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ANNEX I

SUMMARY OF PRODUCT CHARACTERISTICS



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

1. NAME OF THE MEDICINAL PRODUCT
Isturisa 1 mg film-coated tablets

Isturisa 5 mg film-coated tablets

Isturisa 10 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Isturisa 1 mg film-coated tablets

Each film-coated tablet contains osilodrostat phosphate corresponding to 1 mg osilodrostat.

Isturisa 5 mg film-coated tablets

Each film-coated tablet contains osilodrostat phosphate corresponding to 5 mg osilodrostat.

Isturisa 10 mg film-coated tablets

Each film-coated tablet contains osilodrostat phosphate corresponding to 10 mg osilodrostat.

For the full list of excipients, see section 6.1.

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

Isturisa 1 mg film-coated tablets

Pale yellow, round, biconvex bevelled-edge tablets, marked “Y1” on one side and “NVR” on the other
side. Approximate diameter 6.1 mm.

Isturisa 5 mg film-coated tablets

Yellow, round, biconvex bevelled-edge tablets, marked “Y2” on one side and “NVR” on the other
side. Approximate diameter 7.1 mm.

Isturisa 10 mg film-coated tablets

Pale orange brown, round, biconvex bevelled-edge tablets, marked “Y3” on one side and “NVR” on
the other side. Approximate diameter 9.1 mm.



4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Isturisa is indicated for the treatment of endogenous Cushing’s syndrome in adults.
4.2  Posology and method of administration

Treatment should be initiated and supervised by physicians experienced in endocrinology or internal
medicine and with access to the appropriate facilities for monitoring of biochemical responses since
the dose must be adjusted to meet the patient’s therapeutic needs, based on the normalisation of
cortisol levels.

Posology

The recommended starting dose is 2 mg osilodrostat twice daily. For patients of Asian ancestry, a
reduced starting dose of 1 mg twice daily is recommended (see section 5.2).

The dose can be gradually titrated (initially by dose increments of 1 or 2 mg) based on individual
response and tolerability, with the aim to achieve normal cortisol levels. It is recommended that
cortisol levels (e.g. 24-hour urinary free cortisol, serum/plasma cortisol) be monitored every 1-2 weeks
until adequate clinical response is maintained. Thereafter, less frequent monitoring may be considered
as clinically indicated, unless there are reasons for additional monitoring (see sections 4.4 and 4.5).
Increases in dose should not occur more frequently than once every 1-2 weeks and should be guided
by the results of cortisol assessments and by the individual clinical response.

The dose of osilodrostat should be decreased or treatment temporarily interrupted if cortisol levels are
below the lower limit of normal, or if there is a rapid decrease in cortisol levels to the lower part of the
normal range, or if the patient has signs or symptoms suggestive of hypocortisolism (see section 4.4).
Isturisa may be resumed after resolution of symptoms at a lower dose, provided that cortisol levels are
above the lower limit of normal in the absence of glucocorticoid substitution. Management of other
suspected adverse reactions at any time during treatment may also require a temporary dose reduction
or temporary interruption of treatment.

The usual maintenance dose in clinical studies varied between 2 and 7 mg twice daily.
The maximum recommended dose of Isturisa is 30 mg twice daily.

If a dose is missed, the patient should take the prescribed dose at the next scheduled time; the next
dose should not be doubled.

Elderly (65 years or above)

There is no evidence to suggest that dose adjustment is required in patients aged 65 years or above.
However, data on the use of osilodrostat in this population are limited and Isturisa should therefore be
used with caution in this age group.

Renal impairment

No dose adjustment is required for patients with renal impairment (see section 5.2). Urinary free
cortisol (UFC) levels should be interpreted with caution in patients with moderate to severe renal
impairment, due to reduced UFC excretion. Alternative methods for cortisol monitoring should be
considered in these patients.

Hepatic impairment

No dose adjustment is required for patients with mild hepatic impairment (Child-Pugh A). For patients
with moderate hepatic impairment (Child-Pugh B), the recommended starting dose is 1 mg twice
daily. For patients with severe hepatic impairment (Child-Pugh C), the recommended starting dose is
1 mg once daily in the evening, with initial up-titration to 1 mg twice daily (see section 5.2).




Data on use in patients with hepatic impairment is limited. More frequent monitoring of adrenal
function may be required in patients with hepatic impairment during dose titration.

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

Method of administration

Oral use.

Isturisa can be taken with or without food.

4.3 Contraindications

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

Hypocortisolism

Inhibition of cortisol synthesis by osilodrostat has led to hypocortisolism-related events such as
cortisol withdrawal syndrome (symptomatic decrease of cortisol levels, but still above the lower limit
of the normal range) and adrenal insufficiency (cortisol levels below the normal range).

Cortisol levels should be monitored at regular intervals (see section 4.2), since hypocortisolism-related
events can occur at any time during treatment. Additional monitoring is recommended especially
during conditions of increased cortisol demand, such as physical or psychological stress, or during
changes in concomitant medications that may affect osilodrostat exposure (see section 4.5). It is
recommended to use laboratory methods that do not exhibit significant cross-reactivity with cortisol
precursors such as 11-deoxycortisol that may increase during osilodrostat treatment.

Patients should be alerted to the signs and symptoms associated with hypocortisolism (e.g. nausea,
vomiting, fatigue, abdominal pain, loss of appetite and dizziness).

Symptomatic patients should be monitored for hypotension, hyponatraemia, hyperkalaemia and/or
hypoglycaemia. If hypocortisolism is suspected, cortisol levels should be measured and temporary
dose reduction or interruption of osilodrostat considered. If necessary, corticosteroid substitution
should be initiated. Isturisa may be resumed after resolution of symptoms at a lower dose, provided
that cortisol levels are above the lower limit of normal in the absence of glucocorticoid substitution.

QTc prolongation

In a thorough QT study, osilodrostat was associated with a dose-dependent QT interval prolongation
(mean maximum estimated QTcF increase by +5.3 ms at the highest recommended dose of 30 mg)
which may cause cardiac arrhythmias (see section 5.1). Adverse reactions of QT prolongation and
clinically relevant ECG findings have been reported in clinical studies.

An ECG should be performed prior to the start of Isturisa treatment, within one week after treatment
initiation, and as clinically indicated thereafter. If the QTc interval exceeds 480 ms prior to or during
treatment, cardiology consultation is recommended. Temporary dose reduction or interruption may be
required.

Any hypokalaemia, hypocalcaemia or hypomagnesaemia should be corrected prior to Isturisa
administration and electrolyte levels should be monitored periodically during therapy.



Isturisa should be used with caution and the benefit-risk carefully weighed in patients with risk factors

for QT prolongation such as:

- congenital long QT syndrome,

- significant cardiovascular disease (including congestive heart failure, recent myocardial
infarction, unstable angina, sustained ventricular tachycardia, advanced heart block and
clinically significant bradyarrhythmias), and

- concomitant medicinal products known to prolong the QT interval (see section 4.5).

If Isturisa is used in patients with these risk factors, more frequent ECG monitoring is recommended.

Corticotroph tumour growth

Discontinuation of osilodrostat treatment should be considered in patients who develop MRI-verified
corticotroph tumour invasiveness during treatment.

Concomitant use with strong enzyme inhibitors and inducers

Caution and closer monitoring are advised when co-administered medicinal products that strongly
inhibit or induce multiple enzymes are introduced or discontinued during osilodrostat treatment (see
section 4.5), as they may affect osilodrostat exposure and may result in a risk of adverse events (due to
a potential increase in exposure) or of decreased efficacy (due to a potential decrease in exposure).

Women of childbearing potential

Isturisa may cause foetal harm. Pregnancy status should be verified in women of childbearing
potential prior to the initiation of Isturisa, and these patients should be advised of a potential risk to the
foetus and of the need to use effective contraception during treatment and for at least one week after
stopping treatment (see section 4.6).

4.5 Interaction with other medicinal products and other forms of interaction

Potential pharmacodynamic interactions

Co-administration of osilodrostat with other therapies known to affect the QT interval can lead to QT
prolongation in patients with known cardiac rhythm disorders (see sections 4.4 and 5.1). A washout
period should be considered when switching from other products known to affect the QT interval such
as pasireotide or ketoconazole.

Effects of other medicinal products on the pharmacokinetics of osilodrostat

The potential for clinical drug-drug interactions (DDI) with concomitantly administered medicinal
products that inhibit transporters or a single CYP or UGT enzyme is low (see section 5.2).

Strong enzyme inhibitors
Caution is advised when co-administered medicinal products that strongly inhibit multiple enzymes
are introduced or discontinued during osilodrostat treatment (see section 4.4).

Strong enzyme inducers
Caution is advised when co-administered medicinal products that strongly induce multiple enzymes
(e.g. rifampin) are introduced or discontinued during osilodrostat treatment (see section 4.4).

Effects of osilodrostat on the pharmacokinetics of other medicinal products

Because osilodrostat and its major metabolite M34.5 may inhibit and/or induce multiple enzymes and

transporters, general caution is advised when osilodrostat is co-administered with sensitive enzyme or

transporter substrates with a narrow therapeutic index. Available interaction data is summarised below
(see also section 5.2).



Clinical studies

In a healthy volunteer study (n=20) using a single dose of 50 mg osilodrostat and a probe drug

cocktail, osilodrostat was found to be a mild inhibitor of CYP2D6 and CYP3A4/5, a mild to moderate

inhibitor of CYP2C19, and a moderate inhibitor of CYP1AZ2.

- CYP2D6 — AUC geometric mean ratio of 1.5 for dextromethorphan (CYP2D6 substrate) when
dosed with osilodrostat compared to when dosed alone.

- CYP3A4 — AUC geometric mean ratio of 1.5 for midazolam (CYP3A4 substrate) when dosed
with osilodrostat compared to when dosed alone.

- CYP2C19 —~AUC geometric mean ratio of 1.9 for omeprazole (CYP2C19 substrate) when dosed
with osilodrostat compared to when dosed alone. However, an in vitro signal of time-dependent
inhibition has been observed, thus the consequence following repeated dosing is unclear.
Osilodrostat should be used with caution when co-administered with sensitive CYP2C19
substrates with a narrow therapeutic index.

- CYP1A2 —AUC geometric mean ratio of 2.5 for caffeine (CYP1AZ2 substrate) when dosed with
osilodrostat compared to when dosed alone. However, an in vitro signal of CYP1A2 induction
has been observed, thus the consequence following repeated dosing is unclear. Osilodrostat
should be used with caution when co-administered with sensitive CYP1A2 substrates with a
narrow therapeutic index such as theophylline and tizanidine.

In a healthy volunteer study (n=24), osilodrostat (30 mg twice daily for 7 days before concomitant
administration with a combined oral contraceptive containing 0.03 mg ethinyl oestradiol and 0.15 mg
levonorgestrel and continued for another 5 days) did not have a clinically meaningful effect on the
AUC and Cay of ethinyl estradiol (geometric mean ratio: 1.03 and 0.88, respectively) and AUC of
levonorgestrel (geometric mean ratio: 1.02). The Cmax Of levonorgestrel fell slightly outside the
bioequivalence acceptance range (geometric mean ratio: 0.86; 90% confidence interval : 0.737-1.00).
The effects of a longer induction period and an interaction with other hormonal contraceptives have
not been studied (see also sections 4.4 and 4.6).

In vitro data

In vitro data for osilodrostat and its major metabolite M34.5 suggest a potential for both inhibition and
induction for CYP1A2, CYP2B6 and CYP3A4/5, a potential for time-dependent inhibition of
CYP2C19, and an inhibitory potential for CYP2E1 and UGT1AL. It cannot be excluded that
osilodrostat may affect the exposure of sensitive substrates for these enzymes.

In vitro data for osilodrostat and its major metabolite M34.5 suggest an inhibitory potential for
OATP1B1, OCT1, OCT2, OAT1, OAT3 and MATEL. It cannot be excluded that osilodrostat may
affect the exposure of sensitive substrates for these transporters.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Based on preclinical data, osilodrostat may cause foetal harm when administered to a pregnant
woman. A pregnancy test before initiating treatment is recommended in women of childbearing
potential. Women of childbearing potential have to use effective contraception during and for at least
one week after treatment. If hormonal contraceptives other than the oral combination of
ethinylestradiol and levonorgestrel are used, an additional barrier method of contraception is
recommended (see section 4.5).

Pregnancy

There are no or limited amount of data from the use of osilodrostat in pregnant women. Studies in
animals have shown reproductive toxicity (see section 5.3). Isturisa should not be used during
pregnancy and in women of childbearing potential not using contraception.



Breast-feeding

It is unknown whether osilodrostat or its metabolites are excreted in human milk. A risk to the
newborns/infants cannot be excluded. Breast-feeding should be discontinued during treatment with
Isturisa and for at least one week after treatment.

Fertilit

There is no information on the effect of osilodrostat on human fertility. Animal studies have shown
effects on the menstrual cycle and reduced female fertility in rats (see section 5.3).

4.7  Effects on ability to drive and use machines

Isturisa may have a minor influence on the ability to drive and use machines. Patients should be
warned about the potential for dizziness and fatigue (see section 4.8) and should be advised not to
drive or use machines if these symptoms occur.

4.8 Undesirable effects

Summary of the safety profile

The most frequent adverse reactions reported in the pivotal phase 11l study with osilodrostat were
adrenal insufficiency (51%), fatigue (44%), oedema (21%), vomiting (22%), nausea (42%) and
headache (34%).

The most serious adverse reaction associated with the use of osilodrostat is adrenal insufficiency (see
also sections 4.2 and 4.4).



Tabulated list of adverse reactions

Adverse drug reactions (Table 1) are listed by MedDRA system organ class. Within each system organ
class, the adverse drug reactions are ranked by frequency, with the most frequent reactions first.
Within each frequency grouping, adverse drug reactions are presented in order of decreasing
seriousness. In addition, the corresponding frequency category for each adverse drug reaction is based
on the following convention (CIOMS III): very common (>1/10); common (>1/100 to <1/10);
uncommon (=>1/1,000 to <1/100); rare (=1/10,000 to <1/1,000); very rare (<1/10,000).

Table 1 Adverse drug reactions

System organ class

Frequency
category

Preferred term*

Endocrine disorders

Very common

Adrenal insufficiency

Metabolism and nutrition disorders

Very common

Hypokalaemia, decreased appetite

Nervous system disorders

Very common

Dizziness, headache

Common

Syncope

Cardiac disorders

Common

Tachycardia

Vascular disorders

Very common

Hypotension

Gastrointestinal disorders

Very common

Vomiting, nausea, diarrhoea, abdominal
pain

Skin and subcutaneous tissue disorders

Very common

Rash

Common Hirsutism**, acne**
General disorders and administration | Very common Fatigue, oedema
site conditions Common Malaise

Investigations

Very common

Blood testosterone increased**, blood
corticotrophin increased

Common

Electrocardiogram QT prolonged,
transaminases increased

* Some terms denote grouped term of two or more MedDRA preferred terms that were
considered clinically similar. The term “adrenal insufficiency” includes the terms
glucocorticoid deficiency, adrenocortical insufficiency acute, steroid withdrawal syndrome,
urine free cortisol decreased, cortisol decreased.

**  Frequency “very common” in female patients.

Description of selected adverse reactions

CYP11B1 inhibition by osilodrostat is associated with adrenal steroid precursor accumulation and
testosterone increases. In a clinical study with osilodrostat, mean testosterone levels in female patients
increased from high normal at baseline to above the upper limit of the normal range. The increases
reversed when treatment was interrupted. The testosterone increase was associated with mild to

moderate cases of hirsutism or acne in a subset of patients.

ACTH values above 10-fold upper limit of normal were observed in some Cushing’s disease patients
treated with osilodrostat in the clinical studies (see section 5.1) and may be associated with cortisol

values below the lower limit of normal.

Reporting of suspected adverse reactions

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

listed in Appendix V.




4.9 Overdose

Overdosage may result in severe hypocortisolism. Signs and symptoms suggestive of hypocortisolism
may include nausea, vomiting, fatigue, low blood pressure, abdominal pain, loss of appetite, dizziness
and syncope.

In case of suspected overdosage, Isturisa should be interrupted, cortisol levels checked, and if
necessary corticosteroid supplementation initiated. Close surveillance may be necessary including
monitoring of the QT interval, blood pressure, glucose, fluid and electrolyte balance until the patient’s
condition is stable.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Anticorticosteroids, ATC code: HO2CA02

Mechanism of action

Osilodrostat is a cortisol synthesis inhibitor. It potently inhibits 113-hydroxylase (CYP11B1), the
enzyme responsible for the final step of cortisol biosynthesis in the adrenal gland.

CYP11BLl1 inhibition is associated with the accumulation of precursors such as 11-deoxycortisol and
acceleration of adrenal biosynthesis including androgens. In Cushing’s disease, the fall in plasma
cortisol concentration also stimulates ACTH secretion, via the feedback mechanism which accelerates
steroid biosynthesis (see section 4.8).

Pharmacodynamic effects

In a thorough QT study (n=86 male and female healthy volunteers) with osilodrostat, the maximum
QTcF interval duration differences to placebo were 1.73 ms (90% ClI: 0.15, 3.31) at the 10 mg dose
and 25.38 ms (90% CI: 23.53, 27.22) at a supratherapeutic dose of 150 mg. Based on an interpolation
of these results, the mean maximum prolongation at the highest recommended dose of 30 mg is
estimated to be +5.3 ms.

Clinical efficacy and safety

The efficacy and safety of osilodrostat in patients with Cushing’s disease were evaluated in a
prospective phase 111 study (study C2301) that used a randomised withdrawal design. The study
consisted of a 26-week open-label period of single-arm osilodrostat treatment, followed by an 8-week
randomised withdrawal period in which patients were randomised in 1:1 ratio to either osilodrostat or
placebo and a subsequent osilodrostat open-label period.

The eligibility criteria included Cushing’s disease (with confirmation of the pituitary source of excess
adrenocorticotrophic hormone), and a mean urinary free cortisol (mMUFC, derived from three 24-hour
urine collections) value greater than 1.5 times the upper limit of normal (ULN) at screening.

A total of 137 adult patients were enrolled. The mean age was 41.2 years, and the majority of patients
were female (77%). Seven patients were aged 65 years or older. Prior therapy included pituitary
surgery in 88% of patients and prior medical therapy in 75% of patients. The mean and median
baseline mUFC levels were 1006.0 nmol/24 h and 476.4 nmol/24 h, respectively

(ULN: 138 nmol/24 h). Co-morbidities at baseline included hypertension (67.9% of patients), obesity
(29.9%), diabetes mellitus (21.9%) and osteoporosis (27.7%).



Patients received a starting dose of 2 mg osilodrostat twice daily and the dose could be up-titrated
based on individual response and tolerability during an initial 12-week period. Patients with no further
dose increases during the following 12 weeks and with a mUFC <ULN at week 24 were randomised in
a 1:1 ratio at week 26 to receive either osilodrostat or matching placebo for 8 weeks (double-blind
randomised withdrawal period), followed by open-label osilodrostat for the remainder of the study. At
week 26, 71 patients were randomised in a 1:1 ratio to continue receiving osilodrostat (n=36) or to
switch to placebo (n=35). Patients who were not eligible for randomisation at week 24 (n=47)
continued on open-label osilodrostat treatment.

The primary objective was to compare the proportion of complete responders at week 34 (the end of
the 8-week randomised withdrawal period) between patients randomised to continued active treatment
and placebo. For the primary endpoint, a complete response was defined as a mUFC value <ULN at
week 34. Patients whose dose was increased during the randomised withdrawal period or who
discontinued randomised treatment were considered non-responders. The key secondary endpoint was
the complete response rate at week 24. Patients with dose increases between weeks 12 and 24 and
patients with no valid mUFC assessment at week 24 were counted as non-responders for the key
secondary endpoint.

The study met its primary and key secondary endpoints (Table 2).

Median mUFC levels decreased to 62.5 nmol/24 h (-84.1% change from baseline, n=125) at week 12,
to 75.5 nmol/24 h (-82.3%, n=125) at week 24 and to 63.3 nmol/24 h (-87.9%, n=108) at week 48.

Table 2 Key results: Phase I1I study in Cushing’s disease patients (study C2301)
Osilodrostat Placebo
n=36 n=34
Primary endpoint: Proportion of 31 (86.1) 10 (29.4)
responders at the end of the (70.5, 95.3) (15.1, 47.5)
randomised withdrawal period
(week 34) n (%) (95% CI)

Response rate difference (odds
ratio): osilodrostat vs. placebo

13.7 (3.7, 53.4)
2-sided p value <0.001

All patients
Secondary endpoints N=137
Key secondary endpoint: Proportion with mUFC <ULN at week 24 and 72 (52.6%)
no dose increase after week 12 (95% CI) (43.9,61.1)
Complete mUFC response rate (MUFC <ULN) at week 48 91 (66.4%)

(57.9, 74.3)

Median mUFC value and percentage change at week 48 63.3 nmol/24 h (-87.9%)

mUFC: mean urinary free cortisol; ULN: upper limit of normal; CI: confidence interval; response:

mUFC <ULN.

Improvements were observed in cardiovascular and metabolic parameters (Table 3) and 85.6% of
patients with available assessments showed an improvement in at least one physical feature of

Cushing’s disease at week 48.

Table 3 Cardiovascular and metabolic parameters
Baseline Week 24 Week 48
Systolic blood pressure (mmHg) 132.2 124.9 (-4.1%) 121.7 (-6.8%)
Diastolic blood pressure (mmHg) 85.3 81.0 (-3.8%) 78.9 (-6.6%)
Body weight (kg) 80.8 77.3 (-3.0%) 75.5 (-4.6%)
Waist circumference (cm) 103.4 99.1 (-2.6%) 97.4 (-4.2%)
HbAlc (%) 6.0 5.6 (-4.6%) 5.6 (-5.4%)
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Osilodrostat treatment also resulted in an improvement in patient-reported outcomes. Improvements
from baseline above the established minimal important difference (MID) were observed for Cushing’s
QoL (total score, Physical Problems subscale and Psychosocial Issues subscale), EQ-5D Utility index
and BDI-11 (depression) scores. The mean Cushing QoL total score improved from 42.2 at baseline to
58.3 (+14.1; +52.4% change from baseline) at week 48.

The efficacy of osilodrostat was also assessed in study C1201 in nine adult Japanese patients with
non-pituitary causes of Cushing’s syndrome. The study enrolled patients with adrenal adenoma (n=5),
ectopic corticotropin syndrome (n=3) and ACTH-independent macronodular adrenal hyperplasia
(n=1), and consisted of a 12-week dose titration period (starting dose 2 mg twice daily), a 36-week
maintenance period and an optional long-term extension. At week 12 (primary endpoint) a complete
response (MUFC <ULN) was observed in 6 patients (66.7%) and a partial response (mMUFC decrease
by at least 50%) in one additional patient (11.1%). The median average dose used in the study was
2.6 mg/day (range 1.3-7.5 mg/day). The mean duration of treatment in this study was 24 weeks, and
long-term exposure was limited.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
Isturisa in one or more subsets of the paediatric population in adrenal cortical hyperfunction (see
section 4.2 for information on paediatric use).

5.2 Pharmacokinetic properties

Absorption

Osilodrostat is a highly soluble, highly permeable compound (BCS class 1). It is rapidly absorbed (tmax
~1 h) and oral absorption in humans is assumed to be nearly complete. Steady state is reached by
day 2.

Co-administration with food did not affect absorption to a clinically significant extent. In a healthy
volunteer study (n=20), the administration of a single dose of 30 mg osilodrostat with a high-fat meal
resulted in a modest reduction of AUC and Crax by 11% and 21%, respectively, and the median tmax
was delayed from 1 to 2.5 hours.

No clinically relevant accumulation was observed in clinical studies. An accumulation ratio of 1.3 was
estimated for the 2 to 30 mg dose range.

Distribution

The median apparent volume of distribution (V./F) of osilodrostat is approximately 100 litres. Protein
binding of osilodrostat and of its major metabolite M34.5 is low (less than 40%) and
concentration-independent. The osilodrostat blood-to-plasma concentration ratio is 0.85.

Osilodrostat is not a substrate for OATP1B1 or OATP1B3 transporters.

Biotransformation

In a human ADME study in healthy subjects following the administration of a single dose of 50 mg
[**C]-osilodrostat, metabolism was deemed the most important clearance pathway for osilodrostat
since ~80% of the dose was excreted as metabolites. The three main metabolites in plasma (M34.5,
M16.5 and M24.9) represented 51%, 9% and 7% of the dose, respectively. Both M34.5 and M24.9
have longer half-lives than osilodrostat and some accumulation is expected with twice-daily dosing.
The decrease in the contribution of osilodrostat to the radioactivity AUC with time post-dose was
found to coincide closely with a corresponding increase in the contribution of M34.5.
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Thirteen metabolites were characterised in the urine, with the three main metabolites being M16.5,
M22 (an M34.5 glucuronide) and M24.9, with 17, 13 and 11% of the dose, respectively. The
formation of the major urinary metabolite M16.5 (direct N-glucuronide) was catalysed by UGT1A4,
2B7 and 2B10. Less than 1% of the dose was excreted as M34.5 (di-oxygenated osilodrostat) in the
urine but 13% of the dose was identified as M22 (M34.5-glucuronide). The formation of M34.5 was
non-CYP-mediated.

Multiple CYP enzymes and UDP glucuronosyltransferases contribute to osilodrostat metabolism and
no single enzyme contributes more than 25% to the total clearance. The main CYP enzymes involved
in osilodrostat metabolism are CYP3A4, 2B6 and 2D6. Total CYP contribution is 26%, total UGT
contribution is 19% and non-CYP non-UGT mediated metabolism was shown to contribute to ~50%
of total clearance. In addition, osilodrostat showed a high intrinsic permeability, low efflux ratio and
modest impact of inhibitors on the efflux ratio in vitro. This suggests that the potential for clinical
drug-drug interactions (DDI) with concomitantly administered medicinal products that inhibit
transporters or a single CYP or UGT enzyme is low.

In vitro data indicate that the metabolites do not contribute to the pharmacological effect of
osilodrostat.

Elimination

The elimination half-life of osilodrostat is approximately 4 hours.

In an ADME study, the majority (91%) of the radioactive dose of osilodrostat was eliminated in the

urine, with only a minor amount eliminated in the faeces (1.6% of dose). The low percentage of the

dose eliminated in the urine as unchanged osilodrostat (5.2%) indicates that metabolism is the major

clearance pathway in humans.

Linearity/non-linearity

Exposure (AUCins and Cmax) increased more than dose-proportionally over the therapeutic dose range.

Drug-drug interactions (see also section 4.5)

In vitro data indicate that neither osilodrostat nor its major metabolite M34.5 inhibits the following
enzymes and transporters at clinically relevant concentrations: CYP2A6, CYP2C8, CYP2C9,
UGT2B7, P-gp, BCRP, BSEP, MRP2, OATP1B3 and MATE2-K. Since the exposure of M34.5 has
not yet been determined after repeated dosing, the clinical relevance of the in vitro drug-drug
interaction results for M34.5 is unknown.

Special populations

Hepatic impairment

In a phase | study in 33 subjects with varying degrees of hepatic function using a single dose of 30 mg
osilodrostat, AUCins was 1.4- and 2.7-fold higher in the moderate (Child-Pugh B) and severe
(Child-Pugh C) hepatic impairment cohorts, respectively. Cmax was 15 and 20% lower in the moderate
and severe cohorts. The terminal half-life increased to 9.3 hours and 19.5 hours in the moderate and
severe cohorts. Mild hepatic impairment (Child-Pugh A) did not influence exposure to any significant
extent. The absorption rate was not affected by the degree of hepatic impairment.

Renal impairment

In a phase I study in 15 subjects with varying degrees of renal function using a single dose of 30 mg
osilodrostat, comparable systemic exposure was seen in subjects with severe renal impairment,
end-stage renal disease and normal renal function.
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Race/ethnicity and bodyweight
The relative bioavailability was approximately 20% higher in Asian patients compared to other
ethnicities. Body weight was not shown to be a major determinant of this difference.

Age and gender
Age and gender had no significant impact on osilodrostat exposure in adults. The number of elderly

patients in clinical studies was limited (see section 4.2).
5.3 Preclinical safety data

Repeat dose toxicity

In repeat dose toxicity studies conducted in mice, rats and dogs, the central nervous system, liver,
female reproductive organs, and the adrenal gland were the primary target organs. The NOAEL for
hepatic, reproductive organ and adrenal effects in long-term (26- and 39-week) studies was at least
four-fold human clinical exposure based on AUC. CNS findings (aggression, hypersensitivity to touch
and increased or decreased activity) were noted in the rat, mouse and dog. The NOAEL for the CNS
effects was approximately 2-fold human free Crax based on the most sensitive species.

Carcinogenicity and mutagenicity

Genotoxicity assays conducted in vitro in bacterial systems and in vitro and in vivo in mammalian
systems with and without metabolic activation do not indicate a relevant risk in humans. In rat and
mice carcinogenicity studies, an increased incidence of hepatocellular adenoma/carcinoma (at lower
doses in males than females), and neoplastic changes of thyroid follicular adenoma/carcinoma (in male
rats only) were observed. The findings are likely rodent specific and considered not relevant to
humans.

Fertility and reproductive toxicity

Reproductive studies in rabbits and rats demonstrated embryotoxicity, foetotoxicity (increased
resorptions and decreased foetal viability, decreased foetal weights, external malformations, and
visceral and skeletal variations) and teratogenicity at maternally toxic doses. The NOAEL was 10-fold
human exposure (AUC) in a pre- and postnatal developmental study, and 8- to 73-fold human
exposure (AUC) in a rat fertility and early embryonic development study. The maternal and foetal
NOAEL in the rabbit embryofoetal development study was 0.6-fold human exposure (AUC).

Juvenile toxicity

The findings in juvenile rat toxicity studies were largely consistent with those observed in adult rat
studies. Delayed sexual maturation was noted at high doses with no effects on overall reproductive
performance or parameters after a 6-week recovery period. There were no effects on long bone growth
or behavioural performance.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Tablet core

Cellulose, microcrystalline
Mannitol

Croscarmellose sodium
Magnesium stearate
Silica, colloidal anhydrous
Film coat

Hypromellose

Titanium dioxide (E171)

Macrogol
Talc

1 mg tablet
Iron oxide yellow (E172)

Iron oxide red (E172)

5 mg tablet
Iron oxide yellow (E172)

10 mg tablet
Iron oxide yellow (E172)

Iron oxide red (E172)

Iron oxide black (E172)

6.2 Incompatibilities

Not applicable.

6.3  Shelf life

3 years.

6.4  Special precautions for storage

Do not store above 25°C. Store in the original package in order to protect from moisture.

6.5 Nature and contents of container

Alu/Alu blister of 10 tablets.
Packs containing 60 tablets (6 blisters of 10 tablets).

6.6  Special precautions for disposal
No special requirements.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.
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7. MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Ireland

8. MARKETING AUTHORISATION NUMBER(S)

Isturisa 1 mq film-coated tablets

EU/1/19/1407/001

Isturisa 5 mg film-coated tablets

EU/1/19/1407/002

Isturisa 10 mg film-coated tablets

EU/1/19/1407/003

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu.
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ANNEX 11

MANUFACTURER(S) RESPONSIBLE FOR BATCH
RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO

THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT
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A.  MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) responsible for batch release

Novartis Pharma GmbH
Roonstrasse 25
D-90429 Nuremberg
Germany

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

o Periodic safety update reports (PSURS)

The requirements for submission of PSURSs for this medicinal product are set out in the list of
Union reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

The marketing authorisation holder (MAH) shall submit the first PSUR for this product within
6 months following authorisation.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

o Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance
activities and interventions detailed in the agreed RMP presented in Module 1.8.2 of the
marketing authorisation and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:

o At the request of the European Medicines Agency;

o Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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ANNEX 111

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

Isturisa 1 mg film-coated tablets
osilodrostat

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 1 mg osilodrostat (as phosphate).

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

60 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C. Store in the original package in order to protect from moisture.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Ireland

12.  MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1407/001

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Isturisa 1 mg

‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER

1. NAME OF THE MEDICINAL PRODUCT

Isturisa 1 mg tablets
osilodrostat

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

Isturisa 5 mg film-coated tablets
osilodrostat

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 5 mg osilodrostat (as phosphate).

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

60 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C. Store in the original package in order to protect from moisture.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Ireland

12.  MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1407/002

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Isturisa 5 mg

‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER

1. NAME OF THE MEDICINAL PRODUCT

Isturisa 5 mg tablets
osilodrostat

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

CARTON

1. NAME OF THE MEDICINAL PRODUCT

Isturisa 10 mg film-coated tablets
osilodrostat

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each film-coated tablet contains 10 mg osilodrostat (as phosphate).

‘ 3. LIST OF EXCIPIENTS

‘ 4. PHARMACEUTICAL FORM AND CONTENTS

Film-coated tablet

60 film-coated tablets

5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.
Oral use

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 25°C. Store in the original package in order to protect from moisture.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road
Dublin 4

Ireland

12.  MARKETING AUTHORISATION NUMBER(S)

EU/1/19/1407/003

13. BATCH NUMBER

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

Isturisa 10 mg

‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTER

1. NAME OF THE MEDICINAL PRODUCT

Isturisa 10 mg tablets
osilodrostat

2. NAME OF THE MARKETING AUTHORISATION HOLDER

Novartis Europharm Limited

3. EXPIRY DATE

EXP

4. BATCH NUMBER

Lot

5. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

Isturisa 1 mg film-coated tablets

Isturisa 5 mg film-coated tablets

Isturisa 10 mg film-coated tablets
osilodrostat

This medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor or pharmacist. This includes any possible side
effects not listed in this leaflet. See section 4.

What is in this leaflet

What Isturisa is and what it is used for

What you need to know before you take Isturisa
How to take Isturisa

Possible side effects

How to store Isturisa

Contents of the pack and other information

Sk~ wdE

1. What Isturisa is and what it is used for

What Isturisa is
Isturisa is a medicine that contains the active substance osilodrostat.

What Isturisa is used for

Isturisa is used in adults to treat endogenous Cushing’s syndrome, a condition in which the body
produces too much of a hormone called cortisol. Too much cortisol may lead to a variety of symptoms
such as weight gain (particularly around the waist), a moon-shaped face, bruising easily, irregular
periods, excessive body and facial hair, and generally feeling weak, tired or unwell.

How Isturisa works

Isturisa blocks the main enzyme that makes cortisol in the adrenal glands. The effect of this is to
decrease the over-production of cortisol and improve the symptoms of endogenous Cushing’s
syndrome.

2. What you need to know before you take Isturisa
Do not take Isturisa:

- if you are allergic to osilodrostat or any of the other ingredients of this medicine (listed in
section 6).
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Warnings and precautions
Talk to your doctor or pharmacist before taking Isturisa.

If any of the following apply to you, tell your doctor before taking Isturisa:

- if you have a heart disorder or a heart rhythm disorder, such as an irregular heartbeat, including
a condition called prolonged QT syndrome (QT interval prolongation).

- if you have a liver disease; your doctor may need to change your dose of Isturisa.

Contact your doctor immediately if you have two or more of these symptoms during your treatment
with Isturisa. This may indicate that you have adrenal insufficiency (low cortisol levels):

- weakness

- light-headedness

- tiredness

- lack of appetite

- nausea (feeling sick)
- vomiting

Tests before and during treatment

Your doctor will test your blood and/or urine before you start treatment and regularly during
treatment. This is to detect any possible abnormalities in your magnesium, calcium and potassium
levels and also to measure the levels of cortisol. Depending on the results, your doctor may change
your dose.

This medicine may have an unwanted effect (called QT prolongation) on the function of the heart.
Your doctor will therefore also check for this effect by performing an electrocardiogram (ECG) before
you start treatment and during treatment.

If your Cushing’s syndrome is caused by a benign tumour (called adenoma) in the pituitary gland,
your doctor may consider stopping your treatment if a pituitary scan shows that the adenoma has
expanded into neighbouring regions.

Children and adolescents
This medicine is not recommended for patients aged under 18 years. This is because there is a lack of
data in these patients.

Other medicines and Isturisa

Tell your doctor if you are taking, have recently taken or might take any other medicines. It is

particularly important that you mention any of the following medicines:

- medicines that may have an unwanted effect (called QT prolongation) on the function of the
heart. These include medicines used for abnormal heart rhythm such as quinidine, sotalol and
amiodarone; medicines used for allergies (antihistamines); antidepressants such as amitriptyline
and drugs for mental health disorders (antipsychotics); antibiotics, including the following
types: macrolides, fluoroquinolones or imidazole; and other medicines for Cushing’s disease
(pasireotide, ketoconazole)

- theophylline (used to treat breathing problems) or tizanidine (used to treat muscle pain and
muscle cramps)

Pregnancy and breast-feeding

This medicine should not be used during pregnancy or breast-feeding, unless your doctor has advised
you to do so. If you are pregnant or breast-feeding, think you may be pregnant or are planning to have
a baby, ask your doctor for advice before taking this medicine.

