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W - W g LTV WREL (J45E) g LTV RWERBL (B AGE
Caco-2 carcinoma colon-2 b S ok GRiEga)
DHTBZ dihydrotetrabenazine e RaT IR FT
GLP Good Laboratory Practice =3 dh O PRI BT 2 FERR R
Bk o> Ftn D FEUE
hERG human ether-a-go-go related gene bt N EEEMALE IR T Y T A
F ¥ RVBIs T
ICH International Council for (2 8 B L R [ B il
Harmonisation of Technical
Requirements for Pharmaceuticals for
Human Use
MDCK Madin-Darby canine kidney Madin-Darby 1 X & 1% (Flifa)
P-gp P-glycoprotein P-HE7- A HE
VMAT vesicular monoamine transporter INRE )T I NT U AR—H
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DANNA TRV A0mg (LUF, KA OFNEG T DIV F U0 Fyvigi (LIF,
MT-5199) (X 1.5.1—1) &, /MaE/ 7 Iy T AR—% (LLF, VMAT) 2 2k 28R
HEREWVH) -a-Y 8 KeT kT2 (LLF, DHTBZ) (NBI-98782) %#/NU = A7 /L kL
=0 ~7ua K7 v 7 ThY, KED Neurocrine Biosciences 112 L 0 glfl X 7=, ARIZEBIT S
BRI 13 0 = 22 RURRR AR T > TV DL MT-5199 1, 1M NBI-98782 (i & 7=
%, VT ARRBO/NAUAFIET D VMAT2 Z BHRIICHHE L TE 2 7 X ORLY A B Z il
L, VF7AMBICHE SN D RNV EERBDIEHZ LT, BEECAIROTREICE
IO ARMEEER 2 ET D, ARNTKEICB VLT 201744 A 11 BICARERE LTS, £
722021 4 4 ABILE, YU AR—I, HA, AV RxV T, <L — 7 ROUEEICE W TRGR
HEEH CTh D, ZOMITKETIE, by Ly MEEREESL, KON T 2 b UIRICPE D BkE
B & k5 & L 721658 2% Neurocrine Biosciences fEIZ & V0 i ST\ 5. 72k, KRIEIZEBW
T, WSNRBROARTRRRIK 2 — R NBI-98854 1, BB B2 kE, ENRBROARBRIE T — R
MT-5199 |ZfE Z#iz TRidi L 7.

AFHN & BR%E U7 ARSI, 2.5.1 RN 2.5.6 IZRE9
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15212 =&

MT-5199 BUH| DL EMRERIZ DWW TIE, ICH OZEWRET A K74 {QIA (R2)} &KW
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kovwiEERs O & o) = Aoz Lz, 2ok, B A ko
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FAWTIMERF ~OBAITEZFHMII L=, Invivo RERE LT, 7 v MI[MClE# MT-5199 % Hi[a[f#k
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

INGREZZA® (valbenazine) capsules, for oral use
Initial U.S. Approval: 2017

RECENT MAJOR CHANGES-----mnmmmmemmeeemeeeee
Dosage and Administration (2.1) 4/2021

INDICATIONS AND USAGE-—--—------—--—-meee -
INGREZZA is a vesicular monoamine transporter 2 (VMAT?2) inhibitor
indicated for the treatment of adults with tardive dyskinesia. (1)

= —-—-—-DOSAGE AND ADMINISTRATION-----------memememe -

e The initial dosage is 40 mg once daily. After one week, increase the dose to
the recommended dosage of 80 mg once daily. (2 1)

e Can be taken with or without food. (2.1)

e The recommended dosage for patients with moderate or severe hepatic
impairment is 40 mg once daily. (2.2)

e The recommended dosage for known CYP2D6 poor metabolizers is 40 mg
once daily. (2.3)

--------------------- DOSAGE FORMS AND STRENGTHS---—--—--—--—--——-
Capsules: 40 mg, 60 mg and 80 mg. (3)

CONTRAINDICATIONS
Known hypersensitivity to valbenazine or any components of INGREZZA. (4)

e e-——-WARNINGS AND PRECAUTIONS---------mmeem e

e Somnolence: May impair patient’s ability to drive or operate hazardous
machinery. (5.1)

e QT Prolongation: May cause an increase in QT interval. Avoid use in
patients with congenital long QT syndrome or with arrhythmias associated
with a prolonged QT interval. (5.2)

o Parkinsonism: Cases of parkinson-like symptoms, some of which were
severe, have been reported in the postmarketing period. Reduce the dose or
discontinue INGREZZA treatment in patients who develop clinically
significant parkinson-like signs or symptoms. (5.3)

ADVERSE REACTIONS
Most common adverse reaction (>5% and twice the rate of placebo):
somnolence. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Neurocrine
Biosciences, Inc. at 877-641-3461 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS
Dose adjustments due to drug interactions (2.4, 7 1):
Factors Dose Adjustments for
INGREZZA
Use of MAOIs with INGREZZA Avoid concomitant use with
MAOIs.
Use of strong CYP3A4 inducers Concomitant use is not
with INGREZZA recommended.
Use of strong CYP3A4 inhibitors Recommended dosage is 40 mg
with INGREZZA once daily.

Use of strong CYP2D6 inhibitors Recommended dosage is 40 mg
with INGREZZA once daily.

~mmmmmmmmmmemmmeemeeeme==-USE IN SPECIFIC POPULATIONS-----n-mememeemeeeee
e Pregnancy: May cause fetal harm. (8.1)
e Lactation: Advise not to breastfeed. (8.2)

See 17 for PATIENT COUNSELING INFORMATION and FDA-
approved patient labeling.

Revised: 4/2021

FULL PRESCRIBING INFORMATION: CONTENTS*

1  INDICATIONS AND USAGE
DOSAGE AND ADMINISTRATION
2.1 Dosing and Administration Information
2.2 Dosage Recommendations for Patients with Hepatic Impairment
2.3 Dosage Recommendations for Known CYP2D6 Poor Metabolizers
2.4 Dosage Recommendations for Concomitant Use with Strong
CYP3A4 Inducers and Strong CYP3A4 or CYP2D6 Inhibitors
3  DOSAGE FORMS AND STRENGTHS
CONTRAINDICATIONS
5  WARNINGS AND PRECAUTIONS
5.1 Somnolence
5.2 QT Prolongation
5.3 Parkinsonism
6 ADVERSE REACTIONS
6.1 Clinical Trials Experience
6.2 Postmarketing Experience
7  DRUG INTERACTIONS
7.1 Drugs Having Clinically Important Interactions with INGREZZA
7.2 Drugs Having No Clinically Important Interactions with
INGREZZA
8  USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
8.2 Lactation
8.4 Pediatric Use

N

8.5 Geriatric Use
8.6 CYP2D6 Poor Metabolizers
8.7 Hepatic Impairment
8.8 Renal Impairment
10 OVERDOSAGE
10.1 Human Experience
10.2 Management of Overdosage
11 DESCRIPTION
12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
12.2 Pharmacodynamics
12.3 Pharmacokinetics
13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
14 CLINICAL STUDIES
16 HOW SUPPLIED/STORAGE AND HANDLING
17 PATIENT COUNSELING INFORMATION

* Sections or subsections omitted from the full prescribing information are not
listed.




FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
INGREZZA is indicated for the treatment of adults with tardive dyskinesia [see Clinical Studies (14)].

2 DOSAGE AND ADMINISTRATION

2.1 Dosing and Administration Information

The initial dosage for INGREZZA is 40 mg once daily. After one week, increase the dose to the recommended
dosage of 80 mg once daily. A dosage of 40 mg or 60 mg once daily may be considered depending on response
and tolerability.

Administer INGREZZA orally with or without food /see Clinical Pharmacology (12.3)].

2.2 Dosage Recommendations for Patients with Hepatic Impairment

The recommended dosage for patients with moderate or severe hepatic impairment (Child-Pugh score 7 to 15) is
INGREZZA 40 mg once daily /see Use in Specific Populations (8.7), Clinical Pharmacology (12.3)].

23 Dosage Recommendations for Known CYP2D6 Poor Metabolizers

The recommended dosage for known CYP2D6 poor metabolizers is INGREZZA 40 mg once daily [see Use in
Specific Populations (8.6), Clinical Pharmacology (12.3)].

24 Dosage Recommendations for Concomitant Use with Strong CYP3A4 Inducers
and Strong CYP3A4 or CYP2D6 Inhibitors

Coadministration with Strong CYP3A4 Inducers

Concomitant use of strong CYP3A4 inducers with INGREZZA is not recommended [see Drug Interactions
(7.1)].
Coadministration with Strong CYP3A4 Inhibitors

The recommended dosage for patients receiving strong CYP3A4 inhibitors is INGREZZA 40 mg once daily
[see Drug Interactions (7.1)].

Coadministration with Strong CYP2D6 Inhibitors

The recommended dosage for patients receiving strong CYP2D6 inhibitors is INGREZZA 40 mg once daily
[see Drug Interactions (7.1)].

3 DOSAGE FORMS AND STRENGTHS

INGREZZA capsules are available in the following strengths:
e 40 mg capsules with a white opaque body and purple cap, printed with ‘VBZ’ and ‘40’ in black ink.
e 60 mg capsules with a dark red opaque body and purple cap, printed with ‘VBZ’ and ‘60’ in black ink.
e 80 mg capsules with a purple opaque body and cap, printed with ‘VBZ’ and ‘80’ in black ink.



4 CONTRAINDICATIONS

INGREZZA is contraindicated in patients with a history of hypersensitivity to valbenazine or any components
of INGREZZA. Rash, urticaria, and reactions consistent with angioedema (e.g., swelling of the face, lips, and
mouth) have been reported [see Adverse Reactions (6.2)].

5 WARNINGS AND PRECAUTIONS

5.1 Somnolence

INGREZZA can cause somnolence. Patients should not perform activities requiring mental alertness such as
operating a motor vehicle or operating hazardous machinery until they know how they will be affected by
INGREZZA [see Adverse Reactions (6.1)].

5.2 QT Prolongation

INGREZZA may prolong the QT interval, although the degree of QT prolongation is not clinically significant at
concentrations expected with recommended dosing. In patients taking a strong CYP2D6 or CYP3A4 inhibitor,
or who are CYP2D6 poor metabolizers, INGREZZA concentrations may be higher and QT prolongation
clinically significant [see Clinical Pharmacology (12.2)]. For patients who are CYP2D6 poor metabolizers or
are taking a strong CYP2D6 inhibitor, dose reduction may be necessary. For patients taking a strong CYP3A4
inhibitor, reduce the dose of INGREZZA to 40 mg once daily [see Dosage and Administration (2.3, 2.4)].
INGREZZA should be avoided in patients with congenital long QT syndrome or with arrhythmias associated
with a prolonged QT interval. For patients at increased risk of a prolonged QT interval, assess the QT interval
before increasing the dosage.

5.3 Parkinsonism

INGREZZA may cause parkinsonism in patients with tardive dyskinesia. Parkinsonism has also been observed
with other VMAT?2 inhibitors. In the 3 placebo-controlled clinical studies in patients with tardive dyskinesia,
the incidence of parkinson-like adverse events was 3% of patients treated with INGREZZA and <1% of
placebo-treated patients. Postmarketing safety reports have described parkinson-like symptoms, some of which
were severe and required hospitalization. In most cases, severe parkinsonism occurred within the first two
weeks after starting or increasing the dose of INGREZZA. Associated symptoms have included falls, gait
disturbances, tremor, drooling and hypokinesia. In cases in which follow-up clinical information was available,
parkinson-like symptoms were reported to resolve following discontinuation of INGREZZA therapy. Reduce
the dose or discontinue INGREZZA treatment in patients who develop clinically significant parkinson-like
signs or symptoms.

6 ADVERSE REACTIONS

The following adverse reactions are discussed in more detail in other sections of the labeling:
e Hypersensitivity /see Contraindications (4)]
o Somnolence [see Warnings and Precautions (5.1)]
e QT Prolongation [see Warnings and Precautions (5.2)]

e Parkinsonism [see Warnings and Precautions (5.3)]



6.1 Clinical Trials Experience

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

Variable and Fixed Dose Placebo-Controlled Trial Experience

The safety of INGREZZA was evaluated in 3 placebo-controlled studies, each 6 weeks in duration (fixed dose,
dose escalation, dose reduction), including 445 patients. Patients were 26 to 84 years of age with moderate to
severe tardive dyskinesia and had concurrent diagnoses of mood disorder (27%) or schizophrenia/
schizoaffective disorder (72%). The mean age was 56 years. Patients were 57% Caucasian, 39% African-
American, and 4% other. With respect to ethnicity, 28% were Hispanic or Latino. All subjects continued
previous stable regimens of antipsychotics; 85% and 27% of subjects, respectively, were taking atypical and
typical antipsychotic medications at study entry.

Adverse Reactions Leading to Discontinuation of Treatment

A total of 3% of INGREZZA treated patients and 2% of placebo-treated patients discontinued because of
adverse reactions.

Common Adverse Reactions

Adverse reactions that occurred in the 3 placebo-controlled studies at an incidence of >2% and greater than
placebo are presented in Table 1.

Table 1: Adverse Reactions in 3 Placebo-Controlled Studies of 6-week Treatment Duration
Reported at >2% and >Placebo

Adverse Reaction! INGREZZA Placebo
(0=262) (%) (n=183) (%)

General Disorders

Somnolence 10.9% 4.2%
(somnolence, fatigue, sedation)

Nervous System Disorders

Anticholinergic effects 5.4% 4.9%
(dry mouth, constipation, disturbance in attention, vision
blurred, urinary retention)

Balance disorders/fall 4.1% 2.2%
(fall, gait disturbance, dizziness, balance disorder)

Headache 3.4% 2.7%

Akathisia 2.7% 0.5%

(akathisia, restlessness)

Gastrointestinal Disorders

Vomiting 2.6% 0.6%
Nausea 2.3% 2.1%
Musculoskeletal Disorders

Arthralgia | 2.3% 0.5%

! ' Within each adverse reaction category, the observed adverse reactions are listed in order of decreasing frequency.

Other Adverse Reactions Observed During the Premarketing Evaluation of INGREZZA



Other adverse reactions of >1% incidence and greater than placebo are shown below. The following list does
not include adverse reactions: 1) already listed in previous tables or elsewhere in the labeling, 2) for which a
drug cause was remote, 3) which were so general as to be uninformative, 4) which were not considered to have
clinically significant implications, or 5) which occurred at a rate equal to or less than placebo.

Endocrine Disorders: blood glucose increased

General Disorders: weight increased

Infectious Disorders: respiratory infections

Neurologic Disorders. drooling, dyskinesia, extrapyramidal symptoms (non-akathisia)

Psychiatric Disorders: anxiety, insomnia

During controlled trials, there was a dose-related increase in prolactin. Additionally, there was a dose-related
increase in alkaline phosphatase and bilirubin, suggesting a potential risk for cholestasis.

6.2 Postmarketing Experience

The following adverse reactions have been identified during post-approval use of INGREZZA that are not
included in other sections of labeling. Because these reactions are reported voluntarily from a population of
uncertain size, it is not always possible to reliably estimate their frequency or establish a causal relationship to
drug exposure.

Immune System Disorders: hypersensitivity reactions (including allergic dermatitis, angioedema, pruritis, and
urticaria)

Skin and Subcutaneous Tissue Disorders: rash

7 DRUG INTERACTIONS

7.1 Drugs Having Clinically Important Interactions with INGREZZA

Table 2: Clinically Significant Drug Interactions with INGREZZA

Monoamine Oxidase Inhibitors (MAOIs)

Clinical Implication: Concomitant use of INGREZZA with MAOIs may increase the
concentration of monoamine neurotransmitters in synapses, potentially
leading to increased risk of adverse reactions such as serotonin syndrome,
or attenuated treatment effect of INGREZZA.

Prevention or Management: Avoid concomitant use of INGREZZA with MAOIs.

Examples: isocarboxazid, phenelzine, selegiline
Strong CYP3A4 Inhibitors
Clinical Implication: Concomitant use of INGREZZA with strong CYP3 A4 inhibitors increased

the exposure (Cmax and AUC) to valbenazine and its active metabolite
compared with the use of INGREZZA alone [see Clinical Pharmacology
(12.3)]. Increased exposure of valbenazine and its active metabolite may
increase the risk of exposure-related adverse reactions [see Warnings and
Precautions (5.2)].

Prevention or Management: Reduce INGREZZA dose when INGREZZA is coadministered with a
strong CYP3 A4 inhibitor /see Dosage and Administration (2.4)].
Examples: itraconazole, ketoconazole, clarithromycin




Strong CYP2D6 Inhibitors

Clinical Implication: Concomitant use of INGREZZA with strong CYP2D6 inhibitors increased
the exposure (Cmax and AUC) to valbenazine’s active metabolite compared
with the use of INGREZZA alone [see Clinical Pharmacology (12.3)].
Increased exposure of active metabolite may increase the risk of
exposure-related adverse reactions [see Warnings and Precautions (5.2)].
Prevention or Management: Reduce INGREZZA dose when INGREZZA is coadministered with a
strong CYP2D6 inhibitor /see Dosage and Administration (2.4)].

Examples: paroxetine, fluoxetine, quinidine
Strong CYP3A4 Inducers
Clinical Implication: Concomitant use of INGREZZA with a strong CYP3A4 inducer decreased

the exposure of valbenazine and its active metabolite compared to the use
of INGREZZA alone. Reduced exposure of valbenazine and its active
metabolite may reduce efficacy [see Clinical Pharmacology (12.3)].

Prevention or Management: Concomitant use of strong CYP3A4 inducers with INGREZZA is not
recommended [see Dosage and Administration (2.3)].

Examples: rifampin, carbamazepine, phenytoin, St. John’s wort!

Digoxin

Clinical Implication: Concomitant use of INGREZZA with digoxin increased digoxin levels
because of inhibition of intestinal P-glycoprotein (P-gp) [see Clinical
Pharmacology (12.3)].

Prevention or Management: Digoxin concentrations should be monitored when co-administering

INGREZZA with digoxin. Increased digoxin exposure may increase the
risk of exposure-related adverse reactions. Dosage adjustment of digoxin
may be necessary.

! The induction potency of St. John’s wort may vary widely based on preparation.

7.2 Drugs Having No Clinically Important Interactions with INGREZZA

Dosage adjustment for INGREZZA is not necessary when used in combination with substrates of CYP1A2,
CYP2B6, CYP2CS8, CYP2C9, CYP2C19, CYP2EL, or CYP3A4/5 based on in vitro study results.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary

The limited available data on INGREZZA use in pregnant women are insufficient to inform a drug-associated
risk. In animal reproductive studies, no malformations were observed when valbenazine was administered
orally to rats and rabbits during the period of organogenesis at doses up to 1.8 or 24 times, respectively, the
maximum recommended human dose (MRHD) of 80 mg/day based on mg/m? body surface area. However,
administration of valbenazine to pregnant rats during organogenesis through lactation produced an increase in
the number of stillborn pups and postnatal pup mortalities at doses <1 times the MRHD based on mg/m? [see
Data]. Advise a pregnant woman of the potential risk to a fetus.

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



Data
Animal Data

Valbenazine was administered orally to pregnant rats during the period of organogenesis at 1, 5, and

15 mg/kg/day, which are approximately 0.1, 0.6, and 2 times the MRHD of 80 mg/day based on mg/m? body
surface area. Valbenazine produced a significant decrease in maternal body weight gain at 0.6 and 2 times the
MRHD of 80 mg/day based on mg/m>. No adverse embryo fetal effects were produced when valbenazine was
administered at doses up to 2 times the MRHD of 80 mg/day based on mg/m?,

Valbenazine was administered orally to pregnant rabbits during the period of organogenesis at 20, 50, and 100
mg/kg/day, which are approximately 5, 12, and 24 times the MRHD of 80 mg/day based on mg/m?. No
malformations were observed at doses up to 24 times the MRHD of 80 mg/day based on mg/m?. However,
valbenazine produced a delay in fetal development (decreased fetal weights and delayed ossification) at 24
times the MRHD of 80 mg/day based on mg/m?, likely secondary to maternal toxicity (decreased food intake
and loss in body weight).

Valbenazine was administered orally to pregnant rats during the period of organogenesis through lactation (day
7 of gestation through day 20 postpartum) at 1, 3, and 10 mg/kg/day, which are approximately 0.1, 0.4, and 1.2
times the MRHD of 80 mg/day based on mg/m?. Valbenazine produced an increase in the incidence of
stillbirths and postnatal pup mortality at 0.4 and 1.2 times the MRHD of 80 mg/day based on mg/m?.
Valbenazine did not affect neurobehavioral function including learning and memory and had no effect on sexual
maturation at doses <1 times the MRHD of 80 mg/day based on mg/m? (because of death in the majority of the
high dose group (1.2 times the MRHD), these parameters were not assessed in this group).

8.2 Lactation
Risk Summary

There is no information regarding the presence of valbenazine or its metabolites in human milk, the effects on
the breastfed infant, or the effects on milk production. Valbenazine and its metabolites have been detected in rat
milk at concentrations higher than in plasma following oral administration of valbenazine at doses 0.1 to 1.2
times the MRHD based on mg/m?. Based on animal findings of increased perinatal mortality in exposed fetuses
and pups, advise a woman not to breastfeed during treatment with INGREZZA and for 5 days after the final
dose.

8.4 Pediatric Use
Safety and effectiveness of INGREZZA have not been established in pediatric patients.

8.5 Geriatric Use

No dose adjustment is required for elderly patients. In 3 randomized, placebo-controlled studies of INGREZZA,
16% were 65 years and older. The safety and effectiveness were similar in patients older than 65 years
compared to younger patients.

8.6 CYP2D6 Poor Metabolizers

Dosage reduction of INGREZZA is recommended for known CYP2D6 poor metabolizers [see Dosage and
Administration (2.3)]. Increased exposure (Cmax and AUC) to valbenazine’s active metabolite is anticipated in
CYP2D6 poor metabolizers. Increased exposure of active metabolite may increase the risk of exposure-related
adverse reactions /[see Clinical Pharmacology (12.3)].



8.7 Hepatic Impairment

Dosage reduction of INGREZZA is recommended for patients with moderate or severe hepatic impairment /see
Dosage and Administration (2.2)]. Patients with moderate to severe hepatic impairment (Child-Pugh score 7 to
15) had higher exposure of valbenazine and its active metabolite than patients with normal hepatic function /see
Clinical Pharmacology (12.3)].

8.8 Renal Impairment

Dosage adjustment is not necessary for patients with mild, moderate, or severe renal impairment. INGREZZA
does not undergo primary renal clearance [see Clinical Pharmacology (12.3)].

10 OVERDOSAGE

10.1 Human Experience

The pre-marketing clinical trials involving INGREZZA in approximately 850 subjects do not provide
information regarding symptoms with overdose.

10.2 Management of Overdosage

No specific antidotes for INGREZZA are known. In managing overdose, provide supportive care, including
close medical supervision and monitoring, and consider the possibility of multiple drug involvement. If an
overdose occurs, consult a Certified Poison Control Center (1-800-222-1222 or WwWw.p0ison.org).

11 DESCRIPTION

INGREZZA contains valbenazine, a vesicular monoamine transporter 2 (VMAT?2) inhibitor, present as
valbenazine tosylate salt, with the chemical name, L-Valine, (2R,3R,11bR)-1.3.4.6.7.11b-hexahydro-9,10-
dimethoxy-3-(2-methylpropyl)-2H-benzo[a]quinolizin-2-yl ester, 4-methylbenzenesulfonate (1:2). Valbenazine
tosylate is slightly soluble in water. Its molecular formula is C3sHs4N20O10S2, and its molecular weight is

762.97 g/mol (ditosylate salt) with the following structure:

The molecular formula of valbenazine free base is C24H3sN20a4 and its molecular weight is 418.57.

INGREZZA capsules are intended for oral administration only. Each capsule contains 73 mg, 109 mg or 146
mg of valbenazine tosylate equivalent to 40 mg, 60 mg or 80 mg of valbenazine free base, respectively. The
capsules contain the following inactive ingredients: hypromellose, isomalt, magnesium stearate, pregelatinized
starch, and silicified microcrystalline cellulose. The capsule shells contain candurin silver fine, FD&C Blue#1,
FD&C Red#40, and gelatin.



12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

The mechanism of action of valbenazine in the treatment of tardive dyskinesia is unclear, but is thought to be
mediated through the reversible inhibition of vesicular monoamine transporter 2 (VMAT?2), a transporter that
regulates monoamine uptake from the cytoplasm to the synaptic vesicle for storage and release.

12.2 Pharmacodynamics

Valbenazine inhibits human VMAT2 (Ki ~ 150 nM) with no appreciable binding affinity for VMAT1

(Ki> 10 uM). Valbenazine is converted to the active metabolite [+]-a-dihydrotetrabenazine ([+]-a-HTBZ).
[+]-a-HTBZ also binds with relatively high affinity to human VMAT?2 (Ki ~ 3 nM). Valbenazine and [+]-a-
HTBZ have no appreciable binding affinity (Ki > 5000 nM) for dopaminergic (including D2), serotonergic
(including SHT2B), adrenergic, histaminergic or muscarinic receptors.

Cardiac Electrophysiology

INGREZZA may cause an increase in the corrected QT interval in patients who are CYP2D6 poor metabolizers
or who are taking a strong CYP2D6 or CYP3A4 inhibitor. An exposure-response analysis of clinical data from
two healthy volunteer studies revealed increased QTc interval with higher plasma concentrations of the active
metabolite. Based on this model, patients taking an INGREZZA 60 mg or 80 mg dose with increased exposure
to the metabolite (e.g., being a CYP2D6 poor metabolizer) may have a mean (upper bound of double-sided 90%
CI) QT prolongation of 9.6 (12.0) msec or 11.7 (14.7) msec, respectively as compared to otherwise healthy
volunteers given INGREZZA, who had a respective mean (upper bound of double-sided 90% CI) QT
prolongation of 5.3 (6.7) msec or 6.7 (8.4) msec [see Warnings and Precautions (5.2)].

12.3 Pharmacokinetics

Valbenazine and its active metabolite ([+]-a-HTBZ) demonstrate approximate proportional increases for the
area under the plasma concentration versus time curve (AUC) and maximum plasma concentration (Cmax) after
single oral doses from 40 mg to 300 mg (i.e., 50% to 375% of the recommended treatment dose).

Absorption

Following oral administration, the time to reach maximum valbenazine plasma concentration (tmax) ranges from
0.5 to 1.0 hours. Valbenazine reaches steady state plasma concentrations within 1 week. The absolute oral
bioavailability of valbenazine is approximately 49%. [+]-a-HTBZ gradually forms and reaches Cmax 4 to

8 hours after administration of INGREZZA.

Ingestion of a high-fat meal decreases valbenazine Cmax by approximately 47% and AUC by approximately
13%. [+]-0-HTBZ Cmax and AUC are unaffected.

Distribution

The plasma protein binding of valbenazine and [+]-a-HTBZ are greater than 99% and approximately 64%,
respectively. The mean steady state volume of distribution of valbenazine is 92 L.

Nonclinical data in Long-Evans rats show that valbenazine can bind to melanin-containing structures of the eye
such as the uveal tract. The relevance of this observation to clinical use of INGREZZA is unknown.

Elimination

Valbenazine has a mean total plasma systemic clearance value of 7.2 L/hr. Valbenazine and [+]-0-HTBZ have
half-lives of 15 to 22 hours.



Metabolism

Valbenazine is extensively metabolized after oral administration by hydrolysis of the valine ester to form
the active metabolite ([+]-a-HTBZ) and by oxidative metabolism, primarily by CYP3A4/5, to form mono-
oxidized valbenazine and other minor metabolites. [+]-0-HTBZ appears to be further metabolized in part by
CYP2D6.

The results of in vitro studies suggest that valbenazine and [+]-0-HTBZ are unlikely to inhibit CYP1A2,
CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2E1 or CYP3A4/5, or induce CYP1A2, CYP2B6 or
CYP3AA4/5 at clinically relevant concentrations.

The results of in vitro studies suggest that valbenazine and [+]-a-HTBZ are unlikely to inhibit the
transporters (BCRP, OAT1., OAT3, OCT2, OATP1BI. or OATP1B3) at clinically relevant concentrations.

Excretion

Following the administration of a single 50-mg oral dose of radiolabeled C-valbenazine (i.e., ~63% of the
recommended treatment dose), approximately 60% and 30% of the administered radioactivity was
recovered in the urine and feces, respectively. Less than 2% was excreted as unchanged valbenazine or
[+]-0-HTBZ in either urine or feces.

Studies in Specific Populations

Exposures of valbenazine in patients with hepatic and severe renal impairment are summarized in Figure 1.

Figure 1: Effects of Hepatic and Severe Renal Impairment on Valbenazine Pharmacokinetics
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Drug Interaction Studies

The effects of paroxetine, ketoconazole and rifampin on the exposure of valbenazine are summarized in
Figure 2.
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Figure 2:

Effects of Strong CYP2D6 and CYP3A4 Inhibitors and CYP3A4 Inducers on Valbenazine
Pharmacokinetics
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The effects of valbenazine on the exposure of other coadministered drugs are summarized in Figure 3.

Figure 3:

Effects of Valbenazine on Pharmacokinetics of Other Drugs

Fold Change and 90% confidence intervals
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13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

Valbenazine did not increase tumors in rats treated orally for 91 weeks at 0.5, 1, and 2 mg/kg/day. These doses
are <1 times (0.06, 0.1, and 0.24 times, respectively) the MRHD of 80 mg/day based on mg/m?.

Valbenazine did not increase tumors in hemizygous Tg.rasH2 mice treated orally for 26 weeks at 10, 30 and 75
mg/kg/day, which are 0.6, 1.9 and 4.6 times the MRHD of 80 mg/day based on mg/m?.
Mutagenesis

Valbenazine was not mutagenic in the in vitro bacterial reverse mutation test (Ames) or clastogenic in the in
vitro mammalian chromosomal aberrations assay in human peripheral blood lymphocytes or in the in vivo rat
bone marrow micronucleus assay.

Impairment of Fertility

In a fertility study, rats were treated orally with valbenazine at 1, 3, and 10 mg/kg/day prior to mating and
through mating, for a minimum of 10 weeks (males) or through Day 7 of gestation (females). These doses are
0.1, 0.4, and 1.2 times the MRHD of 80 mg/day based on mg/m?, respectively. Valbenazine delayed mating in
both sexes, which led to lower number of pregnancies and disrupted estrous cyclicity at the high dose, 1.2 times
the MRHD of 80 mg/day based on mg/m?. Valbenazine had no effects on sperm parameters (motility, count,
density) or on uterine parameters (corpora lutea, number of implants, viable implants, pre-implantation loss,
early resorptions and post-implantation loss) at any dose.

14 CLINICAL STUDIES

A randomized, double-blind, placebo-controlled trial of INGREZZA was conducted in patients with moderate
to severe tardive dyskinesia as determined by clinical observation. Patients had underlying schizophrenia,
schizoaffective disorder, or a mood disorder. Individuals at significant risk for suicidal or violent behavior and
individuals with unstable psychiatric symptoms were excluded.

The Abnormal Involuntary Movement Scale (AIMS) was the primary efficacy measure for the assessment of
tardive dyskinesia severity. The AIMS is a 12-item scale; items 1 to 7 assess the severity of involuntary
movements across body regions and these items were used in this study. Each of the 7 items was scored on a 0
to 4 scale, rated as: 0=no dyskinesia; 1=low amplitude, present during some but not most of the exam; 2=low
amplitude and present during most of the exam (or moderate amplitude and present during some of the exam);
3=moderate amplitude and present during most of exam; or 4=maximal amplitude and present during most of
exam. The AIMS dyskinesia total score (sum of items 1 to 7) could thus range from 0 to 28, with a decrease in
score indicating improvement. The AIMS was scored by central raters who interpreted the videos blinded to
subject identification, treatment assignment, and visit number.

The primary efficacy endpoint was the mean change from baseline in the AIMS dyskinesia total score at the end
of Week 6. The change from baseline for two fixed doses of INGREZZA (40 mg or 80 mg) was compared to
placebo. At the end of Week 6, subjects initially assigned to placebo were re-randomized to receive
INGREZZA 40 mg or 80 mg. Subjects originally randomized to INGREZZA continued INGREZZA at their
randomized dose. Follow-up was continued through Week 48 on the assigned drug, followed by a 4-week
period off-drug (subjects were not blind to withdrawal).

A total of 234 subjects were enrolled, with 29 (12%) discontinuing prior to completion of the placebo-
controlled period. Mean age was 56 (range 26 to 84). Patients were 54% male and 46% female. Patients were

57% Caucasian, 38% African-American, and 5% other. Concurrent diagnoses included
12
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schizophrenia/schizoaffective disorder (66%) and mood disorder (34%). With respect to concurrent
antipsychotic use, 70% of subjects were receiving atypical antipsychotics, 14% were receiving typical or
combination antipsychotics, and 16% were not receiving antipsychotics.

Results are presented in Table 3, with the distribution of responses shown in Figure 4. The change from baseline
in the AIMS total dyskinesia score in the 80 mg INGREZZA group was statistically significantly different from
the change in the placebo group. Subgroup analyses by gender, age, racial subgroup, underlying psychiatric
diagnostic category, and concomitant antipsychotic medication did not suggest any clear evidence of differential
responsiveness.

The mean changes in the AIMS dyskinesia total score by visit are shown in Figure 5. Among subjects
remaining in the study at the end of the 48-week treatment (N=123 [52.6%]), following discontinuation of
INGREZZA, the mean AIMS dyskinesia total score appeared to return toward baseline (there was no formal
hypothesis testing for the change following discontinuation).

Table 3: Primary Efficacy Endpoint — Severity of Tardive Dyskinesia at Baseline and the End of

Week 6
Endpoint Treatment Group Mean Baseline LS Mean Change Placebo-subtracted
Score (SD) from Baseline Difference (95% CI)
(SEM)™
AIMS Dyskinesia | INGREZZA 40 mg 9.8 (4.1) -1.9(0.4) -1.8 (-3.0,-0.7)
Total Score INGREZZA 80 mg* 10.4 (3.6) 32(0.4) 3.1(-4.2,-2.0)
Placebo 9.9 (4.3) -0.1 (0.4)

LS Mean=least-squares mean; SD=standard deviation; SEM=standard error of the mean; CI=2-sided 95% confidence interval
*Dose that was statistically significantly different from placebo after adjusting for multiplicity.
A negative change from baseline indicates improvement.
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Figure 4: Percent of Patients with Specified Magnitude of AIMS Total Score Improvement at the
End of Week 6
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Figure is based on ITT: Placebo (N=76), 40mg (N=70), 80mg (N=79).

ITT=Intent to Treat; This analysis set includes all randomized patients who had a baseline and at least one post-baseline AIMS
dyskinesia total score value reported.
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Figure 5: AIMS Dyskinesia Total Score Mean Change from Baseline — Entire Study Duration
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DB=Double-Blind; After Week 6, subjects initially receiving placebo were re-randomized to receive INGREZZA 40 mg or 80 mg
until the end of Week 48. Error bars represent =1 Standard Error of the Mean (SEM).

Efficacy of INGREZZA 60 mg

Based on modeling and simulation, the predicted mean change from baseline in the AIMS dyskinesia total score
at Week 6 for INGREZZA 60 mg once daily in subjects with TD is -2.69 (95% CI: -3.30, -2.13), which is
within the efficacy range for INGREZZA 40 mg and 80 mg once daily.
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16 HOW SUPPLIED/STORAGE AND HANDLING

INGREZZA (valbenazine) capsules are available as:

40 mg Capsule: White opaque body with a purple cap, printed with ‘VBZ’ and ‘40’ in black ink.
60 mg Capsule: Dark red opaque body with a purple cap, printed with ‘VBZ’ and ‘60’ in black ink.
80 mg Capsule: Purple opaque body and cap, printed with ‘VBZ’ and ‘80’ in black ink.

Package Configuration Capsule Strength NDC Number

Bottle of 30 40 mg NDC 70370-2040-1

Bottle of 30 60 mg NDC 70370-1060-1

Bottle of 30 80 mg NDC 70370-1080-1
o 28-day blister pack containing:

4-week Initiation Pack 7x 40 mg and 21 x 80 mg NDC 70370-2048-6

Storage

Store at 20°C to 25°C (68°F to 77°F); excursions permitted to 15°C to 30°C (59°F to 86°F). See USP
Controlled Room Temperature.

17 PATIENT COUNSELING INFORMATION

Advise the patient to read the FDA-approved patient labeling (Patient Information).

Somnolence

Inform patients that INGREZZA may cause somnolence and may impair the ability to perform tasks that require
complex motor and mental skills. Advise patients that until they learn how they respond to INGREZZA, they
should be careful or avoid doing activities that require them to be alert, such as driving a car or operating
machinery [see Warnings and Precautions (5.1)].

Prolongation of the QT Interval

Inform patients to consult their physician immediately if they feel faint, lose consciousness, or have heart
palpitations /see Warnings and Precautions (5.2)]. Advise patients to inform physicians that they are taking
INGREZZA before any new drug is taken.

Parkinsonism

Inform patients that parkinson-like symptoms may occur while taking INGREZZA. Advise patients to consult
their healthcare provider if they experience difficulty moving or loss of ability to move muscles voluntarily,
tremor, gait disturbances, or drooling [see Warnings and Precautions (5.3)].

Pregnancy
Advise a pregnant patient of the potential risk to a fetus [see Use in Specific Populations (8.1)].

Lactation
Advise a woman not to breastfeed during treatment with INGREZZA and for 5 days after the final dose /see
Use in Specific Populations (8.2)].

For further information on INGREZZA, call 84-INGREZZA (844-647-3992).
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Distributed by:
Neurocrine Biosciences, Inc.
San Diego, CA 92130

INGREZZA is a registered trademark of Neurocrine Biosciences, Inc.
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1 ZheE - R
INGREZZA 1%, RADBFMES AR T OIRELMIG L T 5 [HEkiE (14) 2] .

2 M - HE

2.1 REEROCHEICET 2 E#
INGREZZA OYEHEIT 1 H 1R 40mg &9 2. 1HEEE, HEEEHEDO 1R 1180 mg ICHET 5. SUSHELR U
AMEICHESE 1 H 1 B[40 mg XL 60mg Z5E L TH L.

INGREZZA I3 BFHOA WAL TR OKBET D [HFHEAE (12.3) M) .
2.2 e E BE O &

FAERE N & i E O AFRERERE E S (Child-Pugh A =27 7~15) OH#ELEFEIX, INGREZZA 1 H 1[040 mg TH 5
[FFRNRIEA DT 8.7) , HBiKFEPE (12.3) 4] .

2.3 CYP2D6 Poor Metabolizer Th 5 Z & BNHERINTWAIEEDOHEHE
CYP2D6 Poor Metabolizer Té 5 Z & NHER I TV D RBEHE~OHELEHEIL, INGREZZA1 H 1 [Fl40mg TH D [#F
FNRIE[H~DIEET (8.6) , HKFEPE (12.3) ZH] .

2.4 587172 CYP3A4 FHEA|, 87772 CYP3A4 FAEHRI XX CYP2D6 FAEAI & DHFRICBEI T 5H#E
BHE

7] 78 CYP3A4 353841 L O OFE

58 /)70 CYP3A4 #5354 & INGREZZA OOF HITHESE S ey LEMH A TER (7.1) =) .

58 /) 72 CYP3A4 BHEHA] & OOFH

§8 71172 CYP3A4 [HLEHIZ M i h o BE ~OHESEFEIL, INGREZZA 1 H 1[0140mg TH D [LEMHAIET (7.1) £
H] .

#7172 CYP2D6 FHEEHAI & o OFH

87772 CYP2D6 FHLEHIZ i FH h o BE ~OHESEH B, INGREZZA 1 H 1[0]140mg ToH D [EYHALIEH (7.1) =
M.

3 AR OE &
LLTF D& 80D INGREZZA 1 7 EAAIDFIHAFRETH 5.
o HEBARBHDORT 4 KOMRED X ¥ v I Mhb7e0, Bfaaf 7T [VBZ) KO 140) EEIFS 472 40 mg

eI,
o RREARZERORT 4 KOEKEDF ¥ v T 0nb7r Y, BtaA 27T IVBZ) KO 160] &HIFINTZ 60 mg
h 7.

o BORBHDORT 4 KOFx v 7 inbpy, Bfasq 27T [VBZ] KO 180) LHIF-E47z 80 mg 1 7 /L.
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ME B H1EE) (AEVE OISR IG5 O BER L) 2EET D5 Tl [FIEH 6.1) /) .

5.2 QT iEE

INGREZZA 1% QT [MME &I & 5 AlgetEny & 2525, #ELEHE TTH S5 MEHFIREICK T 5 QT LRI, ERARM
BROLWVERETHD. )7 CYP2D6 XX CYP3A4 [HEA|Z M H L T\ 5 EHE S, CYP2D6 Poor Metabolizer T,
INGREZZA BENE L 720, QT EENERAICRIBE & 72 D AletE N ® 5 [HpHPE (12.2) /] . CYP2D6 Poor
Metabolizer =258 /)72 CYP2D6 PHEHRIZHH L TWAHEETIL, BENLEL RIEERHD. #17 CYP3A4 [HE
Bl H L TWHEETIL, INGREZZA % 1 H 1[040 mg ([ZHES D % - HE (2.3, 24) /4] . HRYEQT
FERIEWERE X1 QT MIMAER % £ 9 RIENRD & 5 38 Tl INGREZZA O 28T 5. QT MR DY 27 &
WERETIE, RIS QT MM 234 5.

5.3 NR—=F V=X A
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BE L7 L & LI LT valbenazine DIEMHEEHY) OIEFE R (Cua XY
AUC) M EF- U7z [k FERE (12.3) ] .
EEREOREREN EH T2 L, BELEELZBERDOY 2708
FRAFDRREEN DD [ BRI EoEE (5.2) ] .

TR (T EPE INGREZZA #587)7¢ CYP2D6 PREH & T 54%561%, INGREZZA %
WEST D& [k HE 24) ] .

4 - NaxtvFr, ILFFEFU, F=Dw

M7 CYP3A4 FHEH|
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M+ 2541% INGREZZA O HEFHIIAETH 5.

8 ¥R EM~DR 5
8.1 TR
U 27 O

1145 O INGREZZA EHICEA T A fE#IIR o TR Y, AMEHIC LS VA7 28T 5123 A+ Th 5. 8

Z AW T AR R A B ERRBR TlX, valbenazine % 7 v b MOV Y FAJRITIE RN DS Ui R, KFmE
(mg/m?) T KHELERGA AR (MRHD) TH5 80mg/HDETNZEH 1.8 LN 24 fFITHS 9 5 HEE TaFix
RO Tz L, HRT v M~ BRERERAR ) D12 & T valbenazine % #¢5- L7255, AR

(mg/m?) 5 CMRHD O 1 fEAMICF S 32 HET, ENIEOBINE NHARE T OBENNRD bz, [7
— X R AR U CTRRIBEA~DBIEN 2 Y A7 835D Z LICHOWTHEEME ST 5 - L.

IS REEMICBIT D ERBIEREFE K OMEOHTEE Y AZIIARHATH S, T XTOHIRICK LT, HEREF,
WMPEE XX ZEDOMDOBFEREROE RV AT RHDH. KE—BREFAOBERBIERETE L OREOE R A 71X, £
FIEERANHER SNTZFRED 2%~4%K% N 15%~20%TH 5.

Fy
L e

R 7 » b~ valbenazine % 1, 5 XN 15 mg/kg/ H O HECTHRIZSRERKMZE L CROKE L. Zhb oA,
AREmE (mgm?) #5E TMRHD (80mg/H) D) 0.1, 0.6 X2 f5IZMHYT 5. AEHE (mgm?) #H T
MRHD (80 mg/H) @ 0.6 Je OV 2 f5ITHY - 2 HE CREMW OREHINAA B Lo, BRRERE (ng/m?) #5H
TMRHD (80mg/H) D 2fFIZHYTAHEE T, K- BEFEEHITRO LN T,

IR 7 2~ valbenazine % 20, 50 & T 100 mg/kg/ H O H & TR IEAEEAM 28 L TROKE Lz, ZnboH
i, AFEE (mgm?) H5E CMRHD (80mg/H) DS, 12 X224 FICMHNS T 5. KEHME (mgm?) #H T
MRHD (80 mg/H) @ 24 {#ICHHMS 3 2 HEE THBILRD b o7-. LaL, KEmEE (mgm?) HET
MRHD (80 mg/H) @ 24 {54 2 HE& TIIREOBEEIE (BIAEEORAD K OVELIEIE) 2353780 Hiven
Z DM ORE BRI ARENE GEEERD K OMERERD) O kREBEEz bR

%7 » b~ valbenazine % 1, 3 &' 10 mg/kg/ H DHE TR BRI ORAM E < (ERT B B Dok
20 HHET) Ro&kE L. ChboMEE, ARG (mgm?) #5 CTMRHD (80mg/H) @ 0.1, 04 KT 1.2
AT 5. AREREE (ngm?) #5 TMRHD (80mg/H) @ 0.4 KO8 1.2 (583 25 & CTHREK O A R SE
T OFRAEREMMARD bz, (KR (mg/m?) #5 CMRHD (80mg/H) & 1 f5RIHICHYS 4 5 A& I3y
K OGLIEZ & i TEIRERE IC 8% RIF ST, FRMRRA~ORE LR N2 - 7 (FHER [MRHD O

12f5] TIEREBDWIELE LizT=, ZHSDNT A—Z 5l Lo 72) .
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8.2 =3
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b M REFLF D valbenazine XI1XZ O O A, I T ORI T 2B R ORFLOFEAITTT T 5522 O0n T
IEE®RS 2. 7w FELIFIZEBWT, valbenazine Z# AFE HifE (mg/m?) #1% T MRHD @ 0.1 2>5 1.2 fFICFH%S 5%
HETRO®E L7-B IR 2 LR 5 R T valbenazine & Z DG MRE I TW5. BEMICBWVWT,
BRE S N7 IE VR OV AR IR OBE 1 SR IN U 7= Eh ik B Of5 R 2 B8 L C, FALRICIE INGREZZA # 5+ & OV
W% S AR LWL S EEE 35 2 L.

8.4 INNRICET B R

/NREBEICRT D INGREZZA O 2ME R O ZIMEIIAESL L T 72w,

8.5 BEEICBT AEH
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ol BEMEROHADNEDL, 65maBoBELENLUTORECREE TH-T-.

8.6 CYP2D6 Poor Metabolizer

CYP2D6 Poor Metabolizer Tdh 5 Z L DR SN TV AH A1, INGREZZA OEENHIRIND [k - 4

(2.3) ] . CYP2D6 Poor Metabolizer Tl%, valbenazine DIEMAH) DIRTE R (Cux X NAUC) BN EFHTHZ &0
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8.7 TR sEfEE
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8.8 i REREE

HERE, AR K ONEE OBMREEERE I, HEFSIIARETHS. INGREZZA X, B VT I ANFEETIE
RN [EEARERE (12.3) .
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10.1 t F TORER
INGREZZA % #J 850 £ (25 L 7= iR AT OEF KRB ClE, @\EREITHE D ERICET 2 EHIIE o Tunzen,

10.2 BEREOEHE

INGREZZA O#5 B 72 iR ﬁiﬁ%hfwﬁm WERLGOEIRTIL, BEREREERSCE=FV IR DX
PIERITV, ZHIOEEOWREM2EET 5. BERENELZ L 21X, FEPHEFREHEY ¥ — (1-800-222-
1222 X% www.poison.org) (ZFHFRT 5.

11 PR
INGREZZA 1%, /MaE /7 I F 7 U AR—%—2 (VMAT2) FHEAID valbenazine % valbenazine tosylate salt & L
TEA L, %4 1% L-Valine, (2R, 3R,11bR)-1,3,4,6,7,1 1b-hexahydro-9,10-dimethoxy-3-(2-methylpropyl)-2 H-
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benzo[a]quinolizin-2-yl ester. 4-methylbenzenesulfonate (1:2) C# %. Valbenazine tosylate X /KIZEEITIZ< V. 0 FRiT
C3sHsaN2010S2, 70 FHEIE 762.97 g/mol (. hIVEEHE) THY, UUTOWEEZHFTH.

Valbenazine D 7 V) —{E D53 FRiE CosHassN2Os TH Y, 77 FHIL 41857 TH 5.

INGREZZA # 72 VAR OB EHEH TH 5. 157 &/VIZ valbenazine tosylate 73 mg, 109 mg XiX 146 mg & H
L, I ZEH valbenazine 7 V) — M 40 mg, 60 mg XiX 80 mg 2% T 5. WML LT, eFrAn

—R, AN, AFT YV VY TRV T A, TATZ 7TV TV ROTALfERELV R — 22 EFTH. &
7)Y = /ViX, Candurin Silver Fine, FD&C Blue#1, FD&C Red#40 RUE T F L 2 EHT 5.

