FICRIET 5 £ CHRES 5.

N e TR 2 400 mg 1 1 1 T H G I 5.

PR 4 BRSPS LW A i 5% kT 5,

FRZ A7 I F—ER M iE

WHEERIHEUE B e
fEAS MR s E LR 2 (500 B | 5 a1k d 5,
OVALP 23 i g% 1E 5 il EBR 2 f5 R

it

o ) o ZL— K1 LIFICRIE S 5 £ CREET 5, B,
7V KR 3 X3 4 O 400mg 1 F 1[5 & AT 5.

RS OIEME R PR L | BIET 5 E THhREET S, BIE#IZ, 400 mg 1 H 1[ETH
HEORIWEM 5% T2, LBGCT500mgl H 1E~HET S,
1 : 7 L— RiZ NCI-CTCAE ver3.0 12 L %,

R EREAY 1,000/mm® R X%
i/ 228 50,000/mmS i

AFANL, BERFZ 5% E T & 2 EFRERIC R T, S s BV ORI LT
T ek - BRRREFFOERIO S & T, AR OB G DNEY) &R S LD IERIZ OV T
DHEET D 2L, Elo, AHNT K DIRRBLRITIEL D, BE T Z OFIRICH DN
FOfaBittz micail L, AEE2E oG ZMTHI L,

®
gl

[ZE ROEBFIZEFERELEWNIE) ]

1. AFIORSH VIBBUEOMEARED H 5 B

2. R UTIFIR L CW S RREME O B D N [ Hilta, pEls, RS ~o&ks5) o
HEMR]
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RERZA—ER (3)

— R4 TR

ARARF =T KN

R ForE

1. BEERS (ROBHICIFEZICRET D L)

(1) HHRefEE D& 2 8E [(AROMPIRER LA T2 03b5, ( THIE- A&
WCEE T LA EokE) . [EpEE oEsR)

@ PEEXNTEEOBHREREEDOH L BE [(AFOMPRES AT 0836
%o, (THE - HEICEET L EHN o) . [EyEne] oESR) ]

B) REBXITZOHEREDH 5 BE VRENELTLIZ DD, ]

(4) QT MIRRIERE DB Z N T Z DB EREO H 5 BE [QT MIRIEE N = 2BZF 0
Hob, ]

(5) oD F 1 F—BRLEFNIRME OBV M 5 R B E [[FERED IVEM 23
ELZ2BENWRH D, ( [EELRERNER] OESR) ]

(6) mnE [ ImE ~0fs) OEER]

2. EEGEANEER

(1) AST (GOT) . ALT (GPT) . y-GTP, B UL %0 L5 %E 5 IR E 2 &
LMD ZENHDLDT, LA, RO 2 » AL 2 HW#E, 35 A BIX1
B, £z, BEOREBIOS U CTHFEEREZITV., BEOREZ +DICBIET 52
L,

(2) BB, GBI, BERERE . MR . B IS O RIS S Do
N5 ZENRHDOT, AFBEGBIIAET & OARFIE G- P IxE MR (& 5-BA% R
D1 H AT LEBE, 20%IT1 5 A . £, BEOREICE U Ciiifi
(MERBFEELE) 21TV, BEOREZ FOICBRT L2 L,

(3) Wi (LIERITHE. MK, WK, REMFES) RbobhbZ bbb
DT, ARG PIIMEEEL EMCET 5%, BEOREBLZ HoICBLE L, 2
TRREE OB, ML IR B O R VTR BT AT G A2 TR L, FISRA & B
534 2%, @MU LERITO 2L,

(4) RIS BHAENME T2 2 & 235 5 DT, AFIEGBIART R OAFE 5 I35
HERERE AT O e FRFOWREZ 0BT L,

G)BEFR YA NAFX ¥ U T OBE X IBAAEYE (HBs fulRfatt, 7> HBc bk
% HBs HUKE) (28T, Ber-Abl F 12 2 v F F—PHER O EICL Y BAY
R ANV ADOEFEMHALR D 5D Z ER3d 50T, KA G- TR Y
ANV AJEG DA 2 e U, K SNl e LB 21T 5 Z &, AFIOB 5Btk
BITkG: L CHASERECIF R YA N A~ —H—DFE=F Y L T 54TH 70 L B E
2 7 A N A OBIEMEALOBIEER ORBUERET 5 Z &,

(6) 1M EBEME A MR RA ICRB W T, oF a2 —BHEANCRINE D BEIC
AENZ B 53 DB, 5P IEOFR & 7o e RIER & REROBIERBSEZ 5%
TNRHDHDOT, BEFEORWERAONEZME L ThHhoEETHZ &,

(7) BEMEDE W, HH, HIEEERLOLDLNOZENHDHDT, 2O L5 GE
I3 EH B OEEEF AR Z M O B O BRI IEF S ERVW RO EESED 2 L,
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RERZA—ER (4)

— R4 TR

RAF =T KW

R ForE

3. #HE%HA

AFNLEIC CYP3AL TSNS, in vitro
BROHERTHY , IEHMHEZ L 7 DEETHHZ ENRENT NS,

e OHESMH]

HREE (BRISEEI S L)

REBRITBNT, AFNL PP X L7 D%

[ T

B3 EE

FRERIEIR - BB A&

Wr - EIREF

CYP3A [HEHA
7Y = VRIEREA (1 F
Fafy—nr, rhary
—), ZaF = R
U o) — LA
~r7uJ4 RREME
(772~ =
U 2m<A 5
HIV v 77— EA
(VU e
TNy AEEREE (VLT
T L, RT3 L)
PIBAH (A ~F=T7%)
TALEE N, T4V
RA, Fagaxhiy
At
T L—T T — S

AFIO M AL EH L El
VE 00 56 B8 e OVER S &
DM TD2B8ZN0RH 5O
T, CYP3A BHEMEHD 2
FFOEA~OREEE
BT 5z L, a2 ST 0
T AHBIIIARA OB EEE
BT 5elblic, BEORRE
ZEEICEIE L, BEHRE
WHEBRTLZ L,

T D DIRFIFEN CYP3A O
REHEEALET 2720, K
o i, R E S R3Sl
REMENH 5,

CYP3A &4l
Txz= My, BT E
[ =)
TrTF T ) E
H—)L, KRB H, =T
FELUY EXT =)L
T hTEY &
A3 TA XYV TOER
B

AR O M A PRENME T L, A
F O HENBIB T 2 8%
b 50T, CYPIA i
YER @ 720 X 55 W FEH A~
ORBEEBRETDHZ L,

I D DIRFNEEH CYPIA O
RETEMEZFET 5720, K
F D ifn. o BE AN R 9% AT
MR D 5,

BN pH T B E T 3E4
7ua hrR U TIRER] (S
VI T T L)

AR O M PEREIET LA
FlOFBIEN BT D BZ
NRHLHLOT, 7u bRy
THER L OOFAIE AT RE R
FRYEET S Z &,

INHDHHFERHN pH &
B 212 AFIOWILAME
TL. M REMET 27
MR H D,

4. BIERA

EWNEE N ARV C, R 561 63 7, 63 1 (100%) (ZRITEH (i
IRAE R 2 ate) BNRO LI, FOERBIEMIZ TR 59 ] (93.7%) . 5
30 fiil (47.6%) . ALT (GPT) L5 2441 (38.1%) %Th o7, (KR

SN 1N FHERER I 3\ T LAk ETl 4451 570 519, 560 51 (98.2%) I[ZRIVEA (B

KRR R T 2 ET) NROLINT, FOELEIWEMIZ TR 453 ] (79.5%) . Hl»

237 5] (41.6%) . NEM- 196 5] (34.4%) HETh o7z, (KFEEF)

(1) EXEEIEA

1) R GEERBE®Y ) | FFH#EEEE (60.3%) : JIFZ%. AST (GOT) . ALT (GPT) .
y-GTP, B U N E V%D EFEZMES IFERESEN LN ENHHDT, Bl
B ATV, BENED L EISAITIE, R, E TS A2 kT A%,
WY R E AT 2 &,

2) EEDTH (12.7%%? )  EEOTFTHIHODONDZ ERHLHDT, BEr 5
ATV, BERRD SN HEITE, KRE, REUIHR G2 IR 5%, @i
BEITHZ &,

3) EEEINH (57.1%) : /MR (33.3%) . &I (31.7%) . HIMERED (27.0%) |
GFRERID (27.0%) | BERIERED (BEARBEY) SR35H 00N ENHDHD
T, Bl Z S5 TV, BENRBD SNGEIE, R, BEI# 52 i3
D%, WYIMILEETTO Z b,
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RERZA—ER (5)

— R4 TR

ARARF =T KN

FERALOEE

4) (KRBT (9.5%) : DIERETE (3.2%) . MK (7.9%) . WAKRE (BEEEARBAED ) |
RAGMEIZIE EEARIEY ) ERHLbNL I ERH LD T, BEL 4512170,
BEPRDOOLNTELGEICIE, BE5E2PILT 5%, @URLEEZITS Z &,

5y Yawd., FFI745F%F— GREFRHEED) . 771 7% — 2 G hiBEE
NoLOLNAHZENHDHDOT, BEZ STV, BEIRD ONHE TS
FHIEL, @UIRAEEITH Z L,

6) DFEE (6.3%) : QT MMRIER (1.6%) . REMR (BERHIFY ) | LfE%E (4
ERRED ) | LEME GEERREY) ZRH5bNEZ ENHHDOT, LERX
RSP DEREMR A 21T 2 2, BB L HodTV, BEDRBO bN-HA X, &5
EHIET 5%, WURAEEITO Z &,

7) BRIE (36.5%) : EAATAZ (23.8%) . BHIEK (4.8%) | i BEAEREIEY) |
FRIGEEG: (1.6%) | BRIiE (BEEARIATY ) BORYENRD oD Z ENHDHD
T, EMIMICMERAE L I T 2%, BlIEE 24TV, BEPRBO NS EIC
ME, REE WEN IR G A PIET A%, EURAEEITH 2L,

8) HiMl (15.9%) :fHiM (BAFEEARBIFY ) | HAGHIM GEERESY ) | EEHim (8
FEARBAED ) IRHIL EEARTEY ) | aEENHEL EEARRATEY) E2nHbbh
52 E0HDHOT, EMMICMERE L FHT 2%, BI842 51270, RENTE
O OHNTHEITIE, KRR, BEXE®RES 2 PIET 5%, @UR0MEEZITY Z &,

9) fEX (3.2%) :HERXNHLDLNAEZLENHEDOT, BEETIITV., BENR
HONTHEEITIE, 5 2P IET 5%, BURLEZITY Z &,

10) FE MRS GEEREEY )  BMEMEMEERH LDNDL ZERH DD T, B
R HIATV, BENFRO N EAICE, WEE P 5%, @R A0EE]T
5z &,

11) BFR L GEEFBEEY) - BRENHLDLNDL I ENHDDT, BEL AT
VW, BERRD NS AIIE, RSE, WEXIIE G EFIET 5%, MU LE A
175952 &,

12) fEnEE GEERETY)  MEShEERDHSDLILDLZ ERH DT, Blr
+3ATV, REPRD SN GE IR G2 IET B & & b, thodER (K,
i IESE) & ofERZW 2 i L7~ LT, @mYRLEE21To 2 L,

13) S ERIEMEIRE GEERETY ) EAMBEIEENA L ODNE Z L B3H DD T,
MyE P EMREIRE L OBERMRAEZIT O %, BIEL+05IAT 2, BEIHEOL
NG ITITEGZRIE L, @O0l (AR, &R IESRER O 5
BITE) 21T & bz, IERVBEET 2 E TREOREZ +ICBET L2 L,

VE L WS CHEE S RIER O 72 DEEFE R,

H2: 71— R 3L EORIER
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EEAEEY

m—Ex (6)

— R4 TR

RAF =T KW

fEH EOERE

2) xntthaEI{ER

10% Ll Lk

5%~ 10%3K i

5% i

BETE®

K&

595 (49.2%)

Z O R MR
RESR. S

Wz BE Rz
2, BBk et
MRS B
i, W5, BEH
M RLBE. A
fb. BFRILAE R
EHOEHH T
JESEERE ., TV
H B, e 6
ESUPI WA e
W ES

ZIUHLBE HIPLrE
%

MRS

SHI

R, N2, @)
PEDFE U BRTER
L ARIRAE, B
R R =
2 —naRXF— g
R R PR
—a—naNF—,
AL N
JiE S R

1BIRZ

R, PR R
R

X
o
X
5K

SE5 N 72N
R, A%, R

32
Bl
i

FEMEEgE . NRFLAR,
TS, SRR
A =x—)LhR ]
R FLEE R IE Y
8 SR L G | [RIHE
PEDHFEN

Hg

FEOR 2%

WK, R
PR B R A
i, Sl

T TR P

4

IDE R

DPER, fEIE PR
BARAIE DM
B EAN ]

DR

iiii:3

DEIVANS® -
(31.7%)

S EREREE NI

T4 TV
HAM,INR kA,
INR #80, 7' & k
=S g S RS
E- A =l N =
TR AEAE L 1 if.
BREE N

52 BARERT 1 BRI
i

JHIER

T (93.7%) .
D (36.5%) .
& (36.5%) .
8%, D%k
%

iR, THIEARR

REERREZ L AT P9 A
BHFE. PR,
Bk, WAk,
R A P,
L, B %. Wik
BB A, T,
FPEN FUBLIE 18
I, S

5371
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&R —

Ex (D

— B4 T RAF =T K
(2) ZOMOBIER (HE)
10% LA E 5%~ 10%3kK i 5%k i SEERRY
st /O W OB TATIVED, | BV TLAE T | mE Y U AE
(22.2%) . &Y | AT K VAN 7N
PR IE g I E | F8 2R F
I TIVT I B
N AN
m. 7 v — i
poal) AT
7 =8, B
K. T LRE . HiFR)
FRIRVE VAN
Ao
3 URX—BHm| 758N | 7I5—BEY
(20.6%)
Bl 7 LT F =W | BERE BUN 8, Jr+
il PEGME IRPER
Btk PR bR
FREEHEE N
HERR JVTFURA| VLT FrRA | B
REF—EHM | R F—EWD,
TSR WP
BHEIR . M 1K
F. ZEREE
JiE, EHEISE
Z Dt ey, FEN KE | LDH B, M | A o= | BIE, KW
o TR, IR BRAEW . Rt
AR SR
OE, B4,
_ T, s, B
fFEHEDEE [IDRAse AN =1
HiL, s i, &
i, Bz R Hif
BT, BN SRR S,
TE L Ml SN2 EIEH O 72 O #EE AR,
5. BEME~ADEKRE
— R E IS T AEFSENET L TOD Z ENLNDO T, BEDIREEZBE LN
OERECKETHZ L,
6. 1EIF. ERR. RILBE~OES
(1) M SUTIR L CW D RIREMED & DI AT G- LW 2 &, F iR v RE 72 i
NIZHE LTIy et 2975 £ 9 %#6;&[&% B 5 HREEBRIT 22,
YRR (7> b, &%%) TR\ CHERIREE & & RIZ LT O & CAFR K
@ﬂ/}‘ 1 Tﬂ'/r nm&bgﬂfx—o :l
2) BAFOIFIANCIE, BAEZFRIESEEZ L, [FIFICB T 26 ARRIZ 2V,
HPER (7 v b)) IZBWT, RATF =7 X2 ORI PICBITTHZ &
BHRESIN TS, ]
1. NREADERE
RHAMRER, FAER, LR, ShIRT/NRICx T 2 2t idmEsr L CTunZeny (B
BB 72\
8. BE®RS
%xﬁ% BT, 800~1000 mg/ A 3 4% G- Sz g C, Bl TR, IR, RS,
IR SRR BT,
9. EREDIE
R T - PTP A IANL PTP o — M bRV H L TIRAT 2 L o$5iE+ 5 2
Lo [PTP v — FORREKIC KLY | BEWEATAREREA~RIA L, BICIXELEBZ
U CHEBRIAR G DEE R GINEA T2 Z LGS Tn D, ]
ik RITSCE 2016 4F 8 H i (35 3 i)
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20165 9 AfERK (581 AR)

BIZE. WHZEERR
AR EMEONHEI LY
ERTSCE

H B HE G o i 5
87 4291
NEMEERR,/FO s xF—tH1eES2—
" K
— ® A mg - e
P11 515 e [
RFF = JiERIEE WEELE | 201246121

ICLUSIG tablets 15™

B & Db, RIRAYE

GREDEEEZTIRTVOT, HHOMEF Yy v T2 Lon iDL I Lo FME LIBANIERANTES 2 L)

fEFEARR @AM ICIOR

HD130A2B01

(& &)

1L AANE, BRI 00IE T & 5 E# I BV T,
8 L2 VR I 0 W LT a0 2 Ak - R A
DEMD S & T, AFNOP5-H35E ) & H I S 5 56
WKOWTOREETBZ L, T2 AANC X 5 REHER
B b, BE X Z ORBEISHE R L O fE Bk %
FAMCHEBIL, REEETHroRG2HBTLI L,

2 RS, IR ZE, REIEEYIR B SEE . RASEHIR B Stk
PR RIS SE R 55 o0 TS 2 LAY B B g 25 D
LEONALEIENHD, HEWXESFADHREINLTY
%o RAIOPE BT, RIS B (O mRgE, K
HEEDIR P ZEVE P FR ) | IR I A SEARE 55 0 JE AR IR
A, OIS REBOGRIKT EIE. BRw. IR
PREIES) OFESEZMHE L LT, 500Kz
EEIHMB T2 L, F72, ARG HIZEE OIRE
T EIgi L. W, B, UBOR. RO, BLh
K. B, LONEomSBEESFR P EDbNS
BERPHEROFEHIEET L2 L, ([2Z2EELERD
FEQ)IOEEOT4AEMERNEX £BHER JOHZBIR)

3. EE LI ESD ODbNL I LD Y., AL
IOHEICES2FBIEHEEINRTVWBEDOT, AFPKE
BHAA T B O G- i3 @ W RS RE A 2 47w, B
OREEHICBETLL, (2LEELEANEE
Q) oME Kk OT4.BHERNEX AEMER ] 0HEBR)

(#Z B (ROBHFICEBESLEVNIE))
1. AKI OB UBRGE O MEAED & 5 B %
2. MR SRR L C W 2 WRETE O 3 5 &tk ([6.4F 8. &

1B, BIBEAOERS | OHBHR)

CHERL - 1K)
1.58m%

RS %) Y
TAIINT T | 15Eh FUBEARRI, fiferva—2, 7
$215mg RFEFoTHBE | YTy 7 a—VgF M) YA,

BT AW, 277 VB<
TARIYIA, VY, O T—
V4000, RV E= V7V I— )
(53T AAL) . BALF % ~

16.03mg(RFF=7
L LTl5mg)

2. BUF DMk
- . , BE | B |E& | @
Bms | R i (mm) | (mm) | (mg) |2 — K
S |HfBD 7 4
T ’ Q
N VA 6.4 32 |#103] A5
TEISME | g =
(hEE-HR)

© Tif T SR A HEDUME DU AT 28 0 PP - B 9 o

o I X MEWBTED 7 4 5 F N7 4 7 Rt iRt S Y
MEAY =] kT

(2hEE - R ICEET 2FERLOEE)

(DFef R AE LB AR T RAT I & 0 PP B A o
Xix7 4 9707 4 THAAEREERMEY VR m
WEBWSNIBEIHEHTSH L,

QR REBISH A AN SN2 BF O RBEES IO
T, (BEBRBIOHOWEZIM L., KR40 A%
B2+ R L7z BT RF DAL o B
DFERZOWTHEEITKRE L. #HISEEORRE
192 &,

(1

(B)HIT T AN 25 0 B W ARH 2 FH 1 3 2 BRicix, 1
HISFERBIEZ TV, RIEHORBICER 52 Lo

(Ai&-HE)

WH. AR FF=7E L CT45mew 1 H 1M R

59%, b, BEORRBICIVETRET S,

(R - AEICEAEY 3 FEFRLOEFE)

(AR ZERERLG LW 9, @0 i s,
FRIRA, GRS 21T 0. KB O 5RO
EREeRATAI L,

MO PLEME LI L OFFHIZO W T, AR O%E
AP LTV,

()M P ZEMEFi 4% W 1dGrade 3V FEOLALDFBIL 72
WLiaid. EhICRAzRGHIETAZ L, BB, B
TERDPHEEL., BHRRESERZEICE sTEELVE
MW 2 7 aEE. RARLGZHHTE 205, HH
T AHBICIE, AHOWEEZEETL L,

()IM5E B2V 4 ) O°Grade 3L E DAL VS O EIE
JARB L 7258121k, DToOREZBEZIC, KA
ZARSE, WE IS HRIETAC L,

1) MEROEIER RS ERMELE
B TR ERE/ M) MR 2 5 SR
F BEIP ] (hf o BR | &P P ERAGETB (ANC) | 45m g B 5- IR D It 8 D %%
WAIE . I | <1.0x 109/L3 1% | B
W) BB <50 % 109/L e ANC=1.5%x109/L}&
I/ ER =75 % 109/
LICf3 % T TAA
EREL. MEHE
45mg T %,
45mgx 5-WE DO P
e ANC=1.5%x109/L}K
I/ B =75 % 109/
LICfE3 % F TAA
EREL. WEHE
30mg THHT %,
FEBIE O/ A30mg ©
e ANC=1.5%x109/L MK
I/ B =75 % 109/
LICf3 % F TAA
EREL. WEHE
15mg CHBT %,
FEBIREO 7 A%15mg ©
o KH & -k 3 %,

2) FEMARROBENER E iS5 BRMELE
EIfER BEE

RS RRE

JHF BT e 555

WrS v ATIF—
il >3 x He el 1
R (ULN) (Grade 22L
)

JEBUKE O i A¥5mg -
e Grade 1ML F(<3x
ULN) I3 5% £ T
KA RE L, MBL
#%13X30mg THET %,
SEHIE O 1 A330mg -
eGrade 1LLF (<3x
ULN) 23 % £C
ARA AR L., WHE
#1X15mg THBT %,
FEBREO ] #2515mg :
o KH & -k 3 %,

VT o320 %izd

Bty

ofF F 5 v AT 3
F — ¥ =3 x
ULN

oL YLV Ui >2
x ULN

OTINVAVEAT 7
y—E <2 x
ULN

Az 5k %o

KEEHDOPNLEZBZIT 5 T L.




EIfER

EEE

&5 g

WEs/ ) S =
CTIT—E¥0
Hm

eI Pk O Grade 3
Nig4o ) k=¥ XL
X737 —EHm
(>2xULN) ® A

SEBRE O ] 1 2545mg !
o Grade 1ML F (=1.5x%
ULN) IZmfE3 %5 F T
AH AR L. WE
#%1330mgTH Y %,
FEBF O A330mg -
o Grade 1L T (=1.5x%
ULN) iZfE3 % £ C
AH e RIE L, B
#1315mg T 5.
PR O 2% 15mg
o KH| &2 B 5k d 5,

Grade 3D

FEBG O #EA5mg :
® Grade 1PAFICIIfH S
% ECTARAERIEL.
1] 45 # 12 30m g T - BH
%

FEBIRE O #:A330mg -
o Grade 1L FIZIfE
% FTARAZKREL.
[l 154 1 15m g C 1B
T 5o
FEBF O 7 2%15mg
o KFH| 25k 3 5,

Grade 4D %

AH 2G5 HIET %,

DAREE

Grade 2

45mg#% - O I ) D 5
BTN

® Grade 1LL FICIIfE3
% ECTARAERIEL,
1] 45 % (X 45m g T BY
T 5%,

45mg¥e 5B DT

® Grade 1LL FIZMIfEg
% TARAZKREL.
[ 151 % 13 30m g T Bl

%

T %o
B O ] 7 A30mg -
® Grade 1LLFICIHIE 3
% TARAZIREL,
[ 45 # 13 15mg T 1B
35,
FEBIRE O M4 A315mg -
o K &k d %,

Z DA AMLHER D
FIAEH

7H B %2 CTRpbe S
% Grade 2

gmgi’ii‘}ﬂ%@%@@%

o Grade 1P FIC WA §

% TARAZIKREL,

il 158 7% 12 45m g T F B
%

T
45mgt G-k D FFE
® Grade 1LLFICIIfE 3
% TARAZIREL,
] 75 #% 12 30m g T 14 By
35
FEBIRE O i A330mg -
® Grade 1LL FICIIfE3
% CTARAEREL,
1] 45 (X 15m g T - PY
T 5o
JEBRE O i 2515mg ¢
o KAl & B HIES 5,

Grade 3X 134

FEBGE O i A%45mg :
® Grade 1LL FICII#E3
% ECTAAEZREL,
1] 45 % (X 30m g T 15 BH
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ZW0]oHEEM)

2.EELEXRRER
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AH) % o, KRBT Shik3 a2 &, (4. BIE
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BRERL. RARSIICHEY 2B EZITI L, A
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3. 1HE{EA

AFZ, FE LTCYPSATR# S NS, ((FEMENRE)D
HB)
HRAEBRICEETBIE)

EHRE FREREEIR - BB A WP - EBREF
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[E N RTETE)
A M7 a2
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ARFH o o A F | 2hS OHIEACYPIA
L. BRI T 2 BE | OfRBHGN: %2 #8572
V. VT77T7 | A HBDOT, CYP3A | . KA ik % 4K
F U AN | BB ORI | TSR LD D %o
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4. 8l1ER

B TR SR HEPUE O ANTI 28 o 18 M 4 Bk B s B O
IR IWBTED T 4 FF N7 4 7 Yetatk b2ty
ORI R e L2 ENE T/ TMHREICB W
Ty ARHIDPe G- S350, 3461 (97.1%) \ZEIVER 2%
B b NTze ERFEIEAIE. FEE17H] (48.6%) . IML/IMK
BORA 168 (45.7%) « W MUEL380 (37.1%) . YV 78— B H
1161 (31.4%) « BF R EREGIRA 1061 (28.6%) « F&35 9%
(25.7%)  JZ B Rz1RIB (25.7%) . ALT (GPT) B4 masHy
(22.9%). AST(GOT) B m8%HI (22.9%) . f# #6451
(171%). y-GTP¥Imesl (17.1%) . A MLERBEE A 6451
(17.1%) . #5661 (17.1%) . HiWHsHI (14.3%) . L
ALPYIIMSHI (14.3%) « KAETERNEAB] (11.4%) . JEEk
I ERIRAIEAR] (114%) T o 720 (RFAKE)

B TR SR CHEPUE O AN TR 28 o 18 Pk 45 Bk B s B O
I IWBTED 7 4 FF N7 4 7 Yetatk b2ty
R FT G & b G & L 22 T A ERBR IS B W T,
AFN D G- & 72449809, 41981 (93.3%) (2 EIVEH 2538
oM. EHElfEHE., MK RD 1695
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R 22 CHEEARE) S0 M E R ERH Sbh b
CEDNHBHDOT, BEORREZ HITBIEL, B
FHHRD SN, RH 2GR 5 4%
DOBWYMEEITHI L, (2. EEREARNEES
(1) JDHEZBMR)

3) RWENAREAZEM AR (29%) © BIXREREIT (1.3%).
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BR/BE
Z Ot

10%EE
%

10%K ik BHETH

CRP LS. £ v 7V V%K | CK (CPK)
P AV T, B, BE KT

T, EFERE S B oD LR
JNE TPEEAEANTE . # A
diE. BRIRNE. WG, HsAs
&, CK(CPK) L%, B8
& WA, R, RS, 4
L ERHEIRIBACT . A 5P 90
BORSEMERE, ARAEBGN. R
WA, EREL, R, ORiBLE
Fe JEE. VRIE, MEJUNE. B
i R DR R

5. =mEANDERE
BWME CTIIMERENRFROBRR) A7 B¥EHL kbB
FNDDH D, T —HRICEIE TITAHBERESMET
LTWAbZERL0WDT, BEDIREZ H0I2BI% L
BPLEEICHEREGET LI E,
6. 1TiR. EiF. RILBEADERSE
(IR SO HR LT B W REME O & 2 ki3 5- L
TnwZ b, T IRV LR/ — =28
MRS AR D & 5 WK LT ARAP S K%
OB 5T #H— 2 W MIEY) R T 2479 & 9 R
T 5T L, [HEEHTB T LTI v BiFEER
(v PRHFV)IZBWT, BB, FENREE
fii & RO IR~ DB KRR (AR D%
M) &350 Sz, ]
QAo icik, BALERILsEL 2L, [(KHID
t M EHTANOBITICOWTIEAYTH 5]

7. NREADERE
AR ER, HAR, LR, SRG/ABITHT 5
BEWIMEL L TRy, (BRI R V,)
8. A LENEE
EEZFEF R PVHNOEBRAZRKT L2 ER 0
XoRETLI L,
9. ZODEE
1)F v FEHOZ2ZER AN REBRICB VT, KRR
B L DT o T J0HE oY% R RUYE MO R
B OVBA Tk 3 WP B M 5 36 O L2 B A% i o T P
IR BN,
(2)7 v FEHOIEEERBRICBYT, BT 5%
AR S,

(FEYEIRE)
1. MERRE
(NEERCRERS?
HAR NP Y A s B E R 7 1+ 5707 4 7 Getafk
Btk ) > 289k B s B 1582 AR A 15me. 30mg ik
45mg % Hilnl J; O CBIRE T8 G- L7z & & DB B RE ST X —
5 B OSMAEPIEE % R R OISR T,

F1 BARUREREROEYEHENT A -4

= Cret To | AUCoat :
*9'—3'! *9'—3‘ E @Jﬁl (ng/mL) (h) (ng-h/mL) R
22.84 40 31629 B
15m 1HH 3 (30.2) (4.0-6.2) (38.6)
& enn | 3 | 4418 40 805.82 255
(221) | (4078) | (262 | (212)
3042 68 47707 ~
som IHR |6 8g) | 3981 | (LD
® Toon 0l s | 5342 12 96342 217
(50.1) (4.1-6.3) (58.8) (26.3)
8643 50 1,333 ~
a5 THH 161 676 | w00 | (29)
® an | | 107 11 16758 | 126
(242) | (2059) (39.1) (42.0)

a @ BT (CV%)
bt LAl (e /Mt — de KAifD)
¢ D AUColZ kD  RAAREL, BT 394 (CV %)

(5)

1HE

1,000 ~ —O- £+ F=7 15 mg; N=3
—{+ RFF=7 30 mg; N=6
2 KFF =7 45 mg; N=6
E 100 -
P
=
b
N
1
h
N 10 -
&+
&
£
1 T T T T 1
0 5 10 15 20 25
1K [H] (h)
EHIRE
1,000

—O- K+ F=7 15 mg N=3
—{+ RFF=7 30 mg; N=5*
2 KFF =7 45 mg; N=6

100 §E§<§§

10

= 7% (ng/mL)

IR 7

1 T T T T )
0 5 10 15 20 25
IR ] (h)

a © 30mght o BE1BNILE HRERE O MR 2 Lo

XK1 BAANEMBEHEMANRERERV 7 177V 7 1« 746
FEEaEE) o NMANKESE CEKF 21 81E15ms.
30mg. 45mg TR EL A EEZND1HE RV EEIRER
(15mg : 8AH. 30mgKkP45mg : 298 B) IC& (1 B M
hiRkE (FHETEERE)

) AFOKE SN2 HmIZTH1M45mgTH %,

QBEOHZEHNEANICLDIHRIE)Y
RN 220012 KA 45mg % 7 B A+ — N —EI2 X ), 2E
R SO & K O IR & o &% IS R O 5 L 72,
IR E D EHDCon K FAUCIZZEEIFIC I L TERZ R
0.945% K. 0509885 TdH o 720 ERNIE D EH D Cou e ITAUC
22 R, ZRZH0945 B LG TH - 720 KA
HERCEDLTHEGTE D,

B (SHELALC & B

38 I 2 P 5 SR 2080 12 AR 45me 7 A RS B - L 72
L EDOEFIRETOHMERIZLI0ILTD - 72 GRAT 3 1H.
BE529HH), /2. b MLEEAKAFIE9.9% T, BEIC
AT L 22 o 72 (in vitrow “FHGENT) o

fRE.D

RFF=71F, FICCYP3A4IZ & Y X N5 (in vitro) o
FERER AN B PE6HNCC TR L 72 A K 2 HIm sk 5 L7z &
&, BG24RHZE CoOMBEPIIBTELRBWE LTH
FF = T DOMKBIEY T B AP24600AH K il X 7z (ML sErh o
R RE IS 5 #41314.9%) o

. BEtE (SHEA IS K B RHE) Y

HERR A BB CTRER L 2 A K 2 Billgg L8 G- L 72 &
&, BHHRIAN XTI, BEGBEHRDI2% IS, 5
T e D 86.6% H3FE T, 54%DIRAICHEM S iz MEBERA
CAH 2 Hlde G L7z & & 5% 720 M £ TITIR A I P
SNTREAREA G BD1% R TdH - 720

. EMEE(ER

1) raAFV = SHEANKLBEE)Y
HEHER N 228012 AHKI 15mgZ 7 0 A+ — N — 2 X ), High
RidA b ar v —ov () % CYP3A4RH 7)) 400mg % 5 H
ARG & oPF LI B IER S Lze RFE 7 b
V=V EFEHYE L & B R TR, RHOCua
K OAUCwAdIZZNZNAT%. T8%¥EIM L 7=