Contraception

Women who could become pregnant should use an effective method of contraception during treatment
and for at least one week after the last dose. Ask your doctor about the need for contraception before
you start taking Isturisa.
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Driving and using machines
Dizziness and tiredness may occur during treatment with Isturisa. Do not drive or operate machines if
you get these symptoms.

3. How to take Isturisa

Always take this medicine exactly as your doctor has told you. Check with your doctor or pharmacist
if you are not sure.

The usual starting dose is two 1 mg tablets twice a day (about every 12 hours). Patients of Asian
ancestry and patients with liver disease may need a lower starting dose (one 1 mg tablet twice a day).

After you have started treatment, your doctor may change your dose. This will depend on how you
respond to the treatment. The highest recommended dose is 30 mg twice a day.

Isturisa tablets are taken by mouth and can be taken with or without food.

If you take more Isturisa than you should

If you have taken more Isturisa than you should and you feel unwell (for example if you feel weak,
light-headed, tired or sick, or if you have to vomit), or if someone else accidentally takes your
medicine, contact a doctor or hospital for advice immediately. Medical treatment may be needed.

If you forget to take Isturisa
Do not take a double dose to make up for a forgotten dose. Instead, just wait until it is time for your
next dose and take that at the scheduled time.

If you stop taking Isturisa
Do not stop taking Isturisa unless your doctor tells you to. If you stop your treatment with Isturisa,
your symptoms may come back.

4. Possible side effects
Like all medicines, this medicine can cause side effects, although not everybody gets them.

Some side effects may be serious. Please take particular note of the following:

- Tell your doctor immediately if you experience a heart disorder or heart rhythm disorder, such
as a fast and irregular heartbeat, even when you are at rest, heart palpitations, blackouts or
fainting (this could be a sign of a condition called QT prolongation, a side effect that may affect
up to 1 in 10 people).

- Tell your doctor immediately if you have two or more of these symptoms: weakness,
light-headedness, tiredness (fatigue), lack of appetite, nausea (feeling sick), vomiting. This may
indicate that you have adrenal insufficiency (low cortisol levels), a side effect that may affect
more than 1 in 10 people. Adrenal insufficiency occurs when Isturisa lowers the amount of
cortisol too much. It is more likely to occur during periods of increased stress. Your doctor will
correct this by using a hormone medicine or by adjusting the dose of Isturisa.
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Very common side effects (may affect more than 1 in 10 people):

- vomiting

- nausea (feeling sick)

- diarrhoea

- abdominal pain

- tiredness (fatigue)

- build-up of fluid leading to swelling (oedema), particularly of your ankles

- abnormal blood tests (increased levels of testosterone, increased levels of adrenocorticotrophic
hormone, also known as ACTH, low levels of potassium)

- decreased appetite

- dizziness

- headache

- rash

- low blood pressure (hypotension)

Common side effects (may affect up to 1 in 10 people):
- fast heartbeat (tachycardia)

- general feeling of being unwell (malaise)

- abnormal results of liver function tests

- fainting (syncope)

- excessive facial or body hair growth (hirsutism)

- acne

Reporting of side effects

If you get any side effects, talk to your doctor. This includes any possible side effects not listed in this
leaflet. You can also report side effects directly via the national reporting system listed in Appendix V.
By reporting side effects you can help provide more information on the safety of this medicine.

5. How to store Isturisa

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton and on the blister after
EXP. The expiry date refers to the last day of that month.

Do not store above 25°C.
Store in the original package in order to protect from moisture.

Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.
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6. Contents of the pack and other information

What Isturisa contains
- The active substance is osilodrostat. Each film-coated tablet contains 1 mg osilodrostat, 5 mg
osilodrostat or 10 mg osilodrostat.
- The other ingredients are:
- In the tablet core: microcrystalline cellulose, mannitol, croscarmellose sodium,
magnesium stearate, colloidal anhydrous silica.
- In the film coating: hypromellose, titanium dioxide (E171), iron oxides (E172, see
below), macrogol and talc.
- Isturisa 1 mg film-coated tablets contain iron oxide yellow and iron oxide red.
- Isturisa 5 mg film-coated tablets contain iron oxide yellow.
- Isturisa 10 mg film-coated tablets contain iron oxide yellow, iron oxide red and
iron oxide black.

What Isturisa looks like and contents of the pack
Isturisa is available in packs containing 60 film-coated tablets.

The 1 mg tablets are pale yellow, round and marked “Y1” on one side and “NVR” on the other side.
The approximate diameter is 6.1 mm.

The 5 mg tablets are yellow, round and marked “Y2” on one side and “NVR” on the other side. The
approximate diameter is 7.1 mm.

The 10 mg tablets are pale orange brown, round and marked “Y3” on one side and “NVR” on the
other side. The approximate diameter is 9.1 mm.

Marketing Authorisation Holder
Novartis Europharm Limited
Vista Building

Elm Park, Merrion Road

Dublin 4

Ireland

Manufacturer
Novartis Pharma GmbH
Roonstrasse 25
D-90429 Nuremberg
Germany

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:

Belgié/Belgique/Belgien Lietuva

Novartis Pharma N.V. SIA Novartis Baltics Lietuvos filialas
Tél/Tel: +32 2 246 16 11 Tel: +370 5 269 16 50

Buarapus Luxembourg/Luxemburg

Novartis Bulgaria EOOD Novartis Pharma N.V.

Ten: +359 2 489 98 28 Tél/Tel: +32 2 246 16 11

Ceska republika Magyarorszag

Novartis s.r.o. Novartis Hungéria Kft.

Tel: +420 225 775 111 Tel.: +36 1 457 65 00
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Danmark Malta

Novartis Healthcare A/S Novartis Pharma Services Inc.
TIf: +45 39 16 84 00 Tel: +356 2122 2872
Deutschland Nederland

Novartis Pharma GmbH Novartis Pharma B.V.

Tel: +49 911 2730 Tel: +31 88 04 52 555

Eesti Norge

SIA Novartis Baltics Eesti filiaal Novartis Norge AS

Tel: +372 66 30 810 TIf: +47 23 05 20 00

E)Mada Osterreich

Novartis (Hellas) A.E.B.E. Novartis Pharma GmbH

TnA: +30 210 281 17 12 Tel: +43 1 86 6570

Espafia Polska

Novartis Farmacéutica, S.A. Novartis Poland Sp. z 0.0.
Tel: +34 93 306 42 00 Tel.: +48 22 375 4888

France Portugal

Novartis Pharma S.A.S. Novartis Farma - Produtos Farmacéuticos, S.A.
Tél: +33 1 55 47 66 00 Tel: +351 21 000 8600
Hrvatska Romania

Novartis Hrvatska d.o.o. Novartis Pharma Services Romania SRL
Tel. +385 1 6274 220 Tel: +40 21 31299 01

Ireland Slovenija

Novartis Ireland Limited Novartis Pharma Services Inc.
Tel: +353 1260 12 55 Tel: +386 1 300 75 50

Island Slovenska republika

Vistor hf. Novartis Slovakia s.r.o.

Simi: +354 535 7000 Tel: +421 2 5542 5439

Italia Suomi/Finland

Novartis Farma S.p.A. Novartis Finland Oy

Tel: +390296 54 1 Puh/Tel: +358 (0)10 6133 200
Kvbzpog Sverige

Novartis Pharma Services Inc. Novartis Sverige AB

TnA: +357 22 690 690 Tel: +46 8 732 32 00

Latvija United Kingdom

SIA Novartis Baltics Novartis Pharmaceuticals UK Ltd.
Tel: +371 67 887 070 Tel: +44 1276 698370

This leaflet was last revised in

Other sources of information
Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

ISTURISA (osilodrostat) tablets, for oral use
Initial U.S. Approval: 2020

INDICATIONS AND USAGE---------------=onnmmmeov
ISTURISA is a cortisol synthesis inhibitor indicated for the treatment of adult
patients with Cushing’s disease for whom pituitary surgery is not an option or
has not been curative (1)

e Correct hypokalemia and hypomagnesemia, and obtain baseline
electrocardiogram prior to starting ISTURISA (2.1, 5.2, 5.3)

o Initiate dosage at 2 mg orally twice daily, with or without food (2.2)

o Titrate dosage by 1 to 2 mg twice daily, no more frequently than every 2
weeks based on rate of cortisol changes, individual tolerability and
improvement in signs and symptoms (2 2)

o Maximum recommended dosage is 30 mg twice daily (2.2)

o See Full Prescribing Information for complete titration, laboratory, and
dosage modification recommendations (2.1, 2.2, 2.3)

o Patients with Hepatic Impairment:

e Child-Pugh B Recommended starting dose is 1 mg twice daily (2.5, 8.7)

o Child-Pugh C: Recommended starting dose is 1 mg once daily in the
evening (2.5, 8.7)

Tablets 1 mg, 5 mg, and 10 mg (3)
CONTRAINDICATIONS

None (4)

e Hypocortisolism: Monitor patients closely for hypocortisolism and
potentially life-threatening adrenal insufficiency. Dosage reduction or
interruption may be necessary (5.1)

e QTc Prolongation: Perform electrocardiogram in all patients Use with
caution in patients with risk factors for QTc prolongation (5.2)

o Elevations in Adrenal Hormone Precursors and Androgens Monitor for
hypokalemia, worsening of hypertension, edema, and hirsutism (5.3)

ADVERSE REACTIONS
Most common adverse reactions (incidence > 20%) are adrenal insufficiency,
fatigue, nausea, headache, edema (6)

To report SUSPECTED ADVERSE REACTIONS, contact Recordati
Rare Diseases, Inc. at 1-888-575-8344 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

DRUG INTERACTIONS

e CYP3A4 Inhibitor Reduce the dose of ISTURISA by half with
concomitant use of a strong CYP3A4 inhibitor (7.1)

e CYP3A4 and CYP2B6 Inducers An increase of ISTURISA dosage may be
needed if ISTURISA is used concomitantly with strong CYP3A4 and
CYP2B6 inducers. A reduction in ISTURISA dosage may be needed if
strong CYP3A4 and CYP2B6 inducers are discontinued while using
ISTURISA (7.1)

o Lactation: Breastfeeding is not recommended during treatment with
ISTURISA and for at least one week after treatment (8.2)

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

Revised: 3/2020
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

ISTURISA is a cortisol synthesis inhibitor indicated for the treatment of adult patients with Cushing’s disease for whom
pituitary surgery is not an option or has not been curative.

2 DOSAGE AND ADMINISTRATION

2.1 Laboratory Testing Prior to ISTURISA Initiation

e Correct hypokalemia and hypomagnesemia prior to starting ISTURISA [see Warnings and Precautions (5.2,
5.3)].

o Obtain baseline electrocardiogram (ECG). Repeat ECG within one week after treatment initiation, and as
clinically indicated thereafter [see Warnings and Precautions (5.2)].

2.2 Recommended Dosage, Titration, and Monitoring
o Initiate dosing at 2 mg orally twice daily, with or without food.

o Initially, titrate the dosage by 1 to 2 mg twice daily, no more frequently than every 2 weeks based on the rate of
cortisol changes, individual tolerability and improvement in signs and symptoms of Cushing’s disease. If a patient
tolerates ISTURISA dosage of 10 mg twice daily and continues to have elevated 24-hour urine free cortisol
(UFC) levels above upper normal limit, the dosage can be titrated further by 5 mg twice daily every 2 weeks.
Monitor cortisol levels from at least two 24-hour urine free cortisol collections every 1-2 weeks until adequate
clinical response is maintained.

e The maintenance dosage of ISTURISA is individualized and determined by titration based on cortisol levels and
patient’s signs and symptoms.

e The maintenance dosage varied between 2 mg and 7 mg twice daily in clinical trials. The maximum
recommended maintenance dosage of ISTURISA is 30 mg twice daily.

¢ Once the maintenance dosage is achieved, monitor cortisol levels at least every 1-2 months or as indicated.
2.3 Dosage Interruptions and Modifications

o Decrease or temporarily discontinue ISTURISA if urine free cortisol levels fall below the target range, there is a
rapid decrease in cortisol levels, and/or patients report symptoms of hypocortisolism. If necessary, glucocorticoid
replacement therapy should be initiated.

e Stop ISTURISA and administer exogenous glucocorticoid replacement therapy if serum or plasma cortisol levels
are below target range and patients have symptoms of adrenal insufficiency [see Warnings and Precautions

G.1)].

o If treatment is interrupted, re-initiate ISTURISA at a lower dose when cortisol levels are within target ranges and
patient symptoms have been resolved.

24 Recommended Dosage and Monitoring in Patients with Renal Impairment

o No dose adjustment is required for patients with renal impairment. Use caution in interpreting urine free cortisol
levels in patients with moderate to severe renal impairment, due to reduced urine free cortisol excretion [see
Clinical Pharmacology (12.3)].

25 Recommended Dosage and Monitoring in Patients with Hepatic Impairment

e For patients with moderate hepatic impairment (Child-Pugh B), the recommended starting dose is 1 mg twice
daily. For patients with severe hepatic impairment (Child-Pugh C), the recommended starting dose is 1 mg once
daily in the evening.

e No dose adjustment is required for patients with mild hepatic impairment (Child-Pugh A).

e More frequent monitoring of adrenal function may be required during dose titration in all patients with hepatic
impairment [see Clinical Pharmacology (12.3)].
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2.6 Missed Dose
If a dose of ISTURISA is missed, the patient should take their next dose at the regularly scheduled time.

3 DOSAGE FORMS AND STRENGTHS
ISTURISA is available as:

e 1 mg tablets: Pale yellow, unscored, round, biconvex with beveled edge tablet, debossed “Y1” on one side and
“NVR” on the other side.

o 5 mg tablets: Yellow, unscored, round, biconvex with beveled edge tablet, debossed “Y2” on one side and “NVR”
on the other side.

e 10 mg tablets: Pale orange brown, unscored, round, biconvex with beveled edge tablet, debossed “Y3” on one
side and “NVR” on the other side.

4 CONTRAINDICATIONS
None.

5 WARNINGS AND PRECAUTIONS
51 Hypocortisolism

ISTURISA lowers cortisol levels and can lead to hypocortisolism and sometimes life-threatening adrenal insufficiency.
Lowering of cortisol can cause nausea, vomiting, fatigue, abdominal pain, loss of appetite, dizziness. Significant lowering
of serum cortisol may result in hypotension, abnormal electrolyte levels, and hypoglycemia [see Adverse Reactions (6)].

Hypocortisolism can occur at any time during ISTURISA treatment. Evaluate patients for precipitating causes of
hypocortisolism (infection, physical stress, etc.). Monitor 24-hour urine free cortisol, serum or plasma cortisol, and
patient’s signs and symptoms periodically during ISTURISA treatment.

Decrease or temporarily discontinue ISTURISA if urine free cortisol levels fall below the target range, there is a rapid
decrease in cortisol levels, and/or patients report symptoms of hypocortisolism. Stop ISTURISA and administer
exogenous glucocorticoid replacement therapy if serum or plasma cortisol levels are below target range and patients have
symptoms of adrenal insufficiency. Re-initiate ISTURISA at a lower dose when urine free cortisol, serum or plasma
cortisol levels are within target range, and/or patient symptoms have resolved. After ISTURISA discontinuation, cortisol
suppression may persist beyond the 4 hour half-life of ISTURISA.

Educate patients on the symptoms associated with hypocortisolism and advise them to contact a healthcare provider if
they occur.

52 QTc Prolongation

ISTURISA is associated with a dose-dependent QT interval prolongation (maximum mean estimated QTcF increase of up
to 5.3 ms at 30 mg), which may cause cardiac arrhythmias [see Adverse Reactions (6), Clinical Pharmacology (12.2)].

Perform an ECG to obtain a baseline QTc interval measurement prior to initiating therapy with ISTURISA and monitor
for an effect on the QTc interval thereafter. Correct hypokalemia and/or hypomagnesemia prior to ISTURISA initiation
and monitor periodically during treatment with ISTURISA. Correct electrolyte abnormalities if indicated. Consider
temporary discontinuation of ISTURISA in the case of an increase in QTc interval > 480 ms.

Use caution in patients with risk factors for QT prolongation, (such as congenital long QT syndrome, congestive heart
failure, bradyarrythmias, uncorrected electrolyte abnormalities, and concomitant medications known to prolong the QT
interval) and consider more frequent ECG monitoring.

5.3 Elevations in Adrenal Hormone Precursors and Androgens

ISTURISA blocks cortisol synthesis and may increase circulating levels of cortisol and aldosterone precursors (11-deoxy
cortisol and 11-deoxycorticosterone) and androgens.

Elevated 11-deoxycorticosterone levels may activate mineralocorticoid receptors and cause hypokalemia, edema and
hypertension [see Adverse Reactions (6)]. Hypokalemia should be corrected prior to initiating ISTURISA. Monitor
patients treated with ISTURISA for hypokalemia, worsening of hypertension and edema. ISTURISA-induced
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hypokalemia should be treated with intravenous or oral potassium supplementation based on event severity. If
hypokalemia persists despite potassium supplementation, consider adding mineralocorticoid antagonists. ISTURISA dose
reduction or discontinuation may be necessary.

Accumulation of androgens may lead to hirsutism, hypertrichosis and acne (in females). Inform patients of the symptoms
associated with hyperandrogenism and advise them to contact a healthcare provider if they occur.
6 ADVERSE REACTIONS
Clinically significant adverse reactions that appear in other sections of the labeling include:
e Hypocortisolism [see Warnings and Precautions (5.1)]
e QT Prolongation [see Warnings and Precautions (5.2)]
e Elevations in Adrenal Hormone Precursors and Androgens [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 clinical trials of another drug and may not reflect the rates observed in
practice.

A total of 137 Cushing’s disease patients were exposed to ISTURISA in the study [see Clinical Studies (14)]. The adverse
reactions that occurred with frequency higher than 10% during the core 48-week period are shown in Table 1.

Table 1: Adverse Reactions With a Frequency of More Than 10% in 48-week Clinical Study in Cushing’s Disease

Patients

Adverse Reaction Type ((;)I =137)
Adrenal insufficiency? 431
Fatigue® 38.7
Nausea 37.2
Headache® 30.7
Edemad 21.2
Nasopharyngitis 19.7
Vomiting 19
Arthralgia 175
Back pain 15.3
Rash® 15.3
Diarrhea 14.6
Blood corticotrophin increased 13.9
Dizziness' 13.9
Abdominal pain? 13.1
Hypokalaemia" 124
Myalgia 12.4
Decreased appetite 11.7
Hormone level abnormal 11.7
Hypotension' 11.7
Urinary tract infection 11.7
Blood testosterone increased 10.9
Pyrexia 10.9
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Adverse Reaction Type (()'/:‘ =137)
Anemia 10.2
Cough 102
Hypertension 10.2
Influenza 10.2

@ Adrenal insufficiency includes glucocorticoid deficiency, adrenocortical insufficiency acute, steroid withdrawal syndrome,

cortisol free urine decreased, cortisol decreased. One-third of the subjects with this event had low cortisol levels indicative
of Adrenal Insufficiency. The majority of subjects had normal cortisol levels suggesting a cortisol withdrawal syndrome.
Fatigue includes lethargy, asthenia.

Headache includes head discomfort.

Edema includes edema peripheral, generalized edema, localized edema.

Rash includes rash erythematous, rash generalized, rash maculopapular, rash papular.

Dizziness includes dizziness postural.

Abdominal pain includes abdominal pain upper, abdominal discomfort

Hypokalaemia includes blood potassium decreased.

- T a - o a o o

Hypotension includes orthostatic hypotension, blood pressure decreased, blood pressure diastolic decreased, blood

pressure systolic decreased.

Other notable adverse reactions which occurred with a frequency less than 10% were: hirsutism (9.5%), acne (8.8%),
dyspepsia (8%), insomnia (8%), anxiety (7.3%), depression (7.3%), gastroenteritis (7.3%), malaise (6.6%), tachycardia
(6.6%), alopecia (5.8%), transaminases increased (4.4%), electrocardiogram QT prolongation (3.6%), and syncope
(1.5%).

Description of Selected Adverse Reactions

Gastrointestinal Disorders

Gastrointestinal disorders, predominantly nausea, vomiting, diarrhea and abdominal pain were reported in 69% of
patients. In many cases, the episodes were of short duration (1-2 days) and the severity was mild to moderate.

Hypocortisolism

Hypocortisolism was reported at a rate of 31% up to 12 weeks, and 18% from Weeks 12 to 26. The majority of cases were
manageable by reducing the dose of ISTURISA and/or adding low-dose, short-term glucocorticoid therapy.

Changes in Pituitary Tumor Volume

An increase in the pituitary corticotroph tumor volume by greater than 20% from baseline was observed in 21/137 (15%)
patients, while a decrease in tumor volume by greater than 20% from baseline was observed in 24/137 (18%) patients at
Week 48. Eight patients discontinued because of an increase in tumor volume. There was no correlation between tumor
volume increase and increase in adrenocorticotrophic hormone (ACTH). There was no specific pattern of timing of the
tumor volume increase and no relationship with the total and the last dose of ISTURISA used in the study.

QTc Interval Prolongation

Adverse reactions of QT prolongation and clinically relevant ECG findings were reported. Five (4%) patients had an
event of QT prolongation, 3 (2%) patients had a QTcF increase of > 60ms from baseline, and 18 (13%) had a new QTcF
value of > 450ms [see Clinical Pharmacology (12.2)].

Accumulation of Adrenal Hormone Precursors

CYP11B1 inhibition by ISTURISA is associated with adrenal steroid precursor accumulation

and testosterone increases [see Warnings and Precautions (5.3)]. The incidence of adverse reactions potentially related to
accumulation of adrenal hormone precursors was 42%. Hypertension and hypokalemia were the most common adrenal
hormone precursor-related adverse reactions and occurred in 14% of patients and 17% of patients, respectively; edema
was reported in 7% of patients, elevated blood pressure in 15% of patients. All cases of hypokalemia responded to
treatment with potassium supplementation and/or mineralocorticoid antagonist therapy (e.g., spironolactone). One patient
discontinued the study because of hypokalemia. In male patients testosterone levels generally increased but remained
within normal limits; all patients were asymtomatic with no values above upper limit of normal (ULN) at last available
value. In female patients, mean testosterone levels increased above the normal range from baseline and reversed when
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treatment was interrupted. The testosterone increase was associated with mild to moderate cases of hirsutism (12%) or
acne (11%) in a subset of female patients.

Other Abnormal Laboratory Findings

Decreased Absolute Neutrophil Count

Of the 137 patients from the 48-week study, 18 patients had at least one measured absolute neutrophil count below the
normal limit, 2 patients had an adverse reaction of neutropenia. No concomitant infections and/or fever were reported in
patients with decreased absolute neutrophil count.

Elevated Liver Function Tests

Liver enzyme elevations in patients treated with ISTURISA were infrequent, typically mild and reversed spontaneously or
following dose adjustment. Most liver abnormal parameters occurred during the dose-titration period and no patients
discontinued ISTURISA drug due to abnormal liver chemistry parameters. Five (4%) patients had ALT or AST > 3 X
ULN during the 48-week clinical study.

7 DRUG INTERACTIONS

7.1 Effect of Other Drugs on ISTURISA

The effect of other drugs on ISTURISA can be found in Table 2.

Table 2: Effect of Other Drugs on ISTURISA

CYP3A4 Inhibitors

Concomitant use of ISTURISA with a strong CYP3A4 inhibitor (e.g.,
itraconazole, clarithromycin) may cause an increase in osilodrostat
concentration and may increase the risk of ISTURISA-related adverse
reactions [see Clinical Pharmacology (12.3)].

Clinical Impact:

Intervention: Reduce the dose of ISTURISA by half with concomitant use of a strong
CYP3A4 inhibitor.

CYP3A4 and CYP2B6 Inducers

Clinical Impact: Concomitant use of ISTURISA with strong CYP3A4 and/or CYP2B6
inducers (e.g., carbamazepine, rifampin, phenobarbital) may cause a
decrease in osilodrostat concentration and may reduce the efficacy of
ISTURISA [see Clinical Pharmacology (12.3)].

Discontinuation of strong CYP3A4 and/or CYP2B6 inducers while using
ISTURISA may cause an increase in osilodrostat concentration and may
increase the risk of ISTURISA-related adverse reactions [see Clinical
Pharmacology (12.3)].

Intervention: During concomitant use of ISTURISA with strong CYP3A4 and CYP2B6
inducers, monitor cortisol concentration and patient’s signs and symptoms.
An increase in ISTURISA dosage may be needed.

Upon discontinuation of strong CYP3A4 and CYP2B6 inducers during
ISTURISA treatment, monitor cortisol concentration and patient’s signs
and symptoms. A reduction in ISTURISA dosage may be needed.

7.2 Effect of ISTURISA on Other Drugs

ISTURISA should be used with caution when coadministered with CYP1A2 and CYP2C19 substrates with a narrow
therapeutic index, such as theophylline, tizanidine, and S-mephenytoin [see Clinical Pharmacology (12.3)].
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8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

There are no available data on osilodrostat use in pregnant women to evaluate for a drug-associated risk of major birth
defects, miscarriage, or adverse maternal or fetal outcomes. There are risks to the mother and fetus associated with active
Cushing’s Syndrome during pregnancy (see Clinical Considerations).

No adverse developmental outcomes were observed in reproduction studies in pregnant rats and rabbits when exposed to
osilodrostat during organogenesis at doses that produced maternal exposures of 7 and 0.5-times the 30 mg twice daily
maximum clinical dose, by AUC. In rabbits, exposures associated with maternal toxicity at 7-times the maximum clinical
dose resulted in decreased fetal viability. No adverse developmental outcomes were observed in a pre- and postnatal
development study with administration of osilodrostat to pregnant rats from organogenesis through lactation at 8-times the
30 mg twice daily maximum clinical dose (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated population is unknown. In the U.S.
general population, the estimated background risk of major birth defects and miscarriage in clinically recognized
pregnancies is 2%-4% and 15%-20%, respectively.

Clinical Considerations

Disease-Associated Maternal and/or Embryo/Fetal Risk

Active Cushing Syndrome during pregnancy has been associated with an increased risk of maternal and fetal morbidity
and mortality (including gestational diabetes, gestational hypertension, pre-eclampsia, maternal death, miscarriage, fetal
loss, and preterm birth).

Data
Animal Data

Osilodrostat administered to pregnant Wistar Han rats from gestation day 6-17 at doses of 0.5, 5, 50 mg/kg did not
adversely affect embryo-fetal development up to 5 mg/kg (8-times the 30mg twice daily maximum clinical dose, by
AUC). Maternal toxicity, increased embryonic and fetal deaths, decreased fetal weights, and malformations occurred at 50
mg/kg (118-times the maximum clinical dose, by AUC).

Osilodrostat administered to pregnant New Zealand rabbits from gestation day 7-20 at doses of 3, 10, and 30 mg/kg did
not adversely affect embryo-fetal development at 3mg/kg (0.5-times the 30 mg twice daily maximum clinical dose, by
AUC). Maternal toxicity, increased embryo resorption and decreased fetal viability was observed at > 10mg/kg (7-times
the maximum clinical dose, by AUC).

Osilodrostat administered to Wistar Han rats from gestation day 6 through lactation day 20 at doses of 1, 5, and 20 mg/kg
did not adversely impact behavioral, developmental, or reproductive parameters up to 5 mg/kg (~ 8 times the 30 mg twice
daily maximum clinical dose, by AUC). Delayed parturition and dystocia in maternal rats and decreased pup survival
were observed at 20 mg/kg (43-times the maximum clinical dose, by AUC).

8.2 Lactation

Risk Summary

There are no available data on the presence of osilodrostat in human or animal milk, the effects on the breastfed infant, or
the effects on milk production. Because of the potential for serious adverse reactions (such as adrenal insufficiency) in the
breastfed infant, advise patients that breastfeeding is not recommended during treatment with ISTURISA and for one
week after the final dose.

8.4 Pediatric Use
The safety and effectiveness of ISTURISA in pediatric patients have not been established.

8.5 Geriatric Use

Of the 167 patients in clinical trials with ISTURISA, 10 (6%) were 65 years and older. There were no patients above 75
years of age. Based on the available data on the use of ISTURISA in patients older than 65 years, no dosage adjustment is
required [see Clinical Pharmacology (12.3)].
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8.6 Renal Impairment

No dosage adjustment of ISTURISA in patients with impaired renal function is required [see Dosage and Administration
(2.4), Clinical Pharmacology (12.3)]. In patients with moderate to severe renal impairment, UFC levels should be
interpreted with caution due to reduced UFC excretion.

8.7 Hepatic Impairment

Dosage adjustment is not required in patients with mild hepatic impairment (Child-Pugh A) but is required for patients
with moderately impaired hepatic function (Child-Pugh B) and for patients with severe hepatic impairment (Child-Pugh
C) [see Dosage and Administration (2.3), Clinical Pharmacology (12.3)]. More frequent monitoring of adrenal function
may be required during dose titration in all patients with hepatic impairment.

10 OVERDOSAGE

Overdosage may result in severe hypocortisolism. Signs and symptoms suggestive of hypocortisolism may include
nausea, vomiting, fatigue, low blood pressure, abdominal pain, loss of appetite, dizziness, and syncope.

In case of suspected overdosage, ISTURISA should be temporarily discontinued, cortisol levels should be checked, and if
necessary, corticosteroid supplementation should be initiated. Close surveillance may be necessary, including monitoring
of the QT interval, blood pressure, glucose, fluid, and electrolyte until the patient’s condition is stable.

11 DESCRIPTION
ISTURISA (osilodrostat) is a cortisol synthesis inhibitor.

The chemical name of osilodrostat is 4-[(5R)-6,7-Dihydro-5H-pyrrolo[1,2-c]imidazol-5-yl]-3-fluorobenzonitrile
dihydrogen phosphate.

Molecular formula of osilodrostat salt (phosphate) form on anhydrous basis is: (Ci13H1:FN3) (H2PO4). Relative molecular
mass of osilodrostat phosphate salt form is 325.24 g/mol.

ISTURISA tablets for oral administration contains 1 mg, 5 mg, or 10 mg of osilodrostat equivalent to 1.4 mg, 7.2 mg, and
14.3 mg of osilodrostat phosphate respectively, and the following inactive ingredients: colloidal silicon dioxide,
croscarmellose sodium, mannitol, microcrystalline cellulose, and magnesium stearate. The film coat is composed of
hypromellose, titanium dioxide, ferric oxide (yellow), ferric oxide (red) (1 mg and 10 mg only), ferrosoferric oxide (10
mg only), polyethylene glycol 4000, and talc.

12 CLINICAL PHARMACOLOGY

12.1  Mechanism of Action

Osilodrostat is a cortisol synthesis inhibitor. It inhibits 11beta-hydroxylase (CYP11B1), the enzyme responsible for the
final step of cortisol biosynthesis in the adrenal gland. In a Chinese hamster lung cell line VV79-4 that overexpresses
human CYP11B1, adrenodoxin and adrenodoxin reductase, osilodrostat inhibited the activity of human CYP11B1 dose-
dependently with IC50 values of 2.5 + 0.1 nM (n = 4).

12.2  Pharmacodynamics

A dose dependent increase was observed in 11-deoxycortisol, the cortisol precursor, and ACTH levels in patients with
Cushing’s disease.
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Cardiac Electrophysiology

A thorough QT study in 86 male and female healthy volunteers showed a maximum mean placebo-corrected QTcF
interval increase of 1.73 ms [90% confidence interval (CI): 0.15, 3.31] at a 10 mg dose, and 25.38 ms (90% CI: 23.53,
27.22) at a 150 mg dose (up to 2.5 times the maximum recommended dosage) [see Warnings and Precautions (5.2)].

The predicted mean placebo-corrected QTcF change from baseline at the highest recommended dose in clinical practice
(30 mg twice daily) was estimated as 5.3 ms (90% ClI: 4.2, 6.5), based on an interpolation of the data from the thorough
QT Study and population PK analysis [see Warnings and Precautions (5.2)].

12.3  Pharmacokinetics

Absorption

Osilodrostat is absorbed with a time of maximum observed concentration (Tmax) Of approximately 1 hour. Exposure
(AUC;ix and Crax) slightly increases over dose-proportionally within the therapeutic dose range of 1 mg to 30 mg.

Effect of Food

In a healthy volunteer study (N = 20), subjects administered with a single, 30 mg oral dose of ISTURISA film-coated
tablets with a high-fat meal resulted in reduction of AUC by 11% and Crax by 21%, respectively. The median Tmax Was
delayed from 1 to 2.5 hours. These changes are not considered to be clinically significant, therefore ISTURISA can be
administered with or without food.

Distribution

The median apparent volume of distribution of osilodrostat is approximately 100 L. Protein binding is low (36.4%). The
osilodrostat blood-to-plasma concentration ratio is 0.85.

Elimination
The elimination half-life of osilodrostat is approximately 4 hours.

In an absorption, distribution, metabolism, and excretion study, the majority of the radioactivity dose of osilodrostat is
eliminated in the urine (mean: 90.6% of administered dose) with only a minor amount eliminated in the feces (1.58% of
dose). The low percentage of the dose eliminated in the urine as unchanged osilodrostat (5.2%) indicates that metabolism
is the major clearance pathway in humans.

Metabolism

Multiple CYP enzymes (i.e., CYP3A4, CYP2B6, and CYP2D6) and UDP-glucuronosyltransferases contribute to
osilodrostat metabolism and no single enzyme contributes greater than 25% to the total clearance. The metabolites are not
expected to contribute to the pharmacological effect of osilodrostat.

Specific Populations

Age and gender have no significant impact on osilodrostat exposure in adults.

Race/Ethnicity

The relative bioavailability in Asian patients is approximately 20% higher compared to that of non-Asian, along with
higher Tmax and Crmax, cOmpared to other ethnicities. However, the difference is not clinically significant.

Patients with Renal Impairment

Osilodrostat exposure was similar in the three renal function groups [normal, severe, and end stage renal disease (ESRD)
groups] and thus a study was not conducted in mild and moderate renal impairment groups. The results showed that the
PK of osilodrostat was not influenced by varying degrees of renal impairment to any clinically significant extent [see
Dosage and Administration (2.4), Use in Specific Populations (8.6)].

Patients with Hepatic Impairment

There was a trend of increasing AUCiq to osilodrostat in moderate and severe hepatic impaired subjects (geo-mean ratios
are 1.44 and 2.66, respectively) as compared to normal subjects. Exposures (Cmax and AUC) of osilodrostat in the mild
hepatic impairment group were similar to those in the normal group [see Dosage and Administration (2.5), Use in Specific
Populations (8.7)].
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Drug Interaction

In a healthy volunteer study (N = 20) using a single dose of osilodrostat (50 mg) and a probe drugs cocktail, osilodrostat
showed inhibition potential on CYP1A2, CYP2C19, CYP2D6, and CYP3A4/5 isozymes with 2.5-, 1.9-, 1.5- and 1.5-fold
increase in caffeine, omeprazole, dextromethorphan, and midazolam exposure, respectively [see Drug Interactions (7.1),

(7.2)].

There was no significant impact of osilodrostat (30 mg twice daily for 12 days) on the exposure of oral contraceptives
containing 0.03 mg estradiol and 0.15 mg levonorgestrel in healthy female subjects.

13 NONCLINICAL TOXICOLOGY
13.1  Carcinogenesis, Mutagenesis, and Impairment of Fertility

Carcinogenesis

Carcinogenicity studies were conducted in Wistar Han rats and CD1 mice. Hepatocellular adenomas and carcinomas
occurred in male rats at > 10 mg/kg and in females at 30 mg/kg (18- and 65-times the 30 mg twice daily maximum
clinical dose, by AUC, respectively). Thyroid follicular adenoma/carcinoma was also observed in male rats at 30 mg/kg.
Hepatocellular adenomas and carcinomas occurred in male mice at > 10 mg kg (6 times the maximum clinical dose, by
AUC) but not in female mice at any dose < 30 mg/kg (31 times the maximum clinical dose, by AUC). These findings are
likely rodent specific and considered not relevant to humans. Genetic profiling studies support activation of hepatic
constitutive androstane receptors as the likely tumorigenic mechanism in rodents and is not a significant concern for
human risk at clinical exposure to osilodrostat.

Genotoxicity

Genotoxicity assays conducted in vitro in bacterial systems and in vitro and in vivo in mammalian systems with and
without metabolic activation indicate that there is no genotoxic risk in humans with osilodrostat.

Impairment of Fertility

In a fertility and early embryonic-development study in Wistar Han rats, doses of 50 mg/kg (118 times the 30 mg twice
daily maximum clinical dose, by AUC) resulted in changes to estrous cyclicity and impaired female fertility and embryo
viability. No effect on reproductive performance in females was observed at 5 mg/kg (8 times the maximum clinical
dose). Fertility and reproductive performance were not affected in male rats up to 50 mg/kg (77 times the maximum
clinical dose, by AUC).