12 B oK K

12.1 YER B8R

BRMEY 2% R O TIREIZEBIT 5 valbenazine DIEFBEFFIXBATE TIXR2WD, HIBRENS VT TR/ A~DFE ) T 2
VORYIALERE L, HHEICHATEHERTA NIV AR—F—THA/MIT )T IV FTFVRAR—F—2
(VMAT2) ORMHBERTEL TS EEZBNS.

12.2 BhE

Valbenazine {%, & b VMAT2 ZFHEL (Kify 150nM) , VMATI (Zxf L CiZB 62 A BRI RS 20
(Ki>10 uM) . Valbenazine i, FHERBMH TH S[+]-a-Pk KuF F TSV ([+]-«-HTBZ) (BB I 5.
[+]/e-HTBZ &, E b VMAT2 & @@ WBRAME TS5 (KifI3nM) . Valbenazine & Uf+]-e-HTBZ i%, K3
IVUEEER D272Y) , Eu b=UZFEK SHT2B72Y) , TRV TV UZEER, e AZ I VEZRERRLRY
U URAEERICH U TH L ARSI RS2y (Ki> 5000 nM) .
DigESAERS
INGREZZA %, CYP2D6 Poor Metabolizer 298 /172 CYP2D6 PREH X it CYP3A4 PHERZEM L T\ 5 BE CHIE
QTHIRDIER Z5| X Z T FREMENH 5. REFBREZXNR L L2 20ORBR CHIZBIKT — % ORE &-RCH
Frcid, EEREDOMPTEFRERBVIZE QTcHIRMSERETAZ LBHLNIR-T. ZOETMILSDE, R
WY ORBEEN LR LI-REE (CYP2D6 Poor Metabolizer 72 &) T INGREZZA 60 mg XX 80 mg # 5 L7zt & D
QT ERDFHME (W 90% CI d EfR) 1XZFHEH 9.6 (12.0) msec XiZ 11.7 (14.7) msec £72%. ZHIZXHL T,
FRLSOREERSRE |- INGREZZA 25 L1 L & O QTEROFHE (Ml 90% CI D _EFR) 1ZFhFi 5.3
(6.7) msec XiX 6.7 (8.4) msec TH D [HEROEH LoEE (5.2) ] .

12.3 B3} 1) G

40~300 mg (HELHEEARD 50%~375%) ZHEIFEAEE Lzt %, valbenazine & Z DIEHEMRHY ([+]-0-HTBZ)
O i S b R E-FER AR TEAE (AUC) RUMRE MIEFEE (Caw 1%, 1EIEHAFARZR ERZ2RT.



I

BO¥e5 L7~ & = D valbenazine D fiy 5 IFE B B BIZERFR (tha) 1%, 0.5~1.0 B[] Tdh 5. Valbenazine O It
TREEE, 1HEBLINICEFIRIBIZET 5. Valbenazine DFERFE A/NA 7 XA FZE VT 13K 49% ThH D . [+]-0-
HTBZ 23 % 124 L, INGREZZA O #5756 4~8 BT Cuax \IET 5.

EE R L & b E L7z & %, valbenazine @ Cmax 1E59 47%, AUC 1359 13%IK F 9%, [+]-0-HTBZ @ Cpax X Y

AUC (3B A Z T 720,

Afi

Valbenazine & O\[+]-a-HTBZ D MAE X > /375G HIE, EEI 99%E % O 64% To % . Valbenazine D V-1 1E &
IREDHAFEIL 2L TH 5.

Long-Evans 7 v b DIEFER T — % /5, valbenazine 28 X 7 = & G H T HRMEE (SE IR L) LEET D AEE
PEARENTWD. ZOFTRE INGREZZA OEGIRFE IR 2 BEMEIIRATHS.

Pt

Valbenazine DFRIMIERE 7 V7 T L ADNYHMEIL 7.2 Lihr TH 5. Valbenazine K& O [+]-a-HTBZ O FJ##HiL 15~22
B CH 5.

1

Valbenazine |3f% 0#% 5% KO DZRH &4, NU = ZF )L OIAKSE CIEMERE ([+]-0-HTBZ) 23ERE L,
F72, FIT CYP3A4/5 (2 L HERLAYRH T valbenazine D / fR{LIA0Z DM OBER BN ERT S, [+-0-
HTBZ IZ & H1C—#8 CYP2D6 I L 0 gt & n 5.

In vitro FERDFERIL, valbenazine & ON[+]-0-HTBZ 2SRRI E WO & 2% T CYP1A2, CYP2B6, CYP2CS,
CYP2C9, CYP2C19, CYP2E1 X)X CYP3A4/5 & [HET 5 A RefE<°, CYPIA2, CYP2B6 X% CYP3A4/5 % i%iE
THAREMENMENZ L AR L TWD.

In vitro FRER DFEFIX, valbenazine & ON[+]-a-HTBZ 2 EEIRBIICERR D &H HIRE T h 7 > AR —4 — (BCRP,
OAT1, OAT3, OCT2, OATPIB1 Xi% OATPIB3) % PHET AAEEMENEWZ EA2REBLTWA.

EN

TS PEARRS L 72 C-valbenazine 50 mg (FELHEHR M EOK) 63%) BB AK G Lz L &, &G LIZHEEDOR
60% K Y 30%7203F AVEFUR B OV 2Bl & 47z, Valbenazine DA ZE{VA X 1E[+]-a-HTBZ & LT, R i
FEPICHRE S NIZ DX 2% KT TH - 7.

3>

FERIZR L 2 %t 5 & L 7= 3kik
JF RS RE 2 BB R N OV B BB RE PR 2 FRE D valbenazine B B O TR 2 X 1 1R T




X 1:  JFESRERET K UV R AEREE 2% Valbenazine DFEMBIRIZ K IXTHE

A R I 1) 90%(E # X i
wEs—y TSR
- Valbenazine  iars :}——l-—l !
i i [+]eHTBZ £0&i ——
. Valbenazine  apens : 1—-.—| .
T R AER & [lw-HTBZ 508 . = S
e Valbenazine  Soins S w———
IFRIERE Loz S5 e .
- Valbenazine sy cnf ! L -
R H BN [loHTBZ 52 AL
] | )
0.5 1 2 4
X & el L7- 21k
AUCin=F5] 0 5> 5 FERR AHFR F THME U 7= 1 57 b 32 B2 - R0 th 88 T Al
[+]-e-HTBZ=[+]-a-P & Fu 7 h T_XF Vv ([FHERED)
WY BB RE

NRaxtFy, FharS— kR 77 2B ) valbenazine BB EICRKITTEEOELN A X 2 12”7
2:  B&AH72 CYP2D6 B R CYP3A4 [HEFA], RUHES /A CYP3A4 B5MA|)S Valbenazine D EYBIRIZRITTE

=
LA R R O 90%{E# X
ine ST —a—
3717 CYP2D6 P A : Valbenazine auc iy
RaxeFr [laHTRZ C72 —a—
/)72 CYP3A4 F5iM# : Valbenazine - —.—
V77 N
[H-o-HTBZ -
N Cmax H-
587172 CYP3A4 [HEA| : /albenazine [~ -
rharsS—n e -
[a-HTBZ - ciny -
L] 1} T
0.25 0.5 1 2

AL g Lok (HEERERL)

AUCiue=F¥ ] 0 5> & MERR KRERH) & THME L 72 i 57 v i B2 - R R F R
[+]-e-HTBZ=[+]-a-P & FuF b T_F Vv (EHEREY)

Valbenazine /3% O O GFFHEORBERICKIFTTHEOEN 2K 3 1277

10
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¥ 3: Valbenazine 23 Z D DOIEM DO EMEIRIZ KIETREB

LSRR O 90% E#E X

CYP3A4 #£H : |
NP 74 N Cmax

AuCinf] .-
P-gp 2£H :
D= S Cmax —a—

AUCinf} HaH

0.5 1 2 4

xHER & b L 7= 2k

AUCine=HF[H] 0 7> D MEPRKIRFR) = THME U 72 1 57 o i BE-Ree ) i # F

13 FEER PRI

13.1 BARE, EREFRERCZEREOET
BA

Z » BZ valbenazine % 0.5, 1 R U2 mgkg HOHETOIAMEOKRE LI 24, EFORAERIIHML b o
7. Tho0fEE, ARERE (ngm?) $ETMRHD (80mg/H) @ 1FREICHY TS (FhFh 006, 01Kk
00.241%) .

Tg.rasH2 = 77 A |Z valbenazine % 10, 30 RO 75 mgkg/ H OB T 26 @R O#E L= & 24, EFOFRAERIIHM
Lidofe. TRH6OMEE, AERER (mgm?) BETZNEH MRHD (80mg/H) @ 0.6, 1.9 RUN4.6 fFI2HHY
T 5.

ZERFE

Valbenazine (%, M % HA\V 7z invitro HIREARE RAE (Ames) ICBWTERFEMZ RS, £k FREMY
INERZ W= invitro e AERERBRE RN invivo 7 v MEEI/MERBRICBW TIREAKRRESREEZ R IR o 7.

ZHREDE T

ZHREEICBT 2 BRIZEBVT, T v MZ valbenazine # 1, 3 RN 10 mgkg/ H DB T, ZECAITN O RECHAR 28 L
THEZIZ 10 MU L, HICIEHE7TEBECROBE L. ZhbofRi, ARER (mgm?) BETEAFN
MRHD (80mg/H) ® 0.1, 04 RO 1.2F52M4 3 5. Valbenazine | KV HEHE & & (ZAZBROBENRD B, £KFE
EfE (mgm?) #E TMRHD (80mg/H) @ 125 T 2E AR CIHEHREOEK T ROMHEAMOEN,IRD b
=H, WTFhoORABRTHLREFATR GESME, 3% #E) ROFEOBATR GRELk, K, AFEaEk K
PRIET- 3, BRI E, FEEMRELE) [CEEIRD ol

11
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14 8% PR AR

BERFT R CHEEENS BEOBERE ARV T LHESNZEE E x4 L LT, INGREZZA DEEA, —HE
W, 77 v R%EERERE I L. BEE, BAKRIE, MO KRRRIEEE IR BEEORMREELZ A LT\,
HERITASPAEATAD Y A7 N5 LWEE R OREE R HIER DB b B 1T LT

PEFRENE VA X X T OENEE 2 n T BE A EIEERHMI R E (AIMS) Z A0 EFIEE & Lz, AIMS &

REHOFHMORETHY, ZOREBRCIIE AL Z T AR EE) O EFELE 2 7L 2HE 1~7 2. =
NEOTHAIZENENUTO 0~4 ORETRaT7HEL, MLz : 0=UAX 2T 2L, 1=KRE CRHli+

DB HIREDOIR (1Z& A EDORBTIEARW) ICABND, 2=EME CIHMETRDIF L A EORFRICR NS (X
HERE CRHMiliF 0 & 2 EDORMICA LN D) |, 3=HRE CFHiF OIZ L A LD OIS, &DWIE 4= K
FREECEMETT DIEE A EDOIFICAOND. Lo T, AIMS&#tAa 7 (GEHE 1~7 DAED 1% 0~28 Ot &
720, Aa7OR Tk EEZRT. PREHMIE DS 2 R E CTE AW, TBENE KR OSKEBLH 251 572 REET
EFAICL D AIMS DX a7 ZHE Lz,

BINED TEFMIER L, AIMS At AT OR—=AT A vk 6 A THE TOVHELEL L.
INGREZZA % 2 DOEEHE (40 mg XL 80mg) THEH L, "—RATF7A Vb OE{bEEZ 7R LR LZ. 6
B 52 THREST, {RBRBALAIRHC 77 AR IZEID £ & -85 2 INGREZZA 40 mg X 1% 80 mg |Z F & MEE 2 |2
O AT 72, TRBRBAGAREIZ INGREZZA (ZEI V) 1) BT8R 13, BISAREIZHI D 410 & 472 & T INGREZZA % ik
e L7z, Mk 5% OFHIE, B0 T on-3E 2% L TCODIRIET48EH £ Tk L, T D% 4 B ORISR
MM & CRMI L7 (BEBRE121E, REOERILIZITD 2R o70) .

ARt 234 L EMBHEAIL, 294 (12%) 7 7 ARREYIF OS2 TanCH IR Uiz, SEYERT 56 (FiPH : 26~84) 1%
ThHoT2. S4%NFME, 46% B LMETH 72, BED ST%RAN, 38%NBT 7 UDRT A VDN, 5%NEDMTH
ST, FOMOBENL, A KIEFERREEREE (66%) MUK DEE 34%) Thol-. PusmnEONf
IR LTI, #BRE O 70%23IEERIHURSHIRER,  14%05 ERL GRS E U IS RH RS RS D3 5 252 13 T
B, 16%IIHEMIREEROB G 22T T o 7=,

FERAEE 3, KIEONMi %X 412777, INGREZZA 80 mg FED AIMS GEF AT DOR—R T A b OE{LEIZIE,
77 v RO EL IR U CREFEICH B2 ZE0R0 bz, WRl, s, ANEOT 77—, KRB ORK
TR AW IR 45 B OO HURS IR BRI O\ T OH 7 70— T T, RSO 2 2 /91 & 22 iiFH il EE8 0 5
ot

SERZEFHABI D AIMS At A 2 7 OB EE K 5I12RT . 48 B O E-58 T RHCRER 2 ke L T 7= ikbrg
(N=123 [52.6%] ) TlZ, INGREZZA O IEFIZ AIMS A7t A 2 7 ONYBEENR— R T A MEE T R4 HHM
Zos Lz (FIEBOZEIZOW T ERARIGHRBEZ T > TWRW) .

#3: APHEOTEITMEEE -R—RATFA VEREBRTROERESAZI RO T ODEEE
S AIE B P58 R—RAFGAL VAT | R=RTAL U PHD | 7T EROEERL
7 DFE (SD) LS B E 7= (95% CI)
(SEM) ™
AIMS 23227 | INGREZZA 40 mg 9.8 (4.1) -1.9 (0.4) ~1.8 (-3.0, -0.7)
INGREZZA 80 mg* 10.4 (3.6) -3.2(0.4) -3.1 (4.2, -2.0)
7SR 9.9 (4.3) —0.1(0.4)

LS Ft=ffe/h “FeFHy), SD={EUE(R 72, SEM="FIIEOIEUERE, Cl=Mifill 95%(F X
*ZEMEORERICT T AR U TREHERICA BRENRO b &,

MR R T A VD DR DA,

SEE R

12
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X 4: 6HEZBTHRATHED AIMS SRR a7HENRBDON-BHEOHES

55

O77&+R
[ INGREZZA 40 mg
M INGREZZA 80 mg

50+

45 -

40

35

30

25

BEOEE

20

15

10 4

5 -

0
R Zibra LUIEAL 1~3 4~6 7~9 10~13

R—=Z2F A NHO AIMS Bt A a7 OHMEORE
ITT i [FD 7— % 2 o TIER : 7°F &4 (N=76) , 40mg (N=70) , 80mg (N=79)

ITT=Intent to Treat. = OFEWTHBERMIT, X—ZXFA LV EP 1AL EOR—RZF 4 %0 AIMS S5 2 a7
HEENETRTOEELLBENGRS.
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X 5: AIMSAHRAITDOR—RSAUhbOEHTE - RBE LA (EHRFEE)

; O 7R ;
0 A 0 INGREZZA 40 mg :
” > & O INGREZZA 80 mg :
RS ‘ ; o 77+ A -~ INGREZZA 40 mg :
% \ 0 75+ % - INGREZZA 80 mg ; }
D= ' i
2 ! / [
R @ 0 —_— '
N2 - ’ TT—— :
N | e :
IN ' \‘\«\,\
X W —
) b =
. )
@ ) }
N 44 N\ :
n ' — ;
X ' — n:
e : — :/
N ; C —~—_ /
: s T
64 ; :
DB Jif : INGREZZA fk#E4% 531 PRI
I I I I I I I I 1
02468 16 32 48 52
ke GE)
BEH
F5%R 7676 73 69
INGREZZA 40mg 70 70 64 63 59 50 37 34 34
INGREZZA 80mg 79 77 73 70 67 58 50 43 41
75+ K — INGREZZA 40 mg 32 29 27 24 24
77+t R —INGREZZA 80 mg 33 31 27 22 22

DB=_HEER. 6 BBERETH%, RBREGEICT 7 eR2&E L-#5#E % INGREZZA 40 mg X 80 mg | HEE/ESICE
DA, 8BEBRETETRELE. =5 —1"—|%, EHHEOEHERZE (SEM) D+1 {E2HFT.

INGREZZA 60 mg DH?

EFETFTVT7&VIalb—vaiEO%, BREVAFR U THBEIZINGREZZA @ 1 H 18] 60 mg % 6 E#E L
72BED AIMS BFH AT DR—ZAF A b OHEEELBEDOFEHMEIZ-2.69 (95%EHEXMA : -3.30, -2.13) THY,
INGREZZA @ 1 H 1[8] 40 mg & 80 mg DEMEDFEANTH 5.
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16 G T RE,/ RTvE K OVELY v

LLUF @ INGREZZA (valbenazine) 71 7B AHIDBFHAIEETH 5.

40 mg B SN HERGBHORT 4 LOEREDX v v 7T 0nbeh, Bfaf 27T [VBZ) KO 140) L FIF.
60 mg 1 SN RFREAREHORT 4 ROEADOF ¥ v T by, Baf 7T IVBZ) KO [60) &I
80 mg U SN BEEAREHORT 4 L OF v v T, B 7 ¢ [VBZ) KO 180) LEIF.

T RE B FENLNEIDEE NDC &5
30 fE AN Y I 40 mg NDC 70370-2040-1
30 fE AN Y I 60 mg NDC 70370-1060-1
30 AN Y I 80 mg NDC 70370-1080-1
. 28 HAD T U A X —3y 7 |ZLAF a3
H A - -
4 EEBRR N> 7 7 f# x 40 mg } T8 21 {# x 80 mg NDC 70370-2048-6
RiF

20~25°C (68~77°F) THRIEL, @EIL 15~30°C (59~86°F) D#HN &9 5. USP filfEI=iE % 2R,

17 BEIEZDREBR
FDA 7RGRE A DBE T ERL T A N (BEWTEHR) 25l ) BEIHEETHZ L.

fHER

1L, INGREZZA BWMEIRZ 5| & & Z T mEEMENH VD, HME BB FRE N O e B A1EE 1T O /N
BRDLNDAEEMERSH D = L2525, INGREZZA IZXT B KISORRENHA LM ETIHEREZH L, AHHE
D IEHROMR R E 7R & OB 2 B9 DIEB 8T 5 X 5 BEIIeE 45 [BEROMEH FoiE (5.1) .

QT MBIt
Jom SHOUTENENA U L 2 1 0EI 0 ST EICHRT B L 245832 [EL R O o)
(5.2) ] . B3R R HE AT 58513, FHRIC INGREZZA *IRAF THAEEMIZEZ D & 9 BEFICHEET 5.

NR—% V=R A

HFIZIX, INGREZZA ORFAFIC =0 Y URHIERPAE U D HHEMERH D Z & 252 5. FHA OREEER) O K
ELUITHAET, B, SMTEEILEANELT L XL, 20 ST OEBREEE ICHET S L 9 BEIciE
YD [BEEROEH FoEE (5.3) T .

AEHR
IHRICRE LT IRA~OEBIER ) R N5 A 2 LI OWCIHEEMWIE T2 2 & [ R EM~DLES 8.1) ] .

B3R T 13 INGREZZA % 5- 9 R O 544 5 HRNEIRAL LAWK 9 IEEMIE T2 Z & [#5 R EI~D B4
82) 7.

INGREZZA IZOWT & LIZIE#R A ZH B OLA1L, 84-INGREZZA (844-647-3992) |ZREREL 7230,
fRFEIC -
Neurocrine Biosciences, Inc.
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San Diego, CA 92130

INGREZZA 13 Neurocrine Biosciences, Inc. ) & &% FiiZ T4,
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DURANILA TEIL 40mg
%iﬁﬁ JEﬁHEEE nA EII]\\1_.I-§*‘I'
188 (EYa2—IL 1)

1.7 RERMmMm—E



1.7 [RFEFRZS —ER

1.7 REIERE

m—ER

AFNOFEFER M & LT, A THIR ST % E722 885 2 LU IZRiH L7z,

iiongd ANV 7 )V 40mg o L7V U BE 12.5mg
— A INVARF T UV T RIAFU
E M) = 2 AR U AL TNT7 LY 7y —< RSt

DI EESIES

RN D A% K D7

INUTF U N AIRITRE O BRI E S

BT CEUGETH

2022 £ 2 H (1ERR)

2021 4 6 H ksl (B 1K)

ik




048355-7

20216 HEKAT (S5 14R) HASEER S HES
FEREMEAPERE BB 87119
FRINFIVER
-3 W N ®
ey rmmmae WP 2 §12.5mg
MM : 3 CHOREAZINE® Tablets 12.5mg % B & 5 [22400AMX01503
) ER-EASOLAFICLVERTAZ L BR 7% B #& 2013%2H

1. 88

5208/ - SORE BR2R. BREENFEREIERETS
CENBHBOT, FHERSITZREICE. BLOBECSH
(3 36 EOBR BRI Z RECYHIE U e ETRSZH
5L, BEORBRUREOR(LEFIBRR<BRI DT &,
e, BERUVZOREKESFICHULT, BEITZIERFSHSD
NEBSCRBEESCEMICER IDLS5EETI L.
[2.1.7.1,8.1-8.3, 9.1.1, 11.1.188]

2. B2 (ROEBEICEES LBV L)

2.1 BREM, BREROHHBHE, FRELZSOH - 52
REOBE [1..8.1-8.3,9.1.1, 11.1.1 8]

2.2 EHE R ED S 5 B (Child-Pugh 227108
k) [9.3.1, 16.6.38f&]

2.3 MAOBHEHI 25 H 5\ 35 IE B 28R A D
B [10.185]

24 LYY 2EEHRHHVIZESHIEEIEMYAO
B [10.18H]

2.5 FAIORRG I LBBIEDOBERD S 5 BH

(Poor Metabolizer) XiZCYP2D6DFEAEVWEH
(Intermediate Metabolizer) Tid, AH DO FERBM O
MRS ERL, BIERBRBLSTVBZNAH LD,
BEICRL TR, BEHCHESZVWBEICOA K2R
T5E, BHEORELFREHEL, HETKRETAZL,

[9.1.4, 10.2, 16.6.1, 16.7.28}#]

8. EEREXNER

8. 1 FFIDHEITEDH D - >REOFEH UIE(L, i,
RHABEOE(LASHSDNAZEABHADT, FHIDHESITHE
LTk, BERUFOFRESIHLHFICHBERZT IEEBIC,
Wi EoaEEsfEEEE EBl>TWAZ L2 FHICHEEL., &
BE#tASE T TH AN ESHEZERENHIMTAIE (1.,
2.1, 7.1, 8.2, 8.3, 9.1.1, 11.1.18H]

8.2 528 - 5ok, BRSH. BRERGOHEERY D
ShNBIERHADOT, METAERSEHSDNIBAITIE,
AH oW R ESERIETAREH T L AERZTHIE,
[1. 2.1, 7.1, 8.1, 83, 9.1.1, 11.1.15H8]

8.3 BERUZ OFEEITHIOMH - >REORR ITE(L,
BESRCERER. JRE. SHHESOTHOZE LSS
SHRNAZEDYAY FIIOWTHABAETVL., ERERE
IEREIDES LSBT AL, [1., 2.1, 7.1, 8.1, 8.2,

33’?;%&&“ 9.1.1, 11.1.18H]
- 8.4 FHYUT RUN—F VXL SHBEONAILN DS
HPE & BIIRS hnAl DT, ERABSDNABAITIE, AHIOHR Vi 5Ed
o NI T IS DN E-E (T AREE RN ETHE, [7.185)
;‘{275; Y| SR TRINT IV 57 Iy, 25T 8.5 FuI7FY LRANBEDNAZENBEDT, AERE.
Mg | 12.omg ] 2SN SLHR U ARTGE St SN A IB A ICIX, ARIOH R
3. 2 BUAIOEER R 5T A2 LMY BT,
8.6 M T EN R LILE(LT HBENAHY, Wik, KHX
s . RITEBTENDHOT, MEETFIITO, ZOESBER
s | @AY | ae | ps | mm |RWI-F BHEDNBAIIE, W REETH L,
(mm) | (mm) | (mg) 8.7 #if. HIRSHHLDNEILSBHOT, FRIRSFORE
N FIREBHOMIES, FBEASEROBEICRESER
;IIIZTS;g/ B o Rt O [I CL 125 VESERT BT,
7.0 | 2.5 | 125 9. BENDEREFIIEBEICHIIIEE
9.1 &HHE - BRESDH2BE
4. HRERISRIR -
AR 9.1.152% - SORENBZZOBRADH > BE. AR

5. REESUSZNRICEHE T BiER
FRAIDHRIINF VRS BEEH OBBICRESN
THY, HREBH LI OEREB MG TEROILICHRT
BT,

6. HERURE
W, RAIIRFRSRF YV ELTI BRI 2.5mg (12.5mg O
1H1E®S ) SO/ G 2MBAL, DREREBRRL2AS
LESICIERELTI2.5mg ToMR L., R E2ED S, 20
?li‘ FERICKDB BB T 50, 1 HR&ERSRIZ100mg &
%o
B, 1HEA25mg 0F\EIZ1H2E, 1HEA37.5mg Lk
OBECRIHEIIFFTHRES T AILEL, L EERRGR
1#37.5mg &9 5,

7. BERUHEICREET 3R
7.1 #B5 [ HERUHR ] ICEWERRDY S50, #1505
R, THYDT RONS—F VAL EORBRITOVWTHER
+FATV, BEEERA2ASHEICHEL, BEILIHETY)
R REEDAIE, (1., 8.1-84, 11.1.18H]
7.2 CYP2D6HEMZETAEAZHREFORYE
RIZBEMICCYP2D6DFEREARBLTVWAERE

1-

B EERCHROREDNHZEE
BEEM. BRERSHSDNHIENDHS, (1., 2.1, 8.1—
8.3, 11.1.13H8]

9.1.2 QTEEDNSH 3 BE EXE QT ERERESH) . QT
EREEC ULP TV EE (FPRRRSEOTRIREZD
REDHZBE, EHAVVLAMEFETIRY DA
EDH 3 EEE)

QTHE SR EICERT 2BEhHH5, [10.2, 17.3.18
LY

9. 1. 30K - RETRREFZH S HENEEDHZBE

EEAERE (Syndrome malin) AEIDPT VY, [11.1.28
]

]

9.1.4 BEMICCYP2D6MEUNRIEBLTVDESE
(Poor Metabolizer) X[ CYP2D6D;EM M EVEHE
(Intermediate Metabolizer)

BEICELTR, BERCHENZWBEICORRLITH
BI5%. BEOREZERFEMEL, HECHESETAZ
Lo FRIOEERBMOmP@EH ERL. BIERAHFER
LT nBEhNSH 5, [7.2, 16.6.1, 16.7.28H]

9.2 BigtESEE

9.2. | ERIERERSDHIEE
HEASRIE T ABENAH 5, [16.5, 16.6.28]



9. 3 FTieERRERE
9.3. 1 EERITHREEREDSH 3 HE (Child-Pugh23710

L)

BELEWIE, RBABIEL., (FAVHEERSNLBENTSH
%, [2.2, 16.6.32#]
9.3. 2 FFEEIREE D & 3 BE (ERBITHEREDH 5 E

BHZRRL)

REAELEL | (EFRMHERESNDBZ N D%, [16.6.35H]

9.5 iEim

P8R AR TV S AREE D H 2 I I BB
HafakEttz BRI EHESN2E /I OARRE5 T2 L,

9. 6 XA

B LOBERERUCBIRBOGREEZEZEL. FALOMSE
BAE G IR R Pty

9.7 IMB

NREZNRELUTZHRRBIERL T a0,

9. 8 SEE

—RICETEREDMETLTVEIENZ L,

10. #8E{EA

AR OEERBMW THBa-HTBZ KUB-HTBZ I, T
MHEEER CYP2D6 TREEN 2, [16.45H]
10. 1 AR (HALBLIT L)

TR A% ERARREIR - 5B | T - fERER T

MAO BREH] MAO FHEAFI O ER | pHAICED MAO R
TLEFIN(Z7 | BRI DN H | EFR ORI
v—) 5. MAOBHZEARI O | shbdBZTh»H

[2.320] BE5%ZTBEIC b

KAl =#GT 255G
X, DiEs 20
DORfEEBLZE,

Ve (TR | MEIEREERT S | AR F & HEBIL -

oY) ZEDHB, LB AN ALZHT

[2.42H] VOB EEZFIZE | 5.

EAM N A

BEE DaEn3iE

oMz HELZE,
10. 2 AR (HAICERT B2 &)

R 2% ERARREIR - 5B | T - fElRE T
CYP2D6%EE | AR OEERBI O | 2o DFEH| %
ERRES:] MHBEN LRI 2| MREBERIEEE

NaFtFy | ZENHEHOT KA | FHICKS,
FoU & BT AREEET

[7.2. 16.72%08] | 52 &,

QTHREEZE | QTHRBLEE. DE | VWIND QT MK

ZTZEDHMSN | HEARENR (Torsade |2IEE S 28 %Z

TWAHEEH| de pointes% &) | WA3H5,
ravyavdy |0 EELREIER%E
%UN') N—)L | EEZTBENPDH5,

[9.1.2218]

LARRS MHEIEAZREE T | AT/ 7V

BTEN DB, BEAEZAELTL
BHIEMPS, RISV
EE) MRS W
TERPERT S
AIREEA B Do

BV HEGIAD [ MHEICERZEMRT | ARRIZE 73V
T )FTI0|BIENDHD, WIEAZRLTWS
SRR ZEMS. PERIICK
JFuazz) DIERMIEBIS N
SEEH| BBEND D5,
AhrarF3IR
R _RYRY &

R FEA LA I S A T | FEER OV EF A8

ZTBEND DS, T HAREEN D S,
FILa—)L MEIERAZE®RT | PIRICKOIERDE
FIHRMHIA | 22LD BB, HEINZD, EHEER
CHRZEBLsg

BBENDH 5.

1. 8ER
WROBWERDHEDbNBZENHHD T, BIRETFIITL,
BREPROONIGHE I G2 H1ET 55 8 Y] 20 LB E T
AT,
1.1 EXRZEIEA
11.1.1 525 « SDIREE (5% LI L), BR=E. BREE
(WFNHHEAREA)
[1..2.1, 7.1, 8.1-8.3. 9.1.1&l#]
. 1. 2 BMEIREE (Syndrome malin) (3EEARE)
WEHER, SREOMHRA. MR, SR, MEOEEH,
HTENVFBEL, ZIUFERERRDPHONIEET. F
1EU, RS H, KOWREDO LG EHEEOITHEY) LB
1196
AEFRERFICIE, HILERO ML ME CK O E7EAHENS
ZENZL, Fio, IAT Y REEDBREOK TP AL
NBHZENDH 5. [9.1.35H8]
11. 2 ZDtDEIER

=

1

—_

5%k 5% SERERER
SBBOE — — R, T
R e | AR (26.1%) |20, BERE. 9< | M. AL, 8
BER O |S—F VX | ABRR. B | EL, KRN,
LLTHYIT . | & R . P
ANHRAE | e R HpRE . EHE
EBLEZXOD B, DFN, YR
7S KIMET. b=—. fRH
THILER | [FERL(21.7%) T 8. T
— TREE, ED -
MErt, FiatiE s
JFlE | AST EF. ALT
+H.y-GTP — —
5. LDH EH
Bl o VA% = .
=
oW | FasrFy BR | ARRE _
(39.1%)
i3 — T MRER A —
ZOfth | CK 157 F&E. | B, e & |55
{AEE BN EEb %

13. BERS

13. 1R
BEBEICEIIAEERELT, 2k VA= —, IRERE#EFE
e BUD - MERE, FE9F. SRR, RIE, $5EL. ™R AHE., 5
RREREOERE SN TV5,

13. 208
DIMERDEZS) T ZTVANS MBI EC TERE
2179

14. BR LOER
14. 1 FAIRMEBOER
PTP @ OIEHIZPTP > —MPoIOHLUCIRAS 245968
TH5ZE, PTP U —rORREKICKD . BEOHIA R RER AN
HIAL. EITEZEALZB L TR IR A FOEE % & FHEZff
HTHIEN DS,

15. ZDthDER
15. 2 JEERARERERICE D < fEHR
BB BT RIRF IV OB AREICOWTIE+53IT
HEtESN TV, £, EMIBUI A EER#MTHZ9-T A
AFN B-HTBZ D& &I Hcatsntuizn,

16. EWEHRE
16. 1 MoRE
16. 1.1 BERS
BERBRABF17HIICT 5 "F V> (TBZ)12.5, 25 KU
50mg ™ & EERHHER R G E &, TRIRF YU
RIS N, B 50.6~0.7 KR 210 e s 5 i R



(Cmax)IC3#L., #5540 EmERLOmHSh
%girotz. BRIMKFOEER#W TH2a-HTBZ XUB
-HTBZ MM E BB THB9- T AAF I B-HTBZ 1L
ZTNENH50.8~1. 305 %, 1.1~1.30M%KRV1.3~
1. 7812 Cmax IZE Lz, ZhosRE O Cmax KO
AUCo-«ICIZHREMREIROENIY,

Eitd=n
(mg)

Cmax Tmax ti2 AUCo

B MRS | U ho | o |(ghomD)

TBZ 0.6£0.4 | 0.7£0.3" |  0.79 1.79
a-HTBZ | 21.4+7.6 | 1.3+0.4 | 4.9£1.5 |96.4£58.2
B-HTBZ | 12.419.4 | 1.3+£0.6 | 3.2%£1.7 |42.7+49.4

9-FAXF
B-HTBZ

125 | 6

7.8%2.6 | 1.6£0.5 | 12.5+2.3 {92.9+18.0

TBZ¥ 1.3£1.6 | 0.7£0.3% | 0.7£0.2¢ | 3.3£2.3%
a-HTBZ | 48.8+7.3 | 1.2+0.3 | 5.2+0.8 |214.7+49.6
B-HTBZ |29.7+14.6| 1.3£0.3 | 3.7£1.4 |85.7+39.4

9-FAAF I
B-HTBZ

25 6

17.2£2.5 | 1.7£0.5 | 11.1£1.8 |198.8£29.6

TBZ? 3.6+3.4 | 0.6£0.2
a-HTBZ |92.3£10.6| 0.8+0.3
B-HTBZ | 45.249.5 | 1.1£0.2

9-F2AF I
B-HTBZ

1.1+0.3 | 4.3+3.3
4.510.9 |341.7£81.9
3.8+1.2 |119.9£32.8

50 5

40.1£9.6 | 1.3£0.3 | 9.5£0.7 [379.9£28.8

a:ZEfE. b:5fl c: 16l d: 36

16. 1.2 RiE#"S
ERRARA 2445 (SHELN) ICT BT RF2 2 25mg 2221 H
1ESHERER O GL-L &, MR HTBZ(a-HTBZ
EB-HTBZ)BENEHFREICHLETRENS5HE
D AUCo0-24(551.64£738.62ng - hr/mL) 3. I1HEH®D
AUCo0--(538.37£828.47ng * hr/mL) D 1. 145 TH-
7zo 1123 1HE R USHETENZ NS AR R U6 .41
HTHD, KRELBVWIIERD SN2,

16. 1. 3REORE
TEFRRRA 2561 (SEA)ICT M RF D2 25mg 2R 5
WidEMEE ) — & BR300 RICHEREOR G L L
&, a-HTBZ XU B-HTBZ @ Cmax KU AUCIC§iE 7«
#2132 BROZEITOs -7,

SFEE R R 2

25mg Z HEROHR G L&, BE5%21 6K HETICIRA K
UEHPSEINS NG HEIL R G B D87.5% TH -7z,
ZOWIRIBRHA75.4%. #HH12.1% THD, EEIRMRE
BIRFTHo727,
BREBEABFL7HICT M RFD12.5mg. 25mg KU50mg
ZEMEHBEARORG L&, 5% 24BETIC. a
-HTBZ. B-HTBZ K U9- 7 AAF )V B-HTBZIZZNZh#%
5800.6~1.1%. 0.3~0.7% KX U'1.8~2.1% MRS
Nizo TIIRF YRS N7, [9.2.15 8]

16. 6 HEDERZHT 2EE
16.6.1 CYP2D6 EILFZE

RFRBMABFL7HICT I NF T 12.5, 25K 050mg !
ZZEERE B AR OHR S5 Lz &, CYP2D6® Intermediate
Metabolizer (IM) 12813 %a-HTBZ K U'B-HTBZ ® Cmax
KO AUCo-»l% Extensive Metabolizer (EM) £D\3hd
BEZRLS 9-TAXF )L B-HTBZ ® Cmax U AUCo-»
IIMEfEERUz, MEEHa-HTBZ, B-HTBZ K U9- 7 A X
FIVB-HTBZ EEIZCYP2D6ERHENI I THESINS T
EHRBENIZY, [7.2, 9.1.4, 16.4. 16.7.25H7]

TBZ#5&|CYP2D6 B Cmax | Tmax ti2 AUCo »
(mg) | #HAH (ng/mL) |  (hr) (hr) | (ng-hr/mL)
a-HTBZ
125 EM 5 [19.0£54 | 1.3+0.4 | 4.5+1.2 | 75.2£29.4
IM 1 33.2 1.0 7.1 202.4
25 EM 5 [46.846.0 | 1.24+0.3 | 4.9+0.5 | 204.2+47.5
IM 1 59.1 1.0 6.5 267.1
50 EM 5 192.3+10.6 | 0.840.3 | 4.5£0.9 | 341.7£81.9
B-HTBZ
125 EM 5 [9.0£5.1 | 1.4£0.7 | 2.5+£0.9 | 23.0£12.5
) M 1 29.2 1.0 6.2 141.0
25 EM 5 [24.14£5.1 ] 1.3+0.3 | 3.5%£1.5 | 71.2£19.2
IM 1 58.0 1.0 4.5 158.2
50 EM 5 [45.249.5 | 1.1£0.2 | 3.8£1.2 | 119.9£32.8
9-7AXF L B-HTBZ
125 EM 5 | 8.6+1.7 | 1.6+0.5 | 11.741.4 | 95.1£19.3
} IM 1 3.6 1.5 16.3 82.1
25 EM 5 [17.9£2.0 | 1.840.4 | 10.6%+1.3 | 205.2+28.1
IM 1 13.4 1.0 13.9 166.9
50 EM 5 140.149.6 | 1.3£0.3 | 9.5£0.7 | 379.9£28.8

TBZ50mg #5580 IM (145 |35 B RE AR AT R 151
EDARAOARRS N ] [FEE G ’I337.5mg THb.

T B

Cmax Tmax? tiz2 AUCot | AUCo«
(ng/mL) (hr) (hr) | (ng-hr/mL) | (nghr/mL)
a-HTBZ
ZefgRE (32.2£13.0 1.00  |6.82+£2.42Y|175+76.4|196+97.5"

16. 6. 2 BiEREEE
ThIRF IV EZOREYI OFEY BRI TRIT T BHRERE

IZOWTIEBET STV, [9.2.120]]

16. 6. 3 FFHREIESEE

-7

Bf% [30.6£10.0] 2.00 [5.98+1.83|197+83.9|215+105

B-HTBZ
ZEfERE [18.4%14.1] 1.50 |3.40%2.109|89.5%£105|102+1349
&% [175%12.1] 250 |3.50£1.76"|97.8%114|107+146Y
a: FRE, b 23M c: 22/ P E AR (R

EL) AR O ARSI ] B &% 5 721337.5mg TH .

16. 3 5310

SEHREITIEICED, FhFIRFV Y, a-HTBZ. B-HTBZDin
vitro O MIEEAEARIE, ThIRFVUA82~85%.
a-HTBZ #%60~68%. B-HTBZ #59~63% T#H-7=% . H
BIYMIBWT, ThIRF I DX &AM (R, &
BEROTRY ) AOBAEATRIBS Y,

16. 4 1Lz

ThIRFIVENVARZIBETERICEIDEERB# TH 2
a-HTBZ R UB-HTBZAR#EENS, ZOfh, Fhru—2L
P450(CYP1A2) TR T AAF N ALZZFHZ LN
RIBENTVAY, a-HTBZI&. CYP2D6K& U CYPIA2IC
F09-F2AF VL a-HTBZ £10-FAAF )L a-HTBZ ~MR 3
Sh, —i#fiE CYP3A4OREEZ I HZEMRBENTz. B
-HTBZ3 CYP2D6I2&N9- FZAF )L B-HTBZ % 10-F AR
FIUB-HTBZ ZIZR#Is N, —#IZCYP3AAC KB KEE(LZ
RUIFBIENRIBEINTO, ThIRF VUGS -eho I
R RORPICIE. CheORBI OB S EP 7L ray
A BRI I ENHEESNIZT, [10., 16.6.15 ]

B8 TP O TR ER 2 (Child-Pugh 237 : 5~9)
BE R OEERAL 1261 (SR A) 12 THh5RFP>225mg
EFEEEEEROREL-EE, BERATIEIZLONE
B EICBW TR DT M RF IV ERIBRARBTH-
7oL T, B RERE E R E TIET MR F YD Cmax
1343.8ng/mLARL, WEHERFEY (a-HTBZ &£B-HTBZ)
@ Tmax KOt 203 @EEACHRTERL, AUCo- 1
WINU7z. £z, A REREERE <l&,. Child-Pugh 237
OEIMIES>TTISIRF VY ROERAR#Y (a-HTBZ
EB-HTBZ) D AUCo-lE AL ti2ld L, [2.2,
9.3.1, 9.3.2%8H#]

Cmax Tmax? ti2 AUCot
(ng/mL) (hr) (hr) (ng-hr/mL)
TBZ
TR — — — —
R RERR S R | 43.8+35.39) 1.009 17.5£7.819| 1511099
a-HTBZ
TEERARA 35.0£11.2 1.00 6.10£2.40 | 182£96.0
FiREREEE | 30.5%15.0 1.75 10.1£5.53¢ | 247+114
B-HTBZ
TERRARA 18.8+9.83 1.00 3.68+1.43 | 81.6+71.2

JFREREEE | 17.4£12.8 1.75

8.42+6.099 | 107£51.7

FHE TR

16. 5 Bttt

BRBEABTOH (AEN) 12, "CEBRLIETIINF I

—3—

a: PRl b ZLOPERRICBVWTERRBARMGTHOHEH TS,

c:9fl. d

1 8fl, e 114



16. 7 Z4MBE{EH
16.7. 1 BRINS Y AiR—9 (P-#EEEE) [CEHEUIAEEER

TR AL 261 (SFEILN) 12, FRFRF D2 50mg ™) & P-HiE
EHEOREETHZHYITF0.25mg ZPHLZEE, Th
TINFINIY TR ORI HRIHEEG 25700727
In vitroiE& 5. ThIRFT Y KV a-HTBZIZP-#E5E
HEOREETIIR WA, B-HTBZIIEE THAHIENTRES
npo,

16.7.2 CYP2D6REEZR & DIEEEH

R A 3061 (SFEA) I, 5817 CYP2D6ERETH
20F L F20mg O RERS K (MEHRESER
KREOEZ)ITTIIRF Y 50mg VA2 HHB G L&
ETIIRF IR BMB LI EEICHAR, a-HTBZ
KUOB-HTBZ ® Cmax iZZhZ A 1.465, #92.4651.
AUCo-«l3ZNZNHK3.2M5, K8 IMEHITHMUIz. tiald,
a-HTBZ T#2f%. B-HTBZ THRIBREEILEL Y, [7.2,
9.1.4.10.2, 16.6.1% ]
EDAFOAER SN 1 Bl E# 5 RIE37.5mg TH 5.

Bl) . TR EEZ46.7% (14451 /3061) THD, ThT RS
DU BOEEEIERIE. 75520.4% (1161 /5401) . AHRE
18.5% (1061 /5441) . 1EER16.7% (9B /54H51) « 5D, &
. TR 14.8% (84 /5441) . B 13.0% (761 /5441) |
AZ11.1% (661 /5461) FETo721,

TCSOR—=ZF A VirbDFHELE

BE | OB HEME EARERRSE | OS% R | pfE?
TBZ | 54 —5.04+0.49 —6.02~—4.07
7R 30 —1.52+0.67 —2.86~—0.19 | <0.0001
REfIZE —3.524+0.82 —5.15~-1.89

T L REMEIS AR T TR 72,
a BEHRROHRZER. N—2A5( > HeHEREL {0
ot

(2) FFEMREEIRRARE SEER (CRE)

NIF I IRBETSHIENGICT T RFY12.5mg~
200mg/ H¥ V& 1H1~3[8] (£0) T03E [ (1 18 R i
Fick2HBERER) 5 Lz R . UHDRS @ TCS 2B
BR—254>(14.95+3.67) h6DE(LE (FHELIEHE

17. BRPRAHE
17.1 BHHERURLEICE T 2R
17.1. 1 BN M4EEER
(1) FEEMREER (FERAIRSEER)

RZ)1d. TNENIR 5248 T—5.7514.98, 4858T—5.49
+5.44, 803 T—4.60+5.55THN, WINDFHHEEHICH
WTHNR—ZFA UKL, BRLED RO SNz, 818
TEEBEH (7 b5 RF U KERA) THD. TCSIZARARTONR

NYF U HRBE2IENRICTIFIRFV12.5mg~
100mg/Hz1H1~3[8 (1) 12380 (SHE gk
LBFHRBEL) B EUER, B 5%ICB15 UHDRS ()
YF VR —RHERE) O TCS (EBNES &5 237) I
BIBR=251(16.5+4.8) 5 DE(LE (I E T HE
RE)1E, —9.724.8THY, WHRBPSEEShZT T
ROZELE (—1.13)ICLERICHA Lz,
BIEFIFEIBAREL73.9% (1761 /2361) THY . E IR
3 REREE, /S—F >V =4, JHIR. [EH413.0% (34
/231) THo112,

TCSOR=ZF A > h6DELE

— 2T U EEIZIEFEREE L THEMLZ,

BIVEF SIS 1394.7% (7161 /7561) THY . F2EIfEH
W&, $EE#40.0% (3061 /7561) « 529%628.0% (2141 /754) «
ARBRAE26.7% (2061 /7561) « R%25.3% (194 /7561) « 7

I | HEEEERE | 95%EHXME pfE®

23 —9.7+4.8 —11.7~-7.6 <0.0001
a JREREIE [—1.13] LUt RICE L —EADOME

(2) IFEtREER (REBMGTIZ SEER)

IR SRR T U F U IRBRE 192 R E
ML 7= BRIk 5B O 5%, UHDRS ® TCSIZBIT5
N=254>(17.2£5.0) »5DZEAL & (PHHELEHEFZ)
E FHEN24HT—11.1+4.5, 488T—11.9+5.4THh
D, ZRIZASEEE CHER SN, BITEFFEBIAREI73.7%
(1441 /19%1) Tdb. EREIMERIE, Mh Ta5 s F> #
1126.3% (561 /1941) « {EAR K O(E# 45 15.8% (341 /19
Bl) « M LDH $E50 % O PRI RS 14 10.5% (2451 /1941) T
Ho1=19,

TCSOR—=ZF A > 6DE{tE

HT YT EE#20.0% (156 /7561) FTdh 721,

TCSOR=ZF 1 76 DE{LE

AT A | BB | EE R RE | 95% [EHEX M pfE®
2 | 73 | —3.60 £3.07 |—4.32~—2.89] <0.0001
6 | 74 | —5.00 +4.13 |—6.05~—4.14] <0.0001
120 | 73 | —5.78 £3.69 | —6.64~—4.92| <0.0001
24 | 72 | —575 £4.08 | —6.92~ —4.58] <0.0001
368 | 58 | —6.12 461 | —7.33~—4.91| <0.0001
480 | 57 | —549 £5.44 | —6.93~—4.05| <0.0001
64# | 12 | —5.92 £5.09 | ~9.15~—2.68 0.0020
80 | 45 | —4.60 £5.55 | —6.27~—2.93| <0.0001

(éé’%) 41| —0.17 £482 | —1.69~1.35 | 0.8216

a ! paired t-test
ED AF OERS N1 HEmi 5 &#13100mg THh 5.