VT 7rEY Y (HEACKBRE)
FREEE RN 19BNCAH45mgE 7 0 A F — /8= & 0. Higk
XiZV 7 7 Y ¥ ¥ v ()%= CYP3A4FEHA]) 600mg % 9 H K
G & ot CHnEHES Lz, AFlEY 77 ¥
UG L2 & B G & AR RAOCon
ZﬁAUC&inf!i%h%h‘lZ%\ 63%%'}‘[/?:0

3) SUVTIV—IL(HBEAICK D)WY
fREEE IR N8B AH45mg % 7 @ A F — /8N =2 & 0. Higk
XiEF vV 75— v60mgZ2H B EHS- & OBt H TH
W22 G L7ze AHNE S YTV — VRIS L
THWpH%Z LR &8 &, HHEERE X, RAIO
Cmax&(}‘AUCO—in!‘i%n%ﬂZS%\ G%ﬁ'}‘bf:o

4) In vitros=B&12)
RFF =T, PHESY V2 E R OFRE & >~ )2 B2
B 2 7R L7z,

6. HHREFIC BT 2 EYEIRE

FHSEEEE4+ A TH2REICH T 2EYEIRE (MEAICEDHK

BB

BT AE B 2 (BB © Child-PughZ#HA. W45 ¢ Child-Pugh%y

¥iB. ¥ : Child-Pugh%¥C) 2 A3 % BE 1661 [z O A

BN AAIZOmgZ HIFE I 5 L 72 & & ORY BB/ T X — ¥

B F2ATRT,

R2 TREETEEOENHE/NNF7X—%

wjz& Cmaxa Tmeixb t|/2a AUCD-inla CL/Fs
(ng/mL) (h) (h) | (ng-h/mL) | (L/h)
FEHER A 3 41.1 5.0 35.6 1,140 26.3
Cet i) (40.0) | (5.0-6.0) | (22.8) (35.3) (42.8)
BRI BRAERE 438 6.0 42.8 1,400 214
ERE (317) | (50-6.0) | (18.3) (40.4) (66.4)
v AR AR 6 252 5.0 46.1 1,033 29.1
P (46.8) | (2.0-80) | (21.9) (30.0) (284)
ML RRRAERE| 25.8 30 439 905.6 33.1
EEH (52.2) | (1.0-5.0) | (13.3) (33.0) (375)

a @ BT (CV %)
b o A (de /Ml — e KAl

1) AAOKRBES 2 EIFTHIE45Mg TH 5.
(ERPRAKHR)

1. BA%E I/ THEHRY

FHFoTHE L B o uF = FICE BB L Z
AN 2 oSk B s B E (CML) . XidFu sy v F - —
ERIEH] (TKID 12 & 2 FiiE#HIEKYIME IR ED 7 1+ 5 7V
7 4 T Rt ARB YRR U v 3Pk s R (Ph+ALL) 2 34
W2y AAN45mgZ TH 1R IIHR G- Uizo P22k W 5 5 11 i
% (CP-CML) B2 B 2 LEFHIEHE TH 5 1286 H £ ToM
R K285 (MCyR) %1364.7% (11/1761) TH . BAT
OB BEE s (AP-CML) . 2Pk LI 45 B2 1 i
(BP-CML) X, O'Ph+ALLIZ B 2 EEFMEH TH 56865 H F
TOMAFENKZER) (MaHR) #1361.1% (11/18%1) TH - 72,
1) MCyR : CCyR (N {x# 584 25%)) & PCyR N B AR 193855
R W T & G,
CCyR (Ph+2Z4 15 K20%) . PCyR (Ph+%- 22 W11 1% ~35%)
MaHR : CHR (L% By 524x28%h) & NEL (P15 O Ff W7 L) Wi )5
et

2. B5heE TR

FHF=7H L= 8w F = TSP IR 5 .
breakpoint cluster region-abelson (BCR-ABL) # &K T 315128
RAEHTHCMLEOPh+ALLEH & W51, A#l45mgZ 1H
1R G- L7zo CP-CMLIZBT 5 EEIMEEH Th % 1214
H ¥ TOMCyRZE, i IMICAP-CML. BP-CML K O'Ph+ALL&
FHIB B EEFMEEH T 5668 H F TOMaHRF X, U F
DEBYTHo720

CP-CML R/1 12f§H $To 51.2% (104/203%1)
) T3151%5 7 MCyR=¢ 70.3% (45/6441)
R/T 56.9% (37/65%1)
AP-CML TIISIER | 6o | 556%10/186))
BP-CML, R/L MaHR¥ 35.4% (17/48%1)
Ph+ALL T3151% 5 32.6% (15/46/1)

R/L: #¥F =7 id= v F = 7 U A2

MCyR : CCyR (Mgl fz2% 1958 4 28%)) & PCyR Gl 8 {2 10 58 59 2%
B W %,

CCyR (Ph+4-24H Y11 120%) . PCyR (Ph+4 2 WIINE1%~35%)
MaHR : CHR (L 4= M58 428 %)) & NEL (P O W72 L) Wi )5 % &
[

(6)

(FxhZEIE)
1. fERFD
RFF =7 din vitroll BW T, T35 LM% &0 ABL
DFa Yy vFF—EiitkE L7z,
2. fiEEHR
(MIn vitrosB&16)
RFF =713, BCR-ABLZZEH T % & MBYEAT #VE F M
HKK562, KY01K OCLAMARIRFESE ONIZ T31515 0 & %
A9 5BCR-ABLZ 38 & & 72~ 7 Zpro-BHlNg i kBa/F3#l
Wbk o> 4t 2 B0 L 726
(2)in vivostB&17. 18)
RFF=71F. K562 Matk & O T31514 8 %2 F 5 % BCR-
ABL#% 53 & ¢ 72Ba/F3fMlilatk % J TR L72= > 2128w
T BRI &2 R L7z

(Bxm 2 (B ¥ 2L R)
—#4h o RJF = 73R (Ponatinib hydrochloride (JAN))
1b2#44 ¢ 3-[2-(Imidazo[1,2-b]pyridazin-3-yl) ethynyl]-4-methyl-
N-i4-[ (4-methylpiperazin-1-yl) methyl]-3- (trifluoromethyl)
phenylibenzamide monohydrochloride
ﬁ?‘j‘x : C25>H27F3N50 N HCl

iR Ho
5T L 569.02

T R A~ BoRRTHEE G, YAFVANVEF Y FIC
RRWIRT L 7 =V ROKITHETFIT v

(FREREMH)

L RIS 2 7 G 2 e o b, BUICERITA S &,

2. FNTOBRBREFIBDTHRONTWS Z L5, BIEHE
%, —EROREMIRL T —yBEREIND T TOMIZ,. 4%
Bl % 3 G RTRA 2 FEi 2 S L c X 0. AAHITEYG
OB FHMEZIRT 5 & BT, KR OR4AE R OHRMEC
57— B RMNCIUE L. AH 0@ L 22 i1 % %
I:;Q) : & o

(2 #)
TA IV TEI5ME: [T AF v 7K FIV]148¢

(EEXHE RO EREEK %)
FEXH
DAL E#E (Gt )
2) AL TR (EINEE T/ T AHRRER)
3) B (BT X 2B OKE)
A)FEPIERE GREAME T M)
5) FL N R (fLE R F1 kG A i)
6) KL R (in vitrof i akER)
) HEWEF (in vivotCHikER)
) ENTE (R FF = 7 OWIL. FCH K 0Pk
NANER(Fr b aF Y — v & OMEAER)
10 AR () 7 7 Y ¥ ¥ ¥ & ORIEAEN)
IDHENER (5 ¥V T 5V = & OMELER)
12) ¥ PIE R (in vitrolli i# #R0E)
13) #: B R OFF S R R B 10 0 % SR B i)
14) +L N ZERE GlEAL 45 T AR RRER)
15)HNEH (FF —ERIET a7 7 4 )
16) +L N R (25 SAIBCR- ABLARAE PRI R L2 3 2 A e 38 it 3 ) )
17) 41 P& R (57 2 T BCR- ABLAKAEVENE 55 52 T B il € 7 )V o i 355 1 Fit 400 1)
EN )
18) 1 P& K (25 ST BCR- ABLAKAEVENE 55 5 T B il € 7 )V o i 355 1 Fie 400 1)
EN )

XHkEE K%
FELHRICEROMNERIZOZ T LTH FTalC TR B & v,
FIFBHERA AL REEHRE Y 5 —
T108-8242 W LIABME X #5Hi2-16-4
A2 R NP Ay B
#A§  0120-189-840
FAX 03-6717-1414

\ /

BEIRGETT
Q@ S Smmmza

Otsuka ER#FRARHMEAR2-9 HD130A2B01



TAOILTT8 15 mg

£ 1Ep
(RFEEFTHRERE VKT XEICET 51EH)

1.8 IsheE- 1R, THE- A=l RU
M{ERALOIE] HTIEN

RNFHEHRA S



182 HEE- PR (F) RURE-HE (B) O BEEBRB ..o,
1.8.2.1 FHEE * TN (ZB) oo
1.8.2.2 SHEE « $HER (F) DERTEARML oo,
1.8.2.3 =2 == = €= OO USROS
1.8.2.4 ik - FHE (F) OFRERI oo

1.8.3 MEALEDEE] RUBRBTERIL ..ot 12

1.8 [%hte - %), THE - HE] KO MEH EoEE] 5ERn
2



1.8.2 e R (F) RUHRHZ-H=E () O HEREN
1.8.21 #heE - HE ()

ARAFNDOEhHE « 2hF (%) 1%, WA 1 FRER (AP24534-10-201 &%) , EIWNEE /I FHFER
(AP24534-11-106 #&RER) , KO | #H7RER (AP24534-07-101 #kBR) ORGEICHESE R E LTZ, s

30 (R) OREE - IR ELUTICRRT 5,
WEE - R (F)

AITERREI T HRTIE ST AN OO 18 1 BB 3 o
BRTHIRIED 7 4 T TNV 7 4 TYERGERNE Y 3P A L5

1.8.22 #het - R () DRTIRM

BHWMESNIARTE D72, FrrodF—BHER (TKD) (2 X2 AHERICERTIMED 5 WO IR
KTho BB HIEAmME (CML) B3, L ITHEUIERED 7 4 7T V7 4 7 Yok
BatEatt ) oMMy (Ph+ ALL) BFEZ XIS E LA T F =7 ORI IEIL, AHFED
FLTH D 3B (AP24534-07-101 5Bk, AP24534-10-201 745k K O AP24534-11-106 iABR) THE
&N D, AP24534-10-201 iR & U8 AP24534-11-106 7kBRI%, TKI IZ X 2 BiiG# I HRE T ST AR
KROERE RIS E LIz, AP24534-07-101 i ABR O | AHERSY CTiE, TKIIC X 2 RIAEICHP M T
AIEIXERR L TR, AP24534-10-201 FRBR Tl X F =7 Xid=n F =72 L HRIHEEIC
PP SUIARTHAR DB 258 & L, AP24534-11-106 iBR ClIF4F =7 id=uF =712k 5
ATVAR ISP TR O CML B3, KO TKIZ X 2 BiERICHERHIME USRI O Ph+ ALL
BEEMNELE Lz, (273 THEMADME) 1.11HE) |

18221 [BHEEHEMEDMNE (CML) EZTOXRAKOEME

182211 AHYFo-IRF-AF-JITAEBEEREHLIWVEIFWMEERLI-ERHOIES
SR MmMEE (CP-CML) EETOAFOELE

FYF =7 Wid=nF =T IHRBEIREIME D 5 WITRINAE TH 5 CP-CML BEIZEB T A AKI DA
ZhiE1d AP24534-10-201 70k M (Y AP24534-11-106 55 CRFAfi L 7=, CP-CML f£3& T FEEFHf A
HTH2 12 » A TOMIELRFHIRES (MCYR) 1%, AP24534-10-201 7kb5k HE 0 55.8% &%
Y AP24534-11-106 sEREFE D 64.7% Td - 7=, AP24534-07-101 7Bk CTiX, MCyR A4 7HIiHEHE &
LCHEARREL TRV, 12 5 HE TO MCYR E(T 65.1% ThHh -7, L0 EVBHRAAELIR O
MCYR Z(X 72 1% Th -7z, XV F =7 I=aF =7 ORIEFHK TCORENR L L TD MCyR
1%, AP24534-10-201 3k T 22%, AP24534-11-106 SABRAC37% TH Y, ¥V F=T Kk N=aF=7
DARFTF=T L0 ERMORET A G S 2 &, WONCERITES, BETA N E
DBRINCRDIEEIRTT AL 2BETHE, FFF=T7FKE5ETHLN MCYR RiZFVF=7
NiF=aF=7IC L AR L TEbO TRIEFTH- T2,

1.8 [%hte - %), THE - HE] KO MEH EoEE] 5ERn
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1.82212 AYF_IXE-—OF_JIHABRERMEHLIWVIAMEE R L-ETH (3817
2l [AP] R 2MEx{tEl [BP] BHEHMEAMNE) BETOXRIOEMNME

¥ F =7 WE =1 F = T ITREEPE UIARMHE TH 5 B17H (AP) -CML, 2Rk (BP)
-CML BEIZB T AR OA ML, AP24534-10-201 35k & O AP24534-11-106 #5% CTHEAM L 7=,
AP-CML, BP-CML B# COFEFHEE THD 6 » HE TOMEFEHIKREL (MaHR) 1,
AP24534-10-201 3Bk F8 5 0D 44.1% J: (F AP24534-11-106 345k F 5 0 66.7% T & - 7=, AP24534-07-101
#ERD MaHR (% 353% Th 7=, Zi 5D MaHR F(E, AP24534-10-201 ERTiT 18.4%,
AP24534-11-106 iABA TiX 16.7% TH Y, ¥ HF =7 XiI=nF =7 IZLDANRE TOREBHFE L
LTCO MaHR R(ZHARTEDD TR THDH Z &b, AP-CML, BP-CML BHFIZHIT D AKID
HRIMENTR STz,

1.8.2.2.2 AAEDFOL X F—EHRERIAEERESH S5 WVEIFMBEERLIZ745
TIL T« TEEEGHEEEY U\ EANKEE TORFDOED S

AR OF n o —BIHEFEA] (TKD (IREESMED 5 VIEATNAE 277 L7z Ph+ ALL BF
(BT DARFN O LMET, AP24534-10-201 7R M Y AP24534-11-106 78k CTREAM L 72, Ph+ ALL
BETOEEFHEE THD 6 # HETO MaHR (X, AP24534-10-201 #REREHE D 40.6% K% Y
AP24534-11-106 B HA D 58.3% Td> - 7=, AP24534-07-101 iBRHEE TIL 40.0% TH-7-, Zh
5@ MaHR (%, AP24534-10-201 #B% Ti3 15.6%, AP24534-11-106 i{BR TIL 25.0%CTH v, TKI
ICLDATRR CTOREBHEL LTO MaHR RIZERTEDOO TR THDL Z LD, Ph+ ALL &
HIZBT DARDOEIEN RS-,

1.8.22.3 T35 EBE ML EBCR-ABLF F—EHEEBICREARAEEXFTHEBETOARFDE
ik

CP-CML 3 Ti, 3BT XTIz T, FEFHEE TH 25 MCyR =X, T3151 LR E2HF T
LEREFECTERBZLOBE L L TKIBIZEHWERE o2, ZOMOEREHFT HEED MCyR
FIZHONWTH, BRALRLOBFLIL TEWRERE R o7, A ANERZ CP-CML f£3 2 UL
TRt &7z T3151 ZBRZ < 15 92T ? BCR-ABL R (ZSW\TiX, £ 5D BCR-ABL £ 5
A9 % CP-CML #H TAAI O 5412 MCyR MG 5Tz, L7z - T, AANX T3151 4 8
Z Dfih> BCR-ABL ZE D FEEIZ 0D O THNTH 5,

T3151 AR %2 HT 5 BE BT D AFOGMET, AP24534-10-201 ARER O FHANHE L7- 27k
— N CFMii L7=, CP-CML 235 O EEFMEE TH 5 12 » H £ TOD MCyR (X, T3151 R =7k
— R T703%Toh o7, AP-CML EEDEEFHIIEE TH 2 6 » HE TO MaHR %, T3151 £
B aR— hT55.6WCdh 7=, BP-CML/Ph+ ALL BFH O EEFMHIEH TH 5 6 » A £ THO MaHR
%, BP-CML/Ph+ ALL H3# Tl T3151 A 7k — FT326% Th -7, T3151 KR EZHT 5 HRE
XA EREM O 72 D12t 2 FRBRICE TR & (T 2 Sl L 7=, T3151 Z£% %4445 CP-CML
B D MCyR (%, AP24534-07-101 #BR T 91.7%, AP24534-11-106 3Bk T 66.7% Cdh - 7=,

1.8.2.2.4 BARABEEZIZETAARFNOEDMNE
KENOFHMEL, T XTCOFEYD CML L Ph+ ALL #F+T5 A ARANBREEZ LS L

1.8 [%hte - %), THE - HE] KO MEH EoEE] 5ERn
4



AP24534-11-106 7Bk T/r S 7=, [E N AP24534-11-106 A Bk CHIZ S vz i B, Mo
AP24534-10-201 RER CHEIZ SRR LV U TEWER E 2o T2,

CP-CML #BF TiX, FEFMEEH TH 5 12 » HETD MCyR %, AP24534-10-201 7k Tl
55.8%, AP24534-11-106 BR CTiX 64.7% CTh -7, HEITHIBEFE TIL 6 » HE TO MaHR H(I,
AP24534-10-201 #X5% Tl 44.6%, AP24534-11-106 iR ClL 61.1% Th -7=, VT NORERIZIS
THEFEANIHRE LI EEE - L,

1.8.2.2.5 Te%

IRBAAMAT, HWEHENmO - o AFEFRRIT, M, (B, /MR, 355, REE,
HEN, YT, ROUER CTH o7, 3 RBREROBEE L AFEES (SAE) ITMAMIT <50 BE O
62.3% T XN, kb L AL SAE (3 RBREROREIHEN 5%LL ) 1%, Mk, WX, &
ORBATH Tz, AFEGICHEDI VA7 & LT, BER, BBEIH, BYYE, REMS, TR
BAEE, FERORIRETE, DA EEERE, ROMEAEEFSEIREE SRR, AA
BT DR T F =T OHFEHEINEDERE IFFT D BRI T v b« AT BERBRIZDT
STRENT,

1.8.2.2.6 HRINDZEAFDOERKMGED T

A~F=F, XVF=F, =aF =7 KRUORRAF =Tk 2 AR5 O G 72 BRI A &1

%, ATFIC#ZY 45 CML & Ph+ ALL 25T 2 BEDIRIFECTHD EEZ D,

1. 1 IR E LTSN A ~F =TI X IARME & 720, Z0®%IckE Lz 2
WIGF AP SUIRINA & 7o T R

2. A~F=TDOEERENRH Y, BCR-ABL Z 8 (T Z NSO AR BIZ LV ZOftho TKI
(2 X DIRIEDN I X 72 R

3. AVF=T7EREINTELT, 1RIREADXT 2 Rk s L TG I TF=
T =a F =TI IARMAE TH 2 BE (X F =7 DAL CML KT Ph+
ALL 2%, =nF=70HA1L CML BF)

A~F=TIFLRIEFEE L THRTERIN TS, CP-CML OB MiEE 25 L L
7= 8038k [ International Randomized Study of Interferon and STI571 trial (IRIS) ] @ 8 D8
BRFAAS TIE, # B%DBENA ~F =T GEHTIEL T Y A ~F =TI K DB IED)
ThHEFIE, AV TF=TdXNF=uTF =TI LD 2RIEEEZITO Z LN TEDN, 2 KIGHE
TlE, #HF =TI L HIRHN CP-CML BBED 2% Tk & 720 2, = o F =712 X HIREN
CP-CML 5 D 61% THIIE & 72 -7~ 3, AP24534-11-106 #BR K& OF AP24534-10-201 3B TlZ, &
PF=TNEI=mF =TI LD 2 KIGEDENTH -T2 L5 RIBF TR T F=7 03 % 53N,
BRIRACER D & HFERDG NI, YR T TR T TF =T R TH D Z L BRE S
i,

1RIBELE L TOA~F =T NI TH-T2BEO—ETIX, ¥Y¥F=7, =ugF=7Z
RAF=T 7280 TKI 3 2 WIGEE L THSRWGERHDH, ZHDOBETIE, TofMmo
TKI ® 5 HWFIh L DTG CTh 24 5 [V299L, T315A, K X F3L7LIVNIC (X F=7),

1.8 [%hte - %), THE - HE] KO MEH EoEE] 5ERn
5



Y253H, E255K/V JOf F359V/C/l (=mrF=7) , V299L (RAF=7) ] XiTZ DM~
TOTKIHHEPMETH AL R (T3151) 2A L TWHAREMERDH S Y, S51T, 2kIBKE LT
FEHARECTH D ZDOMOIANL, BHEDBE~DOEGEZARAHELE T HHEMEEZ L OAREMERH D

[QT #ER (=uF=7) , Mk (FHF=7) , HLEHERFR (RRAF=7) ], ZhbD
BETIL, AEEBENA ~T =T DR THo THRTTF =T OREE2Z T D[RR 5,

EHNTIE, Z2<OHETCP-CML EEZED L IRIGKE L TRINICA P F =7 XFI=nF =7
Lo W a2 T o0 (25 THRRICE 4 2MHERE) 1.3.2 ) , CP-CML ¥ D 23%73 % % F
=N D L RIBERTIEE 220 %, 2% = F=7300mg 1 H 2 [\ 512 5L 5 1 RIGHEN
ik s 7728 FHFoT FonFoTIC LD L RIBRICIER M2 R L BE st L, 4
~F =T ERETL AR T—2T 0, LERSTRFF =1L, 2ok HnEE
WX DIREERIRK & 72 5,

FHOER THDLRATF=TIZHOWNTUL, FFEDRIWIZHBIT HHEHOT — & 130720,
CP-CML BHFIZHT 2R T F =7 IR AF =T DN & D 3 RIGHE 2 B il L
TAER, RPF=TIC k285 2Z T BETIE, RAF=TICLoE5E2Z T BEICHL
TEWENRNE SN (RKFF =7 :MCyRE 67%, MMR = 42%, 'R A F =7 :MCyR % 32%,
MMR = 15%) , {GEHHEOPIREIZEW [RFF=7": 294 » A (#PH 02~392 » H) ,
RAF=7:83»H (i 02~51.8 » A) 1 Z LAVRENT T, AP24534-10-201 iBR T,
FF =T L DB ERNCRATF =T 2535 L, RFPF =TI L 5855220 - BREDOEDY
FHMMET L7 [BWIAHED MCYR 3 (n = 107) 1% 64.5%, 4 RIAHELIED MCyR # (n = 143)
1% 46.9% (2.5 THEFRICEI+ 2AEHEREM) 4.3551H) 1 , RAF =71 L DIEBOTNRNMEN
Z &, WA FF =7 TiE 3RIBIRITH LT 4 RIGERLIBEDIRRT A » TERNRPETT 5
ZEmDh, RAF=TICL D IRIBHEIT, BEN LV ENRIREREE RICG IR E KD
AREMEDN B D

U EZERT D E, RFPF=71%, BiREEICIEPIESUIARMER O CML B3, &5 WIEH
HETEHENED Ph+ ALL B ITHEH SN A RETH D, F7Z, XV TF =7 iF=nF=7|2%)
BARVTHHIBEE, ¥V F=7 I=uF =T IIRMEDORE, HD5 0O TKIZ X 51E
JENME S IR WEREFIL, NP TF =T FHINARETHD,

1.8.2.2.7 MEE - DROZYMERUMEE - DRICEAET HHERALDEE

AN L7e AR T F =7 ORI E T 258 L,  TRNREEIZHGUE U O 18 Mg S
I, R SUIEEYED 7 4 T 7 V7 ¢ TYAAARIGIERNE Y PR Is ] & 53068 - h &7
LTETHD,

WNISGE () o T4hme - 2VRICBEET S LodE) ITEEREE LT, UTFTosky %
LT D,

1 GAERBAETEE FREIC K 0 BMEE M D IE UX 7 « T T V7 4 7 Y B IRBE M S

U WERIE & 2B s BEITERHT 5 2 &

2. EEIREEBRICHEZ AN DI BB ORNREEEIZOWT, (BRIREGHRT) OEONELZZIL,
AHN DA INE M OV B % 38R U7z BT, KA OIRFREDFEREITHOWT HIEEIC
REtL, BEISEFOBRINZITY Z &,

1.8 Izhee - R, THIE - &) KO A EoREE] RERL
6



3. AHAMICARMAOBE AR ZMEN T H521T, ERICRBBZE 21TV, BIEMOREHRIC
EETLZ &,

1.8.23 Hix-HBA=E (B

ARFNORE - HE () X, EWNE I RS (AP24534-11-106 #ER) , MESNE 11 AHFER
(AP24534-10-201 5BR) , OV | #HARER (AP24534-07-101 iBR) OGRS EFHE L1z, IR
fh3cE () oMk - HEEZ L TICE#RT 5,

¥ - & ()

WBE, RACIERFF=7L 1L T4 mga 1 HLIEROREGT S, ok, BEORREICXVE
HBET 5,

1.8.24 HiE-HE () OFRTIEN

SENBE ZXfSR E T 5 AP24534-07-101 #kBE K OVH AR NGBS 2 x5 L 9% AP24534-11-106 71X
Bro> 2 ABRICIE, 2 1 ARER OFEMIC M B ML & (RP2D) Z#RET D72 D5 | 1 FH EikE
HBAE ENT,

18241 HSHEABEZXRE LEBRICETHHREREEDNEIR (AP24534-07-101 &
§%)

AP24534-07-101 3Bk Tl, #% 58 2~60 mg O TEHIA T, 60 mg #% 5 T H &R
FME (DLT) B L7270, FAMEIL 45 mg EESNT, &b LI AN DLT X, B
IR 7RISR B OV D BB 5 T d 2 HESE R O EREE I (MR AL PR A I RS FER) T
Hote, A 271 O DLT OFEMEMFIZ, 1 B 60 mg Z4#& 5 Siviz 4 I CHRRMZRIER (K
I S OV ST R RFT B2 £ 5) AT AL FRAEMEIC RS R R (717 —F
LIV x—E8) EH] A DLT & L TR b, 60mg 25 i 2 fillcZ Ofthod DLT
DROLI, TONRIE, LHITTL— R3S, LHITITL—R3IDODTI7=7TI /) 7
A7 27— (ALT) ML QRXT ARTEX U7 I /) b T A7 27 —8 (AST) 8N ch -7,
45 mg %5 TIE, 1410 DLT (EEENZ L — K 3 OBk EBIREZ) 238 6T,

1.8.2.4.2 BRABEZXNRE LE-BBRIZEITHHEREEDEIR (AP24534-11-106 =
E®)

AP24534-11-106 RER DO F | FHH /0 Tld, X TORHH D CML X Ph+ ALL ZH 725 HAR AR
FraB e L, AAIOBMGHE% 30 mg & 45 mg O 2 &R TR L7-, AP24534-07-101 5kBR &
[FkE, DLT i34 7V 1 OBRTRD bz mtEc S E 3 L7=, 30 mg #45 CTAH 57 DLT
T CICESTEFAR LI TH Y, 45mg 5 TH LA DLT (A LAz 5o <
K (U AR=BHINMEOT X7 —8#N) 16T b (274 TR Z2M) 2181H) , =
NoOF—H 2z, AP24534-07-101 RERICH T DA EANEE THE Oy ERE (PK) 7 —
Y, MR O ENT — 2 ICESE, RRBROSE | FIED IR 2 HESEHRIX 45 mg 23R
L7,

1.8 [%hte - %), THE - HE] KO MEH EoEE] 5ERn
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1.8.2.4.3 BE=E L EHMDEEA

AP24534-07-101 3R, AP24534-10-201 3R, M N AP24534-11-106 Bk D B D KRY:1%, Bibs

F&EN 45 mg Th -7z, AP24534-07-101 5kBR, AP24534-10-201 #kbk, K& O AP24534-11-106 55
DT RTITHBWT, CP-CML BFDOEEHFAMEHE Th 5 MCyR RIXFHGHE 45 mg TRinro Tz
(#PH : AP24534-10-201 #RBRIZ35 1T 5 59.2%7%> 5 AP24534-07-101 iBRIZ IS 1T 5 M4 Bts & 14
BITD 92.9%F T) , IRBRNTHICBWTYH, CP-CML BFI2k4 2 2mg UL Lo 5 ETEW
MCyR 235G b7,

B & 15 mg &Y 30 mg DBE TEWENERNRD biv/c, AP24534-07-101 7R Tl
CP-CML 35 ® MCyR =R (XB4t & 15 mg ¢ 57.1%, BALAHE 30 mg T60.0% CTh -7, 7=,
CP-CML #3# ® MMR =R (3Bi#44H & 15 mg T 57.1%, Bt & 30 mg T20.0% CTH - 7=, S 51T,
AP24534-11-106 B CTix, BHAAH & 30 mg ® CP-CML B4 1 4 C MCyR 235 b 7=,

AP24534-07-101 75k T, BI4A & 8 mg LL_EC MaHR 2345 541, MaHR (X 57.1% CTh > 7=,
JEFIEII Db 00, AEEZHE L T MaHR RiZkE SN2 - 7-, AP24534-11-106 -5k
T, MaHR R+ TlckHatan= 2 & 30mg K1 45mg) & FIFREDK 60%ThHh -7, 7=
72 L, AP24534-11-106 iBR ClE, HEITHIEE TR 2 B4AH & 30mg 12k L TR & 45 mg ©
XL, LR TING ST, AP24534-10-201 :ABR CTlX, BHMAHE 45 mg OHEFTHA
BH D MaHR 3% 44.6% ThH -7,

1.8.2.4.4 BARAEBBENBAEEBICEITA2RFTFZIDEMERED LLE

AP24534-11-106 45 & U8 AP24534-07-101 iXBR D PK F— Z fEtr ClL, AT F =7 DL HNEE
BETOTNDICERPROONTZLOO, WL REROMEIIGRD bRhoTz, Lo T
ARHFEERCRTAENEE OR T T =7 ORFRBEHERBRORERIL, BARNBF I H A 6E
%260

1.8.2.4.5 HREAZSICEET HRBOME

B FIRBRICE D, HEREBHAE I EIT 1 B 45 mg I[ZRE Sz, TOMEIE, B NHE R Z LR
Br (AP24534-10-201 7-%) K OF AP24534-10-106 sRBR D E 11 FHERSy THET S 4, A0 RLER e
KBEFTVDL TR TOEICBW RGBS NHIEHETH D, £72, TOHELZ BARNBHFIC

B HEREBE R L T 5,

LITOBEICRLTE, WA EOHELZZE T2 2 L 2#ET 5, ZoHRFHIL, M
BEOMEICL 2B THANERHR SN TV D, £2, ZOHEHIEL, K EIEA %2R
U 7= B R SRR CAKI DRI B A 5 2 D ReE0N R &N, £, — o BE TIIARAIRS
R L7k b EER Y A7 & LT EAEEFS L O FEORILY 27 B@En 2 &0 RE
SNz, BEHEDOHEZBE T XEEZIILUTOLEY Th 5.