14 CLINICAL STUDIES

The safety and efficacy of ISTURISA was assessed in a 48-week, multicenter study (called the Core Period) that consisted
of four study periods as follows:

e Period 1: 12-week, open-label, dose titration period
e Period 2: 12-week, open-label, maintenance treatment period

e Period 3: 8-week, double-blind, placebo-controlled, randomized withdrawal treatment period which provided the
data for the primary efficacy endpoint

e Period 4: open-label treatment period of 14 to 24 weeks duration

The trial enrolled Cushing’s disease patients with persistent or recurrent disease despite pituitary surgery or de novo
patients for whom surgery was not indicated or who had refused surgery. The mean age at enrollment was 41 years; 77%
of patients were female. There were 65% Caucasian, 28% Asian, 3% black, and 4% other race. Overall, 96% patients had
received previous treatments for Cushing’s disease prior to entering the study, of which 88% had undergone surgery.
Persistence or recurrence of Cushing’s disease was evidenced by the mean of three 24-hour UFC (mUFC) > 1.5x upper
limit of normal (ULN). The mUFC (SD) at baseline was 1006 nmol/24 hr (1589), which corresponds to approximately 7 x
ULN. The median mUFC at baseline was 476 nmol/24 hr, which corresponds to approximately 3.5 x ULN.

Period 1 (Week 1 to 12)

137 patients received a starting dose of 2 mg ISTURISA orally twice daily that could be titrated up to a maximum of 30
mg twice daily at no greater than 2-week intervals to achieve a mUFC within the normal range. Individual dose
adjustments were based on mUFC. The dose was increased if mUFC was above ULN and was reduced if mUFC was
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below the lower limit of normal (LLN), or if the patient had symptoms consistent with hypocortisolism and mUFC was in
the lower part of the normal range.

Period 2 (Week 13 to 24)

130 patients entered Period 2. The daily dose for patients that achieved a mUFC within the normal range in Period 1 was
maintained during Period 2. Patients who did not require further dose increase, tolerated the drug, and had a mUFC <
ULN at Week 24 (end of Period 2) were to be considered responders and eligible to enter the Randomization Withdrawal
phase (Period 3). Patients whose mUFC became elevated during Period 2 could have their dose increased further, if
tolerated, up to 30 mg twice daily These patients were considered non-responders and did not enter Period 3 but continued
open-label treatment together with the patients who did not achieve normal mUFC at Week 12 and were followed for
long-term safety and response to treatment.

Period 3 (Week 26 to 34)

At Week 26, 71 patients were considered responders and were randomized 1:1 to continue receiving ISTURISA (h = 36)
or to switch to placebo (n = 35) for 8 weeks. Patients were stratified at randomization according to dose received at Week
24 (<5 mg twice daily vs 5 mg twice daily) and history of pituitary irradiation (yes/no).

Patients were to remain on their assigned treatment and dose throughout Period 3 if mUFC were within the normal range.
Blinded dose reduction or temporary discontinuation for safety or tolerability reasons were permitted. Dose increases
were not permitted during Period 3. Patients with mUFC increase > 1.5 x ULN or who required a dose increase were
considered non-responders and discontinued from Period 3 but allowed to receive open-label treatment during Period 4.

Period 4 (Week 26 or 34 to 48)

This period included patients who were not eligible for randomization (n = 47) at Week 26, patients who were considered
non-responders during Period 3 (n = 29), and patients who were considered responders during Period 3 (nh = 41). Open-
label treatment with ISTURISA continued in these patients until Week 48 when patients who maintained clinical benefit
on ISTURISA, as judged by the Investigator, had an option to enter an extension period.

Efficacy Assessment

The primary efficacy endpoint of the study was to compare the percentage of complete responders at the end of the 8-
week randomized withdrawal period (Period 3) between patients randomized to continue ISTURISA versus the patients
switched to placebo. A complete responder for the primary endpoint was defined as a patient who had mUFC < ULN
based on central laboratory result at the end of Period 3 (Week 34), and who neither discontinued randomized treatment or
the study nor had any dose increase above their Week 26 dose.

The key secondary endpoint was to assess the complete responder rate at the end of Period 2 (Week 24). A complete
responder for the key secondary endpoint was defined as a patient with mUFC < ULN at Week 24 who did not require an
increase in dose above the level established at the end of Period 1 (Week 12). Patients who were missing mUFC
assessment at Week 24 were counted as non-responders for the key secondary endpoint.

Results

At the end of Period 3, the percentage of complete responders for the primary endpoint was 86% and 29% in the
ISTURISA and placebo groups, respectively (Table 3). The difference in percentage of complete responders between
ISTURISA and placebo groups was 57%, with 95% two-sided CI of (38, 76). The 95% CI were not presented by
individual strata due to the small sample sizes of some of these strata.

Reference ID: 4571814



Table 3: Percentage of Cushing’s Disease Patients with Normal mUFC at End of Period 3 (8-week randomized
withdrawal period)

ISTURISA Placebo Complete Responder Rate
Primary Endpoint (N = 36) (N =34) Difference

n (%) n (%) (Differences in Percentages)
Complete responder rate at the end of 31 (86) 10 (29) osilodrostat vs placebo
the 8-week randomized withdrawal
period (Week 34) 57(38, 76)

(71, 95) (15, 47) 2-sided p-value < 0.001

(95% Cl)

Abbreviation: Cl, Confidence Interval.

The key secondary endpoint, complete responder rate after 24 weeks of treatment with ISTURISA was achieved by
72/137 patients (52.6%) with 95% two-sided CI of (43.9, 61.1). The lower bound of this 95% CI exceeded 30%, the pre-
specified threshold for statistical significance and minimum threshold for clinical benefit.

At Week 48, 91/137 patients (66%) had normal mUFC levels.

Variable decreases from baseline for blood pressure, glucose parameters, weight and weight circumference were observed
at Week 48. However, because the study allowed initiation of anti-hypertensive and anti-diabetic medications and dose
increases in patients already receiving such medications and the absence of a control group, the individual contribution of
ISTURISA or of anti-hypertensive and anti-diabetic medication adjustments cannot be clearly established.

16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied
ISTURISA (osilodrostat) tablets are supplied as follows:

Tablet Strength | Description Package Configuration NDC No.

1mg Pale yellow, unscored, round, biconvex 55292-320-60
with beveled edge tablet, debossed “Y1”
on one side and “NVR” on the other
side.

] ] Each carton contains
5mg Yellow, unscored, round, biconvex with | 3 pjister packs. Each blister | 55292-321-60

beveled edge tablet, debossed “Y2” on | hack contains 20 tablets.
one side and “NVR” on the other side.

10 mg Pale orange brown, unscored, round, 55292-322-60
biconvex with beveled edge tablet,
debossed “Y3” on one side and “NVR”
on the other side.

Storage and Handling

Store at room temperature between 68°F to 77°F (20°C to 25°C); excursions permitted 15°C to 30°C (59°F to 86°F);
protect from moisture.

17 PATIENT COUNSELING INFORMATION
Advise patients to read the FDA-approved patient labeling (Patient Information).

Monitoring

Instruct patients on the importance of laboratory monitoring and adhering to their return visit schedule [see Dosage and
Administration (2.2, 2.3)].

Hypocortisolism
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Advise patients that ISTURISA is associated with hypocortisolism-related events. Advise patients to report symptoms of
hypercortisolism to their healthcare provider [see Warnings and Precautions (5.1)].

QT Prolongation

Advise patients of the signs and symptoms of QT prolongation. Advise patients to contact their healthcare provider
immediately for signs or symptoms of QT prolongation.

Advise patients that an ECG will be taken before treatment and periodically thereafter. Advise patients with cardiac
disease and risk factors for QT prolongation that adjustments in cardiac medications may be made and electrolyte
disturbances may require correction [see Warnings and Precautions (5.2)].

Adrenal Hormone Precursors/Androgens

Advise patients that elevation of adrenal hormone precursors may occur and lead to low potassium levels, worsening of
hypertension, and edema. Advise patients to report the occurrence of these symptoms to their healthcare provider.

Advise patients that elevations of androgens may occur and may lead to hirsutism, hypertrichosis, and acne (in females).
Advise patients to report the occurrence of these symptoms to their healthcare provider [see Warnings and Precautions

(5.3)].

Lactation

Advise females not to breastfeed during treatment with ISTURISA and for at least one week after treatment [see Use in
Specific Populations (8.2)].

Distributed by:
Recordati Rare Disease, Inc.
Lebanon, NJ USA 08833

© Recordati
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PATIENT INFORMATION
ISTURISA® (is tur ee’ sah)
(osilodrostat) Tablets

What is the most important information | should know about ISTURISA?
ISTURISA can cause serious side effects, including:
e Low cortisol levels in your blood (hypocortisolism).

Tell your healthcare provider right away if you experience more than one of the following
symptoms, as these may be symptoms of very low cortisol level, known as adrenal insufficiency:
e nNausea ¢ stomach (abdominal) pain
e vOomiting ¢ loss of appetite
e tiredness (fatigue) e dizziness
e |low blood pressure

If you get symptoms of hypocortisolism while taking ISTURISA, your healthcare provider may
change your dose or ask you to stop taking it.

Heart problem or a heart rhythm problem, such as an irregular heartbeat which could
be a sign of a heart problem called QT prolongation. Call your healthcare provider right
away if you have irregular heartbeats.

See "What are the possible side effects of ISTURISA?" for more information about side
effects.

What is ISTURISA?
ISTURISA is a prescription medicine that is used to treat adults with Cushing’s disease:

e who cannot have pituitary surgery, or
¢ who have had pituitary surgery, but the surgery did not cure their Cushing’s disease

It is not known if ISTURISA is safe and effective in children.

Before you take ISTURISA, tell your healthcare provider about all of your medical
conditions, including if you:

¢ have or had heart problems, such as an irregular heartbeat, including a condition called
prolonged QT syndrome (QT internal prolongation). Your healthcare provider will check the
electrical signal of your heart (called an electrocardiogram) before you start taking
ISTURISA, 1 week after starting ISTURISA, and as needed after that.

e have a history of low levels of potassium or magnesium in your blood.

e have liver problems.

e are breastfeeding or plan to breastfeed. It is not known if ISTURISA passes into your breast
milk. You should not breastfeed if you take ISTURISA and for 1 week after stopping
treatment.

Tell your healthcare provider about all the medicines you take, including prescription
medicines, over-the-counter medicines, vitamins, and herbal supplements.

Especially tell your healthcare provider if you take medicines used to treat certain heart
problems. Ask your healthcare provider if you are not sure whether your medicine is used to
treat heart problems.
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How should | take ISTURISA?

e Take ISTURISA exactly as your healthcare provider tells you. Your healthcare provider will
tell you exactly how many tablets of ISTURISA to take. Do not change your dose or stop
taking ISTURISA unless your healthcare provider tells you to.

e Start ISTURISA by taking 2 mg two times a day by mouth or as directed by your healthcare
provider.

o After you have started treatment, your healthcare provider may change your dose,
depending on how you respond to the treatment with ISTURISA.

e Take ISTURISA with or without food.

¢ If you miss a dose of ISTURISA, take the next dose at your regularly scheduled time.

What are the possible side effects of ISTURISA?
ISTURISA may cause serious side effects, including:

e See "What is the most important information 1 should know about ISTURISA?"

e Increase in other adrenal hormone levels. Your other adrenal hormones may increase
when you take ISTURISA. Your healthcare provider may monitor you for the symptoms
associated with these hormonal changes while you are taking ISTURISA:

Low potassium (hypokalemia).

High blood pressure (hypertension).

Swelling (edema) in the legs, ankles or other signs of fluid retention.
Excessive facial or body hair growth (hirsutism).

Acne (in women).

Call your healthcare provider if you have any of these side effects.
The most common side effects of ISTURISA include:

e very low cortisol levels (adrenal insufficiency) e headache
e tiredness (fatigue) o swelling of the legs, ankles or other
e nausea signs of fluid retention (edema)

These are not all of the possible side effects of ISTURISA.
Call your healthcare provider for medical advice about side effects. You may report side effects to
FDA at 1-800-FDA-1088.

How should | store ISTURISA?

e Store ISTURISA at room temperature between 68°F to 77°F (20°C to 25°C).
o Keep ISTURISA dry.

Keep ISTURISA and all medicines out of the reach of children.

General information about the safe and effective use of ISTURISA.

Medicines are sometimes prescribed for purposes other than those listed in a Patient Information
leaflet. Do not use ISTURISA for a condition for which it was not prescribed. Do not give
ISTURISA to other people, even if they have the same symptoms you have. It may harm them.
You can ask your healthcare provider or pharmacist for more information about ISTURISA that is
written for healthcare professionals.

What are the ingredients in ISTURISA?
Active ingredient: osilodrostat phosphate

Inactive ingredients: colloidal silicon dioxide, croscarmellose sodium, mannitol,
microcrystalline cellulose, and magnesium stearate. Tablet film-coating: hypromellose, titanium
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dioxide, ferric oxide (yellow), ferric oxide (red) (1 mg and 10 mg only) ferrosoferric oxide (10 mg
only), polyethylene glycol 4000, and talc.

For more information, go to www.ISTURISA.com or call 1-888-575-8344.

Distributed by: Recordati Rare Disease, Inc., Lebanon, NJ USA 08833
© Recordati

This Patient Information has been approved by the U.S. Food and Drug Administration. Approved: March 2020

Reference ID: 4571814



REDFHRMHXE (2020 £ 3 AER) DOHMRBE

FULL PRESCRIBING INFORMATION 1~17 HOFIFRZ LU FIZRd (8.3, 9, 15 HIFXKE)
2L, WOBAIZHOWTIKE OB LEOREL TH L5729, 1ELWEEEIZTHAE 2 TR
L7,

Table 1-1 KEDRMNAXEDHEEZ X

HA KIE DRSS SCEOFEHL IELWELH (FEF 2 (T« Tk
14 CLINICAL STUDIES <5 mg twice daily vs 5 mg twice daily <5 mg twice daily vs > 5 mg twice daily
Period 3 (Week 26 to 34)
14 CLINICAL STUDIES weight and weight circumference weight and waist circumference
Results
17 PATIENT COUNSELING  Advise patients to report symptoms of Advise patients to report symptoms of
INFORMATION hypercortisolism hypocortisolism

Hypocortisolism

1 FhEER (T Zh B
ISTURISA (%, FEATFH 2RI T 20 T FTRIEFIHN CIREN SO oA T v v
VR EOIRIR RN E LT a LT — LA ILERTH 5,

2 BZERUVAE

2.1 ISTURISA #: 5B ATOBRKIRE
. BHRBA®&5%%%¢5%K,ﬁﬁU?AEE&Uﬁ?ﬁ*V?AmE@ﬁE%ﬁ
L (R OMEN FOVER (6.2 1, 5.3 ) 2],
. &ﬁﬁ%m_u%lﬁﬁé(azko@%mﬁﬁm&ﬁﬁﬁﬁl IR 1 A PN T
L, ZO%bBEIISUTITD 2 & [ZEROR EOE 62 1) HH] .,

2.2 AR, #iE RUE=42YVJICEAT5HEEIR

o BB NIFZEEIRFIZ, 1I2mgl A 2 BIOKROFGNGEMGTHZ &,

o HIEBHAANFIY, MYEMEAZ 1~2mgl H 2[HE L, :ulx%y“a/wﬁv)ﬂ“ﬂg%, E 2 DR
DRENE, 7 v v ZIROME « FEROUEIRREIZIG U T 2 BIZ 1 BIELF O TH &
9%, ISTURISA1[a]110mg1 H 2 [A[4#% 5| ﬁ#é?a%ﬁﬁﬂ%é4ﬁﬁ HlERE = L
F'—/b (UFC) fEMEIRE L CHEEHE LRIV bEWEETIE, 2BHIEIZEHIC
5mgl A 2[EFTOWET D, +oRERDEIMREE L THONDLETIT1I~2 I LI
24 R Rl 2 VT — L ORIE ATV, 2B EOTF =2 IS TanrFy —
EOE=HX) L THITH 2L,

e ISTURISA O#EFFHRITEZE ZLITRET 2D & L, FTF YV —/ERTEE DM
5 - JERICIE S EHE T 5,

o AR CTOMFFHEIZ 1M 2~7Tmgl H 2 TdH -7, ISTURISA DOHESE e+ &
2 1E30mgA 1 H2FETHD,



2.3

2.4

2.5

2.6

HEFF I BRIELMIL, aF Y — U EDE=Z Y v 7% 1~2 5 HIZ 1 [ELL EOSEE T
VB S U TITH 2 &,

KERUVHEZLERE
PR = LT — AN BAEEIPH A2 TRl o 72354, ST — U EN I T LT
Bh, ROV SUIBE MR VT — )VIIEDER 2 5F 2 7285413, ISTURISA % Jii &
IR A Db, MEREAITI IV aa LT o  REFREEABGTH D L,
Mg HSUTMSE R 2 LT — VB BAREGPH 2 Flal 0 B I RIEHERE R 2 DSR2 F89
SNBYEIE, ISTURISA O E4AHIE L 7 v aaLFaf NMEFREEEZITH 2 & [Z
RO EorEe: 6.1 H) M
RIE L2812, a T Y — UED BAEGIFPNIC 72 0 SERDSIE R L2 RERT, i L
7-FHEMNS ISTURISA OF 52 FHE+T 52 &,

BEHRERFESEICHESALIABRUE=S) VYT
BB B T 2 R RREII A E Th 5, REE D & EE OB BH T
I, SR VT — L DY B T, R LT — A R %
BICATH 2 & [HiAHEHE 12398) 24]

FHEEERECHESAIARRUE=4YVT

5 (Child-Pugh 7357 7 2 B) OIFHREFR S O & 5 BFE TIX, HELIBAAAH & 1 (=]
1mglH2FETHD, HEE (Child-Pugh 73507 7 A C) OIFRERRE D & % BE TI,
HELEBRAG I EIZ 1B 1mg 1 H 18] (¥) Th 5,
# (Child-Pugh 53827 7 2 A) OIFREIREE D& 5 BE TCOHEFEHIIRETH 5,
FEMIE I, IFEREEELZGT LT XCOBET, LVHEBORIBHEEDT=4%1
IWNEELIRDZENDD [HiRFERE 123 H) 4]

RATZEZEMh-18E

ISTURISA DR SIN H - T2 355121E, RO TE SV IRARERIZ, ZORESTIRATRE 1
B ORBEEZRMAT 2 L8 T 52 L,

3

ARUESE

ISTURISA IZ, LAToflAlE LTfE s d,

1mg $2 : FEic TYl) , KeFomic INVRY EZIEI& iz, EWiEao, SRz
vy, TR R O SEA

5mg $E : FmEC [Y2) , MetomEiz INVR) EZIFIE Tz, &EEao, EifRo7zy, [
T i i D SE A

10mg € : s 1Y3) , Ko mic INVR) LZEIES T, HOBEGAD, EIfRo72R
vy, BT O SEA



4 2=
2L,

5 ESRUERLEDERE

5.1 Ea)LF YV —ILIE

ISTURISA (X /L F Y — UEZ KR F &8, KaLvF Y —VIIJEICE D Z 035 Y, Fioidtms
BT RIBEER S L R DA REELH D, T —UETFEMICEY, B, WE, %%, 1§
A, BAEOE, BEMEOEWRLELDbNAZENH D, METOaLF Y —ARNELLIETFLE
BAE, RiE, EMEERE, (RMmENEZ 2 FRENS D [FIEH 68 2],

Kz vF Y — VIJEIE, ISTURISA £ 5-HIZEWBEE TR b b, K2 /LF YV — VIUE % 5| &
fE TR U, BRI A R LR 1I2oWT, BEOFHMEEZTTS Z &, ISTURISA #5-H1%
24 WyfRl PR HPalEffE = L 5> —ob, F TP OSOTER aL T =, BEICH S D - SERIC
SWCTEMIICE=2 ) v/ T52 &,

PR bR LT — B BAEGE & TlEl o 7254, 2T Y — UEREERICIK T L7254,
KO/ SUTBE MR NTF Y — VIISERER & 3F 2 7285 51%, ISTURISA Z & IIIRIET 5 2 &,
M3E L MAE R O 2V F > — A BARHLPH 2 TR D B I IE e R R OER R Hitd
BaE, ISTURISA Bthamib Ly vaanFad RfifEikaiT> 2 L, RTPEMa LT —
Jb, Mg g 2 LT — D BRI 2 0, SERSHAR LR T, BELEHE
MO 2/AT 52 L, ISTURISA B E-Hik% b, 2Ty — L IiIfER 23 e L ISTURISA @
P TH D 4 R 2B 2 T SN D HAEN D D,

K2 LT — VIEIC K DR 2 ISR L, JERA D & b AR ERER R
FIEETH L ET D2 L,

5.2 QTc ER

ISTURISAIZ & W Fl&{K1FHI72 QT MIFRIER 238 B TR Y (HEE S 417- 30 mg % 550 QTcF
AN E O RMEIEL 5.3 ms) , NEARZ LI & EZ TR oD [FIEH 6 8) , HKHEP
2.2 1) M)

ISTURISA # 5-BHIGHIIC, ~—ZX T4 D QTc MR@T —# 2155 71O D.LEMBEZITY, £
DHL QTCHIfR~DOHEBEE =X V7352 L, DY U AMEKRD T~ 7 %27 Al
JEIX, ISTURISA £ 5-BAAARIICHIE L, ISTURISA 5 4 EMIMICE =4V > /952 &, ME
i U CHEME R T OMIELIT D Z &, QTc @D 480 ms Z# 2 723551%, ISTURISA OIR¥E %
Bat 52 &

QTIERD U AV K+ (JeRM: QT IERIEMRE, © - MM OARE, WM, #iEIhTn
IRVEMERY, QT MREZIERE T2 Z ERNHMLN TV AP L) B3d 5 BE~OMHHITEE
ATV, BEIOLEKE=42Y 7 ERET b,



5.3 BIBERILEHIBRERU7 Y FOSF Y LRILOLESR

ISTURISA 122V F Y — W AESRKREEL, aF Yy — A KOT L RATa » OHiEkE (11-7
FXaNF =K NI-TAX T aNTF axTa ) TS T v Ka s rolfilf L~z L&A
S5 AREMEN D B,
N-TAFarFarrTa s BZEMLTESE, IR TVarFal RREENEERLS L, K
AV U AMAE, FHIE, @ES X S RRRER G D [FIEH 6 ) 4] . ISTURISA
B GBIRERTAR A U ¥ A EDSGRD G DG AITIIMIET 20N H 5, ISTURISA 50 H
FHC, &Y U AIE, SIEOE(, FEOE=2Y T &21T5 Z L, ISTURISAIC X VIEH
U U AMAERA CTomaid, EEEIDIS U THIRNE G IR AR GIZ L 20 Y U AT 21TV
BETHOMERDH D, DU TLAEMELZICE»DLTIEAD Y U AMIENFHFT 5254581F,
XTI aNF af REEGEROBIMNE G 2 K55, ISTURISA OE X IEH IERLERGAE N &
%o

Ty Ra U NEREUCRER, B ERE, 2EE, SEXIRATLIHARS DL (K0S
B) o T RrF U RN LD AU SREREBEFICHIAL, ERPBENTGEILEREE R
WEEFIEKT DL HEET L L,

6 ElER
ERARICERZ2EIER & U TR SCENOBIOBIZFEH L7ZRIERIZIE, UTObLORH 5,
o [KanFy—iE [EELKOMEM EodE (5.1H) 2]
o QTMER [EHHEKOMEM LoWE (6.21H) 2]
o FIBRNLEVHBRMELONT > FaF v Layvo B SR OMER oz (5.3H) &
]

6.1 FRERRERICH T 2 FARER

HRRBRIX S SRR R T CEM SN D0, & 53K O KRR T 5 - &I1EH ORI
FIE, BIOFEA ORI IS T 23 BE L BT 5 2 LIIRAETH Y, EFIKIZBIT 2
TR A e L CWVRWATREME R B 5

AR OEIRRBR CTHFH 137 4 D7 » ¥ 7RI ISTURISA Z x5 LT [fignkis (14 17)
2], A8 RO = T IR 10%#8 1238 8L L 72 @I{E & Table 1 (27”3,

Tablel: 2y Uy RBEENRE L= 48 ERDRER T 10%BIZRB L1-EI4ER

AR =13
BB SRR 4z e 43.1
9 57 38.7
L 37.2
SH © 30.7
VN ¢ 21.2
IEBESE 19.7
Mg - 19




RIfER =13

RA M 175

I 15.3

% e 15.3

T 14.6

M =zLFa ke s 13.9

FERED F T 13.9

Ji5i9 ¢ 13.1

KV 7 AdLfE " 12.4

P 12.4

BAREOE 11.7

RIVE CERE 11.7

B | 11.7

R SR 11.7

AT A N AT 1 B0 10.9

FEEN 10.9

E=gil 10.2

MK 10.2

& I+ 10.2

PP %= 10.2

a [EIEEEEN £ 1212, b2 2T oy FRZHE, SRS ERRER S, X7 o FEEWIEREE, R

2 T2 — LA, :wf/ewﬁé%ﬁa,:wﬂﬁﬁ%ﬁwwush BAIERERET £ & K95 2/

F A DGR D Sy EBIFID K TIFIE R 72 2T = TH D, 2T — L FEWIEIREE Th 5
T EDRES L,

O THEG) IZITIENR, HETIEEF T,

¢ TGN I IZEER AR 5 e,

& TIEHE) IZITARPEIEIRNE, D EIRIE,  [REIRIE S 5 e,

& [F) ICITRLBHESSS, BGPERE, BRI, [P & 510,

b EBIED FE V) IZIT RO F L& & e,

9 THEHT) 171 FHEESR, HEEN RS T,

TR U DA ME) (SIFTD Y A &,

VM) 11 E,  MEAE T, BRI T, R E A & E

ERELSOTE H & BIEA (10%AR IZFHEHL L7 b D) 13, BMHUL BIE (9.5%), SiF (8.8%),
HILRE (8%) , RIRIE (8%) , A% (7.3%) , 9o (7.3%) , A%k (7.3%) , 1B (6.6%) ,
Bk (6.6%) , BB (58%) , FT AT I —E LA (44%) , LEX QT ER (3.6%) ,
JAf (1.5%) ThoTz,

BIfER (—&f4R#) DEFH

BB E =
1= =

HAgEE & LC, FIED, WEt, TR, BEIRAEERE O 69%IZHiE S, £ < DT, 3
HWIMEELS (1~2 8H) , EEEIRE~TEECTH-T-,



K )LF V—/LMJE

K=o LT — VMSEIE, 12 8 E TliE 31%I12, 12~26 BRFIZ 1T 18%IC s S i~ F8HREI DK
H0X ISTURISA OJFE KON/ SUTEMIBOIRHEZ Vv a a)F a4 REEOBIN XV & aTHE
THoT-,

FEEIESUBDOEIL
48 JARE, FIE R E AR A T L PEAE T RRIRIEARE N R— R T 1 D 20% % B2 CTHINL 72
BB 1L 137 il 21 B (15%) ToH Y, EHEFEOR—Z T A 0 b 20%% 8 2 TR L 7o #kBh
‘ﬁ 3137 Bilth 24 4] (18%) Td 7=, MEEAFEDOBEIMANEK T 8 FA ik L7, FEEAHE O8N
R RIS A VE Y (ACTH) O E OFBEIBIfRITRD bz o 7o, HARRERT, ﬂ@ﬁ%
%@%m%ﬁ_ﬁmmn&~/iggm¢ ISTURISA D 52K K O 5- & DB
O LR T,

QTc AifFE L

QT JER DEIWEM K OREIRAVIZ R & 72 2 DERFT R E ST, 561 (4%) T QTR
DOEIWEH, 361 (2%) TRX—RAF A /5 60ms iz 5 QTcF 4B, 18 #1] (13%) THr7=72 450 ms
Tz 5D QTCF 3l biviz [HRFERE 12.2 H) M)

BIE L E R DEE

ISTURISA (2 & % CYP11B1 HE X, I AT v A NEIBMADOEHE L T A h AT v S HEANZ S
RIND [BEEROMEN LOVEE 63 H) M) . BIBFRLVECRBMAER L OBENE 2 6D
BIER OB 2% ThH -7, @fEL KA U 7 AfAEAS & < B 6 L7 Bl R LT RiBRiA
BEDREIWER TH Y, TNZNHRE D 14%M N 17% TR STz, FRIETWERE O 7%, IiE
X 15% CHeG S, TXTORD Y U AMIERBHIT, U T LHFELY,/ LI R T2
NTFaAf REEGEE (Rvn /77 hoed) BEICLVEENRA LN, KB Y ¥ LAIMEDRK
THBAZ UL LogBRE 1T 1 Bl CThHoTo, FMERERE TIX, 7 X M AT 82 LL OIS —i
IZH BN N EEMEFENTH Y, 20 TERZR DT, KET —% THEEM LR (ULN) %
B2 DML 2D o T, LS CTlE, N—AT A U HOYET A N AT 1 U fEIZ ULN 22 %
ERABBENTD, BEEZTET L LR Lz, —EHOEBRE T, 7 A AT v sHINC X 58
JE~TREEEE D BRI 2 BIE L SIEDRD b (EEh, 12% &N 11%) .

ZDMDEEBRERERR

FFER A $0 0

A8 M OFRERTD 137 Bl H b, A ERIE RS 1 AL EEEAEME TR (LLN) % FEl- 7= #hR
F1L 18 41T, 2 BITREIEM & U CHPERBUMEN IS STz, S ERE AR D 0558 B 7=k
BRE CORBY RO/ IR D IR DR IL - T2,




RFEERERREE L7

ISTURISA 235 SN 7-g8RE COMBERME ERITEN T, W IXEE T HRICUIH &
BIZEEICE o Tz, T A—=ZORFEOIFE AL CITHABWHFICACTEY, MFiRoA S
RAMEEE 2LV ISTURISA ZH1IE L7720~ 7, 48 B ORERHIZ ULN O 3 5522 5
ALT XUT AST 23388 b giRE 13 5 5l (4%) Toh o7,

7 EMHEEER

7.1 ISTURISA 2% F 5 fthFIDEE
&2 ISTURISA 12 RIF T 2% Table 2 12779,

Table 2 : #&FIAY ISTURISA IZRIFTEE

CYP3A4 fHLZEH

ISTURISA & 58U CYP3A4 THEH] (f FTaF Y —, 75U zrn<wAf 0 E) offfick
B R 2 D, Fim RaAZy MEEN ES L, ISTURISA BEEIERNSEINT 2 BFNNH 5 [HEEE
P (123 E) ],

FHE T FRUN CYP3A4 [HEH & OB IZ ISTURISA O &4 12 ICH&ET 5,
CYP3A4 R CYP2B6 FHiEH|
Vi S ISTURISA & 88\ CYP3A4 } O Xt CYP2B6 #BiE K| (W ~¥Ey, V77 vy, 7=/

PN EZ =R E) OBRICEY, Ao FnRZy MEEMET L, ISTURISA OFRMEIME
TI B REENEN D D [HEAFEAE 123 F) .
ISTURISA # 5/ 18y CYP3A4 KO,/ 1T CYP2B6 A0 G52 H ik L7zH4, 431 ko
2K MREMN EH L, ISTURISA BIEEIERNEMT 2 BE0NH D [/%/Zf%ﬁ? 2.3
H) ] o

TR ISTURISA & 581> CYP3A4 X} 1 CYP2B6 FH&EAIDGEHFIL, /LT — L EE K O O -
JERDE=Z VU 7 %475 Z L, ISTURISA DIEENKLERZ LB1H D,

ISTURISA #¢5-FiZ58\ > CYP3A4 X (% CYP2B6 ﬁ%ﬁﬂ@&“ﬁ%qﬂm L7-881E, avFy — e
FE R OB D - SERDE=2 U 7 E1TS5 Z &, ISTURISA @ﬁ@mz FERIENH D,

7.2 fthFI=x 9 B ISTURISA DEE
ISTURISA X, 747 4V, FH =, S-mephenytoin ® X 9 72 R A B CYPLA2 JEE
X% CYP2C19 FEEH L i+ 2550, ME L CHMT 2 MENH D [HKRHER 123 H) ZH)

8 WAGEAICH TSR
8.1 iR

JRIBE

FHNZ LDV 27 (BERARGERMERIE, WEE, RHMASUIBRA~OERE) OFHICFIHTE 5 &
IWIIFTOA Y Fr A&y FOMBHICET 57 —Z 13w, RPIIEEED 7 v v T YE
EREE AT D56, BERORIZIZY A7 03D [HHI9EESH]

HHRT v B RO X5 A AR A SRR CARBE Iy R A X v hEa&RE L
ol E, W IR AEDORENT, RMARERS REBEAME (1E30mgl A 2EkE) ozhE



T EKRON05 1% (AUC KEH4E) L2 HETIIRD Do To, UH XTI, REMWFEENRE
B ogEsE kElERHED 7 %) 0L X2, AFREOBLDRRD bivlz, MARTIROHA
B ORAICET 2R TSR v NI ERRME (1H30mgl H 2[E#5) O 8 {J@ﬁHE’C“ZT‘
Yr RrAZy MBI ORAME TRE L&, - IBERAICEETRD O
Mol [F—xFMH]

WISEMIZE T D ERRERERFE R OHRED Y A7 IIARHTH D, KEO—HEN THE X
AT BRI RERE ST AEIRIC BT D R RS RS R OREED U A 71, 2T 2%~4%
Fo Y 15%~20% T 5,

Eﬂﬂ E’]%g

FEEEDERUERV - RIZE - BE~ND YRS

IEIRTPICIREWED 7 v v VIERE 2 B D56, BRI DR OBE T (FEARNE R,
IR, RS ERE, RHMASEC, WREE, WRITRK, FE) UA7 o ERMSED LT
Do

F—5

BYTr—%

Fim Rue A%y h% Wistar Han 527 » MRS 6 A2255 17 H £ T0.5, 5, 50 mg/kg O H
mECHEG LIEEE, 5mgkyg [ é‘?’: A& (1FE30mglH2E#EE) ©8FEDEER (AUC X
) ] DUR I - VR AICEE 13580 bivienr o 72, 50 mglkg [Hmi g R H o 118 5 (AUC
) ] TlE, BEWEtE, - RIESEC O, RIEREORD, EEFENRD b,

Fvm R X% h% New Zealand &2 7 IR 7 H22 555 20 H ¥ T3, 10, 30 mg/kg @
METRELZE X, 3mgkg g RMARE (1B30mgl H 2 [FEE) @ 05 fFOIgE#FERE (AUC
FLHE) ] TR - JRIERAEICEFITRD o7, 10mglkg [ ERRAED 7% (AUC
¥) 1 UL EoM&ETIE, HEWEsE, MRINOEN, AFEREOK AR b,

Zvm R A%y R Wistar Han 527 v MMZUEHRES 6 H2 D235 20 HE T 1, 5, 20 mg/kg
ORETEL Lz & X, 5molkg [mligR A& (LR 30mgl B 2 [\#e5) O 8 5D R (AUC
FEUE) ] LU CIIATEY, RiE, B/ T A — X ICRE TR SN o7, 20 mglkg [ e i A H
EOD 435 (AUC JEHE) ] Tk, BEMW T v MIOBERE, HikEE, BIROAEFREROK TR
bz,

8.2 REL

YR BE
b hUIEOIHF~OA T r Ka 2% v hOBIT, BHLSNZHLIRICKIETRE, Bk
X HEEICE L CRIATE D7 — 23R, B SN-ARICHERBIER (FI=HAE
IR ) NEUDAREMERH D Z LD, ISTURISA %5 L O 5:-1% 1 R Oz 3Lid e <
NI EEBFICHITH L,



8.4 INRADERA
INEEREIZI T B ISTURISA D224 K O WM I HEST S AL T UV,

8.5 EEENDEEA

ISTURISA % W= RRRER D 167 FlOHERE D 5> 5, 10 6 (6%) 728 65 WLl ETHh-o7-, 75
B DYEERE 1L e o T2, 65 A X HHBRE T ISTURISA EHICBA L TR CE 57 —#
ZHES L, HEREIIARECHD [HFHEE 123 H) M)

8.6 BHREREE

B RERE BT (T 5 ISTURISA O HEMEIIAECTH D [HEKOHE 2.4 1H) , BEFE
P (123 1) BH] . FEENGEEOBEEREERE TIL, RPER =LY — Lo R R
WA+ 570, R LT — VEITEEICERT X Th D,

8.7 FFESRERE =

2% (Child-Pugh 73487 7 A A) OIFHERERE T EHA CITHERHILAZE ChH 22, PEE (Child-
Pugh 7387 7 2 B) OFHERERTFEH K OVEE (Child-Pugh 43387 7 A C) DO ifFEBEREE R T
%, MEREEZ S5 JHLEROHE (23 1), BFFEHE 123 7H) 247, REEESE,
BEEL AT LT XTOEBET, LVHERIORIEEEOE=4) U IRRELRDZEBH D,