17.3 Z 0t
17.3.1 QTcHEmRICRIZTHE

R AS LB (FFEA) I, ThIRF V225, 50mgHl, £
FL7UFH L A00mg Xd T 5 1R % R B EE
BELIEE, B 5#£2.50EICBT 5, QTcl [HiREo K

PR | GIE | CPSE AR R 95% E X [H B—HEREZR=2AFA U PEOEABDTITEREDER
128 19 —11.1+3.7 —12.9~-9.2 EFTT7UFHT400mg 5 RT12.5msec EE LD
168 | 19 —11.5447 ~138~-93 ;:L?é ?*Z;;??V%H;igéﬁgwgf&g)ﬁig;;ﬁ
N .omsec ./msec Zo (N mg S
24@ 19 L “13.3~789 90% fEHEX o LFRIZ10.4msec THY. 10msec % L[E-
328 | 19 —1L1+54 —13.7~-85 TOWEIEDD, TRIRFVVIEEF L TOFH TV EHEL
4038 17 —11.8+4.9 —143~-93 TEEIINVWHOD, QTcHBEZERET 2RI R
4838 17 —11.9+54 —14.7~-9.1 Sh7z19, [9.1.22 0]
1) ARORR SN | B H S RIE37.5mg TH o,
17. 1. 2 /85155 MABEAER
(1) SR MBS EA L _EE R TR R LB ER (CRE) 18. EMEIE
N F U REBEAFIZNRIIT T RF T 12.5mg~ 18. 1 fEREER

100mg/ HXIE 77 A% 1H1~3 (M) T 128 (738
AR IC R R REN) B 5 L7 /R, UHDRS ©
TCSIZBIFHR—ATA VD EOFHEE (BN Ty
EEHERE) IE, ThIRF IV BFT-5.04£0.49, 7ot
RBT—1.52+0.67THYD, TrIRF IV B TIETS TR
BECHLARICEA L7z, UHDRS O RERH (Part IV) i<
BOT, TIIRF IV EHTEIT IR BICHLARZEL
BHOENIA BR EREE 222 TR A7,

RITEFHFE BB IX, T I RF VU BEIE85.2% (46 /54

—4—

FRIRF D UGHFRMFERAT O F T ABVT, B/ TIVAN
fl b5 AR—=7—2(VMAT2) ZBIRMICIAET 52 Ick
D, HIEHEEKROE I 7IVH(RR3IY, Lub=>, /L T7RLF
UV EEESE S, ThIRFIVOHERES(FHIZFEEL
TINVFURNAIROETREIALTHHRRERITBOTRSIV %
BT HILICKDBDTHHEWHREINS, ThIRFID
EHERHEM THHa-HTBZ RUB-HTBZ b, ThIRF I
LEFEEOLN VMAT2MEFRAZRL,

FThIRFIUE Ty (BKR T, RIS E . $R5e%)



DEITIVERBL. TOEMIZ2MFRLL, E/T7IV
B (RIS E TR L TROEREE 17,
HTBZ &, 73 BISHE 7oL H0E SRR Lo °H]-
HTBZ@E&MAICHL T, FhIRF IV EREEOHRME
BRURIRERRUAEY, $io, EMMICBWT, BEEER.
B, W COBENRE, o,

18. 2 EEREENEFD
NIF VB ETIVTIA(BACHD)ICTFRSIRF I 2H
BET#HEET AL, BERITHOMEFRDSENLY  NUF
Y EFIVTIA(YAC128, BACHD) @ D12 A {455
MRAICBWTER® S5 Paired-Pulse Facilitation o
&, ThIRFIATKYEIFELLE,

19. BRI TR T R LRHHIR
—# BB Fh5RF T (Tetrabenazine)
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. Ci1sH27NO3
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Mg - W B L CDVRWEREL (955E g LTV RWERBL (HAGE

AIMS Abnormal Involuntary Movement Scale| %5 /< i £/ B 3 )R

AUC Area under the (plasma) concentration-| (IfLHEH) SEWpi FEIRF R dhAR T i FE
time curve

AUC o Area under the (plasma) A JAE 2 MERR R[] & CHME
concentration-time curve from zeroup | L7z (IMAEH) IR FE-FrfE il T
to infinity with extrapolation of the Ui
terminal phase

CI Confidence interval fEEX M

Cmax Maximum (plasma) concentration e (IgE) B

CYP Cytochrome P450 F K7 v A P450

HPMC Hypromellose 7 aAn—X

ITT Intent-to-treat —

LS Mean Least squares mean o/ Y

MMRM Mixed Models for Repeated Measures | K IEHIERGIFET L

PBPK Physiologically Based Pharmacokinetic | A= #5734 58 B 5y

P-gp P-glycoprotein P-HE7- /v VE

PK Pharmacokinetics S Eh e

PM Poor Metabolizer RERENE L <K T I XRE L

H

ti Terminal elimination half-life B AT AR D -

tmax Time to reach maximum plasma B 1o I T g A B R R )
concentration

VMAT?2 Vesicular Monoamine Transporter 2 INRE )T IV NTUAR—F 2




1.8 WMI3GE ()

1.8 &HIXE ()
181 PEREHE (R) RUZORER
1811 BHEREHE ()

4 AEEUIRNE
RS 2% R DT

1.8.1.2 ERTEIEMN
1.8.1.21 {EFA#F

BEFENE D A R VT OFIEMETF 1L A3 TITR S ATV RN, A3k oo & #5012 &
D EEMEBIRD KR UZFEROBZENTTET 22 L TRIET S B2 61T\ 5. MT-
5199 (VSR F U N UVERE) KOVE OTEMHEAGH Td H NBI-98782 ([+] -a- b K7 k
TP, MRE T IV N T AR—F 2 (LT, VMAT2) Z@RICBEEL, v
AR SN D RV EEBAD SE DL 2 ETEREVASI XU T BREICBIT 5 RhE
BE 2 WET 5. FEEERBRICIB VT, MT-5199 }2 (OF NBI-98782 1R #72 VMAT2 fH5E(E
HErR L £, 7 v MITMT-5199 X (NNBI-98782 % #% 5. L 7= & = A, VMAT2 [HEIEHIC
FONE ) 7T IUoR D T52 L THERSNARE~Y—H—Ch HIRIE N, AR ETER
DR OMIEF 7 1 7 7 F o BIINARD Gz 2 Lvd, MT-5199 J (N NBI-98782 @ VMAT?2
FHEMER SR S LTz, 7ods, ARBEIZBWT, MANRBROATEERSE = — N NBI-98854 (%, R
FrwlrE, ENERBROARRERE 2 — F MT-5199 |Z&E #zx Ttk L7z,

1.8.1.2.2 BERIRAEUE

NERME AT X DT ) ORISR OBGZ B E L, BREEDA T2 VT BA 2 4R
& LTZEINGE L Y7 B AR SR (BUF, MT-5199-J02 alfR) 2 %fE L7z, #RT o
VU ROBRGIEE, 2542 1CRH LT

1.8.1.221 B

MT-5199-J02 FER TlX, BERMEC AR T /T HMEKME, MEaKMEGERS, DR
PEREE TN 9 SFEEOBRE E RS L LT, MT-5199 @ 2 & (40mg/H XX 80mg/ H) %4
5L, 6 B#%OREAMEEDFIRE (LLT, AIMS) Ait2x=27 (HE 1~7: FE T4
(ZHS S HEHE) {(BUF, AIMS G2 a7 (PG } ORX—ZX T 4 b OB fbEE
PR E & U CHEMEEZ TG L. £72, 1BRIROFHE 2RI 572012, 6 Ao &
EMBIO%IC 42 B0 _EEREGRGH (CUT, k& 50) 23REL, 48 lEE TOAR
BMEIZDOWTE AIMS Gt 2 a7 (FRFEHTE) ON—Z T 1 b D2 bEEZ VW TRME L



1.8 WM3GE ()

7.

MT-5199-J02 #RBRIZF\N T, MT-5199 @ 40 mg/H X% 80 mg/H # # 5 L7-fER, 6 HED
AIMS At A2 a7 (FIFHH) O_—2 T A b O LED LSMean (95% CI) (%, MT-5199
40 mg #£T-2.3 (-3.0~-1.7), MT-5199 80 mg #£C-3.7 (-4.4~-3.0), 77 &ARE T-0.1 (-0.8~
0.5) Th-o7-. MT-5199 80 mg ff & 77 & AREE & DZED LS Mean (95% CI) (£-3.6 (-4.5~-2.6)
THY, MT-519980mg #E T 7 EARRECK L CHREHEIICER R A 27 OKT (d8) 1R
DB (p<0.001). FIZ, MT-519940 mg #E & 77 B AR L DD LSMean (95% CI) 1%-2.2

(-3.0~-1.3) THY, MT-519940mg F#ET b [FAERIC T 7 B ARFECK L CREHFERIICAEE /2 A 2
7T ORT (S RNRO 5N (p<0.001). F7=, MT-5199 O 550 THEKRFHRMET

() ARDLNE (K 1.8.12—1).

e G- TIE, AIMS GFFt A a7 (BREHE) OR—2F A b OFH R, 48 1
% F T 72K T2~ L (MT-5199 40 mg #£-3.7, MT-5199 80 mg #£-5.7), G T 4 B
IZIER—AT A ERBEETER L (X 1.8.12-2).

0.5+

0.0 -

054

-204

=254

=304

AIMS Dyskinesia Total Score CFB

-3.5

-4.0 4 k.

4.5+

T T T T
0 2 4 6

Weeks
O Placebo € MT-519940mg M MT-5199 80 mg

1.8.1.2—1 AIMS &5t RX27 (HREFHE) DX—R5 4 o DELEDERHER
 ZEEHRE (MMRM, ITT R EH)

AIMS: abnormal involuntary movement scale, CFB: change from baseline
AIMS Dyskinesia Total Score CFB: LS Mean + standard error
2.733—1 £V 51H
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AIMS Dyskinesia Total Score CFB

T T T T T T T T T T T T T T T
0 2 4 6 8 12 16 20 24 28 32 36 40 44 48 52
Weeks

O Placebo (Day -1 Rand) & MT-5199 40 mg (Day -1 Rand) B MT-5189 80 mg (Day -1 Rand)
& MT-5199 40 mg (Week 6 Placebo Re-Rand) [] MT-5199 80 mg (Week 6 Placebo Re-Rand)

1.8.1.2—2 AIMS &5t X7 (FREFHE) DR—XF4 UL DELLEDERFHERE (TT
fRAT REH)

AIMS: abnormal involuntary movement scale, CFB: change from baseline

AIMS Dyskinesia Total Score CFB: mean + standard error of the mean

Day -1 Rand: randomized on Day -1, Week 6 Placebo Re-Rand: randomized to placebo group on Day -1 and
rerandomized on week 6

X 2.735—1 Xv3lH

1.8.1.222 %&£k

MT-5199-J02 78k > MT-5199 K #5170 (MT-5199 28 1 [0 C & 5 S - g5 2 x5 &
L7 48 M o 5-HIH) (288 LA EFROEBEIGIT, MT-5199 40 mg # & U MT-
519980 mg FET, £ 89.7% (113/126 41) KN 943% (116/1234:) Th-o7=. Fiz, Fl
TERIZEALEIL 50.8% (64 4) kN 74.8% (92 4), BHELAEFERITENEI 143% (18 4)
N 13.0% (16 4), EEARBWEMIZZENZN 1.6% 24) KO'57% (14), HG5HIECE
STEHEFRZIIZNZIN183% (23 4) K1V29.3% (36 4), HEHILICESTZEWEAIZZN
T 9.5% (124) KON195% (24 4), WEICEST-HEHELIIZTNLTH 12.7% (164) &
O31.7% (3944), WEICEST=FWERIZZTNZN 11.9% (154) Kr30.9% (384:) Th-o
7o, BCICE ST AFEFRIL, MT-519940 mg £ 2.4% (3 4) MO MT-5199 80 mg #F 3.3% (4
£) O, MT-5199 &5 1% 14 (80mg/ H 25 40 mg/ H 12 & « 5 1E#) RO 5
. MT-5199 B GHIMIC BT 2B EEL L ORIER, W51 Ik 3O TEEICE - 72
HEHEZLORIERAORHREAT, MT-5199 40 mg #f & Hifz L MT-5199 80 mg Af CTrEdr o
. —0, EERAERESROEWEM, WONIHTICE > A EHRSZORBES 1T MT-5199 %
BHRECTRE IEWNT o7z,
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MT-5199 40 mg £ X i% MT-5199 80 mg #f TOFRIEN G 10%LL EOFHFFLRIL, LIHIAK,

fEER, FEIIE, TREE %, RIRJEMK MR TH 72, T O OFEFROEHE AL, MT-
5199 40 mg #£ K% X MT-5199 80 mg #ECTEN LI, LNHEAZR DY 23.8% (30/126 £4) KON 18.7%
(23/123 44), fEERZS 15.1% (19 4) KON 22.8% (28 4), #MAKIVEN 16.7% (21 £4) KO
10.6% (13 44), WHEEBZS 7.1% (9 4) KN 17.1% (21 £4), RHRIEA 7.9% (10 £4) KT 13.0%
(16 41), #RHEDS 4.0% (544) KN13.0% (16 44) Tholz. b OFEFROREL, MT-
5199 40 mg A 1.6% (24) KU'MT-5199 80 mg #f 1.6% (2 44) (258D HIT=HiA KFHIE & bk
X, BEIHEETCHH- .

MT-5199 40 mg Ff 1% MT-5199 80 mg # TOFBLEIE A 10%LL EORIWERIZL, AR, FkdiE
ZROR®RTHo7-. T o ORITERORIEISTX, MT-5199 40 mg #£ & O MT-5199 80 mg #if
TENTN, IR 12.7% (16/126 £4) KO 21.1% (26/123 4), IiEiEZE s 4.8% (6 4) &
M 14.6% (184:), IREEAN3.2% (44) KON11.4% (144) Tholz. ZhLORIERORE
X, WITRLBEIHEETH T

1.8.1.3 ZREXITHR (F) AT IFLED

MT-5199 (%, FEEGRABRIC BV GRIRAYZ VMAT2 FLEMEH 278 Lz, MT-5199-J02 5k
FER LD, MT-5199 OB HIZ X 0 BREY A2 U7 BFICET 2 B R EER) O doEh
DO B, 48 WO VIRFRNENFHe T 5 Z LR Sz, ZaMEIC >0 T, 40 mg/
A& 80 mg/ H OWFHDOHETH ARFMEICHEN RN LRSSz,
UbDZ &inG, ARIOMEXITDR () & TERMESAZTXIT ] L L.

182 FZERUVHE () RUZDHRTERM
1821 RFERUAZE (%)

6. MHELOHE
WH ., RAZIZ AR F P E LT A 1A 40mg 2R OS5 5, B, JERICED
WEMEET 225, 1 B 1E80mg #BA RN & LT 5,

1.8.2.2 FEDHRTEEM

1.8.2.21 #ZEMEHEK

B EE0E, MT-5199-J02 ilBRfE RISV TERE LT,

MT-5199-J02 FRERIZ BT, MT-519940mg, 80mg @ 1 H 1 [l 5 THEIM: & 0% 4k A3 e
WEINTZ NG, BREVAIFR T EEFICHT D MT-5199 o501 %Z 1 H 1 BET5
ZliEmMLEEZT.
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18222 BEODEE

BEOFEL, truAn—2 (HPMC) B 7L BT F 7N o 4 FiR %R
B OB (NBI-98854-1504 3ER) A5 HIZE SV TR L 7.

BHENET T MTS5199 5 7K 40 mg & 2 h T AP h Uiz b &, i dth F o h L
ol & L LT, MT-5199 RE(LARD Coax 1T 47%IE T L, tinax D FIRAEDIER 3588 B A7
3, AUCoc~DRBNTIT L A ElinoT=. F70, TEHEHY NBI-98782 O tomax O H1 9L H B 1%
G T CHIE R T L BB U CHER L7278, Ciax &Y AUC )N OB HUC X 0 Kiglz 21k
Lol Z bnnh, BEORBIIBIKAMICIBE L 2 b0 Ll sz,

UEXY, MT5199 IZBFOREIIh b L THEETEX L EE X T,

1.8.2.3 REDHRFERM

MT-5199 & H &%, MT-5199-J02 3RS R bRt L. FEFHMEEE Th 5 6 %D AIMS
At A a7 (FRFE) OR—R2 T4 b ORI, MT-5199 40 mg #E M OX MT-5199 80
mg FEOWHET, 77 BAREE & i L CREFFIIICAEBICIR T L, RERMEEETDOUENE
bHR (FNZEH p<0.001, p<0.001), F£7=, MT-5199 DO 5-HEM CHEBKRFHZMET (&%
) N bne (1.8.1.22.1). F72, MT-5199 40 mg/ H K O) 80 mg/ H ORI IX 720
EE T (1.8.1.222).

MT-5199-J102 #BRIZINT, MT-5199 80 mg #E Tl G- 1 HEIZ 40mg #H 5L T\WA Z &
NOHHEARET 40 mgH & L, —HERMZELTMT-5199 40 mg & X MT-5199 80 mg # T
MERFRREENRD DN Z &b, #HERMEIT 1 HEICREET, BFOREIZIEC T
40 mg/ A 313 80 mg/ A ZAEW3 1T D4 G- TIER R L& 2 T2,

1824 REZERUVAE (B) ICEHTHFLED

MT-5199-J02 FRERFE R L 0, ERMEDAF R VT HRE I 5 MT-5199 40 mg/ H } 8 80 mg/
H oM BRI 20N Sz, IRHE S LT MT-5199 40 mg % 1 H 1 BIfE A5
L, BEOREEICIE U T 40mg/H XU 80 mg/ B 23t DG HiEN M8 B2 7. £iz,
1.81222 1R L7 EED, MT-5199 1% 40 mg/H 2 TN 80 mg/ H DWW T LD H & T AEMEICH
BT nweB 2 bl LEDZ &b, AFOHELUOHE (22 #1821 DEBUFREL
7.
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183 FALDEE (F) RUZORERML
1.83.1 EE (¥) RUZDOHRERM

2. Bm ROBEZIIRG LRV L)

2.1 AFIORSTITHR LISBUEOBEIERED & 2 B

2.2 HFERME QT #ERSEMERE X Torsades de pointes DEE/ED & 5 B [QT MR O 72
IEE. O=EAATH (Torsades de pointes # & 1¢) LI TBENNH D, ]

(R ERAL]

MT-5199-J02 #AER TRl 0 &N 7O BBUEREAR HFHERIIV TN OBEIITFELETH Y, MT-
5199 OEFBERE L 7T B ARFEOM THRIAFIGIZREREWIT RN o720, W TREIZB D
THEEZRBEME LT, 2, FERRE, @A T Q3825 OWMBUE SR S ST
HZEMBRIELT.

TEMERGH O AP IR N ESH U72BRIZ, QTIERRH LN LBENNH D720, FFIZ QT
HER Y A7 D@ WERME QT MERJEMERE XX Torsades de pointes DREIED & 5 FBH & L TR
E LTz,

1.8.3.2 MEXIHRICEES HFIE (F) RUZDHERNL

5. ZMRESUIZNRICPEE T H R
BRECAFROT LW SN BENEHT 2 L,
KOKENGMREF SO DEMREOZW « #Gt~==27 V5 5 it (DSM-5;Diagnostic and
Statistical Manual of Mental Disorders, Fifth Edition) | M OCK[EHEFESO A KFIER
BWAHA RTAVH IR 25552 &,

(it
TR S A% 0T DB, IR O & 72 50BN & OB EETHD T &
PRI LT

1833 REZERUVAEZECEEY HIE () RUZORERL

7. AEKROHEICEET 5 EE

71 1 B 1[F40mg % 1 HFLLEE G U, BEEDHER S IRA 2 2GE IO E
AT AL, Fo, ARNOEGEIINER/NRERD LS BE T EICHEBEICBEL
RINHIRET D L,

72 LUTOBE TR, EHAE O METREN B L, QT ERFORWEN 238+ 5%
ENRH DT, AH 40mg 2 1 B 1 EEREGE L, #HEEZ{TORWVWI &, [83, 9.1.1,
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7.3

7.4

9.3.1, 10.2, 16.6.1, 16.6.3, 16.7.1, 17.3.1 Z}]

- JBEEIIC CYP2D6 DIEMEN KB L TWA Z EAVHBIL TV 5 8% (Poor Metabolizer)
- DL EOTREREREE B (Child-Pugh 777 7 X : B XX 0)

BV CYP2D6 PHES (NmFXkF . F=UUE) AT ORE

- RV CYP3AFLER] (f hTaF Y —, 7T ) 2Aa~A %) 2HPOESE

RFREELL o> CYP2D6 PHEFR| & LI o CYP3A BLERIOM T 2o BE ., &

fEHIZ CYP2D6 DIEMER KB L TV D Z EAVHIA L TR D PFRLELL EO CYP3A [HEH %
fEAF OBRETIE, IEHERBE O MEFREN EA L, #BEZ QT EEZEDRIVEM 2381
THBENRHLHT-0, KEIEOGEITET S 2 &, [9.1.1, 102, 16.7.1, 17.3.1 4]

ZEJERHIAR 2 5 LT25E . BRIRG L L TI_T 2 O PR LA-3

HBENNH DT, BHBICEKFZHEE L TWDEBEICAFZET BT, HEE
DRI TEFERMGOET I ThenwZ &, [16.2.1 4]

7.1

7.2

7.3

B EARML]

[

1.823 |[ZRE# L7=imy, #ESEHEIX 1 ARICREET, BEOREIZE U T40mg H X
1L 80 mg/H Z 31T DG HIENREY &5 2723, MT-5199-J02 ERIZI VT MT-
5199 80 mg FECIEH G 1 HEIX 40mg G5 ThHho7=Z &b, FIRIHETHD 40mg &
1 HELL B L ECHET 2 X0 EERE T 5720 E L. £, AKfloks &
MLER/NRE 2D X010, BEZLITHEEICBE L 2N LT 2 X 0 EEwRET 5
TR E LTe.

AH 2GR CYP2D6 FHEFA & OF ) L7258 &MY NBI-98782 DR &AM 2 %
12, 3RV CYP3A BHER] & OFH L 728541 MT-5199 R IR ONEMEGHY) NBI-98782
DREFE DK 2 512, CYP2D6 DIEMEA KA L TV D EHE (PM) TIEXE L TR E
F & e UTEMEGHY NBI-98782 DRI B 2 (5 ICZNEN LFA-T5 2 & MR

NTWD (27343). £/, PHEEU EOMEREEEZ AT 28EF~OK 5 TIE, ITHE
RRIER & &I LT, MT-5199 RZLIA KL OVEPERGH) NBI-98782 DIRHEE &AM 2~3
% ERT2Z BRI TS (2.7343). LLEDOZ L& EE %, 78V CYP2D6 BLE
FISUEFRV CYP3A FHEARIZ M ] R o B3, BIRRYIZ CYP2D6 D PM Th 5 Z & A3
LCWaEFE, WONTHEELL Eo TR S B T, 1SS O mAEhIRE
AL, QTIERZEORIEM 2T 2BEZNRH D720, MT-5199 % 80 mg ~Hi &3
40 mg Tt 592 X 5 EEHLE T 572D E LT,

AHKI 40 mg & HREELL Ed CYP2D6 BHEAI K OHFREELL E > CYP3A FHEAID )5 % ff
H L7256, WONZ CYP2D6 @ PM BEDAK] 40 mg & HERELL Eo> CYP3A BHEAI%
OFH L7e8h, IEPERGEIY NBI-98782 DIMAEHFIREN LA 3+5Z L2k, WEZ QT
IEREORWERZ BB T 28ThRdbd B2 7.

LD Z &t hREELL o> CYP2D6 FHEA & 2 DL o> CYP3A BREAI O f5 %
EH P OBFE, WRNIEBAIIZ CYP2D6 DIEMER KL TWAH Z LA L TERY, F

10

10
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FREELL E CYP3A PHERIZHE AP O BZ TR LTE, AF L OO HIERET 2 L5 EE
WAl 4 5 720 E LT-.

7.4 ZEMERFCARIEZERS LESA, ARES LR L CARIOMETRREN ERT 280
W DT, BHRICAFZEE L WD BENPARZHET 5581, HEFEOFIR
TREFMOEF I TORVE ) EERE T 570 E L.

1834 EELGEAXWIE () RUZOHRERRL

8. EFEFLAMER

8.1 BRMVAFXUT I, YUBSMFHIEORHEAICEE L CRIT DL INTWVDLZD,
JRIKERFN ORI L2 2 2 &, 7272 L, JRIKERF &2 R T ik L2541,
FEARRER O ECHRICEN D BE R H 5720, HEIZHETT5 2 L,

8.2 MR, SHFFHENEZ D Z LD DD T, AHIEG T OBHEITITHBHEOEERE O R Z
PO B OBEICHEE SRV E 2 EET 5 2 L, [11.1.1 2]

8.3 IHMEMEHOMBEFTREN EH LB, QT ERHLLNLIBENNHDHDT, L
TOBETIE, AAOEERTR OB G PIXEFNCOERREEZIT O %, BEDORELE
\mIZBIZTHZ L, [72, 9.1.1, 9.1.2, 93.1, 102, 16.6.1, 16.6.3, 16.7.1, 17.3.1 &[]

BRHIIZ CYP2D6 DIEPERKIE L TV D Z L AVHI L T2 B

QTR Z K Z LT WEE GEHRRIRE O REIRXIIZ DBHEDH 5 8BH ., 5 -
MAELDREDRE, KH U 7 AMGEXIIK~ 73 00 AUIED S 5 BH)

HRAEEE DL oo TR BERE E A (Child-Pugh 23%87 7 A : B X% C)

S8\ CYP2D6 [HER] (NadtFr, F=U %) AT OES

SRV CYP3ABHER] (f vty —, 7TV Aa~vA v U5%) BERTOBE
59\ CYP2D6 [HEH & HFEELL B CYP3A BLERID W )5 & # i oh o B
QTIERE A Z 92 L B B AV T WD KA A H o B

8.4 BEKOZE DFIREIZ 9 DIFRORLE OREMAER D RIREMEIZ DOW T 21T, &
fill & BRI &5 9 RO ICHRET D 2 &,

8.5 )OI LEDBEMIERN D 5D Z LR DD T, ARG L OBG/K T % —
EBIRITEE OREBR OO L b2 EERS BIET 2 2 &, BET2IERR & 5 bt
AR, AREIOWE XIS 2 Ik 57 CTEU R A E 1T 2k,

8.6 O ERERTHEEIL. MILRIE., BEEROBENRHLHDT, EH5HERHED
B EEZETT LI, BEOREBROWEDOE A EERBIET L2 L, 91335
]

[RERAL]
8.1 EREMEDCAFAUTIL, PUREMREORHHEMICEEL TRATLLENTNDHRY,
KA DL H I DRI e SR WEE, ARIPLZGIENShD Z & DRk
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1.8 WM3GE ()

8.2

8.3

8.4

8.5

8.6

INCHEEML T 5 7= 0K E LTz,

fEHR, SHEFSEIE MT-5199 OIREER (£ 7 2 Vil REOBER) ICRINT S B
LNOLAEHEFERTHY, ENIOREKRER L OV R%E CHHRE SN TND Z &b,
MT-5199 #2-5- /113 B 8 HOEEE 5 DGR 2 1 O B OBIEICIEF S T2 L 9 R4
DIZORRE LTz,

SR — QT MTICIBNNT, MT-5199 Z 5 L= & &, JEMEAREHY NBI-98782 O Ifi#E
HREERTTI 72 QTe PR DIER SRS btz 7=, CYP2D6 PM #, &\ CYP2D6
PHEEAI 1Ty CYP3A FHEAIZ 6P OB, 950 CYP2D6 FHEAIE HREELL o
CYP3A [HEAIOW 5 2 R o3, RO, E o IFHReR S B8 Tk, TEMEGH
¥) NBI-98782 O IMAEHFIREN A T2 REEMNE X DN, QT IEEZE Z Lod WA
F CERBIRE O RENR IZ DD 5 58, 9 > ItLREDRE, KU Y
LMIEX IR~ 7R U AMIED & 5 BF) T, QTR NS bbb BENDH 5.
T, QT EEARZ T Z ENMLNTWDIEAZMHE AT OBETIE, AF &L OPFHIC
£V QT IEEAEHAN R T 2B8ENNH 5.

LEDZ D, CYP2D6PM B, QTIERE A Z Lod WEE, HEELL Eofifiae
R, BV CYP2D6 FHEERI ST FR Y CYP3A FEA 2 o B, 590 CYP2D6
PHERA & R DL oo CYP3A BHEAIOM G - O BF, QT IER A 23 2 & 234
HAILTW DA EH P OBEICIBNT, KFIOFGRTR O HITESI O ER R
BEEITOH, BEORBAEREICBET 2 L) EERET 2720 E L.

AENTE )T 2 VR OBERZA L TRY, 9 DR LEORBMERN S 5 b
NAHFREMZEETDHZLITTE RN END, BEDLEMIEDTZD, ) OREDOR
FREEAR D FTREMEIC DWW THERE MO OFIRFEICHoiil 2175 L o EEWME S 2729
BE L7z,

9 DR DIEIIEIR N D LoD Z ENH DT, AFIEGH KOG T % —
EMRIL, BEFEOREBEOREOZ L ZEERSBILE L, BHET 2ERN3 5 bbbl
AliX, AFIOWE TG %2 F kT 5 7 U AE 21T ) X O EENE T 5 7 0%
ELT.

D ONERE RT HBEL, MSE, BRERKOBEINNS 5720, FGBERIR O
B G EBE AT T HEICIE, BEOREROIREOL L 2 EERS Ble23 5 L 5 R
THOKE LT,

12

12



1.8 WM3GE ()

1835 HENERLZEHIIREICHTIEE (F) RUZOHRERR
1.8.3.5.1 &HE - BEEFOHLESE

9. FFEDERAEATHBEICHET LIEE

9.1 HOHE - BEEEEOH 2 BHE

9.1.1 EISAIZ CYP2D6 DIEMER KB L TWD Z &3 HB L TV 5 BHE
TEHERH O MAEPREN ER T 820035, [7.2, 7.3, 83, 16.6.3 ]

9.1.2 QT LRAEZ LLTWEE ERRRIREDOANEIUIZ DO EOH HBHE, 95 -
MAELAROERIE, KAV 7 AMEIE~ 7% >0 AMUED H 5 )
QTIEENRH b dBENNRH D, [8.2, 17.3.1 Bf]

9.13 HESEITIAREROBEOL L BHE. BEASEOH D BE
HESE., BRENRSbbhbsBTnnd 5, [8.6 2]

9.1.4 MK « KERRIREEL ML O FIRAEEO & 5 B
BMEEERESE Z Vo70, [11.1.4 2]

(R EARAL]

9.1.1 CYP2D6 DOIEMENKIE L TV D EBHE TIEKE L TV W ESE & i U TR
NBI-98782 DIEFE & 2 512 AT 2 Z ERfER SN TWD (2.7343) ZE&nb,
TR ML 25 L7z,

9.1.2  MT-5199-J02 Bk ClE, MT-5199 £ 5-& QT HIFRIERE o Rz B 72 BIERITERD DAL 72 h
ST, WHMERER T — 2 Z AW T2 3R B — QT MR IZ I\ T, AAIDIEHERE )
NBI-98782 o fiffE Hii FE (K AFIIIC QT FIFEAAE R L, MT-5199 (213 QT MRt % 5] &
TV RINBHDLZENRBRENT. ZTDD, QTEELZKLZ LT WEE (EH
IRIRNREE D AHENRUTZ OB D B 2 83, 5 >t O RE0BE, K4V 7 AiffiE
NI~ 732U AMJEDH 5 BE) BT, AFIOFHICLY QT EENRH LD
NHBZENDRH D Z L A EEWE T 572D E LT,

9.13 AHFNIE /T I VEHEEROBAIENZA L TR, BHAEEDOFELRNFELT 5 vhetk
EHEETDHZEETERNI DD, EEMMEZHRE L.

9.1.4 MHNLERFZICEB W TEEREMEFEHOFRNRO LN TNDH I Enn, EEE
BEREIC DWW CHEENLE T 2 72 0% E L7z,

{

1.8.3.5.2 FFiEREEEESE

93  ATHEREREE RS

93.1 HEELL FOIFHRERE (Child-Pugh 73387 7 X : B XX C)
PR F D F OISR O TR E N FRTABEARD S, [7.2, 83, 16.6.1 &
]
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1.8 WM3GE ()

[ EAR L]

PR T LL E O RS RERS E 2 4 5 BE ~OB G- T, FFSREIER & & i L ¢, MT-5199 &
AR B OEMACHTY NBI-98782 DIRFZEEMNK 2~3 F EATHZ ENEERINALTWD
(2.73.43) Z&nD, EEMEAZRTE L.

1.8.3.5.3 14w

9.5  hfha
B0 SOTHEHR LTV 2 ATREME D & 2 ZeMEICiE, 16 E ORISR ERRIEZ EE 5 & ]
ENDHBICOREETHZ L, Ty MTBW T/ LT VU KO O O i
WHERFRD N TS, £72. 7 v MIBWTC, RBE R % Tel 5 HE CREMORE
SN & O &R | W NS AETFH AR B OB BRH b TnWD, Iz T, v
FIZBWT, ERIEE &% FE 5 HE CREM O REIIMINH & OB R ORI ED |
N VR D EACEIE K& DR AR E DD 3B D BT 5,

(R EARAL]

BEHR STHENR LT D ATREED & 5 2otk & it B & L7z BRARRRBRIT M L Tk b T L aMEn
ML L TR b, ROERRRER (7 v &2 AW R~ OB TR T 238k, 7
v N a2 AR R ONH AR O3 AE W DN RHAOREEIZ BT 2538k, KOV X%2 iz
IR - BRUEEAEICEET 25 B8) 1ICBW T, 7 v b TIEMT-5199 & OV Of#EY) O 1 k- BE Y
2 LT MBI~ D 5340 B O\REE ) O (R EE DN ENH, 1R AR i) % 14 5 A A AR AR o, i
NZ T W XTI RE O R EHMMmS], B BRI L 2 kB L B2 o BRoE
{LIRAE & O RO B bz 2 & 2B E 2 T E LTz,

1.8.3.5.4 RELWT

9.6  XFLhw
1B EOARHEMER ORFURBEOARMEZ BE L, RO UIH L zatd o2 &, 7
v MZEBWT, 7R T VU RO ORE O T ~DBATHRD b TV D,

[EXERAL]

BHilma g & UT-BRRBR LS M L TR O TN L TV &, ROFERRR
B (7 v FEAWEHAR RO AR ORRAN N RHAOBEEICBE T 23R ER) 128\ T MT-
5199 X OGP O AN T ~DBITHRRBD ONT-Z ENBERE LT-.
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1.8 IRAGE (%)

18355 /MR

co

9.7 /K
INREEE SR L U B REBRIISEE LTV,

5

[FERL)
INRET T B ERARRRER 13550 L TR O T, AMER VL EMENHENL SNLTWVDRNZ LD
RELT-.

1.8.3.6 HMHEMER () RUZTDHRERN

10. FHAAEH
KENIDORZEE (3_F ) 13 CYP3A TEISAH S, EHEAEYIZEEIC CYP2D6
JONCYP3A TR S D, SA_F VT P-gp #FET S, [16.4.2 2]

102 PEFHEE (PFHICEET S22 &)

HEHI4 5 BRIARIER - HE1E 15 B - faRAE -1
BT I UPBACIESERRE | AAI O EH AN IEEE T 5 ATREME DY | AR H & MAOBRE A 4 OFH 3 %
#| (MAOBHEHA) »b, LT T ARDE )T I A
ELXU L, THFY RAREWE OWEN EHT D
Y. 747 IFR FREMEN B B,
TRIRFT FEIWZERZSBRT 2 Z LR h| AR B L-EREgT 24

L IO O S vy, B3 %,
MY 2561388 % 751247
W, BIERORBRICEE TS Z

k o
PRREELL EOCYP3ARE [DFHIZ X 0 AEFIOIEH DGR | £ FL3KAI O CYPIATHLEEH 12
S| T5ZETEWERAR bbs [ L0, ~AR_FD ROVEMER

A NTaty—n, JI|BENANRDDLO, BIEE S Yo ErRREEN EH T3
V2an<wAvy, Y AT H 2 &, BOCYPIABHE | BEnd b,

n~A K% P 3 2 A IIIARK O
[7.2. 7.3, 83, 16.7.1 |[&EIZL2WZ &,
2 ]
CYP2D6[H. PEAHIC L D, ARANIOIER 2T | /27034 O CYP2D6H E1E A

NaxtFr, F=U [TEHZETEHWERANS b s 12X 0, IEEREY o MR
v, FalTF=T% BENWRHLT-O, BEE D |EREATLIBZNARD D,
[7.2. 7.3, 83. 16.7.1 [ic479H Z &, 58UV CYP2D6[E.

Z ] FHA % O 2 5B I3 AH D
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1.8 IRAGE (%)

BEILARNWZ &,

PR LL FE O CYP3AF
A
U772 By BN

PERIZ LD . RKFIOLEH P55
THBZENAH L7, CYP3A
FEAE O 7000 T HH O FEH] A~

fEFRIEF DO CYPIATE EE I
X0 IR U R OVEER
B O MAEFRENKTT D5

vaxr, TUARAXL
V. RAEH T
[16.7.2 &)

HOoONDOIBENLH DD,
B A 32 TV BIER O3
BUZIEET D L,

~Pvrr, V=S| ORBEEETLZ L, BENRH S,

A

[16.7.1 &H#]

P-gp® HLE $EHi| AFE DU XY BIERD| AFOP-gpflEERIC LY, /&

RO A oD B R RE S 59
LBTNRD D,

QTIEEZ#E ZFZ &N
ISy ANGAYSE -1
[8.3. 17.3.1 ]

QTIERZE ZdRBZh R H 51
O, KA OFHRT K OG-
FE I L E KR E AT O

OFAIC & 0 QTIE R 1E M 23
ToHEBENRD D,

. BEOIREBEZERICBET
5T &,

(R EARAL]

T T I UFBREERES MAO FHEAD - ELXY v FHXFV L 7 4 FI K
AEIE T T I UBMEBERILEAIORICL Y, VT T AFOE ) T ARRGEDE O
BN B L, AHAOIERDPBETT 2SR5 D712 DRE L.

T hIRFU
T R IRF U EARFNEH LT-5E, MHAICIERZ T 5 RN H 5 T2 D% &

L.

FERELL EOCYPIAMHESR] : A FFaF Yy —), 75 ) Ra~vxAL v, 2 2av A%
W EAEHRBRICIB VT, ROCYP3AY/SIHER] (F hady —u) EARFIZDH L
I, MT-5199 K2R K OFEMEAEHINBI-98782 D Cina & NAUC oo T ASH B -7 & b L
THRAGETH T2 DR E Lz, £, ABFEYHRERTT VKON v Ialb—va
VNG, AFE PR OCYP3AFLEHA] & 59\ \CYP2DOFEX| O 5 & OFH L -4, &
R DCrax, AUCoNTALEILO6IE, 2.1665m< 00 EHEE SN2 LD, FRED L
DCYP3AFEHNILCYP2DORHE A & [FIRFICOFF L 75 A IE TG O g i s A9

HBEENNHHTZDORE L.

CYP2D6PHZEH] : NuxtvF L F=Vr XaIF=7
S EEIMBRICE T, BOCYP2DOTERA] (Sm T ) LA & PF LR,
TV PNBI-987820D Crax,  AUCo [ IAAI M G-F & LI LT, Th 21465, 1.9f5T
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1.8 WM3GE ()

ol lmORE LT, o, AHPHEYEERTT VICEKSWZvIab—Ta vihb,
AH & FHOCYP2D6PHEH] & HFEE O CYP3AMER O 5 2 0FH L7256, TEERE O
Crmavy AUCo3ENZIL6165, 2.1605m < 725 LHEE SN &0vD, CYP2D6FHE AL
FOREIZE ST, PREL EDOCYPIARLER & RO USSR o f g
REN AT BENR O HT-0OKE L.

HEEM FOCYPIAGHES] : V7 7y vy AW EEY, o= b V%

T AAERBRIZ W T, CYP3A4/SEHEEH] (V77 v i) EARFIZHH LR,
MT-5199 K2 AR K ONFE M PINBI-98782 0 Coan EASFI B -1 & bz L C, £ H2h0.7
%, 055 TH Y, MT-5199RZAM K ONEMARHAINBI-98782 1D AUC o0l FAS A LI £ 5-1RF &
LT, ZNFN03M%, 025 ThH o772 0% E L7-.

P-gp DMK : PAFT v FTUAFLY FEH T 5%

R EAERARERIZI N T, P-gpOETHL UV IF U EARFEZIH LR, Yaxv
O)Clnax&@AUCO-w&j:yj“e’Vyy%zﬂ%g‘ﬂ#kH:ﬁiz LT, %ﬂ%ﬂl%ﬁ‘, 14{%?&)/)7}‘:7}3&)%&
ELT-.

QTIEEZE Z 3+ Z N b T2 HHA

TEPEACE O MAE TR E N ERH LB, QTEEENDH b b8 ZFNNH 518, QTHE
FEEITZENMONTWAEA L O XV QTEEEMAN R« BT NN S Z &
MBRGE LTz,
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1.8 IRAGE (%)

1.83.7 EMERA (¥) RUZDHRERN

11. RIEH
ROEWERRH oD ZENDHLHDT, BELT7ITATV, BRENRD LIS EI
TG A I 52 PO ALE AT 2 L,

1.1 BEKRZREIEH

111 AR, $5F
IR (16.9%) . #fF (1.2%) BHHbhdZENH 5, [8.2 ]

11.1.2  EERMEYE
HERREZ (04%) . HEE, FERREE, 8 7E (WTRbLEERR) ERbbbhbd
ZEnH D,

11.1.3 SRS R
WS (112%) ., Kk (72%), 7H2 V7 (6.8%), N—F V=X 4 (2.4%). #EK
AEFETE (2.0%) . EEFEE (1.2%), BTHAES ORI, BBRE (Wb 0.8%) ., VX
h=T RIGEA . TERE. SrEsaEE, STREE, Z2EMA T EEEE (T
0.4%) ENHOLONDZ END D,

11.1.4  EMGEMERE (BEAE)
HEGHIRER, FRAE O FFIRAI, e IR, SR, EOEE), EITEAEIL, Thi
Bl X EREAN SN L AT, HEEZTIE L, REH, KOWHEEOEFEILE & b1
U2 REZAT S T &y ARERIERFIZIL, AMEROEIICMTE CK O LRAAHALND Z
EMEL FETe, IA TR BV REME) BREDIRTAAOND Z &3 D 5, [9.1.4 2]

112 ZOMoFREIfEA

5%LL | 1%LL ES5% A 1% A i BEEE

N
R A PEFEME O A X )| B, EEBURR, JEIE O, B
e U7 OEA, IR EE. BRRER, BN E O,

AE . TRENIE O F| Bidnml, Rk, BEp, B2y KO SO
VA RIED| B, REATE), EEEE, WihkE
B, D OROE F, IR, WREB) R, ERkE
fe. #19 SIREE, | &, Bk, Rk

N

N
H MHAMED F U, EE VS, H5
TEER 25 B, AR, DEMEIAMGHE, (Kif)E
BRIEE IR PR, OISR, A
TH b A, W NRETE, | TH, AN PRE, ANz, B R &
RARROR, O, |AOTHE, IEEIG. 1 ORISR
H &
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1.8 IRAGE (%)

JFFHisk JHF 4% HE f A5 1 B PR AE B
=
B B W92, B, KiE, ALEEPERZ,
R
5 B AR, R, MU
A
B HEBRE | RERIN. 7. [ HEDE . SRR BRE TEEMEAR T
E/N (7.2%) |AERD BRGNP, AR R
& PR R M7 L7 F R AR F—EBHEM, (L 7 e Z 7
g JRAET R o pERG F AN
Z DA FRbkse. FLIRZE . BEIRIN. B2 FE,
BRERIIE, HE LY, IR TE, BE
PRIFUE, LY IR HEE, AHLRIA R, 4
%5, i REEE g
(R EARAL]
1.1, MT-5199-J02 &R CRRO L NTZRIEM D 59 6, FHIEEZET L b O & iidk L7z,

11.1.1

11.1.2

11.1.3

11.1.4

11.2

MT-5199-J02 FERICHF\VT, IR, BEFAFBLL TRV, fElRZ O B E O#fEhIc
HEL LG AIITERI IO N D BENNHAHZ LD, FHICEREZET L LD LY
Wr L CRod L7=.

WS IRIR ISR\ CRERRSS, PR IR,  ifn 2 P20 K OVI895 55 OB UE SO 70 B8 7 Bl
ERE L THEINTHWDZ LD, FICHEEZETL2b0 L L TRl LTz,
MT-5199-J02 FERIZ IV T, SERIKIEE N LS BIL TNWDL 2 LD, FIIEELE
THHLOELTREHEH L.

AN ELE R B IS W CEEREMHERENRO DN TND Z &b, FICERZE
THEDOELTRE L.

MT-5199-J02 FRBRRAR (2 HED Z R E L7z,

MT-5199-J02 FABRICIB W T, IRBREME () EMEXY MT-5199 & ORRERAS
B FREME D V Ll SN EERAEFER L LT MRS Y U AMAE], [TADA
ERREE) RO THERUHRIE) 234 1 M Sy, ARETIEREIER & LTtk
L TR0,

MEA Y © AIGE] 1385 148 H BIZHBLL 152 H H TIRBREOHE 41k L T
L. Tk 3 HERICEE L7122y, Hik 20 HRICHETRE (2L, EEE) LT 2 en
O, RBREEEIE, S FERIIMT5199 E5ICERT 5 b0 Tidke <, AKFED
BACITHE O BRFEIRANRIC X DIERFENFIA & & 2, MT-5199 & OREMITZRW &7
i L7=.
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1.8 WM3GE ()

[CAMATERIRIE] 13 MT-5199 #5447 10 HZOBBIEMIRICHE L, H3RE
T (OrfH) [ERIEMT-5199 & OREREGREZ GEA R ATEEME® 0 &5 L7223, TRBRIK
FEAE & L CIE MT-5199 R IR & 2 OTEMERHY NBI-98782 Ol EE L, MT-
5199 & OBIHEME T2 &G L 7=,

TRESCRRARIE ] (IS DW T, MEFRL D TBBRAEE] CThY ks L7
VIRARFF—EDO EARBDLNELOD, FOMRBEM (LH 7 LT F ok ARF
F—F ORI 3601 UL, MDY 7 AMED ERNERD SV ROYER HER
EHER L TCWANIROERIZONTD I AL R RW=d I A7 BEVRITH TV
WEEBZBILD) D, IRBRIKEEIL, FHELA L LT H 7 LT FUBRARF ) —
BN Ay LWL, FhicHESEFEE L.

1.8.3.8 FEALDIE () RUZDHRERL

14. #H EOEE

141 FEHIZA R O E
PTP @2EDIFNL PTP > — F LWV H L TIRHT2 L 58T 52 &, PTP>— L0
RARIC LD OB A RIEREA~RIA L, BB AR L CHERRRR SO EE
REPEZPRT L LD D,

[FERL)
PTP a1 2% DO FEHFIAR R D — R E Mkl & L CRRE L7z,

1.8.3.9 ZOMOIEE (F) RUZDFRERRL

15. ZofhoEE

15.1  ERIRME RIS <
ENEERRBRICB W T, AAlZ G STz 249 #ilrh 8 ] (AH 40mg ¥ 3 1], A< 80mg
BES ) ICHEDNHE SN, ZDHH T HITAK E OBEMENGE SN TWDEN, K
#l 40mg BE 1 BIOFET X, JRIARHTH O . AAIE OBIHEMENGE TR0,

(R EARAL]

MT-5199-J02 FRBRIZF T, AFNZ2F G X7z 249 B 8 6] (AF 40mg Bf 3 61, A% 80mg
BES B BTG SNz, 2096 7 BlEAHA & OBEMERGE STV DAY, Al 40mg
BE1BIORTITRRAHATH Y, AH L OBIEMNTGE S TUVZRY.