1 i, @SifE, FERESOIEIEUEOREREZET 577 E, DEV A7 777 4 —%f
THRE, ZNOLORFILLME ) AT 77 7 X2 —D=bIMEREERFELO Y 2 7 3850
THAREMED B D,

2. Fn 65 RHBOBE, ZNDOBRFIL, MEMAEEEROY X7 BT 2 REERS 5,

1.8 [%hte - %), THE - HE] KO MEH EoEE] 5ERn
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3. FHEREREEZ AT 5 A, AP24534J-109 RERTIE, FHRERRE L AT 2 BH AR LT
% 30 mg H[EEGIZOWTRET L7223, BIgA & 45 mg COMRFHIIT-> TV, S 51T,
#ERTED CML XU Ph+ ALL JBF & x5 &3 2 AR EBR ClIIif#eEE 42/ 5 BE To
FHIIIAT o TR, IFHREREE 2 H 7 2 BE IR LT, BAsA A& 30 mg ~DliEE &
BT 5L,

4. 507172 CYP3A4PRER ZER L T\ D&, T OBETIX, AH O MmHE iRz & o
MzEy, AEEROFEBLY A7 3@, 87172 CYP3A4 BREAIZMEH L T2 B IT%f
LT, BAtEHE 30 Mg ~DiEZZET 52 &,

Bt E 30 mg DBEDOT —F TR TND, TNHDT —F KOV AT v 7 [Blfoht
OB NI AT EM O 2T — 22X D &, RFIO R EHRE OB EFRDR
BLURAZPHINT 5 Z LS (25 TEEIRICBIT 2 ERERFAG) 5.8.2 ) , Eilo#tif&E4%
XFTLHHDOTH S,

1.8.2.4.6 ANEMERFR VN EERFOEE

WAMZ BN T, AT O MR 2 A3 25 5 (AP24534-07-101 #ER) M OFF-H R PR 3K
PSR 2 3R (AP24534-11-102 Bk K O AP24534-11-103 3X5R) (ZHHA A D v T fEREpE B %
R, RFTF =70 PKIZHEE KIETFAREMEDH 2 NIRRT OHREEZ &, RNTF=70
RHEM PK 2 X 0 B 52T 2 72 DI AR T F =7 @ pharmacometric PK fi#dT 217 - 72,

NFF =7 O PK OEIERF ORIk 57 M TlE, PK ST RERT O AFERINFUIA A 94
B (713%) , BANIT 7V AFRT AV N1 6] (15%) , 7T AN 1L 61 (9%) , £ OfhIEA
B 4 B (3%) Tholz, T /WEERHIEIETOWBREL D D72 EAVHBIL, AFRRITRS
F =T OEFIRIED CLIF UL VIF T T D ERE A 253 2 L CHEERAKTIERWn &
W S iz, 207D, fhx e PK BB ONRKIPER 72 303 5 RER PK T OfERIT VT h
HLHARNBHICHARTH D LB DI,

RHEN] PK AT IC & 72 128 Bl 5 5, 90 B (70%) 2354k, 38 6 (30%) 732tk TH -
2o EHIKIED CLIF RO VIFIZ L DR T F =7 D PKIZH LR TRE REIRD T,

RFF =7 OREEN] PK RHTIZ S R 7B Ol o Ryl (REPH) 13 48 7% (22~85 7%)
Tholz, TETNEIRIZBWT, FEMIARTTF=70 CLIF OFRIATE720, Flmo e
WARTF =7 O CLF B2 2 LR E T, PKENTHRER] (Rl Rl iT 48 %)
TOZ VT FAE372 LMW THY, Fh 705 TlX7 V7 7 A1%305 Lh T, J#d (18.1%)
MNP EH, F# 20 B CIEZ U7 7 0 AT 58.9%m WV & TRl SN2, milinE T/ hNEoRFF
=7 O PK ZFHli 3 2N L7238 I3 T2 o T2,

RFF =7 O PKICKT HRE L OEKIES (BMI) OFEZFEN L=, 4 128 flOEREOH
A (D) 1% 77.4 kg (41.7~125kg) Td - 7=, Ml REH O BMI O el (HiPH) 13 27 kg/m?
(16.3 ~41.1kgim?) THh o7, KEIZRFF =70 PK 2B HEHREMEB 25T 5 LT
BEARRN-TIERVWEHE SN, L2, BMUZRFTF =7 oo 8— kA2 O RAMT
DoAEAE (ViIF) OTRIR L L TETMCEDTZ, BMI 23XV & OYPEERE Tofi s Fanig
FECEEMT 5 Z ENTRISNEb DD, ZORBEORE SIFEKRMICE®ROH L O TN E

1.8 [%hte - %), THE - HE] KO MEH EoEE] 5ERn
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W X iz,

RFF =70 PK T SGEMIC G -4 128 HlomiE 7 V7 2 o R gl (#PE) 1%
43.1g/L (23~52¢/L) ThH o7z, MIFT VT I NIRRT F =7 D CLIF OFRIKF & L TRKE
TINZEEI, TIVT I VOHBEINIENT VT 7 U AREMT 5 Z ERNRBgsn, 7077
KT T NVT IV ORBOREIIFRONTZEOTHY, ROIZEKROSH S H O TIELW
&b S Tz,

BEOPERR (AP24534-11-102 #ER) Tl (EEHRE 2 MR ICHKFF=7 45 mg fix H
R O#L L, RFPF=T7OPKIZHTH2REOKE (EHET, KEHELOEENE) Z7Hb
L7z, KRBROFER, R F =T HREERGEO AL FT X, F YT 26T D ERMICERD H
HRFOFBILON o7, TOD, BEOBERIZH PO LT RFF=T 2 & 5T 5
ENTEDLEEZEZLND,

REF =7 OMRBITIE CYP3AL NEET L2 b, RYMHEERARREZEHKEL, &
CYP3A4 i )72 [HEA] (&7 =) —)b, AP24534-11-103 iXER) W ONZE b CYP3A4 Dk /)
TREEEA (U7 7 BT, AP24534-12-107 #BR) & RKENFH# G LT & & O EZ R L7z,

AP24534-11-103 RBERDFER, 7 b3 — & OPFHFER G IR T F =7 ORI A FT7
A ZEVT IR L, FRE Q5K THY, HetFMICaEREEZ KITTZ LRSI
Teo WFTF =7 L8172 CYP3A4 BHEAZ UG T 25 & ZITHEBEIATOLERDH Y, RTF
=7 OEHAEEZ 0Mg ICHET A2 ELEBET I THS,

AP24534-12-107 SREROFER, UV 7 7 v v OUHE5IIHR T F =7 OIS A AT R
A Z VT 41k LT EIICHE B DERICER O H DB E RITT 2 EnmEni, V
T U EVUPERHBESICL Y, BT TF =T D Crax (359 42%, AUCo, 1359 59%, AUC.in 1357 62%
Wb Uiz, R F =T OBRBEBDNEELDY A7 2327 4 v FRERIGZRVIRY, 877
CYP3A4 HEH| & R F =7 OO G138 5 REThH L EX LI,

In vitro 7 — & M5, RFF =T OKEMEIL pHITIEFEL, pH O EF L IR T2 2 & vk
SN TS, AP24534-12-108 FABR T, BEFRMERH 2t R, WAL BEESWMEIAITH L 7
VT —=NVOREHRE 60mg 1 H 1E% 2 AfE#&YE) MR F =7 45 mg Hilal$# 5.0 PKIZ
RAFT B2 LTz, RFTF =7 D Crax DAL, A F =7 Bl 5T 53.96 ng/mL,
RFF=T LT 7T7 = OPAHKST40.67ng/mL TH Y, FEREEIC X 25%iE4 L=,
RFF =7 O MFFETRERERHE (Thy) OFRMEIE, NFF=T7ET70 V77 —1DOpf
5T 1RFEIER L7z, AUCo X TY AUCo... DM, B G- & B~ G- Th 3
WD Uz, g RIREE R (AUC) DA DR WARTF =T D Crax DEEEZRBAL,
R EDR MR OEIEICE L THEETIIZRWVWE EZ DN, KT F =7 0 HERE UL 55/
BT HZ R BNpH Z ERSEDHAE R ST T =T 2K GT 2R TEDHEEZD
iz,

1.8 [%hte - %), THE - HE] KO MEH EoEE] 5ERn
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1.8.3 MERALDEE] RUKRERAM

AHN O HERGRFRER AT, FRARABRGRICHS &, TRk 94 4 H 25 HEEFEE 606 “idn [
[ 3 i R4S SO O FLHERIC DV T OV 9 4F 4 25 HHRIEER 607 7Sridn [ =3 5L D
i L DO FLHE I DWW T ICHEIL L, [E NS o BRIRERER M QN B BR R R RBR ki & A2
7 —% 33— (CCDS) , HEDI/ILELZLEBIZTROLIICRE LI, MAT, 7—F L1F
e DR & FEMIC OV TR M EoEE OB THIEERET 5,

A LR ()

R E DFRHL

C
1.

%]

AL, BRGERC R T D EE 2BV T,
T AR S O VR U C 5 Ze ik - 1%BR & FF
DEMO G & T, RENIOE G235 Y) & ] S 45 5E 6]
IZOWTOREETDHZ L, £, ABNC L L16%6
RIZIESE D, BB XUTZE DFIE A EME K Ofabritt 2
T L, REZE T L&EGEHGTLZ L,

2. LMFEZE, MAEZE, MEMEENAREAZESE, RIHEHAIREAZEME:
PR IR IMAR ZEARE S D EHIE 2 S MRS N b
LONAZERNHY, BEICE ST b HE STV
%, ABIOBEBIMGENT, BIMmrEEE (LHE%E, K
MHENIRPAZENEZR B |, FRAR ke JEAR E 5 D BEAE I 0
A, DI REBOMBERK T (G, HERW, HE
BRFEIES) OFBRELHZRE L LT, #5ORG%
BEEIHWT 52 &, F72, AFEGHILEE OREE
Aoy icEE L, Mdm, M, DB, FRREL, f)
KT, BUlh, LONEomEHELRESNEDNRD
PR OFBUCER T 52 &, (2. EEK
AHEE Q)] OERED T4, FBIER Q)EKRAREINEM]
DIEZR)

3. HELRFESEEENH LRI ZENH Y, A2
LV TICE ST L HE I TND DT, KAIES
BAAGET K OB G- H X E IR RSB A 21T\, B
DA P ICBIET A 2, (T2, EEREAR
FEQ)) omEO T4, BHWEH QEKXRZEIEH) ©
HE )

NI [

LHUH A 2 9 D BR D 2R Y
TRTEE AL 2 R L7z,

2. M PAZEIZRE 2 B &I, AAID
CCDS IZ 35 & % L 7=,

I HFFEIEICE T 51T, ARFID
CCDS IZE S E LT,

(2 B CROBJBIZEFBELAENIE) )

1. AFIORGIR Lis#BE BT O & % B4

2. B SUTIEAR L TV D ATREVED & % 2ottt (16, 138,
ElR, RIBFADORS) OEHZH)

LARAFIR 7 O WF oISk 5 5
BOEDOBAEIEZ A 256, AH
D5 LV WBUE 2B T D
ATREMEA 28D, AKID CCDS
ICHEDERRE LT,

2B F T DA TR EBRIT 220, EY
W FEBRICB T, ARl e
DN EPbREE LT, Pz
7= 28 HEOFRBRIZI T,

1.8 I%hhg - %)
12

T - i) KO TEH EoEE )

A EARAL




A EOEE (8)

R E DIRHL

MED AEFERR TRIZE S NPT RIE,
FE IR % £ O I8 i PRSI
FRE ST, ZaUuTEimo =
NLUR /TR D 2 IRH e B L
BN, RFF=7 OE#
HEETHLARMELEETE
2, v ERWE 6 5 AR OR
BT RIER O RIZBLE S v
Mmole, 7w MaeRAnWZiRERick
WTh6wHHETHBIES )

ST,

(=

@

O]

®3)

£ DRICEET HEALDIE)

Yo R A LB AR TR AR X 0 B E e a i
XX T 4 T T N7 ¢ T YRR Y o
AR & 2 Sz BE AT 2 &,
EEARRBR IS A AN BT B ORAFRIESIZ S
WC,  (ERIRRR) OEONEZIL, REIOF
LIl A O X e B N N 1 Dl e G 211 €4 D)
TEFR D EHSEIZ DN T HIEEIC KR L, i EE D%
£/ B BN

RITTAEP AT O BE AR &2 T 2 BRI, 51
HIZRBBZE LT, REHORBICEET S Z
Lo

(1) AHEEG ORI G & 725 EE
D3, kR BEE i X
{4 TTNT 4 T YR GER
PEY RIS CH D & B
FEICZI SN TWAMERH
52 L REEMRET D720
E LT,

(2) AFIOEERRBRIZIBNT, *F
RIEHERED &R R R A
RHT EMND, BEORRIC
bl o TIE, REREGE OB
MULETH D EREEME L
77

() AFNTFm X —PHE
HTHbHZ &b, hoFnm
¥ F B HEANAM A
DBRFIZB W CREORIEH
D ZDHDBZENNHH T &
b, &E LT,

(Ri% - REICEET SHEALDIEE)

)

()

®3)

AENZEIREBEE L L5, EHMCmiki,
BRI, YERREEZITV, RKFIOEGHkED
R Zad 52 L,
fitl DHEAE NG & O PRI HOWT, AR 0%
EVETHENT L TR0,
I/ PAZEME S5 1T Grade 3 DL ED AN FEHL L

(1) EHHNIRAE DO MLIEMEZ LR
Mafl 35 7 R E LTz,

(2) DFHREOHEINER V22D
TEMA RN T & & E
DIZOBE LT

(3) AKIDIE N K QAN ifh bR 5Bk

1.8 I%hhg - %)
13

TAE - & ROY M EoovER ) BOERIL




A EOEE (8)

R E DIRHL

-5%E1%, EbICAAERG LT, E,
BIVERDEL L, IS BEICE > THEE LW

EHIr S NGB,

KA EGZHEATE 20, &

B9 B ERICIE, AFOBEEZEETHZ L,

(4) 1M PHZENE S % O Grade 3 LL =D DA A LIA OF
TERDR B LI 5E8101E, LToEEEZREIC, K
Bl RS, WG HPIET 52 L,

1) mZRZROEERE RS ERMELE

= ¥R ERE/ nESsE
g{ER /MR B5 =R
B B 0O |4 P OER ek %%k |45mg B SRF O R OIO I
(4F FERIE | (ANC) < 1.0 X | ANC =1.5X10%L M OMIL/IMK
DE, i 1030 i H=75%10%L ICEET S E T
WBUDIE) | /NS <50 X | AAIZARIKL, EIE#%IL 45mg
10%/L THHT 2,

45mg B O3 -

e ANC =15X10%L M OML/ MK
B =75x10%L (C[FE+ 5T
AR ERIE L, RIE%ZIT 30mg
THHT 5,

FELREOD &S 30mg :

e ANC =15X10%L K Uhf/)s
W =75x10%L \ZEET 5
ECARANERIEL, FIERZIL
15mg THBAT %,

FEHELRE D 82 15mg :

o KAl &2 BEHILT D,

2) FMBFRDEMER LIRS EREESE

Bl{EH EEE

&5 ERE

FrZ7o 272
=B >3 XK
¥ fE I BR (ULN)
(Grade 2 L )

WF H

b

FEBLRF OO HI & 75 45mg :

e Grade 1 LL'F (<3XULN)
WZ[BIE 3 2 F TAA & RS
L, [EfE#%I1% 30mg CHBA
15,

FEBLRF OO I & 72)5 30mg :

e Grade 1 LA'F (<3XULN)
WZEIE 3 2 & TARAIZ RS
L, [BEE%IZ 156mg CHB
15,

FEHLURF O FH&7% 15mg :

o RflZ G145,

O L— L KO CCDS
\CHESEFHRE LT,

(4) AHI D EPN KOs i R 5
DLEEMT — 2 KON CCDS 12
HoOXFEL,

1.8 [%hig -

R,
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A EOEE (%)

R E DIRHL

IFD 3 D&

=956
I F—FE=3
X ULN

e U LUK
> 2XULN

e T I KRR
77 ¥ —EfH
<2XULN

KAz G145,

W1
U X —
77
— € o
i

] E i M o
Grade 3 X% 4D
VR—¥ LT
2T — B
(>2XULN) ®
it

FEEEF O &3 45mg :

e Grade 1 LI T (=1.5XULN)
WZIEIE T % F CTARH & IR
L, [EfE%IL 30mg CTHEH
T %,

FEHLURF O ] &7% 30mg :

e Grade 1 LI (=1.5XULN)
WZ[EIE T 5 F TAAI &2 RS
L, [EfE%IL 15mg CTHBEH
T %,

FEBLRF OO HI 725 15mg :

KA GhiEd 5,

Grade 3 D4

FEHLIRF D FH &#7)% 46mg

e Grade 1 LA FICRIET % %
TAAZRIEL, FIERZIT
30mg CTHBT %,

FEBLRE D FH Y 30mg ¢

e Grade 1 LA FIZHIET 5 %
TAAEZRIEL, FIERZIT
15mg CHRT 5,

FEBLEE O FH &Y 15mg -

o KflZEGHIET 5,

Grade 4 DS

KAz G hikd 5,

DA

Grade 2

45mg $¢ G-REO F A DOF B

e Grade 1 LI FIZEIET A F
TAANZRIEL, FIERIT
45mg CTHHET 5,

45mg £ 5O 3

e Grade 1 LI FIZEIET A F
TAAZRIEL, FIERZIT
30mg CTHBT %,

FEHURFO &7 30 mg :

e Grade 1 LA FIZHIET 5 %

TAANZRIEL, FIERZIT

15mg CTHEBAT %,

FEHURFO H &A% 15mg :

o KAlZHGHIET 5,

1.8 [%hig -

), THEE - H&E) RO MEH EoiEE)
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A EOEE (%)

R E DIRHL

z DAl
FE 1. %
H D El
TEH

7 HIM % 2 C |45mg £ 5RO R OFEEL

FriT % Grade 2 |o Grade 1 DL FICEIET % %
TARAZRIEL, FIERZIT
45mg CHHT 5,

45mg % 5-REO I -

e Grade 1 LA FIZHIET 5 %
TAAZRIEL, FIERZIT
30mg CTHBT 5,

FEHLRF D H &A% 30mg :

e Grade 1 LA FIZEIET 5 %
TAAZRIEL, FIERZIT
156mg CTHEBIT 3,

FEHLURFO H &A% 15mg :
KA Ghik4 5,

FEHURF O ] #7% 45mg :

* Grade 1 LA FIZ[EIET 5 %
TARKIZRIEL, [IERZIT
30mg THBHT D,

FEHLURF O 275 30mg :

e Grade 1 LATICHIES S F
TARAIZIRIEL, [EIEEZIT
15mg THBIT 5,

FEHLRF O H1 &7 15mg :

o RAlZ B HIET 5,

Grade 3 X3 4

7# 1 : Grade 1% NCI-CTCAE ver4.0 12 L %

(ERALDZEE]
1. EERS (ROBHEICIKEEIZRET S L)

(1

(2)

©))

4)
®)

(6)

(M

(8)

JFHReEE O & 5 BFE FHEREEN BT 282
Nhsn, ] (2. BEEGERWEEQR) OHEBMH)
e X% OBEREIRED 3 % B [ER DNEAL U3
ToERBENWRH D, | (2. EELERNIEEEG))
DIEZ)

DIRBUIZ OBEREO H 5 BE DLEENEL T
BRI BZENNH D, ] (2. EEGERMEES))
DIEZR)

miinE ( (5. BEEADERE] OESHR)

Ji MR R G ARREZE, RAYEWRPAZEMERBS) DRE
RO DB [MEPAEEFRORIY 27 23E<
RHEBENRDHD, 1 (2. EELGEXRMTEQD)
DIAZ)

FEIR AR ZERRE (BRI IR MARIES) OBHEREO & %
B (MEAEMEFRORIY 27 BNELRHBEN
nbn, 1 (12, EEGERMIEEQ)] OHESHR)
O R B OERIK 7 (FifE, FERE, IBERE
JESE) O 5B [MEPAEEFEROBIL A7 3E
S HBENRDH D, | (12, EEGERKTEEQ)]
DIEZ)

o F r X —EBREACRME O BE [[FERD
BIERANEZ 2BZN 0 H D, 1 (2. BERER

)

@

©)

(4)

®)

(6)

JIFHEIHE 73 A 790 0 3= B 7 PR ik %
BThDZEEBEXTRHRE
L7,
ARFNLREESR & OB FE O
LINDZENLRRE LT,
DEBOEADRE ST
HZlaBEZARE LR,

e A TR — AR AR PR RE
DIETTHZEBZ N &n
O, BEDRELZBILE LN
HEICRETOLERD D Z
EMORE LT,

JE 1 MR R D BEAEIE D & % i
FHCMAE ARG OREELY
AT PR@mLRLBENNH D
ZEMBRERE L,

F R A2 2842 0iE O BEAE I O &
% B T AE PHEEMEE SR O %

1.8 I%hhg - %)

16

TAE - & RO MEH EovER )

A EARAL




A EOEE (8)

R E DIRHL

FIEE(10)) DOESRR)

Y]

®)

BY A7 BR@EmL< R bBENNR
bHENBRE LT,
DMILE RIEBOERINF O H
L B TilE AR R D%
£ IS /= TRNR AN  S Rl 4 WD
bHENBRE LT,
AENTF X F—VPHE
HTHHZ LMD, hoFav
v —BHEANAME O
BEITB W TRER O EIE- 2
EZDOBENDRHDLZ LD,
E LTz,

2. EEGERIIE

(1)

(2)

®3)

(4)

OAEZE, MfEZE, HEEEIIRPAZEIE, REHBIIREAZENE:
P, BRI ZEARE S O B R A I ENEL N H
LD ENHDHOT, RAEE IO M R E
OfaRE T (B, FERPFE, IREREES) 250
ToHELHIT, BEOREZHICBIZEL, M, I8
A, PUBOR, FORREE, KT, BEh, LUONhEO
1M AE PAZEME G A B D AL D B CE IR O R BLIZEE
THZ L, BENRBDONEGEITE, KAlokb%
HIET 25O 2 MEZ1T) Z &, Fio, mEH%E
MFERNEDNDIERD S LN GAITE, 0
WCEREREBEASZ T X0 BEFEZHE T2 L, (1.
BE®S5(5), (6), (7)) PHE) kO 4. BIERAQ)EX
HEIER) OmEEBH)

R4, AST (GOT) , ALT (GPT) , B UL E %
DOEFREMH FEEREENRO LN ZERHHD
T, AAFIEGBRAERT R OG- IXE I (5B
“IWMAMIZ 2B, TO®RIXLIEAZTE) ,
7o, BEOWREIIL U CFERERE LTV, BFHFOIR
xtmicElsdsz e, (ML EEREQ)) oHE
LY T4, BIERQ)EXRLZEMER] OHEEM)
DARENRD 5OND Z LW DDT, AFIE GG
i, BEOLDHEREA T 5 2 &0 A G H L
HOEERE (D a—%) 217\, BEORE (4
EEEHE (LVEF) OX#hZEie) 2 +0IlcBiggd 5
L, (N1 EEHREER) OBEEWD T4 EMERQ)
EXRGEMER 0ESH)
MEDEFERHLDONDEZERHDLDOT, KFOEE

¢y

@

®)

4)

AP24534-11-106 R BRAE 5 J OY
CCDS IZHE D EE LTz, AHAl
O FEWN & O RRER T, 1.
EHHEMEEZRNFED DT,

AP24534-11-106 R BR S 5 J OY
CCDS IZHEDEFRE Lz, AH|
DIEN K QNS IRHER T, i
BERERE E R DTz,

AP24534-11-106 B E R J OY
CCDS ITHADERIE LTz, AHAl
DEWN K OVEFMGIARRER T, O
REDRD BT,

AP24534-11-106 B RS & O

1.8 I%hhg - %)

17

TAE - & RO MEH EovER )

A EARAL




A EOEE (8)

R E DIRHL

(5)

(6)

(7)

(8)

(9)

BAART & OV G- I E A iR E 24TV, BT
i CCRIER O G 21T 5 H O 7 0LE %217 5 Z
&, HIE, FiitEd DWVIEE ORERE T b
—IVTERWEIER® O b Ga1ciE, AAI% 5
B, RERESHIEds 2 s, (T4 BIERQ)E
KRGZEMER) DHESH)

FER MWD HOIND Z END D DT, REIOEGBLARI
K OB 5-HTE e (B 5-BHia% 3 4 A ML 2 [
T, ZOBIZLIEAZE) , £, BEOREIOE
U CHERER TR ¥ 5 iR 217V, BEOREL +
ST L, (M1 EEREQ) 0LV (4,
BIfERQ)EXGEMER] OHESH)

GFH BRI, MR, Bl OB RS2 D & D
N3 Een3H 50T, KRN O LSEIERT R OB S5-H1X
EIC (5% IEAMIZ 2 ML, 20k
X1EHAZE) , £, BEOREIZN Uik
(MERFEESE) 21T\, BEOREE 0181z
52k, (T4 BMERQEXGEMER) 0HEBH)
RIRATEE CLFERATHRE, MKk, FfiAKRE, RASPERIESE)
NHHPNDEZENHDHDT, KAFGHIXAREEE
HIMICHIES 5%, BREOREZ HoICBgZL, 2%
IRUREE ORI, W R #E5E O S RO B EIC
XA FIEL, FIRAIZ G355, @Yl E %
1528, (T4 BMERQ)EXRLZEMER) 0ESMH)
IREE, FEAE, BRIE, REIRH S OIRFEE A H 5 bh
L2 NV, MEEEARPAZEIC L KBNICE S 726 b
WEINTWAHOT, KAEIERSG HILEMINIREHR A
ATV, BEOWREE I BET D 2 L,

B AR ANATY U T OBFE TEREIRYH
(HBs HUF M, 72> HBC PR iT HBs HLikph )
IZB VT, Ber-Abl Fu vy —BEAROFEIC
£V B HFRTVANVAOEEHIEN S HbILD Z &
WD DT, REBEGAZIENL > TR T A NV REGED
BHAZMERL, AARSANCEE2AEEZITY 2 &,
AHN D £ 5B 130k RE L I RER A SR 7 A
NAS—H—DF=Z) U TE2ITH772 Y, BRITED
A VA DFEEALOBETER ORBLUZEE T 5 2

L

(10) D> F 1 v > F F— VR EANZ AR O B ITAH

T HERCIE, B5HIEOJRREE e T-RIVER &
FIREDRIER N Z 2 8ZF 1035 2 DT, REEDH
TERONEZER L O&RETSZE, (1 &

®)

(6)

U]

®)

©)

CCDS (I ERIE LTz, AHAl
DIEPN S ORI FRER T,
MEAFED bT,

AP24534-11-106 B S  J OY
CCDS [THAD&ERE LTz, AHAl
D EWN K OV IR ER C,
RINHBD LT,

AP24534-11-106 R BRAE  J OY
CCDS [THAD&ERIE LTz, AHAl
O EWN K OMESMGRRER T, B
REHNHI DGR BTz,

AP24534-11-106 B S OY
CCDS [THADERIE LTz, AHAl
O E N K OV IR RER C, &
RT3 F8D LTz,

AP24534-11-106 B S KO0
CCDS IZHEDEFHE LTz, AH
D EWN K OMEFMiG AR SR T, IR
FEEDFRD Bz,

BCR-ABL F i v %+ —FJH
ERNCEHET S B RUFRYA
Jv A D FEMAL D EAER) 722
EMHERICESEIHE LI,
AHN DGR RER T, HBV J&
Ye e & TIRENED 7 A L A
YIEN RO b D BE LR
R TH oI,

(L0) AFNTF v o v F—VLE

ATHBZEnD, fioFa s
v — B EANCAME O
BE B T EEED FIEH 2

1.8 I%hhg - %)

18

TAE - & ROY M EoovER ) BOERIL




A EoEE (R) R E DARHL
Ei%5(8)] 0HEBH) EZABENRHDZ END,
FRE Lz,

3. #HE{EH
AHFNTE, =& LTCYP3A TRITENS,
DIEZR)

EA AN

HRAZEE BRICSEEIS L)

( (EYERE)

RH2F BRERIEAK -
HENE

e -
fEREF

WM BT 2 K EAEARBRO
FERICHES X, CCDS KO TER G,
B & 3 E 2R G IR AL D 72 0 D FE
WHIEAERAA R4 2 (K R) |
(FRk 26 4F 7 H 8 HF#&5EA%) %

CYP3A BHEH
rhaFy =
(REOAl : ERAR
w5e) , 41 h7 =
F =, KRY o
F—, 7T
vy, T
U2ma<Ay,
U hkFEn, I
FTEL, TN
VAR
T =TT —
VY a— A

AF 0D IfiL T EE 7
ERFTrBZEAN
HDHDOT, AFID
HEEEET D &
Ebic, BEDIR
HE % 18 H 2 B 82
L, RWEHOREL
WS EET D2

N

S o EKH
5578 CYP3A D
RHHE P & B
EITHD, K
) o> 1. i g
EHRHEED
AREMEN B B,
( (EMERE)
DIESHR)

N AN

CYP3A i Al
V77,
Vo»TFv, b
NP, 7
= )R EH —
N, Tz=hA
e
A UF X
U Y EH R

AHN D i i BE A
KT L, ZhRA
G AP SEcab (WIRY: 2
0O T, CYP3A
FHELER D720 X
(L5 FEA~ D
BaBET 52
&

Zhb o HFH
S CYP3A D
G %2 35
WA, A
I oo 1. T i R
EERTFTEHED
AHEMEN B D,
( (EmEEE
DIEHR)

NN

BB\ TE LTz,

. BlEA

ATEHE SR IR PUME SO IR 2 O 18 M 5§ A 1 & O
R UIHEBME D 7 0 TF V7 4 T YRt 2t U
VPR E IR & S & LEENE N FERBR IRV T,
AN He G- S 7= 35 i, 34 5] (97.1%) (ZRITEH 2338
Do, ERBIERIL, BT 4] (48.6%) , Ifi/IMK
Hoib 16 1] (45.7%) , mifL)E 13 4] (37.1%) , VU X—
BN 11 1] (31.4%) , 4FHEREGED 10 ] (28.6%)
95 9 B (25.7%) , FZEHCIEE 9 1 (25.7%) , ALT (GPT)
Hme il (22.9%) , AST (GOT) #ghns i (22.9%) ,
654 6 ] (17.1%) , v-GTP ¥4hn6 ] (17.1%) , MAifL
BB 6 651 (17.1%) , FZ 6 61 (17.1%) , FHA%E 5
Bl (14.3%) , M4 ALP #9005 61 (14.3%) , ARHPEE
i 4 51 (11.4%) , FEEPELFHERAME 4 1] (11.4%) T
bolz,  (KGREF)

RTTR R ARG ME UL O 18 M B §EPE B i e K O
BRI SUTEIRYED 7 4 TF V7 4 7 Yo AR PEEPE Y
oWERIME A RS & LA AR ICk VT, R
KD B S 7= 449 4, 419 4 (93.3%) (ZEIEM 358
STz, ERBIERE, /MBI 169 41 (37.6%) ,
795 169 5l (35.4%) , K4z 145 B (32.3%) , JEJF

WAL 11 AHERER  (AP24534-10-201)
S ONEINE 1 FEER
(AP24534-11-106) Dk T2 £ % T
FRE LTz,

1.8 I%hhg - %)

19

TAE - & RO MEH EovER )

A EARAL




A EOEE (8)

R E DIRHL

105 5 (23.4%) , 4fHRERID 89 f3 (19.8%) , UAJH 88
% (19.6%) , U S—FHN86 ] (19.2%) , JE57 79 1
(17.6%) , f8H 74 f31) (16.5%) , FHATE 74 %1 (16.5%) ,
REEm 72 #1 (16.0%) , FE.0» 65 ] (14.5%) , &Il 63
il (14.0%) , ALT (GPT) #ihn 57 #l (12.7%) , &l
J£ 56 % (12.5%) , AST (GOT) #i/l46 % (10.2%) T
bolz,  (KGREF)

BIWER OBEFEIZ OV T, MM TARRRER O skl 565
TR#E L7, Fo, YERABRUL THE SNREITERIC
DWTCITHEARR & Lz,

(1) EXGRIERE?