10 BEES

WERGICEY, BEORAVFY —/VIEICKHRS Z XD 5, K2V F Y — VIE 2 R4
D IR E LTI, ED, WEM:, ST, RILE, W, BARR, OV FEEDEW, K
3D %,

RGN DONL5EE, ISTURISA RGZIREEL, 2L F Y —Ea2fllE L, SHEIZE T
ANFARTuA LG T 2, BEORENLZET 2FT, QT MR, Mm/E, mbE, K,
BIREDOE=2 ) 7 G g anBle 2 LEIS U TTY 2 &,

11 $HREK - R

ISTURISA (i m FrAZ vy ) [ZaLvFy —LEMERTH S,

v Fa X% v b oAb 4 1T 4-[(5R)-6,7-Dihydro-5H-pyrrolo[1,2-c]imidazol-5-yl]-3-
fluorobenzonitrile dihydrogen phosphate T& %,



Frnm ka2 %y Y ol (BEAKY) D513 UE(CisH11FN3) (H2PO4) TH Y, 43 &3 325.24
g/mol TH %,

O EHO ISTURISA $EldA 2 Rr A% > hE& 1mg, 5mg, 10mg OHFNRH Y, Zi
Fntro RazxzZy M) UfglEE LT 1.4mg, 7.2mg, 143mg, MOVRINA L L CEEHEEK 7
AF, JaABNAT—AF N TLA D-~vr=hr—), fEEELo—2x 277V Y X%
VULEEHALTWD, T4 b —T 4 T ORI e Arn—R, BbFX L, H
=gk, = bk (Img LOV10mg OA) , BEbEk (10mg ) , AU =F Lo
a—)b, ZNVITThDH,

12 ERERFEE
12.1 {ER#F

Fim kaxyy MIarF Yy —LEILEATH L, BIE TCOavT ) —VAESKOREE
W& A fibiid 5 11p-/KEefkli## (CYP11Bl) #[H#ET %5, & R CYP1IBl, 7 KL/ ¥, 7R
U/ R UBIUHMR Z MR ST v A =— AN L2 Z —[ilififukk V79-4 T, A1 Fn
A4y ME, & b CYP11BL OGN HEMAFAYIZIEE L, IC50 % 25+0.1nM (n=4) T
HoT,

122 EhZ
T TRBRE T, 11T A XY a T — L, 3L F ) — LRIERAK, ACTH L~ |2 &K
772 ERRERD Bz,

DB EREEFHRE

Thorough QT FBR CREEEZR KA B 4 86 LA v m R AX v &G Lz & &, QTcF MkEF
g (77 v RiE%) ORKMEIE, 10mg & 50 &% 1.73ms [90%(E#EX M (Cl) : 0.15,
3.31] , 150mg £ 45 » & & 2538 ms (90% CI : 2353, 27.22) Thol= (kEHESEHED 25 %+
TG [BEEROEH oM 62 H) 2]

BRI O @ e & (11E130mg 1 H 2B]) THRELIZEEDR—=ZXT A 6D QTeF
bR (77 BRMIER) OTHMEE, thorough QT #ABR M ONRHEM] PK M 76 DT — X (2
HS&53ms LHEE SN (90%Cl: 42, 65) [EHEROH FotE 6.2 H) RHE]

12.3 EWEHRE

AR

Fov Ru A%y MIgEEERERE (Tmx) 1 RETRIRENS, 1~30 mg OIREH&E
%ﬁf, H/%@é% (AUCmf&U\ Cmax) li)ﬂ%ﬂ:%bﬁ“i)%lilﬁlof%ﬂﬂﬁ“éo

BEDEE
fEFERR A (20 61) (2 ISTURISA 7 4 )V b a—T ¢ v 78 W CRa BN BB EURRC 30 mg & B

EREAOEE L7-E &, AUC KT Cral X FNZ40 11% K T 21%0800 U2y Tmax P9I, 1~2.5 B
10



MHEIE L7, 2B DEVIZIERANCEROH D LD TITRWEEZ BN D Z &0, ISTURISA
TERFEOFEICBHADLLTHEEGTDHZENTE D,

5%

v Rax%y NORNTOSAETIFRMEE LTH 100L Tho7o, EAMERITIKL
(36.4%) , MAEZxTT 2 Mg ORELIT 0.85 Th o7z,

et

Frm RrA%y hOEREREINIEN 4 K TH D,

WU, 43An, AR, ROWEMRER T, 43 u Fuox% v b OBEEED KES 3R T IS
CEEME : $e55D 90.6%) , FH~OPRIIHOT M (FEHED 1.58%) ThH o7, JRAIHES
NTERBEDESITES BEE5ED52%) , b MIBIT 2 EEARABEERKIIRHITHD = &n
RIE STz,
K

Fvm Fe2sy SORBITITEED CYP B2 (CYP3A4, CYP2B6, CYP2D6) M U* UDP-7
N v URERREEER G- L, BT U T T v ATk 5 TR 25% % EAl SRR IR,
REWIA T E e A v FOFKBEEEICHES L2 EE b5,

Rl EE

FRANIZEBNT, Fom Rr R4y b OIEESIZER L ORI L 26 B EEITRO bt/
-7,

AFE BRI
TIOTREBETONAFTT ATV T (13T VT RICHATH 20%5E <, Tmax X O Crnax
MORIEIHRTE, LN LR D, BRMICEROH 5722 TIEu,

EraieEEZ

Fim Ra A%y MEREIIEERREEREL O 38 [IEH, EE, KB A4 (ESRD) #]
THBECTHo/olod, BEROHEEOBEEERERIIER SN RhoT, ZORELY, &
BEEREEOEEE I L VERMICEROH 54 v a R A4 v hO PK ~ORBILRD Hiv7eh
oSl JHEROHE 4 H) , $#59REMIZEIT S/ 8.6 H) /],
R E R E

rhE K OV TR RERE E A A 2B E oA Fa 24 v FD AUCield, FEFEERE &
O LR CHAME D DALz (BT TENEI 1.44 T 266 %) . BRETSRERE A A
TOWERE COA T Fu RSy MRER (Cra OV AUC) 13, MEFRERE & [RIFRE ThH 72 [
BER & (25 H) , FFHZERNIZEIT SR 8T H) M

11



EYHEEER

fEEERR A (204) ZxfG L LB cAvn ke x% v b (50mg) &7 a—7HEDH 7T
ZHEGEAZES Lz &, £y v K24 v FE CYP1A2, CYP2C19, CYP2D6, CYP3A4/5 (Z%f
LCHEEREZRL, W7 x2AV, FATTY =)L, TRA IO A MNT 7y, X TLAOERE
B, TNEN256%, 1.96%, 154%, 15Uz CEHAEE (1.1, 12 H) 2],
fEfEtElicA v r Re x4y b (30mgl H 20112 Hf) Z0FH&EG Lz L &, OB (=
A NT VA —10.03mg KRR L7 A L)L 015 mg) DOBRFEEICEKAICEKRD H 5 8T
RO LR T,

13 JFERER R 2%

13.1 HMARYE, ExEH £EHRLESH

DA R4 ER

Wistar Han 527 ~ b} (N CD1 ~ 7 A Z W TS AJEMERRBR 2 5206 U 72, TR0 AR & O
JEos, HEZ > B TIL10mglkg LA EOHE, #ETZ >~ FTIL30mglkg OHE [FvER, kiR
B (1m30mg1l H 2[a]) @ 18 K& TN65 % (AUC FEHE) | THRE L= L XIZBO bz, £z,
FODR AR IE A R AR, B AR 2, HEZ ~ T 30 mg/kg D B TRD Sz, FFHMIARIE & OVFH
RS, T~ 7 A TIE 10 mg/kg LA B0 & [ BRI 80> 6 % (AUC JE4E) 1 TR b 723,
HEZ ~ Tl 30 mo/kg [ miERIRH D 31 f% (AUC JKHE) ] LFOHETITFRD bivie o7z,
INODOFRITIT >HBEIZIRONT- b DO TH L aietEr m <, b MIEES Lan E sy,
B OB FITHRER S, TR T 2T v R e 2% U2 FAROIEMALN T > T D
JEE AT L LCRREMERNE W &, B MBI ABEARETOA Y e Fe x4 v v EHGD Y
AZITHERTRNZEEZREMNT LT =P HLRTN D,

BEEEHER

HHEE & 72 i vitro SRR QNS FLARIAR A2 FH 72 in vitro B OV in vivo 3UBR  (FRENEMELR D
TFEFROEFET) X 2B EFEEOEND, B b TiEA e RrAZ v MK S #EiEEE
UAZIFTIRNZ LRI TVN D,

HTEH A B HER

Wistar Han 52 7 v b 2 H\W 72 AEERE, /S MERE M OWIHIIR T 12 B3 2 3Bk ¢, 50 mg/kg [fxiE i
A& (1E30mgl H2E) @ 11815 (AUC &%) ] #KEHRG Lz &%, BEBRY O,
(ZHEDZREEE R OAETFIR VL OIS T AR B iz, 5mglkg (R ED 8 fi5) #5-TiE, o
AR BII A O NI D o T, [T~ b TiE, 50 mglkg [& s iR &0 77 % (AUC ) ]
FTCOHEE T, R EFBIEITEN L LN D ST,

12



14 i PR Al 1
48 M D % Jisk L FFER T ISTURISA ORZEMR OEMEEFEHI L7, 2o 48 @#%Z =27
W) L, a7 HNIBLT O 4 i TR S LT,
o HIM: 12 OA—T T~ RIS
o F2H: 1R2EMDOA—T T LHERRERIE
o FE3W:8HEMO _HEMT T ERMET X MMUIBFEF I (B EREE OT
— & A
o WAH: F—F LT ULEEEH (14~24 FE[E)

ARBUIE, FTEREFNZZT IO DL TR UIEH Lz 7 v v 7RBE, BHLL
TSN 2 VDTN LB v o v VRERE A AN T, eI O SEE AR 41
MTHY, TN TT%% D7, BA65%, 77 % 28%, BA 3%, ZOMA%TH-7-, 2E
T 96% D B IR ERAT D 7 v > v TIRIREER H Y, 2D 88NN Ffi &2 Tz, 7 v
> TR ORRGE SULFESEIE, 3Bl 24 BEfi] UFC O FE#)E (MUFC) ASHEYEE EFR (ULN) o 1.5 %
EBRZDEAEE LIz, X—AF A ® mUFC (SD) % 1006 nmol/24hr (1589) T&» Y, ULN O
TS T 2 TH -T2, X—AT A O mUFC O F I 1T 476 nmol/24 hr T& Y ULN O 3.5
IS T D ChH o7z,

FI1H (1~12 @)

137 5T ISTURISA # A# 5.4 18 2mg 1 A 2 [ A& T L, mUFC )N SR UEME#DH 1 2
THECHREMARELME30mMg 1 H2[E% ERE LT 28I 1 RILITFOME T L Tl & &
L 72, mUFC fEIZ 5 E 9kBrd = & IS EFRET 217 > 72, mUFC 7% ULN B854 13 &, mUFC
E2Y LLN A5, SIS (TR 2 v T — )VIIE DR AY 8 D 7>> mUFC il 23 L VEEHLFHN O T
BRI O A TR & Lz,

%28 (13~24 @R

130 7255 2 WICRAT L7, 55 1 MIZ mURC {23 VB I B L 7o gl <, 56 2 B
T LM TORBEEZMGT AL L Lz, SOICHELZEST, AAMENRIFT, 2488 (4 2
WIFETHE) |2 mUFC {23 ULN LR Th o TefiRE 2288 & L, 7 & MMuiaiiRT b (G 3
) ~OBATIZHMS & Lz, 5 2 WITIZ mUFC i3 E& U7 <id, ABPEICRER 2T
X AE 1EI30mgl H 2% ERELTELICHEL TR L& Lz, ZOLAITHERD
B & 72 LT 3 HNTHA AN o 7273, 12 BRI ELHEMHER N O mUFC fEICEIEE L2 o 7
PR L L BICA—T TV TORE ZE L, EWIZ MK ONRERIRIC OV CEBRHA %
177,

£ 38 (26~34 EHF)

26 R 71 FIAZEE & oHIKr S, 8, T[ISTURISA #bfkkert 3641 | Xix 179+
RAOYPEZRE 3541) | IC L1 Dl TT o FafbEni-, R4 HFEOHE Gmg 4 1 H 2[ELL

13



T/5mgiEx 1 A 2Mm) | KO TFEREBSHRBISRE (Y 72L) | 2EilK+L LT
VHEAMELT,

MUFC A SEYEERIFAN OB A 1L, 10 0 b 58 HEEZE 3 Mo 4 s LTk
g D &b L, BaMENIIHRMEICHEN S 5 5A1TER T CIREXIIARIET 5 2 & 2358
bz, 3T O EIT AL Lz, mUFCfEIZ ULN @ 1.5 5 &8 2 5 L5258 b 7o 4k
BT R A U 13l & L, 3 WEThIE L, 2770, B4tk TA—7
YINNTOHRGEZ IO EE L,

54 H (26 XIE 34~48 ;ER)

AL, 26 TRHC T U & MMUIC RIS Th - -5 47 681) , 55 3 Hithic I & 4
W S o gk (29 f51) , 2B 3 WIS EBI LMW S o gkBRE A1) AEENTL, Zhb O
BR#FIZIL 48 IFE T ISTURISA OA—7" 0 T~V E D X, & OB CIRBRE(TIEARIC
ISTURISA 2 X VBRI 7 1 > IS SR E 55TV D Ll S5 13k i~ 0%
ITHMEE TIThilTe,

=Pl R il

FRBR D EEA MR, ISTURISA & GAkGIRE & 77 B ARG 2 HEM T 8 WM D Z ¥ Ak
TBRHIERT (55 3 W) M TROFZEEEIEEZIEET HZ L Thote, FEFMTIX, & 3 WKT
F (34 KF) @ mUFC (FF iR OF M) 23 ULN LA R C, 7 U & AITHID (1T Sz & 50
SR B A T, 26 BRFOHENLED L TV WHBRE %, 2eRmoplL L,

FEARRIKREHEE B 1%, 22 ik TR (24 ) OFERBEREAFTMIT 22 & Thole, AT
liCix, 24 #KFO mMUFC B2 ULN LLFC, 25 1 Wi T (12 ) ([CHRE SN HE L~ h
SR A T Lo WBRE 2, wRaToslE Uiz, AFHETIE, 24 8O mUFC FFAf A3 K o
BRI TIEZI & LT,
=E

% 3 WK TREO FERRIC I 1T 2 52282031, ISTURISA BEM YT 7 B AREECTZENLE I 86%

K ON29% CTdh~7- (Table 3) . ISTURISA B L 7T B ARBEM D52 2R RDZEIT 57% (] 95%
Cl:38, 76) Toh o7z, BEHID 95% Cl 1%, —H DR DOHIEN D IisnT=o®E SN2 Tz,

Table3: £ 38 BEMDS A LIbAREPIEE]) RTHRIC MUFCENEETH- =9 Y

VUURBEDEIE
ISTURISA 7T iR
T IE B (36 ) (34 11) SERFEDHE (%) O*
n (%) n (%)

Fiua RazxHy hvs 7T
31 5l (86%) 10 5l (29%) NN

(71, 95) (15, 47) 57 (38, 76)

iiffl p fEE < 0.001

8B DT > & MMEiBHE R IR
T (34 ) OEeERhR
(95% CI)

5 : Cl={Z1EX[H

14



FHERFIKEHEE H Ch 5 ISTURISA % 24 JEE G LRl COERRENZIL, 72 /137 #
(52.6%, 95%itifill Cl : 43.9, 61.1) TH -7, 95%Cl O FIRIE, FANHFFOAEMEORBMET
BHYERIKINZASR T 4w ERDHD EHRBRELTRIESE LTHE L 30% A 2 ThH -7,

48 WRFIZIZ, 137 firf 91 il (66%) T MUFC LR IEHR Th o7z,

48 JWRFIZ, IME, MR OR T A =&, (KE, AICN—AT A U NODR TR ESE
RRRECRO b, 7272, REBRHI S ETE RS OWE R ERE O s 2 A L= 2
R0, BRI L CW A ADOHEBEEHFR LIZZ L, MBEAZRT o722 &5, ISTURISA
IZXBIERE, mMEIREEHERIFIRREEOERIC LI DERHO EH I X2 b o0 E I

WICT D LIETE RNz,

16 i E, RE R PR

HiaHEE
ISTURISA (A 2 Fa2xZ v k) { iuTmﬁﬁfﬁﬁéné
| JE27N LT RE NDC No.
1mg Az Yl , R&OmEIC TNVR] EZIFTE T, #VE 55292-320-60
@40); %’J%}i@fﬁb\; Fqﬂ%rﬁ&@ﬁﬁu 1%0:7U X&“
5mg Frmic T2y , Bodtommic INVRY EHIEIS iz, A% 3N, 1AL | 55292-321-60
O, FERORV, FERINOFEH] 20 BEA,
10mg | FmEic 1Y3) , KAFomZ INVR) EHIEIE N7z, @O 55292-322-60
o, FROey, MO S
RERUVERFELY

68°F~77°F (20°C~25°C) DO=EJE F CTHRET S Z &, FAE#PIL 15°C~30°C (59°F~86°F) &
T4, WRAEBIT CHRET DL,

17 BEADHHA - FEEHR

FDA |2 & 2 7KG8% A D B8F HIA 33 [Patient Information (GBE HIRLAAE) 1 #5tde L 5 &
T 52 L,
E=AYLY

MRMAEEEZ T2 ) U VT HEROARTF TV a— L EB0IIZ2T 5 EOEEMEIZHONT,
BEICHIAT D2 LR E 22 H, 23 H) ZH]

EIJ)LFV—)LIMmfE

ISTURISA (2 X VK= vF Y — VIJEICBE U7 iRV E U155 Z L 2 BFICHAT 5 2 &,
Ko T — )VIEIZ BIFR 9~ DR 23 & & DAL= 5513 Y O R Rt R E s T 5
K OBEIIRET D2 & [BEROEH FoEE 6.1H) ZH]

15



QTR

QT MEE D « JERIZCHOWTEFIZHATH 2 &, QT IEEDOEIE - JERD & & b= 541X
P D E R ERE S I CE BIOERK TS L ) B ICRET 5 2 &,

Pe G- BALART O ORI K OB16% O BN 7 DERRE O Ehglic oW, BHEICHIAT S Z
o DRER QT ERD U AV T42F T 2BHFITE, EORBIREEORECEMER T O
WEDPBERGAEND D Z L EHAT D 2L [ZER O FotE 62 E) 2],

BB RILERBRAKFoEOTY

BB AR LR CRIBEARDS T 5 2 BB 26N, U UALLOKT, @ifEOE(, F#iE
WEIERISNDAREMENHD Z 2 BEICHAT L2 L, ZOX I WER1 S L ONTZHEIX
Y OB EREFE ICHmE T 2 L O BEICHRET 52 L,

Ty RaFUREINT 52 ERBELN, BUHEMEEIE, £FE, JENGIEE IS A
MDD (KMEOBEE) ZEaBFHICHATLIZ L, 20X RIERAD Sbn-Ha1I3E Y0
ENRHEE, ERGEF R ICHME T 5 £ 0 BEIHRET 5 2 & [BER N LO/EE 6.3 1H) S/,

=2
PMEBREICIE, ISTURISA 5K U 5.4 1 L. Elchiz> TR LAWE 9 12fFE T 5
& [ERLREAIC BT SR 8.2 H) BT

RFETT

Recordati Rare Disease, Inc.
Lebanon, NJ USA 08833

© Recordati
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Confidential Page 2
CTD 1.7 RERME—E LCI699/4 > n KaR A v 1) VIR

T2 TIEGRET 7 ¥ v TIEICH T B RE - R E AT H A R Ul TRV 250 mg
FRTY L, TYANCEE60mE, vV =7+ —LAR fHEHF v F 10 mg, 20mg, 30mg, 40 mg,
60 mg DHAFHZ TR T,



CTD 1.7 RERIME—Ex

Confidentia

Page 3
LCIG99/A LB FRR A w 1) U EstE

R5244 A AU YEE [A BBV H TR [AXT U 4] [T 73 8E 60 mg] [ 7 =7+ —LAR fH{FEHF* v & 10 mg,
1 mg, 5mg 250 mg] 20 mg, 30mg, 40 mg, 60 mg]
—WeaTr A mRrRAXy  AFTRY I by [ NUR=S ¥ % N LATF RSERE
U ERHE
Eaad Varys g - b kA7 7y —viHAE HSStv o MRt FrRRSEHRASH VanFdr g e LT T4 TR xR
T e T4v—=X . fh MRt
¥y RS
REUTRN 7 v v UEBERE TR ACTH /0 Tliise IR TRERIZB T LTV R 1L FRREBICB T 2ERVEY, IGF-T (Y
xR GRHE TR ORE TS L by AT RYKRPELTFY — ~ M ATV =C) SrIIEREIRAE K OREIER O
RBRADUINE 5 o oo et oL TR LGy AR BE OO ST l&
TR 5E T E NI D FRIEIR D

U

o HIMET L R2AT o
E

o FIFHEIL & 7e B
JFFMET L R AT 1
VIER O T
JiE

JelmE O« N EERIEEE  (OMRHROALE
TRVRDPAA 3 XATHEAT 3R EE 72 55
2. 7y 7 RHEALE TR A 53

ATHEAT NN B 722 5 )




CTD 1.7 RERIME—Ex

Confidentia

Page 4

LCI699/A LB kAR Ay M) UERIE

R5244 A AU YEE [A BBV H TR [AXT U 4] [T 73 8E 60 mg] [ 7 =7+ —LAR fH{FEHF* v & 10 mg,
1 mg, 5mg 250 mg] 20 mg, 30mg, 40 mg, 60 mg]

(%)
D D D 7 7
=7 =7 =7 =7 =7
Z— 3 — Z— Z— Z—
LAR LAR LAR LAR LAR
k| AR | FRYE | FRYE | AR
Ax | Hx | Ax | Bx | B
4 P4 P4 4 4
ko ko ko ko ko
10 m 20 m 30 m 40 m 60 m
g g g g g

1. %

e

x

y*ﬂg .

-y — O — O O

RPE

EA

i

2. 7

v

oy O O O O —

]

O:#eeEHY, —: #hmele L
WA - 201545 Hkil (3B 7 2019 % 6 AtkiT (GF 20154F 11 AkET (556 2020 4E 6 HkET (B8 2 i)

%ETH

i)

16 if))

fi)










HOK20194E 6 A 83T (B16R0) . ARG NS
;4201%? 7 RaT BB ELEEER 872499
% | SRR = ik
AR | A, 5 VULICER BB EREANE Y Q?Bﬂiﬂl KB E S| 15800AMY00091
[BIE - WHEEER*| R | 1843R
iR & BH b 19844E 3 A
HEARE 19917 3 A

ANTIL

Opeprim

EhIATEN

*ER-EMEOLAFRICLVERTSL

(& &)
L3y ORPEREMEERI LB, —HHICREE
PilEFBH L,

(BEBroBECEBELANCE))
(1) ERENEDHIEE
[BIBNHzRE_TEETNSHS.]
(2) 2EAQ/ SO b2 RMNIVES = EZHRERDEE
(MEEERINIESR)

(RRIEZ(rOBECRESLAVNC EERAETEH., 5
CHELTBIBEICHMBECRETH L))
FRORS CH UBREOREENH S BE

# (RERK - 1K)
R & % AT A
1 AT ENFD -~
- AR 3 b % 25000
I TEIVREY :
1A7edD| 5Tz —b, ATTUEITRITA N
w % | ATeEE:
FOUINEEFRUTA ESF>
& - # ¥ B - @hH 72 (05)
b4S % YA928 )
X & 2f:21 8mm FR:7 4mm EE:7 lmm
& 650mg
mpla— R YA928
(%hEE - R
Bl
FRERERDRWY v 2 D TERRE
(A% - HE)

BERALE 1 ATV~ 2 57wV 1 H 3EREOHRESH
WU, APEETERL, D&, ER, P - RPZA701 R
B, BIEASICKVEEEET 5.

(2R LDEE)
1. MERS(ROBECIMELRS TS L)
BBRED S OEBERLUNOFEEOH 5 EE
[(R#2GT SN TEMT BB TNMD 5.]

2. BEARANEE

(1) FTEREMACTHEE XD v D TIEREE (Vv
UK DREITIE. FERERERH RO T EERSERS
ZDHELEETHE.

(2) REEIHEET DX THBIABRPICHEBET S Z &,

(3) KHMIHTONTEE TSI EMNHSDT, RITEKENS
DEBBEHEUNOHERZET5RBFICIE,. BFELTHRSET
BTk

(4) EBUEGEARZEGICED, HMOBEREZRZTI 05
%, BEREEMGET 2813, —E BRI & ITFsERY
HREFEEZTO & (MERZE | OHESMR).,

(5) FROH/EGIZLVBIBRENRE IS ENH D, ZDEXD
BEEE. BIBATO01 REFEETO I &,

(6) MARDIEREZZL TWRRBRFIZBWT, FHOEHICK
DHRENEHETAZENHZDT, BEPRUBELKTET
SIS RS &,

(7) B, ERENRHSDNDIENHHDT, HEEDEE

FEBREZESBREZRMET DRI THCERSES T L.

3. HE#R
(1) #BRS@ALAENZ L)
XS ERERAERR - B Wy - ERAET
AED/ 57 b2 | FRIOERSHEES BIFIZBAmM TRWAL, S b
(PN RA) | NBBETNNDH 5. ¥ OOEDHNBEFENLED
WA D 5.
XY bNVE| BEREASEIETS | BFRIBABTRVA, >
=) BENND D, R IVE # — )L ORERER 2
(5RF) WIT 5 L OWAREH B D,
x¥x(2) GHRAEFEBHRICEET S L)
XS ERHRAELR - 5Bk W - ERET
b e 8 Pl P9 FRIOEAIHEES | FROEDZ Zh S 0EH
IHFklL /| haBThids, O/FEZAEO )7 R 2)MH
s HETZE0HENDH 5,
[NUA =) &% BIREESENSHE| PIDOZXYCRBIFKER
AT 58End | 7040 RRIVECAARBSE
H5, tERzET 5.
CYP3A4THM | OFAZEROMPMRE | AFIIFF L o—LAP-
EZZFHEA | AMETL. fEAHHTS | 450(CYP3AY) ZFHH T 520,
IS N THBENND 5. CYP3A4THIM % 21T 5 %A
DIFREICEEE 5 X570
e DD,
4. BIYER
KEH82H TORAEIZB W T, RIERIZ32961 (68.26%) T.
BERRBRGERTHSTH /2. TOERDDIIBKAIRSIG

(18.46%) . WE&5144(10.58%). 7 -GTP.LH5144:(10.58%).
mFI L A5 0—)V ER50#:(10.37%). AST(GOT) LH41¢
(8.51%). ALT(GPT) 538 (7.88%). FFrHREME31#
(6.43%) % TH > 7= (HEEKTH).

(1) EXEZEIER
® BAK. BiELm
Bi#5 (0.21%). HBHIM(0.21%) 2% 5bh s T &A1
HBDT, ZOXIBIERYD 5D HE IG5 %P
T3 EBYBNEEZTD &

@ HIRfE
KLRIE0.41%)HHONB T ENHBHDT, TDLD
REERM D SO HE I HEE2PIET 52 EBFYRML
BETHIT &,
® PmiE =4
PBHVE (0.21%), E18(0.21%)MH 53T EMH5
DT, ZOXIBIERDD S -HAIIRGz2PIET
HRREBUIBMBETOZ &,

@ BFET2
FBA2Q.9%)H5bNBIENHAHDT,. ZDX
SIERD D SbN B EIIIHR G2 P TR ERE R
MBEZTSZ &,



® ({KIm¥E

KMk (0. 83%) M HHND ZEMNDH DD T, (KIMEEHE
Wi 50N HEIE. BE5EPIET 57 @) RNLE
2TH T &,

BEE(RAERE)

B EE (RAEREE) (0.21%) B 5HDND T ENHDHD
T, Bz 41070, BEIED SNZEAIL. #5
EHIET AR EREYRNEETTD 2 &

FrieErRE. BE

AST(GOT). ALT(GPT). 7v-GTP., ALPOZEL W LHF
Ltk I REREE GEARB) . EE GEARBD b 50
NZZENHZDOT, BRETITN. BRENRDSN
EHETE. BEERILT DR EETBAEEZTD Z &,

®

@

(2) Z0fDBEER
REDRIERMB 5oNd I END 5,
BIERRIAERE
:d | 10%LERE o -
J— 1 ~10% K% 1 %Ki
H oAb &8 | AFCRIR. ER | R, RS CIP SR, (R,
s, D84
54 I 5. . RIE. | REERS
(eSS
PIRMER | BITALE. N IR, SHEMEE. B MR AR
B RH SR, MG s, R,
HRE, LU
L I S PRI HOFHM, MR
i, ACTH@ fE%
B | r-GTPLSF AST(GOT) k5.
ALT(GPT) L&
ALP |54
R#-RE | RaL257o0— [ al MIAVFN it N
VR RREE 187 1 ™7 A fE
fiitha
m &Y A, AmEREAD | fNREN, IR
Hi i
B Y IR ZR. L=
W RS
R & EILE, B, QT
fEE
z D ft LHBEK. WR | HE R, FEEL
RBoH DIFE. k.
BEHR . A

B BIRZ 2T, RENREO S NZHEEITR. REePIkT o4k
EEYBAEZEITD T &,

. BEREADRE

— MR E CTIRAETEEAME T L TS0 TR T S E

HEIoI L.

6. 1. ER. RAWENDRE

IR SUFIENR U T 2 FTREME D & 2 MR ICI3a# L O A 2tk
Mtz LES SHEENSGEICOREET S &, (4

IR DI GITRE S B R SRS L T, ]

7. INREADEZRE

INBERIZHR T B 2RISR L TR,

INBIZBWT, 5~6 5 AZICHIRMFAERNFHH L, 2
BIMEREED FRZRL TWEEDWMENDH 2P,

8. BERS

WERSICED., FIRERERNS SOND ZENd D, Fb
EANIZBNWT, FricimEhEEN200e/mL % 8 A 725512 X
HREIRNZ KB SN EDIMEN D B2, AFNT YT R
MREWZ EnS, FIEES —EHRBIRETO 2 &, 1B,
AENINEEDNE <. PMBEEIRES VW0, MKETICL S
REFHIFETE RN,

(F ¥ &) &)
SGEATF—%)

I NY U10gEROBET 2 & MmPEEIT 4 ~ 6 REZICRS
L0, TOH, RAIZETT3Y,

BB EREERE THICI MY D RE200g 2G5 Lz & EDAH
511 1E 1% O IS F R EE DR 081X 18~ 159 H (F YL fEB3H)
TH-o7=Y,

B E5RED60~65% 1IN NI ICHEMETICHE SN D, WIE
D450 VZkEERS E U TRPICHRE S, BoidEicE
IHsENICERE I . KW TRIBICS<ERHI NS,

N CHIE S A=A O Mg & AER S5 20BRII TR
DEBUTHBY,

(1eg/nL)
60 - 20 - . .
. * °
- .
50 e ot .
: .o
. . .
. el ‘.
40 10 o i .
1fiL . et L. .
5 .
" 20 - T ﬁ""
- 7 . L . o
S : E.. -
FE 90 et 0 T )
1, o " . 0 1, 000 2, 000
o8 Lo . L.
0 i . .
..‘0‘ o
e
(LA

3,000 4,000 5,000 6,000 7,000 8000 (g

R G E

M ERNTHESNAR O MIETRE & RERS 7
(G R ER G2, 000g, MR IREE20g/nL K TDIKK)

(E& PR X #])
ZETOMERE. 103EFIC DOV T OREIRREZ L&D, RD 1~
3 OHEIZ DA LR, LT 0 < Rk 5.

1. R70A4 RIZHT IR
BHRTA T O RAVEE 5 i 3 41T W 72 924E 61l A 75 5E Bl
(81.5%) T30% LA L DI AMEED 5Tz,

2. mERMR

Jifi g5 DK & I ANHIE S N RIBESVERICHB N T, —RFIIC
JESE KGN U T2 ER 2 5D 5 S 1AER] (41. 2%) TRHEMNED 5
N7z,

3. SHRMIE AL
BHBEMICES T++. +. —1 O3EEOHETIZ. XK
F DU KI65% DAEFI TH ATENFED 5 /=,

0 1,000 2,000

B (%)
SE it

HEA ++ + - Z N
% 7w TR 44 17 17 4 6
| i 7| 1 3 0 3
7 | mess 23| 5 7 4 7
% [~zom 8| 4 3 0 1
= [ zomotrEEtaEE | 10] 1 5 3 1
i | JEHpE TR TIE 2 4 3
“ &t **104 | 31(29.8) 37(35.6) 15(14.4) 21(20.2)

* SLATEACTHRENERESS 6 B, 5 EiTERIE RIBR 50 2 B,
* ok 2 JERICBW TR Z RICU TS N2 1EZ 2 DDF—F & L7z,

4. R70OA4 RICHT 2NERITEHE
AEIOEROREBIIBHRTH O, AT Eiiha)LF—)L
DWW Y A UTI7-0HCS, 17-KSHNE A3 B35 5,

5. 58

1 ~24717&)V/H OHIFTEE 8 /3 7 &)L/ HEE S,
ORI TIIR O REICKGENDEAND 7z, BEBRD
GG RIIMAEDREN S T,



(EHEE)

1. {RASERY
BB OZLIIREISERITH D, E<ITHEOHIRE.
AR B DFEHELEIEDI A RITBNWTHRH BN TNVD,

2. R704 RERKRBEZEERY

A7 04 RPWEDK THRD 5ND0Y. Z O HERAL

W, EERESNTWRN, Hix OERIC X DHEEHERAIL,

RORKICEBEETH %,

DL AT O—)LVEIBEYIE OBERE : RIBER O v > TRk
#5566l A X Gnovitro)

« SPIMEKE DR - RIBNE RO v > U iREBES6 Bl T
< (in vitro)

< 210K L DERRE « RIBE R 3

- 1K ER (L DBR R « RIBERERSE 361, 2 (in vitro)

< 1K (L DERRE B b OfFHEIRYE

3. RF0O4 REBANDER(GBEAT—%)7
DVFV=ILOREHDS> B, 68-L ROFifkziEnast

=N

— iz,
{74

(B ICET 2 EFEMER)
: 2 M4 > (mitotane) (JAN)
: 1, 1-Dichloro—2- (2-chlorophenyl) —2—- (4—chlorophenyl) ethane

HHE

D2 =V
DTE:
Al
L7 N

CHCl2
O30
al
C14H10C14

320. 04

75~79C

HE~MEAAORKERTH D, Z7OORIL A, PR
F. 7 PUNNIE T 7 OANFH BT T L,
IH =)V (95) XidA VAT F T00mITed <, K
I EAEBT RN,

(a2 =)

ANTUL : 1005 7L ONS)

(£ & X #k)

1) Wortsman J, et al : JAMA 238 : 2527, 1977.

2) Straw J A, et al : Proc Soc Exp Biol Med 118 : 391-394, 1965.
3) Goto T, etal : Clin Pediatr Endocrinol 17 : 71-74, 2008.
4) Baudin E, et al : Cancer 92 : 1385-1392, 2001.

5) FEFERIRISE RENER]) .

6) Moolenaar AJ, et al : Cancer Chem Pharm 7 : 51-54, 1981.
7) Moy RH : JLab Clin Med 58 : 296-304, 1961.

8) IMHEHIRE & RiER G EOBRICEET 2 &R GENEERD.
9) REANE fih: RILE > EEEK 32 : 913-924, 1984.

10) Kaminsky N, et al : J Natl Cancer Inst 29 : 127-159, 1962.
11) /NETLF il 0 HARN W FSMEE 60 @ 852-871, 1984,
12) Hart M M, et al : Steroids 17 : 559-574, 1971.

13) /NEIET il : HARWNMBFERHEGE 58 © 407, 1982.

14) /NETTTF 1 RIVE EEERKR 29 : 1499-1505, 1981.

15) &B & fih - BARNILERMEE 58 405, 1982.

16) Touitou Y, et al : J Steroid Biochem 9 : 1217-1224, 1978.
17) Bledsoe T, et al : J Clin Endo 24 : 1303-1311, 1964.