K& OBEMEREE SN TWRWD 1 HICOWTIE, BREE (OfH) EMIZEERE L oK
RBERNREETERNE L, EER R TR SN TV AEEED & 5 2FANC DN TR E D
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1.8 WM3GE ()

KERBIRZH Y LEHIl L7z, L2 LRSS, AEFNIHERSEM STl b, 2REHEit

K DERT THRFEDFE] & SN THY, FERIZAHATH S, 1GBRIKEE & L TiX, MT-5199
& OB HEMED G2 G EAN BT 2 72D OFWRA W2, ik [T & MT-5199 & D
(KT SR BAFRITANBA & 3 L7z

T O L CRWEIE TH LD, BeMiRE& b, FRICEERERICES T 5%, 151
TR L7z,
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1.8 IRAGE (%)

184 HEAXE ()

BACE () FRS—VURRIOR L.
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B REBRNEES

NOOFEOH (HUK) BEXE (R) 87119

VNAT2 FREH] —BRUESAFROT7HRER—

Bk ZERE PILRFSUh T

AWM - 55 . s

RIS - B, SRV H T )L40mg

i EERY DYSVAL® capsules
ARES

) EE-EMSOLFECLVERTS L SRR 200050 A
2. BB (ROBHEICEEBELEWVNIE) 1%C)

2.1 AFORACH LBEE OBEEED b 5 BE -ﬁ;cmnemsﬁu (REFEFL. F=ULE) ERHO

2.2 F&FKHE QT IEREERE UL Torsades de pointes MEEFE
DHHBE QT HBOMBERIER, LEHEMA (Torsades

de pointes # &) ZEZTHEBETNIH 5, ]

3. #ek - R
3.1 #mk
HHRS 2SNV F TV b )VERE T3mg
(14 7)) (/S F Pl LT 40mg)
wm#| D-wv=bh—, HTNT 7 —{LT T

v, BEEKTA8, ATTV VBT RY
N
AT ENEECETF L, BbFF

3.2 MAOHER
Mo s BEDISEN 7L
NED BEOHE

e ( Vz)Z V4B: )

K& E (mm) E&:#19.4, 88 : $6.9
HE (mg) #7334. 8

4. HEXIHR
BREESCAFARTT

5. PRERIIHRICBIEY HEK
BREECAXIXUT LB ENBENERATL L,
KAERFHEZEO DEHEBOBE - #3t~=2 7 VER
(DSM-5;Diagnostic and Statistical Manual of Mental
Disorders, Fifth Edition) | RUKERHEZSD Ak
TIERRAA K74 VB3R 2BEBICTH L,

6. AERUAR
WE, RAIE VR F UL LTIA1E4ng % N 54
Do B, ERICK VEEMET 55, 10 1[E80mg% 48 % 72
wZkeds,

1. AERUVARICEET K

7.1 1H1EM40mgZ AR E#RE L, 2EEIER S DDER
+RBREBRICOHZMBEERFTHZ L, £, FHORER
HELER/NRERD L), BEZLICHEICBZELENLHW
sk,

1.2 UToOBFETIE, BEARBHOMTPRES LR L, QTE
ESORERZREATIB TR S, FH40ngZ 181
EEE L WMEEZIThARVWI L, [8.3,9.1.1,9.3.1,10. 2,
16.6.1, 16.6.3, 16.7.1, 17.3. 1Z8]
< BEAIIZCYP2DEDTEMA KIRL TV AH Z ERHBHLTWD

B#F (Poor Metabolizer)
- PSR EOfFHEEREE BE (Child-Pugh/y#87 7 A :BX

< BBV CYPARER] (A hFaF V=, 757V RAavf v
%) BERAPOBE

1.3 REL EDOCYP2D6FLEA & 2 EELL_EDCYPIARLEH D
TG ERROBRE, BEAYICCYPD6DTFEMAXKREL TWD
ZEAMHBALTEY FREL EOCYPAREAZERFOR
FTIE, EEAMYOLEPRENR EH L, BEERQTERS
DEERAZRBT IR ENRH 5720, FH & O I8
5k, [9.1.1, 10.2, 16.7.1, 17.3.15M]

1.4 ZTEBICAHZERE LSS, REBERELHBEL TR
FOOMFEPBER EATIBENARH D720, REICK
FlE#EE LTV BEICAAZHET HBRICIT, ARAED
A% CTRFEEOEREIITbRVWZ &, [16.2. 1B]

8. EERUGEFRNIE

8.1 BEMEVAXZITIL, EMREORSIERICBELT
FRTHEINTWAH 0, FREEA ORI k% BT
THZE, EEL, FEEAZREIIPIELESBEIC, B
MAEROMECHREICEN I BENANH A7, HEICHIB
THZE,

8.2 MR, #BHENRRIALENHHDT, FHBREFOBRE
X BB EOEES OBRE 4 5 BROBIEICHEF S22
XoEETHZ L, [11. 1. 13R]

8.3 EHEABMHOMFEPRES LR LB, QTEERRH LD
NAEBENRHDDOT, UTOBETIE, FHORER R
BEFIIEHMICLOERRELZITH) S, BEORELHEHEIC
BETHL, [7.2,9.1.1, 9.1.2, 9.3.1, 10.2, 16.6.1,
16.6.3, 16.7.1, 17.3.1ZR8]

- BARAYIZCYP2DEDTEMA R L TV A Z L BRHBIL TV D
BE

CQTERZEZ LLTWAE (EHRBIREOREIRIIE
DEEOHHBE, 5 ~MELFREOBE KNV 7 ALE
XiHE~ TR0 AMFEDODH D BE)

- PEEELL EOFHSEEREE BE (Child-Pugh%¥EZ 7 X :BX
1%C)

< BRVCYP2DEFRER] (RuFtF o, F=UL%) 2ERTO
BE

< BBV CYPARER] (A hFaF V=, 757V RAavf v
%) ZERAPOBRE

* 5\ \CYP2D6 P E A & 2 HE LA L D CYP3APRLE A oD i 5 % 4
A oBE

CQIEEZE TN TWAER ZERTORE

8.4 MBERUEZOFESICO 2HACALEORFHERDATEE
HIZOWTHABH Z1TV, EM L BBICEKEZRVES X
HICHEHTHZ L,

8.5 IOMPCARLEORHMERLHLDONDLZENHHDT,
FHRIBEPROREET & EHEITBE ORERUYHE
DECEZEBECBERTH 2L, METHERNS S bhiz
BT, FHRIOBREIIREZ TS 570 LR R 0AEE
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O

792¢&,
8.6 S oERZETLEHIT, MESE, ARENMOZAN
bHOT, BB O GREET T BT, B
DIRFER DYRRED AL 2 R BIRS BB T 2 2 & [9.1.35]

9. BENERZHIIBBHICHEHIT IR

9.1 BHHE - BEEEDH5BE
9.1.1 E(GHICCYP2DEMDEMEARIBL TLVHC EAHIBAL TL
8%

TEHARE O TR REN ERTaRBENRH 5, [7.2,7. 3,
8.3, 16.6. 3% ]

9.1.2 ATERZECLVPTVEE (FHLGRIREDOFBIRX (X
FTOMBEDOHIEE. 5 - MELTLOBEE. BHYHL
MFERFER T ) LNGED HZBE)

OMEERNH Lo dEBZENANH D, [8.3, 17.3. 1]

9.1.3 BERZEXIIERTHROREDNHSBE,. ARZEDOH
%Y--E-)

HESE., ARERMAS bbhbBENRH 5, [8.65H]

9.1.4 BiK - REFRREZ2HS8FNELKOHLEE

MEEBREASE Z 0 o770y, [11. 1 4B ]

9.3 FHREEEERE

9.3.1 HFEFELILLOFMEEEES (ChildPushs3ES 53X :B
X [%C)

PP R ORI O E PR S ERT 58N
N5, [7.2, 8.3, 16.6. 1]

9.5 IEi
TEAR SOTHER L TV D ATREME D & 5 ethicid, 1R LA i
PEDERIMER BB Ll SN GHEICOREET D L,
7 v MTBW T/ LT 2 o R O OHH) O i i 23
BOLNTWD, /o, Ty MIBWT, HKEREEZ TH
2 5T RE) O R E AN K O AE B O W ONT A
FHARBOBD RRBH LR TS, AT, vHFicBn
T, BRI B % T 0 5 & C RS O R BRG] K O
AR DAL D . HR IR O BALIRAE K DR AR E DB 5338
HHITND,

9.6 =FLHw
IR EOFRMER OCBILRBOFEEEBE L, #ALOMK:
MFHIEERFT L2 L, Ty MZBWT, WUV R
VZ DB O HF~DOBITHRD LTV 5,

MIFHERE S e,
DT 258 1388
ZTAIITATV, EIE
MOREBUIEET S
ZL,

PR LL_E DCYP3A
k=Sl

A FTFatry—
N, 77U RABE~=
AT, =Y 2nm
<A

(7.2, 7.3, 8.3,
16. 7. 1B84]

PrARIC Xk Y, AF O
YER MR35 2 &
TEWERR S Hbh
LRBENND DT
O, BEE 51T
9 Z &, BRUOCYP3ARH
EREOAT 285G
ICIEARF O EIT L
RN L,

JE FLHE A o CYP3A FR
EEMICLY, L
R R OEME
i O ifn B R A
AT BENL S

s

CYP2D6RH
nNaxtFro, F
=Yy, FalF

DA &b . AAID
TERRT 5 Z &
TRIER 2 & &bt

JEFEERA D CYP2D6 [
EEAICLY ., TEME
P O i v i g

= HEBENND D I|N ERETHIEZEAN
[7.2, 7.3, 8.3, |®, BI8E+NIAT|H D,
16. 7. 1] 5 Z &, 5EVCYP2D6

BLEA % O3 255

BITIEARR OHEEIX

LRNT &,
HFRRELL EOCYPIAIDFRIZ X D, ARAIO| £ 7L FK Al O CYP3AFE
LA ERBET T 282 | GERICEY, v
V77, (R H DD, CYPIA|RF P v R OVEMAR
ANNR=RBE Y, [FFEIER D20 UL 3t o i i 3
TZrz= MM UE  |FHOEHS~OREEZ BT 28200H
[16.7. 1] BEETHZ L, b,

P-gp® JLE 3KHl|
vaFLY, 7Y

[16.7. 25 ]

ARF & DRI &
. BIfERAH S D

AFL iy FEH |NDBENANH LT | METREDS B
N O, BEE ST 20BN D D,

W, BERORBIZ
HETHI L,

AF D P-gp P EEH
W2k, ERERO

OEEAR -3 &
ISy A GAVAE 31
[8.3, 17.3. 1%
]

MERERZTRZ
NRH DD, AFH
D EAT R OG-
IEE M LB R
BaATHH, BEFD
DN i
5l &,

PEAC X 0 QTIEREAE
HANHERT 2821
N5,

11. Bl4EMA

WORWERHR B B DOND Z E0R3H 2D DT, BEL+HITATV,
FHE RO DTS A IR G &2 P T 5 7 EE O AL E &

17952 &,
1.1 EXLGRIER
11.1.1 {EiR, §E%

fEER (16.9%) . $55 (1.2%) BB oD Z EBH D, [8.28

]

9.7 INRE

NS G & U T BRIRRBRIT FENE L TV 7R,

10. HE{ER

AFNOREACE (SR F D) JZCYPATEICRHB S, 1H
PEAH T EIZCYP2D6 K UCYPSA TR S B, 7 S_F o
13P-gpZfHET 5, [16. 4. 25 ]
10.2 #HRAEE (BFRICEETSC L)

#i)

pSEE ERARAEIR - HEE | BT - fERIA T
T T R UTBUEESR | ARAIOVER A3 IKET 9| A A & MAO L2 Al &
BEFEA] (MAORA HAREMED B B, PRI E, v

ARDE )T I AR

LRV, TH ARV O E B
XU FT4F LR % AR &
Ik B,

S N F A e e P R A 5

3L hb DO EET 5.

11.1.2 EFRLGESGE
HERIE (0.4%) . ZFE, FERIREE, 5 FE (WTid
BHERH) SRH5bhbZEBb b,

11.1.3 SEFNRES
TRHEEZ (11.2%) . Bk (7.2%), 72 U7 (6.8%) ., /3—F
VY =R (2. 4%)  BEBANIEREE (2. 0%) . EBEE (1. 2%) .
HHEZOREI, BERE (WIThd0.8%), YA =7, %
TR FHERE, FRERETEE, STREE, JSEERT | TR
(TN BH0.4%) ERHLONDZERD D,

11.1. 4 FHEERHE BELH)
HETHHRER . TRAE OFIRAI, W T RS, SR, MEOEE), FIT
ENFRBLL, TS| SR BEARALNDLEGEIL, B %
PR L, BEL KOMiRSEO 2 EHE & HICHET 0 E
EATH T & AREFRRERFIZIL. AIMEROEEMCMIECKD L5
DHOLNDBZENEL, o, IAT R EVIREMF D BHkiE
DETFTRALNDZ LB D, [9.1.45H]
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1.2 Z04DBEHER

5%LA k- 1%LL 1= 1A HEE
59 A i A
Fth - BEFENE U A (B, R B,
PR X R UT O UESE D FAL,
ik, RIR|B&&E. A%
SE . TREIME| AR, AURRE [
HEV, FE|FEOEAMA, B
BRRAE O |, Wk, wRpE
AL, 9 o|ME . KOO
O EA, (OB, REAT
o5 o IR|E, EEIIREE,
[N o I
FHAE, WRER
HE L EARIE R,
Bk, PRanpEE
H [El iR D F U,
BTV, B
e
EER A =N TN
PR AR GHE . AR
JiiNER
R 25 R DR E e
WHEER . AL
e R, WET| FH, IEEAR
PR, ABK| R, DR, H
MR, B |2k, BAGUHE, 1§
78 B AL N EY:
B
JHN FF R R B 2 | TR RE
B -5
& W5 W2 | =z, K
Ji, RLBEMERZS
AL a
JRE MR T,
ER Jii. U
A By |15 R RIS, | MEIE, KW
7N (7.2%) eI, IRE | BUEGERE, TR
P PR, B,
AR, AR
TR
YR mr 7 v7rFo|mp Fa s
%= RAKRFF—F |7 F o8
W, RPT R
o SRS
Z DA, kg, SR,
WEIRIS . M5B 2
WORE . PR B .
JE, HE LY, IR
g e, HESRIN
e PR HE
RHRIH R,
N SN A
HELE,
14 BRLOEE
14.1 FHZMAEFOEE

PTPEISE DIEANIPTP > — R s B Y UL CARAT 5% & 9 458
5L, PTPL— b ORERKIC X 0 | TEELA S 28 AR~
FIAL, FIRBILERZ L THERIARSORE R IHEE
PERTDHZENRH D,

15. ZDHDEE
15.1

ERERfE AR I XD < 1H4R

ENERRRERIC BT, ARAZ &5 S 72249618 (ARH
40mgHESH, AFKISOmgiES ) I NME Sz, 2D BT
BNEIAFK] & O BREME ST E STV DA, AFN40mgEELF] 0D 5E
T, BRARHATH 0 AH L ORSEERTE S TR0,

16. EMEIRE

16.1 MR

16.1.1 HERS
TEEERL LS, 7L F 2 40mg, 80mg M (N160mg % #a £ F CTH
B O Uiz & & DL O 0 R ONEMEAEH 0 1)
HER IR RS R ORI ENRE T A —ZIZLL T DO LB Y TH D
1)

1) A DO7EGIR B 80mg TH D,

1800

1800
1500
1200
900
600
300

1500

1200

900

600

300

MmNV F B (ng/mL

0

B5f (h)
KRR A SV RF U E R T CHER O L& &
DIMIEF SRV PR EHER (5 &40mg 2 U80mg, n=8,
SR fiE AR )
__ 3600
3000
2400

1800

1200

600

ML~ F 2 R (ng/ml

0

RERER NSV U 2R FCHERAOKE Lz L &
DIMIEF ST D PR EHER (5 &160mg, n=8, FHfE
+ e )
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35
——40mg

—0—-80mg

30
25
20
15

10

7 E A R E (ng/mL)

5573 (h)

B RSN AN F U AT CHERAO#ELG L L &
O MAEHIE PR EEHER (¢ 5-540mg L U'80mg, n=8, F-
Hyfitl + AR 72)

70

(=2}
o

—- 160 mg

i 3 e SE A48 (ng/miL.)
> 8 8 8 8

o

o
\®)
=N
-
[00)
-~
N
[{o]
(o]

X RISV O R T CHBR OKRE L L&
DOIMERTEEAB IR (55 160mg, n=8, i+
TEAE (R 75)

£ EEERANCANARF D U R ERARORS L & & oK)
HERT A—XH

# RIS SVRF DU A 1A A8 HRfR T oXERD
B Ui & & DIEMBRE T A —H

Cuax AUCo-24 tmax
I'LE_E
B (ng/mL) (ng' h/mL) (h)
VAYIZAN 0.75
+ +
Foy 40mg 465+120 3832%807. 3 (0. 50-3. 00)
TEPER 4. 00
+ +
44 40mg 29.0£10.9 520.6*£216.2 (3. 00-4. 00)

n=10, I BEHER S, oo 12O (/M- K A)

RHEMEHB MRS (BARARUSEANT —F) (23S
Sal—varhnb, 2R FT80mg & 1 H 1 EIKERD
BHELIEEEARNCBIT2E BRI A —FITTERD L
BY Thotz, ?

# HARANIZNLRF T 80mg & 1 H 1 BIRKERAKRS L-L
X DIYENRE T A —H

Conn AUCo-24n
(ng/mL) (ng- h/mL)

AUyt 695 6475

R 53.1 Tore
i
16.2 iR
16.2.1 ABOKE

BERERAC, /LT B0mg & ZEN SR AR BRI o

U —BERBICHEE S L2 E DR F DU D Gy KDY
AUCo-o D BT EHHME DL (£21%/ 25K, %) &2 D 0WEHEX
X, EZ24u, 54% [50%, 58%] KU 87% [85%, 90%] TH -
Too TEPERGHPID Conx IZZERERF & SR LT, B%REES THOTH
AR T U TEMEARER D AUC) o 1322 I & Aol 5 55 ClRIFR
Thoie, BHEREE I LT, S U0 ROVEHERH O
toax D RAEIT BB CIHEE L GHEAT—4) Y, [7.4 &
]

£ RERACKT D 2R ST RR R GR O LY ERE < Z
A—=X

&5

Caax

AUCo-co

t

& (ng/mL) (ng' h/mL) (h)
0.75
+ +
40mg 542+164 3625+846. 4 (0.50-2. 00)
VAVIZaS 0.50
+ +
Fou 80mg 1260%344 85351797 (0. 50-1. 00)
160mg 3010837 1805144225 0-75
(0. 50-1. 00)
6. 00
+ +
40mg 9.89+2.94 349.3%99. 6 (4. 00-12. 00)
TEPER 4. 00
+ +
1y 80mg 24.6+5, 88 773.1£217.0 (4. 00-8. 00)
4. 00
+ +
160mg 55.4%15.8 16751372 (4. 00-8. 00)

n=8, WIJMEEAFERE, toud TP RAE (oe/IME - N AIE)

16.1.2 RE®RS
BERERE AT, 2L F 2 40mg & 1 H 1[0 8 HRHaE FTK
EROEG LIz 205 8 HEORYEE T A —ZITT
BOLEBY ThHoT=, AT U0 R OVEHEREY O
BEEISE RS 8 A UINICE R IRIRICEEY 2 LHEE Sz

1)

54 Crax AUCo-oo Enax
4 (ng/mL) (ng- h/mL) (h)
. 0.63
e * +
SUL i e 769230 6010+1530 0. 50-2. 0)
Fov 3.0
# + +
% 409112 52001270 (1.5-4.0)
ZEHE 25.1%6.55 711+181 4.0
mER | T T - (3.0-8.0)
Bt p 8.0
B + =+
' 20.5+5.35 666165 (4.0-10)

ZEREIRE n=24, Rtk n=22, VI ERIEMZE, toun (P RAE (/M- S KA

16.2.2 #EXBNAFTFALSEY T«
fEEER A BN (6 4) 12/ _F P 50mg % Z2fEMH R O 3%
LU, &bIT [M0] ik s ATV & ARG LT
& EOMBEPIEEH ANV TF OV RO [MC] BTy
VIREN ORI LTe ARG U v OfF O GREO R S A
FTRATEVT 41L48.6%Th o7z Y,

16.3 &
7L (1000ng/mL) & ONEHHH (10ng/mL) Ot b
Mg & L X RG99, 9% & 1N 62. 9% Th o7
(in vitro) ®,

16.4 X

16.4.1 EFERA B (645) (& [MC] FEil/ L) - 50mg & HL
ERAES L & & MIERICI0T 2 R RENRE 8 00 42% %
INRFUUNREDTEY, EEGEHY (N 2T L0
ARSI ERAR) 1310%, 7T 2 v D KB ARARE1313%,
TEMERE D KB LR EWIISS TH 72 VMEAT—4%) Y,

16.4.2 R FIUUINY U AT IVOMKGRIT X0 EE
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R~ E A, F£7-. CYP3A4/5 1T LV B bR &5 1
5o TEMEEIL, CYP2D6 K TR CYP3A4/5 (2 XV ER{LAH =
N, £, Svrariins %% (in vitro) 29, [10.
ZH]

16.5 Bt
R A BT (64) 1T [MC] Bk N LT 2 50mg & Hia]$%
HLizE &, BE59A%FE TIT, &5 SR RIETREDRI60%
DPRIPIT, FI30% 3 FEHIZHRIE S Tz, ST U RONEM:
R O IR YRR TR RED 1. 8% K 'L 6% CTh o7z (F+
EAT—4) Y,

16.6 WEDERZHITHBE

16.6.1 FFeEEEE
WRRE, R R OVR EEITRERERR F 8 (Child-Pugh %2 7
ZIE A, B BRONC) (23R F P Bomg H B[R A& E LT
L& IR FT D RONEEREY D Coax S TOY AUC) oo L LATHE
e E OBV ER L UMEAT—%) 7, [7.2, 8.3,
9.3.1 &M]

£ THEREREERE OEMERE T A -4

16.6.3 CYP2D6 EEFEROEMBEICRIFTEE
FHEREMEREMRYT ONEANT —2) ISy Iab—Ts
S IEARAHINC CYP2D6 DI MEA KR L CTUN 5 PMIZ, PM LA4H
DA (non-PM) DOEE L B L, {EHENHP O Cox KLY
AUCqom 380 2 f5 < 72 D LHEE ENLT= ¥, [7.2, 8.3, 9. 1.1
ZH]

£ vIalb—Ta iV BEoiiz CYP2D6 @ PM K R non-PM
W BN A_T U ROVEE OB FIRIBIZE T 5 Coux K&
Y AUCy-p4, D EATTFHIE D L (PM/non-PM)

Cuax AUCo-24n
[90%fE X [H ] [90%fE X [ ]
. 0.98 0.99
[0.84, 1.26] [0.80, 1.26]
e 1.83 2.03
AU [1.45, 2.41] [1.58, 2.79]
16.7 EWHEER

16.7.1 /SLRF S ORNBEI-RIETHE
M4 kaFy—n "

n=6, I+ FRAE(R S

16.6.2 EHREERE
T FE B R RE RS E RS (eGFR 73 15~29mL/min/1. 73m%) {Z/3/L
FU 40mg AHERRABES Lz & & BHSREIE A4 & i L
TISINRTF 2D Can T AUCoool TR & 2058 T 7 < TEMER
D Coax KOV AUCo ol THENNT B L2 BREAT—%) 9,

# EREREERE ORI T A -4

TFRRAERIE DTl o e £ ANAT I OROBBIRET 7 b 2T —LORE O
(ng/mlL) (ng- h/mL) ENT—4)
VAYIZaN - Mgy s HRYFIE T A —H
IR RS REE 233+52.0 2680+ 246 "
i - DREE | s TP [90%IEH X ]
R EE TR RE IR o 3844285 35101530 e n B B
B S RE R L ok 1.4 1.2 Cuon AUCo-co
(907 #E 1<) [0.86, 2.4] | [0.88, 1.7] S 15 71
IRLRF D
TR I | 5565448 5550-£2810 T 4 1) [2.0, 2.2]
200mg 50mg 24 16 21
EHITHEREH & Db 2.0 1.9 TP : :
[90%{= HE X ] (1.2, 3.3] [1.3, 2.6] [1.5, 1.7] [2.0, 2.2]
e B TR e o AR 631302 6430+ 1390 (7.2, 8.3, 10.2 B3]
EHFEERER & Dt 2.5 2.4
[90%{Z g X ] [1.5, 4.2] [1.7, 3.3] Q) RextEFo 0
TEPER ER TSR 8.61+0. 95 33526. 8 FAARF O OEYBEICRITT AT OEE SE
H
I A R R 10.6+2. 76 430+ 145 AT =) ST
> e /N7 —
IEH FHRER L O 1.2 1.2 I AT O [0 IR
Co0% (= ALK ] [0.89, 1.7] [0.83, 1.8] 3 {:,L,A—f N AAHJI%@\ ke [” %S IX ]
R | YUHE BRI/ Hh
AR RERE S B | 20.0£10.7 1110697 o AUCos
EHITHEREH & Dk 2.1 2.8 L 5 0.76 0.91
[o0%{Z B ] [15, 2.9] [19, 4.1] PANTEAN 1062, 0.93] | [0.77, 1.1]
20mg 40mg 24
AT R AR 19.2+5. 58 1180358 T 21~41 . o 61-92 .
IEHNTHERES & DLt 2.2 3.4 g —— ——
[o0%fE 1] (1.6, 3.0] | [2.3 51] (7.2, 8.3, 10.2 B3]

@UIFrvELLWO
£ IR FIOUOEYEREICKIET Y 77 o E U ORE (Ut
EAT—%)

SEMBNRE T A —H
BERSE | <t AITPEROI LOOEAECH)
n
i | oo B B
o AUCo—
o 0. 68 0.28
PR F D [0.58, 0.80] [0.26, 0.30]
600mg | 80mg |12 B 0.49 0.23
EHERBE | o 0 s | fo.21 0. 25]

RS RERT T DR Coan AUCo
(ng/mL) (ng' h/mL)
e EH RS 300479, 2 2350472
Fv
5 FEE P RE b T AR 2714101 2300482
IERWEHER L O 0. 87 0.98
[90%15 4 X[ ] [0.64, 1.2] [0.81, 1.2]
{Z%‘ EH R 8. 17+2.84 355+126
5 i P RE b T AR 9.90+2. 17 435+144
IEH B HREE L DLt 1.3 1.2
[90%/5 4 X1 ] [0.97, 1.6] [0.91, 1.7]

n=8, EHJfE + FEHE(R L

[10.2 ZJE]

@550y, Ziary—Lw

EBRR RS R T T SNV R 2 b= 3 VD,
IR F VU A0ng B R T X7 1 (100mg, FFEEE D CYP2D6
BRAEH]) KOV L= F > — )1 (200mg, TFEAE D CYP3A PR EH)
DO L PG LZ & & DALNF V0 KONGRS O
Coax MOV AUC)-ool T, 7SR F DU B BB G Lo b & LR L
T, FNEN 11T KO L.63 fF (SA_F V) 1.97 KO
3.27fF% (GEMERGHY) m< 72b LHfEE Sz, F72, CYP2D6
PM 38 L_F 0 40mg J N7 b a S — b (200mg) %
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Bel LTc & EDANAF VU JONEHEGEI D Coax S OY AUCo-
ol T AL A DSV AT R B G L & & LR LT,
ZREN LT R L 615 (S F V), 2.16 KT 3. 98
£ GRS &< s LiES T, [7.3 28]

16.7.2 SHAROEMBBIRIETEE
QPEEDMIL

# UAR VU OEYEEICKIET AARF OB SEA

F—4)
TAF YV OEYERE T A —H
P | g ST [00%{Z <]
i e | " B/ B
Cuax AUCq-co
0. 5mg 80mg 24| 1.9 [1.7, 2.2] 1.4 [1.3, 1.5]

[10.2 ZJE]

(2) ~/}' “__L\ 10)
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Recommended International Nonproprietary Names for Pharmaceutical Substances (r-INN) & L T,
WHO Drug Information, Vol.28, No.1, 2014, List 71 (p.114)IZLA F D E BV /r S vz,

r-INN : valbenazine
b4 . (2R,3R,11bR)-9,10-dimethoxy-3-(2-methylpropyl)-1,3,4,6,7,11b-hexahydro-
2H-pyrido[2,1-a]isoquinolin-2-yl L-valinate
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JAN (#44)  : Valbenazine Tosilate

WHO Drug Information, Vol.28, No.1, 2014, List 71 } OV Fn 2 4E 3 A 10 H i) 3 A4 K 5% % 0310
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WHO Drug Information, Vol. 28, No. 1, 2014 Recommended INN: List 71

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 71

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 (1-109) and Recommended (1-70) International Nonproprietary Names can be found in Cumulative List
No. 15, 2013 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 71

Il est notifié 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 (1-109) et recommandées (1-70) dans
la Liste récapitulative No. 15, 2013 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 71

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 (Resolucion
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 continuacién 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 recomendacion alguna en favor del empleo de la
sustancia respectiva en medicina o en farmacia.

Las listas de Denominaciones Comunes Internacionales Propuestas (1-109) y Recomendadas (1-70) se encuentran
reunidas en Cumulative List No. 15, 2013 (disponible s6lo en CD-ROM).
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Latin, English, French, Spanish:

Recommended INN Chemical name or description; Molecular formula; Graphic formula
DCI Recommandée Nom chimique ou description; Formule brute; Formule développée
DCI Recomendada Nombre quimico o descripcién; Férmula molecular; Férmula desarrollada

abaloparatidum

abaloparatide synthetic human parathyroid hormone (37-70) analogue:
C**®-methyl[22-L-glutamic acid(F>E),23-L-leucine(F>L),25-L-glutamic
acid(H>E),26-L-lysine(H>K),28-L-leucine(I>L),30-L-lysine(E>K),
31-L-leucine(I>L)]human parathyroid hormone-related protein-(1-34)-
proteinamide

abaloparatide analogue de I'hormone parathyroidienne humaine (37-70)
synthétique:
C*®-méthyl[22-L-acide glutamique(F>E),23-L-leucine(F>L),
25-L-acide glutamique(H>E),26-L-lysine(H>K),28-L-leucine(I>L),
30-L-lysine(E>K),31-L-leucine(I>L)]protéine apparentée a I'hormone
parathyroidienne humaine-(1-34)-protéinamide

abaloparatida anélogo sintético de la hormona paratiroidea humana (37-70):
C**-metil[22-L-4cido glutdmico(F>E),23-L-leucina(F>L),25-L-4cido
glutdmico(H>E),26-L-lisina(H>K),28-L-leucina(I>L),
30-L-lisina(E>K),31-L-leucina(l>L)]proteina relacionada con la
hormona paratiroidea humana-(1-34)-proteinamida

c 174H300 N56049

Sequence / Séquence / Secuencia
AVSEHQLLHD KGKSIQDLRR RELLEKLLXK LHTA 34

Modified residues / Résidus modifiés / Restos modificados
X H3C  CHj A H‘ CH3

29 X 34 L _NH,
2-methylAla  HoN CO,H Ala-NH2 H,N

o

abecomotidum

abecomotide human insulin-like growth factor 2 mRNA-binding protein 3 (IMP-3,
hKOC)-(508-513)-peptide (part of the KH4 domain):
L-lysyl-L-threonyl-L-valyl-L-asparaginyl-L-a-glutamyl-L-leucyl-
L-glutaminyl-L-asparaginyl-L-leucine

abécomotide protéine 3, se liant & I'ARN messager, du facteur 2 de croissance
humain analogue de l'insuline (IMP-3, hKOC)-(508-513)-peptide
(partie du domaine KH4):
L-lysyl-L-thréonyl-L-valyl-L-asparaginyl-L-a-glutamyl-L-leucyl-
L-glutaminyl-L-asparaginyl-L-leucine

abecomotida proteina 3, que se une al ARN mensajero del factor 2 de crecimiento
humano andlogo de la insulina (IMP-3, hKOC)-(508-513)-péptido
(parte del dominio KH4) :
L-lisil-L-treonil-L-valil-L-asparaginil-L-a-glutamil-L-leucil-L-glutaminil-
L-asparaginil-L-leucina

CASH 79 N 13016

Sequence / Séquence / Secuencia
KTVNELQNL 9
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abituzumabum #
abituzumab

abituzumab

abituzumab

immunoglobulin G2-kappa, anti-[Homo sapiens ITGAV (integrin
alphaV, CD51)], humanized monoclonal ant body;

gamma2 heavy chain (1-447) with IGHG1 hinge region [humanized
VH (Homo sapiens IGHV1-46*01 (77.30%) -(IGHD)-IGHJ6*01)
[8.8.11] (1-118) -Homo sapiens IGHG (IGHG2*03 CH1 (119-216),
IGHGL1 hinge C5>S (221) (217-231), IGHG2*03 CH2 F84.3>A (296),
N84.4>Q (297) (232-340), CH3 (341-445), CHS (446-447)) (119-
447)], (132-214")-disulfide with kappa light chain (1'-214") [humanized
V-KAPPA (Homo sapiens IGKV1-33*01 (86.30%) -IGKJ2*01) [6.3.9]
(1'-107") -Homo sapiens IGKC*01 (108'-214")]; dimer (227-227":230-
230")-bisdisulfide

immunoglobuline G2-kappa, anti-[Homo sapiens ITGAV (intégrine
alphaV, CD51)], anticorps monoclonal humanisé;

chaine lourde gammaz2 (1-447) avec une région charniere IGHG1
[VH humanisé (Homo sapiens IGHV1-46*01 (77.30%) -(IGHD)-
IGHJ6*01) [8.8.11] (1-118) -Homo sapiens IGHG (IGHG2*03 CH1
(119-216), IGHG1 charniere C5>S (221) (217-231), IGHG2*03 CH2
F84.3>A (296), N84.4>Q (297) (232-340), CH3 (341-445), CHS
(446-447)) (119-447)], (132-214")-disulfure avec la chaine légére
kappa (1'-214") [V-KAPPA humanisé (Homo sapiens IGKV1-33*01
(86.30%) -IGKJ2*01) [6.3.9] (1'-107") -Homo sapiens IGKC*01 (108'-
214"]; dimere (227-227":230-230")-bisdisulfure

inmunoglobulina G2-kappa, anti-[ ITGAV (integrina alfaV, CD51) de
Homo sapiens], anticuerpo monoclonal humanizado; cadena pesada
gammaz2 (1-447) con una regién bisagra GHG1 [VH humanizada
(Homo sapiens IGHV1-46*01 (77.30%) -(IGHD)-IGHJ6*01) [8.8.11]
(1-118) -Homo sapiens IGHG (IGHG2*03 CH1 (119-216), IGHG1
bisagra C5>S (221) (217-231), IGHG2*03 CH2 F84.3>A (296),
N84.4>Q (297) (232-340), CH3 (341-445), CHS (446-447)) (119-
447)], (132-214")-disulfuro con la cadena ligera kappa (1'-214")
[V-KAPPA humanizada (Homo sapiens IGKV1-33*01 (86.30%) -
IGKJ2*01) [6.3.9] (1'-107") -Homo sapiens IGKC*01 (108'-214")];
dimero (227-227":230-230")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLQQSGGE LAKPGASVKV SCKASGYTFS SFWMHWVRQA PGQGLEWIGY 50
INPRSGYTEY NEIFRDKATM TTDTSTSTAY MELSSLRSED TAVYYCASFL 100
GRGAMDYWGQ GTTVTVSSAS TKGPSVFPLA PCSRSTSEST AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSNFGTQTYT 200
CNVDHKPSNT KVDKTVEPKS SDKTHTCPPC PAPPVAGPSV FLFPPKPKDT 250
LMISRTPEVT CVVVDVSHED PEVQFNWYVD GVEVHNAKTK PREEQAQSTF 300
RVVSVLTVVH QDWLNGKEYK CKVSNKGLPA PIEKTISKTK GQPREPQVYT 350
LPPSREEMTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPMLDS 400
DGSFFLYSKL TVDKSRWQQG NVFSCSVMHE ALHNHYTQKS LSLSPGK 447

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASQDIS NYLAWYQQKP GKAPKLLIYY 50
TSKIHSGVPS RFSGSGSGTD YTFTISSLQP EDIATYYCQQ GNTFPYTFGQ 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 (C23-C104) 22-96  145-201  261-321 367-425
22"-96" 145"-201" 261"-321" 367"-425"
Intra-L (C23-C104) 23'-88' 134'-194'
23"-88™ 134™-194™
Inter-H-L (CH1 10-CL 126) 132-214' 132"-214™
Inter-H-H (h 11, h 14) 227-227" 230-230"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
None (owing to amino acid change: H CH2 N84 4>Q (297)), aucun (d0 au changement
d'acide aminé), ninguno (a causa del cambio de acido amino)
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acalisibum
acalisib

acalisib

acalisib

aftobetinum
aftobetin

aftobétine

aftobetina

alicdamotidum
alicdamotide

alicdamotide

alicdamotida

6-fluoro-3-phenyl-2-[(1S)-1-(7H-purin-6-ylamino)ethyl]quinazolin-
4(3H)-one

6-fluoro-3-phényl-2-[(1S)-1-(7H-purin-6-ylamino)éthyllquinazolin-
4(3H)-one

6-fluoro-3-fenil-2-[(1S)-1-(7H-purin-6-ilamino)etiljquinazolin-
4(3H)-ona

C21H16FN7O

2-[2-(2-methoxyethoxy)ethoxy]ethyl (2E)-2-cyano-3-[6-(piperidin-
1-yl)naphthalen-2-y Jprop-2-enoate

(2E)-2-cyano-3-[6-(pipéridin-1-yl)naphtalén-2-yl]prop-2-énoate de
2-[2-(2-méthoxyéthoxy)éthoxy]éthyle

(2E)-2-ciano-3-[6-(piperidin-1-il)naftalen-2-iljprop-2-enoato de
2-[2-(2-metoxietoxi)etoxi]etilo

Ca6H32N205 1208971-05-4
(0]

O/\/Ov\o/\
OO CN o)
~CH

3

@

human kinetochore protein Nuf2 (cell division cycle-associated
protein 1)-(55-64)-peptide

protéine cinétochore Nuf2 humaine (protéine 1 associée au cycle de

la division cellulaire)-(55-64)-peptide

proteina humana de cinetocoro Nuf2 (proteina 1 asociada al ciclo de

divisién celular)-(55-64)-péptido
CSAHBONlAOIS

Sequence / Séquence / Secuencia
VYGIRLEHF 9
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anetumabum ravtansinum #
anetumab ravtansine

anétumab ravtansine

anetumab ravtansina

immunoglobulin G1-lambda2, anti-[Homo sapiens MSLN
(mesothelin, pre-pro-megakaryocyte-potentiating factor,
megakaryocyte potentiating factor, MPF, CAK1)], Homo sapiens
monoclonal antibody conjugated to maytansinoid DM4;

gammal heavy chain (1-450) [Homo sapiens VH (IGHV5-51*01
(94.90%) -(IGHD)-IGHJ4*01) [8.8.13] (1-120) -IGHG1*01 (CH1 (121-
218), hinge (219-233), CH2 (234-343), CH3 (344-448), CHS (449-
450)) (121-450)], (223-216")-disulfide with lambda light chain (1'-
217') [Homo sapiens V-LAMBDA (IGLV2-14*01 (95.60%) -IGLJ2*01)
[9.3.11] (1-111") -IGLC2*01 A43>G (155) (112'-217")]; dimer (229-
229":232-232")- bISdISu|fIde conju%ated on an average of 3 lysyl, to
maytansinoid DM4 [N?-deacetyl-N*-(4-mercapto-4-methyl-
1-oxopentyl)-maytansine] via the reducible SPDB linker
[N-succinimidyl 4-(2-pyridyldithio)butanoate]

For the ravtansine part, please refer to the document "INN for
pharmaceutical substances: Names for radicals, groups and others™*

immunoglobuline G1-lambda2, anti-[Homo sapiens MSLN
(mésothéline, facteur de potentialisation du pré-pro-mégacaryocyte,
facteur de potentialisation des mégacaryocytes, MPF, CAK1)], Homo
sapiens anticorps monoclonal conjugué au maytansinoide DM4;
chaine lourde gammal (1-450) [Homo sapiens VH (IGHV5-51*01
(94.90%) -(IGHD)-IGHJ4*01) [8.8.13] (1-120) -IGHG1*01 (CH1 (121-
218), charniéere (219-233), CH2 (234-343), CH3 (344-448), CHS
(449-450)) (121-450)], (223-216'")-disulfure avec la chaine légéere
lambda (1'-217") [Homo sapiens V-LAMBDA (IGLV2-14*01 (95.60%)
-IGLJ2*01) [9.3.11] (1'-111") -IGLC2*01 A43>G (155) (112'-217Y];
dimere 229-229":232-232")- blsdlsulfure conjugue sur 3 lysyl en
moyenne, au maytansinoide DM4 [N?-déacétyl-N”-(4-mercapto-
4-méthyl-1-oxopentyl)-maytansine] via le linker SPDB réductible
[4-(2-pyridyldithio)butanoate de N-succinimidyle]

Pour la partie ravtansine, veuillez-vous référer au document "INN for
pharmaceutical substances: Names for radicals, groups and
others"*.

inmunoglobulina G1-lambda2, anti-[MSLN de Homo sapiens
(mesotelina, factor de potenciacién del pre-pro-megacariocito, factor
de potenciacion de megacariocitos, MPF, CAK1)], anticuerpo
monoclonal de Homo sapiens conjugado con el maitansinoide DM4;
cadena pesada gammal (1-450) [Homo sapiens VH (IGHV5-51*01
(94.90%) -(IGHD)-IGHJ4*01) [8.8.13] (1-120) -IGHG1*01 (CH1 (121-
218), bisagra (219-233), CH2 (234-343), CH3 (344-448), CHS (449-
450)) (121-450)], (223-216")-disulfuro con la cadena ligera lambda
(1'-217") [Homo sapiens V-LAMBDA (IGLV2-14*01 (95.60%) -
IGLJ2*01) [9.3.11] (1'-111") -IGLC2*01 A43>G (155) (112'-217"];
dimére 229-229":232-232")-bisdisulfuro; conjugado, en tres restos
|ISI| por término medio, con el maitansinoide DM4 [N-desacetil-
N?-(4-mercapto-4-metil-1-oxopentil)-maitansina] mediante el
conector SPDB reducible [4-(2-piridilditio)butanoato de
N-succinimidilo]

La informacién sobre la ravtansina, la encontraran en el documento
"INN for pharmaceutical substances: Names for radicals, groups and
others"*.
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anifrolumabum #
anifrolumab

anifrolumab

anifrolumab

Heavy chain / Chaine lourde / Cadena pesada

QVELVQSGAE VKKPGESLKI SCKGSGYSFT SYWIGWVRQA PGKGLEWMGI 50
IDPGDSRTRY SPSFQGQVTI SADKSISTAY LQWSSLKASD TAMYYCARGQ 100
LYGGTYMDGW GQGTLVTVSS ASTKGPSVFP LAPSSKSTSG GTAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT 200
YICNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPELLGG PSVFLFPPKP 250
KDTLMISRTP EVTCVVVDVS HEDPEVKFNW YVDGVEVHNA KTKPREEQYN 300
STYRVVSVLT VLHQDWLNGK EYKCKVSNKA LPAPIEKTIS KAKGQPREPQ 350
VYTLPPSRDE LTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPPV 400
LDSDGSFFLY SKLTVDKSRW QQGNVFSCSV MHEALHNHYT QKSLSLSPGK 450

Light chain / Chaine Iégeére / Cadena ligera

DIALTQPASV SGSPGQSITI SCTGTSSDIG GYNSVSWYQQ HPGKAPKLMI 50
YGVNNRPSGV SNRFSGSKSG NTASLTISGL QAEDEADYYC SSYDIESATP 100
VFGGGTKLTV LGQPKAAPSV TLFPPSSEEL QANKATLVCL ISDFYPGAVT 150
VAWKGDSSPV KAGVETTTPS KQSNNKYAAS SYLSLTPEQW KSHRSYSCQV 200
THEGSTVEKT VAPTECS 217

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  147-203  264-324  370-428
22"-96" 147"-203" 264"-324" 370"-428"
Intra-L (C23-C104) 22'-90' 139'-198'
22"-90" 139"-198"
Inter-H-L (h 5-CL 126) 223-216' 223"-216™
Inter-H-H (h 11, h 14)  229-229" 232-232"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84 4:
300, 300"

For the ravtansine part, please refer to the document "INN for pharmaceutical substances Names for radicals
groups and others *

Pour la partie ravtansine veuillez vous référer au document “INN for pharmaceutical substances Names for
radicals groups and others"*.