1) EEIAREE (3.3%) : LAFEZE (1.6%) , Fo0ME (0.9%) ,
AMEIEBERE (0.4%) , O (0.4%) , RZ2EK
DME (BEEARH) ZoEBIREERS bbhvd Z LR
HHDOT, BEOWREEZFDITBIEL, BESERN
D SN B EITITERCNITRE 21TV, AH &2 &5
HiET2F0mEYR0MEZITY 2L, (2. EELGHE
REGEEQ)) OHESMW)

2) MM EFEE (2.9%) : IMAEZE (1.1%) , iMIm & 3 1E (0.9%) ,
RMEIIRSEZE (0.4%) , —iBMEREImIE/E (0.2%) , K
IMENRPEZE (0.2%) , AMEEIL (0.2%) , AMERMEZE (BE
EARR) ZOMMLEEENS DD ENHLHDT,
BEOREEZ TOICBEL, BRENRBOONEHEIC
%, AFIZEEPIET 250U NEEZITY Z &,
(2. BEERERMEEQ) OHESM])

3) RIEEAREAE MR SR (2.9%) : FMIXRMERETT (1.3%) |
KIENIRMEZE (0.4%) , DUBEESE (0.2%) , WEEEhAR
PAZERE (0.2%) , BEMRIZE (BEARP]) ZHORRME)
WREAZEMIERRH 5 oND 2 ENHDHDT, BEDIK
ReZmIcBEZ L, KR, Bk, LOhERNRDLR
AT, AR BT I3 55 0wy 2 LUE 24T
2z E, (2. EEREARMEEQ)) 0ESMR)

4) BARMAZEME (1.8%) : MEFESHIRMARIE (0.7%)
IR ImARIE (0.4%) , MHZEMGE (0.4%) , #/k3E
IE (0.2%) ZOFIRMEIERIEND bbild T &N
HHDOT, BEOWREBEZZICBIEL, BRENFEODL
NIHEIE, AR RSP IET 250 e 0LE %
1ok, (12, EEHERMEEQ) OHZH)
BREHINE] (47.4%) - M/REED (37.6%) , 4FHRER
R (19.8%) , &if (14.5%) , HIMLERERD (4.2%) ,
N ERME (1.8%) , FEEVELFFEREE (1.6%)
U U oREREOED (1.3%) , BBEFERER S (0.2%) o
BRATH N O bND Z ENHDHDT, BREDRIEL
AR L, BENRD LNEAIE, AFOK
I, R SUTR G P IS oY) @ AT o Z L, (2.
BEELEKRMTEG) DESR)

6) mMmE (125%) : miLErZ V—8 (FERH) 25T

EMERSH 5D ZERNHDHDT, BIEE 51T

VY, BERERD SN ET R B 21T 2 &,

5

~

(1) FEKRZRIWEH

WEA S 11 AR ER
(AP24534-10-201) , [EHNE
I/11 A7 5R (AP24534-11-106)
DFEF K N CCDS # £ 2 C
BRIE LT,

1)~4) FRARRBRIZBNT, K
F & OBIHEMENTRD SN TE
vV, M PAZEMEESIIEEC
FERREE L KIETATREMEN
HDHID,

5) RERIRFERIZ L0 AH & D
BEME RO b TEY, H
RSN AR =g :Ei L Rl v
JEVE R BEFIH] O BRI
FV, BECERREEEZ K
ETHREMED B D T2,

6) FRIREABRIZ LD, AKAIL D
BEME RO b TR, &
HIZEIMLEIS & - Tl PAZE

1.8 I%hhg - %)
20

TAE - & ROY M EoovER ) BOERIL




A EOEE (8)

R E DIRHL

BB, ar b — L TERWEMLENRD DS
\IIAFN ZREE, BE TGP IET5 28, £z,
BILEZ V—E2Rd bbb BEITITAF RS %
1L, MEYRLEEAITY 2L, (2. BEELEKRMTE
E4) DHEBR)

7) FFHLREREE (16.9%) : ALT (GPT) , AST (GOT) ,
EULE Y, y-GTP %0 L5 %5 iTfrerEE
(16.9%) , #JH (0.4%) , HFAS (BEARE) 283H5
PNAHZERBHOT, BEOWREEZHICBIEL,
BENRD SNIZHEEAITIE, AKFIOKRE, B8 T
Bk @ a2175 2 &, (12, EERER
BEE(2)) DIESMR)

8) fEX (6.5%) XN BHLOLONDHZ ERHDHDOT, A
FOREZ HoIZBIZE L, BENBO ONTGAEITIT,
BN ORI, PTG H RO Y) 72 L& A 1T
k., (12, EELRERNEEEG) OHESHR)

9) IKRETEE (10.9%) : KIEMEFIE (6.0%) , Mgk (4.0%)
DR (24%) , o -0l (0.2%) , JilikiE (48
EARH) SORERITERS bbb Z 08B DD T,
BEOREEZHSICBEL, REDNRBDOLNLHEIC
1%, ARFNOKREE, WESUTEE P IS O@EY) 7L E %
1TH52 8, (12, EELGERMIEE®D) OHEZR)

10) BEFGE (11.8%) : Afigk (1.6%) , HufyE (0.9%) D
BYIENH S bNDZ ENHDHDOT, BEDREL T
BB L, BENEO ONHAITIE, AFIOKREK,
R ST G IS OO R ALE 21TH 2 L,

11) EEOREREE (1.8%) : FPMEZER (1.1%) , £
TEALBE (0.9%) SO EEDKLIEREEND b b Z &
BHDHOT, BEORELZHJICEBEL, BREIRED
SNTEAITIE, AFE K FIET D% O] 7 L
11O 2 &,

12) i (2.2%) : &Hif (2.2%) , HigHMm (0.2%) ,
WAEE I (0.2%) , HImPEE 2% (0.2%) , #FfE T ffE
(BEEARE]) , Mgt (BEEAR) SEomimsd o
PNAHZERBHOT, BEOWREEZHICBIEL,
B NRD SN BAITIE, AFIORE, BE ST
GO e LB AT D L,

13) DAL (1.8%) , S -MHEDLAFRE (0.9%) : LARE,
IS MMELARERHLONDEZENHDDOT, BED
REEZ H3 I L, REPROLNEAICE, K
B ORI, JRE IR G IES OB Y 2R ALE 2175 =
L, (2. EBELGEKXRMEEQR) 0HESHR)

14) EAK (4.0%) :LEME) (1.8%) , QT MFELER: (0.9%) ,
Wk (0.9%) , #ENR (0.4%) , OEMEREIR (0.2%) ,
DMEIE (02%) , FEET o vy BEERE) LoRik
R H BoNDZERNHDHDT, BEDRELZ HHIT
BRL, BENROLNIHEAICE, AAIOKRE,
BIIHEE P IS0 @ E21TH Z L,

15) [ESRRIRAEIRRE (0.2%) : JEGABUEMEEEN & &bl
HZERHDHOT, IMTETEMERE R O SIERE
EITH %, BEOWREEZ+DICBIET L L, BEN
WO LNTEAICIE, ABIO#REZFIEL, W)L

MEHOFBDO U Z 7 D380
THZET, BEICERRY
Bea BT T AREMEN B 5 7
LoR

7) BERARBRIB VT, RFIE D
BIEMENE DO N TEY, A
FIZE R B L KIT T 6
MR 5T,
8)MEANEE | AR Bl R
(AP24534-07-101) @ JH &
REEMHETH Y, MoK
IZBWNT B FER K OWERIZEE
H O RAMERE DRI
72728,

9) BERARBRIZI D, AAIE D
BlhEMENRED BN TEY, 7
TIETs e fRBB 2 H > T HIML
IR R =Y IRy I} el AR STV
REOERKF T2/ LTS
BT, BRI I
KXo TOAREDY A7 NFEIZ
BN 528FENNH DT,
10) ERAREERIZ 38U TIRRYYIE
DRBERITENZ ENEBD S
NTEY, FhEHIC L > T
YD Y A7 NI+ 52 L
T, BEICERDOOEERKY
BERFITEENADRG DT
O,

11) FEEERBRIZIB VT, AH|
E OBEMENRBO b TEH
0, BEEOREREEILBEFIC
HRPOEE R E L KET
BENWRH LD,
12)AANT BB 2 5] & i
T ZERH DD, MR
BT Lo THImPE G
AL D AREMER S D728,
13) ERARABRICBW T, AH
L OBEMENRBO b TE
0, BEICERREELYRIE
T RREMEN B DT,

14) BERRBRICEB VT, #if
ENTWAT=H,

15)E AN 11 FEERERIZ 35T
WAL NDS, WEAMVE 1A
ik ONps & AR e 12 B8 W
THREND DT,

1.8 I%hhg - %)
21

TAE - & ROY M EoovER ) BOERIL




A EOEE (8)

R E DIRHL

& (AR, &R IERRAISE O, BT
79 LB, JERNEIET S E TEREORELZ +
BT DL,

16) —a—0/8F—(2.9%) : KitE= = —r XF—(2.0%),
KRR =2 —1a3F— (04%) , £H=a—nr
F— (0.2%) , KiEEE#H=2—1/3F— (0.2%) ,
KM EER == — a2 F— (02%) HD==2—n
NRF—=NHLDLNDLIENHDLDT, BEDOREL+
DR L, BENEDLNHAITE, AFIOKRIE,
B T E IS DM R B LTS 2 &,

17) e mERE (1.3%) : Mg EENH Hoivd 2 &N
HHOT, BEOIREEZ+DICBIZEL, BEIRDL
NrmEIcx, AflzkEHIiET 5 L &b, o
K Mok, FiKIES) & OERIZK 42 £ L= LT,
WY LB EFTH Z L,

2 zotnEI1ER
FEFEMHEE | 10%LL £
ik

BER
10%K i B
FROERWEINAE, A M EREYI0AE,
IR IRERHEAIE, AP EREREEN
JE, U U oNEE, 18RS HEEk
PEE fgE, EERES e R

7T AT REEAE R
& AR | 9 5O, WO ORLy, EEK
ER T, R, EEE R SRR,

HERARIK T, AR, I, (s,
BRI, SR, SETLIREE,
SRR, o, JHEVE, JREE,
FRERARE, fhRE, MEAREEE,
AR, TR IR, Rl
R, M, AR, R,
RasH, NRIE, FEED E 0,
EkEE, RUERE, WRILRE,
WEAR, WL s

iR SRR, ABEOL A, RED
FERE, AR BLH R, IR B,
ARE E5, IRei, HRAL, HR |2
fE, IRFEIMm, ARJE, AREBIEAR,
IRBR e, NRARVEAE, ARARICHE,
R A DHTAAE, FERRe, FERRTE
i, R, REE, [1h
KT, TR, S5t
e, WOREBHAS, AN,
R, B, W, R
m, kPR

RESHF BRSO E VY, FIS, HYE

Y7 LR, BRI, B
WS, AP, fEbE T

meE EFTY, LA =B, &Nt

i, ARME, A s, A
B, REIRMAE,

BlRze, ME, PRIEAEZE, PH
i, RAMAE R, REEERAN
B, RIPEE M, KRmE ®

)

16) EERFRBRIZIBNT, il
SN TWBT=0,

17) EERARBRIZ BT, il
SN TWBT=,

ZOOFEIVER
HESME 11 FEERER
(AP24534-10-201 #X5Bx) |
NS /11 FRRBR
(AP24534-11-106 #&5R) Dk
R NCCDS % 2 TR&E
L7,

1.8 I%hhg - %)

22

TAE - & ROY M EoovER ) BOERIL




A EOEE ()

R E DIRHL

&, H

e

R R, IR, S, WA
MERZ I, MRS, NHETE 5,
FEnE R, Sk, R REE,
BIMAPE, &P, &lF, A&
WES o, EIEPEsrmims, L
o<V

Hibss

i35
(23.4%),
g, &
>

B, BREVFiERE, S5
%, BEREE, T o5, KBk,
ME BRI, Ak, WRH:, T,
M, OORTHR, DN
i, FEEPNYE, DTS, N
PekbiFAR, DERm, AN%E,
ANELEE, HIE, HE, B
HAIL, REH I, VS S E R,
HLE N, MIERE, LEEA
R N R ST G
7oA, WSRO, TP
J& P9

R R

ALP F5., JIFh#sm, NEEqLyE

EX
=]

BARA, ZIR, RIEL, HIR,
WIEIBEIR, BEPRINEE, JRPH, IR
WMERE L T7F=r 5

S B RE R
&, R
VM

HR, &

E)ZS

%5
(39.0%),
F2 & g
(32.3%)

B, SIERRE R, £ O FEIE,
T UK MRS, fLBE, %
BE, BERHIM, SORHm, F2RE
Wi, A2 /734 MEREE, @&
ik, RE, SLRERRRE %, T
IR, WS, MM AZEE
PERZ G2, BRIRFENR, ECHERD
i, R, ORMBEUERIE,
MRt CIE, TRIRMEREZ,
BRLEEE, B, ZITE,
SR AGE, BLBE, YA
ka7 ¢ —, MNoOEE, Bt
AAIE, RIS, RIS,
BT R, B REARE, R e s R
PG, REhEE, KAk
W, fE QML ST,
PG FLEFNE, R, A
=, KFGHRE, KRRgEG, K
TG, BILVEAIE, B R,
R

BRERZ
iE, A
&, WP

N
T

15 I
PE &

TR, BIEZe, PO T
BT T, BIRRE L, POIEIE,
A RO, A R, 5
BRI, HHIET, EAET
TREAE, SEELE, UL, A,
B, VUG, RSN, LI
W, SRERE, RS, )
BAIRACHE, %, MERESE,
B, TR

A TEER

Higiwz, ARENEE, #5EH
o, MEHRE, B, oMbl
55, FESLIENR, KSRV, FLIRE,

1.8 T%he - %), THE - HE) KO MEH EoEE)

23

A EARAL




A EDOEE ()

R E DIRHL

HBERIE, ILFEH, RNETZH
i, JEEHIm, EhiERss
FORIRESRETUHESE,  FOIR IRES RE
IRTE, BRERZE, BRI,
1 PR BRI AR L E B

1 RUBEIRI, HEIRIE, &g,
TIT7—BER, 1R
BEWM, LDH kH., ==
Tu—/) LR, ®IEME, REE
&, EIREEME, R, &
U o AMAE, K5 U U AMIAE,
BT AUE, KT
ALIMAE, &MY Z7UEY R
JE, & N U AmE, Kk
U U AE, @~ 7 %20 AL
E, K~ 7R v AE, {KifL
WEHE, AR, /R, 2K
fE, Wik, &7 VT ME,
1KY R

CRP L5, A v 7> HHE# | CK(CPK)
B, o~L=7, migE R (KT
=k s B o0 AR, J9UE,
IR TNE, WE0E, B
VRIE, MOdE, MESRPREE, CK
(CPK) L5, #EEuRk, g,
s, /INREET, B fRERIREE(K
T, EEPERIE R EGERE, R
TN, IRERD, G5E, R,
AR, REEN, VIR, MEJE,
YR, EJE PR AT

RN

R# |V —®

A0

=
g N
b

o8}
Z
o
+
huil:S
=
=

oM |

Ik

5. EEE~DERE
N CILM S PHEMEER ORI 27 BRE b B%
Wb 5D, Fiz, —KICEERE CITAERENK T LT
WA ZEMEBNDT, BEORELZ FDICBELARNS
HEICESTDHZ L,

EEE T R R I AR RE VK
FTLTWDZ EMbREL,

6. 1w EiF REIBE~OERE

(1) I SUTER L T D ATREME D B D e thic i G L
RN b, F, WIRARERR I ME R OVN— R —23ME:
IR A AREMED & B BYEICRH LT, AKIE G RO
A& T —E M@ 2Rt 2175 X O HET 5
Z &, Umiciig 2 HRERIT 2, B IR (F
v REOWIL) IZB8WT, A, 7ENIEZEEE
FES I~ DR, RERA~OFE (EHRHE D)
RO LN, ]

(2) A O, BHAEPIESHELZ L,
t R A~OBITICOWTIIARHATH 5, ]

[AAND

B IR O fE B K ONAK D CCDS
\CHESEFRE LI,

1. NEEADKRE
IRHAERER, LR,
AMEITHENT L TR0,

FLIR, ShIR3/NRISx3 5%
(f FHREBR D3 720N, )

JE5E A (IS 607 51k 9 4
47 25 AfF) IS ERE LT,
WT/hRZSR & L BRI

1.8 I%hhg - %)

24

TAE - & RO MEH EovER )

A EARAL




A EOEE (8) ARE DR

EE L TRy,

8. BALMDIE AFN OO E BB L TREL
REIZATEE - AN MLVNORRAIZRRT 2 Z &N | 7,
IFES LT L,

1.8 [%hte - %), THE - HE] KO MEH EoEE] 5ERn
25




1.9 —RMEBMICRLIXE

(JAN)
TR 26458 H 4 H  HRARAIE 0804 55 1 5 [EIHIEO—RIILFRZOW T 12X v imsn
7=,

—IREIAFR . (AARA) R TF =7 R
(3%  4) Ponatinib Hydrochloride
b4
(BEAA)
3-2-(A R EV12-bIE ) X3 N)TF = )L]-4- A FIV-N-{4-[(4- A F LTV
V1A INATFN]B3(R ) 7 F e AF N7 2=y R_RU XTI R iR
(& 4)
3-[2-(Imidazo[ 1,2-b]pyridazin-3-yl)ethynyl]-4-methyl-N- {4-[ (4-methylpiperazin-1-yl)
methyl]-3-(trifluoromethyl)phenyl } benzamide monohydrochloride

(INN])
ponatinib (r-INN List 66, WHO Drug Information, Vol.25, No.3, 2011)

1.9 — I FRTSR D CE
1



HARAAI 0804 45 1 =
Rk 26 2 8 H 4 H

FAERREATE (7)) & OB

JEA T SR b R R AR R R
( «~ H & B )

[ 3K D — R BRI DWW T

EERCIZ DWW T, TEIES O — AL RO BHR T DWW T (R 18 42 3 A 31 A 3E
RHEHF 0331001 FEAETBE EERMFEEH) JBIZLOVERVFHE->TnWHEZAT
HOHM, A, BOENCBIT HEHEL A (LLF TJAN] £ H,) 1220 T,
BB O LB ED=OT, #HTMmOE, & FEMRERICHEME LA L <
JERAVNZ U,

(M)
HARES G — 4 #r7 — & ~<X— 2 : URL http://jpdb.nihs.go.jp/jan/Default.aspx
BIRDOTEHRD 5> 6, JAN DA DOKRFTOERIX, YikT —F X—2ADEF R THILT
HZLLELTWET,)
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BITR

BIFE  INN ICUE S 7= dh B OFRDEN BT 5 E IR — 094 FR
(FR% 1845 3 H 31 HIEAFEA R 0331001 Z/EAJ5 84 34 5 R i & Bl R mani o 37313 2)

BEEE R 24-3-B22

JAN (HAR%) A7 AN AEEry
JAN (J% 44) : Oxcarbazepine

o)
SWh
0~ “NH,

C15H12N202
10-F% V-10,11-Vt Rua-5H XV b A7 P -5-HARFHI R

10-Ox0-10,11-dihydro-5H-dibenzol b, flazepine-5-carboxamide
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REFE S 245°Bl
ANV T Ay (BisfHfz)

: Catridecacog (Genetical Recombination)

JAN (AAA)
JAN (3t #4)

72 RS

SETSRTAFGG
HLFKERWDTN
VEYVIGRYPQ
KCIVGKFRMY
REEYVLNDIG

ENSDGMYRCG
VVENVDATHI
GAKKPLNTEG
AYLSANITFEY

EFTNPLKETL
GHRKLIASMS

S1: 7EF 1k

GRGNPIKVSR
EYRSSENPVR
DIFLEEDGNV

QASLHFFEVTA

RRAVPPNNSN
KVDHHTDKYE
ENKGTYIPVP
VAVWTPYGVL
VIFYGEVNDI
VGSAMVNAKD
YGOCWVEFAGV
NSKLTKDSVW
PASVQATIKHG
GKLIVTKQIG
VMKSRSNVDM
TGVPKAEFKK
RINETRDVLA
RNVWVHLDGP
SDSLRHVYGE

AAEDDLPTVE
NNKLIVRRGQ
IVSELQSGKW
RTSRNPETDT
KTRSWSYGQF
DEGVLVGSWD
FNTFLRCLGI
NYHCWNEAWM
HVCFQFDAPF
GDGMMDITDT
DFEVENAVLG
ETFDVTLEPL
KOKSTVLTIP
GVTRPMKKMFE
LDVOIORRPS

Cr416H11470N 202602222856 : 166,356.30 (2HF1A)
B R C3708H5735N 101301111828 : 83,178.15

LOGVVPRGVN
SEFYVQIDEFSR
GAKIVMREDR
YILENPWCED
EDGILDTCLY
NIYAYGVPPS
PARIVTNYEFES
TRPDLPVGFEG
VFAEVNSDLI
YKFQEGQEEE
KDFKLSITER
SFKKEAVLIQ
EITIKVRGTOQ
REIRPNSTVQ
M

LOEFLNVTSV
PYDPRRDLER
SVRLSIQSSP
DAVYLDNEKE
VMDRAQMDLS
AWTGSVDILL
AHDNDANLQOM
GWQAVDSTPQ
YITAKKDGTH
RLALETALMY
NNSHNRYTIT
AGEYMGQLLE
VVGSDMTVTV
WEEVCRPWVS

HRUFHaZix Ea Rz b g EERE S XN KA ThH 5. I MY F a7, 731 Mo
TR RIS 7D b FIREEE S XINK AV T 2=y F2ENORERINDZ LRI ETHS.

Catridecacog is a recombinant human blood coagulation factor X1l analog. Catridecacog is a protein composed

of 2 A subunits of human blood coagulation factor XI1I consisting of 731 amino acid residues each.
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k&S 24-5-B3
JAN (HA4) : T AF=T TRAFALANFRXY RN
JAN (& 44) : Trametinib Dimethyl Sulfoxide

HsC

C26H23F|N504' CZHGOS

NGB3-v 7 7ur L5270t e-4-3—R72=)7 3 /]68 T AFN-247 V) 4F V-
346,77 F 7t Fut'l K[4,3-dtV 2 V- 1QHE)-A /M7 2=/ T T I F—(AFNLALT (=
JW AL (1:1)

N-(3-13-Cyclopropyl-5-[(2-fluoro-4-iodophenyl)aminol-6,8-dimethyl-2,4,7-trioxo-3,4,6,7-
tetrahydropyrido[4,3-dlpyrimidin-1(2 H)-yl}phenyl)acetamide—(methylsulfinyl)methane (1:1)
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ZRES 24-5-B8
JAN (AA%4) : Ry~ vt MU DA
JAN (3£ 4) : Drisapersen Sodium

[(3'-5")(P-thio)(Um-Cm-Am-Am-Gm-Gm-Am-Am-Gm-Am-Um-Gm-Gm-Cm-Am-Um-Um-Um-Cm-Um)]**- 19Na*

C211H256N76N a190119P19819

all-P-amb0-2"-0- A F/L-P-F 47 U LU JL~(3'5)-2-0- X F/L-P-FF 3 F U JL-
(355)-2-0- 2 F)L-P-F A7 F = U L~(3'5)-2-0- A F/L-P-F 4T F =V JL-
(355)-2'-0- 2 FIL-P-FH 2 7 = U L~(3'-5)-2-0- A F/L-P-FF4 77 =V JL-
(355)-2-0- 2 F)L-P-F A7 F = U L~(3'5)-2-0- A F/L-P-F 4T F =V JL-
(355)-2'-0- 2 FIL-P-FH 27 = U ~(3'-5)-2-0- A F/L-P-F 47 F =V JL-
(355)-2-0- A F/L-P-F 74 U LU L~(3'5)-2"-0- 2 F)L-P-FF 77 = JL-
(355)-2'-0- 2 FIL-P-FH 2 7 = U ~(3'-5)-2-0- A F/L-P-F 4+ F LV JL-
(355)-2-0- 2 F)L-P-F A7 F = U L~(3'-5)-2-0- A F/L-P-F 4 U LY jL-
(355)-2-0- A F/L-P-F 74 U LU JL~(3'5)-2'-0- 2 F/L-P-FF 7 I LV JL-
(355)-2-0- 2 FIL-P-F A+ F VU L-(355)-2-0- A F /L7 Y v
+ILF b U YA

Nonadeca sodium salt of
all-P-ambo-2'-O-methyl-P-thiouridylyl-(3'—>5")-2'-O-methyl-P-thiocytidylyl-
(3'>5")-2'-0-methyl-P-thioadenylyl-(3'—5"-2'-O-methyl-P-thioadenylyl-
(3'>5")-2'-0-methyl-P-thioguanylyl-(3'—5")-2'-O-methyl-P-thioguanylyl-
(3'>5")-2'-0-methyl-P-thioadenylyl-(3'—>5"-2'-O-methyl-P-thioadenylyl-
(3'>5")-2'-0-methyl-P-thioguanylyl-(3'—5")-2'-O-methyl-P-thioadenylyl-
(3'>5")-2'-0-methyl-P-thiouridylyl-(3'—5")-2'-O-methyl-P-thioguanylyl-
(3'>5")-2'-0-methyl-P-thioguanylyl-(3'—5")-2'-O-methyl-P-thiocytidylyl-
(3'>5")-2'-O-methyl-P-thioadenylyl-(3'—5")-2'-O-methyl-P-thiouridylyl-
(3'>5"-2"-O-methyl-P-thiouridylyl-(3'—5')-2'-O-methyl-P-thiouridylyl-
(3'>5")-2'-O-methyl-P-thiocytidylyl-(3'—5")-2'-O-methyluridine
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x&F S 24-5-B9
JAN (HA&4) AT NVF=7
JAN (#E 4) : Ibrutinib

N H
O
@)

C25H24N602

1-4BR)-3-[4- 72 /347 = /) F 7 2= N)1HE TV [34-dE) IV -1-A V] ERY Po-1-
AT sR-2-m L -1-F

1-{(3R)-3-[4-Amino-3-(4-phenoxyphenyl)-1 H-pyrazolo[3,4-dlpyrimidin-1-yllpiperidin-1-yl}prop-2-en-
1-one
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BRES  24-5-B13
JAN (HAR%) X779 7
JAN (3€ 44) : Darapladib

@)

N o}
F N N\)J\
Y
5 H
_-N._CHs O F

H3C

Cs3sH3sF4N4O2S

N2-(=FAT I )= FA]-22-[4- 7 Fua X DAL T 7 = A)4-FF V456,77 FF b K
a-1Hv 7 aXoH2[de) I 201 A N4 (h ) 7 F e X F e T = =)b-4-A )V A F T &
72K

N-[2-(Diethylamino)ethyl]-2-12-[(4-fluorobenzyl)sulfanyll-4-oxo0-4,5,6,7-tetrahydro-1 H-
cyclopentaldlpyrimidin-1-yl}- N-{[4'-(trifluoromethyl)biphenyl-4-yllmethyljacetamide
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BixES 25-1-B6
JAN (HA%) : b Fuxs s ook  Rigk
JAN (& 41) : Hydroxychloroquine Sulfate

Cl N
N
=
'HQSO4
HN " NG,
H YCH Q RUSBR R ik
CH3
C1sH26CIN30 « H2SO4

2-l4R9-4-[(T-7 v X ) U -a- A V)T IV RUFANTTFIVT I /=¥ 7 —v Rl

2-[1(4 RS)-4-[(7-Chloroquinolin-4-yl)amino]pentyl} (ethyl)amino]ethanol monosulfate
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BeRTE  25-1-B22
JAN (HA&4) NPT =7%EmkE
JAN (& 44) : Ponatinib Hydrochloride

ZT

* HCI

C290H27F3NsO-HC1

3[2-(f 2 F V1,20 ) B -3 A N)TF =) ]-4- A F ) -N4-[(4- A F L ERT D -1-A V) A F
WS- (FRU ZNF O AFN)T 2= R XTI K — et

3-[2-(Imidazo[1,2- blpyridazin-3-yl)ethynyll-4-methyl- N-{4-[(4-methylpiperazin-1-yl)methyl]-
3-(trifluoromethyl)phenylibenzamide monohydrochloride

MIAN LS OIF#IT, 5L LTHRLE LT,

1.9 JAN
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International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 66

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. Wid Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution EB115.R4 (EB115/2005/REC/1)], the following names are
selected as Recommended International Nonproprietary Names. The inclusion of a name in the lists of Recommended
International Nonproprietary Names does not imply any recommendation of the use of the substance in medicine or
pharmacy.

Lists of Proposed (1-101) and Recommended (1-62) International Nonproprietary Names can be found in Cumulative List
No. 13, 2009 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 66

Il est notifi¢ que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)]
les dénominations ci-dessous sont choisies par I'Organisation mondiale de la Santé en tant que dénominations communes
internationales recommandées. L'inclusion d’une dénomination dans les listes de DCI recommandées n’implique aucune
recommandation en vue de I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-101) et recommandées (1-62) dans
la Liste récapitulative No. 13, 2009 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 66

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucién
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9); Résolution EB115.R4 (EB115/2005/REC/1) EB115.R4
(EB115/2005/REC/1)], se comunica por el presente anuncio que las denominaciones que a continuacion se expresan han
sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La inclusién de una denominacién en
las listas de las Denominaciones Comunes Recomendadas no supone recomendacién alguna en favor del empleo de la
sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-101) y Recomendadas (1-62) se encuentran
reunidas en Cumulative List No. 13, 2009 (disponible sélo en CD-ROM).
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Latin, English, French, Spanish:

Recommended INN
DCI Recommandée

DCI Recomendada

Chemical name or description; Molecular formula; Graphic formula
Nom chimique ou description; Formule brute; Formule développée

Nombre quimico o descripcidon; Férmula molecular; Férmula desarrollada

abediterolum
abediterol

abéditérol

abediterol

adomiparinum natricum
adomiparin sodium

adomiparine sodique

5-[(1R)-2-{[6-(2,2-difluoro-2-phenylethoxy)hexyllamino}-
1-hydroxyethyl]-8-hydroxyquinolin-2(1H)-one

5-[(1R)-2-{[6-(2,2-difluoro-2-phényléthoxy)hexyllamino}-
1-hydroxyéthyl]-8-hydroxyquinoléin-2(1H)-one

5-[(1R)-2-{[6-(2,2-difluoro-2-feniletoxi)hexillamino}-1-hidroxietil]-
8-hidroxiquinolin-2(1H)-ona

C25H30F2N204

HO |

sodium salt of a low molecular mass heparin obtained by enzymatic
depolymerization of heparin from porcine intestinal mucosa; the
majority of the components have a 4-deoxy-a-L-threo-hex-
4-enopyranuronic acid or it 4-hydroxy saturated derivative at the
non-reducing end and a 2-amino-2-deoxy-D-glucopyranose
derivative structure at the reducing end of their chain; the relative
average molecular mass range is 5,500 to 9,000 daltons and a
polydispersity of less than 1.5; the degree of sulfation is about 2.6
per disaccharidic unit

sel sodique d'héparine de faible masse moléculaire obtenu par
dépolymérisation enzymatique d'héparine de muqueuse intestinale
de porc ; la majorité des composants possedent une structure acide
4-déoxy-a-L-thréo-hex-4-énopyranuronique ou son dérivé saturé
4-hydroxylé a I'extrémité non réductrice de leur chaine et une
structure 2-amino-2-désoxy-D-glucopyranose a |'extrémité réductrice
de leur chaine ; la masse moléculaire relative est en moyenne
comprise entre 5500 et 9000 et son indice de polymolécularité est
inférieure a 1,5 ; le degré de sulfatation est d'environ 2,6 par unité
disaccharide.
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adomiparina sédica sal sédica de heparina de baja masa molecular obtenida por
despolimerizacion enzimatica de heparina de mucosa intestinal de
cerdo; la mayoria de cuyos componentes tienen un acido 4-desoxi-
a-L-treo-hex-4-enopiranurénico o su derivado saturado 4-hidroxilado
en el extremo no reductor de la cadena y una 2-amino-2-desoxi-
D-glucopiranosa en el reductor; la masa molecular relativa media
esta comprendida entre 5500 y 9000 y su indice de polidispersién es
inférior a 1,5; el grado de sulfatacién es aproximadamente 2,6 par
unidad de disacarido.

aganepagum
aganepag 5-{3-[(2S)-1-{4-[(1S)-1-hydroxyhexyl]phenyl}-5-oxopyrrolidin-
2-yl]propyl}thiophene-2-carboxylic acid
aganépag acide 5-{3-[(2S)-1-{4-[(1S)-1-hydroxyhexyl]phényl}-5-oxopyrrolidin-
2-yl]propyl}thiophéne-2-carboxylique
aganepag acido 5-{3-[(2S)-1-{4-[(1S)-1-hidroxihexil]fenil}-5-oxopirrolidin-
2-il]propil}tiofeno-2-carboxilico
C24H31NO4S
H
! \
o CHs
H OH
alisertibum
alisertib 4-{[9-chloro-7-(2-fluoro-6-methoxyphenyl)-5H-pyrimido[5,4-
d][2]benzazepin-2-ylJamino}-2-methoxybenzoic acid
alisertib acide 4-{[9-chloro-7-(2-fluoro-6-méthoxyphényl)-5H-pyrimido[5,4-
d][2]benzazépin-2-ylJamino}-2-méthoxybenzoique
alisertib acido 4-{[9-cloro-7-(2-fluoro-6-metoxifenil)-5H-pirimido[5,4-

d][2]benzazepin-2-ilJlamino}-2-metoxibenzoico

C27H20CIFN,O4
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alvelestatum
alvelestat

alvélestat

alvelestat

amatuximabum #
amatuximab

amatuximab

amatuximab

N-{[5-(methanesulfonyl)pyridin-2-ylmethyl}-6-methyl-5-(1-methyl-
1H-pyrazol-5-yl)-2-oxo-1-[3-(trifluoromethyl)phenyl]-
1,2-dihydropyridine-3-carboxamide

N-{[5-(méthanesulfonyl)pyridin-2-yllméthyl}-6-méthyl-5-(1-méthyl-
1H-pyrazol-5-yl)-2-oxo-1-[3-(trifluorométhyl)phényl]-
1,2-dihydropyridine-3-carboxamide

N-{[5-(metanosulfonil)piridin-2-iljmetil}-6-metil-5-(1-metil-1H-pirazol-
5-il)-2-ox0-1-[3-(trifluorometil)fenil]-1,2-dihidropiridina-3-carboxamida

Ca2s5H22F3N504S

HysC _N_ _O O\\s//

s | y = | CH,

NS

X F N N

\

N—N_ 0

CHs

immunoglobulin G1-kappa, anti-[Homo sapiens MSLN (mesothelin,
pre-pro-megakaryocyte-potentiating factor, megakaryocyte-
potentiating factor, MPF, CAK1)], chimeric monoclonal antibody;
gamma heavy chain (1-449) [Mus musculus VH (IGHV1-37*01 -
(IGHD)-IGHJ2*01) [8.8.12] (1-119) -Homo sapiens IGHG1*01 (120-
449)], (222-213")-disulfide with kappa light chain (1'-213') [Mus
musculus V-KAPPA (IGKV4-59*01 -IGKJ4*01) [5.3.9] (1'-106") -
Homo sapiens IGKC*01 (107'-213")]; (228-228":231-231")-
bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens MSLN
(mésothéline, facteur de potentialisation du pré-pro-mégacaryocyte,
facteur de potentialisation des mégacaryocytes, MPF, CAK1)],
anticorps monoclonal chimérique;

chaine lourde gamma1 (1-449) [Mus musculus VH (IGHV1-37*01 -
(IGHD)-IGHJ2*01) [8.8.12] (1-119) -Homo sapiens IGHG1*01 (120-
449)], (222-213")-disulfure avec la chaine légére kappa (1'-213")
[Mus musculus V-KAPPA (IGKV4-59*01 -IGKJ4*01) [5.3.9] (1'-106'")
-Homo sapiens IGKC*01 (107'-213")]; dimére (228-228":231-231")-
bisdisulfure

inmunoglobulina G1-kappa, anti-[MSLN de Homo sapiens
(mesotelina, factor de potenciacion del pre-pro-megacariocito, factor
de potenciacion de megacariocitos, MPF, CAK1)], anticuerpo
monoclonal quimérico;

cadena pesada gamma1 (1-449) [Mus musculus VH (IGHV1-37*01 -
(IGHD)-IGHJ2*01) [8.8.12] (1-119) -Homo sapiens IGHG1*01 (120-
449)], (222-213")-disulfuro con la cadena ligera kappa (1'-213') [Mus
musculus V-KAPPA (IGKV4-59*01 -IGKJ4*01) [5.3.9] (1'-106') -
Homo sapiens IGKC*01 (107'-213'")]; dimero (228-228":231-231")-
bisdisulfuro
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arbaclofenum
arbaclofen

arbacloféne

arbaclofeno

asfotasum alfa #
asfotase alfa

asfotase alfa

Heavy chain / Chaine lourde / Cadena pesada

QVQLQQSGPE LEKPGASVKI SCKASGYSFT GYTMNWVKQS HGKSLEWIGL 50
ITPYNGASSY NQKFRGKATL TVDKSSSTAY MDLLSLTSED SAVYFCARGG 100
YDGRGFDYWG SGTPVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPP CPAPELLGGP SVFLEFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKFNWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légére / Cadena ligera