(EKEER L)
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6. 1% - ER - BRIABENDES
(1) FEEIEREL T2 EEOH 2BACIZES Lew
&8
[e b (@) b7y A7aroETx% X
et oBENRD L, T2, BWERTHICHENE R U
BT RMERREOE T ShTw5.]
(2) BAHOBAIREG LBV ENET LV, L%
BRI 2B REAERITESEL I L,
[EWER (Fv ) KBwT, AhicBiFTaz e
PG ShTWV5]
7. ZNEEADES
AN T A LSRR L TRy (EHEBRY D%
V),
8. HEHALENIE
FHIZ 8
PTPEREDEHIIPTPY — FALH OV ML TIRAT 2 &9
BEIHZE PTPY— FPOFRKICL Y, BOGEAEIFLE
HEAHAL, BIlRELEB L CREFARSEOEE LA
PHEXPFETAILPHE SN TVS),
9. ZOMMEE
DA 5O KERS L BA, AMERREE oW it
W nHENRHBY,

[ ¥ & 8]
1. mERE

B RS FICAH £ 1E90, 120, 150, 180mg#EI1#5
Lzl A, MHBEERHES1R L2BHRICRESE LR
L. #&5sHM ik A S5 L,

2. o - HEtt (8%)

v MIM)ORAY ¥ %10mgkgtk5- L2k A, KNS
HIZHEPRDEBRETH)., HICHBEICZ( AL Tw
720 HEMIZH G- 124805 ] F TSRS ED27-35% D3R H
12, 60~65%3FhicHE S hiz,

(B8 & B 4l

BRAR I CBIA2FERBRTEDELBY THo722,

OB % A H =
M7V F 250 Vi 56% (15/27)
IR | T FAFuVE | 51% (12121)

;300
s = o 100% (212)
at 58% (29/50)
BHO® OBk O 38% (6/16)
yovvr| 2 v v ¥ 7 W | 35% (1749)
TR 2 o f 30% (3/10)
at 35% (26/75)

[E 2 % 2]

1. BIBEERTO1 RRILECEESKRBEER

BIEREATOAL FRAVEYESHRBRICBITA38-
hydroxysteroid (i KRB R Z R P OHAMICHET 5 2
LARBOLN, TOEMITHENTHS (in vitro) 34,

7 v FTOEF MY T ARKRTACTHEFEOM P 7V FA
FOYRPFaNVFIaAFAyOLEREPEZTICHRHILEY, &
512, EWVEY P TOACTHEEOM P I VF /- VD LR
EAHEICHHE L2,

o, TVFATOVGFGBRICK 2 L E2 5 AHEIE
RURDPEHFERE 2R TR RESESIMEZ v FEORE
BBV, MERTRRBA Y 7 AHEE OIS TR0
bhiz9,

2. 1EREF
FYORY VIZTNVFATFO Y RTINFV— VOELR
BREICBT L8R D12 TH 53 P -hydroxysteroid i K FEEEFHR
ERENPOEAHICHETAZLICLY), PHVFRATFOY
BRI R aVF V- VB ENE T 0L EZS
b,

(B2 ICRI ¥ BE{LFHFR]

—#% % P UOAY ~ (Trilostane)
1t % % : 4 o ,5-Epoxy-3,17 B —dihydroxy—5 o —androst—2—ene—
2—carbonitrile

v

NC

HO

4 F 3\ - CoHnNOs

4 F & : 32943

" K boRYVERAG-EEAGROEREOREKTSH
Bo BRI AFNANEFY FUIZEY I VIHE
FR3<L, NN-VAFNVKRIVAT I FIZRREBT
BT, FEE AY /-y 7 — (95
Fid <, 200Kk VANV ZFVI—F VIR
DTHITIZ LKL KITIFEAEHET RV,

B £ £9260T (54%)

(a =]
PTP : 100§k
(x 2 x &

1) Data Sheet Compendium. 1398 (1984-85)

2) INEEER— fi: ROVE v LK 32 (3), 293 (1984)
3) Potts, G. O.etal. : Steroids 32 (2), 257 (1978)

4) i)l fi : J. Biochem. 98 (6), 1519 (1985)

5) FRHBEEHANEE (TrilostaneD £ FZE)

sor [ 8 &8 K 5

FEUICRRBOHNERNCIS & F L TH FRICITHR LS
WV,

FHEEEKASHE (T HHEBREO
WRUER I XU A1 T H 78 T160-8515

TEL 03-5229-3906  0120-189-522 FAX 03-5229-3955

N 16 D
2 E R T X

89 mEnmstan

mocHioa SRRFHBEXLH1TEH7E






7.4 AR (Child-Pugh% 7 7 ZB) OF#EREREE D H 2 8
TTIE, 10meZ 4BIERHAMNIERN T 50 b, BF
DIRFES U CHAEETE 205, malEid20mgs 35,
[8.3. 9.3.2, 16.6.2%:H]

8. EELEANER

(GhREHE)

8.1 RFOIEMBEFIZL D A 2 2 VEDFWIPMET 52 &
T, BIELRI T EH 5. HG-BIMART. H5-BGHL 2
A ETIELRL, $%5-Ria%ly A2 S8%5-BtaHk3» A £ T
E1~2E12 1, A E A e L. BEOIREEEERE B
BY LT L KRRG-S BA R » A LI S EIIIC
MFEME (ZEBERRIMME, HbAlcS:) %% L. ARHFEG5dik
HLUEIES U CHEEAEET 5 2 Lo AFlOME T HE
T HYEE. WEBA~6A M F CIOALR % H 2% ML %
WETsHZ e, [9.1.1, 11.1.12H]

8.2 BREVQTEENH b DH I LdH DT, ¥GHE
B R O 5- B3 % 2 B2 OERREZIT) 2 &, F72.
ZOBLLEICIHD L CLERKREXIT) 2 Lo [9.1.2,
9.1.3, 11.1.2&&]

8.3 ALT. AST% 0D LA %) IR E S b L T &

M B DT, TG BT BG2~ 38 E, € OHES B

T30 A £ TR ALRIZ HE22 12, 2R DIRE 2 IR 1 T Ak

WEZITH) 2 &o (7.2, 7.4, 11.1.3%/8]

4 B O UNINEAAE DAL (B ENIgEd, N4 3L

5K) DHSbONDL I ENDHDDOT, GBI OGH1E,

EMIIC (6~127 ) BEWE. XL 2 IEE R OEE

WMEZITH) 2 EDET L,

8.5 ARA| OG- HIIHE D FIEMAKRIVE ¥ OF WS S b
BENDHLHOT, LEIS U T, &G L OG-
SERIIIC T EARRERA AT 2 &,

8.6 AHKIOFLGH IZHIRBIRFEDIR T 2 Z LD L DT,
HHOREY T ICBET 2 2 b, FURIREEE o BT R A
RO B NTA T FIRBR e A 2 17 2 &,

8.7 AHN OG- HIZEIE B BB EEMUT Ly R v TV =)L
SEDHSDONDL T EDNHLDT, BEOREL T5I2BI%
A2l B, Y. BHORIE, O, MR, iE, 1K)
N U AISE, RIMEESE O FERD D S bz IE R E
WZHHEST D XRS5 2 b RaNF YV — VILEDEED I
7 EIE, ABOWEIIRELZEZEET L L L b, B3
WIS Oy e LiE 2179 2 &

(EmEKEE - TEFEEALE)

8.8 JHAEEA LIV, TERMAEMESERT LI E0HD. Th
WP Sz 2 EOBEREREZE L L2 EDH LD TH
LORAER T ICBIRT 52 L, BEEOMERED D S
Hld. MORETEA~OYER 2 @MY R UEEITH 2 L,

8.9 EASIVE Y RVIGF-1%2 ZMMIHET A2 VL FE L
Uy,

9. BENE=ZH I HREICHTIERE

A BHHE - BIEEZFNH 5 8F

9.1.1 HERRDBE
F5-BAGHI I MR (Z2 P2 M. HbAlcS) %M L.
Mz a3y ra— LT I e, HGMHERLY Hh o
H-RMa%3y H £ Tl3aE1mE, a2 0ES 52 EET L
Vo BERMBTEALT 2 BTN H H. [8.1. 11.1.12 ]

9.1.2 RRKICEX SRk, S OHRE. sEL7Ov Y.
5 o MEORE, PRERCIE. it OEMER,. OEH
BOBREEDH 5 BEF

BIRDSH BN D ITEALT 2 BENDDH 5, [8.2, 11.1.2
28]

*8.

©

9.1.3 QTERDN & 5 BF (EXMEQTEREMRE. > - Mmitd
A2, BHYUYLAMERISEY T X7 LMEDBE)
KA ) 7 AUESIR~ 7 A 2 7 A UE O BB ARH & 55
TALEIE, KEHARNIC LT EBEOMIEZ 1TV, &5

EE IS IMERAE 2175 2 &0 QTERPELT 28<
ned s (8.2, 11.1.22H]

9.3 FFikEEREERE

9.3.1 EE (Child-Pugh®$%7 7 XC) Df#eEEERE
BH Lz & MHRENER L, BIERAABZ ) 3L
hBHBENND D, [2.2, 16.6.25H]

9.3.2 h¥#E (Child-Pugh%¥8%7 7 AB) DOIF#REEEEE
BHEOREBIS U CGHEHRZME 2 2 Lo MiEELsE
AT oBENDDH 5. [7.2. 7.4, 16.6.251H]

9.3.3 BE (Child-Pugh®87 7 XA) DOFF#ReEERE
MAEEN AT 28200 5, [16.6.25H]

9.5 114w

TR SRR L T W B REME D & A tEicid, i LA i
ARG E LD LR SN AEEIC0AFKGTHI L,
BEEss (5 v b, oYX T, BEEMWICEEDIEH T L
2T, BH/BIIURBOSBROBN. AAAREH DA,
FRYSRE WA G L OB AL & E b ARl S AR TR I 52
HENTVD, Fio, BER (5 v 8) T, BUREERD

T THEOZIRREIC R

CHAERIBE OB FEHBRMEE)

9.6 BILw

WRBDO LN T 5

(R g, ARE

R EOFRMER IR EOF M Z ZRE L. ZFL Ok
I a5 2 ko BWER (7 ) THITHICE
1952 ENWESNT 5,

9.7 /pR

ANREER G E L BRREERIE I L T v

9.8 mkE

BEOREZBHEL, FEEL 2P FA 2HTGT52

Lo —fIC, EFRRESET LT 5,

10. tHHE(ERA

10.2 EAEE (BFRICEET S L)

ESiEE BRAIEIR - $58 ik R - faki T
xR v 27 uAR) oM B IR (1 2) 1I2Bw
EVPETT 252 E0H| T, RKENFY 70 AR
%o > O HALE WL & B E
L. M2 KT S
72 DWEDD B,
PUAEE R A QTEREARE 4 IHE WIFNHQTER DHIME
QTR T LS BENNH L7 HEHT 5720,
RSN TV LA | o, BlEE 512979 2
[11.1.2211] Eo
BAEITFI PERT % L BEOERS WIS FIRP.L 70 v
7T/ U—=VE LTy 2RO LN |7 R TBENDS
WV LA | BENDD B Hbo
NIV, Vv
F7 L
IR 53R I % A IE
ERAE S
[11.1.21]
CYP3A4THH & 1| FICCYP3A4THH & | AR E AT~ DFE
% HeF LIFNOIMAEES LA A2 IR T 2 2 L2 &
E=VE SHDLIENDH AL, 0. EHEEIZCYP3A4T

R LFEH D7) 7
7 Y AT & ¥ 5T
A D %o

TuEs)TSF

I (X7 bLFFF)
T7UEZYSF L ED
BEAICE D, ZaEZY
7F v ODAUCH E&H L

WA TH 5,

52 ko RIUHHEIRA T
OHNIE T %
GEUREMEENT A% L
B R EZIT) Lo

T DHEND D,
A v A1) v HH FERIEFEE L OB | A v A vy VA T
A RE T 41 IKIMEOFHUERE T | L E R VE VRN

BRI & b
DERNVEHDOING VA
WEALTHZ WD D,







16.3 9%

XY LA F RO MR R A2 K2 57788% T
HY . MERITIFFEAEBIT LAWY (i vitro)

16.4 o3

16.4.1 N LA F FORH
N LAF Fide MFEROEI 70y — 2 CR#FE %
722\ (i vitro) o TEEERLN (4B1) (ZHCEERR L 7280 L
FF RZT AT F VRN (B2 T 3] C BN RAKRR)
600ug% B T35 L7z & &, IgE, REEFPOFE
oMY L F F FORBAETD - 729 JHE A O 7 —
)

16.4.2 CYPIZX$d 2 FAE1ERA
IS L F R ERE B 12 BV CCYPLA2, 2B6. 2C8.
2C9, 2C19. 2D6, 2E1J% UN3A4/5% [ L 2 20 » 727 (in
Vitro) o

16.4.3 CYPIIX} Y 2 FEERA
IS LA F R ERE B & 12 B8\ CCYPLA2, 2B6. 2C8.
2C9. 2C19M UBA % FHHE L %A 72 (in vitro)

16.4.4 UGTICXE 9 B FEE/EA
NY LA F FRREBEFRHBEICBWTUGTIALZ HE L %
2o 72" (in vitro)

16.5 HEtt

16.5.1 /32 LA FIZEIHEHRICHRE S L5, R
(4f0) IZHCEERR L 7283 LA F F7 A8 ¥ VRl (%
TR A CREIN R KRR) 600ugk BRI TG L7k
&, 5100 BB 2 85% G- aE o 3 b % VR i HE
13 7 N2 NR48% T2 UFI8% T b - 727 (SHEI A o 7 —
7)o RAN20~60mgH H A N EEHE R B [l R NS L
EEORMTO ) 7T A (CL/F) 1384.5~5.2L/
hrTdh - 72V (in vivo) »

16.5.2 /33 LA F FO BT OB @R 1380.1x10°
em/minT & V) EE B - 72 Y LA F ik
P-gpD ¥ Tdh 5 I L AR S L7275, BCRP. OCTI.
OATPIB1. 1B3JI32B1DIE Tld7e - 72" (in vitro) o

16.6 HENE=ZHFIHEBE

16.6.1 BIREEREEEICH T 2 EYEE
MRS, B, PEE, EEOBREREE K OE
BAREEEISY LT FOT AT FUMIE 2T
R EHCEINRKRL) 900ugk Hilnlf FiG- L7z & D
HPFHAE/)S T A — FIZLLTFT DL BY TH o 72, EHEWER
BT 2, PR, EEBARRRRE S L ORI
REBEIZBIF A IMHER /32 L d F FiEEOCmax? &
T I & 2 DI0%E X 1E, 0.69 [0.53, 0.88],
0.70 [0.55, 0.90], 0.81 [0.63, 1.04] K Ur1.05 [0.76,
1.45], AUCInfo 341 35 o I & & D90%(F H& [X 1] 1%
0.77 [0.62, 0.95]. 0.85 [0.69, 1.04], 0.95 [0.77, 1.19]
J0°1.20 [0.91, 1.57] THo2P HEADFT—%),

N LA F T AT F VRO 0ug% Hnl i G- L2k &0

B ST A= %

e B AR W R

S BhHE *ﬁ%;% EHERE | EERE | BMERRE | BAa
NG A—% (n;i% Mgy | mEE | REE B

(n=8) (n=8) (n=8) (n=4)
AUCinf 189 145 160 180 227
(ng - hr/mL) | (21.1)™| (39.6) | (32.5) |(34.2)™| (17.0)
Cmax 30.3 20.8 21.3 24.5 31.8
(ng/mL) (32.8) | (39.5) | (26.9) | (51.0) | (30.4)

AT (R %509%)

PR AR S (eGFR 60~89mL/min/1.73m?)
SRR RERS % (eGFR 30~59mL/min/1.73m’)
RS E S (eGFR 15~29mL/min/1.73m?)
FKIMEA 4 HE (eGFR 15mL/min/1.73m i)
7£1) n=16

#2) n=7

16.6.2 FTHEREREEH (CH (T 2 EYENER

Tl R BRE 0 OV IR AR T OVER AR AR R S 1
N LAF RIT AT F UEE (B FERAEACEN
FKAKF) 600ugx Bl TG Lz & Z O3y E T
A—=FFUTOEBY Th oz, EHEWREE T L
B, AR OVE AR RERE S 12 B ) A g XY L
F 7 FIgEE O Cmax D RATFIEME D & 2 D9I0%1E T X
13, 1.03 [0.72, 1.47]. 1.46 [1.04, 2.04] }%0F1.33 [0.93,
1.90]. AUCInfo #4134 {l O L & 2 D909%E H X [ 13
1.12 [0.85, 1.48], 1.56 [1.18, 2.06] % 0*1.42 [1.07,
1.87] ThHo 2P WHEADOT— %), [7.2, 7.4, 9.3514]

IRV LA F RIT AT F U IE600ug % M TH5 L8 &0
HYBRE ST A — 5

o 123553 g W
e B RS %ﬁ%‘;% JiFHRE e JiFHRE
NI A—F (n;i2> s i [
(n=6) (n=7) (n=6)
AUCInf 88.9 100 139 126
(ng + hr/mL) (33.8) (24.8) (31.3) (41.5)
Cmax 11.4 11.8 16.6 15.2
(ng/mL) (48.4) (29.2) (42.4) (46.1)

AT (RBHRER%)
PR ITERERS %% (Child-PughA 37 : 5~6)
S R ITHERERS ®% (Child-PughA 2 7 : 7~9)
F AR % (Child-Pugh2 27 © 10~15)
16.7 EMMHEIER
flEE e N (1760) 128 LA F F7 AT X Ui (%
TEAEA CENFRKFE) 600ugM T 783 )L 240mg (5
T BA CRENRARR) RS Lo e & mgEf s
2Lt F FiEEOCmax K CAUCInf O FrE o e (P
F/HAD & 2 D90%E X 1. 0.98 [0.91, 1.06] K&
0°0.98 [0.92, 1.05] TH o7 FrEADT—%),

17. ERFRRIE

17.1 BHHERVORLM(CET 255

(EmEKERE - TEAMENEERS)

17.1.1 EIREE I 4855
HWEERO LW LIZ VY N AYF o7 Far7EndEy
TGIRC I v b E— VR F 7 S R R L OV R
ENEREZNRE L2 EEALIEERRBRIZB VT,
AH120. 40X 1360mg A % 4384 a5 AP 5 L 720
ARFN O MR, F G128 % K O28 B, I BE AV
E Y (GH) 3R OCI{EIGF-TEE 2L Uy 60mgE TO
WEDEFE SN,
Jeum EARE B 0326, THEAMEE EEZ OE, A7t
333G AL A AN S I, 20mghE (1161). 40mghe (1141)
260mgtt (1161) \ZHVEA BT S e BB
FHIEEH CTh b 28 % (HEFEE) CoS12HB0
ZENE (ML GHIL EE A32 . Sug/ LA 72 MG TGF - T & A%
PRI OE Bl o BB H AN CTdh o 72 BHEOEE) &
THROLBY) Tholo HE#HFEG TORG48HEBZDOZ
BEIL, 15.2% (5/3361, 95%15 # X [ 1 5.1%, 31.9%)
THo7Y,

Jevi ELE B RO T REEE ERE B
G 12:8 % DR

KA20mg | A#l40mg | AA60mg | LG
n=11 n=11 n=11 n=33
5128 % 0 9.1% 36.4% 9.1% 18.2%
EES (1/11) (4/11) (1/11) (6/33)
[95%fEHEIX 1] | [0.2, 41.3] |[10.9, 69.2]| [0.2, 41.3] | [7.0, 35.5]

Be5128B0 7 — 7 5RINTh o 726, FERBIE Lo,

HEBERE TORGAGHABR DB RO N—2F 1 ¥ H
b OZALE O il FE (REMBIE) (&, 6.2+
39.89% (2661) Td o7 GEINENTRHER) -

RIPESEHHEE X, 33612861 (84.8%) Tdh -7z T 2FEl
Ve A L450 (42.4%) . ¥EIRIHSHI (24.2%) . Tt 4%
REfEEAG] (12.1%) . MHAEAB] (12.1%) FTH o7,



(EHmEXEDE)

17.1.2 @S E MARHER
SEPPERRIE D 7 Wi E AR E 2R & L 72 R AL
HHEEEBRIZ B VT AR O R amz, +
7 b LA F NEEBRIER R RA (42 LA F FLAR)

EREICHE L 720 AFIHE1340mg & 438 312 11815 A 9%
5. L. 47 F LA F FLARF:320mg % 458 45\ LIl 5 1A

Bl U7z #5128 0% T 0283 4 2 s GHyE JE K O I i
IGF-Tif 2 (2 U AH]1260mgE T, 27 b LAF I
LARIZ30mgF TOWEDHE SN,
GRF336HI A KR (16561) x4+ 27 » LA+ F FLAREE
A7160) (ZHEIEAEM T S N7z, EEAREFHE T
& HAFHZOZEFF L. RAEIFE3L.5% (52/16561, 95%1F
FEIXT 0 24.5%, 39.2%). 4+ 27 M L F FLARH18.1%
(3117181, 95%ISHEX R : 12.7%, 24.7%) TdH Y. AH
#EL 47 b L F FLARBEO RIS EEIICH B2 508
B B 7z (p=0.004. Cochran-Mantel-Haenszel#i5E) o
PG48 B OEFH AR DO N— AT 4 V5 OBEALEDF
WA R GEMBIE) (&, ARFI#E-38.9+21.61% (114
Bl) .4 27 + LA F FLAR#E-36.9+23.65% (116%1) T@H -
720

BIVEF S BUNIRE (X, AFIE G- HET86.2% (144/167%) . +
7 b L F FLARZG-HETT76.3% (129/169%) THh -7z,
T EE RN AHIPE GBI T 32.9% (55/16761) . &
A 29.3% (49/167%1). NRAE 28.7% (48/16761). +
27 b L FLARRG-EECIE TR 42.0% (71/16961) . AR
FHE 34.9% (59/169%1) . BEJE 18.3% (31/16961)) T -
7:15)0

17.1.3 B E MR
T ML T F‘LARX!i? YL R BEBRR A I S )
(7 LA FF) oF%512X 0, IMEGHMEE K O ILiE
IGF-TEED 2 >~ b D—JI/TET%OK% L RE B &
WE L L7 BB BB I BT, RAOF R
e, A7 L4 F FLARXIET ¥ L+ F Fo#x
G fk e % kPR (ESAFIR) 12 HEE L 7o ARHIEEIZ40mg X
1260mg® Hl i & 438 1R AN G- L 720 SESE 0 B
D F 7~ LA F FLARIZ30mg % 438 45 (2 1A 75 A N $ 5-
L. 7L 4F FiZ120mgx 4B 1A 5 L7z, #%
GHEFIFEME L. AROMEITERE L7,
G985 A HN40mgHE: (6561) . AFI60mght (6561) X
XSS B (6861) (CIEMEZ BN S 7z, FEAR)
PEEHHIE H T % #5248 1 O =5 313, ARA40melhE
15.4% (10/6501. 95%EHEIX I © 7.6%, 26.5%) . AAI60mg
#£20.0% (13/65%1. 95%ISHEHIX M  11.1%, 31.8%). F23
X BTE0% (0/68%1, 95%IEHEIX [ : 0%, 5.3%) TH Y,
ARANA0mgHE K OARF60mglE DZRERIL, Wi b Fsxt
HERE & I U CRERH A IMIC A B e 2o iz (U8l
U AT 4y 7 IRETIVEHGCCEE L7zl Epil
X2z, p=0.0006% 0'p<0.0001)
B 5248 % OIEGAFEDON— 25 4 95 OBEALEDI-Y
@I‘*’I‘fﬁéﬁ?ﬁ GBI (k. AH40mglE-14.4+18.78%
(4261) . AHKI60mghE-9.4+17.28% (3761). =35k I I
-2.0+14.97% (3661) TH -7z,

BIVEMSSHRIL, AA40melE T71.4% (45/63%4). 60mg
BETT4.2% (46/6244) . M TREET43.9% (29/66%) TH-
7o EAREWERIE. 40mglETIEmE Ik 33.3% (21/6361) .
EPRIE 19.0% (12/6361). T 11.1% (7/6361). 60mg
HECIEMIMEE 29.0% (18/6261) . HERIF 25.8% (16/62{) .
THI 19.4% (12/6261) . xIE# CIXIRALE 12.1% (8/66
1) . ESILHE 6.1% (4/66%1) . HEIRIE 4.5% (3/6661) T -

16
7219,

(Vv TiREE)

17.1.4 EREHFIE DA
7Yy TRREE e R e L R AL e
FFBRC B W CTARBOE R R O REE A Lz, K
IO RtE =13 10mg X 1230mg & L. 43845 (2 18l A R H%
5 U720 #5854, 7. 97 A2, SRl o )v 5 —
VIS Cy 100 30 1340mgD #iPH CLHE LX)V 3 DD
WA SN, ZEWEICIEDY S L5 E 1L EIL L
Smglli#E Y % F Tl & Sz,
ARM50BI2SAFN10mgtE (74451) XAEAF 0mght: (7661)
(EAER BT S e FEAMMEFHEEE T 5 %5
7 ROZNZ CPER P EERER 2 )V - — L AS IR AEfE
LR 166.48nmol/24hoursh T T & o 72 B R #H D E4)
13, AHI10mgHE41.9% (31/7461, 95%IEHEXH - 30.51%,
53.94%) . A#I30mghE40.8% (31/7661. 95%15 HE X [ -
29.65%, 52.67%) TdH > 720 VT NDHEE D ISWE X H
O F BRI AT ICBLE L 72BMETH 516%% i 2. AH|
10mg K N30meg DA SRR S 7z,
B 512 Btz o PIgRAEREL 2 )V F ' — VDX — 2 F
A 2 h 6 OZALE O IERE GHEGIE) X
#)10mg#t-195.1+282.46nmol/24hours (50%1) . A#|30mg
#-247 .6+387 .05nmol/24hours (54%1) T&H -7z,
5127 HROEGBEBEO X=X 74 ¥ 5 OEL=D
S AR AR 2= (REAR B 20 12, RHFNOmghE-22.4+
34.66% (351 . A#HI30mghf-16.8+36.32% (38%1) TH -
720

BIVEZSHIERIE, AH10mehET90.5% (67/74%4). 30mg
HET96.1% (73/76%) Tdh-7z. ERENWERIZ. 10mgl
TUE i MAE 47.3% (35/74%61). T4 28.4% (21/74%1) .
BA 77 4 18.9% (14/74%1 ). 30mght T & & M 4% 46.1%
(35/76%1) . JEFTHE 43.4% (33/76%1). T4#i 35.5% (27/76
Bl) ThHo7",
17.3 Z At
DERICHT 2HE
M (11261) 1283 LA F F7 285 F Uil (2
TEMSA CEIN AR 600ugh O1,950ug% 1H2[5H
MR FHES- L2 &0 QTCIMME (R S & 1 O
EL7ZQTHIIE) ON=ZAF A v hbOFHEbED 7T
LR E OEFGAEMBIRARE 2D ZOFHME [90%
BHEIXI] 2211319 [11.38, 15.01] % U816.12
[14.30, 17.95] msecCTH -7z HEADT—%),
) XY LA F 7 A8 T ¥ U EEKE600ug K U1, 950ug % 1 H 2
BI5H B TG L7z & &DCmax CEFHEHAZHERE) X
Z N2 N24.3+7.200% U80.6+25.3ng/mLT & 0. A Hl
60mg# AL AP S L7 & & O FACmaxiz/ ¥ L 4 7
FZ7 2285 ¥ 2 FtE600ugdCmax & AR TH - 7217,
18. FEhEIE
18 1 1EA#FE
HE ., TIEAREICIE, SHEEO v~ b A T 2 E R
TH AT (sstrl~5) NEBL Wb, VY MRAYF U5
BT T 5 A TR T 530 LA F FoEEEm 1Cs,
fii) 1. sstr1©9.3+0.1nM. sstr2Cl.0+0.1nM. sstr3
T1.5+0.3nM. sstr4 T>100nM. sstr5C0.16+0.01nM (¥
W) TH Y., sstrl. 20 3K OB L
MMz RT CNHBEBDsstrir 75 4 TDfEEZ ML
TGHA W %I 2, B R Edlic+R v E > (ACTH)

AW DO W T Elsstrbx T 5 EEZHNLTW
PRIEUS



18.2 GH&MinFI{ER
N LA F Rk, i vitrol BW T, EERIVE CHlER
JVE > (GHRH) HIE0C & 200085385 » b T R4 A
5 OGHAW =¥ U720 In vivollBWT, T v bADRE
TGS X ) M GHEE 2K F & w72,
T NADFEREE I =RV T o 8 THS- T,
GHRHAHLZ & 2 GHS s % #0 L 722

18.3 ACTHMEI1ER
NV LFF FIE, o vitrol2BWT, < AT kRIS
W2 & D ACTHZ W % i L 72"
In vivolZ BW T, IEHT v bAOERNEG LY., &l
R L R OV E O AR OV | S X A ACTHA N W
RO a)VFaRTarawaE L2,

19. B3RS ICREY 2IE{LERIFR
— By 2R
NV LT R8T (Pasireotide Pamoate)
b4
Cyclo [-(4R)-4-(2-aminoethylcarbamoyloxy) -L-prolyl-
L-phenylglycyl-p-tryptophyl-L-lysyl-4-O-benzyl-L-
tyrosyl-L-phenylalanyl-] mono [4,4'-methylenebis(3-
hydroxy-2-naphthoate) ]
43X
CssHesN100g + Co3Hi606
e
1,435.58
ERIN
Hti~9) Tk
{beFE
HzN/\/g\r(O ¥

COzH
g ‘ on
0] cHo o M
I‘% N-Gly-D-Trp-Lys-Tyr-Phe on
! ] Q0O

COzH

TR
AF 7= WVIZETIZ L, 27 7 =V E T & b VI
OTHEITIZ L, Ky 2=7anx ) — ), -4 2% ) — )
g7 M= MY IZIZE A EBET RV,

21, EBEHG

21.1 BRI A 7 BHETH % SKED L,
Lo

(T Tm)

21.2 ENTOEBIEGSBO TROENT WD Z Enh, B
EWFEE. —EBOEIIRL T EHENLFET
DL, A %2 0t QAR A 2 FE s 5 2 & 12
L0, KHMEHBZEOERBMLLET L L LHI12, K
K OZEWER OCENEICE T 27— 2 RWNITIE L,
RAN OB ICVLERFEEEZH LT &,

22. @

(=7 +—LAREZRA* v b10mg)
SA 7V (SRS EE2mL () YD) NAT AT
75 — VRN

(=7 +—LAREZAX v F20mg)
INA 7OV (BHGEGE2mL () v 2), NATVT S
75— UHRA)

(T =7 +—LAREZA* v F30mg)
N7V (FRASEH2mL (V) YY) XA T VTS
75 — UERA)

BYNZERET 5 2

(=7 +—LAREZA* v b40mg)
INA 7V (FASBEE2ML (V) v P) N T VTS
7% — U

(9 =7 +—LARBZHF v F60mg)
INA 7V (BEHSE2mL (V) Y P), XA TNVT
7 & — VRN

23. =&k
1) HAEE : HARANERBA 2SR E L2 ERNR 1A
R (GL1013U8%) (20164°9 ] 28 H K2, CTD2.7.2~
2.2.1) [20160577]
2) AWEE D HARNdeim B & O N AR N E R E
RS E Lz ENS AR HRE (C12025U87) (2016
F9H28H 7. CTD2.7.3-3.2.1.3) [20160578]
3) AN 2 v Yy ER R R L L ERR LSS T
R (G2304745%) (201843 H23H AR, CTD2.7.2-
2.3) [20180069]
4) HWNEE:  In vitro ARG R OMLEREE 1T (20164F
9H28H R, CTD2.7.2-2.1.1) [20160579]
5) FEERL RO R 7 9 — A TOimn vitroftH (2016
F9H28H AR, CTD2.7.2-2.1.2) [201605801]
6) Lin, TH.et al. : Cancer Chemother.Pharmacol.
2013 ;72 (1), 181-188 [20160581]
7) FEPVER  CYPICxE S Ain vitrofHEER (20164F9H

28HKEE, CTD2.6.4-7.1) [20160582]
8) AMEHR : CYPIZH T Bin vitroiBEH (20164E9H
28H &R, CTD2.6.4-7.4) [20160583]
9) PR UGTIZx S Bin vitroBlEVER (20164E9H
28H#3E, CTD2.6.4-7.2) [20160584]
10) *ENEHL © In vitroliEETE (201649 H28H KRR, CTD
2.7.2-2.1.3) [20160585]

11) #WNER T b5 v AR—¥ —I2 X Bin vitrolifizk (2016
fEIH28HKFE, CTD2.6.4-7.5) [20160586]
12) AR BRI E ST BT 2 Y EhAE (B212654ER)

(20164F9 ) 28 H 77, CTD2.7.2-2.4.2)  [20160588]
13) *EAERL  IFRRERE I B0 2 BB RE (B2114:K
) (201605871

14) Kornberger,R.et al. : J.Clin.Pharmacol. 2014 ; 54

(11), 1263-1271 [20160589]
15) FEPUEEL @ SRR O 2 Wi B RE B E & R L

L 72 A AR BR R 38R (C2305308%) (20164F9 H 28

H#&F2, CTD2.7.3-3.2.1.1) [20160591]
16) Gadelha,MR.et al. : Lancet Diabetes Endocrinol.
2014 ;2 (11), 875-834 [20160592]
PR LRI T 55 (B21253)  (20164F
9H 28 H AR, CTD2.7.2-2.5) [20160590]
18) Bruns,C.et al. : Eur.].Endocrinol. 2002 : 146 (5),
707-716 [20160593]
Hofland,L].et al. : Eur.].Endocrinol. 2005 : 152 (4),
645-654 [20180071]
20) van der Hoek,J.et al. : Am.].Physiol.Endocrinol.
Metab. 2005 ; 289 (2), E278-E287 [20180072]
FEAERL : GH OIGF-140wiIER (Z v 1) (2016
FE9H28H KR, CTD2.6.2-2.2.3) [20160594]
Silva, AP.et al. : Eur.J.Endocrinol. 2005 ; 153 (3),
R7-R10 [20180073]
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24, XEEERERUVBIVEDES

LaVvgs4 - L7 - T4 V=X VxSt
T102-0082 HHUAS T H X —FFUT 107 Hh2

TEL 03-4510-2922

26. REERGTEESE

26.1 BUEERS
LW T AL T TAI—XTvIN R et
T102-0082 HERETFHAEX—EHT10F#2

RRDJ-03-02
7419019-Z00000






1.8 HAXE ()

BNDFNXEZSHT S



20XXAEXX A MERL (1R

Brik 1 25°CLL FICHRAF

MM - 35 BISE, A0 R,

(EE-—EmMSoMGFEICE VAT L)
Ay FrFRRE Y M) UBRIE

A4 AY1)HiE 1mg
A4 XY 1) HfE 5mg

BB RERILEEBBEEA

BAEEERNEES
872499
1 mg 5 mg
ARES XXXXXXXXXXX XXXXXXXXXXX
BRSERALA 20XX4EXX A 20XX4EXX A

ISTURISA tablets

2. 25 (ROBHEIZFRELAGWNI L)

2.1 KFN ORI R WBBEUE OREEIE D & % 835

2.2 A BEMREEA RO BYE [BMRIBEAEZ ST 200
5. ]

2.3 MR SUFIESR L TV 5 aTREMED & 5 et [9. 5 B

3. #ARL - K
3.1 #RE

54 A A Y EEImg A A U Y EEbmg

g Avm Fex &y | §ERAvm fex sy
b UM 431mg (A b UERHET. 156mg (A
vrRepAZy hELT | YBRoRAX Yy MELT

Img) 5mg)

ALY

ro—R D-~r=h—), ATT Y UE~T R
b, HEKTARE, JRAANLAR—RAF NI DL,
braAn—2R, @by, ZZEgk, K =F
Vo )a—n, XLy

iSl1pal

3.2 WHE DMK

R5E44 A A ) P EEImg A A2V EEbmg

HNEED T 4N AT —F | HBEDT 4 AL —F
4 T EE e

Gl NVR Y1 NVR Y2

a— K

ki

EAE 6.1 mm EAE 7.1 mm
JEE 2.9 mm JEEX 2.8 mm
B 95.0 mg B 118.0 mg

K& &
[€5))

4. HEERITHR
D9 UEER MRBLE THRNT+ 2 RISHETAER
BHE)

6. RERVHAE

BE, RAICEAFOrFOR42y FELTIEIMgZ1H2E#ER
BENSERT HH. BRASEEZEOREICS CTEERE
T5, TO®IE. BEOKEICE L TEEERT 20, &8H
2IF1EOmgZ1H2E & T 5,

1. RERUVAEICEET IR

7.1 Bh58%, M - R avF Yy — il BREREC XL v
Bt p oL, WEBAE, HREEZWET 25803 1~2 B 1
mlZBRICaE L, MaEiRiX 1B 1~2mg #BLET 5, RIER
DFBLR, A NT Y — UERFERE % F 8] 72356 & OVREI R
T L7285602iE, ARBIOWE IR Z B [E L, w72 E a217
52 &, [8.1 ]

1.2 B HBRAE . +RBBRE Sk S D ETIE, 1~2
M 1 ElZ LI - JRFaLFY — UEEEZJET S Z &,
%L EMMICHIET 2 Z &, [8.1 28]

7.3 HEEEE (Child-Pugh 29%H7 7 A B) OFHERERE B T, 1
6] Img 2 1 H 18], FEE (Child-Pugh 5JE~7 5 A C) DJITHne
BEEBE T, 10 Ing 2 2 HIC 1 MlZ2 BLICRS 2B L, #
HGAA IV TFIFTETDHZENRLEE LV, TOH% L EREDIRE
PR LANGHEEBEICEETASZ L, [9.3.1, 9.3.2, 16.6.2
SR ]