Para la fraccion ravtansina se pueden dirigir al documento "INN for pharmaceutical substances Names for
radicals groups and others™*.

immunoglobulin G1-kappa, anti-[Homo sapiens IFNARL1 (interferon
alpha, beta and omega receptor 1, interferon alpha/beta receptor 1)],
Homo sapiens monoclonal antibody;

gammal heavy chain (1-447) [Homo sapiens VH (IGHV5-51*01
(93.90%) -(IGHD)-IGHJ2*01) [8.8.10] (1-117) -IGHG1*01 (CH1 (118-
215), hinge (216-230), CH2 L1.3>F (234), L1.2>E (235), P116>S
(331) (231-340), CH3 (341-445), CHS (446-447)) (118-447)], (220-
215")-disulfide with kappa light chain (1'-215") [Homo sapiens
V-KAPPA (IGKV3-20*01 (94.70%) -IGKJ5*01) [7.3.9] (1'-108') -
IGKC*01 (109'-215")]; dimer (226-226":229-229")-bisdisulfide

immunoglobuline G1-kappa, anti-[Homo sapiens IFNAR1 (récepteur
1 de l'interféron alpha, béta and oméga, récepteur de l'interféron
alpha/béta)], Homo sapiens anticorps monoclonal;

chaine lourde gammal (1-447) [Homo sapiens VH (IGHV5-51*01
(93.90%) -(IGHD)-IGHJ2*01) [8.8.10] (1-117) -IGHG1*01 (CH1 (118-
215), charniére (216-230), CH2 L1.3>F (234), L1.2>E (235), P116>S
(331) (231-340), CH3 (341-445), CHS (446-447)) (118-447)], (220-
215")-disulfure avec la chaine Iégeére kappa (1'-215') [Homo sapiens
V- KAPPA (IGKV3-20*01 (94.70%) -IGKJ5*01) [7.3.9] (1'-108') -
IGKC*01 (109'-215")]; dimére (226-226":229-229")-bisdisulfure

inmunoglobulina G1-kappa, anti-[IFNAR1 de Homo sapiens
(receptor 1 de interferén alfa, beta and omega, receptor de interferén
alfa/beta)], anticuerpo monoclonal de Homo sapiens ;

cadena pesada gammal (1-447) [Homo sapiens VH (IGHV5-51*01
(93.90%) -(IGHD)-IGHJ2*01) [8.8.10] (1-117) -IGHG1*01 (CH1 (118-
215), bisagra (216-230), CH2 L1.3>F (234), L1.2>E (235), P116>S
(331) (231-340), CH3 (341-445), CHS (446-447)) (118-447)], (220-
215")-disulfuro con la cadena ligera kappa (1'-215') [Homo sapiens
V- KAPPA (IGKV3-20*01 (94.70%) -IGKJ5*01) [7.3.9] (1'-108") -
IGKC*01 (109'-215")]; dimero (226-226":229-229")-bisdisulfuro
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artefenomelum
artefenomel

artéfénomel

artefenomel

asapiprantum
asapiprant

asapiprant

asapiprant

Heavy chain / Chaine lourde / Cadena pesada

EVQLVQSGAE VKKPGESLKI SCKGSGYIFT NYWIAWVRQM PGKGLESMGI 50
1'YPGDSDIRY SPSFQGQVTI SADKSITTAY LQWSSLKASD TAMYYCARHD 100
IEGFDYWGRG TLVTVSSAST KGPSVFPLAP SSKSTSGGTA ALGCLVKDYF 150
PEPVTVSWNS GALTSGVHTF PAVLQSSGLY SLSSVVTVPS SSLGTQTYIC 200
NVNHKPSNTK VDKRVEPKSC DKTHTCPPCP APEFEGGPSV FLFPPKPKDT 250
LMISRTPEVT CVVVDVSHED PEVKFNWYVD GVEVHNAKTK PREEQYNSTY 300
RVVSVLTVLH QDWLNGKEYK CKVSNKALPA SIEKTISKAK GQPREPQVYT 350
LPPSREEMTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS 400
DGSFFLYSKL TVDKSRWQQG NVFSCSVMHE ALHNHYTQKS LSLSPGK 447

Light chain / Chaine légere / Cadena ligera

EIVLTQSPGT LSLSPGERAT LSCRASQSVS SSFFAWYQQK PGQAPRLLIY 50
GASSRATGIP DRLSGSGSGT DFTLTITRLE PEDFAVYYCQ QYDSSAITFG 100
QGTRLEIKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNF 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 (C23-C104) 22-96  144-200 261-321 367-425
22"-96" 144"-200" 261"-321" 367"-425"
Intra-L (C23-C104) 23'-89' 135'-195'
23"-89™ 135"-195"
Inter-H-L (h 5-CL 126) 220-215' 220"-215"
Inter-H-H (h 11, h 14)  226-226" 229-229"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84 4:
297, 297"

4-{2-{4-(cis-dispiro[adamantane-2,3'-[1,2,4]trioxolane-
5',1"-cyclohexane]-4"-yl)phenoxy]ethyl}morpholine

4-{2-{4-(cis-dispiro[adamantane-2,3'-[1,2,4]trioxolane-
5',1"-cyclohexane]-4"-yl)phénoxy]éthyl}morpholine

4-{2-{4-(cis-diespiro[adamantano-2,3'-[1,2,4]trioxolano-
5',1"-ciclohexano]-4"-il)fenoxiletil}morfolina

C28H39N05

O/\/N\)

2-[2-(oxazol-2-yl)-5-(4-{4-[(propan-
2-yl)oxy]benzenesulfonyl}piperazin-1-yl)phenoxylacetic acid

acide 2-[2-(oxazol-2-yl)-5-(4-{4-[(propan-
2-yl)oxy]benzenesulfonyl}pipérazin-1-yl)phénoxylacétique

acido 2-[2-(oxazol-2-il)-5-(4-{4-[(propan-
2-il)ox ]bencenosulfonil}piperazin-1-il)fenoxijacético

C24H27N307S

H3C)\O K/”\@(‘;\/COZH
N
W
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axelopranum
axelopran

axélopran

axelopran

basimglurantum
basimglurant

basimglurant

basimglurant

binimetinibum

3-{(1R,3r,5S)-8-(2-{cyclohexylmethyl[(2S)-2,3-
dihydroxypropanoyllamino}ethyl)-8-azabicyclo[3.2.1]octan-
3-yl}benzamide

3-[(1R,3r,5S)-8-(2-{(cyclohexylméthyl)[(2S)-2,3-
dihydroxypropanoyllamino}éthyl)-8-azabicyclo[3.2.1]octan-
3-yllbenzamide

3-{(1R,3r,5S)-8-(2-{ciclohexilmetil[(2S)-2,3-
dihidroxipropanoillamino}etil)-8-azabiciclo[3.2.1]Joctan-3-il}benzamida

Ca6H39N304

H>N

2-chloro-4-{2-[1-(4-fluorophenyl)-2,5-dimethyl-1H-imidazol-
4-yllethynyl}pyridine

2-chloro-4-{2-[1-(4-fluorophényl)-2,5-diméthyl-1H-imidazol-
4-ylléthynyl}pyridine

2-cloro-4-{2-[1-(4-fluorofenil)-2,5-dimetil-1H-imidazol-4-i ]etin-
1-il}piridina

Cl
N |
N CHs
A
= F
O
N\
CHg

binimetinib 5-[(4-bromo-2-fluorophenyl)amino]-4-fluoro-N-(2-hydroxyethoxy)-
1-methyl-1H-benzimidazole-6-carboxamide
binimétinib 5-[(4-bromo-2-fluorophényl)amino]-4-fluoro-N-(2-hydroxyéthoxy)-
1-méthyl-1H-benzimidazole-6-carboxamide
binimetinib 5-[(4-bromo-2-fluorofenil)amino]-4-fluoro-N-(2-hidroxietoxi)-1-metil-
1H-benzoimidazol-6-carboxamida
78
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ceralifimodum
ceralifimod

céralifimod

ceralifimod

ceritinibum
ceritinb

céritinb

ceritinb

codrituzumabum #
codrituzumab

C17H1sBrF2N4Os
H
E 0, N\O/\/OH
H
N
Br F N—CHs
N=

1-({6-[(2-methoxy-4-propylphenyl)methoxy]-1-methyl-
3,4-dihydronaphthalen-2-yl}methyl)azetidine-3-carboxylic acid

acide 1-({6-[(2-méthoxy-4-propylphényl)méthoxy]-1-méthyl-
3,4-dihydronaphtalén-2-yl}méthyl)azétidine-3-carboxylique

acido 1-({1-metil-6-[(2-metoxi-4-propilfenil)metox ]-
3,4-dihidronaftalen-2-il}metil)azetidina-3-carboxilico

Ca7H3sNO,

CH3

G OREN
/\/©f\o o
HsC OCH,

5-chloro-N*-{5-methyl-4-(piperidin-4-yl)-2-[(propan-2-yl)oxy]phenyl}-
N*-[2-(propane-2-sulfonyl)phenyl]pyrimidine-2,4-diamine

5-chloro-N?-{5-méthyl-4-(pipéridin-4-yl)-2-[(propan-2-yl)oxy]phényl}-
N*-[2-(propane-2-sulfonyl)phényl]pyrimidine-2,4-diamine

5-cloro-N?-{5-metil-4-(piperidin-4-il)-2-[(propan-2-il)ox Ifenil}-
N“-[2-(propano-2-sulfonil)fenil]pirimidina-2,4-diamina

C23H35C|N5038

CHs
QA
0=5" “CH,
H H
HaC NNy N
X
(0] Z Cl
HN )\

H3C CH3

immunoglobulin G1-kappa, anti-[Homo sapiens GPC3 (glypican 3)],
humanized monoclonal antibody;

gammal heavy chain (1-445) [humanized VH (Homo sapiens
IGHV1-46*01 (82.70%) -(IGHD)-IGHJ5*02) [8.8.8] (1-115) -Homo
sapiens IGHG1*01 (CH1 (116-213, hinge (214-228), CH2 (229-338),
CH3 (339-443), CHS (444-445)) (116-445)], (218-219")-disulfide with
kappa light chain (1'-219") [humanized V-KAPPA (Homo sapiens
IGKV2-28*01 (86.00%) -IGKJ2*01) [11.3.9] (1-112') -Homo sapiens
IGKC*01 (113'-219"]; dimer (224-224":227-227")-bisdisulfide

79
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codrituzumab

codrituzumab

coltuximabum ravtansinum #
coltuximab ravtansine

immunoglobuline G1-kappa, anti-[Homo sapiens GPC3 (glypicane
3)], anticorps monoclonal humanisé;

chaine lourde gammal (1-445) [VH humanisé (Homo sapiens
(Homo sapiens IGHV1-46*01 (82.70%) -(IGHD)-IGHJ5*02) [8.8.8]
(1-115) -Homo sapiens IGHG1*01 (CH1 (116-213, charniere (214-
228), CH2 (229-338), CH3 (339-443), CHS (444-445)) (116-445)],
(218-219")-disulfure avec la chaine Iégere kappa (1'-219") [V-KAPPA
humanisé (Homo sapiens IGKV2-28*01 (86.00%) -IGKJ2*01)
[11.3.9] (1-112") -Homo sapiens IGKC*01 (113'-219')]; dimére (224-
224":227-227")-bisdisulfure

inmunoglobulina G1-kappa, anti-[GPC3 (glipicano 3) de Homo
sapiens], anticuerpo monoclonal humanizado;

cadena pesada gammal (1-445) [VH humanizado (Homo sapiens
(Homo sapiens IGHV1-46*01 (82.70%) -(IGHD)-IGHJ5*02) [8.8.8]
(1-115) -Homo sapiens IGHG1*01 (CH1 (116-213, bisagra (214-
228), CH2 (229-338), CH3 (339-443), CHS (444-445)) (116-445)],
(218-219")-disulfuro con la cadena ligera kappa (1'-219") [V-KAPPA
humanizado (Homo sapiens IGKV2-28*01 (86.00%) -IGKJ2*01)
[11.3.9] (1'-112") -Homo sapiens IGKC*01 (113'-219")];dimero (224-
224":227-227")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGASVKV SCKASGYTFT DYEMHWVRQA PGQGLEWMGA 50
LDPKTGDTAY SQKFKGRVTL TADKSTSTAY MELSSLTSED TAVYYCTRFY 100
SYTYWGQGTL VTVSSASTKG PSVFPLAPSS KSTSGGTAAL GCLVKDYFPE 150
PVTVSWNSGA LTSGVHTFPA VLQSSGLYSL SSVVTVPSSS LGTQTYICNV 200
NHKPSNTKVD KKVEPKSCDK THTCPPCPAP ELLGGPSVFL FPPKPKDTLM 250
ISRTPEVTCV VVDVSHEDPE VKFNWYVDGV EVHNAKTKPR EEQYNSTYRV 300
VSVLTVLHQD WLNGKEYKCK VSNKALPAPI EKTISKAKGQ PREPQVYTLP 350
PSRDELTKNQ VSLTCLVKGF YPSDIAVEWE SNGQPENNYK TTPPVLDSDG 400
SFFLYSKLTV DKSRWQQGNV FSCSVMHEAL HNHYTQKSLS LSPGK 445

Light chain / Chaine légére / Cadena ligera

DVVMTQSPLS LPVTPGEPAS ISCRSSQSLV HSNRNTYLHW YLQKPGQSPQ 50
LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI SRVEAEDVGV YYCSQNTHVP 100
PTFGQGTKLE 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 (C23-C104) 22-96  142-198  259-319  365-423
22"-96" 142"-198" 259"-319" 365"-423"
Intra-L (C23-C104) 23'-93'  139-199'
23"-93" 139"-199"
Inter-H-L (h 5-CL 126) 218-219' 218"-219™
Inter-H-H (h 11, h 14)  224-224" 227-227"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84 4:
295, 295"

immunoglobulin G1-kappa, anti-[Homo sapiens CD19 (B lymphocyte
surface antigen B4, Leu-12)], chimeric monoclonal antibody
conjugated to maytansinoid DM4;

gammal heavy chain (1-450) [Mus musculus VH (IGHV1-69*02 -
(IGHD)-IGHJ4*01) [8.8.13] (1-120) -Homo sapiens IGHG1*01 (CH1
(121-218), hinge (219-233), CH2 (234-343), CH3 (344-448), CHS
(449-450)) (121-450)], (223-211")-disulfide with kappa light chain (1'-
211") [Mus musculus V-KAPPA (IGKV4-70*01 -IGKJ1*01) [5.3.7] (1*-
104") -Homo sapiens IGKC*01 (105'-211")]; dimer (229-229":232-
232")-bisdisulfide; conjugated, on an average of 3 to 4 lysyl, to
maytansinoid DM4 [N?-deacetyl-N?-(4-mercapto-4-methyl-
1-oxopentyl)-maytansine] via the reducible SPDB linker [N-
succinimidyl 4-(2-pyridyldithio)butanoate]

For the ravtansine part, please refer to the document "INN for
pharmaceutical substances: Names for radicals, groups and others"*
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coltuximab ravtansine

coltuximab ravtansina

immunoglobuline G1-kappa, anti-[Homo sapiens CD19 (antigeéne de
surface B4 des lymphocytes B, Leu-12)], anticorps monoclonal
chimérique conjugué au maytansinoide DM4;

chaine lourde gammal (1-450) [Mus musculus VH (IGHV1-69*02 -
(IGHD)-IGHJ4*01) [8.8.13] (1-120) -Homo sapiens IGHG1*01 (CH1
(121-218), charniere (219-233), CH2 (234-343), CH3 (344-448),
CHS (449-450)) (121-450)], (223-211")-disulfure avec la chaine
légére kappa (1'-211'") [Mus musculus V-KAPPA (IGKV4-70*01 -
IGKJ1*01) [5.3.7] (1'-104') -Homo sapiens IGKC*01 (105'-211")];
dimere (229-229":232-232")-bisdisulfure; conjugué, sur 3 a 4 lysyl en
moyenne, au maytansinoide DM4 [N?-déacétyl-N?-(4-mercapto-
4-méthyl-1-oxopentyl)-maytansine] via le linker SPDB réductible [4-
(2-pyridyldithio)butanoate de N-succinimidyle]

Pour la partie ravtansine, veuillez-vous référer au document "INN for
pharmaceutical substances: Names for radicals, groups and
others"*.

inmunoglobulina G1-kappa, anti-[CD19 de Homo sapiens (antigeno
de superficie B4 de los linfocitos B, Leu-12)], anticuerpo monoclonal
quimérico conjugado con el maitansinoide DM4;

cadena pesada gammal (1-450) [Mus musculus VH (IGHV1-69*02 -
(IGHD)-IGHJ4*01) [8.8.13] (1-120) -Homo sapiens IGHG1*01 (CH1
(121-218), bisagra (219-233), CH2 (234-343), CH3 (344-448), CHS
(449-450)) (121-450)], (223-211")-disulfuro con la cadena ligera
kappa (1'-211") [Mus musculus V-KAPPA (IGKV4-70*01 -IGKJ1*01)
[5.3.7] (1'-104") -Homo sapiens IGKC*01 (105'-211")]; dimero (229-
229'":232-232")-bisdisulfuro;conjugado en 3 -4 restos lisil por término
medio, con el maitansinoide DM4 [N*-desacetil-N-(4-mercapto-
4-metil-1-oxopentil)-maitansina] mediante un conector SPDB
reducible [4-(2-piridilditio)butanoato de N-succinimidilo]

La informacién sobre la ravtansina, la encontraran en el documento
"INN for pharmaceutical substances: Names for radicals, groups and
others"*.

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQPGAE VVKPGASVKL SCKTSGYTFT SNWMHWVKQA PGQGLEWIGE 50
IDPSDSYTNY NQNFQGKAKL TVDKSTSTAY MEVSSLRSDD TAVYYCARGS 100
NPYYYAMDYW GQGTSVTVSS ASTKGPSVFP LAPSSKSTSG GTAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT 200
YICNVNHKPS NTKVDKKVEP KSCDKTHTCP PCPAPELLGG PSVFLFPPKP 250
KDTLMISRTP EVTCVVVDVS HEDPEVKFNW YVDGVEVHNA KTKPREEQYN 300
STYRVVSVLT VLHQDWLNGK EYKCKVSNKA LPAPIEKTIS KAKGQPREPQ 350
VYTLPPSRDE LTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPPV 400
LDSDGSFFLY SKLTVDKSRW QQGNVFSCSV MHEALHNHYT QKSLSLSPGK 450

Light chain / Chaine légére / Cadena ligera

EIVLTQSPAI MSASPGERVT MTCSASSGVN YMHWYQQKPG TSPRRWIYDT 50
SKLASGVPAR FSGSGSGTDY SLTISSMEPE DAATYYCHQR GSYTFGGGTK 100
LEIKRTVAAP SVFIFPPSDE QLKSGTASVV CLLNNFYPRE AKVQWKVDNA 150
LQSGNSQESV TEQDSKDSTY SLSSTLTLSK ADYEKHKVYA CEVTHQGLSS 200
PVTKSFNRGE C 211

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  147-203  264-324  370-428
22"-96" 147"-203" 264"-324" 370"-428"
Intra-L (C23-C104) 23'-87' 131'-191'
23"-87" 131™-191™
Inter-H-L (h 5-CL 126) 223-211' 223"-211"
Inter-H-H (h 11, h 14) 229-229" 232-232"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion

H CH2 N84 4:

300, 300"

For the ravtansine part, please refer to the document "INN for pharmaceutical substances:
Names for radicals, groups and others"*

Pour la partie ravtansine, veuillez vous référer au document "INN for pharmaceutical
substances: Names for radicals, groups and others"*.

Para la fraccién ravtansina, se pueden dirigir al documento “INN for pharmaceutical
substances: Names for radicals, groups and others"*.
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damoctocogum alfa pegolum #
damoctocog alfa pego

damoctocog alfa pégol

damoctocog alfa pegol

recombinant DNA derived pegylated B domain deleted human blood
coagulation factor VIII (single protein chain) analogue, produced in

BHK21 cells (glycoform alfa):
des-(743-1636)-[1804-[S-(1-{3-[(3-{2,3-bis[w-
methoxypoly(oxyethylene)]propoxy}propyl)amino]-3-oxopropyl}-
2,5-dioxopyrrolidin-3-yl)-L-cysteine](K>C)]human coagulation factor

VIl

analogue du facteur de coagulation sanguine VIII humain amputé du
domaine B (une seule chaine protéique), produit par des cellules
BHK21 & partir d’ADN recombinant (glycoforme alfa) :
des-(743-1636)-[1804-[S-(1-{3-[(3-{2,3-bis[w-

méthoxypoly(oxyéthylene)]propoxy}propyl)amino]-3-oxopropyl}-
2,5-dioxopyrrolidin-3-yl)-L-cystéine](K>C)]facteur VIII de coagulation

humain

andlogo del factor VIIl de coagulacién humano privado del domanio
B (una sola cadena proteica), producido por células BHK21 a partir
de ADN recombinante (glicoforma alfa) :
des-(743-1636)-[1804-[S-(1-{3-[(3-{2,3-bis[w-
metoxipoli(oxietileno)]propoxi}propil)amino]-3-oxopropil}-
2,5-dioxopirrolidin-3-il)-L-cisteina](K>C)]factor VIIl de coagulacion

humano

Single chain protein / Protéine monocaténaire / Proteina monocatenaria (1438 AA)

ATRRYYLGAV
FVEFTDHLFN
VGVSYWKASE
PLCLTYSYLS
VFDEGKSWHS
KSVYWHVIGM
MDLGQFLLFC
TDSEMDVVRF
APDDRSYKSQ
PLLYGEVGDT
FPILPGEIFK
LLICYKESVD
VQLEDPEFQA
VFFSGYTFKH
GMTALLKVSS

TRTTLQSDQE
AAVERLWDYG
ELNEHLGLLG
EPRCNFVKPN
LIGPLLVCHT
APCNIQMEDP
ENIHSIHFSG
LIGEHLHAGM
ARLHYSGSIN
F1IMYSLDGK
LHPTHYSIRS
ATWSPSKARL
LLTSMYVKEF
LLTRYLRIHP

ELSWDYMQSD
1AKPRPPWMG
GAEYDDQTSQ
HVDLVKDLNS
ETKNSLMQDR
GTTPEVHSIF
HISSHQHDGM
DDDNSPSFIQ
YLNNGPQRIG
LLITFKNQAS
YKWTVTVEDG
QRGNQIMSDK
SNIMHS INGY
KMVYEDTLTL
CDKNTGDYYE

EIDYDDTISV
MSSSPHVLRN
PY IRAEVEDN
ETKTYFWKVQ
NTLNPAHGRQ
TFKENYRFHA
HVFTVRKKEE
STLFLVYSNK
AWSTKEPFSW
KWQTYRGNST
TLRMELMGCD
HLQGRSNAWR
L1SSSQDGHQ
QSWVHQIALR

LGELPVDARF
LLGPTIQAEV
REKEDDKVFP
GLIGALLVCR
DAASARAWPK
LEGHTFLVRN
EAYVKVDSCP
IRSVAKKHPK
RKYKKVRFMA
RPYNIYPHGI
PTKSDPRCLT
RNVILFSVFD
VFDSLQLSVC
FPFSGETVFM
DSYEDISAYL

EMKKEDFDIY
RAQSGSVPQF
IMVTFRNQAS
HHMAPTKDEF
VTVQEFALFF
INGY IMDTLP
YKMALYNLYP
CQTPLGMASG
IKVDLLAPMI
GTLMVFFGNV
LNSCSMPLGM
PQVNNPKEWL
WTLFFQNGKV
MEVLGCEAQD

PPRVPKSFPF
YDTWITLKN
GGSHTYVWQV
EGSLAKEKTQ
MHTVNGYVNR
HRQASLEISP
EEPQLRMKNN
TWVHY I AAEE
YTDETFKTRE
TDVRPLYSRR
RYYSSFVNME
ENRSWYLTEN
LHEVAYWY 1L
SMENPGLWIL
LSKNNAIEPR

SQNP
DEDENQSPRS
KKVVFQEFTD
RPYSFYSSLI
DCKAWAYFSD
TIFDETKSWY
GLVMAQDQRI
GVFETVEMLP
HIRDFQITAS
THGIKTQGAR
DSSGIKHNIF
ESKAISDAQI
QVDFQKTMKV
KVFQGNQDSF
LY

NTSVVYKKTL
MASHPVSLHA
LKENGPMASD
TLHKFILLFA
SLPGLIGCHR
ITFLTAQTLL
EEAEDYDDDL
EDWDYAPLVL
AIQHESGILG
LPKGVKHLKD
RDLASGLIGP
1QRFLPNPAG
SIGAQTDFLS
GCHNSDFRNR
SF

PVLKRHQREI
FQKKTRHYF1
GSFTQPLYRG
SYEEDQRQGA
VDLEKDVHSG
FTENMERNCR
RWYLLSMGSN
SKAGIWRVEC
GQYGQWAPKL
QKFSSLY1SQ
NPPIIARYIR
TASSYFTNMF
TGVTTQGVKS
TPVVNSLDPP

50
100
150
200
250
300
350
400
450
500
550
600
650
700
742
1650
1700
1750
1800
1850
1900
1950
2000
2050
2100
2150
2200
2250
2300
2332

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
153-179 248-329 528-554 630-711 1832-1858 1899-1903 2021-2169 2174-2326

Modified residues / Résidus modifiés / Restos modificados

Y
346, 718,719,723, 1664 , 1680

O-sulfoTyr

o
S-(pegol)Cys cho{/\\v/

c
1804

(¢}

HyCO

HOS ¢
/\

_0
H NH,
o
COH
[¢]
O]nHN/u\V/A\N

e

(o]

HoN

Glycosylation sites / Sites de glycosylation / Posiciones de glicosilacion
Asn-41 Asn-239 Asn-1810 Asn-2118

"
S,
"/

CO,H
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dasabuvirum
dasabuvir

dasabuvir

dasabuvir

decoglurantum
decoglurant

décoglurant

decoglurant

dianexinum #
dianexin

dianexine

N-(6-{3-tert-butyl-5-[2,4-dioxo-3,4-dihydropyrimidin-1(2H)-yl]-
2-methoxyphenyl}naphthalen-2-yl)ymethanesulfonamide

N-(6-{3-tert-butyl-5-[2,4-dioxo-3,4-dihydropyrimidin-1(2H)-yl]-
2-méthoxyphényl}naphtalén-2-yl)méthanesulfonamide

N-(6-{3-terc-butil-5-[2,4-dioxo-3,4-dihidropirimidin-1(2H)-il]-
2-metoxifenil}naftalen-2-il)metanosulfonamida

C26H27N30sS

H
O N.-CHs
2\
HN\n/N SR
g
OCH;

CH3

HC en,

5-[2-[7-(trifluoromethyl)-5-[4-(trifluoromethyl)phenyl]pyrazolo[1,5-
a]pyrimidin-3-yllethynyl]pyridin-2-amine

5-(2-{7-(trifluorométhyl)-5-[4-(trifluorométhyl)phényl]pyrazolo[1,5-
a]pyrimidin-3-yl}ethynyl)pyridin-2-amine

5-(2-{7-(trifluorometil)-5-[4-(trifluorometil)fenil]pirazolo[1,5-a]pirimidin-
3-il}etinil)piridin-2-amina

CZlHllFBNS CE
3
HoN O
|
N =~ N=
\\ /
=
N
=\ CF3

recombinant DNA derived annexin A5 dimer covalently linked by a
14 residues peptide linker, produced in Escherichia coli
(nonglycosylated):

L-methionyl-human annexin A5 fusion protein with glycyl-L-seryl-
L-leucyl-L-a-glutamyl-L-valyl-L-leucyl-L-phenylalanyl-
L-glutaminylglycyl-L-prolyl-L-serylglycyl-L-lysyl-L-leucyl-human
annexin A5

dimere de I'annexine A5 liées de fagon covalente par une chaine
peptidique de 14 acides aminés, produit par Escherichia coli a partir
d'ADN recombinant (non glycosylé) :

L-méthionyl-annexine A5 humaine protéine de fusion avec la glycyl-
L-séryl-L-leucyl-L-a-glutamyl-L-valyl-L-leucyl-L-phénylalanyl-
L-glutaminylglycyl-L-prolyl-L-sérylglycyl-L-lysyl-L-leucyl-annexine A5
humaine
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dianexina

dinutuximabum #
dinutuximab

dinutuximab

dinutuximab

dimero de la anexina A5 covalentemente unido por una cadena
peptidica de 14 aminoacidos, producido por Escherichia coli a partir
de ADN recombinante (no glicosilado) :

L-metionil-anexina A5 humana proteina de fusion con la glicil-L-seril-
L-leucil-L-a-glutamil-L-valil-L-leucil-L-fenilalanil-L-glutaminilglicil-
L-prolil-L-serilglicil-L-lisil-L-leucil-anexina A5 humana

Sequence / Séquence / Secuencia

MAQVLRGTVT DFPGFDERAD AETLRKAMKG LGTDEESILT LLTSRSNAQR 50
QEISAAFKTL FGRDLLDDLK SELTGKFEKL IVALMKPSRL YDAYELKHAL 100
KGAGTNEKVL TEIIASRTPE ELRAIKQVYE EEYGSSLEDD VVGDTSGYYQ 150
RMLVVLLQAN RDPDAGIDEA QVEQDAQALF QAGELKWGTD EEKFITIFGT 200
RSVSHLRKVF DKYMTISGFQ IEETIDRETS GNLEQLLLAV VKSIRSIPAY 250
LAETLYYAMK GAGTDDHTLI RVMVSRSEID LFNIRKEFRK NFATSLYSMI 300
KGDTSGDYKK ALLLLCGEDD GSLEVLFQGP SGKLAQVLRG TVTDFPGFDE 350
RADAETLRKA MKGLGTDEES ILTLLTSRSN AQRQEISAAF KTLFGRDLLD 400
DLKSELTGKF EKLIVALMKP SRLYDAYELK HALKGAGTNE KVLTEIIASR 450
TPEELRAIKQ VYEEEYGSSL EDDVVGDTSG YYQRMLVVLL QANRDPDAGI 500
DEAQVEQDAQ ALFQAGELKW GTDEEKFITI FGTRSVSHLR KVFDKYMTIS 550
GFQIEETIDR ETSGNLEQLL LAVVKSIRSI PAYLAETLYY AMKGAGTDDH 600
TLIRVMVSRS EIDLFNIRKE FRKNFATSLY SMIKGDTSGD YKKALLLLCG 650

EDD 653
Modified residues / Résidus modifiés / Restos modificados
K_= NS-acetylLys Y = phosphoTyr

70-76-79-97-101-403-409-412-430-434 94-427

o]

>—NH H o H
HC \—/_>\ 0=P <
¥ HNT > COH JooH HN" > COM

immunoglobulin G1-kappa, anti-ganglioside GD2, chimeric
monoclonal antibody;

gammal heavy chain (1-443) [Mus musculus VH (IGHV1S135*01 -
(IGHD)-IGHJ4*01) [8.8.6] (1-113) -Homo sapiens IGHG1*03 (CH1
(114-211), hinge (212-226), CH2 (227-336), CH3 (337-441), CHS
(442-443)) (114-443)], (216-220")-disulfide with kappa light chain (1'-
220" [Mus musculus V-KAPPA (IGKV1-110*01 -IGKJ5*01) 11.3.10]
(1'-113") -Homo sapiens IGKC*01 (114'-220")]; dimer (222-222":225-
225")-bisdisulfide

immunoglobuline G1-kappa, anti-ganglioside GD2, anticorps
monoclonal chimérique;

chaine lourde gammal (1-443) [Mus musculus VH (IGHV1S135*01 -
(IGHD)-IGHJ4*01) [8.8.6] (1-113) -Homo sapiens IGHG1*03 (CH1
(114-222), charniére (223-237), CH2 (238-347), CH3 (348-452),
CHS (453-454)) (125-454)], (216-220")-disulfure avec la chaine
légere kappa (1'-220") [Mus musculus V-KAPPA (IGKV1-110*01 -
IGKJ5*01) 11.3.10] (1'-113") -Homo sapiens IGKC*01 (114'-220"];
dimeére (222-222":225-225")-bisdisulfure

inmunoglobulina G1-kappa, anti-gangliésido GD2, anticuerpo
monoclonal quimérico;

cadena pesada gammal (1-443) [Mus musculus VH
(IGHV1S135*01 -(IGHD)-IGHJ4*01) [8.8.6] (1-113) -Homo sapiens
IGHG1*03 (CH1 (114-222), bisagra (223-237), CH2 (238-347), CH3
(348-452), CHS (453-454)) (125-454)], (216-220")-disulfuro con la
cadena ligera kappa (1'-220") [Mus musculus V-KAPPA (IGKV1-
110*01 -IGKJ5*01) 11.3.10] (1'-113") -Homo sapiens IGKC*01 (114'-
220Y]; dimero(222-222":225-225")-bisdisulfuro
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doravirinum
doravirine

doravirine

doravirina

eldelumabum #
eldelumab

Heavy chain / Chaine lourde / Cadena pesada

EVQLLQSGPE LEKPGASVMI SCKASGSSFT GYNMNWVRQN IGKSLEWIGA 50
IDPYYGGTSY NQKFKGRATL TVDKSSSTAY MHLKSLTSED SAVYYCVSGM 100
EYWGQGTSVT VSSASTKGPS VFPLAPSSKS TSGGTAALGC LVKDYFPEPV 150
TVSWNSGALT SGVHTFPAVL QSSGLYSLSS VVTVPSSSLG TQTYICNVNH 200
KPSNTKVDKR VEPKSCDKTH TCPPCPAPEL LGGPSVFLFP PKPKDTLMIS 250
RTPEVTCVVV DVSHEDPEVK FNWYVDGVEV HNAKTKPREE QYNSTYRVVS 300
VLTVLHQDWL NGKEYKCKVS NKALPAPIEK TISKAKGQPR EPQVYTLPPS 350
REEMTKNQVS LTCLVKGFYP SDIAVEWESN GQPENNYKTT PPVLDSDGSF 400
FLYSKLTVDK SRWQQGNVFS CSVMHEALHN HYTQKSLSLS PGK 443

Light chain / Chaine légére / Cadena ligera

EIVMTQSPAT LSVSPGERAT LSCRSSQSLV HRNGNTYLHW YLQKPGQSPK 50
LLIHKVSNRF SGVPDRFSGS GSGTDFTLKI SRVEAEDLGV YFCSQSTHVP 100
PLTFGAGTKL ELKRTVAAPS VFIFPPSDEQ LKSGTASVVC LLNNFYPREA 150
KVQWKVDNAL QSGNSQESVT EQDSKDSTYS LSSTLTLSKA DYEKHKVYAC 200
EVTHQGLSSP VTKSFNRGEC 220

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  140-196 257-317  363-421
22"-96" 140"-196" 257"-317" 363"-421"
Intra-L (C23-C104) 23-93'  140'-200'
23"-93" 140™"-200"
Inter-H-L (h 5-CL 126) 216-220' 216"-220™
Inter-H-H (h 11-h 14)  222-222" 225-225"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84 4:
293, 293"

3-chloro-5-({1-[(4-methyl-5-0x0-4,5-dihydro-1H-1,2,4-triazol-
3-yl)methyl]-2-oxo0-4-(trifluoromethyl)-1,2-dihydropyridin-
3-yl}oxy)benzonitrile

3-chloro-5-({1-[(4-méthyl-5-ox0-4,5-dihydro-1H-1,2,4-triazol-
3-yl)méthyl]-2-oxo-4-(trifluorométhyl)-1,2-dihydropyridin-
3-yl}oxy)benzonitrile

3-cloro-5-({1-[(4-metil-5-ox0-4,5-dihidro-1H-1,2,4-triazol-3-il)metil]-
2-0x0-4-(trifluorometil)-1,2-dihidropiridin-3-il}oxi)benzonitrilo

C17H11CIF3NsO3

N o CN
S N
N Y\ |
% X

immunoglobulin G1-kappa, anti-[Homo sapiens CXCL10 (chemokine
C-X-C motif ligand 10, 10 kDa interferon gamma-induced protein
gamma-IP10, IP-10, INP10, small inducible cytokine B10, SCYB10)],
Homo sapiens monoclonal antibody;gammal heavy chain (1-454)
[Homo sapiens VH (IGHV3-33*01 (89.80%) -(IGHD)-IGHJ6*01)
[8.8.17] (1-124) -IGHG1*01 (CH1 (125-222), hinge (223-237), CH2
(238-347), CH3 (348-452), CHS (453-454)) (125-454)], (227-216")-
disulfide with kappa light chain (1'-216') [Homo sapiens V-KAPPA
(IGKV3-20*01 (100.00%) -IGKJ3*01) [7.3.10] (1'-109') -IGKC*01
(110-216")]; dimer (233-233":236-236")-bisdisulfide
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eldélumab

eldelumab

eluxadolinum
eluxadoline

éluxadoline

eluxadolina

immunoglobuline G1-kappa, anti-[Homo sapiens CXCL10
(chémokine C-X-C motif ligand 10, protéine gamma-IP10 de 10 kDa
induite par l'interféron gamma, IP-10, INP10, petite cytokine
inductible B10, SCYB10)], Homo sapiens anticorps monoclonal;
chaine lourde gammal (1-454) [Homo sapiens VH (IGHV3-33*01
(89.80%) -(IGHD)-IGHJ6*01) [8.8.17] (1-124) -IGHG1*01 (CH1 (125-
222), charniére (223-237), CH2 (238-347), CH3 (348-452), CHS
(453-454)) (125-454)], (227-216")-disulfure avec la chaine légére
kappa (1'-216") [Homo sapiens V- KAPPA (IGKV3-20*01 (100.00%) -
IGKJ3*01) [7.3.10] (1'-109") -IGKC*01 (110'-216'")]; dimere (233-
233":236-236")-bisdisulfure

inmunoglobulina G1-kappa, anti-[CXCL10 de Homo sapiens
(quimioquina C-X-C motivo ligando 10, proteina gamma-IP10 de 10
kDa inducida por el interferén gamma, IP-10, INP10, pequefia
citoquina inducible B10, SCYB10)], anticuerpo monoclonal de Homo
sapiens;

cadena pesada gammal (1-454) [Homo sapiens VH (IGHV3-33*01
(89.80%) -(IGHD)-IGHJ6*01) [8.8.17] (1-124) -IGHG1*01 (CH1 (125-
222), bisagra (223-237), CH2 (238-347), CH3 (348-452), CHS (453-
454)) (125-454)], (227-216")-disulfuro con la cadena ligera kappa (1'-
216") [Homo sapiens V-KAPPA (IGKV3-20*01 (100.00%) -IGKJ3*01)
[7.3.10] (1'-109") -IGKC*01 (110-216")]; dimero (233-233":236-236")-
bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QMQLVESGGG VVQPGRSLRL SCTASGFTFS NNGMHWVRQA PGKGLEWVAV 50
IWFDGMNKFY VDSVKGRFTI SRDNSKNTLY LEMNSLRAED TAIYYCAREG 100
DGSGIYYYYG MDVWGQGTTV TVSSASTKGP SVFPLAPSSK STSGGTAALG 150
CLVKDYFPEP VTVSWNSGAL TSGVHTFPAV LQSSGLYSLS SVVTVPSSSL 200
GTQTYICNVN HKPSNTKVDK RVEPKSCDKT HTCPPCPAPE LLGGPSVFLF 250
PPKPKDTLMI SRTPEVTCVV VDVSHEDPEV KFNWYVDGVE VHNAKTKPRE 300
EQYNSTYRVV SVLTVLHQDW LNGKEYKCKV SNKALPAPIE KTISKAKGQP 350
REPQVYTLPP SREEMTKNQV SLTCLVKGFY PSDIAVEWES NGQPENNYKT 400
TPPVLDSDGS FFLYSKLTVD KSRWQQGNVF SCSVMHEALH NHYTQKSLSL 450

Light chain / Chaine légére / Cadena ligera

EIVLTQSPGT LSLSPGERAT LSCRASQSVS SSYLAWYQQK PGQAPRLLIY 50
GASSRATGIP DRFSGSGSGT DFTLTISRLE PEDFAVYYCQ QYGSSPIFTF 100
GPGTKVDIKR 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 (C23-C104) 22-96  151-207  268-328 4-432
22"-96" 151"-207" 268"-328" 374"-432"
Intra-L (C23-C104) 23-89'  136'-196
23"-89" 136"-196"
Inter-H-L (h 5-CL 126) 227-216' 227"-216"
Inter-H-H (h 11, h 14)  233-233" 236-236"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4
304, 304"

5-({[(2S)-2-amino-3-(4-carbamoyl-
2,6-dimethylphenyl)propanoy ][(1S)-1-(4-phenyl-1H-imidazol-
2-yl)ethy Jamino}methyl)-2-methoxybenzoic acid

acide 5-({[(2S)-2-amino-3-(4-carbamoyl-
2,6-diméthylphényl)propanoy ][(1S)-1-(4-phényl-1H-imidazol-
2-yl)éthy Jamino}méthyl)-2-méthoxybenzoique

acido 5-({[(2S)-2-amino-3-(4-carbamoil-
2,6-dimetilfenil)propanoil][(1S)-1-(4-fenil-1H-imidazol-
2-il)etillamino}metil)-2-metoxibenzoico

86

18



WHO Drug Information, Vol. 28, No. 1, 2014

Recommended INN: List 71

encorafenibum
encorafenib

encorafénib

encorafenib

enfortumabum vedotinum #
enfortumab vedotin

C32H35N505

N NH
CHj o}

- CHs
N
HoN H NH, CO,H
CHs
o
OCHs

methyl N-{(2S)-1-[(4-{3-[5-chloro-2-fluoro-
3-(methanesulfonamido)phenyl]}-1-(propan-2-yl)-1H-pyrazol-
4-yl}pyrimidin-2-yl)amino]propan-2-yl}carbamate

N-{(2S)-1-[(4-{3-[5-chloro-2-fluoro-3-(méthanesulfonamido)phényl]}-
1-(propan-2-yl)-1H-pyrazol-4-yl}pyrimidin-2-yl)amino]propan-
2-yl}carbamate de méthyle

N-{(2S)-1-[(4-{3-[5-cloro-2-fluoro-3-(metanosulfonamido)feni ]}-
1-(propan-2-il)-1H-pirazol-4-il}pirimidin-2-il)Jamino]propan-
2-il}carbamato de metilo

CxH27CIFN70,S

H P
NN X CH
cl N NJ\O/ s
| H
/N
X
S
O\ AN
HC™ N {
F N—N
CHs
HsC

immunoglobulin G1-kappa, anti-[Homo sapiens PVRL4 (poliovirus
receptor-related 4, nectin-4, nectin 4, PPR4, LNIR], Homo sapiens
monoclonal antibody conjugated to auristatin E;

gammal heavy chain (1-447) [Homo sapiens VH (IGHV3-48*02
(98.00%) -(IGHD)-IGHJ6*01) [8.8.10] (1-117) -IGHG1*03 (CH1 (118-
215), hinge (216-230), CH2 (231-340), CH3 (341-445), CHS (446-
447)) (118-447)], (220-214")-disulfide with kappa light chain (1'-214")
[Homo sapiens V-KAPPA (IGKV1-12*01 (96.80%) -IGKJ4*01) [6.3.9]
(1'-107") -IGKC*01 (108'-214")]; dimer (226-226":229-229")-
bisdisulfide; conjugated, on an average of 3 to 4 cysteinyl, to
monomethylauristatin E (MMAE), via a cleavable maleimidecaproyl-
valyl-citrullinyl-p-aminobenzylcarbamate (mc-val-cit-PABC) linker
For the vedotin part, please refer to the document "INN for
pharmaceutical substances: Names for radicals, groups and
others"*.
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enfortumab védotine immunoglobuline G1-kappa, anti-[Homo sapiens PVRL4 (membre 4 de
la famille du récepteur du poliovirus, nectine-4, nectine 4, PPR4,
LNIR], Homo sapiens anticorps monoclonal conjugué a l'auristatine E;
chaine lourde gammal (1-447) [Homo sapiens VH (IGHV3-48*02
(98.00%) -(IGHD)-IGHJ6*01) [8.8.10] (1-117) -IGHG1*03 (CH1 (118-
215), charniere (216-230), CH2 (231-340), CH3 (341-445), CHS (446-
447)) (118-447)], (220-214")-disulfure avec la chaine légére kappa (1'-
214") [Homo sapiens V- KAPPA (IGKV1-12*01 (96.80%) -IGKJ4*01)
[6.3.9] (1'-107') -IGKC*01 (108'-214")]; dimere (226-226":229-229")-
bisdisulfure; conjugué, sur 3 a 4 cystéinyl en moyenne, au
monométhylauristatine E (MMAE), via un linker clivable
maléimidecaproyl-valyl-citrullinyl-p-aminobenzylcarbamate (mc-val-cit-
PABC)
Pour la partie védotine, veuillez-vous référer au document "INN for
pharmaceutical substances: Names for radicals, groups and others™.

enfortumab vedotina inmunoglobulina G1-kappa, anti-[PVRL4 de Homo sapiens (miembro 4
de la familia del receptor de poliovirus, nectina-4, nectina 4, PPR4,
LNIR], anticuerpo monoclonal de Homo sapiens conjugado con
auristatina E;
cadena pesada gammal (1-447) [Homo sapiens VH (IGHV3-48*02
(98.00%) -(IGHD)-IGHJ6*01) [8.8.10] (1-117) -IGHG1*03 (CH1 (118-
215), bisagra(216-230), CH2 (231-340), CH3 (341-445), CHS (446-
447)) (118-447)], (220-214")-disulfuro con la cadena ligera kappa (1'-
214") [Homo sapiens V-KAPPA (IGKV1-12*01 (96.80%) -IGKJ4*01)
[6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimero (226-226":229-229")-
bisdisulfuro; conjugado, en 3- 4 restos cisteinil por término medio, con
monometilauristatinea E (MMAE), mediante un conector escindible
maleimidocaproil-valil-citrulinil-p-aminobencilcarbamato (mc-val-cit-
PABC)

La informacion sobre la vedotina, la encontraran en el documento
"INN for pharmaceutical substances: Names for radicals, groups and
others™.

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFTFS SYNMNWVRQA PGKGLEWVSY 50
ISSSSSTIYY ADSVKGRFTI SRDNAKNSLS LQMNSLRDED TAVYYCARAY 100
YYGMDVWGQG TTVTVSSAST KGPSVFPLAP SSKSTSGGTA ALGCLVKDYF 150
PEPVTVSWNS GALTSGVHTF PAVLQSSGLY SLSSVVTVPS SSLGTQTYIC 200
NVNHKPSNTK VDKRVEPKSC DKTHTCPPCP APELLGGPSV FLFPPKPKDT 250
LMISRTPEVT CVVVDVSHED PEVKFNWYVD GVEVHNAKTK PREEQYNSTY 300
RVVSVLTVLH QDWLNGKEYK CKVSNKALPA PIEKTISKAK GQPREPQVYT 350
LPPSREEMTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS 400
DGSFFLYSKL TVDKSRWQQG NVFSCSVMHE ALHNHYTQKS LSLSPGK 447

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS VSASVGDRVT ITCRASQGIS GWLAWYQQKP GKAPKFLIYA 50
ASTLQSGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ ANSFPPTFGG 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 (C23-C104) 22-96  144-200 261-321  367-425

22'-96" 144'-200" 261"-321" 367"-425"
Intra-L (C23-C104) 23'-88'  134'-194'

23"-88" 134"-194"
Inter-H-L (h 5-CL 126) * 220-214' 220"-214™
Inter-H-H (h 11, h 14) * 226-226" 229-229"
*Two or three of the inter-chain disulfide bridges are not present, an average of 3 to 4
cysteinyl being conjugated each to a drug linker.
*Deux ou trois des ponts disulfures inter-chaines ne sont pas présents, 3 a 4 cystéinyl en
moyenne étant chacun conjugué a un linker-principe actif.
*Faltan dos o tres puentes disulfuro inter-catenarios, una media de 3 a 4 cisteinil esta
conjugada a conectores de principio activo.

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4
297, 297"

For the vedotin part, please refer to the document "INN for pharmaceutical substances
Names for radicals, groups and others"*

Pour la partie védotine, veuillez vous référer au document "INN for pharmaceutical
substances Names for radicals, groups and others™*.