DIELTQSPAI MSASPGEKVT MTCSASSSVS YMHWYQQKSG TSPKRWIYDT 50
SKLASGVPGR FSGSGSGNSY SLTISSVEAE DDATYYCQQW SKHPLTFGSG 100
TKVEIKRTVA APSVFIFPPS DEQLKSGTAS VVCLLNNFYP REAKVQWKVD 150
NALQSGNSQE SVTEQDSKDS TYSLSSTLTL SKADYEKHKV YACEVTHQGL 200
SSPVTKSFNR GEC 213

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  146-202  263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L  23'-87"  133'-193'
23M.87"  133"-193"
Inter-H-L 222-213" 222"-213"
Inter-H-H 228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
299,299"

(3R)-4-amino-3-(4-chlorophenyl)butanoic acid
(-)-acide (3R)-4-amino-3-(4-chlorophényl)butanoique
acido (3R)-4-amino-3-(4-clorofenil)butanoico
C1oH12CINO,

HN— H

CO,H

Cl

tissue-nonspecific alkaline phosphatase-IgG, fusion protein;

human tissue-nonspecific isozyme alkaline phosphatase (AP-TNAP,
EC=3.1.3.1) fusion protein with leucyl-lysyl-human immunoglobulin
G1 Fc region {(6-15)-H-CH2-CH3 of IGHG1*03} fusion protein with
aspartyl-isoleucyl-deca(aspartic acid), dimer (493-493":496-496')-
bisdisulfide

protéine de fusion phosphatase alcaline humaine isozyme tissulaire
non-spécifique-IgG1;

phosphatase alcaline humaine isozyme tissulaire non-spécifique
(AP-TNAP, EC=3.1.3.1) protéine de fusion avec la leucyl-lysyl-région
Fc {(6-15)-H-CH2-CH3 de I''GHG1*03} de I'immunoglobuline G1
humaine protéine de fusion avec I'aspartyl-isoleucyl-déca(acide
aspartique), (493-493"496-496')-bisdisulfure du dimére
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asfotasa alfa

atinumabum #
atinumab

atinumab

atinumab

proteina de fusion fosfatasa alcalina humana isozima tisular
inespecifica-IgG1;

fosfatasa alcalina humana isozima tisular inespecifica (AP-TNAP,
EC=3.1.3.1) proteina de fusion con la leucil-lisil-region Fc {(6-15)-H-
CH2-CH3 del IGHG1*03} de la inmunoglobulinea G1 humana
proteina de fusion con aspartil-isoleucil-deca(acide aspartico), (493-
493":496-496'")-bisdisulfuro del diméro

C7108H11008N19680 2206856 (peptide)

Monomer / Monomére / Monémero

LVPEKEKDPK YWRDQAQETL KYALELQKLN TNVAKNVIMEF LGDGMGVSTV 50
TAARILKGQL HHNPGEETRL EMDKFPFVAL SKTYNTNAQV PDSAGTATAY 100
LCGVKANEGT VGVSAATERS RCNTTQGNEV TSILRWAKDA GKSVGIVTTT 150
RVNHATPSAA YAHSADRDWY SDNEMPPEAL SQGCKDIAYQ LMHNIRDIDV 200
IMGGGRKYMY PKNKTDVEYE SDEKARGTRL DGLDLVDTWK SFKPRYKHSH 250
FIWNRTELLT LDPHNVDYLL GLFEPGDMQY ELNRNNVTDP SLSEMVVVAI 300
QILRKNPKGF FLLVEGGRID HGHHEGKAKQ ALHEAVEMDR AIGQAGSLTS 350
SEDTLTVVTA DHSHVFTFGG YTPRGNSIFG LAPMLSDTDK KPFTAILYGN 400
GPGYKVVGGE RENVSMVDYA HNNYQAQSAV PLRHETHGGE DVAVFSKGPM 450
AHLLHGVHEQ NYVPHVMAYA ACIGANLGHC APASSLKDKT HTCPPCPAPE 500
LLGGPSVFLF PPKPKDTLMI SRTPEVTCVV VDVSHEDPEV KFNWYVDGVE 550
VHNAKTKPRE EQYNSTYRVV ~SVLTVLHQDW LNGKEYKCKV SNKALPAPIE 600
KTISKAKGQP REPQVYTLPP SREEMTKNQV SLTCLVKGFY PSDIAVEWES 650
NGQPENNYKT TPPVLDSDGS FFLYSKLTVD KSRWQQGNVF SCSVMHEALH 700
NHYTQKSLSL SPGKDIDDDD DDDDDD 726

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
122-184 122'-184' 472-480 472'-480' 528-588
528'-588' 634-692 634'-692' 493-493' 496-496'

Glycosylation sites (N) / Sites de glycosylation (N) / Posiciones de glicosilacion (N)
Asn-123  Asn-123' Asn-213 Asn-213' Asn-254 Asn-254'
Asn-286 Asn-286' Asn-413 Asn-413' Asn-564 Asn-564'

immunoglobulin G4-kappa, anti-[Homo sapiens RTN4 (reticulon 4,
neurite outgrowth inhibitor, NOGO), isoform A], Homo sapiens
monoclonal antibody;

gamma4 heavy chain (1-441) [Homo sapiens VH (IGHV3-7*01
(93.80%) -(IGHD)-IGHJ2*01 T122>8S) [8.8.7] (1-114) -IGHG4*01
(115-441)], (128-214")-disulfide with kappa light chain (1'-214")
[Homo sapiens V-KAPPA (IGKV3-11*01 (100.00%) -IGKJ5*01
R123>K) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; (220-220":223-
223")-bisdisulfide dimer

immunoglobuline G4-kappa, anti-[Homo sapiens RTN4 (réticulon 4,
inhibiteur de la croissance des neurites, NOGO), isoforme A], Homo
sapiens anticorps monoclonal;chaine lourde gamma4 (1-441) [Homo
sapiens VH (IGHV3-7*01 (93.80%) -(IGHD)-IGHJ2*01 T122>S)
[8.8.7] (1-114) -IGHG4*01 (115-441)], (128-214")-disulfure avec la
chaine légere kappa (1'-214') [Homo sapiens V-KAPPA (IGKV3-
11*01 (100.00%) -IGKJ5*01 R123>K) [6.3.9] (1'-107") -IGKC*01
(108'-214")]; dimére (220-220":223-223")-bisdisulfure

inmunoglobulina G4-kappa, anti-] RTN4 de Homo sapiens (reticulén
4, inhibidor del crecimiento de las neuritas, NOGO), isoforma A],
anticuerpo monoclonal de Homo sapiens;

cadena pesada gamma4 (1-441) [VH de Homo sapiens (IGHV3-7*01
(93.80%) -(IGHD)-IGHJ2*01 T122>S) [8.8.7] (1-114) -IGHG4*01
(115-441)], (128-214")-disulfuro con la cadena ligera kappa (1'-214")
[Homo sapiens V-KAPPA (IGKV3-11*01 (100.00%) -IGKJ5*01
R123>K) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimero (220-
220":223-223")-bisdisulfuro
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Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFTFS NYWMSWVRQA PGKGLEWVAT 50
IKQDGSQKNY VDSVKGRFTI SRDNAKNSLY LRLNSLRAED TAVYYCATEL 100
FDLWGRGSLV TVSSASTKGP SVFPLAPCSR STSESTAALG CLVKDYFPEP 150
VTVSWNSGAL TSGVHTFPAV LQSSGLYSLS SVVTVPSSSL GTKTYTCNVD 200
HKPSNTKVDK RVESKYGPPC PSCPAPEFLG GPSVFLFPPK PKDTLMISRT 250
PEVTCVVVDV SQEDPEVQFN WYVDGVEVHN AKTKPREEQF NSTYRVVSVL 300
TVLHQDWLNG KEYKCKVSNK GLPSSIEKTI SKAKGQPREP QVYTLPPSQE 350
EMTKNQVSLT CLVKGEFYPSD IAVEWESNGQ PENNYKTTPP VLDSDGSFFL 400
YSRLTVDKSR WQEGNVFSCS VMHEALHNHY TQKSLSLSLG K 441

Light chain / Chaine légere / Cadena ligera

EIVLTQSPAT LSLSPGERAT LSCRASQSVS SYLAWYQQKP GQAPRLLIYD 50
ASNRATGIPA RFSGSGSGTD FTLTISSLEP EDFAVYYCQQ RSNWPITFGQ 100
GTKLEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  141-197  255-315  361-419
22"-96" 141"-197" 255"-315" 361"-419"
Intra-L  23'-88'  134'-194'
23M88"™  134™-194"™
Inter-H-L  128-214' 128"-214"
Inter-H-H 220-220" 223-223"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

291,291"
atopaxarum
atopaxar 2-(5,6-diethoxy-7-fluoro-1-imino-1,3-dihydro-2H-isoindol-2-yl)-
1-[3-tert-butyl-4-methoxy-5-(morpholin-4-yl)phenyllethan-1-one
atopaxar 2-(5,6-diéthoxy-7-fluoro-1-imino-1,3-dihydro-2H-isoindol-2-yl)-
1-[3-tert-butyl-4-méthoxy-5-(morpholin-4-yl)phénylléthanone
atopaxar 2-(5,6-dietoxi-7-fluoro-1-imino-1,3-dihidro-2H-isoindol-2-il)-1-[3-terc-

butil-4-metoxi-5-(morfolin-4-il)fenilletan-1-ona

CZQHSBFN305

E NH HaC oy
H30v0:©:/l< 3
. CH,
H,e” Y0 »—C?oom
o
B,
s

bisegliptinum
bisegliptin ethyl 4-({2-[(2S,4S)-2-cyano-4-fluoropyrrolidin-1-yl]-
2-oxoethyl}amino)bicyclo[2.2.2]octane-1-carboxylate

biségliptine 4-({2-[(2S,4S)-2-cyano-4-fluoropyrrolidin-1-yl]-
2-oxoéthyltamino)bicyclo[2.2.2]octane-1-carboxylate d'éthyle

bisegliptina 4-({2-[(2S,4S)-2-ciano-4-fluoropirrolidin-1-il]-
2-oxoetil}amino)biciclo[2.2.2]octano-1-carboxilato de etilo

C1gH26FN303
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burixaforum
burixafor

burixafor

burixafor

cadazolidum
cadazolid

cadazolid

cadazolid

carlumabum #
carlumab

(2-{4-[6-amino-2-({[(1r,4r)-4-({[3-
(cyclohexylamino)propylJamino}methyl)cyclohexyllmethyl}amino)
pyrimidin-4-yl]piperazin-1-yl}ethyl)phosphonic acid

acide (2-{4-[6-amino-2-({[(1r,4r)-4-({[3-
(cyclohexylamino)propyl]Jamino}méthyl)cyclohexyllméthyl}amino)
pyrimidin-4-yl]pipérazin-1-yl}éthyl)phosphonique

acido (2-{4-[6-amino-2-({[(1r,4r)-4-({[3-
(ciclohexilamino)propillamino}metil)ciclohexillmetil}amino)pirimidin-
4-illpiperazin-1-il}etil)fosfénico

CZ7H51 NSOSP

I
I
ZT

NH,

1-cyclopropyl-6-fluoro-7-[4-({2-fluoro-4-[(5R)-5-(hydroxymethyl)-
2-oxo0-1,3-oxazolidin-3-ylJphenoxy}methyl)-4-hydroxypiperidin-1-yl]-
4-oxo-1,4-dihydroquinolin-3-carboxylic acid

acide 1-cyclopropyl-6-fluoro-7-[4-({2-fluoro-4-[(5R)-5-
(hydroxymeéthyl)-2-oxo-1,3-oxazolidin-3-ylJphénoxy}méthyl)-
4-hydroxypipéridin-1-yl]-4-oxo-1,4-dihydroquinoléine-3-carboxylique

acido 1-ciclopropil-6-fluoro-7-[4-({2-fluoro-4-[(5R)-5-(hidroximetil)-
2-ox0-1,3-oxazolidin-3-il[fenoxi}metil)-4-hidroxipiperidin-1-il]-4-oxo-
1,4-dihidroquinolin-3-carboxilico

C29H29F2N3O8
O
O
H
o X

OH
o Y
F N N
|

F CO,H
o}

immunoglobulin G1-kappa, anti-[Homo sapiens CCL2 (chemokine
(C-C motif) ligand 2, C-C motif chemokine 2, monocyte
chemoattractant protein-1, MCP-1, monocyte chemotactic and
activating factor, MCAF, small inducible cytokine A2, SCYA2,
HC11)], Homo sapiens monoclonal antibody;

gamma heavy chain (1-449) [Homo sapiens VH (IGHV1-69*01
(99.00%) -(IGHD)-IGHJ4*01 [8.8.12] (1-119) -IGHG1*01 (120-449)),
(222-216'")-disulfide with kappa light chain (1'-216') [Homo sapiens
V-KAPPA (IGKV3-11*01 (94.50%) -IGKJ1*01) [7.3.10] (1'-109') -
IGKC*01 (110'-216")]; (228-228":231-231")-bisdisulfide dimer
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carlumab immunoglobuline G1-kappa, anti-[Homo sapiens CCL2 (chimiokine
(C-C maitif) ligand 2, C-C motif chimiokine 2, protéine 1
chimioattractante du monocyte, MCP-1, facteur activateur et
chimiotactique du monocyte, MCAF, SCYA2, HC11)], Homo sapiens
anticorps monoclonal;
chaine lourde gamma1 (1-449) [Homo sapiens VH (IGHV1-69*01
(99.00%) -(IGHD)-IGHJ4*01 [8.8.12] (1-119) -IGHG1*01 (120-449)),
(222-216")-disulfure avec la chaine légére kappa (1'-216') [Homo
sapiens V-KAPPA (IGKV3-11*01 (94.50%) -IGKJ1*01) [7.3.10]
(1'-109") -IGKC*01 (110'-216")]; dimére (228-228":231-231")-
bisdisulfure

carlumab inmunoglobulina G1-kappa, anti-[Homo sapiens CCL2 (quimiokina
(C-C motif) ligando 2, C-C motif quimiokina 2, proteina 1
quimiotactica de monocito, MCP-1, factor activador y quimiotactico
de monocito, MCAF, SCYA2, HC11)], anticuerpo monoclonal de
Homo sapiens;
cadena pesada gamma1 (1-449) [Homo sapiens VH (IGHV1-69*01
(99.00%) -(IGHD)-IGHJ4*01 [8.8.12] (1-119) -IGHG1*01 (120-449)),
(222-216")-disulfuro con la cadena ligera kappa (1'-216") [Homo
sapiens V-KAPPA (IGKV3-11*01 (94.50%) -IGKJ1*01) [7.3.10]
(1-109') -IGKC*01 (110'-216")]; dimero (228-228":231-231")-
bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGSSVKV SCKASGGTFS SYGISWVRQA PGQGLEWMGG 50
IIPIFGTANY AQKFQGRVTI TADESTSTAY MELSSLRSED TAVYYCARYD 100
GIYGELDFWG QGTLVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKFNWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légére / Cadena ligera

EIVLTQSPAT LSLSPGERAT LSCRASQSVS DAYLAWYQQK PGQAPRLLIY 50
DASSRATGVP ARFSGSGSGT DFTLTISSLE PEDFAVYYCH QYIQLHSFTF 100
GQGTKVEIKR TVAAPSVFIF PPSDEQLKSG TASVVCLLNN FYPREAKVQW 150
KVDNALQSGN SQESVTEQDS KDSTYSLSST LTLSKADYEK HKVYACEVTH 200
QOGLSSPVTKS FNRGEC 216

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  146-202  263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L  23'-89"  136'-196'
23"-89"  136"™-196"
Inter-H-L 222-216' 222"-216"
Inter-H-H 228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
299, 299"

cenisertibum

cenisertib (1S,2S,3R,4R)-3-{[5-fluoro-2-({3-methyl-4-(4-methylpiperazin-
1-yl)phenyl}amino)pyrimidin-4-ylJamino}bicyclo[2.2.1]hept-5-ene-
2-carboxamide

cénisertib (1S,2S,3R,4R)-3-[(5-fluoro-2-{[3-méthyl-4-(4-méthylpipérazin-
1-yl)phényl]lamino}pyrimidin-4-yl)amino]bicyclo[2.2.1]hept-5-&ne-
2-carboxamide

cenisertib (1S,2S,3R,4R)-3-{[5-fluoro-2-({3-metil-4-(4-metilpiperazin-
1-il)fenil}amino)pirimidin-4-ilJamino}biciclo[2.2.1]hept-5-eno-
2-carboxamida

303
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crolibulinum

Cz4H30FN7O

crolibulin (4R)-2,7,8-triamino-4-(3-bromo-4,5-dimethoxyphenyl)-4 H-chromene-

3-carbonitrile
crolibuline (4R)-2,7,8-triamino-4-(3-bromo-4,5-diméthoxyphényl)-4 H-chroméne-

3-carbonitrile
crolibulina (4R)-2,7,8-triamino-4-(3-bromo-4,5-dimetoxifenil)-4 H-cromeno-

3-carbonitrilo

C1gH17BrN4O3

H,CO

H,CO

Br

darexabanum
darexaban N-[2-hydroxy-6-(4-methoxybenzamido)phenyl]-4-(4-methyl-

1,4-diazepan-1-yl)benzamide
darexaban N-[2-hydroxy-6-(4-méthoxybenzamido)phényl]-4-(4-méthyl-

1,4-diazépan-1-yl)benzamide
darexaban N-[2-hidroxi-6-(4-metoxibenzamido)fenil]-4-(4-metil-1,4-diazepan-

1-il)benzamida

C27H30N4O4

HO.
(0]
OCH
N 3
H
HN
S
N\) ©
/
HsC
304
INN
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delamanidum
delamanid

délamanid

delamanid

edivoxetinum
edivoxetine

édivoxétine

edivoxetina

efinaconazolum
efinaconazole

éfinaconazole

efinaconazol

(2R)-2-methyl-6-nitro-2-[(4-{4-[4-(trifluoromethoxy)phenoxy]piperidin-
1-yl}phenoxy)methyl]-2,3-dihydroimidazo[2,1-b][1,3]oxazole

(2R)-2-méthyl-6-nitro-2-[(4-{4-[4-(trifluorométhoxy)phénoxy]pipéridin-
1-yl}phénoxy)méthyl]-2,3-dihydroimidazo[2,1-b]oxazole

(2R)-2-metil-6-nitro-2-[(4-{4-[4-(trifluorometoxi)fenoxi]piperidin-
1-il}fenoxi)metil]-2,3-dihidroimidazo[2,1-b][1,3]oxazol

o
OCF,4

CZSH25F3N4OG

oI5

(1R)-2-(5-fluoro-2-methoxyphenyl)-1-[(2S)-morpholin-2-yl]-1-(oxan-
4-yl)ethan-1-ol

(1R)-2-(5-fluoro-2-méthoxyphényl)-1-[(2S)-morpholin-2-yl]-1-(oxan-
4-yl)éthan-1-ol

(1R)-2-(5-fluoro-2-metoxifenil)-1-[(2S)-morfolin-2-il]-1-(oxan-4-il)etan-
1-ol

C1gHa6FNO,

(2R,3R)-2-(2,4-difluorophenyl)-3-(4-methylenepiperidin-1-yl)-
1-(1H-1,2,4-triazin-1-yl)butan-2-ol

(2R,3R)-2-(2,4-difluorophényl)-3-(4-méthylenepipéridin-1-yl)-
1-(1H-1,2,4-triazol-1-yl)butan-2-ol

(2R,3R)-2-(2,4-difluorofenil)-3-(4-metilenopiperidin-1-il)-
1-(1H-1,2,4-triazin-1-il)butan-2-ol

C18H22F2N4O

1.9
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egaptivonum pegolum
egaptivon pegol

egaptivon pégol

a pegylated aptamer which binds von Willebrand factor;
5'-0O-{[6-(carboxyamino)hexyl]hydroxyphosphoryl}-2'-O-
methylguanylyl-(3'=5')-2'-O-methylcytidylyl-(3'—5')-2"-O-
methylguanylyl-(3'—5')-2'-O-methyluridylyl-(3'—5')-2'-deoxyguanylyl-
(3'>5")-2'-deoxycytidylyl-(3'—5')-2'-deoxyadenylyl-(3'>5')-2'-O-
methylguanylyl-(3'—>5')-2'-O-methyluridylyl-(3'—5')-2"-O-
methylguanylyl-(3'—5')-2'-O-methylcytidylyl-(3'—5')-2"-O-
methylcytidylyl-(3'—5')-2'-O-methyluridylyl-(3'>5')-2'-O-
methyluridylyl-(3'—-5")-2'-O-methylcytidylyl-(3'>5')-2'-O-
methylguanylyl-(3'—5')-2'-O-methylguanylyl-(3'—>5')-2'-O-
methylcytidylyl-(3'—5')-2'-deoxycytidylyl-(3'—5')-2"-O-methyl-P-
thioguanylyl-(3'—5')-thymidylyl-(3'—5')-2"-O-methylguanylyl-(3'—=5')-
2'-deoxycytidylyl-(3'—5')-2'-deoxyguanylyl-(3'—5')-2'-deoxyguanylyl-
(3'—>5'")-thymidylyl-(3'—5')-2'-O-methylguanylyl-(3'—>5')-2'-O-
methylcytidylyl-(3'—5')-2"-deoxycytidylyl-(3'—5')-2'-O-methyluridylyl-
(3'—>5")-2'-deoxycytidylyl-(3'—5')-2'-deoxycytidylyl-(3'—5')-2"-O-
methylguanylyl-(3'—5')-2'-O-methyluridylyl-(3'—5')-2'-deoxycytidylyl-
(3'—>5")-2'-0O-methyladenylyl-(3'—5')-2'-O-methylcytidylyl-(3'—5")-2'-
O-methylguanylyl-(3'—5')-2'-O-methylcytidylyl-(3'—3')-thymidine,
carbamate ester with monomethyl ether of polyethylene gycol (20
kDa)

aptamére pégylé qui se lie au facteur de von Willebrand;

ester carbamique entre I'éther monométhylique du
polyéthyléneglycol (macrogol 20 kDa) et le 5'-O-{[6-
(carboxyamino)hexyllhydroxyphosphoryl}-2'-O-méthylguanylyl-
(3'=5')-2'-0-méthylcytidylyl-(3'—5')-2"-O-méthylguanylyl-(3'—5')-2'"-
O-méthyluridylyl-(3'—5')-2"-désoxyguanylyl-(3'—5')-2'-
désoxycytidylyl-(3'—5")-2'-désoxyadénylyl-(3'—>5')-2'-O-
méthylguanylyl-(3'—5')-2'-O-méthyluridylyl-(3'—5')-2'-O-
méthylguanylyl-(3'—5')-2'-O-méthylcytidylyl-(3'—5')-2"-O-
méthylcytidylyl-(3'—5')-2'-O-méthyluridylyl-(3'>5')-2'-O-
méthyluridylyl-(3'—5')-2"-O-méthylcytidylyl-(3'—>5')-2'-O-
méthylguanylyl-(3'—5')-2'-O-méthylguanylyl-(3'—>5')-2'-O-
méthylcytidylyl-(3'—5')-2'-désoxycytidylyl-(3'—>5')-2'-O-méthyl-P-
thioguanylyl-(3'—5')-thymidylyl-(3'—5')-2"-O-méthylguanylyl-(3'—5')-
2'-désoxycytidylyl-(3'—5')-2'-désoxyguanylyl-(3'—5')-2'-
désoxyguanylyl-(3'—5')-thymidylyl-(3'>5')-2'-O-méthylguanylyl-
(3'>5')-2'-0O-méthylcytidylyl-(3'—5")-2"-désoxycytidylyl-(3'—5')-2'-O-
méthyluridylyl-(3'—5')-2'-désoxycytidylyl-(3'—5')-2'-désoxycytidylyl-
(3'>5')-2'-0-méthylguanylyl-(3'—5')-2'-O-méthyluridylyl-(3'—5')-2'-
désoxycytidylyl-(3'—5')-2'-O-méthyladénylyl-(3'—5')-2"-O-
méthylcytidylyl-(3'—>5')-2'-O-méthylguanylyl-(3'—5')-2"-O-
méthylcytidylyl-(3'—>3')-thymidine
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egaptivon pegol aptamero pegilado que se une al factor de von Willebrand;
éster carbamico entre el éter monometilico del polietilenglicol
(macrogol 20 kDa) y el 5'-O-{[6-(carboxiamino)hexil]hidroxifosforil}-
2'-O-metilguanilil-(3'—>5')-2'-O-metilcitidilil-(3'>5')-2'-O-metilguanilil-
(3'—>5'")-2"-O-metiluridilil-(3'>5')-2"-desoxiguanilil-(3'—5')-2'-
desoxicitidilil-(3'—5')-2'-desoxiadenilil-(3'>5')-2'-O-metilguanilil-
(3'>5')-2"-O-metiluridilil-(3'>5')-2'-O-metilguanilil-(3'—>5')-2"-O-
metilcitidilil-(3'>5")-2'-O-metilcitidilil-(3'—>5")-2'-O-metiluridilil-(3'—5')-
2'-O-metiluridilil-(3'>5')-2"-O-metilcitidilil-(3'>5')-2"- O-metilguanilil-
(3'—5'")-2'-O-metilguanilil-(3'-5')-2'-O-metilcitidilil-(3'—5')-2'-
desoxicitidilil-(3'>5')-2'-O-metil-P-tioguanilil-(3'>5'")-timidilil-(3'—5')-
2'-O-metilguanilil-(3'—5')-2"-desoxicitidilil-(3'—>5')-2'-desoxiguanilil-
(3'—>5'")-2"-desoxiguanilil-(3'—5'")-timidilil-(3'>5')-2'-O-metilguanilil-
(3'>5')-2"-O-metilcitidilil-(3'—>5')-2'-desoxicitidilil-(3'»5')-2'-O-
metiluridilil-(3'—>5")-2'-desoxicitidilil-(3'>5')-2'-desoxicitidilil-(3'>5')-2'-
O-metilguanilil-(3'—5')-2'-O-metiluridilil-(3'—5')-2"-desoxicitidilil-
(3'—>5")-2"-O-mtiladenilil-(3'—>5')-2'-O-metilcitidilil-(3'>5')-2'-O-
metilguanilil-(3'—5')-2'-O-metilcitidilil-(3'—3')-timidina

C413H546N1440275P4OS (CZH4O)n

E\/\/H\g/oi\/\ of O

(3-5")( "p—Gm—Cm—-Gm—Um—-dG—dC—dA—Gm—-Um-Gm—-Cm—-Cm—
Um—Cm—-Gm—-Gm—Cm—-dC—Gm—sp—dT—Gm—dC—dG—dG—dT—Gm—
Gm—Cm—-dC—Um-dC—dC—Gm—-Um—-dC—Am—Cm—Gm—Cm3'—3'dT)

elobixibatum

elobixibat [(2R)-2-(2-{[3,3-dibutyl-7-(methylsulfanyl)-1,1-dioxo-5-phenyl-
2,3,4,5-tetrahydro-1 H-1)\6,5-benzothiazepin-8-y|]oxy}acetamido)—
2-phenylacetamido]acetic acid

élobixibat acide [(2R)-2-(2-{[3,3-dibutyl-7-(méthylsulfanyl)-1,1-dioxo-5-phényl-
2,3,4,5-tétrahydro-1H-1A° 5-benzothiazépin-8-yljoxy}acétamido)-
2-phénylacétamido]acétique

elobixibat acido [(2R)-2-(2-{[3,3-dibutil-5-fenil-7-(metilsulfanil)-1,1-dioxo-
2,3,4,5-tetrahidro-1H-1A° 5-benzotiazepin-8-iljoxi}acetamido)-
2-fenilacetamido]acético

CasHasN307S;
CHy

s

N S

0
s{ o/\n/ > H/\COZH
307
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elsiglutidum
elsiglutide

elsiglutide

elsiglutida

empagliflozinum
empagliflozin

empagliflozine

empagliflozina

[2-glycine(A>G),3-glutamic acid(D>E),8-serine(D>S),10-
leucine(M>L),11-serine(N>S),16-alanine(N>A),24-alanine(N>A),28-
alanine(Q>A)]human glucagon-like peptide 2 (GLP-2) fusion protein
with hexalysinamide

[2-glycine(A>G),3-acide glutamique(D>E),8-sérine(D>S),10-
leucine(M>L),11-sérine(N>S),16-alanine(N>A),24-alanine(N>A),28-
alanine(Q>A)]peptide 2 semblable au glucagon humain (GLP-2)
protéine de fusion avec I'hexalysinamide

[2-glicina(A>G),3-acide glutamico(D>E), 8-serina(D>S),10-
leucina(M>L),11-serina(N>S),16-alanina(N>A),24-alanina(N>A),28-
alanina(Q>A)]péptido 2 similar al glucagon humano(GLP-2) proteina
de fusion con hexalisinamida

C196H323N53O56

HGEGSFSSEL  STILDALAAR  DFIAWLIATK  ITDKKKKKK 39

Modified residue / Résidu modifi¢ / Residuo modificado
K lysinamide

(1S)-1,5-anhydro-1-C-{4-chloro-3-[(4-{[(3S)-oxolan-
3-ylJoxy}phenyl)methyl]phenyl}-D-glucitol

(1S)-1,5-anhydro-1-C-{4-chloro-3-[(4-{[(3S)-oxolan-
3-ylJoxyl}phényl)méthyllphényl}-D-glucitol

(1S)-1,5-anhidro-1-C-{4-cloro-3-[(4-{[(3S)-oxolan-
3-ilJoxi}fenil)metil]fenil}-D-glucitol

Ca3H,7CIO;
(0] (0]
| Cl
oy

O,
OH
HO
OH
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enavatuzumabum #
enavatuzumab

énavatuzumab

enavatuzumab

immunoglobulin G1-kappa, anti-[Homo sapiens TNFRSF12A (tumor
necrosis factor receptor superfamily member 12A, fibroblast growth
factor (FGF)-inducible 14 kDa protein, Fn14, TNF-like weak inducer
of apoptosis (Tweak) receptor, Tweak receptor, TweakR, CD266],
humanized monoclonal antibody;

gamma1 heavy chain (1-449) [humanized VH (Homo sapiens
IGHV3-7*01 (86.70%) -(IGHD)-IGHJ6*01 T123>L (114)) [8.10.10]
(1-119) -Homo sapiens IGHG1*01 CH3 D12>E (358), L14>M (360)
(120-449)], (222-218")-disulfide with kappa light chain (1'-218")
[humanized V-KAPPA (Homo sapiens IGKV1-39*01 (84.80%) -
IGKJ4*01) [10.3.9] (1'-111") -Homo sapiens IGKC*01 (112'-218")];
(228-228":231-231")-bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens TNFRSF12A
(membre 12A de la superfamille des récepteurs du facteur de
nécrose tumorale, protéine de 14 kDa induite par le facteur de
croissance du fibroblaste (FGF), Fn14, TNF-like faible inducteur
d'apoptose (Tweak), récepteur de Tweak, CD266], anticorps
monoclonal humanisé;

chaine lourde gamma1 (1-449) [VH humanisé (Homo sapiens
IGHV3-7*01 (86.70%) -(IGHD)-IGHJ6*01 T123>L (114)) [8.10.10]
(1-119) -Homo sapiens IGHG1*01 CH3 D12>E (358), L14>M (360)
(120-449)], (222-218")-disulfure avec la chaine légere kappa (1'-218")
[V-KAPPA humanisé (Homo sapiens IGKV1-39*01 (84.80%) -
IGKJ4*01) [10.3.9] (1'-111') -Homo sapiens IGKC*01 (112'-218")];
dimere (228-228":231-231")-bisdisulfure

inmunoglobulina G1-kappa, anti-[TNFRSF12A de Homo sapiens
(miembro 12A de la superfamilia de receptores del factor de
necrosis tumoral, proteina de 14 kDa inducida por el factor de
crecimiento de fibroblastos (FGF), Fn14, TNF-like débil inductor de
apoptosis (Tweak), receptor de Tweak, CD266], anticuerpo
monoclonal humanizado;

cadena pesada gamma1 (1-449) [VH humanizada (Homo sapiens
IGHV3-7*01 (86.70%) -(IGHD)-IGHJ6*01 T123>L (114)) [8.10.10]
(1-119) -Homo sapiens IGHG1*01 CH3 D12>E (358), L14>M (360)
(120-449)], (222-218")-disulfuro con la cadena ligera kappa (1'-218")
[V-KAPPA humanizada (Homo sapiens IGKV1-39*01 (84.80%) -
IGKJ4*01) [10.3.9] (1'-111") -Homo sapiens IGKC*01 (112'-218")];
dimero (228-228":231-231")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFTFS SYWMSWVRQA PGKGLEWVAE 50
IRLKSDNYAT HYAESVKGRF TISRDDSKNS LYLOMNSLRA EDTAVYYCTG 100
YYADAMDYWG QGTLVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKFNWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSREEM TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASQSVS TSSYSYMHWY QQKPGKAPKL 50
LIKYASNLES GVPSRFSGSG SGTDFTLTIS SLQPEDFATY YCQHSWEIPY 100
TFGGGTKVEI KRTVAAPSVF IFPPSDEQLK SGTASVVCLL NNFYPREAKV 150
QWKVDNALQS GNSQESVTEQ DSKDSTYSLS STLTLSKADY EKHKVYACEV 200
THQGLSSPVT KSFNRGEC 218