1.4 KFNORAZENTHEIE,. ROH 5 CHEDIZARAR
1Ry oEERHTSZ &,

8. EELERMEE

8.1 AFI D5 I RIS R EMRENME T L, KT — L ifE
BHLOLNDEZ EBRH Y FIBREEEREICELIRBZENDEH 5,
SEBIRIC L - R LT — WS 2 RE L, BE OREE +
MBI T D L, FRT, A ML RETa T Y — LB
LTCWAIRRED & X (FEETH Z &, 2TV — EI SR %
Flalo 72 5HAREEITE T LEZEA . Ko vy — vV iEN g
NBIERDFED DN HAITIE, ARAORE IR, fIE R
BATaA NS 280 CGREZRLEZITH Z &, /o RIME,
K7 MU o AMAE, @AV o A ME N OMEImEEORBIEET D
&,

AR OEZFHRT 254, aVF Y — Ul (24 R R iz
B VT — Ul L 3 L — U S) LY IR A %
FERAEE L2 & 2R L= LT, &GP ikRro HE X v R
BT 5%, HECKRGERATLIZE, (7.1, 7.2, 8.2,
11.1. 1 BH&]

8.2 BFIcxt L, Ko LTy — LiENEDR AR (B, 1§
L T, MR, BEKRIRE. O FWVE) 3B O LNEHAITE.
MO EREIGEE T D L EETAZ L, [8.1, 11.1.1&
]

8.3WTIER N H LHND Z LD D DT, BEGBIMGAT M US55
A% 1 EBILINZ BRICODBRREZITY 2 &, £o, HERD
G, FOBRLMEISUTOERREEZITY 2L, [9.1.1,
10.2, 11.1.2, 17.3.1 ]

8.4 AFIOFEHIZaNF VS — L E TV RATF o URiERE
(11-FFF>alLFy—, 1I-FTFFarFazxsar) k
U7 v RaZromhgEN EJ L, K8 ) ¥ AmE, #E, &
MEERHLPND ZENHDHDOT, EHITHREEITO 2L,
BEOWREE +OICBIET D 2 L, BT U T A E D BEITARH]
EERGTDHAIIT B G RAENIC L T B OMIEEZITO 2 &,
KRENOFE-HPIAE A YV v AFENAE U583, KBS U Tl
Uy AHFRETO, Y U LT CEHERL LN NEAIL, A
FIOWE IR 2 & D Tl M@ E1TH 2 &, [9. 1.2 /]
8.5 R REANMA T VPEA T ERIRESICK D 7 v v v JhE
BERE (7 v v 79) TR, FRAEEABER L, HEpkzn &
DOHEERERELECDBZNRH 5O T, ELNEEHREEIT
27 BEORELS THICBIET D2 L, BEOWRIED S
NIEGEE, tOBRIE~DOUIE 2 FEOMY R UEZITS 2 &,
8.6 HEW, IRKRENHLDLNDZ ENH DD T, HEFEDER
AEW A D B A B ET D BCITEE S/ D T b,

8.7 AHNL., 7 v v VIEBEREDOIRIRICKT LT o755k - B8R
ZEOEMOL L TRETDH L,

9. REDEREATHBEICHT IR

9.1 BHHE - IEEZFOHLBHE

.11 ATERZEREC LYY LVEE (EXRME QT EREREE. S
SMtEDFE, RIRMETER. EREREOREE)



ERCLERREERITY 2 &, M EELZRZTHEN
H5,
KAV 7 SIME IR~ 7 3% 3 7 A IUE O BE CAH & &
54 28AICE, BSBIEINC LT EREOMEEZITV., &
B X @RI MR & 2175 2 &, [8.3, 11. 1.2, 17.3. 1
2]

9.1.2 5MEDHZEE
BT S RMEDa Y hu—LE21TH 2 L, MEN LS
THBEZNRH D, [8.4 BH]

9.3 FTHREREEEE

9.3.1 EE (Child-Pugh 77484 5 X C) DIFHEEEEERE
LA Img % 2 AIC | [ R L2ICHEGE2BthT5 2L, HEE
WS 2 3A %, ML - JRh 2 LT — AR A A g E]
T 5%, BEOWRELHSICBLEL, 1EIngx 1 H1EL 1
[\l Img & 1 A 2 EHCEET 5% BEEAOICIT S 2 E 3 EE L
W, ZD%LBEOREZBE LN DEEICESTHZ L,
AFNOMAREN ERTI2R8FZN0H 0 | HE OTFHRERE
BEIAEIMER L EVEZIERE & U7 B RER TIIbRs S
nTWs, [7.3, 16.6.2 ]

9.3.2 & E (Child-Pugh 7% 5 X B) O HEEEEERSE
1Al img 2 1 B 1A% HRICEGEERBTLZ L, AEZW
BT 8A%, M R LT — Ul S A RN E S
5%, BEAOWEEZ+5IEE L, 1E Img 2 1 H 2 [BI2HY
B 5%, BEFSHIICIT ) 2 EREE LW, Z0% b EEDR
REEBIE LN SEEICEET 5 2 & AR FRER |
AT 22N 03H 0 | PEEOIFHREREEBE XA ML)
LRV AR & LR RR IR s h T s, [7.3,
16. 6.2 Z /]

9.4 £ERERZET HF

TEARTTRE 7R 2P0t LTl A G- R O -t ik 12 108
RHRE Y 2B 24T 5 X O HET 2 2 &, Fio, BHEITST
CARAN B G- BRABRTN AR A 2 920 L R L Cuhvan 2 &
GRS 2 2 &, MER (T b)) TRV T, METHEMEE
WoRE, LBLE CORERROIER, LKL OZRED
KT, AT RS, FRE N ORI OB 338D H i

T35,

9.5 11i%
TEIR SUTIENR L TV A ATRENED & 2 2ot ic i3 5 L2 2
L, BFEER (T b, UYX) TR, Ty NEOTTED
i PR e v FH LS 8 1) B IR R B D 2 M E 43 (% K U4, 3% T
BE - BRIRSEC O, BIREEORA (7> ) . AFRIE
Bowd, NEFE (Ty ) WNIBER (v ) KOVF
A B ORI % 5 TR« SR R MK QMR LR B b T
W5, BOEMES (T v b)) Tl O8RS, S iRIEEN
WO LILTWD, [2.350]

9.6 B3I
BHALRNWI ENEE LW, AFIOE NLHHF~OBITIZD
WTIEARHITH D08 REORHEZ M E 2 5 &t HIcBAT
T HEERMEDRH Y ARFEOIKINER 2> RO RIEHERE~ D
BERBREIN5,

9.7 /MR
NSRS L U BRI S LT,

9.8 EHE
BEORBABE LN OEEICEETHZ L, —iRIcER
KEREME T LTV D Z &%,

10. HEER
Fm Fa R %y MMEFEICCYP3A4, CYP2B6, CYP2D6IZ L Bk
B & . UGT1A4, UGT2B7, UGT2BI0IC L% 7 /v v v EkHs
IR RE SN D 720 RO REEEE 2 LE X E T 23K
FZ P A5,AITIEAyr Fa 22 vy ol E 3w
BEZTHAREMENR D B,

10.2 BfREE (BARICEET S L)
JH14 5 B AR - BFF « falRlA T
[EWaREs

11.

1
1

1

1

pEarA B PRAER « HE B - SRR
Ik _
V77 oy AN | REo M D DFAIBAH] D
vEEL Txo0e | REBSKT | REEEETHD

B L. EAIASIE | CYP3A4,CYP2B6, UGT1A4
[16.4 2] BILB% | FEHFETLLICX
b, D AFIONRHEE

End.

B D F ISR AEOMF [ AAOR;IERTH S
(CYP3A4,CYP2B6,UGT1A4 | JREEZAS E5- | CYP3A4,CYP2B6, UGT1A4

) OFEEA L TEAIY | F2ESTLSZLick
[16.4 ] WY Dk D AFIONRE P E

nrdHs, b,
CYP1A2 DR L 7 53K B DR KANA 2B DFEAID

#l Flomrpg | AR (CYP1A2) %
TAT 4V, FH= | ER RS PLET 2,
VU LBZMN
[16.7.1&M]] H5bo
CYP2C19 OIEE L7253 | Zh b3k AFIA Z B DIEF[D
#l Fl o> i, i REmEFE (CYp2C19) %
FRAT T — N FEN LS PLE 2.
[16.7.1 B ] SFSEay Al
b5,
OTHERZR 52 &N QTIERAE | Wb QT LR OF]
STV S HRFA| 2 T ERERT D729,
PUAREEIRFA] [R5 R<F 5]
F=Uv TR d D
FuahAr7 IR =8, Bl s
TIAF 431247 5
v Ha— )L &,

R VAF R B
[8.3, 11.1.2 BH]

ElEM

WORWERNH 5D Z L NHDHDT, BEET5ITITV,
DD DN HA TG % h kT 5 7 S U2 0LE &
11952

1.

1.

O Ji

L,

1 EX%GEMER

11 EaLFY—ILIE (53.9%)
Ko LF Y —VIIENR D SN b Z LD Y | BIE R EHHER
BIZEDLBZENRD D, /LT — BN FEHEE % Fal o 723
BREEIIET LA (S VT — LIE N b B JEdR
RO LN HEITIE, AFIORWESUIIKREEZZE L, LB
JGECCRIBREAT A REGSOMEYRILEZTTS Z &, F
R ESREAR DR DN AICIT S 2 Rk L, s e
BxITHO 2 &, [8.1, 8.2 %]
1.1.2 QTR (3.6%)
QT FEIRRAS 480msec & 2 TIER L7=Aid, ARA ORI
KEEEMFTH L, [8.3, 9.1.1, 10.2, 17.3.1 /]

1.2 Z0t0EIER

30%L4 1 5~ 30% AT BIbAi
o KA U AE, o
e L AkR
o - R 0,
HREER i St
(P — — SR
kg — % 1fn )+ —
i - b M T g
) _ BUHEEIE, | oy
fmHr=/LF=k = N
HisiR B B, i | P7 500N
# FFARZRTE | L >
e EX QT IEE
M | T THIE, 1 AR —

14, BRALOZFE

1

4.1 BHZAFRDIE



16.

16.
16.

PTP &% D FEANIPTP > — k> 6H§( D HLUTIRHAT 2 L5
A AHZ L, PTPY— MOREMKIZL D | BBOBLAIRAS RS
fEE~HIA L, BIZIX BRI EZ B Lfﬁiﬁmm*#@i%ﬁ/\fﬁ
EEHRTLZENH D,

1 MmeEE

1.1 BE%S

ERERRN (1961) 1[4 Fue 24 v M EU2mgZ HERE O
B Lo E & B5 160G (P (s e iR
(Cmax) (ZEIEE L7, R4 SR CTh o 720

Fim RaAFy M ED2ngZ HBEREO#ES L & & ol
PR ER R CESM SR )

Fim RaAFy M ED2ngZ HBEREOKRSE L & &3k
WENRE T A — X

IRIMBHRE X T R — X Img 2mg
(n=12) (n=7)

Cmax (ng/mL) 4.84 £0.96 11.51%3.13

Tmax (h) 3% 1.50 (1.00 ~ | 1.50 (1.00 ~

4. 00) 3. 00)

AUCinf (ng-h/mL) 27.88%7. 64 66. 89+ 14. 95

T1/2 (h) 4.79%+1.04 4.82+0. 60

TR ARE RS, KR (R M~ i)

1.2 RERE

fEEERR A (106) o4y Rer A% v Mgz 1 H2[E13H [

E®RE LZ &, #8501 51M% (Rl (ZCmax|iZH

éu‘:” o BHLOTEEIZL.0THY . KERSGHOEMR
IO b ehol,

7///7J“EE%‘%:><T%!& L 7= EB RS TTTHRER I B W

T, AFZIA2EEROES Lz & &, & 524BRFOARAI1E]
5. 10&% T30 mg#t5-1Z33\F 2 dc i IMAE i 5 D B I 3

ZHEN0.36~7.36 (20f5]) | 5.94~43.30 (2261) . 14.70

~98.80 (20f1) K TN124. 00~250. 00 (241) ng/mLTd -7,
2 R

TEEERE A (2061) 12
HEREOES Lize
B U BRI
AUC@%%mﬂ?iéﬂﬁm:t & 0 90% 15 HH X [#11%0.89 [0. 86,
0.92] | Cmax® (i F-HE D b & Z D I0%(E HE X [#130. 79
[0.74, 0.84] THo7?,

AHKI30mg % 22 REIE X X i iE N R IBE U 12
X, AUCK OXCmax|TZLZH11% &% U21%

3 N

R A (5B (CUCHEERR LcA v e Ra 24 » R50mg™® %
%l%ﬂ&%btt%@ﬁ#i@ ﬁﬁ& THKI100LTH >
7= GMEADOT—%) , £l2, BAFBAERIT6. % TH Y,
MHEZ %92 Mg TP O Ee 0. 85’(“&)07% (in vitro)

2)

o

BWOH 5 HFEORETRD NIRRT,

16.

16.

16.
16.6

4 1
Fim Fu A%y MEIEIZCYP3A4, CYP2B6, CYP2D6IZ & 5k
(LI & . UGT1A4, UGT2B7, UGT2BIOIZ &% 72 v ik
Ak v RBIEND (in vitro) , A (561) 121C
Bk LA m KR & y Moomg® ZHEREO#E L&
X MAERICIE, B RE & LT TR 341, 8~
60. 9%, 77 o VERRAIRT. 6~10. 7%, —BER{LARE
3.8~8. 8% bz VHEADT—#) |
F/- A m Fa A%y MECYP1A2, CYP2C19, CYP2D6, CYP2EL
K OCYP3AL/BIZHF LT A v r e 2% v~ ZLAHY
IRUGTIALIZH L CREEHZ R LI Z &b, 2D OfER
LRV RE S h A toIER oM REICEEL 52 5 e

Tif)‘%é (in vitro) V. [10.2 ]
5 ittt

R A (561) ICUCKERE L7=A Y m Ra 2% v h50mgh %
HERR AL L & & BRBEO KSR P Ic gt &
(B 5-2D90. 6%) FH~OHET b (FEED1L. 58%)
Th o T RPICHRM S N 72 REIRIT R 5 805. 2% TH Y |
FERHARKIINHTHD GHEADT—%) U,
6 HENDERZETHEE
1 “%ﬁ‘éﬁ%i%(-ﬁwéiwﬁﬂ“‘
fEER A (6) . HEEBEHREEEE (66]) LUKRHE R4
BE R ITAH 30mg%$@ﬁu&’iw_&%®%%§ﬁﬁ§
NI A=FIZLUTDEEY T‘&;oh@ﬁ%ﬁi}\ x5 EE
EHERESERORMBEA2BE IR T 204 rr
0 AH sy l\@Cmax@xﬁzrﬂ:i@m@ttk%@90%1:-?‘15[_F'EJ
0.90 [0.73, 1.10] K% Tr0.82 [0.64, 1.06] . AUClast?dD %
MSEfED b & 2 O90%EHE X EI%, 0.96 [0.75, 1.24] K
00.99 [0.73, 1.35] THo7V UEADOT—H) ,

AFHI30mg & IR O 5 LTz & & 03 plhie <5 A —&

s | e | eiioeie | KRB R
IRT AR (n=6) sy e
(n=6) (n=3)
Cmax
(ng/mlL) 207 (28.6) | 186 (11.7) 171 (9.2)
AUClast
(ng+h/nL) 1740 (30.3) | 1670 (17.5) | 1720 (25.6)

. 6.2 BFigaErE

ST (ZEERER%)
HE B EE (eGFR 15~29 mL/min/1. 73m?)
KA LEBE (eGFR 156mL/min/1. 73m2Ai)

%‘l BT HEMENE

N (8f) | hERE (B KRUE
JE TR AR %%L WJ) IZAFI30mg & HiElfE & 5 L7z & &
DIYTHE T A — &iuka:foV)T&;otoﬁi%‘E}zA
KT 2UWRHEE R R OVE TR R S 236 2 e A
DA=R = }‘@Cmax@%%fﬁqzﬁﬂlﬁ@ﬂ:&%@90%1%@'2
Mk, 0.91 [0.65, 1.29] . 0.85 [0.60, 1.20] . 0.80
[0.56, 1.14] . AUClast® A FIED bt & Z DI0%(E FEIX
Mk, 0.87 [0.57, 1.33] . 1.45 [0.95, 2.22] . 2.64
[1.70, 4.09] ThH-o7) GrEADT—%) . [9.35H]

TR (9%

AHI30mg A H[FI#E A4 5 L7z & & OB T A —X

TSR

SAiE o | e | L e
Rg = | WA i | IR | e
P (H—8) (I’FS) (H—7)
Cmax 206 188 174 164
(ng/mL) (18.9) (81.8) (28.7) (29.7)
AUClast 1470 1280 2140 3880
(ng+h/mL) (28.0) (103. 6) (42.9) (28.0)




16.
16.

S EME (EEERE%)

B PR RERS E 3 (Child-PughA =17 : 5~6)
A ITARERS 2 (Child-Pugh X =27 : 7~9)
HE e (Child-Pughx =27 : 10~15)

1 EMHEEER
7.1 CYPEE

e (20f1) (24 v r e 24 v K50mgi) & &CYPy1-
OB LD 7 TN EHEIGFAEE LTz & & DOACYPR
BOIRMBEEIZ KT THEL, LTOEEY THholz) (Uh
EADOT—4) , [10.25#]

KCYPoy TFED I & 72 DA DI TRE/ T A —F Db

BPEEED I [90%EFE X W ]
(Fva kaxzy NMAES
P g/ HE & 7 B AR 5-15F)
Cmax AUClast
(ng/mL) (ng+h/mL)
BT A 1.07 2.33
(CYP1A2 DIEE) [0.99, 1.15] [2.10, 2.59]
FATZ T — 1.61 1.91
(CYP2C19 D HE) [1.40, 1.84] [1.74, 2.11]
FEXEARB A MLT 1.35 1.48
7> (CYP2D6 DILE)| [1.21, 1.50] [1.34, 1.63]
NEEN 1.47 1.50
(CYP3A4/5 DILE) [1.32, 1.62] [1.41, 1.60]

17.
17.
17.

R 33 G5 O FRATT 6 521 19451

(1.2 $EOREEE

TR ME (2461) 12, AAILEI30 mgZ 1 H 2[BIKA#R A #%
HL, ROBEE (mF =L X b TP F—/00. 03mg KON
R IVTA R0, 16mg) ZHEIGFHEE L& &, ##&A
JELTHE D Cmax M ONAUCLast O S SE24Ifif od bt (5F FH 3% 55 /1%
FOBET BB 5. & 2 D0%EHEX ML, =F =1 X
N7 A —/1T0.88 [0.83, 0.94] K (81.03 [0.96,
1.11] . VAR AHF A R LLT0.86 [0.74, 1.00] MU0 02
[0.92, 1.13] TH-o7Y GMEADT—%) ,

) R E =X 1E30mg TH B,

ER PR AR

1 BMMERUVREMEICET R

1.1 Efg£RESE 111 8RR

Iy TRBE G E LT 2 MMuiRE IR RW) 3
BRIC BT, RBIOF IR Va2 Bt Ui, Ao
a7 L, 260 M ORI G, ST ORWE, 148 oA
FFHGTH TR S, 2 D% b ERIRZN R 35 & L 7o B 13
ROk G-ICEITT D2 L & Sz,
AANE2mg 21 B2l O£ 50 HRMA L, £#5-12:8 & T23#
M@, FHRFERE= VT — L O ILAERH (11~
138nmol/24h) % HAEZ, 1[A]5, 10, 20 X|EL30mgDHiPHTLL
PO ERE Sl [EREo G R 0. 33~60mg/
A, FHEGEORRME (FMH) 7.1 (1.1, 53.9) mg/
Al .

AFH3TH] (B ARANIBIE Te) ICAFID TG S, #5263 %
TORGEFET LIZ118HID 5 6 T v 7 AME.O ks FeUE (&
L1 23 M LU\ S B I 2400 TR Ak L, B 5241
W oD LW JR HERE o LT — L N R YEE BIRULT) &7
L7271 526 IR ARKIRE (36611, 5 H HARAN26]) X
772 REE (3561, 5 HAARAED IZHEAELIZEIY AT
S, RMTARI UL T TR B shi, 2B, T4
DAL ORI FLHE R CTd o 7o ilsE @76, > B AEARA
205) 1TFEER T TARAR G- kR S Tz,

TEFGEE CTh HRWEIA THRE (34IF) D528 ()
SR AEEEE = LT — L 3 Y EIRL T O#EERE OEFIE)
BIILLTFO LB THY AKFNOT T 2 ARFE T 2 E-E
MR ENT- (p<0.001, Cochran-Mantel-Haenszel#7E. A&
FRHEMHIES)

£ 5 34 D 5525 4 R
A [o5%{ 5t < ]

GZ 24 Bl %R/ R 1 %) pfe

AHIHE 86.1 (31/36) 13.71
[3.73~53. 44]

7T R AR 29.4 (10/34) <0. 001

X1 ERRPERED VT — AR EEE BERRLLT & 2o T
BB OEIE, 7272 L RVBNCTRBREE & ik SO i L 7ok
BB IR & Lz,

X2 24RO MR (S5mg 1H2E / >bmg 1H2[E) KOF
MARBEHNBRBRBEREOA®IC LYY BHL
Cochran-Mantel-Haenszel 7€, A /K AERMHIS%

X3 T U H MMES N NIEBREE & B 5 S e h o T LBl
RHT 7 & 1RSI S AT,

P 512 R LA IS AR AN 2 0B L 72 A 3R/ L L b &
D PG 24 IE D ERTRBER & D% HIX M 1%, 52.6

[43.9, 61.11 % (72/137%1) To V. 95UFFXH D T BRAE
NENNCHE LEBETH D30%2 B2 7-, £7-. AT
DSERFN R R O R P2 VT — L OFER I LT
DEEY THoT,

SERFNEY | EYIRFEH = VT — v
INESS2Y — 476.4 [35.6~9611.6] (137)
71.5 62.5 [5.3~1006. 2 125
1230 i 1 125)
(98/137) -84.1 [-99.8~-23.0] (125)
67 0 75.5 [5.6~2511.6] (125)
24 Iz ) -82.3 [-99.4~-339.5]
(93/137)
(125)
664 63.3 [8.2~514.6] (108)
483 I ) -87.9 [-99.6~-105.7
arE (91/137) [ ]
(108)
. 90.9 [6.7~5422.4] (137)
il 62.8 -78.8 [-99.9~-339. 5]
filfi ek (86/137) ' ' '
(137)

TERFE FIE% GEUFE/ R 1)
SRR o LS —r s il [REPR] GREEEIED) |
BB - JIZEME (nmon/24h) | TB: N—=X T A »ipbOE
e (%)

BIVEFAFCEMEEE I, 92.7% (127/13745)) TdH v . E72EIEH
1. RIBMEREAR A, HEL428.5% (39/13741) | JE5723. 4%
(32/137411) . ZAzaa)vFaf RRZAEL. 1% (27/137
Fl) . =L o ha U9, 0% (26/13761) THo
729,

1.2 ERRHERESE 1] 1858

7 TRBE ERGE LIIFERIER IR IRV T
Fvm Rax% -y b OFGHIVEROZEMEE T LT, ARR
X, 78— F1 (Proof-of-concept) K UVI— k2 (EH&KE)
THERR STz, 73— R2 T, Avm Ra X &y MMElE2X
{X5mg (YR il 2 LT — L S B HERE 1R O 35 B



17.

17.
17.

BE) ZIA2EROREN MG L, £ O®%ITRPERE= L
FY—-NOREGEY BEICAEWHS SN (ERORSE
H4GEFE - 1~60mg/B) .

F— h2Z i3 AEH196 [FHRBHELE (BEAFIED) | S
— M OBITHIAF] BBRFEIN, FRIOREEZIT,
BIYEFARHMEEE X, 94. 7% (18/194)) TH v, ERBHEMIX.
BIBHEETR 247 4% (9/196) | = F = b o U
42.1% (8/19f) \BL KRN E R E%36.8% (7/194)
Thot?,

1.3 EBRE |1 8RB

T oV TIRERL 7 vy VU TIEGRBE LR L Lok
ERIFEMBHEBICBVW T KA O IERVR2EZRETL
7o, ARBIT, 2ERO=TH, RUBEESRRBD O, #
FREICAE L-HBRE xS L Li#E TR ani,
AF|1E2mg % 1 B 2[EE O #5505 BtE L, & 548 % TIIXLE
Mz, TR E128 F C2lMEIc, miFFaLF
V= VT TR P o L F Y — A DR E BRI,
1[5, 10, 20X iZ30mg D& TLAR L3> ARFE &
Nz (EBREOREEEH : 0.5~10mg/H) .

Artof [BITRESH ., RFtEBBRERNH AL E
(ACTH) EEAEREHE3H, R URACTHIRMRTFME R (IEIB BB Kk
R RLIE]] BBRFEIh, FROBREEZ T, FHR
PN T — A OP R (FEEH) X, X—RAFA v (GF
flfi 1% 9f5) ¢>841.80 (277.9~10595.6) nmol/24hh> 5128
RE (FEH FI22761) 077.10 (6. 2~141. 2) nmol/24hiZH L,
12BEDOR—2F A o bOELBOFRME (&) 1%,
-94.47% (-99. 0%~-52.6%) (FEMEFIETH) THhot.
Fi, 12BEROEL2EHE (FHRPEE LT —H
ILHEME ERRLLT O#ERE) (X, oflFefITH -7z,
BIfEASESIEEE X, 88.9% (8/9f) TH v, ERBIEMIL,
B BERER£266. 7% (6/96) . EEUK33.3% (3/96)) . T35
=TI R IFVRTT—EBM TANRGE BT I/
FFUVAT 78BN, y —TNEINVT VAT = T—
i, SERREMEAA22.2% (2/96]) Thot=?,

3 ZDft
3.1 QT/QTc sR{HEtER

R A (86f) iIcA T Fr A% v b 10mgK U150mg™ %
BERAOBRE L L X QIFDR—R 5 A b DOEHE(L
BOTF5ERLDEA AQTCFORAMEIL, 1. 73ms (90%S#1
XM :0.15, 3.31) K U25.38ms (90%{SHX M : 23.53,
27.22) Tholz, Ao Ko ¥ v +30mg% 1A 26 5%
DEEWRECnax FRIE (232. 26ng/mL) 2351+ 5 A AQTcFD
FHIE & £ OIS ML, 5.3ms [4.1, 6.4] LHEESH
e MEADT—%#) 2, [8.3, 9.1.1, 11.1.28H]

) AREESARIXIE g TH S,

18. ZEshIE

18.

1 e

BB TOaNT Y —VAERRORKERZ R+ 25 118~
KERLBEREZAET DL T, 1LI-TAF T aLF S —nh
b aANF S — N ~DEREMET 5,

18.2 11 8 -KER{LB¥ SR M {E

In vitrolZHWT, b b 11 B-/KEMLEERE X BRIEH -
Fr A =—ZANLAZ—fiROBEREEZEELE
(IC50 fi 2. 5nM) , ¥

19. BHRSICET SBEPHAR

—BHEFR: Ao Fa X% v b Y ERIE (Osilodrostat
Phosphate)

{L%4 :

4-[ (58 -6, T-Dihydro-5#pyrrolo[1, 2-c]imidazol-5-y1]-3-f
luorobenzonitrile monophosphate

53 F3 1 Ci3HoFN; * HiPO,

4y F 5 : 325.23

# R BEROHEKRTHD, KIZPRBETRTL, AF/—n
CRRETIIKL, =& /=N, TR RVZFLUTY
a— VBT T b= IV AT Z | BEETTF IV,
vrzaunRrAFy, FEIE RFr7 7B TETFIIIWD,
LS

ol

* H3PO4

CN

21. EBEH

ERa ) A7 EEFEZREDO L, WUNCERTD L,

22. ax

(A RV Y &Eimg)
306 [106€ (PTP) X3]
(4 Z2Y1) 4 §gbmg)
306 [106€ (PTP) X3]

23. EFEXH

D #HAEE : BREERR (2021408 @H KR,
CTD2. 7. 2. 2 UCTD2. 7. 6. 2)

2) HAEE: BREERAR (2021508 @B &R,
CTD2.7.2.3)

3) AR EEREIE (20214-@ 5 @ BA&RR, CTD2.7.3.3,
CTD2. 7. 4. 2R UCTD2. 7. 6. 4)

4) Menard J, et al.: J Transl Med. 2014; 12: 340

24, XEFERERUHEWVEDESE

VarFT 4« VT T4 U= Ve _NUBRER
T102-0082 FRAEHHTHEARX—FET10EH12
TEL:03-4510-2922

26. WERTEEF
26.1 WEAR5E

VarFs 4 « LT « T4 U=« D UBAEH
T102-0082 HEHFAEX—EAT10E 12
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1 ZHRESUTBN R L O DFETERIL ..o 3

1.1 ZHAE ST, ZIRE UL T BB T D TET (oo 3

1.2 TNRE SUUTZNFE D BRTEFRIL .o 3

1.3 BHERE TN BT B D IR DRRIEARIL ..o 4

2 JHER OB OZ DRRETEARML ....coooooeoeeeeeeeeeeeeeeeeeeeeeeeee e 5

2.1 REROHE, FER O RICBEIE T DI e, 5
74, RSN HEITIE, AN ETIRAE T, IROARMKEZ 1 By D&% k3

B B D R T D e 5

2.2 FATE R OB D TR TEFRIL ..o 5

2.3 FER OV BIZEIE T DIEBE DOFETERIL ..o 7



Confidential Page 3
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1 HEEN (TR R B U T DR ERA

1.1 PEERIZIR, DREXEHRICEEST HFFE
4. SPRETITEHR

Uy v ZIEGRE GMRHOLE THRD RSN SRR L)
5. ZHREIIBIRIC BT B B

BT

1.2 FhEER (L3R D ERX EAR AL

7w TIEGERE (CS) &1, BV T — L @RIk EE (o LT — VIfE) |
T%%ﬁﬁ%%ﬁ%%z?éﬁ%@@ﬁf%é CS OFEMIE, ACTH O H AR 72\ X
éAﬂHWﬁicsk,ﬁm& T85O 3 )VF Y — )LD BB EI WA X D ACTH FEE M

SIZKBISH, ACTH KTFEME CSIFRERIZL Y 7 v 79 (CD) & BpTE ACTH FEAERIC
ﬁa\i{ééﬂé (CFH i 2015) o CSIE, SR, FHEHRIZ(KIZ L > TEEDO QoL Z X F &5 D
e B, BB VT — OV IES R T S £ & E 2 0ME REBOSIHEN S E 2 X
M, ICEDLfEBIES 2% (Newell-Price et al. 2006, Sharma et al. 2015) , FEEE, CS BEF DL

FIX, Fln - MERIER AR A T AR OFECE L ERTHAGENEOHRELH D
(Etxabe and Vazquez 1994, Amnaldi et al. 2003, Lindholm et al. 2001)

CS TiE, manF Y —)VISENBE ORKIER L O TRICERREEZ KTTZLnb, =
NFY =NV EEFESEDZENFE—-OEKEETHS (Nieman et al. 2015, FH fift 2015)
Fvm Ra %y b UgtE (LCI699) 1%, /VF ) — LB D Bk BEPE & fib -4~ 5 118-/KE2
{bB%3% (CYP11B1) O A7RERITHY, Z 0 CYPLIBI EMERICLVEE TCOaLF Y —
NAEGRKRZMHEIL, @arF Yy —VfEZEIETDEBEZONDL T E0G, TXTOWRAD CS
WCHETH D Z ERHIFEND,

CS Z i JiE & L7z LCI699 OB ML L EMEIT L, CD BE &R L L7 EERILE ZF 11 46
AR (C2301 3BR) K ONEBRHLFISS 11 FHERER (C2201 3BR) W ONZ, CD LIS CS B % %145
&L= EWNEE TFRER (C1201 3BR) OfEFIZIES 5 L 7=,

C2301 #ABRIE, 26 R OHEEA—T T~V 58], §EM O —EHER T ¥ 2MuiniE 1 H
(LCI699 &% : 77 BAREE=1:1) , KON 14 BEOHEEEA—T > T~ 58 THER S, R
RGO NTWERE T2 D% bIEBOMHR G TR G 2% F 7=, LCI699 1L 17 2mg % 1
A2EORARENOME L, DARRIZEYRFER =2 vF Y — (mUFC) 75 AL ¥EfE LRR
(138 nmol/24h) LA FiZ72 5 £ T, 1[5, 10, 20, 30mg Z 1 H 2 [IDJEICHEERGEE L-, =

HRMBEEH CTH 5, [RW BT I XTI E U798 2 R & L84 O RW HIK TRE
(34 W) DFERZEMHFE (mUFC 28 L UEE LRV T O#ER# OFIS) 1 1%, LCI699 AT 86.1%
(31/36 4, 95%CI : 70.50, 95.33) , 77 &AREET29.4% (10/34 4, 95%CI : 15.10, 47.48) T
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HY, TTEREELLRLCIO HTHEICE (CMH EfERE, Wl p fE<0.001) , LCI699
DT T RICHTH2AMERBEES Nz (2.7.3-3.2.1.1 ) , F72, LCI699 % 5-BRtA#%, 6 @
IRFIZ ULN £ (189.7 nmol/24hr) & TIKT L, ZH LI, mUFC O 4l ULN BLT Gt
Fr&shiz (2.5-4.3.1.2.3 1H)

C1201 #RBRIZ, CD LIS CS B A x5 L LT LCI699 D2z att, Atk MO 9E % 3l
TOENM, A—7T7~L, H&, Wi, ZHxIEAERR CH 5, FHEIMHEA X, #x O
B To 12 FO mUFC O_R—Z2 7 A4 UL OEARTHY, BEINTZILD I BHE 1 H
(HEMTEH, 1 ER~12 1K) 252 T L7274 3T T 12 8RO mUFC IZX—X 7 4 b
BTL, 2hb 74 To 12O mUFC DR_X—2 5 A ot 5831, BIERED 14
(R—=ZF A4 D5 526%ET) ZRE, TXTOWERE TR0%RBDIK T THo7, £/, 12
LIRS aRBR 2 Th Uk L7238 D 2 B DR— AT A Ui bRk THE £ T mUFC OZ&LRIL, Fh
ZN-96.1% (Day 30~Day 33) K& 1-95.7% (Day 61~Day 64) TH Y, Zi5OPHRE THR—
A2ATA DR TRAGNT (273-323.1H) . ZO/RREY, HRHIZH»HOLT, T
DOHEERE T LCI699 B 512 K 5 mUFC DK T3 bz,

CD BE Z X5 B R % &0 EBEILFERER CTH 5 C2301 B LM% Mt L7-f5 R, LC1699
BHEOBEREIMRRL T, I AL HEFEFRLDOZL XTI LCI699 DIERBET KO
JFERBICERT2HERTHY, HRBRTRBONRhoTo, £z, C2201 R — 12, &
O CD BHELA D CS B3 2 3 RICENTHEfE L 72 C1201 3Bk IZI VT LCI699 £ 5 0 AR
IR RETHY, FOEEARERLZEE T 7 7y AN EHTHEATHL Z ERENT, K
IVF Y —)VIIGE, QTHEENY A7 L LTREINTEN, INHICoWTHHoe#iggs1T-
7o ECHUNCAEEZITO Z & T, BEARETHH LE X LN,

PbEXv, CDEEZxRE LTz C2301 iBR CRWBRE & B RAWERE OFIMEL L 2T
077 A MIKRERENNIA LN -T2, 72, CD LSO CS B Z x5 L L7 C1201
AR T CD B L ARRICAEIMER O Z RN HER SN2 L0 n, 2hie - R % 17 v v o JE
ekt & L7z,

kB, WEERFORRESUIIRIL 17 v U THEMRE] Th 7oy, ARFEEERIZE T 5 EHR
iR AR O & O A B E 2, PREIRE (7 v o U VEGERE GMRHEYLE TRIR
IS5 SUTREAT SR 72 5 5) ) ICER LT,

1.3 PRER I RICEIET 5B DRERH
REET.
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2 RAERUVAERUEOHERHL

2.1 RERUVHEE, BERUVARICEET IR

6. ALK O MR

WE, RAICEA Y e e A&y hELTILE 1mg %2 1 H 2 BRO&RE ST 508,
Fita &I TBFEORBIL L CHEMET 5, T0®%IT. BEOREIOG U THEEHEBRT 2
D, IkEARIZ1E30mg &2 1 H2EET 5,

7. AEROHEICEET M EoFEE

700 A - JRF VT Ul BRARIEIREIC LY WEEHEET S 2 L, ks, A EWTHE
L, 2 OBREFEORISTER OREMNEZFBRE L TIT o2, WML, 1EH7Z0 1~2mg D
HEEZ B e L, ZRLAESBRIICIT) ZENEE LY,

72, TR FE DML L TR O NS E T, 1~28I2 1 [BlE B ZICmA - R 2T
V=B R RIET D ZENEE LV, ZO%IE, BREREISEC T, WIEHEEZRS LT
H &, [8.1 ]