Para la fraccion vedotina, se pueden dirigir al documento "INN for pharmaceutical
substances Names for radicals, groups and others"*.
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fevipiprantum
fevipiprant

févipiprant

fevipiprant

filanesibum
filanesib

filanésib

filanesib

galunisertibum
galunisertib

galunisertib

galunisertib

2-(1-{[4-methanesulfonyl-2-(trifluoromethyl)phenyllmethyl}-2-methyl-
1H-pyrrolo[2,3-b]pyridin-3-yl)acetic acid

acide 2-(1-{[4-méthanesulfonyl-2-(trifluorométhyl)phényliméthyl}-
2-méthyl-1H-pyrrolo[2,3-b]pyridin-3-yl)acétique

acido 2-(1-{[4-metanosulfonil-2-(trifluorometil)feniljmetil}-2-metil-
1H-pirrolo[2,3-b]piridin-3-il)acético

C19H17F3N204S
CO,H
Z
| N CHs
X
N N
S/CH3
//QO
F3C o

(2S)-2-(3-aminopropyl)-5-(2,5-difluorophenyl)-N-methoxy-N-methyl-
2-phenyl-1,3,4-thiadiazole-3(2H)-carboxamide

(2S)-2-(3-aminopropyl)-5-(2,5-difluorophényl)-N-méthoxy-N-méthyl-
2-phényl-1,3,4-thiadiazole-3(2H)-carboxamide

(2S)-2-(3-aminopropil)-5-(2,5-difluorofenil)-2-fenil-N-metil-N-metoxi-
1,3,4-tiadiazol-3(2H)-carboxamida

C20H22F2N4OZS
F
H3C\N/O\CH3
/N\N/&O

4-[2-(6-methylpyridin-2-yl)-5,6-dihydro-4H-pyrrolo[1,2-b]pyrazol-
3-y lquinoline-6-carboxamide

4-[2-(6-méthylpyridin-2-yl)-5,6-dihydro-4H-pyrrolo[1,2-b]pyrazol-
3-y Jquinoléine-6-carboxamide

4-[2-(6-metilpiridin-2-il)-5,6-dihidro-4H-pirrolo[1,2-b]pirazol-
3-i Jquinolina-6-carboxamida

C22H19NSO

HoN
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guselkumabum #
guse kumab

guse kumab

guse kumab

idarucizumabum #
idarucizumab

immunoglobulin G1-lambda2, anti-[Homo sapiens IL23 (interleukin
23, IL-23)], Homo sapiens monoclonal antibody;

gammal heavy chain (1-446) [Homo sapiens VH (IGHV5-51*01
(93.90%) -(IGHD)-IGHJ3*01 M123>L (112)) [8.8.10] (1-117) -
IGHG1*01 (CH1 (118-215), hinge (216-230), CH2 (231-340), CH3
(341-444), CHS (445-446)) (118-446)], (220-216")-disulfide with
lambda light chain (1'-217') [Homo sapiens V-LAMBDA (IGLV1-
40*01 (91.80%) -IGLJ2*01) [9.3.11] (1'-111") -IGLC2*01 (112'-217")];
dimer (226-226":229-229")-bisdisulfide

immunoglobuline G1-lambda2, anti-[Homo sapiens IL23 (interleukine
23, IL-23)], Homo sapiens anticorps monoclonal;

chaine lourde gammal (1-446) [Homo sapiens VH (IGHV5-51*01
(93.90%) -(IGHD)-IGHJ3*01 M123>L (112)) [8.8.10] (1-117) -
IGHG1*01 (CH1 (118-215), charniére (216-230), CH2 (231-340),
CH3 (341-444), CHS (445-446)) (118-446)], (220-216")-disulfure
avec la chaine légére lambda (1'-217') [Homo sapiens V-LAMBDA
(IGLV1-40*01 (91.80%) -IGLJ2*01) [9.3.11] (1'-111") -IGLC2*01
(112'-217")]; dimére (226-226":229-229")-bisdisulfure

inmunoglobulina G1-lambda2, anti-[IL23 (interleukina 23, IL-23) de
Homo sapiens], anticuerpo monoclonal de Homo sapiens;

cadena pesada gammal (1-446) [Homo sapiens VH (IGHV5-51*01
(93.90%) -(IGHD)-IGHJ3*01 M123>L (112)) [8.8.10] (1-117) -
IGHG1*01 (CH1 (118-215), bisagra (216-230), CH2 (231-340), CH3
(341-444), CHS (445-446)) (118-446)], (220-216")-disulfuro con la
cadena ligera lambda (1'-217") [Homo sapiens V-LAMBDA (IGLV1-
40*01 (91.80%) -IGLJ2*01) [9.3.11] (1'-111") -IGLC2*01 (112'-217")];
dimero (226-226":229-229")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQLVQSGAE VKKPGESLKI SCKGSGYSFS NYWIGWVRQM PGKGLEWMGI 50
IDPSNSYTRY SPSFQGQVTI SADKSISTAY LQWSSLKASD TAMYYCARWY 100
YKPFDVWGQG 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
LPPSRDELTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS 400
DGSFFLYSKL TVDKSRWQQG NVFSCSVMHE ALHNHYTQKS LSLSPG 446

Light chain / Chaine Iégére / Cadena ligera

QSVLTQPPSV SGAPGQRVTI SCTGSSSNIG SGYDVHWYQQ LPGTAPKLLI 50
YGNSKRPSGV PDRFSGSKSG TSASLAITGL QSEDEADYYC ASWTDGLSLV 100
VFGGGTKLTV LGQPKAAPSV TLFPPSSEEL QANKATLVCL ISDFYPGAVT 150
VAWKADSSPV KAGVETTTPS KQSNNKYAAS SYLSLTPEQW KSHRSYSCQV 200
THEGSTVEKT VAPTECS 217

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  144-200 261-321  367-425
22"-96" 144"-200" 261"-321" 367"-425"
Intra-L (C23-C104) 22'-90'  139'-198'
22"-90™ 139™-198™
Inter-H-L (h 5-CL 126) 220-216' 220"-216"
Inter-H-H (h 11, h 14)  226-226" 229-229"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84 4:
297, 297"

immunoglobulin Fab G1-kappa, anti-[dagibatran], humanized
monoclonal antibody;

VH-(CH1-hinge) gammal heavy chain (1-225) [humanized VH
(Homo sapiens IGHV4-59*01 (82.30%) -(IGHD)-IGHJ4*01) [8.7.16]
(1-122) -Homo sapiens IGHG1*01 (CH1 (123-220), hinge 1-5 (221-
225)) (123-225)], (225-219")-disulfide with kappa light chain (1'-219")
[humanized V-KAPPA (Homo sapiens IGKV2-30*01 (88.00%) -
IGKJ4*01) [11.3.9] (1'-112") -Homo sapiens IGKC*01 (113-219")]
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idarucizumab

idarucizumab

ipafriceptum #
ipafricept

ipafricept

immunoglobuline Fab G1-kappa, anti-[dag batran], anticorps
monoclonal humanisé;

chaine lourde VH-(CH1-charniere) gammal (1-225) [VH humanisé
(Homo sapiens IGHV4-59*01 (82.30%) -(IGHD)-IGHJ4*01) [8.7.16]
(1-122) -Homo sapiens IGHG1*01 (CH1 (123-220), charniére 1-5
(221-225)) (123-225)], (225-219')-disulfure avec la chaine légere
kappa (1'-219") [V-KAPPA humanisé (Homo sapiens IGKV2-30*01
(88.00%) -IGKJ4*01) [11.3.9] (1'-112") -Homo sapiens IGKC*01
(113'-219Y)]

inmunoglobulina Fab G1-kappa, anti-[dag batran], anticuerpo
monoclonal humanizado;

cadena pesada VH-(CH1-bisagra) gammal (1-225) [VH humanizado
(Homo sapiens IGHV4-59*01 (82.30%) -(IGHD)-IGHJ4*01) [8.7.16]
(1-122) -Homo sapiens IGHG1*01 (CH1 (123-220), bisagra 1-5 (221-
225)) (123-225)], (225-219")-disulfuro con la cadena ligera kappa
(1'-219") [V-KAPPA humanizado (Homo sapiens IGKV2-30*01
(88.00%) -IGKJ4*01) [11.3.9] (1-112") -Homo sapiens IGKC*01
(113'-219Y)]

Heavy chain / Chaine lourde / Cadena pesada

QVQLQESGPG LVKPSETLSL TCTVSGFSLT SYIVDWIRQP PGKGLEWIGY 50
IWAGGSTGYN SALRSRVSIT KDTSKNQFSL KLSSVTAADT AVYYCASAAY 100
YSYYNYDGFA YWGQGTLVTV SSASTKGPSV FPLAPSSKST SGGTAALGCL 150
VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VTVPSSSLGT 200
QTYICNVNHK PSNTKVDKKV EPKSC 225

Light chain / Chaine légere / Cadena ligera

DVVMTQSPLS LPVTLGQPAS ISCKSSQSLL YTDGKTYLYW FLQRPGQSPR 50
RLIYLVSKLD SGVPDRFSGS GSGTDFTLKI SRVEAEDVGV YYCLQSTHFP 100
HTFGGGTKVE 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 (C23-C104) 22-95 149-205

Intra-L (C23-C104) 23'-93' 139'-199'

Inter-H-L (h 5-CL 126) 225-219'

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
None - Aucun - Ninguno

fusion protein for immune applications (FPIA) comprising Homo
sapiens FZD8 (frizzled family receptor 8, Frizzled-8) extracellular
domain, fused with Homo sapiens immunoglobulin G1 Fc fragment;
Homo sapiens FZD8 precursor fragment 28-158 (1-131) -Homo
sapiens IGHG1*01 H-CH2-CH3 fragment (hinge 1-15 C5>S (136)
(132-146), CH2 (147-256), CH3 (257-361), CHS (362-363)) (132-
363); dimer (142-142":145-145")-bisdisulfide

protéine de fusion pour applications immunitaires (FPIA) comprenant
le domaine extracellulaire d'Homo sapiens FZD8 (membre 8 de la
famille de récepteurs frizzled, Frizzled-8), fusionné au fragment Fc
de I'Homo sapiens immunoglobuline G1;

Homo sapiens FZD8 fragment 28-158 du précurseur (1-131) -Homo
sapiens IGHG1*01 fragment H-CH2-CH3 (charniére 1-15 C5>S
(136) (132-146), CH2 (147-256), CH3 (257-361), CHS (362-363))
(132-363); dimere (142-142":145-145")-bisdisulfure
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ipafricept

ledipasvirum
ledipasvir

lédipasvir

ledipasvir

proteina de fusién para aplicaciones inmunitarias (que comprende el
dominio extracelular de FZD8 de Homo sapiens (miembro 8 de la
familia de receptores frizzled, Frizzled-8), fusionado con el
fragmento Fc de inmunoglobulina G1 de Homo sapiens;

fragmento precursor 28-158 (1-131) de FZD8 de Homo sapiens -
Homo sapiens IGHG1*01 fragmento H-CH2-CH3 (bisagra 1-15
C5>S (136) (132-146), CH2 (147-256), CH3 (257-361), CHS (362-
363)) (132-363); dimero(142-142":145-145")-bisdisulfuro

Fused chain / chaine fusionnée / cadena fusionada

ASAKELACQE VPLCKGIG YNYTYMPNQF NHDTQDEAGL EVHQFWPLVE 50
I1QCSPDLKFF LCSMYTPICL EDYKKPLPPC RSVCERAKAG CAPLMRQYGF 100
AWPDRMRCDR LPEQGNPDTL CMDYNRTDLT TEPKSSDKTH TCPPCPAPEL 150
LGGPSVFLFP PKPKDTLMIS RTPEVTCVVV DVSHEDPEVK FNWYVDGVEV 200
HNAKTKPREE QYNSTYRVVS VLTVLHQDWL NGKEYKCKVS NKALPAPIEK 250
TISKAKGQPR EPQVYTLPPS RDELTKNQVS LTCLVKGFYP SDIAVEWESN 300
GQPENNYKTT PPVLDSDGSF FLYSKLTVDK SRWQQGNVFS CSVMHEALHN 350
HYTQKSLSLS PGK 363

=

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intrachain  FZD8 8-69 16-62 53-91 80-121 84-108
8'-69' 16-62' 53-91' 80'-121' 84'-108'
C23-C104 177-237 283-341
177-237" 283-341'
Interchain h 11, h 14 142-142' 145-145'

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
22,125,22',125' bi-, tri- and tetra-antennary oligosaccharides containing up to 4 sialic acids
213, 213' (CH2 N84.4) complex biantennary oligosaccharide

Post-translational modifications/ modifications post-traductionnelles / modificaciones post-traduccionales
363, 363' C-terminal K processed by carboxypeptidase-like activity

methyl [(1S)-1-{(1R,3S,4S)-3-[5-(9,9-difluoro-7-{2-[(6S)-5-{(2S)-2-
[(methoxycarbonyl)amino]-3-methylbutanoyl}-5-azaspiro[2.4]hept-
6-yl]-1H-imidazol-4-yl}-9H-fluoren-2-yl)-1H-benzimidazol-2-y ]-

2-azabicyclo[2.2.1]heptane-2-carbonyl}-2-methylpropyl]carbamate

[(1S)-1-{(1R,3S,4S)-3-[5-(9,9-difluoro-7-{2-[(6S)-5-{(2S)-2-
[(méthoxycarbonyl)amino]-3-méthylbutanoyl}-5-azaspiro[2.4]hept-
6-yl]-1H-imidazol-4-yl}-9H-fluorén-2-yl)-1H-benzimidazol-2-y ]-
2-azabicyclo[2.2.1]heptane-2-carbonyl}-2-méthylpropyl]carbamate
de méthyle

[(1S)-1-{(1R,3S,4S)-3-[5-(9,9-difluoro-7-{2-[(6S)-5-{(2S)-2-
[(metoxicarbonil)amino]-3-metilbutanoil}-5-azaespiro[2.4]hept-6-il]-
1H-imidazol-4-yl}-9H-fluoren-2-il)-1H-benzimidazol-2-i ]-
2-azabiciclo[2.2.1]heptano-2-carbonil}-2-metilpropi Jcarbamato de
metilo

CaoHs4F2NgOs

CH3
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lexanopadolum
lexanopadol

lexanopadol

lexanopadol

liafensinum
liafensine

liafensine

liafensina

margetuximabum #
margetuximab

trans-6'-fluoro-N-methyl-4-phenyl-4',9'-dihydro-
3'H-spiro[cyclohexane-1,1'-pyrano[3,4-b]indol]-4-amine

trans-6'-fluoro-N-méthyl-4-phényl-4',9'-dihydro-
3'H-spiro[cyclohexane-1,1'-pyrano[3,4-bjindol]-4-amine

trans-6'-fluoro-N-metil-4-fenil-4',9'-dihidro-3'H-espiro[ciclohexano-
1,1'-pirano[3,4-b]indol]-4-amina

Ca3H2sFNO

6-[(4S)-2-methyl-4-(naphthalen-2-yl)-1,2,3,4-tetrahydroisoquinolin-
7-y lpyridazin-3-amine

6-[(4S)-2-méthyl-4-(naphtalén-2-yl)-1,2,3,4-tétrahydroisoquinolin-
7-y lpyridazin-3-amine

6-[(4S)-2-metil-4-(naftalen-2-il)-1,2,3,4-tetrahidroisoquinolin-
7-i Jpiridazin-3-amina

C24H22N4

immunoglobulin G1-kappa, anti-[Homo sapiens ERBB2 (epidermal
growth factor receptor 2, HER-2, p185c-erbB2, NEU, EGFR2)],
chimeric monoclonal antibody;

gammal heavy chain (1-450) [Mus musculus VH (IGHV14-3*02 -
(IGHD)-IGHJ4*01) [8.8.13] (1-120) - Homo sapiens IGHG1*01 (CH1
K120>R (217) (121-218), hinge (219-233), CH2 L1.2>V (238), F7>L
(246), R83>P (295), Y85.2>L (303) (234-343), CH3 P83>L (399)
(344-448), CHS (449-450)) (121-450)], (223-214")-disulfide with
kappa light chain (1'-214") [Mus musculus V-KAPPA (IGKV6-17*01 -
IGKJ1*01) [6.3.9] (1'-107") -Homo sapiens IGKC*01 (108'-214")];
dimer (229-229":232-232")-bisdisulfide
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margétuximab

margetuximab

immunoglobuline G1-kappa, anti-[Homo sapiens ERBB2 (récepteur
2 du facteur de croissance épidermique, HER-2, p185c-erbB2, NEU,
EGFRZ2)], anticorps monoclonal chimérique;

chaine lourde gammal (1-450) [Mus musculus VH (IGHV14-3*02 -
(IGHD)-IGHJ4*01) [8.8.13] (1-120) - Homo sapiens IGHG1*01 (CH1
K120>R (217) (121-218), charniere (219-233), CH2 L1.2>V (238),
F7>L (246), R83>P (295), Y85.2>L (303) (234-343), CH3 P83>L
(399) (344-448), CHS (449-450)) (121-450)], (223-214")-disulfure
avec la chaine Iégere kappa (1'-214") [Mus musculus V-KAPPA
(IGKV6-17*01 -IGKJ1*01) [6.3.9] (1'-107') -Homo sapiens IGKC*01
(108'-214")]; dimeére (229-229":232-232")-bisdisulfure

inmunoglobulina G1-kappa, anti-[ERBB2 de Homo sapiens (receptor
2 del factor de crecimiento epidérmico, HER-2, p185c-erbB2, NEU,
EGFR?2)], anticuerpo monoclonal quimérico;

cadena pesada gammal (1-450) [Mus musculus VH (IGHV14-3*02 -
(IGHD)-IGHJ4*01) [8.8.13] (1-120) - Homo sapiens IGHG1*01 (CH1
K120>R (217) (121-218),bisagra (219-233), CH2 L1.2>V (238),
F7>L (246), R83>P (295), Y85.2>L (303) (234-343), CH3 P83>L
(399) (344-448), CHS (449-450)) (121-450)], (223-214")-disulfuro
con la cadena ligera kappa (1'-214") [Mus musculus V-KAPPA
(IGKV6-17*01 -IGKJ1*01) [6.3.9] (1'-107") -Homo sapiens IGKC*01
(108'-214"]; dimero (229-229":232-232")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLQQSGPE LVKPGASLKL SCTASGFNIK DTYIHWVKQR PEQGLEWIGR 50
IYPTNGYTRY DPKFQDKATI TADTSSNTAY LQVSRLTSED TAVYYCSRWG 100
GDGFYAMDYW GQGASVTVSS ASTKGPSVFP LAPSSKSTSG GTAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTQT 200
YICNVNHKPS NTKVDKRVEP KSCDKTHTCP PCPAPELVGG PSVFLLPPKP 250
KDTLMISRTP EVTCVVVDVS HEDPEVKFNW YVDGVEVHNA KTKPPEEQYN 300
STLRVVSVLT VLHQDWLNGK EYKCKVSNKA LPAPIEKTIS KAKGQPREPQ 350
VYTLPPSRDE LTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPLV 400
LDSDGSFFLY SKLTVDKSRW QQGNVFSCSV MHEALHNHYT QKSLSLSPGK 450

Light chain / Chaine légére / Cadena ligera

DIVMTQSHKF MSTSVGDRVS ITCKASQDVN TAVAWYQQKP GHSPKLLIYS 50
ASFRYTGVPD RFTGSRSGTD FTFTISSVQA EDLAVYYCQQ HYTTPPTFGG 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 (C23-C104) 22-96  147-203 264-324  370-428
22"-96" 147"-203" 264"-324" 370"-428"
Intra-L (C23-C104) 23'-88'  134'-194'
23"-88" 134"-194"
Inter-H-L (h 5-CL 126) 223-214' 223"-214"
Inter-H-H (h 11, h 14)  229-229" 232-232"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84 4:
300, 300"

mavatrepum

mavatrep 2-[2-(2-{(1E)-2-(trifluoromethyl)phenyl]ethenyl}-1H-benzimidazol-
5-yl)phenyl]propan-2-ol

mavatrep 2-[2-(2-{(1E)-2-(trifluorométhyl)phényl]éthényl}-1H-benzimidazol-
5-yl)phényl]propan-2-ol

mavatrep 2-[2-(2-{(1E)-2-(trifluorometil)feni Jetenil}-1H-benzoimidazol-
5-il)feni Jpropan-2-ol
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methylsamidorphani chloridum
methylsamidorphan chloride

chlorure de méthylsamidorphan

cloruro de metilsamidorfano

mirogabalinum
mirogabalin

mirogabaline

mirogabalina

neboterminum #
nebotermin

nébotermine

nebotermina

CZSHZlFSNZO

HsC_oH ¥
HsC
L
O N CFs

(17R)-3-carbamoyl-17-(cyclopropylmethyl)-4,14-dihydroxy-
17-methyl-6-oxomorphinan-17-ium chloride

chlorure de (17R)-3-carbamoyl-17-(cyclopropylméthyl)-
4,14-dihydroxy-17-méthyl-6-oxomorphinanium

cloruro de (17R)-3-carbamoil-17-(ciclopropilmetil)-4,14-dihidroxi-
17-metil-6-oxomorfinanio

C22H29CIN2O,

[(1R,5S,6S)-6-(aminomethyl)-3-ethy bicyclo[3.2.0]hept-3-en-
6-y ]Jacetic acid

acide [(1R,5S,6S)-6-(aminométhyl)-3-éthy bicyclo[3.2.0]hept-3-én-
6-y Jacétique

acido 2-[(1R,5S,6S)-6-(aminometil)-3-etilbiciclo[3.2.0]hept-3-en-
6-i Jacético

C12H19NOZ

NH
H & 2

HaC,
LWCOZH

recombinant DNA derived L-methionyl-human bone morphogenetic
protein 2 (BMP-2 or BMP-2A), produced in Escherichia coli
(nonglycosylated)

T---

L-méthionyl-protéine 2 morphogénétique de I'os humaine (BMP-2 ou
BMP-2A), produite par Escherichia coli (non glycosylée) a partir
d'ADN recombinant

L-metionil-proteina 2 morfogenética humana de hueso (BMP-2 o
BMP-2A), producida por Escherichia coli (no glicosilada) a partir de
ADN recombinante
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c 1152 H 1776N3220330520

Monomer / Monomére / Monémero

M
QAKHKQRKRL KSSCKRHPLY VDFSDVGWND WIVAPPGYHA FYCHGECPFP 50
LADHLNSTNH AIVQTLVNSV NSKIPKACCV PTELSAISML YLDENEKVVL 100
KNYQDMVVEG CGCR 114

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
14-79 14-79" 43-111 43-111' 47-113 47-113' 78-78'

nobiprostolanum
nobiprostolan propan-2-yl (5E)-7-{(1R,2R,3R,5S)-2-[2-(2-heptyl-1,3-dioxolan-
2-yl)ethy ]-3,5-dihydroxycyclopentyl}hept-5-enoate

nobiprostolan (5E)-7-{(1R,2R,3R,5S)-2-[2-(2-heptyl-1,3-dioxolan-2-yl)éthyl]-
3,5-dihydroxycyclopentylthept-5-énoate de propan-2-yle

nobiprostolan (5E)-7-{(1R,2R,3R,5S)-2-[2-(2-heptil-1,3-dioxolan-2-il)etil]-
3,5-dihidroxiciclopentilthept-5-enoato de propan-2-ilo

Ca7H1806

CH3

CH3

CHg

ombitasvirum

ombitasvir dimethyl N,N'-{[(2S,5S)-1-(4-tert-butylphenyl)pyrrolidene-2,5-diy ]-
bis-{[(4,1-phenyleneazanediyl)carbony ][(2S)-pyrrolidine-
2,1-diyl]}[(2S)-3-methyl-1-oxobutane-1,2-diy ])}biscarbamate

ombitasvir N,N-{[(2S,5S)-1-(4-tert-butylphényl)pyrrolidine-2,5-diyl]-bis-{[(4,1-
phényleneazanediyl)carbony ][(2S)-pyrrolidine-2,1-diyl]}[(2S)-3-
méthyl-1-oxobutane-1,2-diyl])}biscarbamate de diméthyle

ombitasvir N,N'-{[(2S,5S)-1-(4-terc-butilfenil)pirrolideno-2,5-dii ]-bis-{[(4,1-
fenilenoazanodiil)carbonil][(2S)-pirrolidina-2,1-diil[}[(2S)-3-metil-
1-oxobutano-1,2-dii ])}biscarbamato de dimetilo

CSOH67N7OS
0x__O o
CH3Y “CH, HyC” CHs
e ﬁ\ TR CH
3 H H . 3
H ) : H
07 >N H H N So
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ontuxizumabum #
ontuxizumab

ontuxizumab

ontuxizumab

immunoglobulin G1-kappa, anti-[Homo sapiens CD248 (endosialin,
tumor endothelial marker 1, TEM1), humanized/chimeric monoclonal
ant body;

gammal heavy chain (1-454) [chimeric VH (Homo sapiens IGHV4-
59*04 (68.00%) -(IGHD)-IGHJ4*01) [8.8.17] (1-124) -Homo sapiens
IGHG1*01 (CH1 (125-222), hinge (223-237), CH2 (238-347), CH3
S85.3>F (410) (348-452), CHS (453-454)) (125-454)], (227-215")-
disulfide with kappa light chain (1'-215') [humanized V-KAPPA
(Homo sapiens IGKV1-33*01 (83.20%) -IGKJ1*01) [6.3.10] (1'-108")
-Homo sapiens IGKC*01 (109'-215")]; dimer (233-233":236-236")-
bisdisulfide

immunoglobuline G1-kappa, anti-[Homo sapiens CD248
(endosialine, marqueur endothélial tumoral 1, TEM1)], anticorps
monoclonal humanisé/chimérique;

chaine lourde gammal (1-454) [VH chimérique (Homo sapiens
IGHV4-59*04 (68.00%) -(IGHD)-IGHJ4*01) [8.8.17] (1-124) -Homo
sapiens IGHG1*01 (CH1 (125-222), charniére (223-237), CH2 (238-
347), CH3 S85.3>F (410) (348-452), CHS (453-454)) (125-454)],
(227-215")-disulfure avec la chaine légere kappa (1'-215") [V-KAPPA
humanisé (Homo sapiens IGKV1-33*01 (83.20%) -IGKJ1*01)
[6.3.10] (1'-108") -Homo sapiens IGKC*01 (109'-215")]; dimére (233-
233":236-236")-bisdisulfure

inmunoglobulina G1-kappa, anti-[CD248 de Homo sapiens
(endosialina, marcador endotelial tumoral 1, TEM1)], anticuerpo
monoclonal humanizado/quimérico;

cadena pesada gammal (1-454) [VH quimérico (Homo sapiens
IGHV4-59*04 (68.00%) -(IGHD)-IGHJ4*01) [8.8.17] (1-124) -Homo
sapiens IGHG1*01 (CH1 (125-222), bisagra (223-237), CH2 (238-
347), CH3 S85.3>F (410) (348-452), CHS (453-454)) (125-454)],
(227-215"-disulfuro con la cadena ligera kappa (1'-215") [V-KAPPA
humanizada (Homo sapiens IGKV1-33*01 (83.20%) -IGKJ1*01)
[6.3.10] (1'-108'") -Homo sapiens IGKC*01 (109'-215")]; dimero (233-
233":236-236")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLQESGPG LVRPSQTLSL TCTASGYTFT DYVIHWVKQP PGRGLEWIGY 50
INPYDDDTTY NQKFKGRVTM LVDTSSNTAY LRLSSVTAED TAVYYCARRG 100
NSYDGYFDYS MDYWGSGTPV TVSSASTKGP SVFPLAPSSK STSGGTAALG 150
CLVKDYFPEP VTVSWNSGAL TSGVHTFPAV LQSSGLYSLS SVVTVPSSSL 200
GTQTYICNVN HKPSNTKVDK KVEPKSCDKT HTCPPCPAPE LLGGPSVFLF 250
PPKPKDTLMI SRTPEVTCVV VDVSHEDPEV KFNWYVDGVE VHNAKTKPRE 300
EQYNSTYRVV SVLTVLHQDW LNGKEYKCKV SNKALPAPIE KTISKAKGQP 350
REPQVYTLPP SRDELTKNQV SLTCLVKGFY PSDIAVEWES NGQPENNYKT 400
TPPVLDSDGF FFLYSKLTVD KSRWQQGNVF SCSVMHEALH NHYTQKSLSL 450
SPGK 454

Light chain / Chaine légere / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASQNVG TAVAWLQQTP GKAPKLLIYS 50
ASNRYTGVPS RFSGSGSGTD YTFTISSLQP EDIATYYCQQ YTNYPMYTFG 100
QGTKVQIKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNF 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 (C23-C104) 22-96  151-207  268-328 4-432
22"-96" 151"-207" 268"-328" 374"-432"
Intra-L (C23-C104) 23-88'  135-195'
23"-88" 135"-195"
Inter-H-L (h 5-CL 126) 227-215' 227"-215™
Inter-H-H (h 11, h 14)  233-233" 236-236"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84 4:
304, 304"
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oreptacogum alfa (activatum) #

oreptacog alfa (activated)

oreptacog alfa (activé)

oreptacog alfa (activado)

paclitaxelum trevatidum
paclitaxel trevatide

paclitaxel trévatide

recombinant DNA derived human blood coagulation factor Vlla (two
protein chains) analogue, produced in CHO cells (glycoform alfa):
[10-L-glutamine(P>Q),32-L-glutamic acid(K>E),34-L-glutamic
acid(A>E),36-L-glutamic acid(R>E),106-L-asparagine(T>N),
253-L-asparagine(V>N)]activated human coagulation factor VII
(proconvertine, SPCA)

analogue du facteur de coagulation sanguine Vlla (deux chaines
protéiques) humain, produit par des cellules ovariennes de hamster
chinois (CHO) a partir d'/ADN recombinant (glycoforme alfa) :
[10-L-glutamine(P>Q),32-L-acide glutamique(K>E),34-L-acide
glutamique(A>E),36-L-acide glutamique(R>E),
106-L-asparagine(T>N),253-L-asparagine(V>N)]facteur de
coagulation VII humain activé (proconvertine, SPCA)

analogo del factor Vlla de coagulacién (dos cadenas proteicas )
humano, producido por células ovéaricas de hamster chino (CHO) a
partir de ADN recombinante (glicoforma alfa) :
[10-L-glutamina(P>Q),32-L-acido glutamico(K>E),34-L-acido
glutdmico (A>E),36-L-acido glutamico(R>E),
106-L-asparagina(T>N),253-L-asparagina(V>N)]factor de
coagulacion VIl humano activado (proconvertina, SPCA)

Light chain / Chaine légére / Cadedena ligera

ANAFLEELRQ GSLERECKEE QCSFEEAREI FEDEEETKLF WISYSDGDQC 50
ASSPCQNGGS CKDQLQSYIC FCLPAFEGRN CETHKDDQLI CVNENGGCEQ 100
YCSDHNGTKR SCRCHEGYSL LADGVSCTPT VEYPCGKIPI LEKRNASKPQ 150
GR 152

Heavy chain / Chaine lourde / Cadena pesada

IVGGKVCP KGECPWQVLL LVNGAQLCGG TLINTIWVVS AAHCFDKIKN 200
WRNLIAVLGE HDLSEHDGDE QSRRVAQVII PSTYVPGTTN HDIALLRLHQ 250
PVNLTDHVVP LCLPERTFSE RTLAFVRFSL VSGWGQLLDR GATALELMVL 300
NVPRLMTQDC LQQSRKVGDS PNITEYMFCA GYSDGSKDSC KGDSGGPHAT 350
HYRGTWYLTG 1VSWGQGCAT VGHFGVYTRV SQYIEWLQKL MRSEPRPGVL 400
LRAPFP 406

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
17-22 50-61 55-70 72-81 91-102 98-112

114-127 135-262 159-164 178-194 310-329 340-368

Modified residues / Résidus modifiés / Restos modificados

E HOC  H  NH,
6-7-14-16-19-20-25-26-29-32-34-35-36 {
4-carboxyGlu HO,C CO,H

Glycosylation sites (S or N) / Sites de glycosylation (S ou N) / Posiciones de glicosilacién (S o N)
Ser-52 Ser-60 Asn-106 Asn-145 Asn-253 Asn-322

short modified fragment of human amyloid beta A4 protein covalently
linked to three molecules of paclitaxel through succinyl linkers:

N>, N8, N®*5_tris{4-[(1S,2R)-1-benzamido-3-{[(2S,5R,7S,10R,13S)-
10,12-bis(acetyloxy)-2-benzoyl-1,7-dihydroxy-9-oxo-5,20-epoxytax-
11—en-13-y|]oxy}-3-ox0-1-phenylpropan-z-}ll)oxy]-4-ox0butanoy|}
([318-L-threonine(P>T"),324-L-serine(C>S"),325-L-
arginine(G>R?),327-L-lysine(N>K"?%),332-L-lysine(N>K")] human
amyloid beta A4 protein precursor-(318-336)-peptide)

fragment court et modifié de la protéine béta A4 amyloide humaine
lié de facon covalente & trois molécules de paclitaxel par autant de
succinyles :

N>' N®*0, N®*5-tris{4-[(1S,2R)-1-benzamido-3-{[(2S,5R,7S,10R,13S)-
10,12-bis(acétyloxy)-2-benzoyl-1,7-dihydroxy-9-oxo-5,20-époxytax-
1l—en—13—y|]oxy}—3—oxo—1—phénylpropan—2—}/l)oxy]—4—ox0butanoyl}
([318-L-thréonine(P>T"),324-L-sérine(C>S’),325-L-
arginine(G>R?),327-L-lysine(N>K"?),332-L-lysine(N>K'®)] précurseur
de la protéine amyloide béta A4 humaine-(318-336)-peptide)
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paclitaxel trevatida

palbociclibum
palbociclib

palbociclib

palbociclib

panulisibum
panulisib

panulisib

panulisib

fragmento corto y modificado de la proteina beta A4 amiloide
humana unido covalentemente a tres moléculas de paclitaxel
mediante succinilos :

NZ N0, NO_tris{4-[(1S,2R)-1-benzamido-3-{[(2S,5R, 7S,10R, 13S)-
10,12-bis(acetiloxi)-2-benzoil-1,7-dihidroxi-9-oxo-5,20-epoxitax-11-
en-13-i Joxi}-3-oxo-1-fenilpropan-2-il)oxi]-4-oxobutanoil} ([318-L-
treonina(P>T"),324-L-serina(C>S"),325-L-arginina(G>R?),327-L-
lisina(N>K"%),332-L-lisina(N>K"®)] precursor de la proteina amiloide
beta A4 humana-(318-336)-péptido

C257H3OBN32079

Peptide / Peptide / Péptido
TFFYGGSRGK RNNFKTEEY 19

Modified residues / Résidus modifiés / Restos modificados

K10,15 / / Os_CHs

H o
HN H \_>: 0 "
X /
H ‘

6-acetyl-8-cyclopentyl-5-methyl-2-{[5-(piperazin-1-yl)pyridin-
2-y Jamino}pyrido[2,3-d]pyrimidin-7(8H)-one

6-acétyl-8-cyclopentyl-5-méthyl-2-{[5-(pipérazin-1-yl)pyridin-
2-y Jamino}pyrido[2,3-d]pyrimidin-7(8H)-one

6-acetil-8-ciclopentil-5-metil-2-{[5-(piperazin- 1-il) piridin-
2-i Jamino}pirido[2,3-d]pirimidin-7(8H)-ona

C24H29N702

I

™y
HN\) N | CHs
g o o
2-(5-{(2EZ)-8-[6-amino-5-(trifluoromethyl)pyridin-3-yl]-

2-(cyanoimino)-3-methyl-2,3-dihydro-1H-imidazo[4,5-c]quinolin-
1-yl}pyridin-2-yl)-2-methylpropanenitrile

2-(5-{(2EZ)-8-[6-amino-5-(trifluorométhyl)pyridin-3-yl]-
2-(cyanoimino)-3-méthyl-2,3-dihydro-1H-imidazo[4,5-c]quinoléin-
1-yl}pyridin-2-yl)-2-methylpropanenitrile

2-(5-{(2EZ)-8-[6-amino-5-(trifluorometil)pyridin-3-il]-2-(cianoimino)-
3-metil-2,3-dihidro-1H-imidazo[4,5-c]quinolin-1-il}piridin-2-il)-
2-metilpropanonitrilo
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patisiranum
patisiran

patisiran

patisiran

CZ7HZOF3N9

small interfering RNA (siRNA);

RNA duplex of guanylyl-(3'—>5')-2'-O-methyluridylyl-(3'—5')-adenylyl-
(3'>5")-adenylyl-(3'—>5")-2'-O-methylcytidylyl-(3'>5')-2"-O-
methylcytidylyl-(3'>5")-adenylyl-(3'>5'")-adenylyl-(3'—>5")-guanylyl-
(3'>5")-adenylyl-(3'->5")-guanylyl-(3'—5")-2'-O-methyluridylyl-
(3'>5")-adenylyl-(3'>5")-2'-O-methyluridylyl-(3'—5')-2"-O-
methyluridylyl-(3'>5")-2'-O-methylcytidylyl-(3'—5")-2'-O-
methylcytidylyl-(3'=5')-adenylyl-(3'—5")-2'-O-methyluridylyl-(3'—5')-
thymidylyl-(3'—5")-thymidine with thymidylyl-(5'—3)-thymidylyl-
(5'>3")-cytidylyl-(5'—3")-adenylyl-(5'—>3")-2'-O-methyluridylyl-(5'—3')-
uridylyl-(5'—3")-guanylyl-(5'—3")-guanylyl-(5'—3")-uridylyl-(5'—3")-
uridylyl-(5'—3")-cytidylyl-(5'—3")-uridylyl-(5'—3")-cytidylyl-(5'—3')-
adenylyl-(5'—3')-2'-O-methyluridylyl-(5'—3")-adenylyl-(5'—>3')-
adenylyl-(5'—3")-guanylyl-(5'—3")-guanylyl-(5'—3")-uridylyl-(5'=3')-
adenosine

petit ARN interférant (SiRNA);

duplex ARN du brin guanylyl-(3'—5")-2'-O-méthyluridylyl-(3'—5')-
adénylyl-(3'>5")-adénylyl-(3'—>5')-2'-O-méthylcytidylyl-(3'—5")-2'-O-
méthylcytidylyl-(3'—5')-adénylyl-(3'—5")-adénylyl-(3'>5")-guanylyl-
(3'—>5")-adénylyl-(3'>5")-guanylyl-(3'>5')-2'-O-méthyluridylyl-
(3'>5")-adénylyl-(3'—>5")-2'-O-méthyluridylyl-(3'—>5')-2"-O-
méthyluridylyl-(3'>5")-2'-O-méthylcytidylyl-(3'—5')-2'-O-
méthylcytidylyl-(3'—5')-adénylyl-(3'—5')-2'-O-méthyluridylyl-(3'—5')-
thymidylyl-(3'—5")-thymidine avec le brin anti-sens thymidylyl-
(5'>3")-thymidylyl-(5'—3")-cytidylyl-(5'—3")-adénylyl-(5'—>3')-2"-O-
méthyluridylyl-(5'—3")-uridylyl-(5'—3")-guanylyl-(5'—3")-guanylyl-
(5'—>3")-uridylyl-(5'—3")-uridylyl-(5'—3")-cytidylyl-(5'—3")-uridylyl-
(5'—>3")-cytidylyl-(5'—3")-adénylyl-(5'—3")-2'-O-méthyluridylyl-(5'—3')-
adénylyl-(5'—3")-adénylyl-(5'—3")-guanylyl-(5'—=3")-guanylyl-(5'—=3")-
uridylyl-(5'—3'")-adénosine

ARN interferente pequefio (SiRNA);

ARN duplex de la cadena guanilil-(3'—5'")-2'-O-metiluridilil-(3'>5')-
adenilil-(3'—5")-adenilil-(3'>5")-2"-O-metilcitidilil-(3'—>5')-2'-O-
metilcitidilil-(3'—5')-adenilil-(3'—5")-adenilil-(3'=5")-guanilil-(3'—>5')-
adenilil-(3'>5'")-guanilil-(3'—>5")-2"-O-metiluridilil-(3'>5")-adenilil-
(3'>5")-2"-O-metiluridilil-(3'—5")-2'-O-metiluridilil-(3'>5")-2'-O-
metilcitidilil-(3'—>5")-2'-O-metilcitidilil-(3'=>5')-adenilil-(3'>5')-2'-O-
metiluridilil-(3'>5")-timidilil-(3'>5")-timidina con la cadena antisentido
timidilil-(5'—3")-timidilil-(5'—3")-citidilil-(5'—3")-adenilil-(5'—3")-2'-O-
metiluridilil-(5'—3")-uridilil-(5'—3")-guanilil-(5'—3")-guanilil-(5'—3')-
uridilil-(5'—3")-uridilil-(5'—3")-citidilil-(5'—3")-uridilil- (5'—3")-citidilil-
(5'=3")-adenilil-(5'—3")-2'-O-metiluridilil-(5'—3")-adenilil- (5'—3")-
adenilil-(5'—3")-guanilil-(5'—3")-guanilil-(5'—>3")-uridilil-(5'—>3")-
adenosina
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pegbovigrastimum #
pegbovigrastim

pegbovigrastim

pegbovigrastim

C412 H480N 1480290 P40
(3-5)G-U-A-A-C-C-A-A-G-A-G-U-A-U-U-C-C-A-U-dT-dT
(5-3)dT-dT-C-A-U-U-G-G-U-U-C-U-C-A-U-A-A-G-G-U-A

Modified nucleosides (C and U) / Nucléosides modifiés (C et U) / Nucleésidos modificados (C y U)

c=mC OYN\ NH, U=mu o N o
el T
Ho/\Q/ =

HO ‘OCHg4 /

recombinant DNA derived bovine granulocyte colony-stimulating
factor (G-CSF) analogue, produced in Escherichia coli
(nonglycosylated), covalently bonded to methoxy polyethylene
glycol:

L-methionyl-[133-{4-(1-{[2-({[w-
methoxypoly(oxyethylene)]carbonyl}amino)ethoxylimino}ethyl)-
L-phenylalanine(T>E)}]bovine granulocyte colony-stimulating factor
(G-CSF)

analogue du facteur de stimulation de colonies de granulocytes
bovin, produit par Escherichia coli a partir d’ADN recombinant (non
glycosylé), auquel est liée de fagon covalente une chaine
méthoxypolyéthyléneglycol :

L-méthionyl-[133-{4-(1-{[2-({[w-
méthoxypoly(oxyéthyléne)]carbonyl}amino)éthoxylimino}éthyl)-
L-phénylalanine(T>F)}|facteur de stimulation des colonies de
granulocytes (G-CSF) bovin

anélogo del factor bovino estimulante de colonias de granulocitos,
producido por Escherichia coli a partir de ADN recombinante (no
glicosilado), al cual se une covalentemente una cadena
metoxipolietilenglicol :

L-metionil-[133-{4-(1-{[2-({[w-
metoxipoli(oxietileno)]carbonil}amino)etoxilimino}etil)-
L-fenilalanina(T>E)}]factor estimulante de colonias de granulocitos
(G-CSF) bovino

C859 H 1370N 236024889 . [CZHAO] n

Sequence / Séquence / Secuencia

M
TPLGPARSLP QSFLLKCLEQ VRKIQADGAE LQERLCAAHK LCHPEELMLL 50
RHSLGIPQAP LSSCSSQSLQ LTSCLNQLHG GLFLYQGLLQ ALAGISPELA 100
PTLDTLQLDV TDFATNIWLQ MEDLGAAPAV QPFQGAMPTF TSAFQRRAGG 150
VLVASQLHRF LELAYRGLRY LAEP 174

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
36-42 64-74

Modified residue / Résidu modifié / Resto modificado
o CHy

HSCO{\/\ AIJI\ PR NUZSS
°l. N N H_NH,
coH

E 133
4-(methoxyPEGcarbonylaminoethoxyiminoethyl)Phe
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pegteograstimum #
pegteograstim

pegtéograstim

pegteograstim

pevonedistatum
pevonedistat

pévonédistat

pevonedistat

recombinant DNA derived human granulocyte colony-stimulating
factor (G-CSF) analogue, produced in Escherichia coli
(nonglycosylated), covalently bonded to methoxy polyethylene
glycol:

endo-139a-S-{(3RS)-1-[3-({3-[w-
methoxypoly(oxyethylene)]propyl}amino?-3-oxopropyl]-
2,5-dioxopyrrolidin-3-yl}-L-cysteine (->C™")-des-(37-39)-
[1-L-methionine(A>M),18-L-serine(C>S)]human granulocyte colony
stimulating factor (G-CSF, pluripoietin)

analogue du facteur humain de stimulation de colonies de
granulocytes, produit par Escherichia coli a partir d'’ADN
recombinant (non glycosylé), auquel est lié de fagon covalente une
chaine méthoxypolyéthyléneglycol :
endo-139a-S-{(3RS)-1-[3-({3-[w-
méthoxypoly(oxyéthyléne)]propyl}aminog—B—oxopropyl]—
2,5-dioxopyrrolidin-3-yl}-L-cystéine(->C**")-dés-(37-39)-
[1-L-méthionine(A>M),18-L-sérine(C>S)]facteur humain de
stimulation de colonies de granulocytes (G-CSF, pluripoiétine)

analogo del factor humano estimulante de colonias de granulocitos,
producido por Escherichia coli a partir de ADN recombinante (no
glicosilado), al que se une covalentemente una cadena
metoxipolietilenglicol:
endo-139a-S-{(3RS)-1-[3-({3-[w-metoxipoli(oxietileno)]propil}amino)-
3-oxopropil]-2,5-dioxopirrolidin-3-il}-L-cisteina(->C"*")-des-(37-39)-
[1-L-metionina(A>M),18-L-serina(C>S)]factor humano estimulante de
colonias de granulocitos (G-CSF, pluripoyetina)

CasoH1360N2260249Ss - [C2H4O]n

Sequence / Séquence / Secuencia

MTPLGPASSL PQSFLLKSLE QVRKIQGDGA ALQEKLCATY KLCHPEELVL 50
LGHSLGIPWA PLSSCPSQAL QLAGCLSQLH SGLFLYQGLL QALEGISPEL 100
GPTLDTLQLD VADFATTIWQ QMEELGMAPA LQPTQGCAMP AFASAFQRRA 150
GGVLVASHLQ SFLEVSYRVL RHLAQP 176

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
37-43 65-75

Modified residue / Résidu modifié / Resto modificado O o)
H
C HN N s
137(139a) °
PEG-linker-Cys HaC™ ‘PAO ) g H/Z
H,N CO,H

[(1S,2S,4R)-4-(4-{[(1S)-2,3-dihydro-1H-inden-1-yllamino}-
7H-pyrrolo[2,3-d]pyrimidin-7-yl)-2-hydroxycyclopenty Jmethyl
sulfamate

sulfamate de [(1S,2S,4R)-4-(4-{[(1S)-2,3-dihydro-1H-indén-
1-yllamino}-7H-pyrrolo[2,3-d]pyrimidin-7-yl)-
2-hydroxycyclopentyljméthyle

sulfamato de (1S,2S,4R)-4-(4-{[(1S)-2,3-dihidro-1H-inden-
1-illamino}-7H-pirrolo[2,3-d]pirimidin-7-il)-2-hidroxiciclopenti Jmetilo
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ralimetinibum
ralimetinib

ralimétinib

ralimetinib

remeglurantum
remeglurant

réméglurant

remeglurant

ricolinostatum
ricolinostat

ricolinostat

ricolinostat

C21H25NSOAS
=\ H
H N O\\S/f)
< A ~ Y077 NH,
Hol H
NN A OH

5-[2-tert-butyl-5-(4-fluorophenyl)-1H-imidazol-4-yl]-
3-(2,2-dimethylpropyl)-3H-imidazo[4,5-b]pyridin-2-amine

5-[2-tert-butyl-5-(4-fluorophényl)-1H-imidazol-4-yI]-
3-(2,2-diméthylpropyl)-3H-imidazo[4,5-b]pyridin-2-amine

5-[2-terc-butil-5-(4-fluorofenil)-1H-imidazol-4-il]-3-(2,2-dimetilpropil)-
3H-imidazo[4,5-b]piridin-2-amina

C24H29FN6
Z N
| \>—NH2
H3C, N NN
H/ | \7<CH3
HsC
N
CHs | HoC CHs

F

(6-bromopyrazolo[1,5-a]pyrimidin-2-yl)[(1R)-1-methyl-
3,4-dihydroisoquinolin-2(1H)-yllmethanone

(6-bromopyrazolo[1,5-a]pyrimidin-2-yl)[(1R)-1-méthyl-
3,4-dihydroisoquinoléin-2(1H)-yllméthanone

(6-bromopirazolo[1,5-a]pirimidin-2-il)[(1R)-1-metil-
3,4-dihidroisoquinolin-2(1H)-i Jmetanona

C17H1sBrN,O

H CH O

N—p N\
Br

2-(diphenylamino)-N-[7-(hydroxyamino)-7-oxoheptyl]pyrimidine-
5-carboxamide

2-(diphénylamino)-N-[7-(hydroxyamino)-7-oxoheptyl]pyrimidine-
5-carboxamide

2-(difenilamino)-N-[7-(hidroxiamino)-7-oxohepti Jpirimidina-
5-carboxamida
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rimegepantum

CZAHZ7N503

rimegepant (5S,6S,9R)-5-amino-6-(2,3-difluorophenyl)-6,7,8,9-tetrahydro-
5H-cyclohepta[b]pyridin-9-yl 4-(2-ox0-2,3-dihydro-1H-imidazo[4,5-
b]pyridin-1-yl)piperidine-1-carboxylate
rimégépant 4-(2-0x0-2,3-dihydro-1H-imidazo[4,5-b]pyridin-1-yl)pipéridine-
1-carboxylate de (5S,6S,9R)-5-amino-6-(2,3-difluorophényl)-
6,7,8,9-tétrahydro-5H-cyclohepta[b]pyridin-9-yle
rimegepant 4-(2-0x0-2,3-dihidro-1H-imidazo[4,5-b]piridin-1-il)piperidina-
1-carboxilato de (5S,6S,9R)-5-amino-6-(2,3-difluorofenil)-
6,7,8,9-tetrahidro-5H-ciclohepta[b]piridin-9-ilo
C25H28F2N603
NH
N
7\
—
ripasudilum
ripasudil 4-fluoro-5-{[(2S)-2-methyl-1,4-diazepan-1-y Jsulfonyl}isoquinoline
ripasudil 4-fluoro-5-{[(2S)-2-méthyl-1,4-diazépan-1-y Jsulfonyl}isoquinoléine
ripasudil 4-fluoro-5-{[(2S)-2-metil-1,4-diazepan-1-il]sulfonil}lisoquinolina
C15H15FN3O,S
F
N XY o oH CH,
NY/2
S< A
N
N
riviciclibum
rivicicl b 2-(2-chlorophenyl)-5,7-dihydroxy-8-[(2R,3S)-2-(hydroxymethyl)-
1-methylpyrrolidin-3-yl]-4H-1-benzopyran-4-one
rivicicl b 2-(2-chlorophényl)-5,7-dihydroxy-8-[(2R,3S)-2-(hydroxyméthyl)-
1-méthylpyrrolidin-3-yl]-4H-1-benzopyran-4-one
rivicicl b 2-(2-clorofenil)-5,7-dihidroxi-8-[(2R,3S)-2-(hidroximetil)-
1-metilpirrolidin-3-i -4H-1-benzopiran-4-ona
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rivipanselum
rivipansel

rivipansel

rivipansel

C21H20C|N05

(2S)-3-cyclohexyl-2-([(1R,2R,3S,5R)-2-[(6-deoxy-
a-L-galactopyranosyl)oxy]-3-(2,6-dioxo-1,2,3,6-tetrahydropyrimidin-
4-carboxamido)-5-{13-[(3,6,8-trisulfonatonaphthalene-1-yl)amino]-
6,13-dioxo-2,5-diaza-8,11-dioxatridecanoyl}cyclohexyl]
{2-0O-benzoyl-B-D-galactopyranosid-3-O-yl})propanoic acid

acide (2S)-3-cyclohexyl-2-([(1R,2R,3S,5R)-2-[(6-déoxy-
a-L-galactopyranosyl)oxy]-3-(2,6-dioxo-1,2,3,6-tétrahydropyrimidin-
4-carboxamido)-5-{13-[(3,6,8-trisulfonatonaphtalen-1-yl)amino]-
6,13-dioxo-2,5-diaza-8,11-dioxatridécanoyl}cyclohexyl]
{2-0O-benzoyl-B-D-galactopyranosid-3-O-yl})propanoique

acido (2S)-3-ciclohexil-2-([(1R,2R,3S,5R)-2-[(6-desoxi-
a-L-galactopiranosil)ox ]-3-(2,6-dioxo-1,2,3,6-tetrahidropirimidin-
4-carboxamido)-5-{13-[(3,6,8-trisulfonatonaftalen-1-iljamino]-
6,13-dioxo-2,5-diaza-8,11-dioxatridecanoil}ciclohexil] {2-O-benzoil-
B-D-galactopiranosid-3-O-il})propanoico

CSSH74N6031SS
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roniciclibum
ronicicl b

ronicicl b

ronicicl b

ropeginterferonum alfa-2b #
ropeginterferon alfa-2b

ropéginterféron alfa-2b

ropeginterferon alfa-2b

cyclopropyl(4-{[4-{[(2R,3R)-3-hydroxybutan-2-yl]oxy}-
5-(trifluoromethyl)pyrimidin-2-y Jamino}phenyl)imino-A*-sulfanone

cyclopropyl(4-{[4-{[(2R,3R)-3-hydroxybutan-2-yl]oxy}-
5-(trifluorométhyl)pyrimidin-2-y Jamino}phényl)imino-A®-sulfanone

ciclopropil(4-{[4-{[(2R,3R)-3-hidroxibutan-2-i Joxi}-
5-(trifluorometil)pirimidin-2-ilJamino}fenil)imino-A>-sulfanona

CigH21F3N4O3S

recombinant DNA derived human interferon alfa-2b with an added
pegylated proline at its N-terminal, produced in Escherichia coli
(nonglycosylated):

{1-[(3RS)-3,7-bis{[(w-
methoxypoly(oxyethylene)carbonyllamino}heptyl]-L-prolylthuman
interferon alpha-2B

interféron alfa-2b humain auquel une proline pégylée a été rajoutée
du coté N-terminal, produit par Escherichia coli (non glycosylé) a
partir d'ADN recombinant :