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-98  146-202  263-323  369-427
22"-98" 146"-202" 263"-323" 369"-427"
Intra-L 23'-92' 138"-198'
23M.92™  138"M-198"
Inter-H-L 222-218' 222"-218"
Inter-H-H 228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
299, 299"
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enokizumabum #
enokizumab

énokizumab

enokizumab

erteberelum
erteberel

ertébérel

immunoglobulin G1-kappa, anti-[Homo sapiens IL9 (interleukin 9,
IL-9, T cell growth factor p40)], humanized monoclonal antibody;
gamma1 heavy chain (1-452) [humanized VH (Homo sapiens
IGHV1-69*11 (87.80%) -(IGHD)-IGHJ4*01) [8.8.15] (1-122) -Homo
sapiens IGHG1*03 (123-452)], (225-214")-disulfide with kappa light
chain (1'-214") [humanized V-KAPPA (Homo sapiens IGKV1-39*01
(83.20%) -IGKJ4*01) [6.3.9] (1'-107") -Homo sapiens IGKC*01 (108'-
214")]; (231-231":234-234")-bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens IL9 (interleukine 9,
IL-9, facteur de croissance p40 des cellules T)], anticorps
monoclonal humanisé;

chaine lourde gamma1 (1-452) [VH humanisé (Homo sapiens
IGHV1-69*11 (87.80%) -(IGHD)-IGHJ4*01) [8.8.15] (1-122) -Homo
sapiens IGHG1*03 (123-452)], (225-214")-disulfure avec la chaine
Iégére kappa (1'-214") [V-KAPPA humanisé (Homo sapiens IGKV1-
39*01 (83.20%) -IGKJ4*01) [6.3.9] (1'-107") -Homo sapiens IGKC*01
(108'-214")]; dimére (231-231":234-234")-bisdisulfure

inmunoglobulina G1-kappa, anti-[IL9 de Homo sapiens (interleukina
9, IL-9, factor de crecimiento p40 de células T)], anticuerpo
monoclonal humanizado;

cadena pesada gamma1 (1-452) [VH humanizada (Homo sapiens
IGHV1-69*11 (87.80%) -(IGHD)-IGHJ4*01) [8.8.15] (1-122) -Homo
sapiens IGHG1*03 (123-452)], (225-214'")-disulfuro con la cadena
ligera kappa (1'-214") [V-KAPPA humanizada (Homo sapiens IGKV1-
39*01 (83.20%) -IGKJ4*01) [6.3.9] (1'-107") -Homo sapiens IGKC*01
(108'-214"]; dimero (231-231":234-234")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGSSVKV SCKASGGTFS YYWIEWVRQA PGQGLEWMGE 50
ILPGSGTTNP NEKFKGRVTI TADESTSTAY MELSSLRSED TAVYYCARAD 100
YYGSDYVKFD YWGQGTLVTV SSASTKGPSV FPLAPSSKST SGGTAALGCL 150
VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VTVPSSSLGT 200
QTYICNVNHK PSNTKVDKRV EPKSCDKTHT CPPCPAPELL GGPSVFLFPP 250
KPKDTLMISR TPEVTCVVVD VSHEDPEVKE NWYVDGVEVH NAKTKPREEQ 300
YNSTYRVVSV LTVLHQDWLN GKEYKCKVSN KALPAPIEKT ISKAKGQPRE 350
PQVYTLPPSR EEMTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP 400
PVLDSDGSFF LYSKLTVDKS RWQQGNVESC SVMHEALHNH YTQKSLSLSP 450
GK 452

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCKASQHVI THVTWYQQKP GKAPKLLIYG 50
TSYSYSGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ FYEYPLTFGG 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H ~ 22-96  149-205  266-326  372-430
22"-96"  149"-205"  266"-326"  372"-430"
Intra-L  23'-88'  134'-194'
23M_g8M  [34™-194™
Inter-H-L ~ 225-214'  225"-214™
Inter-H-H  231-231"  234-234"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
302, 302"

(3aS,4R,9bR)-4-(4-hydroxyphenyl)-1,2,3,3a,4,9b-
hexahydrocyclopenta[c]chromen-8-ol

(3aS,4R,9bR)-4(4-hydroxyphényl)-1,2,3,3a,4,9b-
hexahydrocyclopenta[c][1]chromén-8-ol
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erteberel

etrolizumabum #
etrolizumab

étrolizumab

etrolizumab

(3aS,4R,9bR)-4-(4-hidroxifenil)-1,2,3,3a,4,9b-
hexahidrociclopenta[c]cromen-8-ol

C18H1803

I
I
T
o
I

HO

immunoglobulin G1-kappa, anti-[Homo sapiens integrins
ITGA4_ITGBY (integrin alpha4 (CD49d)_beta?, integrin a437,
lymphocyte Peyer's patch adhesion molecule 1, LPAM-1) and
ITGAE_ITGB?Y (integrin alphaE (CD103, alphalEL)_beta7, integrin
aER7, HML-1], humanized monoclonal antibody;

gamma1 heavy chain (1-446) [humanized VH (Homo sapiens
IGHV3-66*01 (81.40%) -(IGHD)-IGHJ4*01) [8.7.11] (1-117) -Homo
sapiens IGHG1*01 CH3 D12>E (356), L14>M (358), K130>del (118-
446)), (220-214")-disulfide with kappa light chain (1'-214') [humanized
V-KAPPA (Homo sapiens IGKV1-39*01 (85.30%) -IGKJ1*01) [6.4.9]
(1-107") -Homo sapiens IGKC*01 (108'-214")]; (226-226":229-229")-
bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens intégrines
ITGA4_ITGB?Y (intégrine alpha4 (CD49d)_béta7, intégrine o437,
récepteur d'adressage spécifique des plaques de Peyer, LPAM-1) et
ITGAE_ITGB?Y (intégrine alphak (CD103, alphalEL)_béta7, intégrine
aER7, HML1)], anticorps monoclonal humanisé;

chaine lourde gamma1 (1-446) [VH humanisé (Homo sapiens
IGHV3-66*01 (81.40%) -(IGHD)-IGHJ4*01) [8.7.11] (1-117) -Homo
sapiens IGHG1*01 CH3 D12>E (356), L14>M (358), K130>del (118-
446)], (220-214")-disulfure avec la chaine légére kappa (1'-214")
[V-KAPPA humanisé (Homo sapiens IGKV1-39*01 (85.30%) -
IGKJ1*01) [6.4.9] (1'-107') -Homo sapiens IGKC*01 (108'-214")];
dimére (226-226":229-229")-bisdisulfure

immunoglobuline G1-kappa, anti-[integrinas ITGA4_ITGB7 de Homo
sapiens (integrina alfa4 (CD49d)_beta7, integrina a4f7, molécula de
adhesion especifica de linfocitos de las placas de Peyer, LPAM-1) e
ITGAE_ITGB?Y (integrina alfaE (CD103, alfalEL)_beta?7, integrina
aER7, HML1)], anticuerpo monoclonal humanizado;

cadena pesada gamma1 (1-446) [VH humanizada (Homo sapiens
IGHV3-66*01 (81.40%) -(IGHD)-IGHJ4*01) [8.7.11] (1-117) -Homo
sapiens IGHG1*01 CH3 D12>E (356), L14>M (358), K130>del (118-
446)], (220-214")-disulfuro con la cadena ligera kappa (1'-214')
[V-KAPPA humanizado (Homo sapiens IGKV1-39*01 (85.30%) -
IGKJ1*01) [6.4.9] (1'-107") -Homo sapiens IGKC*01 (108'-214")];
dimero (226-226":229-229")-bisdisulfuro
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Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFFIT NNYWGWVRQA PGKGLEWVGY 50
ISYSGSTSYN PSLKSRFTIS RDTSKNTEFYL QMNSLRAEDT AVYYCARTGS 100
SGYFDFWGQG TLVTVSSAST KGPSVFPLAP SSKSTSGGTA ALGCLVKDYF 150
PEPVTVSWNS GALTSGVHTF PAVLQSSGLY SLSSVVTVPS SSLGTQTYIC 200
NVNHKPSNTK VDKKVEPKSC DKTHTCPPCP APELLGGPSV FLFPPKPKDT 250
LMISRTPEVT CVVVDVSHED PEVKFNWYVD GVEVHNAKTK PREEQYNSTY 300
RVVSVLTVLH QDWLNGKEYK CKVSNKALPA PIEKTISKAK GQPREPQVYT 350
LPPSREEMTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS 400
DGSFFLYSKL TVDKSRWQQG NVEFSCSVMHE ALHNHYTQKS LSLSPG 446

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASESVD DLLHWYQQKP GKAPKLLIKY 50
ASQSISGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ GNSLPNTFGQ 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H ~ 22-95 144-200 261-321 367-425
22"-95" 144"-200"  261"-321"  367"-425"
Intra-L ~ 23'-88'  134'-194'
23M_88"  134"-194™
Inter-H-L ~ 220-214'  220"-214"™
Inter-H-H 226-226" 229-229"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
297,297"

florbenazinum (*°F)

florbenazine (*°F) (2R,3R,11bR)-9-(3-["*FIfluoropropoxy)-10-methoxy-
3-(2-methylpropyl)-1,3,4,6,7,11b-hexahydro-2H-pyrido[2,1-
alisoquinolin-2-ol

florbénazine ('°F) (2R,3R,11bR)-9-(3-["®FIfluoropropoxy)-10-méthoxy-
3-(2-méthylpropyl)-1,3,4,6,7,11b-hexahydro-2H-pyrido[2,1-
alisoquinoléin-2-ol

florbenazina (*°F) (2R,3R,11bR)-9-(3-[*FIfluoropropoxi)-3-(2-metilpropil}-10-metoxi-
1,3,4,6,7,11b-hexahidro-2H-pirido[2,1-a]isoquinolin-2-ol

CoiHz"°FNO;

forigerimodum
forigerimod 0*"_phosphono(human U1 small nuclear ribonucleoprotein 70 kDa
(snRNP70))-(131-151)-peptide

forigérimod 0*"_phosphono(petite ribonucléoprotéine nucléaire U1 humaine de
70 kDa (snRNP70))-(131-151)-peptide

forigerimod 0*"_fosfono(pequeiia ribonucleoproteina nuclear U1 humana de 70
kDa (snRNP70))-(131-151)-péptido
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fulranumabum #
fulranumab

fulranumab

fulranumab

C117H181N34032PS

RIHMVYSKRS GKPRGYAFIE Y 21

Modified residues / Résidus modifiés / Residuos modificados

) Hon
10 o=p”
03,10-phosphono \

(phosphoserine) OY

H 1]

immunoglobulin G2-kappa, anti-[Homo sapiens NGF (nerve growth
factor, nerve growth factor beta polypeptide, NGFB, beta-NGF)],
Homo sapiens monoclonal antibody;

gamma2 heavy chain (1-449) [Homo sapiens VH (IGHV3-48*02
(92.90%) -(IGHD)-IGHJ4*01) [8.8.16] (1-123) -IGHG2*01 (124-449)],
(137-214")-disulfide with kappa light chain (1'-214') [Homo sapiens
V-KAPPA (IGKV1-13*02 (100.00%) -IGKJ4*01) [6.3.9] (1'-107") -
IGKC*01 (108'-214")]; (225-225":226-226".229-229":232-232"")-
tetrakisdisulfide dimer

immunoglobuline G2-kappa, anti-[Homo sapiens NGF (facteur de
croissance du nerf, facteur de croissance du nerf polypeptide béta,
NGFB, béta-NGF)], Homo sapiens anticorps monoclonal;

chaine lourde gammaz2 (1-449) [Homo sapiens VH (IGHV3-48*02
(92.90%) -(IGHD)-IGHJ4*01) [8.8.16] (1-123) -IGHG2*01 (124-449)],
(137-214")-disulfure avec la chaine légére kappa (1'-214') [Homo
sapiens V-KAPPA (IGKV1-13*02 (100.00%) -IGKJ4*01) [6.3.9] (1'-
107") -IGKC*01 (108'-214")]; dimére (225-225":226-226":229-
229":232-232")-tétrakisdisulfure

inmunoglobulina G2-kappa, anti-[NGF de Homo sapiens (factor de
crecimiento de nervios, factor de crecimiento de nervios polipétido
beta, NGFB, beta-NGF)], anticuerpo monoclonal de Homo sapiens;
cadena pesada gammaz2 (1-449) [Homo sapiens VH (IGHV3-48*02
(92.90%) -(IGHD)-IGHJ4*01) [8.8.16] (1-123) -IGHG2*01 (124-449)],
(137-214")-disulfuro con la cadena ligera kappa (1'-214') [Homo
sapiens V-KAPPA (IGKV1-13*02 (100.00%) -IGKJ4*01) [6.3.9] (1'-
107") -IGKC*01 (108'-214")]; dimero (225-225":226-226"229-
229":232-232"")-tetrakisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFTLR SYSMNWVRQA PGKGLEWVSY 50
ISRSSHTIFY ADSVKGRFTI SRDNAKNSLY LQOMDSLRDED TAMYYCARVY 100
SSGWHVSDYF DYWGQGILVT VSSASTKGPS VFPLAPCSRS TSESTAALGC 150
LVKDYFPEPV TVSWNSGALT SGVHTFPAVL QSSGLYSLSS VVTVPSSNFG 200
TQTYTCNVDH KPSNTKVDKT VERKCCVECP PCPAPPVAGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVQFNWY VDGVEVHNAK TKPREEQFNS 300
TFRVVSVLTV VHQODWLNGKE YKCKVSNKGL PAPIEKTISK TKGQPREPQV 350
YTLPPSREEM TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPML 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légére / Cadena ligera

AIQLTQSPSS LSASVGDRVT ITCRASQGIS SALAWYQQKP GKAPKLLIYD 50
ASSLESGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ FNSYPLTFGG 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  150-206 263-323  369-427
22"-96" 150"-206" 263"-323" 369"-427"
Intra-L  23'-88'  134'-194'
23M_g8M 134194
Inter-H-L 137-214' 137"-214™
Inter-H-H 225-225" 226-226" 229-229" 232-232"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
299,299"
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gaxilosum
gaxilose

gaxilose

gaxilosa

gevokizumabum #
gevokizumab

gévokizumab

gevokizumab

4-0-B-D-galactopyranosyl-D-xylose
4-O-B-D-galactopyranosyl-D-xylose

4-0O-B-D-galactopiranosil-D-xilosa

C11H20()10
o}
HO
OH OH
HO 0.0
OH OH
OH

immunoglobulin G2-kappa, anti-[Homo sapiens IL1B (interleukin 1
beta, 1L1F2, IL-1B)], humanized monoclonal antibody;

gamma2 heavy chain (1-445) [humanized VH (Homo sapiens
IGHV2-5*10 (72.70%) -(IGHD)-IGHJ5*01) [10.7.12] (1-120) -Homo
sapiens IGHG2*02 CH3 K130>del (121-445)], (134-214")-disulfide
with kappa light chain (1'-214'") [humanized V-KAPPA (Homo sapiens
IGKV1-39*01 (82.10%) -IGKJ1*01 V124>L (104")) [6.3.9] (1'-107") -
Homo sapiens IGKC*01 (108'-214")]; (222-222":223-223":226-
226":229-229")-tetrakisdisulfide dimer

immunoglobuline G2-kappa, anti-[Homo sapiens IL1B (interleukine 1
béta, 1L1F2, IL-1B)], anticorps monoclonal humanisé;

chaine lourde gamma2 (1-445) [VH humanisé (Homo sapiens
IGHV2-5*10 (72.70%) -(IGHD)-IGHJ5*01) [10.7.12] (1-120) -Homo
sapiens IGHG2*02 CH3 K130>del (121-445)], (134-214")-disulfure
avec la chaine légére kappa (1'-214') [V-KAPPA humanisé (Homo
sapiens IGKV1-39*01 (82.10%) -IGKJ1*01 V124>L (104")) [6.3.9]
(1'-107") -Homo sapiens IGKC*01 (108'-214")]; dimére (222-
222":.223-223":.226-226":229-229")-tétrakisdisulfure

inmunoglobulina G2-kappa, anti-[IL1B de Homo sapiens
(interleukina 1 beta, 1L1F2, IL-1B)], anticuerpo monoclonal
humanizado;

cadena pesada gammaz2 (1-445) [VH humanizada (Homo sapiens
IGHV2-5*10 (72.70%) -(IGHD)-IGHJ5*01) [10.7.12] (1-120) -Homo
sapiens IGHG2*02 CH3 K130>del (121-445)], (134-214'")-disulfuro
con la cadena ligera kappa (1'-214') [V-KAPPA humanizado (Homo
sapiens IGKV1-39*01 (82.10%) -IGKJ1*01 V124>L (104")) [6.3.9]
(1"-107") -Homo sapiens IGKC*01 (108'-214")]; dimero (222-
222":223-223":226-226":229-229")-tetrakisdisulfuro
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granotapidum
granotapide

granotapide

granotapida

icrucumabum #
icrucumab

Heavy chain / Chaine lourde / Cadena pesada

QVQLQESGPG LVKPSQTLSL TCSFSGFSLS TSGMGVGWIR QPSGKGLEWL 50
AHIWWDGDES YNPSLKSRLT ISKDTSKNQV SLKITSVTAA DTAVYFCARN 100
RYDPPWEVDW GQGTLVTVSS ASTKGPSVFP LAPCSRSTSE STAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VTSSNEGTQT 200
YTCNVDHKPS NTKVDKTVER KCCVECPPCP APPVAGPSVF LFPPKPKDTL 250
MISRTPEVTC VVVDVSHEDP EVQFNWYVDG MEVHNAKTKP REEQFNSTFR 300
VVSVLTVVHQ DWLNGKEYKC KVSNKGLPAP IEKTISKTKG QPREPQVYTL 350
PPSREEMTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPMLDSD 400
GSFFLYSKLT VDKSRWQQGN VFSCSVMHEA LHNHYTQKSL SLSPG 445

Light chain / Chaine 1égére / Cadena ligera

DIQMTQSTSS LSASVGDRVT ITCRASQDIS NYLSWYQQKP GKAVKLLIYY 50
TSKLHSGVPS RFSGSGSGTD YTLTISSLQQ EDFATYFCLQ GKMLPWTFGQ 100
GTKLEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H  22-97 147-203 260-320 366-424
22"-97"  147"-203"  260"-320"  366"-424"
Intra-L  23'-88' 134'-194'
23"-88"  134™M-194"
Inter-H-L  134-214"  134"-214"
Inter-H-H  222-222"  223-223"  226-226"  229-229"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
296, 296"

diethyl 2-({2-[3-(dimethylcarbamoyl)-4-{4'-(trifluoromethyl)-
[1,1'-biphenyl]-2-carboxamido}phenyl]acetyloxy}methyl)-
2-phenylpropanedioate
2-[({2-[3-(diméthylcarbamoyl)-4-({[4'-(trifluorométhyl)-[1,1'-biphényl]-
2-yl-carboxamido)phényllacétyl}oxy)méthyl]-2-phénylpropanedioate
de diéthyle

2-({2-[3-(dimetilcarbamoil)-4-{4'-(trifluorometil)-[1,1'-bifenil]-
2-carboxamido}fenil]acetiloxi}metil)-2-fenilpropanodioato de dietilo

C39H37F3N2OB

CFs HsC™\ . _/CHjy
0 0Q

(0] o
o)
(o}
(0]
O o N,CH3

Iz

immunoglobulin G1-kappa, anti-[Homo sapiens FLT1 (fms-related
tyrosine kinase 1, vascular endothelial growth factor receptor 1,
VEGFR-1, VEGFR, FLT, FRT, vascular permeability factor
receptor)], Homo sapiens monoclonal antibody;

gamma heavy chain (1-456) [Homo sapiens VH (IGHV3-33*01
(93.90%) -(IGHD)-IGHJ6*01 [8.8.19] (1-126) -IGHG1*03 (127-456)],
(229-215")-disulfide with kappa light chain (1'-215') [Homo sapiens
V-KAPPA (IGKV3-20*01 (100.00%) -IGKJ4*01) [7.3.9] (1'-108') -
IGKC1*01 (109'-215")]; (235-235":238-238")-bisdisulfide dimer
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icrucumab

icrucumab

irosustatum
irosustat

irosustat

irosustat

immunoglobuline G1 kappa, anti-[Homo sapiens FLT1 (tyrosine
kinase 1 apparentée au fms, récepteur 1 du facteur de croissance
endothélial vasculaire, VEGFR-1, VEGFR, FLT, FRT, récepteur du
facteur de perméabilité vasculaire)], Homo sapiens anticorps
monoclonal;

chaine lourde gamma1 (1-456) [Homo sapiens VH (IGHV3-33*01
(93.90%) -(IGHD)-IGHJ6*01 [8.8.19] (1-126) -IGHG1*03 (127-456)),
(229-215")-disulfure avec la chaine légére kappa (1'-215') [Homo
sapiens V-KAPPA (IGKV3-20*01 (100.00%) -IGKJ4*01) [7.3.9]
(1'-108") -IGKC1*01 (109'-215")]; dimére (235-235":238-238")-
bisdisulfure

inmunoglobulina G1 kappa, anti-[Homo sapiens FLT1 (tirosin kinasa
1 emparentada con el fms, receptor 1 del factor de crecimiento
endotelial vascular, VEGFR-1, VEGFR, FLT, FRT, receptor del
factor de permeabilidad vascular)], anticuerpo monoclonal de Homo
sapiens;

cadena pesada gamma1 (1-456) [Homo sapiens VH (IGHV3-33*01
(93.90%) -(IGHD)-IGHJ6*01 [8.8.19] (1-126) -IGHG1*03 (127-456)),
(229-215")-disulfuro con la cadena ligera kappa (1'-215') [Homo
sapiens V-KAPPA (IGKV3-20*01 (100.00%) -IGKJ4*01) [7.3.9]
(1'-108") -IGKC1*01 (109'-215")]; dimero (235-235":238-238")-
bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QAQVVESGGG VVQSGRSLRL SCAASGFAFS SYGMHWVRQA PGKGLEWVAV 50
IWYDGSNKYY ADSVRGRFTI SRDNSENTLY LQMNSLRAED TAVYYCARDH 100
YGSGVHHYFY YGLDVWGQGT TVTVSSASTK GPSVFPLAPS SKSTSGGTAA 150
LGCLVKDYFP EPVTVSWNSG ALTSGVHTFP AVLQSSGLYS LSSVVTVPSS 200
SLGTQTYICN VNHKPSNTKV DKRVEPKSCD KTHTCPPCPA PELLGGPSVF 250
LFPPKPKDTL MISRTPEVTC VVVDVSHEDP EVKFNWYVDG VEVHNAKTKP 300
REEQYNSTYR VVSVLTVLHQ DWLNGKEYKC KVSNKALPAP IEKTISKAKG 350
QPREPQVYTL PPSREEMTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY 400
KTTPPVLDSD GSFFLYSKLT VDKSRWQQGN VFSCSVMHEA LHNHYTQKSL 450
SLSPGK 456

Light chain / Chaine légére / Cadena ligera

EIVLTQSPGT LSLSPGERAT LSCRASQSVS SSYLAWYQQK PGQAPRLLIY 50
GASSRATGIP DRFSGSGSGT DFTLTISRLE PEDFAVYYCQ QYGSSPLTFG 100
GGTKVEIKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNEF YPREAKVQWK 150
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ 200
GLSSPVTKSF NRGEC 215

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  153-209  270-330  376-434
22"-96" 153"-209" 270"-330" 376"-434"
Intra-L  23'-89'  135'-195'
23M-89"  135"-195™
Inter-H-L 229-215' 229"-215"
Inter-H-H 235-235" 238-238"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
306, 306"

6-0x0-6,7,8,9,10,11-hexahydrocycloheptalc]chromen-3-yl sulfamate

sulfamate de 6-0x0-6,7,8,9,10,11-hexahydrocyclohepta[c]chromén-
3-yle

sulfamato de 6-0x0-6,7,8,9,10,11-hexahidrociclohepta[c]cromen-3-ilo
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ivacaftorum
ivacaftor

ivacaftor

ivacaftor

ixazomibum
ixazomib

ixazomib

ixazomib

lenvatinibum
lenvatinib

lenvatinib

lenvatinib

C14H1sNOsS

N-(2,4-di-tert-butyl-5-hydroxyphenyl)-4-oxo-1,4-dihydroquinoline-
3-carboxamide

N-[2,4-di-tert-butyl-5-hydroxyphényl]-4-oxo-1,4-dihydroquinoléine-
3-carboxamide

N-(2,4-di-terc-butil-5-hidroxifenil)-4-oxo-1,4-dihidroquinolina-
3-carboxamida

CZ4H28N203
H
N HsC CHs
CH;
| H
N
o o CHj
CH3
OH CHs

{(1R)-1-[(2,5-dichlorobenzamido)acetamido]-3-methylbutyl}boronic
acid

acide [(1R)-1-{[N-(2,5-dichlorobenzoyl)glycyl]amino}-
3-méthylbutyl]boronique

acido {(1R)-1-[(2,5-diclorobenzamido)acetamido]-
3-metilbutillborénico

C14H19BCIN2O4

O OH
a N8
N/\n/ . “OH
H \;<H
(0] CHj3
cl \(

CHg
4-{3-chloro-4-[(cyclopropylcarbamoyl)amino]phenoxy}-
7-methoxyquinoline-6-carboxamide

4-{3-chloro-4-[(cyclopropylcarbamoyl)amino]phénoxy}-
7-méthoxyquinoléine-6-carboxamide

4-{3-cloro-4-[(ciclopropilcarbamoil)amino]fenoxi}-7-metoxiquinolina-
6-carboxamida
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letaxabanum
letaxaban

létaxaban

letaxaban

letermovirum
letermovir

|étermovir

letermovir

C21H19CIN4O4
HsCO N
A
HoN Pz
(6] O
P
N N
H o H

Cl

1-(1-{(2S)-3-[(6-chloronaphthalen-2-yl)sulfonyl]-
2-hydroxypropanoyl}piperidin-4-yl)tetrahydropyrimidin-2(1H)-one

1-(1-{(2S)-3-[(6-chloronaphtalén-2-yl)sulfonyl]-
2-hydroxypropanoyl}pipéridin-4-yl)tétrahydropyrimidin-2(1H)-one

1-(1-{(2S)-3-[(6-cloronaftalen-2-il)sulfonil]-
2-hidroxipropanoil}piperidin-4-il)tetrahidropirimidin-2(1H)-ona

Cl
1
HO HO O
CX

N
H

C22H26CIN305S

(0]

(4S)-2-{8-fluoro-2-[4-(3-methoxyphenyl)piperazin-1-yl]-3-[2-methoxy-
5-(trifluoromethyl)phenyl]-3,4-dihydroquinazolin-4-yl}acetic acid

acide {(4S)-8-fluoro-2-[4-(3-méthoxyphényl)pipérazin-1-yl]-
3-[2-méthoxy-5-(trifluorométhyl)phényl]-3,4-dihydroquinazolin-
4-yllacétique

acido (4 S)-2-{8-fluoro-2-[4-(3-metoxifenil)piperazin-1-il]-3-[2-metoxi-
5-(trifluorometil)fenil]-3,4-dihidroquinazolin-4-il}acético

CaoH28F4N4Oy

318

1.9

INN
24



WHO Drug Information Vol. 25, No. 3, 2011

Recommended INN: List 66

levoglucosum
levoglucose

|évoglucose

levoglucosa

linsitinibum
linsitinib

linsitinib

linsitinib

luseogliflozinum
luseogliflozin

luséogliflozine

luseogliflozina

L-glucose
L-glucose
L-glucosa
CeH1206

HO O,

HO D~ OH
HO”

OH
(1s,3r)-3-[8-amino-1-(2-phenylquinolin-7-yl)imidazo[1,5-a]pyrazin-
3-yl]-1-methylcyclobutan-1-ol

(1s,3r)-3-[8-amino-1-(2-phénylquinoléin-7-yl)imidazo[1,5-a]pyrazin-
3-yl]-1-méthylcyclobutan-1-ol

(1s,3r)-3-[8-amino-1-(2-fenilquinolin-7-il)imidazo[1,5-a]pirazin-3-il]-
1-metilciclobutan-1-ol

Ca6H23Ns0

OH

H3C

(2S,3R,4R,5S,6R)-2-{5-[(4-ethoxyphenyl)methyl]-2-methoxy-
4-methylphenyl}-6-(hydroxymethyl)thiane-3,4,5-triol

(2S,3R,4R,5S,6R)-2-{5-[(4-éthoxyphényl)méthyl]-2-méthoxy-
4-méthylphényl}-6-(hydroxyméthyl)thiane-3,4,5-triol

(2S,3R,4R,5S,6R)-2-{5-[(4-etoxifenil)metil]-4-metilfenil-2-metoxi}-
6-(hidroximetil)tiano-3,4,5-triol

CZSH3OOGS

0" > CH,

O CHs
HO O

s OCHj3
OH
HO
OH
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lusutrombopagum
lusutrombopag

lusutrombopag

lusutrombopag

mavoglurantum
mavoglurant

mavoglurant

mavoglurant

mogamulizumabum #
mogamulizumab

mogamulizumab

(2E)-3-{2,6-dichloro-4-[(4-{3-[(1S)-1-(hexyloxy)ethyl]-
2-methoxyphenyl}-1,3-thiazol-2-yl)carbamoyl]phenyl}-2-methylprop-
2-enoic acid

acide (2E)-3-{2,6-dichloro-4-[(4-{3-[(1S)-1-(hexyloxy)éthyl]-
2-méthoxyphényl}-1,3-thiazol-2-yl)carbamoyl]phényl}-2-méthylprop-
2-énoique

acido (2E)-3-{2,6-dicloro-4-[(4-{3-[(1S)-1-(hexiloxi)etil]-2-metoxifenil}-
1,3-tiazol-2-il)carbamoillfenil}-2-metilprop-2-enoico

C29H3,CloN205S
Cl
CHg

CO,H
cl

methyl (3aR,4S,7aR)-4-hydroxy-
4-[2-(3-methylphenyl)ethynyl]octahydro-1H-indole-1-carboxylate

(3aR,4S,7aR)-4-hydroxy-4-[2-(3-méthylphényl)éthynylJoctahydro-
1H-indole-1-carboxylate de méthyle

(3aR,4S,7aR)-4-hidroxi-4-[2-(3-metilfenil)etinilJoctahidro-1H-indol-
1-carboxilato de metil

C19H23N03

HaC

immunoglobulin G1-kappa, anti-[Homo sapiens CCR4 (chemokine
(C-C motif) receptor 4, CC chemokine receptor 4, CCR-4, CKR4,
k5-5, CD194)], humanized monoclonal antibody;

gamma heavy chain (1-449) [humanized VH (Homo sapiens
IGHV3-21*01 (83.70%) -(IGHD)-IGHJ4*01) [8.8.12] (1-119) -Homo
sapiens IGHG1*01 (120-449)], (222-219')-disulfide with kappa light
chain (1'-219') [humanized V-KAPPA (Homo sapiens IGKV2-29*02
(81.00%) -IGKJ1*01) [11.3.9] (1'-112") -Homo sapiens IGKC*01
(113'-219")]; (228-228":231-231")-bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens CCR4 (récepteur 4
de chimiokine (C-C motif), récepteur 4 de chimiokine CC, CCR-4,
CKR4, k5-5, CD194)], anticorps monoclonal humanisé;

chaine lourde gamma (1-449) [VH humanisé (Homo sapiens
IGHV3-21*01 (83.70%) -(IGHD)-IGHJ4*01) [8.8.12] (1-119) -Homo
sapiens IGHG1*01 (120-449)], (222-219")-disulfure avec la chaine
Iégére kappa (1'-219') [V-KAPPA humanisé (Homo sapiens IGKV2-
29*02 (81.00%) -IGKJ1*01) [11.3.9] (1'-112") -Homo sapiens
IGKC*01 (113'-219")]; dimére (228-228":231-231")-bisdisulfure
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mogamulizumab

namilumabum #
namilumab

namilumab

inmunoglobulina G1-kappa, anti-|CCR4 de Homo sapiens (receptor
4 de quimiokina (C-C motif), receptor 4 de quimiokina CC, CCR-4,
CKR4, k5-5, CD194)], anticuerpo monoclonal humanizado;

cadena pesada gamma1 (1-449) [VH humanizada (Homo sapiens
IGHV3-21*01 (83.70%) -(IGHD)-IGHJ4*01) [8.8.12] (1-119) -Homo
sapiens IGHG1*01 (120-449)], (222-219")-disulfuro con la cadena
ligera kappa (1'-219') [V-KAPPA humanizada (Homo sapiens IGKV2-
29*02 (81.00%) -IGKJ1*01) [11.3.9] (1'-112") -Homo sapiens
IGKC*01 (113'-219")]; dimero (228-228":231-231")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGD LVQPGRSLRL SCAASGFIFS NYGMSWVRQA PGKGLEWVAT 50
ISSASTYSYY PDSVKGRFTI SRDNAKNSLY LQOMNSLRVED TALYYCGRHS 100
DGNFAFGYWG QGTLVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTIVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKENWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légére / Cadena ligera

DVLMTQSPLS LPVTPGEPAS ISCRSSRNIV HINGDTYLEW YLQKPGQSPQ 50
LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI SRVEAEDVGV YYCFQGSLLP 100
WTFGQGTKVE IKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VQWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSFNRGEC 219