7.3. H%EE (Child-Pugh 77402 7 2 B) OFEREEREOH HHBHETIX, 1E ImgZ 1 H 1[H
() #®ZRhgo6, #EE (Child-Pugh 53327 7 A C) OIFEREREETOH 2 EFH TiX, 1H1
mg %2 HIZ 1A (%) BOBGEPLHET 5, [16.6.2 5]

74, RABENTZHEITIE, RAENTZZIERAET. RORAKIC 1 S O&ZR~HT 5
LofRETLZ L,

2.2 RERUAEO R ERAL

ERARRRER (C2301 AER K O C1201 3BR) CTO ML - HEOREMRILOFEMIL CTD2.5-4.2 HHIZ
ZNCaN

CS ABFHITHT 2 LCI699 DL - &L, CD B 254 & Uiz 2301 #Br OBk IC
HAOXRELE, £77, BAADCD LD CS BEARISR L LT C1201 RBROEE L EZE L
77

72¥5, C2301 HBRL O CI201 RBRATIX, 1 [Hl2mg ZBAsAEE LT1 A2 BEELL, 12
WO H BB 1 3] Smg, 10mg, 20mg, %X 30mg (W9 b 1 H2 [\) DIEICEED
WRBIZIS UCTHE Lz, F7=, EHMIC UFC ZMIE L, mUFC 728 ULN BAF & 725 X 95 F &
fiL7z, C2301 RERKL O C1201 HBRDOFKEMEIT, 30mg 21 H2 [\E L, ZaEOBEN
HOGAITEFEE Lz, WTHOREBRTH LCI699 DN =AM & BB 2rEnrEn
77

FREME 2, LCI699 OHFERE - H&ETHS, M Ellmg 21 H2 B #FmHEE L,
FHEMIE TR PERICATY 28, E&kmMAEIT N E30mg A 1 H2E] 245204
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DWT, LCI699 DIRFEE, Vb, MOLett (AEHFROEBRI) F O MHRKRBRAR
ZIEICHETL, UFIORT,

BAtRAEICDILT

o IRER

FHEN PK AT L0, BARMNIANEANL D ASAFT XA T EV T 4 05 20%E 0 EHEE SN,
ZORER, SMEA L IR L TAARANTIHRERE (AUC) 256 30%~40%m\ \ EHEE Sivlc, 7
TNEFT T NOHETHREROFE R TH -7,

o EMREH &

C2301 #RABRDO FAS (N=137) TiE, LCI699 @ 1 HEH&EEGEOFIRE () 1£7.1 (1.1~
539) mg/H, HAAN (N=9) TiX, 3.7 (1.7~9.2) mg/HTH Y, &KLY HANTIENER T
bHot-, Fiz, C1201 #ABr (N=9) D LCI699 D 1 HFEWHERGEOHRE (#PH) 13 2.57 (1.17
~7.54) mg/HTHY, C2301 RERD BARNEEM & RIFLE Th - 72,

o LAk

C2301 BT, FRIICIERI_NESAEFERO O L, HERa L F Y — /ViEREES ) DR
FIXAARNTT7.8% (79 4) , 2K TS51.1% (70/137 £4) THY, HARANTEEL Y &UEH
WA BTz, F£72, CI1201 R&BR (N=9) T, PT BITEKLEELT, BEARNEmL>T-HES
BU%, BIBHEERE (7 4, 77.8%) , BRIk, EWIEE, y-IAXINV KT AT 2T —8H
m (%3 4, 333%) Thole, MIKBITIER T REFEFRO HERa L F Y — VilE BEHES
17 4 (77.8%) ZRBLL, C2301 RBRO HARNEM & FIFEE ORBMEE CTH > 7=,

PLEXD, HARANDLCIOV DIEFEENHMEANELEEN-T22 L, | BESRGENR 2R E
AREWEIC S 5722 b, S HICEEMEICEE L, KM TOMMARIE, 11 B 1mg % 1
H2 bl ZBtsHELETHZ NI EE 2T,

RE#HBIZOT

C2301 R CiX, ME=aAFY — VIERESRS) 2RBBLLICEREO S HDOL<IE, 12
B E TOHAEBBICERRENRD SN2 s, AEEE, mh - R oLy — Ul i
RAEIREEC IS &, MiEBHAAREIL, 1 [BIH720 1~2mg OMEIEZHRE L, TR B
BIZAT ) ZEMEFE L WEB 270, 7o, BIREER (C2301 ER) <Tik, FEMEA THD
RW HZH Ik ST B U 7= B 2 3R R0 & L=/ RW IR THE (34 ) s
R HEMICHET D720, RBRTV A & LT, HEEHTH I H&MO 12 #H THIME
NELNDHEE CHBETIMENRH 7=, £72, mUFC % HRBRAMKE TR+ 2 08N H -
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Tole®, REMEEZEHLIETICL —EORMAEE L, T07®, HERRER T, B A&
(12 MET, 1 [E5, 10, 20, 30mg DNEICHEE) 2B L LR, EEKTIE, Kars
V= VIMGEBEER D U 2 7 Zi/NBICH 250, a/LF ) — VO ZERT S0, ik
BIAARF T 1 FlH720 1~2mg O EIEE B2 & LT, ERRHER XV FECH Tk &l 2
PELWEEXTZ, 7235, LCI699 O H &ML, flx OERFOKGNER OBEAEEEZZE L CE:
BEAOICAT S 2L L LTRY, +oREBRDRPMERESNDETIE, 1~2 B2 1 Blx B2
e R VF Y — EEZRET D EE2HEL WD, £0k, 11 FElimg 1 H?2
b)) ZBAtGHEE L, WHEBHARIT 1 EH70 1~2mg OHEEE L-GETH, Bl
BENVEREFIL, M - R Ty — Ul BERIEREICESE, BRI DI &
THZENHRETH D,

BEAEICOLT

FHEMIEE, 8% OERE ORISR OBRHICESE TS 2 &, £7-, KRR (C2301
AR, €2201 BR X— b2, KONCI201 BRBR) T, bT0REHRE (OBLHAAN14) TiEd
ST, RBRCTHE L -K&®EHAE (1E30mg #1H2ME) ORERLETHST-Z 0D,
ME30mg # 1 H2E ZimAEE Lz, 2, SEAKBEOEIL, EEEO®KG &L
O C2301 AR TIXEBROMER R G- 2O (24 WD 25~75 "=k 7 A V) bOFFE LT,

2B, WiEROMEEKOCHEE B, RAEdFve kaxZy LTl E Imga 1 H
2O EENGRMT 5, 7ok, BEOREICE U CEEMET 525, e A &L 11530 mg
Z1A2EETET S, | Thotond, ARFEERFLICIT D B EFERR GRS & O
ESE %, AIELROHAEZ @Y, mAlZiZA e fexZy hELT1E Img% 1 H 2B
N850 5B 57235, BIGHEIZBEOREBIONC CEERET S, 0%, BREDIREIC
I U CHEE T 22, &EmAEIX1E30mg % 1 H2EET D, | ICEELE,

2.3 RERUVARICEEYT 5 TE DR TR

(1) Wik - HEOMEIL, @ - R o vF Yy — U fl, BRERSIC LY, BT 5 2
&b Uz, BRI (C2301 3R, C2201 skl N— k2, KON C1201 #kBR) TiX, A2hEoREm
%, UFC OMEKRNESBOREE /ML 572912, UFC % 3 [IIE L CZDOFEHE (mUFC)
ZRHEEEIC A2, E£70, IRBREO AEMENIE, mUFC (C1201 iR TiX mUFC XL =L
FV =) KOMR = VT Y — U IUE X R B RERE R O s - RIS & FEM L7z, Lo L7
MWD, REKRTIE, —BEOICCSBEETHOONTWAE=XT 7k (B - R =L
FV—Ul, BERTERE) 2R AT EREYTHD EE T,
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7, AR, HxOREOKGMER OEEEE BB L CTITH 0, WAL, 1
BV 1~2mg O EEZX B L L L, TALELEMIIZIT) ZENEELVE L, ZOHRER
#L1%[2.7.3-4.1.2 IR LTz,

(2) CS DIRIEIZANT Y — MEIZESWTHEI T2 Z ENEETH Y, +7RERRZ R0
FSNDETIE, 1~28I2 1 BEEZ BRI - R avF Yy — UESEZRET 2 2 R HER S
%, TOHIZ, BRRERFIIECT, WEHEEZBOT ZENAETH D,

(3) fREEMESRE, WONCHEREE, PSR, KOEEFHRER TR IZ LCI699 & Hai b Lz &
EDPK/NT A—H : C2103 ERDOFERN D, MR & i Lz & &, IFReREE o BEiEE
DB AE - T LCI699 D Cmax D AT LI b TR T 2 Th o 7o (R, FpE,
K OEETZNZEI 0912, 0.846, KTr0.798) , BRJENFHEGERRE 5B T D LCI699 D%k &
(Cmax L ONAUC) 1%, FEFEHERE ORI L FRE Ch o 7o, %R & OV B TR RE i & R
TUE, FEFERERE & e L C AUCInf 2309 DM 23580 i1, ST EE T ENZh 1.44 K&
WN2.66 TH-7-[2.7.3-4.1.41H]) ,

UEXY, PK BEEOHMOBEZZE L, BEOIERERELSE (Child-Pugh 5787 7 &
A) T, BEEOREIIAETHD, —F, FEE (Child-Pugh 53827 7 X B) OfHREREE
DLHBHETIE, 1B 1mgZz 1 H1E () OG5, HEHE (Child-Pugh 587 7 A C)
DOIFEREFEEOHL2BEFTIE, 1E 1mgZa2 HIZ1E (¥) ORGP LEGTLZEE LT,

(4) RAZENTZEEE, TESNEZROMANLOB/BHET LI L, RAESN o
TGS EBACIRAT S Z Iy, BEEN2MELRD I AT D X ) EERE L7z,

723, AREEIREICIT S ERMEREIR O L oML E 2, HIELOH R

THEEELUTOLBICER LT,

7.1 $£hEE, M - JRFIVF YUl BBREREICL VRSS2 b, REKA%, AR
ZWHET 2581 1~2 @RI 1 HZ2 BZICHEEL, BEmE1E 1~ 2mg 2 BE LT 5,
BITER ORBIC, 2T — ) VEBSEEEZ TEl S 2856 kORI T L2GE2E, &R
ROWEIIREEBE L, @MYL EZIT 2 &,

72 B HBRMAHE, +O BRI RS MR SN D £ T, 1~2 8IS 1 BlE AL - R =L
FY—EEZRET D2 &, ZOHREMICHET S Z &,

7.3 W% (Child-Pugh 7387 7 A B) OfftEmefEHEE TIE, 1B 1mgZx 1 0 1[E, HE
(Child-Pugh 3% 7 7 A C) OFFEREREEZEERE TIE, 1B 1mg % 2 HIZ 1 [B% BLICHE%
BltE L, WHXA IV TIIY T LT HIENREE LY, TOHRLBEOREZBE LN D
EEICEGTDZ L,

74 AFRORMAEENTHBEIE, ROH SN UDEDZRAEIC 1 BSOREZRMAT 52 L,
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Arnaldi et al. 2003
Etxabe and Vazquez 1994
Lindholm et al. 2001
Newell-Price et al. 2006
Nieman et al. 2015
Sharma et al. 2015

RS ERE, OB, ML) (2015) 7 v v JIEBRER IR~ =2 T V. UGTE 2 I & TR
1. (available upon request)
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45.1 FO5 BRI | eovoeeeeeeeeeee et 9

452 (9.5 BT | DFRTEARML. ..o 10

4.6 (9.6 FZFLIT ] M oottt n e 10

4.6.1 FO.6 FZFLIT | oottt 10

4.6.2 [9.6 FZFLIR | DFETEFRIL ..o 10

47 (9.7 ZINUBEE ] A e 10

471 FO.7 ZINVEEE | oottt 11

472 9.7 /INVRZE ] DFETEARIL ..covveeeeeeeeeeee e 11

4.8 (9.8 TEIHRTT | A oveeeeeeeeeeeeeeee et 11

4.8.1 FO.8 TEIRTE | oot 11

4.82 (9.8 EERE | DRRTEMML ..o 11

5 P10, FHBEAEFT 1 A ettt 11
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1 M. 41 &

1.1 M. 4]

R L

1.2 M. B4 ORTEEN
FhE 7R L
2 2. #2 (ROBHFIZFBELLGZLNE) 1 #

2.1 2. £ (ROBHEIZEBELEWNIE) |
2.1 ARHENO R ® LIBBUE DBEERE D & 5 B

2.2 2. 5 (ROFBHFICEBELELNIE) | ORTERL
RIS O—fRAER & U TRE LT,

72k, TREEBEINRRICIT D ERMERBIRAEIE L O Al E z, BREUTOLEBY
WCEW L=,
2.1 AFNORSHTxE LIsBUE OBEERE D & 5 B
22 BIREMREREDRE [AMRIBAEZ -T2 b5, ]
2.3 IR SUTIENR LTV D AIREME D & 2 e [9.5 ]

3 8. EXLEXNIE] #W

3.1 8. EELEARNITIE]

8.1 AAIOE S FICEIBREREENMET L, (KavF Y —VER S S b Z ER3dH DD T,
mﬁ-@ﬁ:w%/—w@ ERRET D2 L, Bl Mgk, 57, IR, BRRIR, ©FEWED
FER DN o B ONT G AT EREICER T2 X ) BFIHET 2 2 &, Ka Ty —/ViEN g
DIVIZERIZIL, ﬂi[ﬁl}— KF MU U AISE, &Y T A MER ORI EE L, BEIZE T T
WELE 21T Z & . [7.2, 11.1.1 &)

82QTIERNBHHDLND Z LN DHOT, EHMETIR OG- 1 %% B2 OEXBEA
1O 2L, £, ZOH%RBMLEITL L TLERBRELZITY Z &, [9.1.1, 11.1.2, 17.3.1 ZH]

8.3 AAIDOE 5 IR AR/ CRIBMAEOMAPIREN EH L, KD Y U AMAiE, FE, &iE
NoHLONDZENHDLDT, MEEITI 2 EBEELHHIATV, RBEIZSUTH Y U LHFKE

DY IE AT Z &
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3.2 8. EELELRKIIE] ORTEIRM

8.1 AHOBEEIZLY, KADIERETTHL aALF Y — L ESKOMEIC LV IKarF Y —
VIIEZ 5| & 2T AlEEMER S 0, AFIOEERRBICE O TR 2 VT — LV IIE S #AE ST
DT, REBEGHIE S REBENSLETHD-ORE LI,

8.2 Thorough QT/QTc #BRIZIS T, &Kl 150mg #f (R KERAKHED 51%) QT MEENFE D b,
BIBIR AN RT T T EES O IR — UGS BUR O BRI OFEH, LCI699 DO fF D QT %t
ETholzZ &b, LDEMBREZIT) RETHREFEDRLETHLI-ORE LT,
8.3 AROIEMWIFICLY, avF =L ROT N FAT v AL (11-7A4F > arFy—i,
-S4 FvaLFazxsay) OMPEENERL, I 32I70a/LFa( REEKRNEELS
NIEGEIMED U U AMIE, FE, ®0ENAEBRT SRR 5, ARIOEKRBRIZB VT
INLDOERPPEINTHNDZ LD, +AREENMLETHHI-OHRE LT,

7k, ARFEEWMEICRT HEELERBIRAGIEME L OREZ I E 2, EEREKRWEEL

UTOELBOIZER LT,

8.1 ﬁﬁ@&5¢’m BREEMEMET L, KarvF V= VJERS HbNDLZ ERnH Y, B
FE e WCELIBENR DD, ERICIg - JRP LTy — VEEZRIE L, %%@
EINE %+” ﬁ%ﬁé_&o%L\X%vx ECanTy — Vg %#%MLTD%%

i&ﬁﬁé:&o:w%f~»mﬁ%@m%T@ot ARBHIIKT L2% ﬁ:w
T — )VIE DS B DL D IR DFE D DAL HA TR, AR O E SUTIRIES, W%&E
D%F&@%@@Tﬁ@ﬁ@p%ﬁo_koit\ﬁmf\ﬁTFJ?Amﬁ\%ﬁU?A
MAE & ORI OFBUIER T 5 2 &,

AR OEEZFRT 2%61%,. aVF Y —VE (24 R R P o L5 — Ui, i =
VT VS NEYEM TR B A, ERAWEE L2 L 2R L BT, #5F 1RO
HELVEHEE %, HEICRGEZHGT S22 L, [7.1, 72, 82, 11.1.1 ]

8.2 HHFITxL, ﬁ:w%f—wmfﬁ%bhéfﬁ(ﬁﬁ Mant, 957, M. BRI, 9
FWVE) RROLNTZS I, PRI EREICHEKB T2 X OB ET L2 L, [8.1,
11.1.1 ]

83 QTEERNHHLOND I LNHDHDT, HHBMATN O GHGE 1 MELINZ B %I
MHAELITO 2L, £, WERLED, TOBRBLEITECTLE Iﬁﬁ%ﬁﬁ:k
[9.1.1, 10.2, 11.1.2, 17.3.1 &#]

8.4 AFIOFHEHFIZaNTF V=LK NT /N RAT o mikE 11-F4F o arFy—iu 11-57
FxvarFazxruy) KTy RaZrompgERs B L, ﬁﬁU?Amr EAIEN
EIMEFENH HDOND Z L HLHDOT, EMICHRELIT 2L, B DORKE PaNle =Tk =3
THZ L, BRI Y T AMAEDBE RS & 5T 555121, &5%%m_ﬂfﬁﬁﬁ®ﬁ
EE1TH 2 &, ABIOEEFRIES U v LMAENE CEEAE, REIZSCTHY 7 AHMFE
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CTD1.8.3 FAHALDIFE () RUZTOHREIRNM LCIG99/A< O kR RAw 1) UELE
AT, U T AR TUEN A LI WA T, AF OGRS IIRE 2 & 8 CiEy) 7 AL
ZIT9 2 &, [9.1.2 2]

8.5 BT HEANEANE VEATEARERICLD 7 v v U TG (7 v ) Tk, TE
RIEG AR L, (R EOEEREREZAE L 2BZNNH 5O T, EHICEG R
EATH 7L, BEOREZ HDICHET S 2 &, BHEOBMANRD bNZGEIE. hoiF#
EA~OYE X HEOMYRILEEZITH Z L,

8.6 VI, IRKENHLDLNDZ ENHDHDOT, HBEOEERLEGIR 2 O A B ET DB
WZITEEIEL L,

8.7 AHKNX. 7 v v TIEGREOIRIFICX LT Ho7 ik - fBRAE FFoERiO b & TR ET25 2
s

4 9. FEDERZHE I HEBEICEATHIE] W
4.1 9.1 &6t - IFEEDOHLHEE]

4.1.1 9.1 SHHE - MIEEFDHLHEE]

9.1.1 QTIEED Y AV K1 %2 HT HBFE (JeRM QT MEIEMEE. 5 - M OLAL, RIREAR
MR, FEMERE)

BENCDEMBREZITY 28, QTIEREZEZITBENRH D, ok, KH U ¥ AlE K
YRV T LMIED & D BE A E G T H55120%, BG5BT LT ERE OMIELTTV,
BT EYIIC MR E 1T 2 &, [8.2, 11.1.2, 17.3.1 &[]

4.1.2 9.1 SHHE - MEEFOEEDHLHEE] BERNM

9.1.1 Thorough QT/QTc FERIZISVNT, 150mg #f (KRR ED 51%) TQTEENED HIL
7o MIBIRGINRE T MTESWIZIRE — FUGBGR DRG0 DR, LCI699 D EEAK AT D
QTIEETH-7=Z &b, QT IEEZHELT DU A7 BNEWEFIZIIAF ZEEICKET D4
ENHDHTORTE LTz,

72, AGRFEIBEEICRT A ERKMERBIHAOIEE L o E L E 2, AOHE - BERERES O
HHBFEOHEUTOLEBVIZETE LT,
9.1 AOHE - BRSO H 2 BH
9.1.1 QTHERZEZ LT WEE (GERME QT IEREMERE. 5 o MrEOR4e, RAMEREIR, &
fif ' B D HRAESE)
EHRZOERBRELZIT) 2 &, QTIERZEZTBENNRH D,
KA U o A MUE AR~ 7 % 2 0 A UE O BEF AR 2 &5 555100%, BEBRERTC
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VP EBMREOMEAZITV, BEIEMOICIIERELZITS 2 &, [83. 11.1.2, 173.1 %
iy

9.12 HILEDH D HEE
BRI okiEoay be—Ew2TH 2 &, MENEATLIEZNRH 5, [8.4 2]

4.2 9.2 BHEEEZTEE] &

4.2.1 9.2 BRrEEEERE

9.2.1 &R DL OB RERE E R

PR 2T — WVABE DRI DWW TIEREE T 5 2 & GFR DR FIZfEna v F Y —1o
PRAFPEIEN B U, R 2T — MK 72 D,

4.2.2 .2 BHRERERE] OREMRM

0.2.1 FSEHELL O BHSREREBHE TIE, GFR BME T 5 2 & TaF Y — Lo Rk i
YL, RAaNF = VEBE T2 L 52605, RAVF Y —HEDETIZ 0 THIETL,
R LT — B D BRRRIFEINC T 5 BN b 5 72 DR E LTz,

73k, KREEBRICK T 5 EELEREISGOBE - OE L E 2, BHEREETEEDHE
FHIBRT 52 L & LT

4.3 9.3 FF#eeEZTEE ]

4.3.1 9.3 FriaeEEEE

9.3 JFHénEkeEEE

FEMERIX, P - JRPaLF Y — U EEZHEEICHET 5%, BEOREL +o1c8lg37
5k, [13, 1662 %]

4.3.2 9.3 FripefEEFEE ] ORTERN

il 2z DEFZFTAY B Ko A&y MIHT L RISMEICEIEZEZER B 2 oD 2 &, FFHERE
BETIETA Y K A%y NOBRERSENT 2 Z &, FEERERE COBKT —Z IR 5
TWDHZ &G, FRCHEMEFRIZA e Fux&y MZEDarTF Y — VEOHBICEET S
VENRDH D LBz, FEMEZRE LT,

728, AKERBAIERRICRIT B ERE N EREAR A L oW e E 2, ISR E RS DOIE
ZUTOLBVICER L,
9.3 JHHREREERE
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9.3.1 HJE (Child-Pugh 53%7 7 A C) OJFHEREREEE
1Bl Img % 2 HIZ 1 B2 BRICGERET62 L, HEXZWET 25613, o - Ry
ANF Y = EEEBHENCRIE T 2%, BEOREEZ+HICBIZE L, 1E Img % 1 B 1[E]
Bl lmg 2 1 H 2 [T ET 5%, BT ZENEE LY, T0% L EBEFORELZE
BLBRPLEEBICEGT 2L, REIOMHPREN LR T 203 H Y . BEEOFHEGE
fEE BT IR LA R & LR it s g, [730 16625
]

9.3.2 H% [ (Child-Pugh 5352 7 X B) OifHrEREE EE
1E 1mg Z 1 A 1 [A% BRI E2GETH2 L, ARZWIET285A41%, M - R =
NTF I — ) AEEZBEENCRET 5%, BEOREL 22820, 118 Img 2 1 H 2 [\
HWET L%, BT 2EBREE LY, ZORLEEFEOREZBIE LN HHEEICE
535z L, AFOMFPRBEN EFT28Z008H 0, PEEOIEIEREBE X6 ME
K OEEMZEE L LT CIEbRI ST s, [7.3. 16.6.2 &)

4.4 9.4 HHEREZE T &1 &

4.4.1 9.4 £JEREZ BT 55E

UEBRATRE 72 Ao PRI U C i, ANHIR G e O G- 1k 1% 1 BN U0 20k E 217 5 & o s+
5 b, Em, MBS U A S BARNCIERMAE 2 M L, HE L T\ 2en 2 & 2 flR
HZ L, BEE (T ) IZBWT, HETRERMORT, ZKhilE TOFEAROER, 22k
FROZRRBRO|RT . WO HEE, BRI ORI OB 23580 b TV 5,

4.4.2 9.4 £JEREZF T 5E 1 DOFRTERH

M DIRMSCEE 2B, BT 2 E U TARRIE G P R OARAIR 5% 1 B E2#RE L,
Tz, AABEGANAROAMEHER L, MIRL WA, 1BR EOFREEZRE 2 TR
KI5 ORI 2T 20BN B DT, BRKRBRO e ha— /W L TGRELZ, &b, 7v
;2 AW TS SR RE B OVE IR & COMIHIRIE AEIZ BT 53 BRIC I W T, AR~ DREN RO b
T2 embEriE L,

4.5 9.5 1E4%1 1

4.5.1 9.5 44T

B3 SUTAENRE LT 2 ATREME D 8 % ZethiTiE, 16 LD S ERIMEZ Bl 5 &l Sh b
BARCOREGTH L, BWER (v b, vHX) T, BREWHEESEBETLHE (T b
RO 2 CHEARIE R O Z 2 86 5 . U 9 ) TR - B IRIE - o, ik RIKE DR
(T 1) EEBREOBY, AEGE (5 ) | NIEERROEREROEN (5 v )
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e - BRI EME R OMEFIMERBO b T, BloEFEER (7 v ) TR EE
PIEBLT 5 B THORRE ., SIEENBD 5T D,

4.5.2 r9.5 1471 DREIRB

Ty FEROUHFEHWTE - R ERBAEICET 2R BRI N T, IR - IR ENE R O B
(Zv R PN, £, 7 v FOHAERTLROHAERORAEN CIZRHAORKREICEET 23
BRClE, SMEE, DBWEBENSRO SN ENLERE LR, £72, [ERAERGORM CE
SO EEICET AERENEE (Q&A) [ZOWT)  (EAL 31 F 1 H 17 BT EA SIS E
I ATERTAE R IR AR REE FHEAS) No36 9.5 il A, [ - MEEEHRGOKEIER, FE
RARBRRARE ., BB RS 2 DR, MRILSUIHAER~ORERREIN DI, 5 Lawn
ZE] BN [EHE LRV ERLEZ L] onThRIcbSY TUEELR0nb o, | T - FEERRER
AN 72 < IR, IR SUIHAERSORENRHTHL b D, | ZBEX TRE LT,

7k, AKRFEAREEICRT 5 EEMEREIRGHEME L ORI E 2, EmoEE ki X
ISR L CW A ATREME D & 2 &tEICIZ & G- L2 &, W ER (Z v b, UHF) TiE, 7 v
h KON B ORI e &S 3 1T D WRER B D E 4L 43 15 OV 4.3 175 THE - IR BB o,
RIEEEORA (7> 8 | AFEREEOBD . AREE (7> ) | AIRER (7> ) kW
HIE RO E Tl « BIEEER OMEFEEREO D Tn5, BloEmIEER (7> ) T
X, RS SBWEBLENRD LTS, 235H]) ITEE L,

4.6 [9.6 =547

4.6.1 9.6 1=ZELIF
HIE OB SR ORI ROG MR ZE L, BLOME T TIE2RaT s 2L, 28,
ARFNE G %D &b 1B LN 2 EREE LU,

4.6.2 9.6 #ELiw] DOEFEIR

BN DRI CEEBEIC, D &b TBMERELE, Ao Fa2Zy hoLih~0%
TFIXRBTH Y, BROLHFEEICET 27— 2NN Lht,  TERAREESORMN CESED
SUHEAEICBT D R AE (QRA) I2OWT (ERL31 451 A 17 BT EA S EE 5K -
PR R E SR A AR S AS) No.38 9.6 #RLIR AL [ - JEBRIRFRBR TELIF ~DBATHR
B HNDH, KEEACRE RSN S N CHRLTORICET 2 BERRHTHL HD, |

[ ERRBREOT — 2 23 72< & hTHAFORIZBIT 2HERFHTHD HD, |

[ SEPRVEF UL IR R COAM BTSN DS, b b O ORICE T 2 ENEA X
noan, [BRzmrses28] RO [EALANZ EREE L] OnFhicb S TEEs
RO, | AEEXTRE L,
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73k, KREFEEBRICK T D EELERESRGOBRE L oM@ L E 2, RlmoELZ R
LRNWZ EREE LV, AAIDOE ML ~OBATIZOWTIIANTH 5725, AREORME 2 I &
25 LI PICBATT D AREMEN H Y . ARIEOKIEM O R ORIBEHRE~D BN RSN
Do | ITEHE LTz,

4.7 9.7 NRZ] 1@

4.7.1 re.7 INR%)
NS & LT IR RAUBRIT I M L TR,

4.7.2 9.7 NR%E | DORTEIBHL
18 R DBE A 55 & LR RR A ML TV aNWZ bR L,

4.8 9.8 B#n&E1

4.8.1 9.8 W&
FoE L,

4.8.2 9.8 EnE 1 ORTERAL
RhE 72 L,

7ok, EGREAIRBMRICK T D EELERESRR AN - OWm el E 2, afEoEz2 [BE
DIRFEEZBIE LR OEEICHRGETHZ L, —RITAEEDNMETLTWND Z EBZ, | IIX
L7,

5 r10. fHE{EMA] W
5.1 [10. tBE{EA]

51.1 r10. 8E/ERA]

Fvm RKe A% v N CYP3A4, CYP2B6, CYP2D6 EDHEBOBERIC IV RE SN, £,
AILOBEF TS < . BEH N7 AR =% — %90 L7 BEAEH O RTREMIZIRV Y, ARIEIT in vitro
T CYP1A2, CYP2C19, CYP2D6 2 OF CYP2EL (Z%f 3+ 2 LEEH %2~ L7, CYPIA2 K O}
CYP2C19 (T & 0 R S U D IR WA & OOFICIEET 2 2 &, [16.7.1 Z /]

5.1.2 r10. HEEAI ORERL

LCI699 DN ITEE OBER NG LTk, 227 V7T 7 AD 25% % B A % H— DR
FEG- LT, AKRIEDTEYIE BN OBAE BAE I & 72 2 wTRetE iR,
t |k Caco-2 A RITHUNT, LCI699 1 m b I % i 4 & UMV efflux ratio (Papp A to B/B to A
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ratio : 1.3) Z/RL, efflux ratio IZXf T BEEIKDEEBII DTN TH-2Z &b, LCI699 D PK
1% P-gp XIZ MRP 247 L7c B DR EZ 1T L A EZ TN LR IS T,

In vitro RERAAE X U, LCI699 X CYP1A2, CYP2C19, CYP2D6 K () CYP2EL (2% % Pl % /R
L7z, PEFERERE 2 %I G S AE AR R & JEhE L 7o /55, LCI699 (X FRIE D CYP1A2 PAFE
H (7 = A OGRS 2.54 f5I238) , 55~PRED CYP2C19 FLEA] (AA T TV —1d
IREE DS 1.86 f5I2HEIN) , KOV CYP2D6 J OF CYP3A4/5 FLEHR] (FFA A M7 7
KO YT AOIEFEEDENEIL 154 (5K 1.50 fFI28) Tho7eZ &b, CYPIA2 &
O CYP2C19 12 X 0 AR S D TE RN RV EER & DO FFRIC O W THEEMENLE EF 2, &IE
L7,

7k, ARFEEBEICRT HEELEREIRROHEME L OEL I E 2, MAFERoEEZ T4
v Re A¥ » MIEIZ CYP3A4, CYP2B6, CYP2D6 (2 X 2Rty & . UGT1A4, UGT2B7,
UGT2BI0 I KD 7 v v VIEEAEIZ X VRSN D720, BEOMNHEEE A HE LFHET S
R EOHT 2561234 e FexZ y SOMERIRENEEL ST HAREMERH D, | ITE
B,

5.2 1101 6FRES (FALGWCE) 1 B

5.2.1 0.1 6tAESE (BFALAGWC L) |
FLEZR L,

5.2.2 M10.1 6FAESE BFALAGWC L) | ORERM
FLEk 7R Lo

5.3 [10.2 tAEE (BFRICEET HCE) 1 |
5.3.1 110.2 6FFEE (BERICEET A L) |

HHN 4 2 EERIELR - HEE 1A R - faBRIK T
THET 4V, FHE=| 2O OEFNOIM P EE N B | AR Z 5 OFE O
v THBENRD D, # (CYP1A2) %[HET S,

[16.7.1 ]
QT EE # i Z 73 A | QTEEAE ZTRBENNL DL | WINnd QT IEEDREITEH %
[11.1.2 B /] O, BEE+HIIITO 2L, HT 5728

5.3.2 10.2 $rAERE (BFRICEE TSI L) | OBRERN
CTAT4 Y FH=UY

fEFEPR R & % 5212 LCI699 (50 mg) & CYP F'u—T7 B D H 7 7V & HEGFHEE Lk
&, LCI699 (X CYPIA2 ICXI3 2 FREDHEFAI THL Z L3RS, 7474V v FH=
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LCI699/A4 < O FaR%4 v b)) UEkiE

N DHDT,

DERY

DO XD IRIRER O CYPIA2 OIE LT 256, T ooMPREN EFT58FN1

- QT JER A2 Z 3 4EA
Thorough QT/QTc #Ek(Z

LCI699 150mg #f (R KERIKHED 5 %) T QT IE&E M35
L7234, M7 QT MMEER % = 4 nH

ZRRE LT,

78, ARREAIEREIC
WCEF LT,

B D EK M ERESRE

EEME T O MERD D & B ARE LI,

BUWT, QT HMRIZx3 2 LCI699 O HEMKFR IR BN R S,
B LT, QT LR At Z 4354 & FH
bl\iﬁ)&)é\_ CI:Z)\

, BT HLENHD LF

WrE L oA E 2, PFHEEOHEZLLT

AN

BRAREIR - HEE 1A

PEFF - faBRIA T

vy, T N — )L
[16.4 2]

DA SN I v I A Sl

A HE O o R EE D3R
L. fEHN 8T 56
NRd 5,

Z A5 O AN A ARFH O AR
#F T D CYP3A4, CYP2B6,
UGTIA4 F 2 E T 52 LI

D KRB ORH R X
Do

B o EYRH BRI AEOLFRENES | KA ORBFHESRECTH D
( CYP3A4 . CYP2B6 . | L. fEHZ## T 53% | CYP3A4, CYP2B6. UGTIA4
UGT1A4 %) DOBAEA nind s, LrHETLIZLICLD, R
[16.4 Z 1] FIORMBE I D,
CYPIA2 DIE & 72 % HKHll IO OEAO MR | ARFN D Z D O FEHF O
THET4 YV FH=SUF | BN EAT LI BZEAND | F (CYPIA2) Z[HET D,

[16.7.1 2] %,

CYP2C19 DI & 72 2 KA IO OEAOMAPRE | ARH 2 2 D O FH O A%
FAT TV WEATLIBENN® | F (CYP2C19) ZAET D,
[16.7.1 Z ] %




Confidential Page 14

CTD 1.8.3 HRALDEE (F) RUZDHRERN LCI699/4 >0 kAR % v b1 UEiE
A4 BRARIEIR - 5815 BT - fERI
QTHEEAR T &ML | QT IEE Z K 2 9 XIFHE | Wi QT IEROENWEH 24
T 5 FEHA fbSEL2B8ENNDDLT | TH0,

PUANEEIRA W, BEE ST Z
= L,

a4 T IR

TIAHm

VEZ o — )L

N L FTF RGeS

[8.3. 11.1.2 BH]

6 1. gl4EMA1 #
6.1 M1. BI4EA] &

6.1.1 r1. g4
ROBRWERBR S 5bND 2 ENHDHDOT, BEZ HIITITV, BRENBO NG EICE3HE
T 57 CEOREEZTT O 2 &,

6.1.2 M1. BIERA1 DOREIBHL
AWERICKIT 2 BRI EETH Y, BN CEFDEEEOT 7L — N Th o0 # Lz,

6.2 M1.1 EXGZEIER]

6.2.1 M1.1 EXEEIER]

11.1.1 K= vF Y —VHSE (49.7%)

KaF Y — VERGEDIZGE (LT — VES R FIRZ FElo 7256 0amIc K
FLESA, UTEEME VT Y — ) VIE &2 e 2 UERE AT 256) ik, A7
oA REEPUE BRI SRR RS2 R TB8ETNRH L0 T, AFAIOWEXIIKRELEE L, &
TS U CRIBREAT v A REEHT 5L, ARG ZHRT 2561, ERAERLEZD
EERMEER LRI, RAENOEHBT 2 Z &, [8.1 2]

11.1.2 QT iEE (3.0%)

QT [HFE2Y 480msec Z i A 7260 1d, TEERARFHMEICHRT 2 Z ENEE LY, [8.2.9.1.1,
10.2.17.3.1 ]

6.2.2 M1.1 EXEEIERA] ORTEIRH
11.1.1 &= V- — L e
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HRRER CIRa T — VIE L S IR b, EERIER L ADNOBRE LT, £
7o, BEIES Y R 7 EHEEE (R) © HERFEINLY A7 L LTHESNZFERTHD
ZEmDiiE L, ks, D OFELRIIAHF D Company Core Data Sheet (CCDS)  [6 Warnings
and precautions] DIHIZHLEEFN TN D,

11.1.2 QT iEE

Thorough QT/QTc FRERIZISVT, 150mg #f (EHED 51%) TQTIEENEH bz, HE
RADRTET MATIED O RE — BOSBIFR O RIFE /3T O R, LCI699 DRERFIED QT #EER T
ol &b, QT MRERELT LU A7 PNEWEBEIZIIAA L EEIIRET 20LE NS DT
ORE LT, Fio, EHLY X7 ERGEE () © THERFEINTL) A7 & LTHES
NEERTHLZENDRE L, 0B, ZbOFERILIAA D Company Core Data Sheet

(CCDS) 6 Warnings and precautions| DIHIZ HEH LN TV D,

BRBUBEEL, 7 v Ve xtg e U-EREILFESE U1 HERER (C2301 3RER) =D, EREEILFE
5 IFERRER (C2201 3B/ X— K 2) IR wv v o TIRUSND 7 v v TIEGER ARG L LT E
NS I HERER (C1201 3A5R) EITORWEHOEFICE ST #H L,

Hl) T—20y b4 7H 2018452 A 21 H
W2 F—4%Hy hA7H 2017411 A 14H
W3 F—F by A 7H 20184510 H 29 H

B, ARFEABEICKT 5 ERLEREIFROEE L o#e I E 2, ERAREWEROEE
UTOLBYICER LT, SREBHEL, FROBEERBROMRBRK THORWEN OEFICKE S
RoEk L7,

11.1.1 K= vF Y —)VIffE (53.9%)
KarF Y —VERH bbb Z EBH Y, BIBEREREICELIBENANS D,
VT = VEDS R % T A - 25583 ICIK T Li2GE ., Ko vT Yy — L idE D
FRONDIERDRD N HEITIE, AR OWE X ITRELZBRE L, LEIILTC TRIE
BEATaA NEGEOMUZAEZITS 2 &, BIBRERBERENRD bREAIC
IR AL, EURAEZITI 2L, [8.1. 82 ]

11.1.2 QTIEE (3.6%)
QT [#F#E2S 480msec ZH X THER L7258 13, AFIORE IIARE L BETT 252 &, [8.3.
9.1.1, 102, 17.3.1 ]

6.3 M11.2 ZOHOEIER] &

6.3.1 1.2 ZOHOEIERA
30%LE 5~ 30%3K sk
e — B A, BYHE —
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CTD1.8.3 FAHALDIFE () RUZTOHREIRNM LCIG99/A< O kR RAw 1) UELE
WIER — FEMOHEL. BEE K
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JAN (3% 44) : Osilodrostat Phosphate
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2 International Nonproprietary Names for Pharmaceutical
Substances (INN)

osilodrostat : WHO Drug Information Vol. 28, No. 3, 2014, Recommended INN List 72 @ 405 E{Z r-
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: Ravulizumab (Genetical Recombination)
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H $ERFE O CHL &5, b P& CH2 Hio—HT [gG2(y2 $H)72 672V, CH2 FidFikv & CH3 #iix
IgG4(y4 #)7> 572 % . H 8D Metd29 K TN Asnd35 (X2 Z 4 Leu KO8 Ser IZ@EH STV D. 77U X~
T, FrA =—ANLAX—IIEHIEIC LV EASND. 7Y X~ 71X, 448 EOT 2 BREEND
725 HE 2 RO 214 DT 2 BRFREEN B0 D L 2 R CTHERR S D HE 2 v /R 7 B (4 15 9 148,000)
ThD.