{1-[(3RS)-3,7-bis{[(w-
méthoxypoly(oxyéthyléne)carbonyl]lamino}heptyl]-L-prolyl}interféron
alpha-2B humain

interferén alfa-2b humano con una prolina pegilada unida al extremo
N-terminal, producido por Escherichia coli (no glicosilado) a partir de
ADN recombinante :
{1-[(3RS)-3,7-bis{[(w-metoxipoli(oxietilen)carboni Jamino}hepti ]-
L-prolil}interferén alfa-2B humano

C876H 1376N232026089[C2 HAO]Zn

Sequence / Séquence / Secuencia

PO
CDLPQTHSLG SRRTLMLLAQ MRRISLFSCL KDRHDFGFPQ EEFGNQFQKA 50
ETIPVLHEMI QQIFNLFSTK DSSAAWDETL LDKFYTELYQ QLNDLEACVI 100
QGVGVTETPL MKEDSILAVR KYFQRITLYL KEKKYSPCAW EVVRAEIMRS 150
FSLSTNLQES LRSKE 165

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
1-98 29-138

Modified residue / Résidu modifié / Resto modificado o

0. O\\

P HaC” {\Ao NH H C—
1-(MPEG)2link]Prolyl /\/\/‘\/\ <
[(MPEG)2linklProly N Ni/\

_O
HiC o], Yo
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sacubitrilum
sacubitril

sacubitril

sacubitrilo

sarecyclinum
sarecycline

sarécycline

sareciclina

sarsageninum
sarsagenin

sarsagénine

sarsagenina

4-{[(2S,4R)-1-([1,1'-biphenyl]-4-yl)-5-ethoxy-4-methyl-5-oxopentan-
2-y Jamino}-4-oxobutanoic acid

acide 4-{[(2S,4R)-1-([1,1'-biphényl]-4-yl)-5-éthoxy-4-méthyl-
5-oxopentan-2-yllamino}-4-oxobutanoique

acido 4-{[(2S,4R)-1-([1,1"-bifeni ]-4-il)-5-etoxi-4-metil-5-oxopentan-
2-i Jamino}-4-oxobutanoico

C24H29NOs

(4S,4aS,5aR,12aS)-4-(dimethylamino)-3,10,12,12a-tetrahydroxy-
7-{[methoxy(methyl)amino]methyl}-1,11-dioxo-1,4,4a,5,5a,6,11,12a-
octahydrotetracene-2-carboxamide

(4S,4aS,5aR,12aS)-4-(diméthylamino)-3,10,12,12a-tétrahydroxy-
7-{[méthoxy(méthyl)amino]méthyl}-1,11-dioxo-1,4,4a,5,5a,6,11,12a-
octahydrotétracéne-2-carboxamide

(4S,4aS,5aR,12aS)-4-(dimetilamino)-3,10,12,12a-tetrahidroxi-
7-{[metoxi(metil)amino]metil}-1,11-dioxo-1,4,4a,5,5a,6,11,12a-
octahidrotetraceno-2-carboxamida

CZAH29N308

(25S)-5B-spirostan-3p-ol
(25S)-5B-spirostan-33-ol

(25S)-5B-espirostan-343-ol
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sisapronilum
sisapronil

sisapronil

sisapronilo

smilageninum
smilagenin

smilagénine

esmilagenina

tanurmotidum
tanurmotide

CZ7H4403

5-amino-1-[2,6-dichloro-4-(trifluoromethyl)phenyl]-4-[(1RS)-2,2-
difluoro-1-(trifluoromethyl)cyclopropyl]-1H-pyrazole-3-carbonitrile

5-amino-1-[2,6-dichloro-4-(trifluorométhyl)phényl]-4-[(1RS)-2,2-
difluoro-1-(trifluorométhyl)cyclopropyl]-1H-pyrazole-3-carbonitrile

5-amino-1-[2,6-dicloro-4-(trifluorometil)feni ]-4-[(1RS)-2,2-difluoro-
1-(trifluorometil)ciclopropil]-1H-pirazol-3-carbonitrilo

C1sHeClaFgN,
CN
CF3
cl ’?l/ / and enantiomer
N/ et énantiomeére
F yenantiomero
NH,
FsC Cl

(25R)-5B-spirostan-3p-ol
(25R)-5B-spirostan-33-ol
(25R)-5B-espirostan-3-ol

Co7H1403

human lymphocyte antigen 6K-(101-111)-peptide

tanurmotide antigéne 6K lymphocytaire humain-(101-111)-peptide
tanurmotida antigeno 6K linfocitario humano-(101-111)-péptido
Cs1HgoN14015S
Sequence / Séquence / Secuencia
RYCNLEGPPI 10
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tarextumabum #
tarextumab

tarextumab

tarextumab

immunoglobulin G2-kappa, anti-[Homo sapiens NOTCH2 and
NOTCH3], Homo sapiens monoclonal ant body;

gamma2 heavy chain (1-441) [Homo sapiens VH (IGHV3-66*01
(93.90%) -(IGHD)-IGHJ6*01 T123>L (110)) [8.8.8] (1-115) -
IGHG2*01 (CH1 (116-213), hinge (214-225), CH2 (226-334), CH3
(335-439), CHS (440-441)) (116-441)], (129-215")-disulfide with
kappa light chain (1'-215") [Homo sapiens V-KAPPA (IGKV3-20*02
(94.40%) -IGKJ1*01) [7.3.9] (1'-108") -IGKC*01 (109'-215")]; dimer
(217-217":218-218":221-221":224-224")-tetrakisdisulfide

immunoglobuline G2-kappa, anti-[Homo sapiens NOTCH2 et
NOTCH3], Homo sapiens anticorps monoclonal;

chaine lourde gammaz2 (1-441) [Homo sapiens (IGHV3-66*01
(93.90%) -(IGHD)-IGHJ6*01 T123>L (110)) [8.8.8] (1-115) -
IGHG2*01 (CH1 (116-213), charniere (214-225), CH2 (226-334),
CH3 (335-439), CHS (440-441)) (116-441)], (129-215")-disulfure
avec la chaine légere kappa (1'-215") [Homo sapiens V-KAPPA
(IGKV3-20*02 (94.40%) -IGKJ1*01) [7.3.9] (1'-108') -IGKC*01 (109'-
215")]; dimere (217-217":218-218":221-221":224-224")-
tétrakisdisulfure

inmunoglobulina G2-kappa, anti-[INOTCH2 y NOTCH3 de Homo
sapiens], anticuerpo monoclonal de Homo sapiens;

cadena pesada gammaz2 (1-441) [Homo sapiens (IGHV3-66*01
(93.90%) -(IGHD)-IGHJ6*01 T123>L (110)) [8.8.8] (1-115) -
IGHG2*01 (CH1 (116-213), bisagra (214-225), CH2 (226-334), CH3
(335-439), CHS (440-441)) (116-441)], (129-215")-disulfuro con la
cadena ligera kappa (1'-215") [Homo sapiens V-KAPPA (IGKV3-
20*02 (94.40%) -IGKJ1*01) [7.3.9] (1'-108") -IGKC*01 (109'-215"];
dimero (217-217":218-218":221-221":224-224")-tetrakisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFTFS SSGMSWVRQA PGKGLEWVSV 50
IASSGSNTYY ADSVKGRFTI SRDNSKNTLY LQMNSLRAED TAVYYCARSI 100
FYTTWGQGTL VTVSSASTKG PSVFPLAPCS RSTSESTAAL GCLVKDYFPE 150
PVTVSWNSGA LTSGVHTFPA VLQSSGLYSL SSVVTVPSSN FGTQTYTCNV 200
DHKPSNTKVD KTVERKCCVE CPPCPAPPVA GPSVFLFPPK PKDTLMISRT 250
PEVTCVVVDV SHEDPEVQFN WYVDGVEVHN AKTKPREEQF NSTFRVVSVL 300
TVVHQDWLNG KEYKCKVSNK GLPAPIEKTI SKTKGQPREP QVYTLPPSRE 350
EMTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP MLDSDGSFFL 400
YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG K 441

Light chain / Chaine légere / Cadena ligera

DIVLTQSPAT LSLSPGERAT LSCRASQSVR SNYLAWYQQK PGQAPRLLIY 50
GASSRATGVP ARFSGSGSGT DFTLTISSLE PEDFAVYYCQ QYSNFPITFG 100
QGTKVEIKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNF 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 (C23-C104) 22-96  142-198  255-315 361-419
22"-96" 142"-198" 255"-315" 361"-419"
Intra-L (C23-C104) 23-89'  135-195'
23"-89" 135"-195"™
Inter-H-L (CH1 10-CL 126) 129-215' 129"-215"
Inter-H-H (h 4, h5,h 8, h 11) 217-217" 218-218" 221-221" 224-224"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién
H CH2 N84 4:
291, 291"
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taselisibum
taselis b

tasélis b

taselis b

technetii (*"

technetium (

Tc) trofolastati chloridum
9MTc) trofolastat chloride

99m:

chlorure de technétium (" "'Tc) trofolastat

99m:

cloruro de tecnecio ("' Tc) trofolastat

2-methyl-2-(4-{2-[3-methyl-1-(propan-2-yl)-1H-1,2,4-triazol-5-yl]-
5,6-dihydroimidazo[1,2-d][1,4]benzoxazepin-9-yl}-1H-pyrazol-
1-yl)propanamide

2-méthyl-2-(4-{2-[3-méthyl-1-(propan-2-yl)-1H-1,2,4-triazol-5-yl]-
5,6-dihydroimidazo[1,2-d][1,4]benzoxazépin-9-yl}-1H-pyrazol-
1-yl)propanamide

2-metil-2-(4-{2-[3-metil-1-(propan-2-il)-1H-1,2,4-triazol-5-y |-
5,6-dihidroimidazo[1,2-d][1,4]benzoxazepin-9-il}-1H-pirazol-
1-il)propanamida

C24H2sNgO>

VAR
N
H3C NJ/
~ N o
N—N
NH
>/CH3 — Niz; 2
HsC <\ CH
3 N cHg

(OC-6-33)-tricarbonyl{(2S)-2-[({(1S)-1-carboxy-4-{[(1S)-1-carboxy-
5-(bis{[1-(2-{[bis(carboxymethyl)]amino}-2-oxoethyl)-1H-imidazol-
2-yl-kN¥]methyl}amino-kN)pentyl]Jamino}-
4-oxobuty Jcarbamoyl}amino)pentanedioic acid}(
chloride

" Tc)technetium

chlorure de (*™Tc)technétium acide (OC-6-33)-tricarbonyl{(2S)-2-
[{(1S)-1-carboxy-4-{[(1S)-1-carboxy-5-(bis{[1-(2-
{[bis(carboxyméthyl)]Jamino}-2-oxoéthyl)-1H-imidazol-
2-yl-kN*|méthyl}amino-kN)pentyl]Jamino}-

4-oxobuty Jcarbamoyl}amino)pentanedioique}

cloruro de &cido (OC-6-33)-tricarbonil{(2S)-2-[({(1S)-1-carboxi-

4-{[(1S)-1-carboxi-5-(bis{[1-(2-{[bis(carboximetil)]amino}-2-oxoetil)-

1H-imidazol-2-il-kN*Jmetil}amino-kN)pentillamino}-
4-oxobuti Jcarbamoilfamino)pentanedioico }(**"Tc)tecnecio

CaoHs0CIN10O23TC

CO,H

g
oo _cof )

99mT+‘N CO,H

oc™ | \

()_/ \/\/\(COZH

=§ CO,H
HO,C__N._-COzH 2

HOZC CO,H

cr
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topsalysinum #
topsalysin

topsalysine

topsalisina

tosatoxumabum #
tosatoxumab

tosatoxumab

recombinant DNA derived proaerolysin, pore-forming protein, from
Aeromonas hydrophila, with the furin site substituted with a prostate
specific antigen (PSA), fusion protein with 6 histidines, produced in
Escherichia coli (nonglycosylated):
[427-L-histidine(K>H),428-L-serine(V>S),429-L-serine(R>S),430-L-
lysine(R>K),431-L-leucine(A>L),432-L-glutamine(R>Q)]proaerolysin
Aeromonas hydrophila fusion protein with hexa-L-histidine

proaérolysine, protéine formant des pores, d'Aeromonas hydrophila
dont le site furine est substitué par un antigéne prostatique
spécifique, protéine de fusion avec 6 histidines, produit par
Escherichia coli & partir d’ADN recombinant (non glycosylé) :
[427-L-histidine(K>H),428-L-sérine(V>S),429-L-sérine(R>S),430-L-
lysine(R>K),431-L-leucine(A>L),432-L-glutamine(R>Q)]proaérolysine
d'Aeromonas hydrophila protéine de fusion avec I'hexa-L-histidine

proaerolisina, proteina formadora de poros, d'Aeromonas hydrophila
cuyo sitio furina esté substituido por un antigeno prostatico
especifico, proteina de fusion con 6 histidinas, producida por
Escherichia coli a partir de ADN recombinante (no glicosilado) :
[427-L-histidina(K>H),428-L-serina(V>S),429-L-serina (R>S),430-L-
lisina(R>K),431-L-leucina(A>L),432-L-glutamina(R>Q)]proaerolisina
d'Aeromonas hydrophila proteina de fusién con hexa-L-histidina

Sequence / Séquence / Secuencia

AEPVYPDQLR LFSLGQGVCG DKYRPVNREE AQSVKSNIVG MMGQWQISGL 50
ANGWVIMGPG YNGEIKPGTA SNTWCYPTNP VTGEIPTLSA LDIPDGDEVD 100
VQWRLVHDSA NFIKPTSYLA HYLGYAWVGG NHSQYVGEDM DVTRDGDGWV 150
IRGNNDGGCD GYRCGDKTAI KVSNFAYNLD PDSFKHGDVT QSDRQLVKTV 200
VGWAVNDSDT PQSGYDVTLR YDTATNWSKT NTYGLSEKVT TKNKFKWPLV 250
GETELSIEIA ANQSWASQNG GSTTTSLSQS VRPTVPARSK IPVKIELYKA 300
DISYPYEFKA DVSYDLTLSG FLRWGGNAWY THPDNRPNWN HTFVIGPYKD 350
KASSIRYQWD KRYIPGEVKW WDWNWTIQQN GLSTMQNNLA RVLRPVRAGI 400
TGDFSAESQF AGNIEIGAPV PLAADSHSSK LQSVDGAGQG LRLEIPLDAQ 450
ELSGLGFNNV SLSVTPAANQ HHHHHH 476

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
19-75 159-164

immunoglobulin G1-lambda2, anti-[Staphylococcus aureus alpha-
toxin (alpha-hemolysin, alpha-HL, hly, hla)], Homo sapiens
monoclonal antibody;gammal heavy chain (1-451) [Homo sapiens
VH (IGHV5-51*01 (81.60%) -(IGHD)-IGHJ1*01 L123>M (116))
[8.8.14] (1-121) -IGHG1*01 (CH1 (122-219), hinge (220-234), CH2
(235-344), CH3 (345-449), CHS (450-451)) (122-451)], (224-216')-
disulfide with lambda light chain (1'-217") [Homo sapiens V-LAMBDA
(IGLV1-44*01 (93.90%) -IGLJ1*01) [8.3.12] (1'-111") -IGLC1*01
(112'-217"]; dimer (230-230":233-233")-bisdisulfide

immunoglobuline G1-lambda2, anti-[Staphylococcus aureus toxine
alpha (hémolysine alpha, HL-alpha, hly, hla)], Homo sapiens
anticorps monoclonal;

chaine lourde gammal (1-451) [Homo sapiens VH (IGHV5-51*01
(81.60%) -(IGHD)-IGHJ1*01 L123>M (116)) [8.8.14] (1-121) -
IGHG1*01 (CH1 (122-219), charniere (220-234), CH2 (235-344),
CH3 (345-449), CHS (450-451)) (122-451)], (224-216")-disulfure
avec la chaine Iégére lambda (1'-217') [Homo sapiens V-LAMBDA
(IGLV1-44*01 (93.90%) -IGLJ1*01) [8.3.12] (1'-111") -IGLC1*01
(112'-217")]; dimére (230-230":233-233")-bisdisulfure

111
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tosatoxumab

tovetumabum #
tovetumab

tovétumab

inmunoglobulina G1-lambda2, anti-[toxina alfa de Staphylococcus
aureus (hemolisina alfa, HL-alfa, hly, hla)], anticuerpo monoclonal de
Homo sapiens;

gammal (1-451) [Homo sapiens VH (IGHV5-51*01 (81.60%) -
(IGHD)-IGHJ1*01 L123>M (116)) [8.8.14] (1-121) -cadena pesada
(224-216")-disulfuro con la cadena ligera lambda (1'-217") [Homo
sapiens (IGLV1-44*01 (93.90%) -IGLJ1*01) [8.3.12] (1'-111") -
IGLC1*01 (112'-217")]; dimero (230-230":233-233")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQMVQSGAE VKKPGEPLKI SCKGSGYKFG THWIGWVRQR PGKGLEWMGI 50
IHPADSETKY SPSFQGQVSF SADKSSNTAY LHWSTLRASD TAMYYCARRS 100
GSSSWYALDF WGQGTMVTVS SASTKGPSVF PLAPSSKSTS GGTAALGCLV 150
KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ 200
TYICNVNHKP SNTKVDKRVE PKSCDKTHTC PPCPAPELLG GPSVFLFPPK 250
PKDTLMISRT PEVTCVVVDV SHEDPEVKFN WYVDGVEVHN AKTKPREEQY 300
NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK ALPAPIEKTI SKAKGQPREP 350
QVYTLPPSRE EMTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP 400
VLDSDGSFFL YSKLTVDKSR WQQGNVFSCS VMHEALHNHY TQKSLSLSPG 450
K 451

Light chain / Chaine légere / Cadena ligera

QSVLTQSPSA SGTPGQRVTI SCSGGSSNIG SNTVNWYQQF PGAAPKLLIY 50
TNNQRPSGVP DRFSGSKSGT SASLAISGLQ SEDEADYYCA TWDDSLNGLY 100
VFGTGTKVTV LGQPKANPTV TLFPPSSEEL QANKATLVCL ISDFYPGAVT 150
VAWKADGSPV KAGVETTKPS KQSNNKYAAS SYLSLTPEQW KSHRSYSCQV 200
THEGSTVEKT VAPTECS 217

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  148-204  265-325  371-429
22"-96" 148"-204" 265"-325" 371"-429"
Intra-L (C23-C104) 22'-89'  139-198'
2om.go™  139™-198"
Inter-H-L (h 5-CL 126) 224-216' 224"-216™
Inter-H-H (h 11, h 14)  230-230" 233-233"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84 4:
301, 301"

immunoglobulin G2-kappa, anti-[Homo sapiens PDGFRA (platelet-
derived growth factor receptor alpha subunit, PDGFR2, CD140a)],
Homo sapiens monoclonal antibody;

gamma2 heavy chain (1-446) [Homo sapiens VH (IGHV3-11*01
(98.00%) -(IGHD)-IGHJ6*01) [8.8.13] (1-120) -IGHG2*01 (CH1 (121-
218), hinge (219-230), CH2 (231-339), CH3 (340-444), CHS (445-
446)) (121-446)], (134-215")-disulfide with kappa light chain (1'-215")
[Homo sapiens V-KAPPA (IGKV1-39*01 (89.50%) -IGKJ5*01
1126>M (107)) [6.3.10] (1'-108') -IGKC*01 (109'-215")]; dimer (222-
222":223-223":226-226":229-229")-tetrakisdisulfide

immunoglobuline G2-kappa, anti-[Homo sapiens PDGFRA (sous-
unité alpha du récepteur du facteur de croissance dérivé des
plaquettes, PDGFR2, CD140a)], Homo sapiens anticorps
monoclonal;

chaine lourde gamma2 (1-446) [Homo sapiens VH (IGHV3-11*01
(98.00%) -(IGHD)-IGHJ6*01) [8.8.13] (1-120) -IGHG2*01 (CH1 (121-
218), charniére (219-230), CH2 (231-339), CH3 (340-444), CHS
(445-446)) (121-446)], (134-215")-disulfure avec la chaine légére
kappa (1'-215') [Homo sapiens V-KAPPA (IGKV1-39*01 (89.50%) -
IGKJ5*01 1126>M (107)) [6.3.10] (1-108") -IGKC*01 (109'-215")];
dimeére (222-222":223-223":226-226":229-229")-tétrakisdisulfure
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tovetumab

ubrogepantum
ubrogepant

ubrogépant

ubrogepant

inmunoglobulina G2-kappa, anti-[PDGFRA de Homo sapiens
(subunidad alfa del receptor del factor de crecimiento derivado de
las plaquetas, PDGFR2, CD140a)], anticuerpo monoclonal de Homo
sapiens;

cadena pesada gammaz2 (1-446) [Homo sapiens VH (IGHV3-11*01
(98.00%) -(IGHD)-IGHJ6*01) [8.8.13] (1-120) -IGHG2*01 (CH1 (121-
218), bisagra (219-230), CH2 (231-339), CH3 (340-444), CHS (445-
446)) (121-446)], (134-215")-disulfuro con la cadena ligera kappa (1'-
215") [Homo sapiens V-KAPPA (IGKV1-39*01 (89.50%) -IGKJ5*01
1126>M (107)) [6.3.10] (1'-108') -IGKC*01 (109'-215")]; dimero (222-
222":223-223":226-226":229-229")-tetrakisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVESGGG LVKPGGSLRL SCAASGFTFS DYYMNWIRQA PGKGLEWVSY 50
ISSSGSI1YY ADSVKGRFTI SRDNAKNSLY LQMNSLRAED TAVYYCAREG 100
RIAARGMDVW GQGTTVTVSS ASTKGPSVFP LAPCSRSTSE STAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSNFGTQT 200
YTCNVDHKPS NTKVDKTVER KCCVECPPCP APPVAGPSVF LFPPKPKDTL 250
MISRTPEVTC VVVDVSHEDP EVQFNWYVDG VEVHNAKTKP REEQFNSTFR 300
VVSVLTVVHQ DWLNGKEYKC KVSNKGLPAP IEKTISKTKG QPREPQVYTL 350
PPSREEMTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPMLDSD 400
GSFFLYSKLT VDKSRWQQGN VFSCSVMHEA LHNHYTQKSL SLSPGK 446

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVS ITCRPSQSFS RYINWYQQKP GKAPKLLIHA 50
ASSLVGGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ TYSNPPITFG 100
QGTRLEMKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNF 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 (C23-C104) 22-96  147-203  260-320  366-424
22"-96" 147"-203" 260"-320" 366"-424"
Intra-L (C23-C104) 23'-88' 135-195'
23"-88™ 135"-195"
Inter-H-L (CH1 10-CL 126) 134-215' 134"-215™
Inter-H-H (h 4,h 5,h 8, h 11) 222-222" 223-223" 226-226" 229-229"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacién
H CH2 N84 4:
296, 296"

(3'S)-N-[(3S,5S,6R)-6-methyl-2-0x0-5-phenyl-
1-(2,2,2-trifluoroethyl)piperidin-3-yl]-2'-oxo-
1',2',5,7-tetrahydrospiro[cyclopenta[b]pyridine-6,3"-pyrrolo[2,3-
b]pyridine]-3-carboxamide

(3'S)-N-[(3S,5S,6R)-6-méthyl-2-oxo-5-phényl-
1-(2,2,2-trifluoroéthyl)pipéridin-3-yl]-2'-oxo-
1',2',5,7-tétrahydrospiro[cyclopenta[b]pyridine-6,3'-pyrrolo[2,3-
b]pyridine]-3-carboxamide

(3'S)-N-[(3S,5S,6R)-6-metil-2-oxo-5-fenil-
1-(2,2,2-trifluoroetil)piperidin-3-il]-2'-oxo-
1',2',5,7-tetrahidrospiro[ciclopenta[b]piridina-6,3'-pirrolo[2,3-
b]piridina]-3-carboxamida

CZQH26F3N503
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valbenazinum
valbenazine

valbénazine

valbenazina

vantictumabum #
vantictumab

vantictumab

vantictumab

(2R,3R,11bR)-9,10-dimethoxy-3-(2-methylpropyl)-1,3,4,6,7,11b-
hexahydro-2H-pyrido[2,1-a]isoquinolin-2-yl L-valinate

L-valinate de (2R,3R,11bR)-9,10-diméthoxy-3-(2-méthylpropyl)-
1,3,4,6,7,11b-hexahydro-2H-pyrido[2,1-alisoquinoléin-2-yle

L-valinato de (2R,3R,11bR)-9,10-dimetoxi-3-(2-metilpropil)-
1,3,4,6,7,11b-hexahidro-2H-pirido[2,1-a]isoquinolein-2-ylo

C24H3sN204

immunoglobulin G2-lambda, anti-[Homo sapiens frizzled family
receptor (FZD), including FZD1, FZD2, FZD5, FZD7 and FZD8)],
Homo sapiens monoclonal antibody;

gamma2 heavy chain (1-443) [Homo sapiens VH (IGHV3-23*04
(90.80%) -(IGHD)-IGHJ6*01 T123>L (113)) [8.8.11] (1-118) -
IGHG2*01 (CH1 (119-216), hinge (217-228), CH2 (229-337), CH3
(338-441), CHS (442-443)) (119-443)], (132-212")-disulfide with
lambda light chain (1'-213") [Homo sapiens V-LAMBDA (IGLV3-
25*02 (81.60%) -1GLJ2*01) [6.3.10] (1'-107") -IGLC2*01 (108'-213")];
dimer (220-220":221-221":224-224":227-227")-tetrakisdisulfide

immunoglobuline G2-lambda, anti-[Homo sapiens récepteur de la
famille frizzled (FZD), incluant FZD1, FZD2, FZD5, FZD7 et FZD8)],
Homo sapiens anticorps monoclonal;

chaine lourde gamma2 (1-443) [Homo sapiens VH (IGHV3-23*04
(90.80%) -(IGHD)-IGHJ6*01 T123>L (113)) [8.8.11] (1-118) -
IGHG2*01 (CH1 (119-216), charniére (217-228), CH2 (229-337),
CH3 (338-441), CHS (442-443)) (119-443)], (132-212")-disulfure
avec la chaine légere lambda (1'-213') [Homo sapiens V-LAMBDA
(IGLV3-25*02 (81.60%) -IGLJ2*01) [6.3.10] (1'-107") -IGLC2*01
(108'-213")]; dimeére (220-220":221-221":224-224":227-227")-
tétrakisdisulfure

inmunoglobulina G2-lambda, anti-[receptor de la familia frizzled
(FZD) de Homo sapiens, incluyendo FZD1, FZD2, FZD5, FZD7 et
FzD8)], anticuerpo monoclonal de Homo sapiens ;

cadena pesada gammaz2 (1-443) [Homo sapiens VH (IGHV3-23*04
(90.80%) -(IGHD)-IGHJ6*01 T123>L (113)) [8.8.11] (1-118) -
IGHG2*01 (CH1 (119-216), bisagra (217-228), CH2 (229-337), CH3
(338-441), CHS (442-443)) (119-443)], (132-212")-disulfuro con la
cadena ligera lambda (1'-213") [Homo sapiens V-LAMBDA (IGLV3-
25*02 (81.60%) -1GLJ2*01) [6.3.10] (1'-107") -IGLC2*01 (108'-213")];
dimero (220-220":221-221":224-224":227-227")-tetrakisdisulfuro
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vatiqguinonum
vatiquinone

vatiquinone

vatiquinona

vedroprevirum
vedroprevir

védroprévir

vedroprevir

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFTFS HYTLSWVRQA PGKGLEWVSV 50
ISGDGSYTYY ADSVKGRFTI SSDNSKNTLY LQMNSLRAED TAVYYCARNF 100
IKYVFANWGQ GTLVTVSSAS TKGPSVFPLA PCSRSTSEST AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSNFGTQTYT 200
CNVDHKPSNT KVDKTVERKC CVECPPCPAP PVAGPSVFLF PPKPKDTLMI 250
SRTPEVTCVV VDVSHEDPEV QFNWYVDGVE VHNAKTKPRE EQFNSTFRVV 300
SVLTVVHQDW LNGKEYKCKV SNKGLPAPIE KTISKTKGQP REPQVYTLPP 350
SREEMTKNQV SLTCLVKGFY PSDIAVEWES NGQPENNYKT TPPMLDSDGS 400
FFLYSKLTVD KSRWQQGNVF SCSVMHEALH NHYTQKSLSL SPG 443

Light chain / Chaine légére / Cadena ligera

DIELTQPPSV SVAPGQTARI SCSGDNIGSF YVHWYQQKPG QAPVLVIYDK 50
SNRPSGIPER FSGSNSGNTA TLTISGTQAE DEADYYCQSY ANTLSLVFGG 100
GTKLTVLGQP KAAPSVTLFP PSSEELQANK ATLVCLISDF YPGAVTVAWK 150
ADSSPVKAGY ETTTPSKQSN NKYAASSYLS LTPEQWKSHR SYSCQVTHEG 200
STVEKTVAPT ECS 213

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  145-201  258-318  364-422
22"-96" 145"-201" 258"-318" 364"-422"
Intra-L (C23-C104) 22'-87' 135-194'
22"-87" 135"-194"
Inter-H-L (CH1 10-CL 126) 132-212' 132"-212"
Inter-H-H (h 4, h 5, h 8, h 11) 220-220" 221-221" 224-224" 227-227"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84 4:
294, 294"

2-[(3R,6E,10E)-3-hydroxy-3,7,11,15-tetramethylhexadeca-
6,10,14-trien-1-yl]-3,5,6-trimethylcyclohexa-2,5-diene-1,4-dione

2-[(3R,6E,10E)-3-hydroxy-3,7,11,15-tétraméthylhexadéca-
6,10,14-trién-1-yl]-3,5,6-triméthylcyclohexa-2,5-diene-1,4-dione

2-[(3R,6E,10E]-3-hidroxi-3,7,11,15-tetrametilhnexadeca-6,10,14-trien-
1-i ]-3,5,6-trimetilciclohexa-2,5-dieno-1,4-diona

C29H1403
(0] HO CHj CHj CHjy CH3
HaC > ox
3
H3C CHjz
(o}

1-{[(2S,4R)-1-{(2S)-2-[({[(1R,3r,5S)-bicyclo[3.1.0]hexan-

3-y Joxy}carbonyl)amino]-3,3-dimethylbutanoyl}-4-((8-chloro-
7-[2-(morpholin-4-yl)ethoxy]-2-{2-[(propan-2-yl)amino]-1,3-thiazol-
4-yl}quinolin-4-yl)oxy]pyrrolidin-2-ylJcarbonylamino}-
2-ethylcyclopropane-1-carboxylic acid

acide 1-{[(2S,4R)-1-{(2S)-2-[({[(1R,3r,5S)-bicyclo[3.1.0]hexan-
3-y Joxy}carbonyl)amino]-3,3-diméthylbutanoyl}-4-((8-chloro-
7-[2-(morpholin-4-yl)éthoxy]-2-{2-[(propan-2-yl)amino]-1,3-thiazol-
4-yl}quinoléin-4-yl)oxy]pyrrolidin-2-yl]carbonylamino}-
2-éthylcyclopropane-1-carboxylique

acido 1-{[(2S,4R)-1-{(2S)-2-[({[(1R,3r,5S)-biciclo[3.1.0]hexan-

3-i Joxi}carbonil)amino]-3,3-dimetilbutanoil}-4-((8-cloro-7-[2-(morfolin-
4-il)etox ]-2-{2-[(propan-2-il)Jamino]-1,3-tiazol-4-il}quinolin-
4-il)oxi]pirrolidin-2-i Jcarbonilamino}-2-etilciclopropano-1-carboxilico
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vericiguatum
vericiguat

vériciguat

vericiguat

vilaprisanum
vilaprisan

vilaprisan

vilaprisan

C45H50C|N7098

Cl
I

methyl [4,6-diamino-2-{5-fluoro-1-[(2-fluorophenyl)methyl]-
1H-pyrazolo[3,4-b]pyridin-3-yl}pyrimidin-5-ylJcarbamate

[4,6-diamino-2-{5-fluoro-1-[(2-fluorophényl)méthy ]-1H-pyrazolo[3,4-
b]pyridin-3-yl}pyrimidin-5-yljcarbamate de méthyle

N-{4,6-diamino-2-[5-fluoro-1-[(2-fluorofenil)metil]-1H-pirazolo[3,4-b]-
piridin-3-i Jpirimidin-5-il}carbamato de metilo

Cl9H16F2N802
NH
NZ | \n/ “CH,
N N (o]
F NS N7 NH,
!
N y/
F

20,20,21,21,21-pentafluoro-17-hydroxy-
11B-[4-(methanesulfonyl)phenyl]-19-nor-17a-pregna-4,9-dien-3-one

20,20,21,21,21-pentafluoro-17-hydroxy-
11B-[4-(méthanesulfonyl)phényl]-19-nor-17a-prégna-4,9-dién-3-one

20,20,21,21,21-pentafluoro-17-hidroxi-11B-[4-(metanosulfonil)fenil]-
19-nor-17a-pregna-4,9-dien-3-ona

C27H29F504S

o, O
N7/
S
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voruciclibum
voruciclib

voruciclib

voruciclib

2-[2-chloro-4-(trifluoromethyl)phenyl]-5,7-dihydroxy-
8-[(2R,3S)-2-(hydroxymethyl)-1-methylpyrrolidin-3-yl]-
4H-1-benzopyran-4-one

2-[2-chloro-4-(trifluoromethyl)phenyl]-5,7-dihydroxy-
8-[(2R,3S)-2-(hydroxymethyl)-1-methylpyrrolidin-3-yl]-
4H-1-benzopyran-4-one

2-[2-cloro-4-(trifluorometil)fenil]-5,7-dihidroxi-
8-[(2R,3S)-2-(hidroximetil)-1-metilpirrolidin-3-il]-4H-1-benzopiran-
4-ona

C2H1CIFsNOs

# 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/

* http://www.who.int/entity/medicines/services/inn/Radical Book 2012.pdf
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AMENDMENTS TO PREVIOUS LISTS
MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES A LAS LISTAS ANTERIORES

Recommended International Nonproprietary Names (Rec. INN): List 1
(Chron. WId HIth Org., Vol. 9, No 6, 1955)

p. 190 delete insert
methacholinii chloridum methacholini chloridum
methacholinium chloride methacholine chloride

Dénominations communes internationales recommandées (DCl rec.): Liste 1
(Chron. Org. mond. Santé, Vol. 9, No 6, 1955)

p. 206 supprimer insérer
methacholinii chloridum methacholini chloridum

chlorure de méthacholinium  chlorure de méthacholine

Denominaciones Comunes Internacionales Recomendadas (DCl Rec.): Lista 1
(Crén. Org. mund. Salud, Vol. 9, No 6, 1955)

p. 209 suprimase insertese
methacholinii chloridum methacholini chloridum
cloruro de metacolinio cloruro de metacolina

Recommended International Nonproprietary Names (Rec. INN): List 3
(Chron. WId Hith Org., Vol. 13, No. 12, 1959)

p. 463 delete insert
acetylcholinii chloridum acetylcholini chloridum
p. 465 delete insert
cholinii chloridum cholini chloridum
p. 470 delete insert
nitricholinii perchloras nitricholini perchloras
nitricholinium perchlorate nitricholine perchlorate

Dénominations communes internationales recommandées (DCl rec.): Liste 3
(Chron. Org. mond. Santé, Vol. 13, No. 12, 1959)

p. 482 supprimer insérer
acetylcholinii chloridum acetylcholini chloridum
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p. 484 supprimer
cholinii chloridum

p. 489 supprimer
nitricholinii perchloras

perchlorate de nitricholinium

insérer
cholini chloridum

insérer
nitricholini perchloras
perchlorate de nitricholine

Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 3
(Crén. Org. mund. Salud, Vol. 13, No. 12, 1959)

p. 496 suprimase
acetylcholinii chloridum

p. 498 suprimase
cholinii chloridum

p. 503 suprimase
nitricholinii perchloras

perclorato de nitricolinio

insertese
acetylcholini chloridum

insertese
cholini chloridum

insertese
nitricholini perchloras

perclorato de nitrocolina

Recommended International Nonproprietary Names (Rec. INN): List 4
(Chron. WId Hith Org., Vol. 16, No. 3, 1962)

p. 103 delete
cholinii gluconas
cholinium gluconate

insert
cholini gluconas
choline gluconate

Dénominations communes internationales recommandées (DCl rec.): Liste 4
(Chron. Org. mond. Santé, Vol. 16, No. 3, 1962)

p. 114 supprimer
cholinii gluconas
gluconate de cholinium

insérer
cholini gluconas
gluconate de choline

Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 4
(Crén. Org. mund. Salud, Vol. 16, No. 3, 1962)

p. 154 suprimase
cholinii gluconas
gluconato de colinio

insertese
cholini gluconas

gluconato de colina
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Recommended International Nonproprietary Names (Rec. INN): List 62
Dénominations communes internationales recommandées (DCI Rec.): Liste 62
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 62
(WHO Drug Information, Vol. 23, No. 3, 2009)

p. 258 &
259

ramucirumabum #
ramucirumab
ramucirumab
ramucirumab

replace the description and the structure by the following ones
remplacer la description et la structure par les suivantes
sustitiyase la descripcion y la estructura por los siguientes

immunoglobulin G1-kappa, anti-[Homo sapiens KDR (kinase insert domain receptor,
vascular endothelial growth factor receptor 2, VEGFR2, VEGF-R2, FLK1, CD309)
extracellular domain], Homo sapiens monoclonal antibody;

gammal heavy chain (1-446) [Homo sapiens VH (IGHV3-21*01(99.00%) -(IGHD)-
IGHJ3*02) [8.8.9] (1-116) - IGHG1*03 (CH1 F5>L (125), hinge (215-229), CH2 (230-
339), CH3 (340-444), CHS (445-446)) (117-446)], (219-214")-disulfide with kappa
light chain (1'-214') [Homo sapiens V-KAPPA (IGKV1-12*01 (85.30%) -IGKJ4*01
E125>D (105)) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimer (225-225":228-228")-
bisdisulfide

immunoglobuline G1-kappa, anti-[Homo sapiens KDR (récepteur a domaine insert
kinase, récepteur 2 du facteur de croissance endothélial vasculaire, VEGFR2,
VEGF-R2, FLK1, CD309) domaine extracellulaire], Homo sapiens anticorps
monoclonal;

chaine lourde gammal (1-446) [Homo sapiens VH (IGHV3-21*01 (99.00%) -(IGHD)-
IGHJ3*02) [8.8.9] (1-116) -IGHG1*03 (CH1 F5>L (125), charniere (215-229), CH2
(230-339), CH3 (340-444), CHS (445-446)) (117-446)], (219-214")-disulfure avec la
chaine Iégére kappa (1'-214") [Homo sapiens V-KAPPA (IGKV1-12*01 (85.30%) -
IGKJ4*01 E125>D (105)) [6.3.9] (1'-107') -IGKC*01 (108'-214")]; dimére (225-
225":228-228")-bisdisulfure

inmunoglobulina G1-kappa, anti-[Homo sapiens KDR (receptor con dominio insert-
kinasa, receptor 2 del factor de crecimiento endotelial vascular, VEGFR2, VEGF-R2,
FLK1, CD309) dominio extracelular], Homo sapiens anticuerpo monoclonal;

cadena pesada gammal (1-446) [Homo sapiens VH (IGHV3-21*01 (99.00%) -
(IGHD)-IGHJ3*02) [8.8.9] (1-116) -IGHG1*03 (CH1 F5>L (125), bisagra (215-229),
CH2 (230-339), CH3 (340-444), CHS (445-446)) (117-446)], (219-214")-disulfuro con
la cadena ligera kappa (1'-214") [Homo sapiens V-KAPPA (IGKV1-12*01 (85.30%) -
IGKJ4*01 E125>D (105)) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimero (225-
225":228-228")-bisdisulfuro

Error! Objects cannot be created from editing field codes.

Recommended International Nonproprietary Names (Rec. INN): List 67
Dénominations communes internationales recommandées (DCI Rec.): Liste 67
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 67
(WHO Drug Information, Vol. 26, No. 1, 2012)

p. 91

upamostatum
upamostat
upamostat
upamostat

replace the chemical name by the following one

remplacer le nom chimique par le suivant

sustitiyase el nombre quimico por el siguiente

ethyl 4-{(2S)-3-{3-[(E)-N'-hydroxycarbamimidoyl]phenyl}-
2-[2,4,6-tri(propan-2-yl)benzenesulfonamido]propanoyl}piperazine-
1-carboxylate}

4-{(2S)-3-{3-[(E)-N'-hydroxycarbamimidoyl]phényl}-
2-[2,4,6-tri(propan-2-yl)benzenesulfonamido]propanoyl}pipérazine-
1-carboxylate d'éthyle

4-{(2S)-3-{3-[(E)-N’-hidroxicarbamimidoil]fenil}-2-[2,4,6-tri(propan-
2-il)bencenosulfonamido]propanoil}piperazina-1-carboxilato de etilo

Recommended International Nonproprietary Names (Rec. INN): List 69
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Dénominations communes internationales recommandées (DCI Rec.): Liste 69
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 69
(WHO Drug Information, Vol. 27, No. 1, 2013)

p. 82

tenapanorum
tenapanor
ténapanor
tenapanor

replace the chemical name by the following one

remplacer le nom chimique par le suivant

sustitdyase el nombre quimico por el siguiente
N,N'-(10,17-dioxo-3,6,21,24-tetraoxa-9,11,16,18-tetraazahexacosane-
1,26-diyl)bis{3-[(4S)-6,8-dichloro-2-methyl-1,2,3,4-tetrahydroisoquinolin-
4-yllbenzenesulfonamide}

N,N'-(10,17-dioxo-3,6,21,24-tétraoxa-9,11,16,18-tétraazahexacosane-
1,26-diyl)bis{3-[(4S)-6,8-dichloro-2-méthyl-1,2,3,4-tétrahydroisoquinoléin-
4-yllbenzenesulfonamide}

N,N'-(10,17-dioxo-3,6,21,24-tetraoxa-9,11,16,18-tetraazahexacosano-
1,26-diyl)bis{3-[(4S)-6,8-dicloro-2-metil-1,2,3,4-tetrahidroisoquinolin-
4-illbencenosulfonamida}

Recommended International Nonproprietary Names (Rec. INN): List 70
Dénominations communes internationales recommandées (DCI Rec.): Liste 70
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 70
(WHO Drug Information, Vol. 27, No. 3, 2013)

p. 306
& 307

polatuzumabum vedotinum #

polatuzumab vedotin
polatuzumab védotine
polatuzumab vedotina

replace the description by the following one

remplacer la description par la suivante

sustitiyase la descripcion por la siguiente

immunoglobulin G1-kappa aurista in E conjugate, anti-[Homo sapiens CD79B
(immunoglobulin-associated CD79 beta)], humanized monoclonal antibody conjugated to
auristatin E;

gammal heavy chain (1-447) [humanized VH (Homo sapiens IGHV3-23*04 (76.50%) -
(IGHD)-IGHJ4*01) [8 8.10] (1-117) -Homo sapiens IGHG1*03 (CH1 R120>K (214) (118-
215), hinge (216-230), CH2 (231-340), CH3 (341-445), CHS (446-447)) (118-447)], (220-
218")-disulfide with kappa light chain (1'-218’) [humanized V-KAPPA (Homo sapiens
IGKV1-39*01 (85.90%) -IGKJ1*01) [10.3.9] (1'-111') -Homo sapiens IGKC*01 (112'-218")];
dimer (226-226":229-229")-bisdisulfide; conjugated, on an average of 3 to 4 cysteinyl, to
monomethylauristatin E (MMAE), via a cleavable maleimidocaproyl-valyl-citrullinyl-
p-aminobenzyloxycarbonyl (mc-val-cit-PABC) type linker

For the vedotin part, please refer to the document “INN for pharmaceutical substances:
Names for radicals, groups and others™.

immunoglobuline G1-kappa conjuguée a I'auristatine E, anti-[Homo sapiens CD79B
(CD79 béta associé a 'immunoglobuline)], anticorps monoclonal humanisé conjugué
a l'auristatine E;

chaine lourde gammal (1-447) [VH humanisé (Homo sapiens IGHV3-23*04 (76.50%)
-(IGHD)-IGHJ4*01) [8.8.10] (1-117) -Homo sapiens IGHG1*03 (CH1 R120>K (214)
(118-215), charniere (216-230), CH2 (231-340), CH3 (341-445), CHS (446-447))
(118-447)], (220-218")-disulfure avec la chaine |égére kappa (1'-218’) [V-KAPPA
humanisé (Homo sapiens IGKV1-39*01 (85.90%) -IGKJ1*01) [10.3.9] (1'-111") -Homo
sapiens IGKC*01 (112'-218")]; dimére (226-226":229-229")-bisdisulfure; conjugué, sur
3 a4 cystéinyl en moyenne, au monométhylauristatine E (MMAE), via un linker
clivable de type maléimidocaproyl-valyl-citrullinyl-p-aminobenzyloxycarbonyl (mc-val-
cit-PABC)

Pour la partie védotine, veuillez vous référer au document “INN for pharmaceutical
substances: Names for radicals, groups and others™.

inmunoglobulina G1-kappa conjugada con auristatina E, anti-[Homo sapiens CD79B
(CD79 beta associado a la inmunoglobulina)], anticuerpo monoclonal humanizado
conjugado con auristatina E;

cadena pesada gammal (1-447) [VH humanizado (Homo sapiens IGHV3-23*04
(76.50%) -(IGHD)-IGHJ4*01) [8.8.10] (1-117) -Homo sapiens IGHG1*03 (CH1
R120>K (214) (118-215), bisagra (216-230), CH2 (231-340), CH3 (341-445), CHS
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p. 313 sofosbuvirum
sofosbuvir
sofosbuvir
sofosbuvir

(446-447)) (118-447)], (220-218")-disulfuro con la cadena ligera kappa (1'-218’) [V-
KAPPA humanizado (Homo sapiens IGKV1-39*01 (85.90%) -IGKJ1*01) [10.3.9] (1'-
111") -Homo sapiens IGKC*01 (112'-218')]; dimero (226-226":229-229")-bisdisulfuro;
conjuguado, en 3 a 4 restos cisteinil por término medio, con monometilauristatina E
(MMAE), mediante un vinculo escind ble maleimidocaproil-valil-citrullinil-
p-aminobenziloxicarbonil (mc-val-cit-PABC)

Para la fraccion vedotina se pueden referir al documento "INN for pharmaceutical
substances: Names for radicals, groups and others"*.

replace the structure by the following one
remplacer la structure par la suivante
sustitiyase la estructura por la siguiente

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 orientacién para formar denominaciones comunes internacionales para

sustancias farmacéuticas aparece solamente en las listas de DCI propuestas.
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BIER
(B1F% 1) INN L OEEENR LD AEEROH D H D
(CERE 18 4F 3 H 31 HEATARE 0331001 /2L @8 EXRE

=]

AR R A FRR R AR TR 1)
BT 301-3-A5
JAN (BA%) : 7x=/LEfES RU oA
JAN (3£ #4) : Sodium Phenylacetate
CsH7NaO»

2-7 = =)LEER—F N U U A

Monosodium 2-phenylacetate
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(BIIZ% 2) INN IR E 75 B oD EIC BT 5 EIE L — R4 R
CFR% 18 453 H 31 H3AEAIEE 0331001 B4 JEA FE AR EEE HIR R BMIOoR TR 2)

a5 301-2-B3
JAN (HA%) : 7FNF=7
JAN (3€ #4) : Futibatinib

Hy,C—©

C22H22N6O3

1-[(3S)-3-{4-7" X /-3-[(3,5-‘\/\\7( FFo 7 2= N)=F=)V]-lH-E'Z ‘/“[1[3,4_d] EY Il AMERY o
Vl-ANT R A

1-[(35)-3-{4-Amino-3-[(3,5-dimethoxyphenyl)ethynyl]-1H-pyrazolo[3,4-d]pyrimidin-1-yl} pyrrolidin-1-yl]prop-

2-en-1-one
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ek 301-2-B8
JAN (AAR%) : h 7zt v
JAN (3% 4) : Tofersen

X: 2'-0-(2-methoxyethyl) o OH o sH
dx: 2'-deoxy W = Y
mX: 5-methyl A A

C230H317N720123P19S15

all-P-ambo-2'-0-(2- A F ¥ T TF)L)-5-A F)L-P-FF T F TV -

(3'—5)-2-0-2-A hF T =FN)T T = U )L<(3'-5)-2-0-2-A hF T TF)L)P-F4 7T =1 jL-
(3'>5)-20-2-A hF T =FN) 7T = U )L<(3'—-5)-2-0-2-A hF LT L) P-F4T 7 =1 L-
(B'55)-P-FHF I DY -3 o5N)2-F A F L P-F AT F = -