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  146-202  263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L  23'-93'  139'-199'
23M.93"  139™.199™
Inter-H-L 222-219' 222"-219"
Inter-H-H 228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
299, 299"

immunoglobulin G1-kappa, anti-[Homo sapiens CSF2 (Homo
sapiens colony stimulating factor 2 (granulocyte-macrophage),
granulocyte-macrophage colony stimulating factor, GM-CSF)], Homo
sapiens monoclonal antibody;

gamma heavy chain (1-449) [Homo sapiens VH (IGHV1-2*02
(89.80%) -(IGHD)-IGHJ4*01 L123>M (114)) [8.8.12] (1-119) -
IGHG1*01 (120-449)], (222-214")-disulfide with kappa light chain
(1'-214") [Homo sapiens V-KAPPA (IGKV1-39*01 (88.40%) -
IGKJ4*01) [6.3.9] (1-107") -IGKC*01 (108'-214")]; (228-228":231-
231")-bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens CSF2 (Homo
sapiens facteur 2 stimulant de colonies (granulocyte-macrophage),
facteur stimulant des colonies de granulocytes et macrophages,
GM-CSF)], Homo sapiens anticorps monoclonal;

chaine lourde gamma1 (1-449) [Homo sapiens VH (IGHV1-2*02
(89.80%) -(IGHD)-IGHJ4*01 L123>M (114)) [8.8.12] (1-119) -
IGHG1*01 (120-449)], (222-214")-disulfure avec la chaine légére
kappa (1'-214') [Homo sapiens V-KAPPA (IGKV1-39*01 (88.40%) -
IGKJ4*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimere (228-
228":231-231")-bisdisulfure
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namilumab

naronapridum
naronapride

naronapride

naronaprida

inmunoglobulina G1-kappa, anti-[CSF2 de Homo sapiens (Homo
sapiens factor 2 estimulante de colonias (granulocito-macréfago),
factor estimulante de colonias de granulocitos y macréfagos,
GM-CSF)], anticuerpo monoclonal de Homo sapiens;

cadena pesada gamma1 (1-449) [Homo sapiens VH (IGHV1-2*02
(89.80%) -(IGHD)-IGHJ4*01 L123>M (114)) [8.8.12] (1-119) -
IGHG1*01 (120-449)], (222-214")-disulfuro con la cadena ligera
kappa (1'-214') [Homo sapiens V-KAPPA (IGKV1-39*01 (88.40%) -
IGKJ4*01) [6.3.9] (1-107") -IGKC*01 (108'-214")]; dimero (228-
228":231-231")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGASVKV SCKAFGYPFT DYLLHWVRQA PGQGLEWVGW 50
LNPYSGDTNY AQKFQGRVTM TRDTSISTAY MELSRLRSDD TAVYYCTRTT 100
LISVYFDYWG QGTMVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKEFNWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légere / Cadena ligera

DIQMTQSPSS VSASVGDRVT IACRASQNIR NILNWYQQRP GKAPQLLIYA 50
ASNLQSGVPS RFSGSGSGTD FTLTINSLQP EDFATYYCQQ SYSMPRTFGG 100
GTKLEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  146-202  263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L  23'-88' 134'-194'
23M_88"™  134"-194™
Inter-H-L 222-214' 222"-214™
Inter-H-H 228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
299, 299"

(3R)-1-azabicyclo[2.2.2]octan-3-yl 6-[(3S,4R)-4-(4-amino-5-chloro-
2-methoxybenzamido)-3-methoxypiperidin-1-yllhexanoate

6-{(3S,4R)-4-(4-amino-5-chloro-2-méthoxybenzamido)-
3-méthoxypipéridin-1-yl}hexanoate de (3R)-1-azabicyclo[2.2.2]oct-
3-yl

6-[(3S,4R)-4-(4-amino-5-cloro-2-metoxibenzamido)-
3-metoxipiperidin-1-illhexanoato de (3R)-1-azabiciclo[2.2.2]octan-
3-ilo

C27H41CIN4Os

Cl

HoN
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onartuzumabum #
onartuzumab

onartuzumab

onartuzumab

immunoglobulin G1-kappa monovalent Fab-Fc, anti-[Homo sapiens
MET (met proto-oncogene, hepatocyte growth factor receptor,
HGFR, scatter factor receptor, HGF/SF receptor, receptor tyrosine-
protein kinase c-Met, papillary renal cell carcinoma 2, RCCP2)],
humanized monoclonal antibody;

gamma heavy chain (1-449) [humanized VH (Homo sapiens
IGHV3-74*01 (77.30%) -(IGHD)-IGHJ4*01) [8.8.12] (1-119) -Homo
sapiens IGHG1*01 CH3 D12>E (358), L14>M (360), T22>S (368),
L24>A (370), Y86>V (409) (120-449)], (222-220")-disulfide with
kappa light chain (1'-220") [humanized V-KAPPA (Homo sapiens
IGKV4-1*01 (80.20%) -IGKJ1*01) [12.3.9] (1'-113") -Homo sapiens
IGKC*01 (114'-220")], (228-6":231-9")-bisdisulfide with truncated
gamma chain consisting of partial hinge-CH2-CH3 (1"-227") [Homo
sapiens IGHG1*01 hinge 6-15(1"-10")-CH2(11"-120")-CH3(121"-
227") CH3 D12>E (136"), L14>M (138"), T22>W (146")]

immunoglobuline G1-kappa monovalent Fab-Fc, anti-[Homo sapiens
MET (proto-oncogéne met, récepteur du facteur de croissance
hépatocytaire, HGFR, récepteur du facteur de dispersion, récepteur
de I'HGF/SF, récepteur protéine-tyrosine kinase c-Met, carcinome
papillaire a cellules rénales 2, RCCP2)], anticorps monoclonal
humanisé;

chaine lourde gamma1 (1-449) [VH humanisé (Homo sapiens
IGHV3-74*01 (77.30%) -(IGHD)-IGHJ4*01) [8.8.12] (1-119) -Homo
sapiens IGHG1*01 CH3 D12>E (358), L14>M (360), T22>S (368),
L24>A (370), Y86>V (409) (120-449)], (222-220")-disulfure avec la
chaine légere kappa (1'-220") [V-KAPPA humanisé (Homo sapiens
IGKV4-1*01 (80.20%) -IGKJ1*01) [12.3.9] (1'-113') -Homo sapiens
IGKC*01 (114'-220")], (228-6":231-9")-bisdisulfure avec la chaine
gamma tronquée comprenant charniére partielle-CH2-CH3 (1"-
227") [Homo sapiens IGHG1*01 charniére 6-15(1"-10")-CH2(11"-
120")-CH3(121"-227") CH3 D12>E (136"), L14>M (138"), T22>W
(146")]

inmunoglobulina G1-kappa monovalente Fab-Fc, anti-[Homo
sapiens MET (protooncogén met, receptor del factor de crecimiento
hepatocitario, HGFR, receptor del factor de dispersion, receptor de
I'HGF/SF, receptor de tirosina protein-kinasa c-Met, carcinoma
papilar de células renales 2, RCCP2)], anticuerpo monoclonal
humanizado;

cadena pesada gamma1 (1-449) [VH humanizada (Homo sapiens
IGHV3-74*01 (77.30%) -(IGHD)-IGHJ4*01) [8.8.12] (1-119) -Homo
sapiens IGHG1*01 CH3 D12>E (358), L14>M (360), T22>S (368),
L24>A (370), Y86>V (409) (120-449)], (222-220")-disulfuro con la
cadena ligera kappa (1'-220') [V-KAPPA humanizada (Homo sapiens
IGKV4-1*01 (80.20%) -IGKJ1*01) [12.3.9] (1'-113') -Homo sapiens
IGKC*01 (114'-220")], (228-6":231-9")-bisdisulfuro con la cadena
gamma truncada que comprende parte de la bisagra-CH2-CH3
(1"-227") [Homo sapiens IGHG1*01 bisagra 6-15(1"-10")-CH2(11"-
120")-CH3(121"-227") CH3 D12>E (136"), L14>M (138"), T22>W
(146")]
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orteronelum
orteronel

ortéronel

orteronel

pacritinibum
pacritinib

pacritinib

pacritinib

Heavy chain / Chaine lourde / Cadena pesada (H)

EVQLVESGGG LVQPGGSLRL SCAASGYTFT SYWLHWVRQA PGKGLEWVGM 50
IDPSNSDTRF NPNFKDRFTI SADTSKNTAY LQOMNSLRAED TAVYYCATYR 100
SYVTPLDYWG QGTLVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKFNWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSREEM TKNQVSLSCA VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLVS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légére / Cadena ligera (L)

DIQMTQSPSS LSASVGDRVT ITCKSSQSLL YTSSQKNYLA WYQQKPGKAP 50
KLLIYWASTR ESGVPSRFSG SGSGTDEFTLT ISSLQPEDFA TYYCQQYYAY 100
PWTFGQGTKV EIKRTVAAPS VFIFPPSDEQ LKSGTASVVC LLNNFYPREA 150
KVQWKVDNAL QSGNSQESVT EQDSKDSTYS LSSTLTLSKA DYEKHKVYAC 200
EVTHQGLSSP VTKSFNRGEC 220

Hinge-CH2-CH3 / Charni¢re-CH2-CH3/ Bisagra-CH2-CH3 (H")

DKTHTCPPCP APELLGGPSV FLFPPKPKDT LMISRTPEVT CVVVDVSHED 50
PEVKFNWYVD GVEVHNAKTK PREEQYNSTY RVVSVLTVLH QDWLNGKEYK 100
CKVSNKALPA PIEKTISKAK GQPREPQVYT LPPSREEMTK NQVSLWCLVK 150
GFYPSDIAVE WESNGQPENN YKTTPPVLDS DGSFFLYSKL TVDKSRWQQG 200
NVFSCSVMHE ALHNHYTQKS LSLSPGK 227

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H  22-96 146-202 263-323 369-427

Intra-H" 41"-101" 147"-205"

Intra-L  23'-94'  140'-200'

Inter-H-L  222-220'

Inter-H-H" 228-6" 231-9"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
299, 77" unglycosylated as expressed in Escherichia coli

6-[(7S)-7-hydroxy-6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-7-yl]-
N-methylnaphthalene-2-carboxamide

6-[(7S)-7-hydroxy-6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-7-yl]-
N-méthylnaphtaléne-2-carboxamide

6-[(7S)-7-hidroxi-6,7-dihidro-5H-pirrolo[1,2-c]imidazol-7-il]-
N-metilnaftaleno-2-carboxamida

C1$ﬂ7N302

((2E,16E)-11-[2-(pyrrolidin-1-yl)ethoxy]-14,19-dioxa-
5,7,27-triazatetracyclo[19.3.1.1%°.1%¥|heptacosa-
1(25),2,4,6,8,10,12(26),16,21,23-decaene

(16E)-11-[2-(pyrrolidin-1-yl)éthoxy]-14,19-dioxa-
5,7,27-triazatétracyclo[19.3.1.12°.1% |heptacosa-
1(24),2,4,6,8,10,12(26),16,21(25),22-décaéne

((2E,16E)-11-[2~(pirrolidin-1-il)etoxi]-14,19-dioxa-
5,7,27-triazatetraciclo[19.3.1. 12°.1®"|nheptacosa
1(25),2,4,6,8,10,12(26),16,21,23-decaeno
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plecanatidum
plecanatide

plécanatide

plecanatida

pomaglumetadum methionilum
pomaglumetad methionil

pomaglumétad méthionil

pomaglumetad metionilo

ponatinibum
ponatinib

ponatinib

ponatinib

CZSH 32N403

QA e!
@&D@r “

[3-glutamic acid(D>E)]human uroguanylin (UGN)
[3-acide glutamique(D>E)]Juroguanyline humaine (UGN)
[3-acido glutamico(D>E)]uroguanilina humana (UGN)
Co5H104N15026S4

NDECELCVNV ACTGCL 16

Disulfide bridges location / Position des ponts disulfure/ Posiciones de los puentes disulfuros
4-12 7-15

1 R,4S,58,68)—4-(L-methionylamino)—2,2-dioxo-2)\6-
thiabicyclo[3.1.0]hexane-4,6-dicarboxylic acid

acide (1 R,4S,58,6S)-4-(L-méthionylamino)-2,2-dioxo-2)\6-
thiabicyclo[3.1.0]hexane-4,6-dicarboxylique

acido (1 R,4S,58,68)—4-(L-metioniIamino)-2,2-dioxo-2)\6-
tiabiciclo[3.1.0]hexano-4,6-dicarboxilico

C12H18N207SQ

o H
o\\\ : /COZH
o p H
~-H
S <
HsC™ . NT “conH

3-[2-(imidazo[1,2-b]pyridazin-3-yl)ethynyl]-4-methyl-N-{4-[(4-
methylpiperazin-1-yl)methyl]-3-(trifluoromethyl)phenyl}benzamide

3-[2-(imidazo[1,2-b]pyridazin-3-yl)éthynyl]-4-méthyl-N-{4-[(4-
méthylpipérazin-1-yl)méthyl]-3-(trifluorométhyl)phényl}benzamide

3-[2-(imidazo[1,2-b]piridazin-3-il)etinil]-4-metil-N-{4-[(4-
metilpiperazin-1-il)metil]-3-(trifluorometil)fenil}benzamida

1.9

325

INN
31



Recommended INN: List 66

WHO Drug Information Vol. 25, No. 3, 2011

ponezumabum #
ponezumab

ponezumab

ponezumab

CZQH27F3NGO

N/CH3

&

immunoglobulin G2-kappa, anti-[Homo sapiens amyloid beta

(A beta) peptide AB40], humanized monoclonal antibody;
gamma2 heavy chain (1-442) [humanized VH (Homo sapiens
IGHV1-46*02 (84.50%) -(IGHD)-IGHJ6*01) [8.8.9] (1-116) -Homo
sapiens IGHG2*01 CH2 A115>S (325), P116>S (326) (117-442)],
(130-219")-disulfide with kappa light chain (1'-219') [humanized
V-KAPPA (Homo sapiens IGKV2-30*01 (89.00%) -IGKJ5*01)
[11.3.9] (1'-112") -Homo sapiens IGKC*01 (113'-219")]; (218-
218":219-219":222-222":225-225")-tetrakisdisulfide dimer

immunoglobuline G2-kappa, anti-[Homo sapiens peptide amyloide
béta (A béta) AB40], anticorps monoclonal humanisé;

chaine lourde gammaz2 (1-442) [VH humanisé (Homo sapiens
IGHV1-46*02 (84.50%) -(IGHD)-IGHJ6*01) [8.8.9] (1-116) -Homo
sapiens IGHG2*01 CH2 A115>S (325), P116>S (326) (117-442)],
(130-219")-disulfure avec la chaine légére kappa (1'-219") [V-KAPPA
humanisé (Homo sapiens IGKV2-30*01 (89.00%) -IGKJ5*01)
[11.3.9] (1-112') -Homo sapiens IGKC*01 (113'-219")]; dimére (218-
218":219-219":222-222":225-225")-tétrakisdisulfure

inmunoglobulina G2-kappa, anti-[péptido amiloide beta de Homo
sapiens (A beta) AB40], anticuerpo monoclonal humanizado;
cadena pesada gamma2 (1-442) [VH humanizada (Homo sapiens
IGHV1-46*02 (84.50%) -(IGHD)-IGHJ6*01) [8.8.9] (1-116) -Homo
sapiens IGHG2*01 CH2 A115>S (325), P116>S (326) (117-442)],
(130-219")-disulfuro con la cadena ligera kappa (1'-219') [V-KAPPA
humanizada (Homo sapiens IGKV2-30*01 (89.00%) -IGKJ5*01)
[11.3.9] (1'-112") -Homo sapiens IGKC*01 (113'-219")]; dimer (218-
218":219-219":222-222":225-225")-tetrakisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGASVKV SCKASGYYTE AYYIHWVRQA PGQGLEWMGR 50
IDPATGNTKY APRLQDRVTM TRDTSTSTVY MELSSLRSED TAVYYCASLY 100
SLPVYWGQGT TVTVSSASTK GPSVFPLAPC SRSTSESTAA LGCLVKDYFP 150
EPVTVSWNSG ALTSGVHTFP AVLQSSGLYS LSSVVTVPSS NFGTQTYTCN 200
VDHKPSNTKV DKTVERKCCV ECPPCPAPPV AGPSVFLFPP KPKDTLMISR 250
TPEVTCVVVD VSHEDPEVQF NWYVDGVEVH NAKTKPREEQ FNSTFRVVSV 300
LTVVHQDWLN GKEYKCKVSN KGLPSSIEKT ISKTKGQPRE PQVYTLPPSR 350
EEMTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PMLDSDGSFF 400
LYSKLTVDKS RWQQGNVFSC SVMHEALHNH YTQKSLSLSP GK 442

Light chain / Chaine 1égére / Cadena ligera

DVVMTQSPLS LPVTLGQPAS ISCKSSQSLL YSDAKTYLNW FQQRPGQSPR 50
RLIYQISRLD PGVPDRFSGS GSGTDFTLKI SRVEAEDVGV YYCLQGTHYP 100
VLFGQGTRLE IKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VQWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSEFNRGEC 219

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H  22-96 143-199 256-316 362-420
22"-96"  143"-199"  256"-316"  362"-420"
Intra-L  23'-93' 139'-199'
23"-93"  139™-199"
Inter-H-L  130-219"  130"-219"
Inter-H-H  218-218"  219-219"  222-222"  225-225"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
292,292"
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pracinostatum
pracinostat

pracinostat

pracinostat

quizartinibum
quizartinib

quizartinib

quizartinib

radotinibum
radotinib

radotinib

radotinib

(2E)-3-{2-butyl-1-[2-(dimethylamino)ethyl]-1H-benzimidazol-5-yl}-
N-hydroxyprop-2-enamide

(2E)-3-{2-butyl-1-[2-(diéthylamino)éthyl]-1H-benzimidazol-5-yl]-
N-hydroxyprop-2-énamide

(2E)-3-{2-butil-1-[2-(dimetilamino)etil]-1 H-bencimidazol-5-il}-
N-hidroxyprop-2-enamida

C20H30N402
H3CA/_>:N
N
HSC/\N/// H
HacJ /\ﬂ/ OH
(6]

1-(5-tert-butyl-1,2-oxazol-3-yl)-3-(4-{7-[2-(morpholin-
4-yl)ethoxylimidazo[2,1-b][1,3]benzothiazol-2-yl}phenyl)urea

N-[5-tert-butyl-1,2-oxazol-3-yl]-N'-(4-{7-[2-(morpholin-
4-yl)éthoxylimidazo[2,1-b][1,3]benzothiazol-2-yl}phényl)urée

1-(5-terc-butil-1,2-oxazol-3-il)-3-(4-{7-[2-(morfolin-
4-il)etoxi]limidazo[2,1-b][1,3]benzotiazol-2-il}fenil)urea

C29H32N604S
(0]
‘/\N/\/ > H3C,
O\) >§N ° CH3
Neo CH3
(@] —
A s, °
N N N
H H

4-methyl-N-[3-(4-methyl-1H-imidazol-1-yl)-5-(trifluoromethyl)phenyl]-
3-{[4-(pyrazin-2-yl)pyrimidin-2-ylJamino}benzamide

4-méthyl-N-[3-(4-méthyl-1H-imidazol-1-yl)-5-(trifluorométhyl)phényl]-
3-{[4-(pyrazin-2-yl)pyrimidin-2-ylJamino}benzamide

4-metil-N-[3-(4-metil-1H-imidazol-1-il)-5-(trifluorometil yfenil]-
3-{[4-(pirazin-2-il)pirimidin-2-illamino}benzamida

CZ7H21F3N80
= NHSC |//N

v J L § W
[\ N N \Q/
| H

~ o]

N

CFs
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radretumabum #
radretumab

radrétumab

radretumab

selurampanelum
selurampanel

sélurampanel

selurampanel

immunoglobulin scFv-CH dimer, anti-[Homo sapiens fibronectin extra
domain B (ED-B)], Homo sapiens monoclonal antibody fragment
dimer of single chain (scFv) fused with the IGHE CH4;

scFv-CH (1-357) [Homo sapiens VH (IGHV3-23*01 (94.90%) -
(IGHD)-IGHJ4*01) [8.8.14] (1-116)-12-mer linker (117-128)- Homo
sapiens V-KAPPA (IGKV3-20*01 (94.80%) -IGKJ1*01) [7.3.9] (129-
236)-5-mer linker (237-241)- Homo sapiens IGHE*01 CH4 (242-
349)-8-mer linker (350-357)]; (357:357') disulfide dimer

immunoglobuline scFv-CH dimere, anti-[Homo sapiens extra
domaine B (ED-B) de la fibronectine], Homo sapiens anticorps
monoclonal fragment dimére de scFv fusionné au CH4 de I'lGHE;
scFv-CH (1-357) [Homo sapiens VH (IGHV3-23*01 (94.90%) -
(IGHD)-IGHJ4*01) [8.8.14] (1-116)-12-mer linker (117-128)- Homo
sapiens V-KAPPA (IGKV3-20*01 (94.80%) -IGKJ1*01) [7.3.9] (129-
236)-5-mer linker (237-241)- Homo sapiens IGHE*01 CH4 (242-
349)-8-mer linker (350-357)]; dimére (357:357')

inmunoglobulina scFv-CH dimero, anti-{[Homo sapiens extra dominio
B (ED-B) de la fibronectina], fragmento de anticuerpo monoclonal de
Homo sapiens dimero de scFv fusionado con el CH4 del IGHE;
scFv-CH (1-357) [Homo sapiens VH (IGHV3-23*01 (94.90%) -
(IGHD)-IGHJ4*01) [8.8.14] (1-116)-dodecamero de conexién (117-
128)- Homo sapiens V-KAPPA (IGKV3-20*01 (94.80%) -IGKJ1*01)
[7.3.9] (129-236)-pentamero de conexién (237-241)- Homo sapiens
IGHE*01 CH4 (242-349)-octdmero de conexion (350-357)]; dimero
(357:357") disulfuro

scFv-CH chain / Chaine scFv-CH / Cadena scFv-CH

EVQLLESGGG LVQPGGSLRL SCAASGFTFS SFSMSWVRQA PGKGLEWVSS 50
ISGSSGTTYY ADSVKGRFTI SRDNSKNTLY LQOMNSLRAED TAVYYCAKPF 100
PYFDYWGQGT LVTVSSGDGS SGGSGGASEI VLTQSPGTLS LSPGERATLS 150
CRASQSVSSS FLAWYQQKPG QAPRLLIYYA SSRATGIPDR FSGSGSGTDF 200
TLTISRLEPE DFAVYYCQQT GRIPPTFGQG TKVEIKSGGS GGPRAAPEVY 250
AFATPEWPGS RDKRTLACLI QNFMPEDISV QWLHNEVQLP DARHSTTQPR 300
KTKGSGFFVF SRLEVTRAEW EQKDEFICRA VHEAASPSQT VQRAVSVNPE 350
SSRRGGC 357

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-chain 22-96 151-217 268-328

22'-96' 151'-217" 268'-328'
Inter-chain  357-357"'

N-[6-(1-methyl-1H-pyrazol-5-yl)-7-(propan-2-yl)-2,4-dioxo-
1,4-dihydroquinazolin-3(2H)-ylJmethanesulfonamide

N-[6-(1-méthyl-1H-pyrazol-5-yl)-7-(propan-2-yl)-2,4-dioxo-
1,4-dihydroquinazolin-3(2H)-ylJméthanesulfonamide

N-[6-(1-metil-1H-pirazol-5-il)-7-(propan-2-il)-2,4-dioxo-
1,4-dihidroquinazolin-3(2H)-illmetanosulfonamida

C16H1oN504S
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setipiprantum
setipiprant

sétipiprant

setipiprant

silmitasertibum
silmitasertib

silmitasertib

silmitasertib

simoctocogum alfa #
simoctocog alfa

simoctocog alfa

simoctocog alfa

[8-fluoro-2-(naphthalene-1-carbonyl)-1,2,3,4-tetrahydro-
5H-pyrido[4,3-blindol-5-yl]acetic acid

acide 2-[8-fluoro-2-(naphtalén-1-ylcarbonyl)-1,2,3,4-tétrahydro-
5H-pyrido[4,3-blindol-5-ylJacétique

acido {8-fluoro-2-(naftalen-1-carbonil)-1,2,3,4-tetrahidro-
5H-pirido[4,3-b]indol-5-il}acético

CZ4H19FN203

5-[(3-chlorophenyl)amino]benzo[c][2,6]naphthyridine-8-carboxylic
acid

acide 5-[(3-chlorophényl)amino]benzo[c][2,6]naphtyridine-
8-carboxylique

acido 5-[(3-clorofenil)amino]benzo[c][2,6]naftiridina-8-carboxilico

C19H12CIN302

B-domain deleted human coagulation factor VIII;
[749-glutamine,750-alanine-751-tyrosine-753-tyrosine-754-arginine-
755-arginine-756-glycine]lhuman coagulation factor Vllla heavy
chain-(1-756)-peptide (containing F5/8 type A 1 and A 2 domains)
fusion protein with human coagulation factor Vllla light chain,
glycosylated

facteur VIIl de coagulation humain dont le domaine B a été
supprimeé;
[749-glutamine,750-alanine-751-tyrosine-753-tyrosine-754-arginine-
755-arginine-756-glycine]chaine lourde du facteur Vllla de
coagulation humain-(1-756)-peptide (contenant les domaines F5/8
type A 1 and A 2) protéine de fusion avec la chaine légére du facteur
Vllla de coagulation humain glycosylé

factor VIl de coagulacion humano cuyo dominio B se ha suprimido;
[749-glutamina,750-alanina-751-tirosina-753-tirosina-754-arginina-
755-arginina-756-glicinalcadena pesada del factor Vllla de
coagulacién humano-(1-756)-péptido (contiene los dominios F5/8
tipo A 1y A 2) proteina de fusién con la cadena ligera del factor Vllla
de coagulacion humano glicosilado
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talimogenum laherparepvecum #
talimogene laherparepvec

talimogéne laherparépvec

talimogén laherparepvec

Cra59H11338N 199202188568 (peptide)

ATRRYYLGAV ELSWDYMQSD LGELPVDARF PPRVPKSFPE NTSVVYKKTL 50
FVEFTDHLFN IAKPRPPWMG LLGPTIQAEV YDTVVITLKN MASHPVSLHA 100
VGVSYWKASE GAEYDDQTSQ REKEDDKVFEFP GGSHTYVWQV LKENGPMASD 150
PLCLTYSYLS HVDLVKDLNS GLIGALLVCR EGSLAKEKTQ TLHKFILLFA 200
VFDEGKSWHS ETKNSLMQDR DAASARAWPK MHTVNGYVNR SLPGLIGCHR 250
KSVYWHVIGM GTTPEVHSIF LEGHTFLVRN HRQASLEISP ITFLTAQTLL 300
MDLGQFLLFC HISSHQHDGM EAYVKVDSCP EEPQLRMKNN EEAEDYDDDL 350
TDSEMDVVRF DDDNSPSFIQ IRSVAKKHPK TWVHYIAAEE EDWDYAPLVL 400
APDDRSYKSQ YLNNGPQRIG RKYKKVRFMA YTDETFKTRE AIQHESGILG 450
PLLYGEVGDT LLIIFKNQAS RPYNIYPHGI TDVRPLYSRR LPKGVKHLKD 500
FPILPGEIFK YKWTVTVEDG PTKSDPRCLT RYYSSFVNME RDLASGLIGP 550
LLICYKESVD QRGNQIMSDK RNVILFSVFD ENRSWYLTEN IQRFLPNPAG 600
VQLEDPEFQA SNIMHSINGY VEFDSLQLSVC LHEVAYWYIL SIGAQTDFLS 650
VFFSGYTFKH KMVYEDTLTL FPFSGETVFM SMENPGLWIL GCHNSDFRNR 700
GMTALLKVSS CDKNTGDYYE DSYEDISAYL LSKNNAIEPR SFSQNSRHQA 750
YRYRRGEITR TTLQSDQEEI DYDDTISVEM KKEDFDIYDE DENQSPRSFQ 800
KKTRHYFIAA VERLWDYGMS SSPHVLRNRA QSGSVPQFKK VVFQEFTDGS 850
FTQPLYRGEL NEHLGLLGPY IRAEVEDNIM VTFRNQASRP YSFYSSLISY 900
EEDQRQGAEP RKNEFVKPNET KTYFWKVQHH MAPTKDEFDC KAWAYFSDVD 950
LEKDVHSGLI GPLLVCHTNT LNPAHGRQVT VQEFALFFTI FDETKSWYFT 1000
ENMERNCRAP CNIQMEDPTF KENYRFHAIN GYIMDTLPGL VMAQDQRIRW 1050
YLLSMGSNEN IHSIHFSGHV FTVRKKEEYK MALYNLYPGV FETVEMLPSK 1100
AGIWRVECLI GEHLHAGMST LFLVYSNKCQ TPLGMASGHI RDFQITASGQ 1150
YGOWAPKLAR LHYSGSINAW STKEPFSWIK VDLLAPMIIH GIKTQGARQK 1200
FSSLYISQFI IMYSLDGKKW QTYRGNSTGT LMVFEFGNVDS SGIKHNIFNP 1250
PITARYIRLH PTHYSIRSTL RMELMGCDLN SCSMPLGMES KAISDAQITA 1300
SSYFTNMFAT WSPSKARLHL QGRSNAWRPQ VNNPKEWLQV DFQKTMKVTG 1350
VTTQGVKSLL TSMYVKEFLI SSSQDGHQWT LFFQNGKVKV FQGNQDSFTP 1400
VVNSLDPPLL TRYLRIHPQS WVHQIALRME VLGCEAQDLY 1440

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
153-179 248-329 528-554 630-711 940-966 1007-1011 1129-1277 1282-1434

Sulfated residues (Y) / Résidus sulfatés (Y) / Reioduos sulfatados (Y)
Tyr-346 Tyr-718 Tyr-719 Tyr-723 Tyr-772 Tyr-788

Glycosylation sites (N) / Sites de glycosylation (N) / Posiciones de glicosilacion (N)
Asn-41 Asn-239 Asn-918 Asn-1226

recombinant replicating Herpes simplex type -1 virus vector, with
ICP47 and both copies of ICP34.5 genes deleted, expressing human
granulocyte macrophage colony stimulating factor (hGM-CSF) in the
ICP34.5 loci

vecteur viral Herpes simplex type 1 répliquant avec délétion du géene
ICP47 et des deux copies du gene ICP34.5, exprimant le facteur
humain de développement des polynucléaires et des macrophages
(hGM-CSF) dans les loci ICP34.5

vector virus del Herpes simplex tipo-1 replicante recombinante con
deleccion del gen ICP47 y las dos copias del gen ICP34.5, que
expresa el factor humano estimulante de colonias de granulocitos y
macrogafos (hGM-CSF) in los loci ICP34.5

tedizolidum

tedizolid (5R)-3-{3-fluoro-4-[6-(2-methyl-2H-tetrazol-5-yl)pyridin-3-yl]phenyl}-
5-(hydroxymethyl)-1,3-oxazolidin-2-one

tédizolid (5R)-3-{3-fluoro-4-[6-(2-méthyl-2H-tétrazol-5-yl)pyridin-3-yl]phényl}-
5-(hydroxyméthyl)-1,3-oxazolidin-2-one

tedizolid (5R)-3-{3-fluoro-4-[6-(2-metil-2H-tetrazol-5-il)piridin-3-il[fenil}-
5-(hidroximetil)-1,3-oxazolidina-2-ona
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C17H15FN603
HO H\,C\I//O
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SN N\/N/CH3

telotristatum
telotristat 4-(2-amino-6-{(1R -1-[4-chloro-2-(3-methyl-1H-pyrazol-1-yl) phenyl])-
2,2,2-trifluoroethoxy}pyrimidin-4-yl)-L-phenylalanine

télotristat 4-(2-amino-6-{(1R)-1-[4-chloro-2-(3-méthyl-1H-pyrazol-1-yl)phényl]-
2,2,2-trifluoroéthoxy}pryrimidin-4-yl)-L-phénylalanine

telotristat 4-(2-amino-6-{(1R -1-[4-cloro-2-(3-metil-1H-pirazol-1-il)fenil])-
2,2,2-trifluoroetoxi}pirimidin-4-il)-L-fenilalanina

C25H2,CIF3NgO5

o H NH,

cl N CO,H

tregalizumabum #

tregalizumab immunoglobulin G1-kappa, anti-[Homo sapiens CD4 (T cell surface
antigen T4/Leu-3, p55)], humanized monoclonal antibody;
gamma heavy chain (1-454) [humanized VH (Homo sapiens
IGHV3-15*06 (77.80%) -(IGHD)-IGHJ5*01) [8.10.15] (1-124) -Homo
sapiens IGHG1*01 (125-454)], (227-218")-disulfide with kappa light
chain (1'-218') [humanized V-KAPPA (Homo sapiens IGKV4-1*01
(80.20%) -IGKJ1*01) [10.3.9] (1'-111") -Homo sapiens IGKC*01
(112'-218")]; (233-233":236-236")-bisdisulfide dimer

trégalizumab immunoglobuline G1-kappa, anti-[Homo sapiens CD4 (antigene de
surface T4/Leu-3 de cellule T, p55)], anticorps monoclonal
humanisé;
chaine lourde gamma1(1-454) [VH humanisé (Homo sapiens
IGHV3-15*06 (77.80%) -(IGHD)-IGHJ5*01) [8.10.15] (1-124) -Homo
sapiens IGHG1*01 (125-454)], (227-218'")-disulfure avec la chaine
légere kappa (1'-218') [V-KAPPA humanisé (Homo sapiens IGKV4-
1*01 (80.20%) -IGKJ1*01) [10.3.9] (1'-111") -Homo sapiens IGKC*01
(112'-218")]; dimére (233-233":236-236")-bisdisulfure

tregalizumab inmunoglobulina G1-kappa, anti-[CD4 de Homo sapiens (antigeno
de superficie T4/Leu-3 de célula T, p55)], anticuerpo monoclonal
humanizado;
cadena pesada gamma1(1-454) [VH humanizada (Homo sapiens
IGHV3-15*06 (77.80%) -(IGHD)-IGHJ5*01) [8.10.15] (1-124) -Homo
sapiens IGHG1*01 (125-454)], (227-218'")-disulfuro con la cadena
ligera kappa (1'-218') [V-KAPPA humanizada (Homo sapiens IGKV4-
1*01 (80.20%) -IGKJ1*01) [10.3.9] (1'-111") -Homo sapiens IGKC*01
(112'-218")]; dimero (233-233":236-236")-bisdisulfuro
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Heavy chain / Chaine lourde / Cadena pesada

EEQLVESGGG LVKPGGSLRL SCAASGFSFS DCRMYWLRQA PGKGLEWIGV 50
ISVKSENYGA NYAESVRGRF TISRDDSKNT VYLQMNSLKT EDTAVYYCSA 100
SYYRYDVGAW FAYWGQGTLV TVSSASTKGP SVFPLAPSSK STSGGTAALG 150
CLVKDYFPEP VTVSWNSGAL TSGVHTFPAV LQSSGLYSLS SVVTVPSSSL 200
GTQTYICNVN HKPSNTKVDK KVEPKSCDKT HTCPPCPAPE LLGGPSVFLF 250
PPKPKDTLMI SRTPEVTCVV VDVSHEDPEV KEFNWYVDGVE VHNAKTKPRE 300
EQYNSTYRVV SVLTVLHQDW LNGKEYKCKV SNKALPAPIE KTISKAKGQP 350
REPQVYTLPP SRDELTKNQV SLTCLVKGFY PSDIAVEWES NGQPENNYKT 400
TPPVLDSDGS FFLYSKLTVD KSRWQQGNVF SCSVMHEALH NHYTQKSLSL 450
SPGK 454

Light chain / Chaine légére / Cadena ligera

DIVMTQSPDS LAVSLGERAT INCRASKSVS TSGYSYIYWY QQKPGQPPKL 50
LIYLASILES GVPDRFSGSG SGTDFTLTIS SLQAEDVAVY YCQHSRELPW 100
TFGQGTKVEI KRTVAAPSVF IFPPSDEQLK SGTASVVCLL NNFYPREAKV 150
QWKVDNALQS GNSQESVTEQ DSKDSTYSLS STLTLSKADY EKHKVYACEV 200
THQGLSSPVT KSFNRGEC 218

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-98  151-207  268-328  374-432
22"-98" 151"-207" 268"-328" 374"-432"
Intra-L  23'-92'  138'-198"
23M.92M  138"M-198"
Inter-H-L 227-218' 227"-218"
Inter-H-H 233-233" 236-236"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

304, 304"

turoctocogum alfa #

turoctocog alfa human coagulation factor VIlI-(1-750)-(1638-2332)-peptide,
glycosylated

turoctocog alfa facteur VIIl de coagulation humain-(1-750)-(1638-2332)-peptide
glycosylé

turoctocog alfa factor VIII de coagulacién humano-(1-750)-(1638-2332)-péptido
glicosilado

Cra80H11370N109902194Ses (pEPLide)

ATRRYYLGAV ELSWDYMQSD LGELPVDARF PPRVPKSFPF NTSVVYKKTL 50
FVEFTDHLFN IAKPRPPWMG LLGPTIQAEV YDTVVITLKN MASHPVSLHA 100
VGVSYWKASE GAEYDDQTSQ REKEDDKVFP GGSHTYVWQV LKENGPMASD 150
PLCLTYSYLS HVDLVKDLNS GLIGALLVCR EGSLAKEKTQ TLHKFILLFA 200
VFDEGKSWHS ETKNSLMQDR DAASARAWPK MHTVNGYVNR SLPGLIGCHR 250
KSVYWHVIGM GTTPEVHSIF LEGHTFLVRN HRQASLEISP ITFLTAQTLL 300
MDLGQFLLFC HISSHQHDGM EAYVKVDSCP EEPQLRMKNN EEAEDYDDDL 350
TDSEMDVVRF DDDNSPSFIQ IRSVAKKHPK TWVHYIAAEE EDWDYAPLVL 400
APDDRSYKSQ YLNNGPQRIG RKYKKVRFMA YTDETFKTRE AIQHESGILG 450
PLLYGEVGDT LLIIFKNQAS RPYNIYPHGI TDVRPLYSRR LPKGVKHLKD 500
FPILPGEIFK YKWIVTVEDG PTKSDPRCLT RYYSSFVNME RDLASGLIGP 550
LLICYKESVD QRGNQIMSDK RNVILFSVFD ENRSWYLTEN IQRFLPNPAG 600
VQLEDPEFQA SNIMHSINGY VFDSLQLSVC LHEVAYWYIL SIGAQTDFLS 650
VFFSGYTFKH KMVYEDTLTL FPFSGETVFM SMENPGLWIL GCHNSDFRNR 700
GMTALLKVSS CDKNTGDYYE DSYEDISAYL LSKNNAIEPR SFSQNSRHPS 750
QNPPVLKRHQ REITRTTLQS DQEEIDYDDT ISVEMKKEDF DIYDEDENQS 800
PRSFQKKTRH YFIAAVERLW DYGMSSSPHV LRNRAQSGSV PQFKKVVFQE 850
FTDGSFTQPL YRGELNEHLG LLGPYIRAEV EDNIMVTFRN QASRPYSFYS 900
SLISYEEDQR QGAEPRKNFV KPNETKTYFW KVQHHMAPTK DEFDCKAWAY 950
FSDVDLEKDV HSGLIGPLLV CHTNTLNPAH GRQVTVQEFA LFFTIFDETK 1000
SWYFTENMER NCRAPCNIQM EDPTFKENYR FHAINGYIMD TLPGLVMAQD 1050
ORIRWYLLSM GSNENIHSIH FSGHVFTVRK KEEYKMALYN LYPGVFETVE 1100
MLPSKAGIWR VECLIGEHLH AGMSTLFLVY SNKCQTPLGM ASGHIRDFQI 1150
TASGQYGQWA PKLARLHYSG SINAWSTKEP FSWIKVDLLA PMIIHGIKTQ 1200
GARQKFSSLY ISQFIIMYSL DGKKWQTYRG NSTGTLMVEFF GNVDSSGIKH 1250
NIFNPPIIAR YIRLHPTHYS IRSTLRMELM GCDLNSCSMP LGMESKAISD 1300
AQITASSYFT NMFATWSPSK ARLHLQGRSN AWRPQVNNPK EWLQVDFQKT 1350
MKVTGVTTQG VKSLLTSMYV KEFLISSSQD GHQWTLFFQN GKVKVFQGNQ 1400
DSFTPVVNSL DPPLLTRYLR IHPQSWVHQI ALRMEVLGCE AQDLY 1445

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
153-179 248-329 528-554 630-711 945-971 1012-1016 1134-1282 1287-1439

Sulfated residues (Y) / Résidus sulfatés (Y) / Residuos sulfatados(Y)
Tyr-346 Tyr-718 Tyr-719 Tyr-723 Tyr-777 Tyr-793

Glycosylation sites (N) / Sites de glycosylation (N) / Posiciones de glicosilacion (N)
Asn-41 Asn-239 Asn-923 Asn-1231
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ublituximabum #
ublituximab

ublituximab

ublituximab

immunoglobulin G1-kappa, anti-[Homo sapiens MS4A1 (membrane-
spanning 4-domains subfamily A member 1, B lymphocyte surface
antigen B1, leukocyte surface antigen Leu-16, Bp35, CD20),
chimeric monoclonal antibody;

gamma heavy chain (1-448) [Mus musculus VH (IGHV1-12*01 -
(IGHD)-IGHJ4*01) [8.8.11] (1-118) -Homo sapiens IGHG1*01 (119-
448)], (221-213")-disulfide with kappa light chain (1'-213') [Mus
musculus V-KAPPA (IGKV4-72*01 -IGKJ1*01) [5.3.9] (1'-106") -
Homo sapiens IGKC*01 (107'-213")]; (227-227":230-230")-
bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens MS4A1 (membre 1
de la sous-famille A avec 4 transmembrane regions, antigéne de
surface B1 des lymphocytes B, antigéne de surface Leu-16 des
leucocytes, Bp35, CD20), anticorps monoclonal chimérique;

chaine lourde gamma1 (1-448) [Mus musculus VH (IGHV1-12*01 -
(IGHD)-IGHJ4*01) [8.8.11] (1-118) -Homo sapiens IGHG1*01 (119-
448)], (221-213")-disulfure avec la chaine Iégére kappa (1'-213")
[Mus musculus V-KAPPA (IGKV4-72*01 -IGKJ1*01) [5.3.9] (1'-106'")
-Homo sapiens IGKC*01 (107'-213")]; dimeére (227-227":230-230")-
bisdisulfure

inmunoglobulina G1-kappa, anti-[MS4A1 de Homo sapiens
(miembro 1 de la subfamilia A con 4 regiones , transmembrana ,
antigeno de superficie B1 de linfocitos B, antigeno de superficie Leu-
16 de leucocitos, Bp35, CD20), anticuerpo monoclonal quimérico;
cadena pesada gamma1 (1-448) [Mus musculus VH(IGHV1-12*01 -
(IGHD)-IGHJ4*01) [8.8.11] (1-118) -Homo sapiens IGHG1*01 (119-
448)], (221-213'")-disulfuro con la cadena ligera kappa (1'-213') [Mus
musculus V-KAPPA (IGKV4-72*01 -IGKJ1*01) [5.3.9] (1'-106") -
Homo sapiens IGKC*01 (107'-213")]; dimero (227-227":230-230")-
bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QAYLQQSGAE LVRPGASVKM SCKASGYTFT SYNMHWVKQT PRQGLEWIGG 50
IYPGNGDTSY NQKFKGKATL TVGKSSSTAY MQLSSLTSED SAVYFCARYD 100
YNYAMDYWGQ GTSVTVSSAS TKGPSVFPLA PSSKSTSGGT AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSSLGTQTYI 200
CNVNHKPSNT KVDKKVEPKS CDKTHTCPPC PAPELLGGPS VFLFPPKPKD 250
TLMISRTPEV TCVVVDVSHE DPEVKENWYV DGVEVHNAKT KPREEQYNST 300
YRVVSVLTVL HQDWLNGKEY KCKVSNKALP APIEKTISKA KGQPREPQVY 350
TLPPSRDELT KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD 400
SDGSFFLYSK LTVDKSRWQQ GNVFSCSVMH EALHNHYTQK SLSLSPGK 448

Light chain / Chaine légere / Cadena ligera

QIVLSQSPAI LSASPGEKVT MTCRASSSVS YMHWYQQKPG SSPKPWIYAT 50
SNLASGVPAR FSGSGSGTSY SFTISRVEAE DAATYYCQQW TFNPPTFGGG 100
TRLEIKRTVA APSVFIFPPS DEQLKSGTAS VVCLLNNFYP REAKVQWKVD 150
NALQSGNSQE SVTEQDSKDS TYSLSSTLTL SKADYEKHKV YACEVTHQGL 200
SSPVTKSFNR GEC 213

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H ~ 22-96 145-201 262-322 368-426
22"-96"  145"-201"  262"-322"  368"-426"
Intra-L  23'-87' 133'-193'
23M87" 133193
Inter-H-L ~ 221-213'  221"-213"
Inter-H-H ~ 227-227"  230-230"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
298, 298"
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urelumabum #
urelumab

urélumab

urelumab

immunoglobulin G4-kappa, anti-[Homo sapiens TNFRSF9 (tumor
necrosis factor receptor superfamily member 9, 4-1BB, T cell antigen
ILA, CD137)], Homo sapiens monoclonal antibody;

gamma4 heavy chain (1-448) [Homo sapiens VH (IGHV4-34*01
(92.80%) -(IGHD)-IGHJ2*01) [8.7.15] (1-121) -IGHG4*01 hinge
S10>P (229) (122-448)], (135-216")-disulfide with kappa light chain
(1'-216') [Homo sapiens V-KAPPA (IGKV3-11*01 (100.00%) -
IGKJ4*01 G119>C) [6.3.11] (1'-109") -IGKC1*01 (110'-216")]; (227-
227":230-230")-bisdisulfide dimer

immunoglobuline G4-kappa, anti-[Homo sapiens TNFRSF9 (membre
9 de la superfamille des récepteurs du facteur de nécrose tumorale,
4-1BB, antigene ILA de lymphocyte T, CD137)], Homo sapiens
anticorps monoclonal;

chaine lourde gamma4 (1-448) [Homo sapiens VH (IGHV4-34*01
(92.80%) -(IGHD)-IGHJ2*01) [8.7.15] (1-121) -IGHG4*01 charniére
S10>P (229) (122-448)], (135-216")-disulfure avec la chaine légére
kappa (1'-216') [Homo sapiens V-KAPPA (IGKV3-11*01 (100.00%) -
IGKJ4*01 G119>C) [6.3.11] (1'-109") -IGKC1*01 (110'-216")]; dimere
(227-227":230-230")-bisdisulfure

inmunoglobulina G4-kappa, anti-[TNFRSF9 de Homo sapiens
(miembro 9 de la superfamilia de receptores del factor de necrosis
tumoral, 4-1BB, antigeno ILA de linfocito T, CD137)], anticuerpo
monoclonal de Homo sapiens;

cadena pesada gamma4 (1-448) [Homo sapiens VH (IGHV4-34*01
(92.80%) -(IGHD)-IGHJ2*01) [8.7.15] (1-121) -IGHG4*01 bisagra
S10>P (229) (122-448)], (135-216")-disulfuro con la cadena ligera
kappa (1'-216') [Homo sapiens V-KAPPA (IGKV3-11*01 (100.00%) -
IGKJ4*01 G119>C) [6.3.11] (1'-109") -IGKC1*01 (110'-216")]; dimero
(227-227":230-230")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLQOQWGAG LLKPSETLSL TCAVYGGSFS GYYWSWIRQS PEKGLEWIGE 50
INHGGYVTYN PSLESRVTIS VDTSKNQFSL KLSSVTAADT AVYYCARDYG 100
PGNYDWYFDL WGRGTLVTVS SASTKGPSVFEF PLAPCSRSTS ESTAALGCLV 150
KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTK 200
TYTCNVDHKP SNTKVDKRVE SKYGPPCPPC PAPEFLGGPS VFLFPPKPKD 250
TLMISRTPEV TCVVVDVSQE DPEVQFNWYV DGVEVHNAKT KPREEQFNST 300
YRVVSVLTVL HQDWLNGKEY KCKVSNKGLP SSIEKTISKA KGQPREPQVY 350
TLPPSQEEMT KNQVSLTCLV KGFYPSDIAV EWESNGQPEN NYKTTPPVLD 400
SDGSFFLYSR LTVDKSRWQE GNVESCSVMH EALHNHYTQK SLSLSLGK 448

Light chain / Chaine légere / Cadena ligera

EIVLTQSPAT LSLSPGERAT LSCRASQSVS SYLAWYQQKP GQAPRLLIYD 50
ASNRATGIPA RFSGSGSGTD FTLTISSLEP EDFAVYYCQQ RSNWPPALTF 100
CGGTKVEIKR TVAAPSVFIF PPSDEQLKSG TASVVCLLNN FYPREAKVQW 150
KVDNALQSGN SQESVTEQDS KDSTYSLSST LTLSKADYEK HKVYACEVTH 200
QGLSSPVTKS FNRGEC 216

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-95  148-204  262-322  368-426
22"-95" 148"-204" 262"-322" 368"-426"
Intra-L  23'-88'  136'-196'
23M88"  136"-196™
Inter-H-L  135-216' 135"-216"
Inter-H-H 227-227" 230-230"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
298, 298"
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usistapidum
usistapide

usistapide

usistapida

vesencumabum #
vesencumab

vésencumab

vesencumab

methyl (2S)-2-phenyl-2-[4-(4-{4'-(trifluoromethyl)-[1,1'-biphenyl]-
2-carboxamido}phenyl)piperidin-1-yl]acetate

(+)-(2S)-2-phényl-2-{4-[4-({[4'-(trifluorométhyl)-[1,1'-biphényl]-
2-yl]carbonyl}amino)phényl]pipéridin-1-yl}acétate de méthyle

(2S)-2-fenil-2-[4-(4-{4'-(trifluorometil)-[1,1'-bifenil]-
2-carboxamido}fenil)piperidin-1-ilJacetato de metilo

C34H31 F3N203

CF3

I 0

immunoglobulin G1-kappa, anti-[Homo sapiens NRP1 (neuropilin 1,
NRP, vascular endothelial cell growth factor 165 receptor, VEGF165
receptor, VEGF165R, CD304) extracellular domain], Homo sapiens
monoclonal antibody;

gamma heavy chain (1-453) [Homo sapiens VH (IGHV3-23*04
(90.80%) -(IGHD)-IGHJ6*01) [8.8.16] (1-123) -IGHG1*01 CH3
D12>E (362), L14>M (364) (124-453)], (226-214')-disulfide with
kappa light chain (1'-214") [Homo sapiens V-KAPPA (IGKV1-39*01
(89.50%) -IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; (232-
232":235-235")-bisdisulfide dimer

Iz

immunoglobuline G1-kappa, anti-[Homo sapiens NRP1 (neuropiline
1, NRP, récepteur de l'isoforme 165 du facteur de croissance des
cellules endothéliales vasculaires, récepteur du VEGF165,
VEGF165R, CD304) domaine extracellulaire], Homo sapiens
anticorps monoclonal;

chaine lourde gamma1 (1-453) [Homo sapiens VH (IGHV3-23*04
(90.80%) -(IGHD)-IGHJ6*01) [8.8.16] (1-123) -IGHG1*01 CH3
D12>E (362), L14>M (364) (124-453)], (226-214")-disulfure avec la
chaine légére kappa (1'-214') [Homo sapiens V-KAPPA (IGKV1-
39*01 (89.50%) -IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")];
dimere (232-232":235-235")-bisdisulfure

inmunoglobulina G1-kappa, anti-[NRP1 de Homo sapiens
(neuropilina 1, NRP, receptor de la isoforma 165 del factor de
crecimiento de células endoteliales vasculares, receptor de

VEGF 165, VEGF165R, CD304) dominio extracelular], anticuerpo
monoclonal de Homo sapiens;

cadena pesada gamma1 (1-453) [VH de Homo sapiens (IGHV3-
23*04 (90.80%) -(IGHD)-IGHJ6*01) [8.8.16] (1-123) -IGHG1*01 CH3
D12>E (362), L14>M (364) (124-453)], (226-214")-disulfuro con la
cadena ligera kappa (1'-214') [Homo sapiens V-KAPPA (IGKV1-
39*01 (89.50%) -IGKJ1*01) [6.3.9] (1'-107') -IGKC*01 (108'-214")];
dimero (232-232":235-235")-bisdisulfuro

1.9
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Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFTFS SYAMSWVRQA PGKGLEWVSQ 50
ISPAGGYTNY ADSVKGRFTI SADTSKNTAY LQOMNSLRAED TAVYYCARGE 100
LPYYRMSKVM DVWGQGTLVT VSSASTKGPS VFPLAPSSKS TSGGTAALGC 150
LVKDYFPEPV TVSWNSGALT SGVHTFPAVL QSSGLYSLSS VVTVPSSSLG 200
TQTYICNVNH KPSNTKVDKK VEPKSCDKTH TCPPCPAPEL LGGPSVFLFP 250
PKPKDTLMIS RTPEVTCVVV DVSHEDPEVK FNWYVDGVEV HNAKTKPREE 300
QYNSTYRVVS VLTVLHQDWL NGKEYKCKVS NKALPAPIEK TISKAKGQPR 350
EPQVYTLPPS REEMTKNQVS LTCLVKGFYP SDIAVEWESN GQPENNYKTT 400
PPVLDSDGSF FLYSKLTVDK SRWQQGNVES CSVMHEALHN HYTQKSLSLS 450
PGK 453

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASQYFS SYLAWYQQKP GKAPKLLIYG 50
ASSRASGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ YLGSPPTFGQ 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  150-206  267-327  373-431
22"-96" 150"-206" 267"-327" 373"-431"
Intra-L  23'-88' 134'-194'
23M_88" 134"-194™
Inter-H-L 226-214' 226"-214"
Inter-H-H 232-232" 235-235"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
303, 303"

vidupiprantum

vidupiprant {4-[4-(tert-butylcarbamoyl)-2-(2-chloro-
4-cyclopropylbenzenesulfonamido)phenoxy]-5-chloro-
2-fluorophenyl}acetic acid

vidupiprant acide {4-[4-(tert-butylcarbamoyl)-2-(2-chloro-
4-cyclopropylbenzénesulfonamido)phénoxy]-5-chloro-
2-fluorophényl}acétique

vidupiprant acido {4-[4-(terc-butilcarbamoil)-2-(2-cloro-
4-ciclopropilbencenosulfonamido)fenoxi]-5-cloro-2-fluorofenil}acético

ngH27C|2FN2068

Cl

o)

H
HC X CO,H

HsC I}IH
CH; O S=0 F

A\

o)

cl

vosaroxinum
vosaroxin 7-[(3S,4S)-3-methoxy-4-(methylamino)pyrrolidin-1-yl]-4-oxo-
1-(1,3-thiazol-2-yl)-1,4-dihydro-1,8-naphthyridine-3-carboxylic acid

vosaroxine acide 7-[(3S,4S)-3-méthoxy-4-(méthylamino)pyrrolidin-1-yl]-4-oxo-
1-(1,3-thiazol-2-yl)-1,4-dihydro-1,8-naphtyridine-3-carboxylique

vosaroxina acido 7-[(3S,4S)-4-(metilamino)-3-metoxipirrolidin-1-il]-4-oxo-
1-(1,3-tiazol-2-il)-1,4-dihidro-1,8-naftiridina-3-carboxilico
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AMENDMENTS TO PREVIOUS LISTS

MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES A LAS LISTAS ANTERIORES

Recommended International Non Proprietary Names (Rec. INN): List 51
Dénominations communes internationales proposées (DCI Rec.): Liste 51
Denominaciones Comunes Internacionales Propuestas (DCI Rec.): Lista 51
(WHO Drug Information, Vol. 18, No. 1, 2004)

p. 86

cantuzumabum mertansinum#
cantuzumab mertansine
cantuzumab mertansine
cantuzumab mertansina

replace the description and the structure by the following ones
remplacer la description et la structure par les suivantes
sustituyase la descripcion y la estructura por las siguientes

immunoglobulin G1-kappa, anti-{[Homo sapiens MUC1 sialylated
carbohydrate, tumour-associated (CA242, cancer antigen 242)], humanized
monoclonal antibody conjugated to maytansinoid DM1;

gamma1 heavy chain (1-449) [humanized VH (Homo sapiens IGHV7-4-1*02
(76.50%) -(IGHD)-IGHJ2*01 R120>Q (111), L123>T (114)) [8.8.12] (1-119) -
Homo sapiens IGHG1*01 (120-449)], (222-219")-disulfide with kappa light
chain (1'-219') [humanized V-KAPPA (Homo sapiens IGKV2-28*01

(82.00%) -IGKJ3*01 V124>L (109), D125>E (110), 1126>L (111)) [11.3.9]
(1'-112") -Homo sapiens IGKC*01 (113'-219")]; (228-228":231-231")-
bisdisulfide dimer; conjugated, on an average of 4 lysyl, to maytansinoid
DM1 [N*-deacetyl-N”~(3-mercapto-1-oxopropyl)-maytansine] via the
reductible SPP linker [N-succinimidyl 4-(2-pyridyldithio)pentanoate]
For the mertansine part, please refer to the document "INN for
pharmaceutical substances: Names for radicals, groups and others"*
immunoglobuline G1-kappa, anti-[Homo sapiens glycane sialylé de MUC1,
associé a des tumeurs (CA242, antigene du cancer 242)], anticorps
monoclonal humanisé conjugué au maytansinoide DM1;

chaine lourde gamma1 (1-449) [VH humanisé (Homo sapiens IGHV7-4-
1*02 (76.50%) -(IGHD)-IGHJ2*01 R120>Q (111), L123>T (114)) [8.8.12] (1-
119) -Homo sapiens IGHG1*01 (120-449)], (222-219")-disulfure avec la
chaine légere kappa (1'-219') [V-KAPPA humanisé (Homo sapiens IGKV2-
28*01 (82.00%) -IGKJ3*01 V124>L (109), D125>E (110), 1126>L (111))
[11.3.9] (1'-112") -Homo sapiens IGKC*01 (113'-219")]; dimére (228-
228":231-231")-bisdisulfure; conjugué, sur 4 lysyl en moyenne, au
maytansinoide DM1 [Nz-déacétyI-NZ-(3-mercapto-1-oxopropyl)-maytansine]
via le linker SPP réductible [4-(2-pyridyldithio)pentanoate de
N-succinimidyle]

Pour la partie mertansine, veuillez vous référer au document "INN for
pharmaceutical substances: Names for radicals, groups and others"*
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inmunoglobulina G1-kappa, anti-[glicano sialilado de MUC1 de Homo sapiens,
asociado a tumores (CA242, antigeno del cancer 242)], anticuerpo monoclonal
humanizado conjugado con el maitansinoide DM1;

cadena pesada gamma1 (1-449) [VH humanizada (Homo sapiens IGHV7-4-
1*02 (76.50%) -(IGHD)-IGHJ2*01 R120>Q (111), L123>T (114)) [8.8.12] (1-
119) -Homo sapiens IGHG1*01 (120-449)], (222-219')-disulfuro con la cadena
ligera kappa (1'-219') [V-KAPPA humanizada (Homo sapiens IGKV2-28*01
(82.00%) -IGKJ3*01 V124>L (109), D125>E (110), 1126>L (111)) [11.3.9] (1*-
112") -Homo sapiens IGKC*01 (113'-219")]; dimero (228-228":231-231")-
bisdisulfuro; conjugado, por término medio, en 4 grupos lisil, con el
maitansinoide DM1 [Nz'-desacetiI-NZ'-(3-mercapto-1-oxopropil)—maitansina]
mediante el espaciador SPP reducible [4-(2-piridilditio)pentanoato de
N-succinimidilo]

Para la mertansina, por favor, consulten el documento "INN for pharmaceutical
substances: Names for radicals, groups and others™.

cantuzumab/ cantuzumab / cantuzumab

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGETVKI SCKASDYTFT YYGMNWVKQA PGQGLKWMGW 50
IDTTTGEPTY AQKFQGRIAF SLETSASTAY LQIKSLKSED TATYFCARRG 100
PYNWYFDVWG QGTTVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKKVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKEFNWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQODWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSRDEL TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légére / Cadena ligera

DIVMTQSPLS VPVTPGEPVS ISCRSSKSLL HSNGNTYLYW FLQRPGQSPQ 50
LLIYRMSNLV SGVPDRFSGS GSGTAFTLRI SRVEAEDVGV YYCLQHLEYP 100
FTFGPGTKLE LKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VQWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSFNRGEC 219

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  146-202  263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L  23'-93' 139'-199'
23M.93"  139"_199™
Inter-H-L 222-219' 222"-219™
Inter-H-H 228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
299, 299"

mertansine / mertansine / mertansina

OCHj

4

cantuzumab = Ig(NH5)4
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Recommended International Non Proprietary Names (Rec. INN): List 65
Dénominations communes internationales proposées (DCI Rec.): Liste 65
Denominaciones Comunes Internacionales Propuestas (DCI Rec.): Lista 65
(WHO Drug Information, Vol. 25, No. 1, 2011)

p. 84

p. 95

samalizumabum #
samalizumab
samalizumab
samalizumab

vorapaxarum
vorapaxar

replace the description by the following one
remplacer la description par la suivante
sustitiyase la descripcion por la siguiente

immunoglobulin G2/4-kappa, anti-[Homo sapiens CD200 (OX-2)], humanized
monoclonal antibody;

gammaZ2/4 heavy chain (1-442) [humanized VH (Homo sapiens IGHV1-69*01
(73.50%) -(IGHD)-IGHJ4*01 L123>T (112), V124>L (113)) [8.8.10] (1-117) -
Homo sapiens IGHG2*01 CH1-hinge-CH2 1.6-1.1 (118-232)- IGHG4*01 CH2
1-125, CH3 1-129 K130>del (233-442)], (131-214')-disulfide with kappa light
chain (1'-214'") [humanized V-KAPPA (Homo sapiens IGKV1-33*01 (81.10%) -
IGKJ2*01 Q120>G (100)) [6.3.9] (1'-107") -Homo sapiens IGKC*01 (108'-214")];
(219-219":220-220":223-223":226-226")-tetrakisdisulfide dimer

immunoglobuline G2/4-kappa, anti-[Homo sapiens CD200 (OX-2)], anticorps
monoclonal humanisé;

chaine lourde gamma2/4 (1-442) [VH humanisé (Homo sapiens IGHV1-69*01
(73.50%) -(IGHD)-IGHJ4*01 L123>T (112), V124>L (113)) [8.8.10] (1-117) -
Homo sapiens IGHG2*01 CH1-charniere-CH2 1.6-1.1 (118-232)- IGHG4*01
CH2 1-125, CH3 1-129 K130>del (233-442)], (131-214")-disulfure avec la
chaine légere kappa (1'-214") [V-KAPPA humanisé (Homo sapiens IGKV1-
33*01 (81.10%) -IGKJ2*01 Q120>G (100)) [6.3.9] (1'-107') -Homo sapiens
IGKC*01 (108'-214")]; dimere (219-219":220-220":223-223":226-226")-
tétrakisdisulfure

inmunoglobulina G2/4-kappa, anti-[Homo sapiens CD200 (OX-2)], anticuerpo
monoclonal humanizado;

cadena pesada gammaz2/4 (1-442) [humanizado VH (Homo sapiens IGHV1-
69*01 (73.50%) - (IGHD)-IGHJ4*01 L123>T (112), V124>L (113)) [8.8.10] (1-
117) -Homo sapiens IGHG2*01 CH1-bisagra-CH2 1.6-1.1 (118-232)- IGHG4*01
CH2 1-125, CH3 1-129 K130>del (233-442)], (131-214")-disulfuro con la cadena
ligera kappa (1'-214") [V-KAPPA humanizada(Homo sapiens IGKV1-33*01
(81.10%) -IGKJ2*01 Q120>G (100)) [6.3.9] (1'-107") -Homo sapiens IGKC*01
(108'-214")]; dimero (219-219":220-220":223-223":226-226")-tetrakisdisulfuro

replace the chemical name by the following

ethyl [(1R,3aR,4aR,6R,8aR,9S,9aS)-9-{(1E)-2-[5-(3-fluorophenyl)pyridin-
2-yllethen-1-yl}-1-methyl-3-oxododecahydronaphtho[2,3-c]furan-6-yllcarbamate
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* "INN for pharmaceutical substances: Names for radicals, groups & others" document available at /
document disponible a / documento disponible en :
http://www.who.int/medicines/services/inn/publication/en/index.html

# Electronic structure available on Mednet: http://mednet.who.int/
# Structure électronique disponible sur Mednet: http://mednet.who.int/
# Estructura electronica disponible en Mednet: http://mednet.who.int/

Procedure and Guiding Principles / Procédure et Directives / Procedimientos y principios generales

The text of the Procedures for the Selection of Recommended International Nonproprietary Names for Pharmaceutical
Substances and General Principles for Guidance in Devising International Nonproprietary Names for Pharmaceutical
Substances will be reproduced in proposed INN lists only.

Les textes de la Procédure a suivre en vue du choix de dénominations communes internationales recommandées pour les
substances pharmaceutiques et des Directives générales pour la formation de dénominations communes internationales
applicables aux substances pharmaceutiques seront publiés seulement dans les listes des DCI proposées.

El texto de los Procedimientos de seleccion de denominaciones comunes internacionales recomendadas para las sustancias
farmacéuticas y de los Principios generales de orientacion para formar denominaciones comunes internacionales para
sustancias farmacéuticas aparece solamente en las listas de DCI propuestas.
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Intention-to-Treat Analysis
BCR-ABL Tyrosine Kinase Activity Regulates the Deininger et al.
. . ; . Cancer Res
5.4-46 Expression of Multiple Genes Implicated in the 2000:60:2049-2055
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54-48 Parliament and of the Council of 4 April 2001 [2001] OJL121/ 34
5449 Efficacy and safety of a specific inhibitor of the ber-abl Druker, et al. N Engl J Med, 2001,
’ tyrosine kinase in chronic myeloid leukemia. 344 (14), 1031.
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BCR-ABL Drug Resistance Mutations in Chronic

J. Molecul. Diagnost.,

3:4-100 Myelogenous Leukemia and Acute Lymphoblastic 2009, 11 (1), 4.
Leukemia
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’ Imatinib May Identify Those at High Risk of Disease 26: 4806-4813.
Progression
54.114 The presence of a BCR-ABL mutant allele in CML does not Khorashad et. al. Leukemia, 2006, 20,
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Impact of Dose Intensity of Ponatinib on Selected Adverse Knickerbocker et al Annual Meeting of
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