(3'>5)2-T A X V5-AFN-P-FA L F Y N-355)2-TAX-P-FAT T =V -
(3'—=5)-P-FHF I PV -(3'55)-P-FAF I PV -3 55)-P-FAF IV JL-

(3'=5)-2-FT A F L5 A FIL-P-F AL F V) (3 55)-P-FAF I JL-

(B3'—=5)2-T A X VP-TFAT T =V N-(3'-5)2-0-2-A " F T N)S5-AF LTV -
(3'>5)-2-0-2-A hF L EF))-P-F AT T = U L-(3'-5)-2-0-2-A hF L ZFN) T T =1 b=
(3'=5)-2-0-2-* FF T TF)L)-5- A F)LP-FATF VY jL-

(3'—=5)-2"-0-2-A hF T Z=FI)-5-AF LYo

all-P-ambo-2'-O-(2-Methoxyethyl)-5-methyl-P-thiocytidylyl-(3'—5')-2'-O-(2-methoxyethyl)adenylyl-
(3'—>5")-2'-0O-(2-methoxyethyl)-P-thioguanylyl-(3'—5")-2'-O-(2-methoxyethyl)guanylyl-
(3'—>5"-2'-0-(2-methoxyethyl)-P-thioadenylyl-(3'—5")-P-thiothymidylyl-(3'—5")-2'-deoxy-P-thioadenylyl-
(3'—>5")-2'-deoxy-5-methyl-P-thiocytidylyl-(3'—5')-2'-deoxy-P-thioadenylyl-(3'—5")-P-thiothymidylyl-
(3'—>5")-P-thiothymidylyl-(3'—5')-P-thiothymidylyl-(3'—5")-2'-deoxy-5-methyl-P-thiocytidylyl-
(3'—5")-P-thiothymidylyl-(3'—5")-2'-deoxy-P-thioadenylyl-(3'—5")-2'-O-(2-methoxyethyl)-5-methylcytidylyl-
(3'—>5")-2'-0O-(2-methoxyethyl)-P-thioadenylyl-(3'—5")-2'-O-(2-methoxyethyl)guanylyl-
(3'—>5")-2'-0O-(2-methoxyethyl)-5-methyl-P-thiocytidylyl-(3'—5')-2'-O-(2-methoxyethyl)-5-methyluridine
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ik 5 301-3-B8
JAN (AA4%) #7807 byvighi
JAN (J€ #4) : Talazoparib Tosilate

Ci19H14F2NgO + C7H303S

(8S,9R)-5-7 VA B 8-(4-T /A B T = = )1)9-(1- A F/V-1H-12,4- 8 U 7 ) —)L-5-14 )V)2,789-7 kT &
Na3H-v'Y R[4,3,2-de]7 Z T2 -3-Fr  —(@- AT AR B U RR )

(8S,9R)-5-Fluoro-8-(4-fluorophenyl)-9-(1-methyl-1H-1,2,4-triazol-5-y1)-2,7,8,9-tetrahydro-
3H-pyrido[4,3,2-de]phthalazin-3-one mono(4-methylbenzenesulfonate)
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x5 301-3-B9
JAN (AAA)  RARY v 2 o My
JAN (3¢ #4) : Fosnetupitant Chloride Hydrochloride

ClI" « HCI

C31H36CIFgN4OsP » HC1

HAE 4-[5-{2-[3,5-E A( R U A B AF )T 2 =LN2-PAF AT /80T 2 R14-Q2-AF L7 = =)L)
EY D2 AN AT NVA[R AR ) AR NATFNERT D14 U L5 —IERE

4-[5-{2-[3,5-Bis(trifluoromethyl)phenyl]-N,2-dimethylpropanamido } -4-(2-methylphenyl)pyridin-2-yl]-1-methyl-
1-[(phosphonooxy)methyl]piperazin-1-ium chloride monohydrochloride
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Bk 301-3-B10
JAN (AAR4L) : SA_FD0 b Vgt
JAN (3% 4) : Valbenazine Tosilate

SO;H
HaC” :

Cy4H33N»04 + 2C7HgO3S

L--NU > (2R,3R,11bR)-9,10-2 A k F/3-2-A F /71 ¥ L)-1,3,4,6,7,11b-~F V& Fr2H-B' U K[2,1-a]1
VR Y2 A BRA@G-AFNRUE ALK R

(2R,3R,11bR)-9,10-Dimethoxy-3-(2-methylpropyl)-1,3,4,6,7,1 1b-hexahydro-2H-pyrido[2,1-a]isoquinolin-2-yl

L-valinate bis(4-methylbenzenesulfonate)
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gk 301-3-Bl1
TV T GEE )

: Tezepelumab (Genetical Recombination)

JAN (HA&4)
JAN (3£ 4)

TR BRSO ANV T 4 RiES

L8H

SYVLTQPPSV
SDRPSWIPER
GGTKLTVLGQ
KADSSPVKAG
GSTVEKTVAP

HEH

OMQLVESGGG
IWYDGSNKHY
OQWELVHEAFD

SVAPGQTARI
FSGSNSGNTA
PKAAPSVTLF
VETTTPSKQS
TECS

VVQPGRSLRL
ADSVKGREFTI
IWGQGTMVTV

TCGGNNLGSK

SVHWYQQKPG

TLTISRGEAG
PPSSEELQAN
NNKYAASSYL

SCAASGFTFER

DEADYYCQVW
KATLVCLISD
SLTPEQWKSH

TYGMHWVRQA

QOAPVLVVYDD
DSSSDHVVEG
FYPGAVTVAW
RSYSCQVTHE

PGKGLEWVAV

TRDNSKNTLN
SSASTKGPSV

LOMNSLRAED
FPLAPCSRST

TAVYYCARAP
SESTAALG?L

VKDYFPEPVT
QTYTCNVDHK
TLMISRTPEV
FRVVSVLTVV
TLPPSREEMT
SDGSFFLYSK

VSWNSGALTS
PSNTKVDKTV
TCVVVDVSHE
HODWLNGKEY
KNQVSLTCLV
LTVDKSRWQO

GVHTFPAVLQ
ERKCCVECPP
DPEVQFNWYV
KCKVSNKGLP
KGEFYPSDIAV
GNVFSCSVMH

SSGLYSLSSV
CPAPPVAGPS
DGVEVHNAKT
APIEKTISKT
EWESNGQPEN
EALHNHYTOK

VIVPSSNFGT
VEFLFPPKPKD
KPREEQEFNST
KGQPREPQVY
NYKTTPPMLD
SLSLSPGK

HEHQI1 : BRI m /v 2 I Bk HEHN29S « BESHAE A ; HEHK448 : M7 oy v

LEHC213 — HEHC136,
H#HC231 — HEHC231
L#HC213 — HEHC136,

HEHC224 — HEHC224, HEHC225 - HENC225, HEHC228 - HEHC228,
CHER Y AL T 4 RS
LA4C213 — HENC224, HESC136 — HANC224, HEHC225 — HENC225,

H#HC228 — HEHC228, HEHC231 —HEHC231 : $HEI AV 7 ¢ iR,

E

LEHC213 — HEHC224,

R &

TR PEHOHEEHE

i3

Fuc

HEHC136 — HEHC225, HEHC228 — HEHC228, HEHC231 — HEHC231

GlcNAc — Man \
Galw{ Man — GlcNAc — GIcNAc
GlcNAc — Man /

Co400Ho844N1732010028s52 (Z > /N7 B Sy, 4 AE8H)
H #4 C2199H3330N 5050667521
L #4 Cio01His39N2710320Ss

B AT 4
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TEAL2 TN, b MAREEMEY oSERE AR T (TSLP) 12 2 Bis iz & b 1gG2 £/ 7 v —
FAHKRTH D, TEIL~=T L, Fr A =— AL AX—PIHEIC LW EEAE SN S, TE~L~< 71T,
M8 EDT I/ FEFRIEN D22 HEH (12 85) 2 KRR U4 DT 2 /RN L7225 L O 8) 2 A TH
REANDHES X7 E Gy K 147,000) THD.

Tezepelumab is a recombinant human IgG2 monoclonal antibody against human thymic stromal lymphopoietin (TSLP).
Tezepelumab is produced in Chinese hamster ovary cells. Tezepelumab is a glycoprotein (molecular weight: ca.
147,000) composed of 2 H-chains (y2-chains) consisting of 448 amino acid residues each and 2 L-chains (A-chains)

consisting of 214 amino acid residues each.
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BHEFE S 301-3-B12
JAN (AR%) :77uasF=7
JAN (3£ 4) : Abrocitinib

C14H21N5028

N-{Cis-3-[ A F/L(TH-E'r u23-d|t') IV 4-A /)T I /7 a7 F Ay ra/Nv - ARy 7 IR

N-{cis-3-[Methyl(7H-pyrrolo[2,3-d]pyrimidin-4-yl)amino]cyclobutyl } propane-1-sulfonamide
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ik 5 301-3-B13
JAN (HARA) : ~SRR T AZ v MR
JAN (£ 4) : Pevonedistat Hydrochloride

C21H25N504S ¢ HCI

AT 7 2 UBER[(1S,25,4R)-4-(4-{[(1S)-2,3-2 & Fu-lH-A T »-1-A VT 2/ }-TH-Eur23de’) I ¥
VT4 W)2-E Raxv v rsaXReF AT —iGRE

[(1S,2S,4R)-4-(4-{[(1S)-2,3-Dihydro-1H-inden-1-yl]Jamino }-7H-pyrrolo[2,3-d]pyrimidin-7-yl)-
2-hydroxycyclopentyl]methyl sulfamate monohydrochloride
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HekEE s 301-4-B3
JAN (AA%) S FT7R7 7A7y (BIEFHEIRZ)
JAN (€ #4) : Pabinafusp Alfa (Genetical Recombination)

TR BRSO ANV T 4 RiES

A Y

DIVMTQTPLS
LLIYKVSNRF
WTEFGQGTKVE
VOWKVDNALQ

VTHQGLSSPV

B #4
EVOLVQSGAE

IYPGGDYPTY

NYDEVAYWGQ

LSVTPGQPAS

SGVPDRFESGS

IKRTVAAPSV

SGNSQESVTE

TKSEFNRGEC

VKKPGESLKI
SEKFKVQVTI

GTLVTVSSAS

IS?RSSQSLV

HSNGNTYLHW

YLOKPGQSPQ

GSGTDFTLKI
FIFPPSDEQL

ODSKDSTYSL

S?KGSGYSFT

SRVEAEDVGV

KSGTASVVCL

SSTLTLSKAD

NYWLGWVRQOM

YY&SQSTHVP
LNNFYPREAK

YEKHKVYACE

PGKGLEWMGD

SADKSISTAY

TKGPSVEPLA

LOWSSLKASD

PSSKSTSGGT

TAMYY&ARSG

AALG?LVKDY

FPEPVIVSWN
CNVNHKPSNT
TLMISRTPEV
YRVVSVLTVL
TLPPSRDELT
SDGSFFLYSK
SETQANSTTD
NAFAQQOAVCA

NGYVTMSVGK

SGALTSGVHT
KVDKKVEPKS
TCVVVDVSHE
HODWLNGKEY
KNQVSLTCLV
LTVDKSRWQQ
ALNVLLIIVD
PSRVSFLTGR

VFHPGISSNH

FPAVLOSSGL
CDKTHTCPPC
DPEVKENWYV
KCKVSNKALP
KGFYPSDIAV
GNVEFSCSVMH
DLRPSLGCYG
RPDTTRLYDF

TDDSPYSWSFE

YSLSSVVTVP
PAPELLGGPS
DGVEVHNAKT
APIEKTISKA
EWESNGQPEN
EALHNHYTQK
DKLVRSPNID
NSYWRVHAGN

PPYHPSSEKY

SSSLGTQTYT
VFLEFPPKPKD
KPREEQYNST
KGOPREPQVY
NYKTTPPVLD
SLSLSPGKGS
QLASHSLLFQ
FSTIPQYFKE

ENTKT?RGPD

GELHANLL&P
HKPHIPFRYP
VOALNISVPY
STIIAFTSDH

KLEFPYLDPED

VDVLDVPEGT
KEFQKLYPLE
GPIPVDFQRK
GWALGEHGEW

SASQLMEPGR

LPDKQSTEQA
NITLAPDPEV
IRQSYFASVS
AKYSNFDVAT

QSMDLVELVS

IQLLEKMKTS
PDGLPPVAYN
YLDTQVGRLL
HVPLIFYVPG

LEPTLAGLAG

ASPFFLAVGY
PWMDIROQRED
SALDDLQLAN
RTASLPEAGE

LQVPPR?PVP

SFHVEL&REG
NSDKPSLKDT

DSDPLODHNM

KNLLKHFRER
KIMGYSIRTI

YNDSQGGDLF

DLEEDPYLPG
DYRYTVWVGFE

QLLMP

NPRELIAYSQ

NPDEFLANFE'S

YPRPSDIPQW

DIHAGELYFEFV
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B#{C509 : ARV VT T BEHN298, B #H N456, B #H N540, B #{N569, B #H N671,

B #4N750, B #{N938, B & N962 : FESES

A$C219-B 8 C221, BE{ C227-B#H €227, B C230-B# C230 : VANV T 4 FiEH

o PEH OHEEME

Fucg,
GlcNAc-Man |

Man-GlcNAc-GIcNAc
GIcNAc-Man/

Fucol1

Gal-GlcNAc-Man, |
NeuAc, , Man-GlcNAc-GlcNAc

GaI-GIcNAc-Man/

GaI-GIcNAc\ Fuco,
NeuAc /Man |
23 | Gal-GIcNAc Man-GlcNAc-GlcNAc
Gal-GIcNAc-Man 4
GIcNAc\
/Man Fucy,
GlcNAC Man-GIcNAC-GIcNAC
GIcNAc\ .
/Man
GIlcNAC
GaI-GIcNAc\
) Man Fucol1
I-GIcNA
NeuAc,, Gal-GlcNAc Man-GlcNAc-GlcNAc
GaI-GIcNAc\ Y
Y Man
Gal-GIcNAc
Man
PO AN
(M )12 Man-GIlcNAc-GIcNAc
ANz-as Man
X

ol

Al

\ /} HREFFSURT) UREEKRK
T 1 }
B#i{

Er XOVER2-ANT7E—E

B #4 N705,
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Ci1906H18168N312003616S70 (& > 737 EE Sy, 4 RKEH)
A ${  CrossH1642N2550339S6
B #H  CasosH7446N127201469S29

NREFT7RAT TAT770E, b Mk R RS0 A7 2 ) UZRIKE ) 7 a—F A HER e b A e v
BR-2-ANT 7 2 —EBND R DB M BAHE 2 o "8 (4 F& - £ 300,0000 ThHDH. NEFT7 2R
7 TNT L, TR A S ANLALZ—IEMRIC KV EEASND. NEFT AT TAT 7, 219
DT I BIRIEN G D A2 ARLE, 975 EOT I RN G L B2 AN D. 20 AT, T
E NIRRT URFERGUEO L c8) 2570, 7220 BEHOD 1~448, 449~450, K451
~975FBIX, FnEhHie P TR T 2 U URBFIREURO HE (y18H) , Vo —, KO'e A Xm
VEBDQ-ANT 7 X —E N5,

Pabinafusp Alfa is a recombinant fusion glycoprotein (molecular weight: ca. 300,000) composed of humanized anti-
human transferrin receptor monoclonal antibody and human iduronate-2-sulfatase. Pabinafusp Alfa is produced in
Chinese hamster ovary cells. Pabinafusp Alfa is composed of 2 A-chains consisting of 219 amino acid residues each
and 2 B-chains consisting of 975 amino acid residues each. The A-chain is the L-chain (k-chain) of the anti-
human transferrin receptor antibody, and the amino acid residues at positions 1-448, 449—450, and 451-975 in the B-
chain are composed of the H-chain (y1-chain) of the anti-human transferrin receptor antibody, a linker, and human

iduronate-2-sulfatase, respectively.
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BERTES5 301-4-B4
JAN (AA%) '~ hF=7
JAN (I€ #4) : Selpercatinib

C20H31N703

6-2-E KB F 3 2-2AF LT aHRF ) 4(6-{6-[(6-A FFLEY U3 ANAFN]36-VTF L1
BLIANT X3 A E Y U3 MET Y a[l5-alt ) Vr3-HLR= b L

6-(2-Hydroxy-2-methylpropoxy)-4-(6-{6-[(6-methoxypyridin-3-yl)methyl]-3,6-diazabicyclo[3.1.1]heptan-
3-yl}pyridin-3-yl)pyrazolo[1,5-a]pyridine-3-carbonitrile
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BekE S 301-4-B5
JAN (HA&4)
JAN (B 4)

TR BRSO ANV T 4 RiES

EVQLVESGGG

INTNGLITKY

SGEFNRGQGTL

FTEFSSFGMSW

TTLYLQMNSL

QLVESGGGLV

TNGLITKYPD

FNRGOQGTLVT VSS
R
HLTNF-oTi HLTNF-odi
(VH) (VH)
HUHSATLIR
(VH")

Ci682H2608N4720538S 12

LVQPGGSLRL

PDSVKGREFTI

VIVSSGGGGS

VROAPGKGLE

AV TV AT (Bin )

: Ozoralizumab (Genetical Recombination)

SQAASGFTFS

DYWMYWVRQA

PGKGLEWVSE

SRDNAKNTLY

GGGSEVQLVE

WVSSISGSGS

LOMNSLRPED

SGGGLVQPGN

DTLYADSVKG

I
TAVYYCARSP

SLRLSCAASG
[

RFTISRDNAK

T
RPEDTAVYYC

QPGGSLRLSC
|

TIGGSLSRSS

AASGFTFESDY

OQGTLVTVSSG

WMYWVRQAPG

GGGSGGGSEV

KGLEWVSEIN

SVKGRFTISR

DNAKNTLYLQ

MNSLRPEDTA

|
VYYCARSPSG

AT Xw 7N, BIEHEEEL —ARH L EREEE ) 7 e —F bR (VH-VH’-VH) ThHY, 1~

115 % B KU 249~363 FH L, ThLht Mufiit MESEEKNT o (TNF-o) Hifko e,

125~239

FHEITE Mefie MiET LT I (HSA) HUROAIEENG2 D, MR ERITVFN S 7~ H
PURICHRT 2. Y T U A= 703, 363 JHOT IV IRENGR D7 NV ETHD.

Ozoralizumab is a recombinant single-chain trivalent bispecific monoclonal antibody (VH-VH’-VH) composed of

variable regions of humanized anti-human tumor necrosis factor o (TNF-o) antibody at positions 1 - 115 and 249 -

363, and a variable region of humanized anti-human serum albumin (HSA) antibody at positions 125 - 239, whose

complementarity-determining regions are derived from heavy-chain antibody from Lama glama. Ozoralizumab is a

protein consisting of 363 amino acid residues.
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BeFE S 301-4-B6

JAN (HA&4)
JAN (3£ 4)

TR BRSO ANV T 4 RiES

L &4

DIQMTQSPSS
ATSLETGVPS
GTKVEIKRTV
DNALQSGNSQ

LSSPVTKSEN

H #4

QVQLVQSGAE
INPYNDGTNY
DTGLWGQGTT
PVTVSWNSGA
DHKPSNTKVD

TPEVTCVVVD
|

U FR AT (Bn TR R)

: Mirikizumab (Genetical Recombination)

LSASVGDRVT
REFSGSGSGTD
AAPSVFIFPP
ESVTEQDSKD

RGEC

VKKPGSSVKV
NEKFKGRVTI
VTVSSASTKG
LTSGVHTFPA
KRVESKYGPP

VSQEDPEVOQF

LTVLHQDWLN
EEMTKNQVSL

LYSRLTVDKS

1
GKEYKCKVSN
TCLVKGFYPS

RWQEGNVESC

ITCKASDHIL
|

KEFLTWYQQKP

FTLTISSLQP
SDEQLKSGTA

STYSLSSTLT

SCKASGYKFT
|

1
EDFATYYCQM

SVVCLLNNFEY
|

GKAPKLLIYG
YWSTPFTFGG

PREAKVQWKV

LSKADYEKHK

RYVMHWVRQA

1
VYACEVTHQG

PGQGLEWMGY

TADKSTSTAY
PSVFPLAPCS
VLQOSSGLYSL
CPPCPAPEAA
NWYVDGVEVH
KGLPSSIEKT
DIAVEWESNG

SVMHEALHNH

MELSSLRSED
RSTSESTAAL
SSVVTVPSSS
GGPSVFLFPP
NAKTKPREEQ
ISKAKGQPRE
QPENNYKTTP

YTOKSLSLSL

HE QI : #i/mMie e 7L 2 W ; H 85 N292 - BEEHAS &

L84 C214—H 84 C129, H${ C221—H #{ C221, H 4 C224—H £4 C224 :

Fuc

T2 D HE TR
GIcNAc-Man \
Galg 1
GIcNAc-Man 4

|
Man-GIlcNAc-GIcNAc

Cas0HosoN 168602004845 (& ¥ 737 EHERSy, 4AEH)
HEH (:2152}{3321TJ573()67OS17
L84 Ci03sH1604N270033,57

TAVYY&ARNW
GCLVKDYFPE
LGTKTYTCNV
KPKDTLMISR
FNSTYRVVSV
POVYTLPPSQ
PVLDSDGSFEF

G

VAT 4 FiEE
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RV F AT, BIETHBEXE MEE/ 78 —TF Kk THY, T AL M X —1 4 F 2230
(p19) FUEROMMMERER, & h 7 L—ATU—Z &L b 1gG4 DEFEN G225, H#EHD 223, 229 &
W20 FEOT R JBERKIT, FNEN Pro, Ala XN Al IZEBINTEY, CEEHD Lys [ErEINT
W5 RUFATTE, FrA =—ANLAZ—JIRMIC LV EAIND. T YF AT, 41 DT
BRI S R D H (4 80 2 ARVN24 DT 2 VBRI G2 D L (k) 2 K TR SN D
B2 R 78 (1R K9 147,000) THD.

Mirikizumab is a recombinant humanized monoclonal antibody composed of complementarity-determining
regions derived from mouse anti-human interleukin-23o (p19) monoclonal antibody, human framework regions and
human IgG4 constant regions. In the H-chain, the amino acid residues at positions 223, 229 and 230 are substituted
by Pro, Ala and Ala, respectively, and C-terminal Lys is deleted. Mirikizumab is produced in Chinese hamster ovary
cells. Mirikizumab is a glycoprotein (molecular weight: ca.147,000) composed of 2 H-chains (y4-chains) consisting of

441 amino acid residues each and 2 L-chains (k-chains) consisting of 214 amino acid residues each.
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HecEE S 301-4-B7
JAN (ARARA)  ZFT7nh~7 (BIETH#Z)
JAN (€ #4) : Lanadelumab (Genetical Recombination)

TR BRSO ANV T 4 RiES

L 84

DIQOMTQSPST
ASTLESGVPS
TKVEIKRTVA
NALQSGNSQE
SSPVTKSFENR

EVQLLESGGG
IYSSGGITVY
IGVPRRDEFD
VKDYFPEPVT

LSASVGDRVT
REFSGSGSGTE
APSVFIFPPS
SVTEQDSKDS
GEC

LVQPGGSLRL
ADSVKGRETI
IWGQGTMVTV
VSWNSGALTS

IT?RASQSIS

SWLAWYQOQOKP

FTLTISSLQP
DEQLKSGTAS
TYSLSSTLTL

S?AASGFTFS

1
DDFATYYCQQ
VVCLLNNEYP
SKADYEKHKV

HYIMMWVRQA

GKAPKLLIYK
YNTYWTEGQG
REAKVQWKVD
YACEVTHQGL

PGKGLEWVSG

SRDNSKNTLY
SSASTKGPSV
GVHTFPAVLQ

LOMNSLRAED
FPLAPSSKST
SSGLYSLSSV

1
TAVYYCAYRR
SGGTAALGCL
VIVPSSSLGT

QTYIéNVNHK
KPKDTLMISR
YNSTYRVVSV
POVYTLPPSR
PVLDSDGSFEF
G

PSNTKVDKRV
TPEVTCVVVD
LTVLHQDWLN
EEMTKNQVSL
LYSKLTVDKS

EPKSCDKTHT
VSHEDPEVKEF
GKEYKCKVSN
TCLVKGEYPS
RWQOGNVESC

CPPCPAPELL
NWYVDGVEVH
KALPAPIEKT
DIAVEWESNG
SVMHEALHNH

H#EL : #i0en 702 2 g HEIN302 : B S

L&A C213-H &1 C225, HEH C231 —H L C231, HEIC234-HE C234 : AL 7 4 Ffic

TR PEHDOHEEHE

GlcNAc — Man
Galw{ N
GlcNAc — Man /

i

Fuc

Man — GlcNAc — GlcNAc

Coa6sH10016N172802012848 (F > /N7 EEH Sy, 4 A8
H 8 Ca00H3414N5000671S13
L#4 Cio3aH1508N274033556

GGPSVFLEFPP
NAKTKPREEQ
ISKAKGQPRE
QPENNYKTTP
YTQKSLSLSP

TFTNA=TIE, B MISED U 7 LA AT A TR A B N 1gGlL B V7 n—F AHUATH Y, HEH

C RIiD Lys IIBRESINTWD. TFT AT, FrA =—ANAAX—PIRMBIZ I EAESNS.

TFTNA=TUE, 45107 X 7 BEREN O HEH (1 80 2 K&, 21307 X 7 Bk b7e D L
(k) 2 KT SN DBEY )08 (& : £9149,000)0 Th 5.
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Lanadelumab is a recombinant human IgG1 monoclonal antibody against human plasma kallikrein, whose C-terminal
Lys is deleted in the H-chain. Lanadelumab is produced in Chinese hamster ovary cells. Lanadelumab is a glycoprotein
(molecular weight: ca. 149,000) composed of 2 H-chains (y1-chains) consisting of 451 amino acid residues each and 2

L-chains (k-chains) consisting of 213 amino acid residues each.
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32 TAXIEIHREE

325 E% (NBI-98854 Ditosylate, | NGTHNGTGTNGEGNG)

R ARES B4 kL SREROE | | SOEAT /s

» 3 ! (BN @)

3.2.S.1 General Information

3.2.8.1.1 Nomenclature [NBI-98854 Ditosylate, | NGcTcTcE_zNNzN| — — FEAM

32.58.1.2 Structure [NBI-98854 Ditosylate, | KGN — - A

3.2.8.13 General Properties [NBI-98854 Ditosylate,_] 2l$’\“ﬂ.$ WS- AT

3.2.S.2 Manufacture

32.82.1 Manufacturer(s) [NBI-98854 Ditosylate, | KGcTcINzNG; — - A

32822 Descri t1;)n of Manufacturing Process and Process Controls [NBI-98854 Dltosylate,_ ﬂ ) (. i Widh ST 0l

32.823 Control of Materials [NBI-98854 Ditosylate, | TN 2i$~2tl i st A

3.2.8.2.4 Controls of Critical Steps and Intermediates [NBI-98854 Ditosylate,_] Z(IENZ(IE N A

3.2.8.2.5 Process Validation and/or Evaluation [NBI-98854 Ditosylate, _] 2(. ENZ(.E AN A

3.2.8.2.6 Manufacturing Process Development [NBI-98854 Ditosylate,_] ZiENZ(IE N A

3.2.S.3 Characterisation

3.2.8.3.1 Elucidation of Structure and other Characteristics [NBI-98854 Ditosylate, _] 2 ENZ(.E WS- ST
2 ~ ; =
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53.1.1-1 NBI-98854-1204 A Phase 1, Open-Label, Two-Cohort, Single Dose M.ﬂﬁ Neurocrine 2% 2
Study to Assess the Mass Balance, Route of Biosciences, Inc.
Elimination, and Metabolic Profile of [ 14C]-Labeled G5t
NBI-98854 and Absolute Bioavailability of NBI-
98854 in Healthy Male Volunteers
5.3.1.1-2 NBI-98854-1504 A Phase 1, Randomized, Open-Label, Two-Cohort, |2 aﬁ NZ(. Neurocrine BE H
Two-Period Crossover Study to Evaluate the A Biosciences, Inc.
Bioequivalence of Two NBI-98854 Capsule (@5t)
Formulations and the Effect of Food on NBI-98854
Pharmacokinetics in Healthy Adult Subjects
53.1.2 HEBAMBREUAYENEIFE (BE) MEBRBEE
R ot 22 ) 3 2 . = AERR 15 &/ HIAET
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5.3.1.2-1 NBI-08854-1602  |A Phase 1, Randomized, Open-Label, Two-Period |20l A ~2d [Neurocrine %5 L
Crossover Study to Evaluate the Bioequivalence of A Biosciences, Inc.
Two NBI-98854 Capsule Formulations in Healthy (E5%)
Adult Subjects
5.3.1.3 InVitro—In VivoD B #1251 L - HBRBEE
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5.3.1.4-1 142088 Validation of a Method for the Determination of i’*a H NZG BR[0T
NBI-98782 and NBI-98854 in Human Plasma (K, A (fgh)

EDTA) by Liquid Chromatography-tandem Mass
Spectrometry (LC-MS/MS)

5.3.1.4-2 142988 Validation of a Method for the Determination of z*a A ~2EI_ FEATh
Ggsh)

=

5.3.1.4-3 1400319 Partial Validation of a Method for the Determination
of NBI-98854, NBI-98782 and NBI-136110 in
Human Plasma (K, EDTA) by Liquid
Chromatography-Tandem Mass Spectrometry (LC-
MS/MS)

5.3.1.4-4 1400548 Partial Validation of a Method for the Determination |2
of NBI-98854, NBI-98782 and NBI-136110 in
Pediatric Human Plasma (K, EDTA) by Liquid

NBI-98854, NBI-98782 and NBI-136110 in Human H
Gfgst)
Chromatography-Tandem Mass Spectrometry (LC-

Plasma (K, EDTA) by Liquid Chromatography-
"—
I s
MS/MS)

tandem Mass Spectrometry (LC-MS/MS)
5.3.1.4-5 1401525 Partial Validation of a Method for the Determination |2 EIH ~2a M
of NBI-98854, NBI-98782 and NBI-136110 in A I
Human Plasma (K, EDTA) by Liquid

Chromatography-Tandem Mass Spectrometry (LC-
MS/MS)

53.1.4-6 1401666 Partial Validation of a Method for the Determination |20l %1 ~2dl} SR
of NBI-98854, NBI-98782 and NBI-136110 in A I

Human Plasma (K,EDTA) by Liquid
Chromatography-Tandem Mass Spectrometry (LC-
MS/MS)

53.14-7 82/004V Validation of a Quantitative Method for the HPLC z*ﬁ Tl T 0 5
and AMS Analysis of [14C]-NBI-98854 in Human H
Plasma (K,EDTA)

28




5.3.1.4-8 1401527 Validation of a Method for the Determination of ;?aﬁ ~2C. B i L
NBI-98854, NBI-98782 and NBI-136110 in Human A GE4L)
Urine by Liquid Chromatography-Tandem Mass
Spectrometry (LC-MS/MS)
5.3.1.4-9 .1 5 12’ Validation of a Bioanalytical Method for the ;?aﬁ NZ(.—F A
Determination of MT-5199 and its metabolites (NBI- A (EW)
98782 and NBI-136110) in Human Plasma using
LC/MS/MS
5.3.1.4-10 .1701’ Partial Validation of a Bioanalytical Method for the .’;jaﬁ NZ(.—F B2 g
Determination of MT-5199 and its metabolites (NBI- A (EW)
98782 and NBI-136110) in Human Plasma using
LC/MS/MS (I.S. change)
5.3.1.4-11 .1 513(. Validation of a Bioanalytical Method for the ,;jaﬁ NZ(.—F B 3
Determination of MT-5199 and its metabolites (NBI- A (EW)
98782 and NBI-136110) in Human Urine using
LC/MS/MS
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5.3.2.1-1 277N-1102 Determination of Inn Vitro Protein Binding of NBI- ;?HH ’\'2'- (¥E4%) FFAfh L
(4.223-1£@L) 98854 in CD-1 Mouse, Sprague Dawley Rat, New A
Zealand White Rabbit, Beagle Dog, and Human
Plasma Using Ultrafiltration, and Determination of
In Vitro Blood/Plasma Partitioning of NBI-98854 in
Human Whole Blood
5.3.2.1-2 277N-1101 Determination of In Vifro Protein Binding of NBI- - (g5t) B i3

98782 in Mouse, Rat, Rabbit, Dog, and Human
Plasma Using Equilibrium Dialysis, and
Determination of In Vifro Blood/Plasma Partitioning
of NBI-98782 in Human Whole Blood
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5.3.2.2-1 NBI-98854-1302 A Phase 1, Open-Label Study to Assess the Effect of i’?aﬁ NZ(. Neurocrine 2% 22
Ketoconazole on the Pharmacokinetics of NBI- A Biosciences, Inc.
98854 in Healthy Subjects (@5t)
5.3.2.2-2 NBI-98854-1502 A Phase 1, Open-Label, One-Sequence Crossover ;*aﬁ ~2(. Neurocrine BE A
Study to Assess the Effect of Rifampin on the A Biosciences, Inc.
Pharmacokinetics of NBI-98854 in Healthy Subjects (E54)
5.3.2.2-3 NBI-98854-1503 A Phase 1, Open-Label, One-Sequence Crossover Z(IHH Neurocrine BE H
Study to Assess the Effect of NBI-98854 on the Biosciences, Inc.
Pharmacokinetics of Digoxin in Healthy Subjects (g5t)
5.3.2.24 NBI-98854-1507 A Phase 1, Open-Label, One-Sequence Crossover 2(.%)3 Neurocrine 2% HE
Study to Assess the Effect of NBI-98854 on the Biosciences, Inc.
Pharmacokinetics of Midazolam in Healthy Subjects (Hgst)
5.3.2.2-5 NBI-98854-1703 A Phase 1, Open-Label, One-Sequence Crossover Neurocrine BE A

Study to Assess the Effect of Paroxetine, a Strong
CYP2D6 Inhibitor, on the Pharmacokinetics of
Valbenazine in Healthy Subjects

;*?ﬁ ~d

Biosciences, Inc.

(E54)
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5.3.2.3-1 .-98854-001-MT In vifro Permeability and Metabolic Stability of NZ(.Q A Neurocrine B i L
1(4.2.2.2-1£[FL) NBI-98854 and NBI-98782 Biosciences, Inc. (¥
)
5.3.2.3-2 .-988 54-002-MT |Characterization of Metabolites of NBI-98854 In NZ(.aH Neurocrine B i
(4.2.2.4-2¢[FIL) Vivo and In Vitro Biosciences, Inc. (¥
)
5.3.2.3-3 .-988 54-002-MT  |In vifro Metabolism and Drug-Drug Interaction NZ(.H A Neurocrine B i
(4.2.2.6-1&[AIL) Studies of NBI-98854 and NBI-98782 Biosciences, Inc. (Y
)
5.3.2.3-4 .-98854-001-MT Evaluation of the potential for CYP Inhibition and NZ(.aH Neurocrine B kR
(4.22.6-2LEL) Induction by NBI-136110, a metabolite of NBI- Biosciences, Inc. (Jf&
98854 in Humans 40
53.2.3-5 | BT In Vitro Evaluation of NBI-98854, NBI-98782 and %‘!aﬁ ~2 _ B i3
(4.2.2.6-3£[EL) NBI-136110 as Inhibitors of CYP2B6, CYP2C8 and A (¥E5%)
CYP2EI1 in Human Liver Microsomes
5.3.2.3-6 -01 1- Assessment of NBI-98854, NBI-98782 and NBI- B i
(4.2.2.6-7L[EIL) 034 136110 as inhibitors of human BCRP, P-gp, OATI,
OAT3, OCT2, OATP1BI1 and OATP1B3 mediated
transport.
5.3.2.3-7 -3088 In Vitro Evaluation of NBI-98854 and NBI-98782 as #FAfh HE
[(4.2.2.6-4L[FL) Inducers of Cytochrome P450 Expression in
Cultured Human Hepatocytes
5.3.2.3-8 -1813. In Vitro Evaluation of NBI-98854 and NBI-98782 as |, B i
(4.2.2.6-6X[AIL) a Substrate of OATP1B1 and OATP1B3
5.3.2.3-9 -1775. Assessment of NBI-98854, NBI-98782 and NBI- B 3
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Function and Severe Renal Impairment
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5.3.3.3-1 NBI-98854-1102 A Phase 1, Randomized, Open-Label, Three- ;!aﬁ ~2<. Neurocrine BE 5
Treatment-Period Study to Evaluate the A Biosciences, Inc.
Pharmacokinetics, Relative Bioavailability, and (¥E44)
Safety of Two Different NBI-98854 Formulations
and the Effect of Food on the Pharmacokinetics of a
Capsule Formulation in Healthy Adult Subjects and
an Evaluation of the Pharmacokinetics and Safety of
an NBI-98854 Capsule Formulation in Healthy
Elderly Subjects
5.3.3.3-2 NBI-98854-1303 A Phase 1 Study to Evaluate the Safety, Tolerability, ;!aﬁ ~2(. Neurocrine BE )
and Pharmacokinetics of a Single Dose of NBI- A Biosciences, Inc.
98854 in Subjects with Mild, Moderate, or Severe (¥E44)
Hepatic Insufficiency
5.3.3.3-3 NBI-98854-1701 A Phase 1 Study to Evaluate the Safety and ;jaﬁ ~2(. Neurocrine 5% H
Pharmacokinetics of a Single Dose of Valbenazine A Biosciences, Inc.
(NBI-98854) in Subjects with Normal Renal (E5t)
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5.3.3.5-1 >l Px-056 POPULATION % E BB 5% A
PHARMACOKINETICS,EXPOSURE-EFFICACY |(#R&EEERA)
AND EXPOSURESAFETY ANALYSIS OF NBI-
98854 INDICATED FOR THE TREATMENT OF (E5t)
TARDIVE DYSKINESIA
5.3.3.5-2 MTPC-PMX-NBI- |Abbreviated Modeling and Simulation Report Z(IQEI H - 5% 3
98854-2155 POPULATION PHARMACOKINETIC AND (EEERR) |Gt
EXPOSURE-RESPONSE ANALYSIS OF
VALBENAZINE FOR JAPANESE SUBJECTS
534 EREKENF (PD) HEBRBEE
534.1 REHERECH T HPDRERR UPK/PDRERIRE =
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5.3.4.1-1 NBI-98854-1401 A Phase 1, Randomized, Single-Dose, Double-Blind, ;!aﬂ ~2(. Neurocrine #Hi H
Crossover, Placebo- and Moxifloxacin-Controlled A Biosciences, Inc.
Study to Evaluate the Effect of NBI-98854 on (E5t)
Cardiac Repolarization in Healthy Adult Subjects
5.3.4.1-2 NBI-98854-1301 A Phase 1, Double-Blind, Randomized, Placebo- Zlaﬁ Neurocrine B2 )
Controlled, Single-Dose Study to Evaluate the Biosciences, Inc.
Safety. Tolerability, and Pharmacokinetics of NBI- (E5)
98854
5.3.4.1-3 NBI-98854-0901 A Phase I, Double-Blind, Randomized, Placebo- Neurocrine i "

Controlled, Single- and Multiple-Dose Study to
Evaluate the Safety, Tolerability, and
Pharmacokinetics of NBI-98854 in Healthy Men
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Biosciences, Inc.
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5.3.5.1-2 NBI-98854-1101 A Phase 2, Double-Blind, Randomized, Placebo- 20114£9H ~2012 |Neurocrine BE
Controlled, Two-Period Crossover Study to Evaluate |42 H Biosciences, Inc.
the Efficacy and Safety of NBI-98854 for the (@5t)
Treatment of Tardive Dyskinesia in Subjects with
Schizophrenia or Schizoaffective Disorder

5.3.5.1-3 NBI-98854-1201 A Phase 2, Randomized, Double-Blind, Placebo- 2012410 A ~2013 |Neurocrine BE L
Controlled Study to Assess the Efficacy and Safety [4£10H Biosciences, Inc.
of NBI-98854 for the Treatment of Tardive (€i:249)
Dyskinesia in Subjects with Schizophrenia or
Schizoaffective Disorder

5.3.5.1-4 NBI-98854-1202 A Phase 2, Randomized, Double-Blind, Placebo- 2013424 ~2013 |Neurocrine BZ L
Controlled, Dose Titration Study to Assess the F128 Biosciences, Inc.
Safety, Tolerability. and Efficacy of NBI-98854 for (E54)
the Treatment of Tardive Dyskinesia

5.3.5.1-5 NBI-98854-1304 A Phase 3, Randomized, Double-Blind, Placebo- 2014411 H ~2016 |Neurocrine BE ﬁ
Controlled, Parallel, Fixed-Dose Study to Assess the |48 H Biosciences, Inc.
Efficacy, Safety, and Tolerability of NBI-98854 for (E5t)
the Treatment of Tardive Dyskinesia

5.3.5.1-6 NBI-98854-TD4001 |A Phase 4, Randomized, Double-Blind, Placebo- 2018%£9H ~2019 |Neurocrine BE
Controlled Study to Evaluate the Potential for F5H Biosciences, Inc.
Clinical Dependence and Withdrawal Symptoms (@5t)
Associated with Valbenazine

5.3.5.1-7 NBI-98854-TD4002 |A Phase 4, Double-Blind, Placebo-Controlled, 201943 H ~2020 |[Neurocrine BE i
Randomized Withdrawal Study to Evaluate the 14 Biosciences, Inc.
Persistence of Effect and Safety of Valbenazine for (€249

the Treatment of Tardive Dyskinesia
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5.3.5.2-1 NBI-98854-1001 A Phase 2, Open-Label, Dose Titration Study to 2011428 ~2011 |Neurocrine ﬁg i
Evaluate the Efficacy and Safety of NBI-98854 for |44 A Biosciences, Inc.
the Treatment of Tardive Dyskinesia in Subjects with (¥E4t)
Schizophrenia or Schizoaffective Disorder
5.3.5.2-2 NBI-98854-1402 A Phase 3, Open-Label, Safety and Tolerability 2015554 H ~2017 |Neurocrine BE L
Study of NBI-98854 for the Treatment of Tardive #3H4 Biosciences, Inc.
Dyskinesia (vEst)
5.3.5.2-3 NBI-98854-1506 Open-Label Rollover Study for Continuing 201646 H ~2017 |Neurocrine BE L
Valbenazine (NBI-98854) Administration for the 6 H Biosciences, Inc.
Treatment of Tardive Dyskinesia (E5t)
5353 BHOHBREZHE TRITLIBEE
RIANES |  HBES 54 R spmEam | SO sy | HE [ FRRS
25 T
53.53-1 INTEGRATED SUMMARY OF EFFICACY ?(.H—. H  |Neurocrine BE [
NBI-98854 (VALBENAZINE TOSYLATE) E1ERH)  |Biosciences, Inc.
({5t)
5.3.5.3-2 INTEGRATED SUMMARY OF SAFETY 7(.a—. H Neurocrine BE L
NBI-98854 (VALBENAZINE TOSYLATE) E1ERH)  |Biosciences, Inc.
(H54)
5.3.5.3-3 120-DAY SAFETY UPDATE 2(.@?. H  |Neurocrine 2% HE
NBI-98854 (VALBENAZINE TOSYLATE) (HBEEZEIERRA)  |Biosciences, Inc.
(¥54)
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5.3.5.3-6

SIM/MIT/4/A

DEVELOPMENT OF A PBPK MODEL FOR MT-
5199/NBI-98854 AND ITS ACTIVE
METABOLITE NBI-98782 WITH THE SIMCYP
POPULATION-BASED SIMULATOR AND
SUBSEQUENT EVALUATION OF DDI
LIABILITY AS A VICTIM OF CYP3A4 AND
CYP2D6

G CEE |

(54)

5.3.5.3-7

ADDENDUM
SIM/MIT/4/A

DEVELOPMENT OF A PBPK MODEL FOR MT-
5199/NBI-98854 AND ITS ACTIVE
METABOLITE NBI-98782 WITH THE SIMCYP
POPULATION-BASED SIMULATOR AND
SUBSEQUENT EVALUATION OF DDI
LIABILITY AS A VICTIM OF CYP3A4 AND
CYP2D6

%

M7 |l

(E54)

5.3.5.3-8

ADDENDUM?2
SIM/MIT/4/A

DEVELOPMENT OF A PBPK MODEL FOR MT-
5199/NBI-98854 AND ITS ACTIVE
METABOLITE NBI-98782 WITH THE SIMCYP
POPULATION-BASED SIMULATOR AND
SUBSEQUENT EVALUATION OF DDI
LIABILITY AS A VICTIM OF CYP3A4 AND
CYP2D6
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5.3.6-1 INGREZZA® 20174F4H ~2017 |Neurocrine 5% #
(valbenazine) capsules, for oral use FTH Biosciences, Inc.
NDA 209241 (E5h)
Periodic Adverse Drug Experience Report
11 April 2017 to 10 July 2017
5.3.6-2 INGREZZA® 201747 H ~2017 |Neurocrine 5% pi3
(valbenazine) capsules, for oral use F10H Biosciences, Inc.
NDA 209241 (54
Periodic Adverse Drug Experience Report
11 July 2017 to 10 October 2017
5.3.6-3 INGREZZA® 20174510 H ~2018 [Neurocrine S i
(valbenazine) capsules, for oral use F1H Biosciences, Inc.
NDA 209241 (5t
Periodic Adverse Drug Experience Report
11 October 2017 to 10 January 2018
5.3.6-4 INGREZZA® 201841 H ~2018 |Neurocrine 5% pi3
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Periodic Adverse Drug Experience Report
11 April 2018 to 10 July 2018
5.3.6-6 INGREZZA® 201847 H ~2018 |Neurocrine 5% pi3
(VALBENAZINE) CAPSULES, FOR ORAL USE |10 Biosciences, Inc.

NDA 209241

PERIODIC ADVERSE DRUG EXPERIENCE
REPORT

11 JULY 2018 THROUGH 10 OCTOBER 2018
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5.3.6-7 Ingrezza® 2018410 H ~2019 |Neurocrine 5%
(Valbenazine) Capsules, For Oral Use F1H Biosciences, Inc.
NDA 209241 ()
7t Quarterly Periodic Adverse Drug Experience
Report
11 October 2018 Through 10 January 2019
5.3.6-8 Ingrezza® 201941 H ~2019 |Neurocrine S
(Valbenazine) Capsules, For Oral Use F4H Biosciences, Inc.
NDA 209241 (E5h)
g™ Quarterly Periodic Adverse Drug Experience
Report
11 January 2019 Through 10 April 2019
5.3.6-9 Ingrezza® 201944 H ~2019 |Neurocrine 5%
(Valbenazine) Capsules, For Oral Use FTH Biosciences, Inc.
NDA 209241 ()
9t Quarterly Periodic Adverse Drug Experience
Report
11 April 2019 Through 10 July 2019
5.3.6-10 Ingrezza® 201947 H ~2019 |Neurocrine P
(Valbenazine) Capsules, For Oral Use F104 Biosciences, Inc.
NDA 209241 (E5h)
10" Quarterly Periodic Adverse Drug Experience
Report
11 July 2019 Through 10 October 2019
5.3.6-11 Ingrezza® 2019410 H ~2020 |Neurocrine 5%
(Valbenazine) Capsules, For Oral Use F1H Biosciences, Inc.

NDA 209241

11™ Quarterly Periodic Adverse Drug Experience
Report

11 October 2019 Through 10 January 2020
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5.3.6-12 Ingrezza® 202041 H ~2020 [Neurocrine BE 3
(Valbenazine) Capsules, For Oral Use FaH Biosciences, Inc.
NDA 209241 (st
12® Quarterly Periodic Adverse Drug Experience
Report
11 January 2020 Through 10 April 2020
5.3.6-13 INGREZZA® 20174£4H ~2017 |Neurocrine 3% HE
(valbenazine) capsules, for oral use 104 Biosciences, Inc.
NDA 209241 ()
Analysis of Hypersensitivity and Dermatological
Reactions
5.3.6-14 INGREZZA® 20174£4H ~2018 |Neurocrine 3% HE
(valbenazine) capsules, for oral use #s5H Biosciences, Inc.
NDA 209241 ()
Analysis of Parkinsonism Events
5.3.6-15 TN DTE ) Fer Rt 7 — 4 (SAE) 2017544 ~2020 |Neurocrine BE T2
F12H Biosciences, Inc.
(Hg5+)
53.6-16 WD IR R 7 — % GBEUE) 201754 ~2020 |Neurocrine 5% L
F12H Biosciences, Inc.
(¥g4+)
5.3.6-17 WBADEREFERHT —% (S—FY=X2)  |201744H ~2020 |Neurocrine BE
124 Biosciences, Inc.
(g51)
5.3.6-18 WA TR FE CHAEBIY AR 2017484 4 ~2020 |HL=ZREHRAE 2% [

#1248

#(EM)
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