Ravulizumab is a recombinant humanized monoclonal antibody composed of complementarity-determining regions
derived from mouse anti-human complement C5 monoclonal antibody, human framework regions and human IgG
constant regions. The L-chain constant region is derived from a human x-chain. The CH1, hinge and a part of CH2
regions of the H-chain constant regions are derived from human IgG2 (y2-chain) and the rest of CH2 and CH3 regions
are derived from human IgG4 (y4-chain). In the H-chain, Met429 and Asn435 are substituted by Leu and Ser,
respectively. Ravulizumab is produced in Chinese hamster ovary cells. Ravulizumab is a glycoprotein (molecular
weight: ca. 148,000) composed of 2 H-chains consisting of 448 amino acid residues each and 2 L-chains consisting of
214 amino acid residues each.
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JAN (3% 44) : Infliximab (Genetical Recombination) [Infliximab Biosimilar 3]
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Infliximab [Infliximab Biosimilar 3] (Infliximab Biosimilar 3) is a recombinant chimeric monoclonal antibody
composed of variable regions derived from mouse anti-human tumor necrosis factor o monoclonal antibody and
constant regions derived from human 1gG1. Infliximab Biosimilar 3 is produced in Chinese hamster ovary cells.
Infliximab Biosimilar 3 is a glycoprotein (molecular weight: ca. 149,000) composed of 2 H-chains (yl-chains)

consisting of 450 amino acid residues each and 2 L-chains (k-chains) consisting of 214 amino acid residues each.
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Fremanezumab is a recombinant humanized monoclonal antibody composed of complementarity-determining regions
derived from mouse anti-human calcitonin gene-related peptide (CGRP) monoclonal antibody, human framework
regions and human IgG2 constant regions. In the H-chain, Ala331 and Pro332 are substituted by Ser each.
Fremanezumab is produced in Chinese hamster ovary cells. Fremanezumab is a glycoprotein (molecular weight:
ca.148,000) composed of 2 H-chains (y2-chains) consisting of 448 amino acid residues each and 2 L-chains (k-chains)
consisting of 214 amino acid residues each.
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Denileukin diftitox is a recombinant fusion protein composed of partial sequence of diphtheria toxin at positions 2-387
and human interleukin-2 at positions 389-521. Denileukin diftitox is a protein consisting of 521 amino acid residues.
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(14bRS)-1,2,3,4,10,14b-Hexahydro-2-methylpyrazino[2,1-a]pyrido[2,3-c][2]benzazepine hydrate
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Adegramotide acetate is acetate salt of a synthetic peptide consisting of 18 amino acid residues and corresponds to
amino acid residues 34-51 of Wilms tumor protein (WT33). Chemical name is as follows :
L-Tryptophyl-L-alanyl-L-prolyl-L-valyl-L-leucyl-L-a-aspartyl-L-phenylalanyl-L-alanyl-L-prolyl-L-prolylglycyl-
L-alanyl-L-seryl-L-alanyl-L-tyrosylglycyl-L-seryl-L-leucine acetate
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UNel-T ARG X = )b--T T =)b-L-7r Y -L-Favj-Ll-uAf v (1=1)-VALVZ 40K R 70
v R

Nelatimotide trifluoroacetate is trifluoroacetate salt of a synthetic peptide composed of an A-chain consisting of 9
amino acid residues and a B-chain consisting of 10 amino acid residues. The A-chian corresponds to amino acid
residues 235-243 of Wilms tumor protein (WT33). Amino acid residue at position 2 in the A-chian is substituted by
Tyr. The B-chain corresponds to amino acid residues 126-134 of WT33 that is extended by addition of Cys at N-
terminus. Chemical name is as follows :
L-Cysteinyl-L-tyrosyl-L-threonyl-L-tryptophyl-L-asparaginyl-L-glutaminyl-L-methionyl-L-asparaginyl-L-leucine
(1—17)-disulfide with L-cysteinyl-L-arginyl-L-methionyl-L-phenylalanyl-L-prolyl-L-asparaginyl-L-alanyl-L-prolyl-
L-tyrosyl-L-leucine trifluoroacetate
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4-[(5R)-6,7-Dihydro-5H-pyrrolo[1,2-c]imidazol-5-yl]-3-fluorobenzonitrile monophosphate
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(4S)-4-(4-Cyano-2-methoxyphenyl)-5-ethoxy-2,8-dimethyl-1,4-dihydro-1,6-naphthyridine-3-carboxamide
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WHO Drug Information, Vol. 28, No. 3, 2014 Recommended INN: List 72

International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 72

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 72

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 72

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Selecciéon 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 denominacion 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

DCI Recommandée

DCI Recomendada

Chemical name or description; Molecular formula; Graphic formula
Nom chimique ou description; Formule brute; Formule développée

Nombre quimico o descripcion; Férmula molecular; Férmula desarrollada

abametapirum
abametapir

abamétapir

abametapir

acidum bempedoicum
bempedoic acid

acide bempédoique

acido bempedoico

aclerastidum
aclerastide

aclérastide

aclerastida

aducanumabum #
aducanumab

5,5'-dimethyl-2,2'-bipyridinyl
5,5'-diméthyl-2,2'-bipyridinyle

5,5'-dimetil-2,2"-bipiridinilo

Ca2H12N;
H3C N
s
I
N =~

8-hydroxy-2,2,14,14-tetramethylpentadecanedioic acid
acide 8-hydroxy-2,2,14,14-tétraméthylpentadécanedioique

acido 8-hidroxi-2,2,14,14-tetrametilpentadecanodiéco

Ci19H3605
HOZC>(WM<COQH
HsC CHj OH HsC CHj

[3-(L-2-aminohexanoic acid)]angiotensin II-(1-7)-peptide
[3-(acide L-2-aminohexanoique)]angiotensine II-(1-7)-peptide
[3-(acido L-2-aminohexanoico)]angiotensina II-(1-7)-péptido
Ca2HeaN12014

H-Asp— Arg—Nle—Tyr—Ille —His—Pro-OH
7

immunoglobulin G1-kappa, anti-[Homo sapiens amyloid beta (Abeta,
AB) peptide], Homo sapiens monoclonal antibody;

gamma heavy chain (1-453) [Homo sapiens VH (IGHV3-33*01
(93.90%) -(IGHD)-IGHJ6*03) [8.8.17] (1-124) -IGHG1*03 (CH1 (125-
222), hinge (223-237), CH2 (238-347), CH3 (348-452), CHS K2>del
(453)) (125-453)], (227-214")-disulfide with kappa light chain (1'-214")
[Homo sapiens V-KAPPA (IGKV1-39*01 (100.00%) -IGKJ4*01)
[6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimer (233-233":236-236")-
bisdisulfide
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aducanumab

aducanumab

alpelisibum
alpelisib

alpélisib

alpelisib

immunoglobuline G1-kappa, anti-[Homo sapiens peptide amyloide
béta (Abéta, AB)], Homo sapiens anticorps monoclonal;

chaine lourde gamma1 (1-453) [Homo sapiens VH (IGHV3-33*01
(93.90%) -(IGHD)-IGHJ6*03) [8.8.17] (1-124) -IGHG1*03 (CH1 (125-
222), charniére (223-237), CH2 (238-347), CH3 (348-452), CHS
K2>del (453)) (125-453)], (227-214")-disulfure avec la chaine légére
kappa (1'-214') [Homo sapiens V-KAPPA (IGKV1-39*01 (100.00%) -
IGKJ4*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimére (233-
233":236-236")-bisdisulfure

inmunoglobulina G1-kappa, anti-[péptido amiloide beta de Homo
sapiens (Abeta, AB)], Homo sapiens anticuerpo monoclonal;

cadena pesada gamma1 (1-453) [Homo sapiens VH (IGHV3-33*01
(93.90%) -(IGHD)-IGHJ6*03) [8.8.17] (1-124) -IGHG1*03 (CH1 (125-
222), bisagra (223-237), CH2 (238-347), CH3 (348-452), CHS
K2>del (453)) (125-453)], (227-214")-disulfuro con la cadena ligera
kappa (1'-214') [Homo sapiens V-KAPPA (IGKV1-39*01 (100.00%) -
IGKJ4*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimero (233-
233":236-236")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVESGGG VVQPGRSLRL SCAASGFAFS SYGMHWVRQA PGKGLEWVAV 50
IWFDGTKKYY TDSVKGRFTI SRDNSKNTLY LQOMNTLRAED TAVYYCARDR 100
GIGARRGPYY MDVWGKGTTV 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
SPG 453

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASQSIS SYLNWYQQKP GKAPKLLIYA 50
ASSLQSGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ SYSTPLTFGG 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  151-207  268-328  374-432
22"-96" 151"-207" 268"-328" 374"-432"
Intra-L (C23-C104) 23'-88' 134'-194'
23M_88" 134194
Inter-H-L (h 5-CL 126) 227-214' 227"-214"
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"

(2S)-N"-{4-methyl-5-[1-(1,1,1-trifluoro-2-methylpropan-2-yl)pyridin-
4-y ]-1,3-thiazol-2-yl}pyrrolidine-1,2-dicarboxamide

(2S)-N"-{4-méthyl-5-[1-(1,1,1-trifluoro-2-méthylpropan-2-yl)pyridin-
4-y 1-1,3-thiazol-2-yl}pyrrolidine-1,2-dicarboxamide

(2S)-N'-{4-metil-5-[1-(1,1,1-trifluoro-2-metilpropan-2-il)piridin-4-il]-
1,3-tiazol-2-il}pirrolidina-1,2-dicarboxamida
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andexanetum alfa #
andexanet alfa

andexanet alfa

andexanet alfa

apabetalonum
apabetalone

apabétalone

apabetalona

Ci19H22F3NsO,S

O o}
HN ML
/< N—"" “NH,
HsC  CHs S \N
NS
A

F3C |
N~ CHs

des-(6-39)-human blood-coagulation factor X light chain (98-108')-
disulfide with [185'-alanine (S>A)lhuman activated factor Xa heavy
chain, produced in Chinese hamster ovary (CHO) cells (glycoform
alfa)

(98-108")-disulfure entre la dés-(6-39)-chaine légére du facteur X de
coagulation humain et la [185'-alanine (S>A)]chaine lourde du
facteur Xa activé de coagulation humain glycosylé, produit par les
cellules ovariennes de hamster chinois (CHO) (glycoforme alfa)

(98-108")-disulfuro entre la des-(6-39)-cadena ligera del factor X de
coagulacién humano y la [185'-alanina (S>A)]Jcadena pesada del
factor Xa activado de coagulacién humano glicosilado, producido por
cultivo de células ovaricas de hamster chino (CHO) (glicoforma alfa)

Light chain / Chaine légére / Cadena ligera

ANSFLFWNKY KDGDQCETSP CQNQGKCKDG LGEYTCTCLE GFEGKNCELF 50
TRKLCSLDNG DCDQFCHEEQ NSVVCSCARG YTLADNGKAC IPTGPYPCGK 100
QTLER 105

Heavy chain / Chaine lourde / Cadena pesada

IVGGQECKDG ECPWQALLIN EENEGFCGGT ILSEFYILTA AHCLYQAKRF 50'
KVRVGDRNTE QEEGGEAVHE VEVVIKHNRF TKETYDFDIA VLRLKTPITF 100'
RMNVAPACLP ERDWAESTLM TQKTGIVSGF GRTHEKGRQS TRLKMLEVPY 150"
VDRNSCKLSS SFIITQNMFC AGYDTKQEDA CQGDAGGPHV TRFKDTYFVT 200'
GIVSWGEGCA RKGKYGIYTK VTAFLKWIDR SMKTRGLPKA KSHAPEVITS 250"
SPLK 254"

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes
disulfuro

7-12' 16-27 21-36  27'-43' 38-47  55-66

62-75 77-90 98-108' 156'-170' 181'-209'

Modified residue / Résidu modifié / Resto modificado
D H  NH;
HO,C {
C CO,H
HO H
Glycosylation sites (* confirmed) / Sites de glycosylation (* confirmé) / Posiciones de
glicosilacion (* confirmada)
Ser-56 Ser-72 Ser-76 Thr-82 *Thr-249'

29
(3R)-3-hydroxyAsp

2-[4-(2-hydroxyethoxy)-3,5-dimethylphenyl]-5,7-dimethoxyquinazolin-
4(3H)-one

2-[4-(2-hydroxyéthoxy)-3,5-diméthylphényl]-5,7-diméthoxyquinazolin-
4(3H)-one

2-[4-(2-hidroxietoxi)-3,5-dimetilfenil]-5,7-dimetoxiquinazolin-
4(3H)-ona
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apatorsenum
apatorsen

apatorsen

apatorsén

C20H22N,05
3

CH
O\/\
OH
H3CO. N
N CH3
NH

OCH; O

all-P-ambo-2'-O-(2-methoxyethyl)-P-thioguanylyl-(3'—5')-2'-O-(2-
methoxyethyl)-P-thioguanylyl-(3'—5')-2'-O-(2-methoxyethyl)-P-
thioguanylyl-(3'—5')-2'-O-(2-methoxyethyl)-P-thioadenylyl-(3'>5')-2'-
deoxy-5-methyl-P-thiocytidylyl-(3'—5')-2"-deoxy-P-thioguanylyl-
(3'>5')-2'-deoxy-5-methyl-P-thiocytidylyl-(3'—5')-2"-deoxy-P-
thioguanylyl-(3'—5')-2'-deoxy-P-thioguanylyl-(3'—5')-2'-deoxy-5-
methyl-P-thiocytidylyl-(3'—5")-2'-deoxy-P-thioguanylyl-(3'—5')-2'-
deoxy-5-methyl-P-thiocytidylyl-(3'—5')-P-thiothymidylyl-(3'—>5')-2'-
deoxy-5-methyl-P-thiocytidylyl-(3'—5')-2"-deoxy-P-thioguanylyl-
(3'—>5'")-2"-deoxy-P-thioguanylyl-(3'—5')-2'-O-(2-methoxyethyl)-5-
methyl-P-thiouridylyl-(3'—5')-2"-O-(2-methoxyethyl)-5-methyl-P-
thiocytidylyl-(3'—5'")-2'-O-(2-methoxyethyl)-P-thioadenylyl-(3'—>5')-2'-
O-(2-methoxyethyl)-5-methyluridine

tout-P-ambo-2'-O-(2-méthoxyéthyl)-P-thioguanylyl-(3'—>5')-2'-O-(2-
méthoxyéthyl)-P-thioguanylyl-(3'—5')-2'-O-(2-méthoxyéthyl)-P-
thioguanylyl-(3'—5')-2'-0-(2-méthoxyéthyl)-P-thioadénylyl-(3'—>5')-2'-
déoxy-5-méthyl-P-thiocytidylyl-(3'—5')-2'-déoxy-P-thioguanylyl-
(3'>5')-2'-déoxy-5-méthyl-P-thiocytidylyl-(3'—5')-2"-déoxy-P-
thioguanylyl-(3'—5')-2'-déoxy-P-thioguanylyl-(3'—5')-2'-déoxy-5-
méthyl-P-thiocytidylyl-(3'—5')-2'-déoxy-P-thioguanylyl-(3'—5')-2'-
déoxy-5-méthyl-P-thiocytidylyl-(3'—5')-P-thiothymidylyl-(3'—>5')-2'-
déoxy-5-méthyl-P-thiocytidylyl-(3'—5')-2"-déoxy-P-thioguanylyl-
(3'—>5')-2'-déoxy-P-thioguanylyl-(3'—5')-2'-O-(2-méthoxyéthyl)-5-
méthyl-P-thiouridylyl-(3'—5')-2"-O-(2-méthoxyéthyl)-5-méthyl-P-
thiocytidylyl-(3'—5'")-2"-O-(2-méthoxyéthyl)-P-thioadénylyl-(3'—>5')-2'-
O-(2-méthoxyéthyl)-5-méthyluridine

todo-P-ambo-2'-O-(2-metoxietil)-P-tioguanilil-(3'—5")-2'-O-(2-
metoxietil)-P-tioguanilil-(3'—5")-2'-O-(2-metoxietil )-P-tioguanilil-
(3'—>5")-2'-0-(2-metoxietil)-P-tioadenilil-(3'>5")-2'-desoxi-5-metil-P-
tiocitidilil-(3'—>5')-2'-desoxi-P-tioguanilil-(3'>5")-2'-desoxi-5-metil- P-
tiocitidilil-(3'—5')-2'-desoxi-P-tioguanilil-(3'—»5')-2'-desoxi-P-
tioguanilil-(3'—5")-2"-desoxi-5-metil-P-tiocitidilil-(3'>5')-2'-desoxi-P-
tioguanilil-(3'—5")-2'-desoxi-5-metil-P-tiocitidilil-(3'>5")-P-tiotimidilil-
(3'—>5'")-2'-desoxi-5-metil-P-tiocitidilil-(3'>5")-2"-desoxi-P-tioguanilil-
(3'>5'")-2'-desoxi-P-tioguanilil-(3'—>5')-2'-O-(2-metoxietil)-5-metil-P-
tiouridilil-(3'>5')-2'-O-(2-metoxietil)-5-metil-P-tiocitidilil-(3'>5')-2'-O-
(2-metoxietil)-P-tioadenilil-(3'—>5")-2'- O-(2-metoxietil)-5-metiluridina
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astodrimerum
astodrimer

astodrimere

astodrimero

C224H304N760116P19S 19

(3'=5')d(P-thio)(rG-rG-rG-rA-mC-G-mC-G-G-mC-G-
mC-T-mC-G-G-rU-rC-rA-rU)

Modified nucleosides / Nucléosides modifiés / Nucleosidos modificados

O, N\ NH,

(0]
o
-
\ 7/
3

OH — OH

N2 NP-bis{N?, N°-bis[N? N°-bis(N? NC-bis{N*, N°-bis[(3,6-
disulfonaphthalen-1-yloxy)acety ]-L-lysyl}-L-lysyl)-L-lysy ]-L-lysyl}-
N'-(diphenylmethyl)-L-lysinamide

N2 NP-bis{N? N°-bis[N? N°-bis(N?, NC-bis{N*,N°-bis[(3,6-
disulfonaphthalén-1-yloxy)acéty ]-L-lysyl}-L-lysyl)-L-lysy ]-L-lysyl}-
N'-(diphénylméthyl)-L-lysinamide

N2 NB-bis{N?, N°-bis[N? N°-bis(IN?, NC-bis{N*,N°-bis[(3,6-
disulfonafthalen-1-iloxi)acetil]-L-lisil}-L-lisil)-L-lisil]-L-lisil}-
N'-(difenilmetil)-L-lisinamida

C583H641 N630287SG4

Al A As-A Al A AsyA
! ! ! !
A\II(/ \K/ \h(A A\}I(/ \K/ \}I(,A
A \ A A / A
A A AL A
SK” K K
y K/l\K ’t
AL oK / NH \ PEGR _A
K7 N K K
S G G .
K K
Al A Al _A
A A A A
Sk - A— = o e
H NH 3
H i
o) HO5S SO3H
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batefenterolum
batefenterol

batéfentérol

batefenterol

bimekizumabum #
bimekizumab

bimékizumab

bimekizumab

1-(3-{[2-chloro-4-({[(2R)-2-hydroxy-2-(8-hydroxy-2-oxo-
1,2-dihydroquinolin-5-yl)ethylJamino}methyl)-

5-methoxypheny Jamino}-3-oxopropyl)piperidin-4-yl (1,1-biphenyl-
2-yl)carbamate

(1,1-biphényl-2-yl)carbamate de 1-(3-{[2-chloro-4-({[(2R)-2-hydroxy-
2-(8-hydroxy-2-oxo-1,2-dihydroquinolin-5-yl)éthyllamino}méthyl)-
5-méthoxyphény Jamino}-3-oxopropyl)pipéridin-4-yle

(1,1-bifenil-2-il)carbamato de 1-(3-{[2-cloro-4-({[(2R)-2-hidroxi-
2-(8-hidroxi-2-oxo-1,2-dihidroquinolin-5-il)eti Jamino}metil)-
5-metoxifenilJamino}-3-oxopropil)piperidin-4-ilo

Cu0H42CIN5O-

H
H,CO N__O 0__0
e \;©[ \E/O/ Y
\\ H
N N HN
cl O
HO |
HN

immunoglobulin G1-kappa, anti-[Homo sapiens IL17A (interleukin
17A) and Homo sapiens IL17F (interleukin 17F)], humanized
monoclonal antibody;

gamma heavy chain (1-455) [humanized VH (Homo sapiens
IGHV3-7*01 (88.70%) -(IGHD)-IGHJ1*01) [8.8.18] (1-125) -Homo
sapiens IGHG1*01 (CH1 (126-223), hinge (224-238), CH2 (239-
348), CH3 (349-453), CHS (454-455)) (126-455)], (228-214")-
disulfide with kappa light chain (1'-214') [humanized V-KAPPA
(Homo sapiens IGKV1-13*02 (80.00%) -IGKJ1*01) [6.3.9] (1'-107") -
Homo sapiens IGKC*01 (108'-214")]; dimer (234-234":237-237")-
bisdisulfide

immunoglobuline G1-kappa, anti-[Homo sapiens IL17A (interleukine
17A) et Homo sapiens IL17F (interleukine 17F)], anticorps
monoclonal humanisé;

chaine lourde gamma1 (1-455) [VH humanisé (Homo sapiens
IGHV3-7*01 (88.70%) -(IGHD)-IGHJ1*01) [8.8.18] (1-125) -Homo
sapiens IGHG1*01 (CH1 (126-223), charniére (224-238), CH2 (239-
348), CH3 (349-453), CHS (454-455)) (126-455)], (228-214')-
disulfure avec la chaine Iégére kappa (1'-214') [V-KAPPA humanisé
(Homo sapiens IGKV1-13*02 (80.00%) -IGKJ1*01) [6.3.9] (1'-107') -
Homo sapiens IGKC*01 (108'-214")]; dimére (234-234":237-237")-
bisdisulfure

inmunoglobulina G1-kappa, anti-[Homo sapiens IL17A (interleukina
17A) et Homo sapiens IL17F (interleukina 17F)], anticuerpo
monoclonal humanizado;

cadena pesada gamma1 (1-455) [VH humanizado (Homo sapiens
IGHV3-7*01 (88.70%) -(IGHD)-IGHJ1*01) [8.8.18] (1-125) -Homo
sapiens IGHG1*01 (CH1 (126-223), bisagra (224-238), CH2 (239-
348), CH3 (349-453), CHS (454-455)) (126-455)], (228-214")-
disulfuro con la cadena ligera kappa (1'-214') [V-KAPPA humanizado
(Homo sapiens IGKV1-13*02 (80.00%) -IGKJ1*01) [6.3.9] (1'-107") -
Homo sapiens IGKC*01 (108'-214")]; dimero (234-234":237-237")-
bisdisulfuro
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bococizumabum #
bococizumab

bococizumab

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFTFS DYNMAWVRQA PGKGLEWVAT 50
ITYEGRNTYY RDSVKGRFTI SRDNAKNSLY LQMNSLRAED TAVYYCASPP 100
QYYEGSIYRL WFAHWGQGTL VTVSSASTKG PSVFPLAPSS KSTSGGTAAL 150
GCLVKDYFPE PVTVSWNSGA LTSGVHTFPA VLQSSGLYSL SSVVTVPSSS 200
LGTQTYICNV NHKPSNTKVD KKVEPKSCDK THTCPPCPAP ELLGGPSVFL 250
FPPKPKDTLM ISRTPEVTCV VVDVSHEDPE VKFNWYVDGV EVHNAKTKPR 300
EEQYNSTYRV VSVLTVLHQD WLNGKEYKCK VSNKALPAPI EKTISKAKGQ 350
PREPQVYTLP PSRDELTKNQ VSLTCLVKGF YPSDIAVEWE SNGQPENNYK 400
TTPPVLDSDG SFFLYSKLTV DKSRWQQGNV FSCSVMHEAL HNHYTQKSLS 450
LSPGK 455

Light chain / Chaine légére / Cadena ligera

AIQLTQSPSS LSASVGDRVT ITCRADESVR TLMHWYQQKP GKAPKLLIYL 50
VSNSEIGVPD RFSGSGSGTD FRLTISSLQP EDFATYYCQQ TWSDPWTFGQ 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  152-208  269-329  375-433
22"-96" 152"-208" 269"-329" 375"-433"
Intra-L (C23-C104) 23'-88' 134'-194'
23M.88"  134"M-194"
Inter-H-L (h 5-CL 126) 228-214' 228"-214"
Inter-H-H (h 11,h 14)  234-234" 237-237"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84 4:
305, 305"

immunoglobulin G2-kappa, anti-[Homo sapiens PCSK9 (proprotein
convertase subtilisin/kexin type 9, neural apoptosis-regulated
convertase 1, NARC1, NARC-1, proprotein convertase 9, PC9)],
humanized monoclonal ant body;

gamma2 heavy chain (1-444) [humanized VH (Homo sapiens
IGHV1-46*01 (90.80%) -(IGHD)-IGHJ1*01 L123>T (113)) [8.8.11]
(1-118) -Homo sapiens IGHG2*01 (CH1 (119-216), hinge (217-228),
CH2 A115>S (327), P116>S (328) (229-337), CH3 (338-442), CHS
(443-444)) (119-444)], (132-214")-disulfide with kappa light chain
(1'-214") [humanized V-KAPPA (Homo sapiens IGKV1-13*02
(91.00%) -IGKJ2*01) [6.3.9] (1'-107") -Homo sapiens IGKC*01 (108'-
214")]; dimer (220-220":221-221":224-224":227-227")-
tetrakisdisulfide

immunoglobuline G2-kappa, anti-[Homo sapiens PCSK9
(proprotéine convertase subtilisine/kexine type 9, convertase 1
régulée par l'apoptose neuronale, NARC1, NARC-1, proprotéine
convertase 9, PC9)], anticorps monoclonal humanisé;

chaine lourde gammaz2 (1-444) [VH humanisé (Homo sapiens
IGHV1-46*01 (90.80%) -(IGHD)-IGHJ1*01 L123>T (113)) [8.8.11]
(1-118) -Homo sapiens IGHG2*01 (CH1 (119-216), charniére (217-
228), CH2 A115>S (327), P116>S (328) (229-337), CH3 (338-442),
CHS (443-444)) (119-444)], (132-214")-disulfure avec la chaine
légere kappa (1'-214') [V-KAPPA humanisé (Homo sapiens IGKV1-
13*02 (91.00%) -IGKJ2*01) [6.3.9] (1'-107') -Homo sapiens IGKC*01
(108'-214")]; dimére (220-220":221-221":224-224":227-227")-
tétrakisdisulfure
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bococizumab inmunoglobulina G2-kappa, anti-[Homo sapiens PCSK9 (proproteina
convertasa subtilisina/kexina tipo 9, convertasa 1 regulada por la
apoptosis neuronal, NARC1, NARC-1, proproteina convertasa 9,
PC9)], anticuerpo monoclonal humanizado;
cadena pesada gamma2 (1-444) [VH humanizada (Homo sapiens
IGHV1-46*01 (90.80%) -(IGHD)-IGHJ1*01 L123>T (113)) [8.8.11]
(1-118) -Homo sapiens IGHG2*01 (CH1 (119-216), bisagra (217-
228), CH2 A115>S (327), P116>S (328) (229-337), CH3 (338-442),
CHS (443-444)) (119-444)], (132-214")-disulfuro con la cadena ligera
kappa (1'-214") [V-KAPPA humanizada (Homo sapiens IGKV1-13*02
(91.00%) -IGKJ2*01) [6.3.9] (1'-107") -Homo sapiens IGKC*01 (108'-
214")]; dimero (220-220":221-221":224-224":227-227")-
tetrakisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGASVKV SCKASGYTFT SYYMHWVRQA PGQGLEWMGE 50
ISPFGGRTNY NEKFKSRVTM TRDTSTSTVY MELSSLRSED TAVYYCARER 100
PLYASDLWGQ GTTVTVSSAS TKGPSVFPLA PCSRSTSEST AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTVP SSNEGTQTYT 200
CNVDHKPSNT KVDKTVERKC CVECPPCPAP PVAGPSVFLF PPKPKDTLMI 250
SRTPEVTCVV VDVSHEDPEV QFNWYVDGVE VHNAKTKPRE EQFNSTFRVV 300
SVLTVVHQDW LNGKEYKCKV SNKGLPSSIE KTISKTKGQP REPQVYTLPP 350
SREEMTKNQV SLTCLVKGFY PSDIAVEWES NGQPENNYKT TPPMLDSDGS 400
FFLYSKLTVD KSRWQQGNVF SCSVMHEALH NHYTQKSLSL SPGK 444

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASQGIS SALAWYQQKP GKAPKLLIYS 50
ASYRYTGVPS RFSGSGSGTD FTFTISSLQP EDIATYYCQQ RYSLWRTFGQ 100
GTKLEIKRTV 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  258-318  364-422
22"-96" 145"-201" 258"-318" 364"-422"
Intra-L (C23-C104) 23'-88'  134'-194'
23M.88™  134™.194™
Inter-H-L (CH1 10-CL 126) 132-214' 132"-214™
Inter-H-H (h 4, h 5,h 11, h 14) 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"

brincidofovirum
brincidofovir 3-(hexadecyloxy)propyl hydrogen ({(1S)-1-[(4-amino-2-oxopyrimidin-
1(2H)-yl)methyl]-2-hydroxyethoxy}methyl)phosphonate

brincidofovir ({(1S)-1-[(4-amino-2-oxopyrimidin-1(2H)-yl)méthyl]-
2-hydroxyethoxy}methyl)hydrogénophosphonate de
3-(hexadécyloxy)propyle

brincidofovir ({(1S)-1-[(4-amino-2-oxopirimidin-1(2H)-il)meti ]-
2-hidroxietoxi}metil)hidrégenofosfonato de 3-(hexadeciloxi)propilo
Ca27Hs2N307P
NH,

NZ |

O)\N O OH H3C
\W
O\\/,P\\O//\\\//”\\O
HO—" H
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canoctakinum #
canoctakin

canoctakine

canoctakina

censavudinum
censavudine

censavudine

censavudina

cimaglerminum alfa #
cimaglermin alfa

cimaglermine alfa

cimaglermina alfa

recombinant DNA derived, human interleukin 8 (CXCL8) mutein,
produced in Escherichia coli:

[44,48,97,98-tetra-L-lysinelhuman interleukin 8 precursor-(34-99)-
peptide

mutéine de l'interleukine 8 humaine (CXCLS8), produite dans
Escherichia coli a partir d'ADN recombinant:
[44,48,97,98-tétra-L-lysine]précurseur de l'interleukine 8 humaine-
(34-99)-peptide

muteina de la interleukina 8 humana (CXCL8), producida en
Escherichia coli a partir de ADN recombinante:
[44,48,97,98-tetra-L-lisina]precursor de la interleukina 8 humana-(34-
99)-péptido

C340Hs65N99004S4

CQCIKTY SKPKHPKKIK 50
ELRVIESGPH CANTEIIVKL SDGRELCLDP KENWVQRVVE KFLKRAKKS 99
Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
34-61 36-77

1-[(2R,5R)-5-ethynyl-5-(hydroxymethyl)-2,5-dihydrofuran-2-yl]-
5-methylpyrimidine-2,4(1H,3H)-dione

1-[(2R,5R)-5-éthynyl-5-(hydroxyméthyl)-2,5-dihydrofuran-2-yl]-
5-méthylpyrimidine-2,4(1H,3H)-dione

1-[(2R,5R)-5-etinil-5-(hidroximetil)-2,5-dihidrofuran-2-il]-
5-metilpirimidina-2,4(1H,3H)-diona

CﬂZH12NZO4
H
OYN o
0 N\I
HO” > ZcH,
WP =

recombinant DNA derived glial growth factor 2(GGF2), produced in
Chinese hamster ovary (CHO) cells (glycoform alfa):
[253-L-glutamine(R>Q variant 009307)]human pro-neuregulin-1
membrane-bound isoform 9 precursor-(51-422)-peptide

facteur de croissance 2 glial, produit par des cellules ovariennes de
hamster chinois (glycoforme alfa):

[253-L-glutamine(R>Q variant 009307 )]précurseur de l'isoforme 9 de
la pro-neuréguline-1, se liant a la membrane, humain-(51-422)-
peptide obtenu par culture de cellules ovariennes d'hamster chinois
(CHO), glycoforme alfa

factor de crecimiento glial 2, producido por células ovaricas de
hamster chino (glicoforma alfa):

[253-L-glutamina(R>Q variante 009307)]precursor de la isoforma 9
de la pro-neuregulina-1, que se une a la membrana, humano-(51-
422)-péptido obtenido por cultivo de células ovaricas de hamster
chino (CHO), glicoforma alfa
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Sequence / Séquence /Ssecuencia

GNEAAPAGAS VCYSSPPSVG SVQELAQRAA VVIEGKVHPQ RRQQGALDRK 50
AAAAAGEAGA WGGDREPPAA GPRALGPPAE EPLLAANGTV PSWPTAPVPS 100
AGEPGEEAPY LVKVHQVWAV KAGGLKKDSL LTVRLGTWGH PAFPSCGRLK 150
EDSRYIFFME PDANSTSRAP AAFRASFPPL ETGRNLKKEV SRVLCKRCAL 200
PPQLKEMKSQ ESAAGSKLVL RCETSSEYSS LRFKWFKNGN ELNRKNKPQN 250
IKIQKKPGKS ELRINKASLA DSGEYMCKVI SKLGNDSASA NITIVESNAT 300
STSTTGTSHL VKCAEKEKTF CVNGGECFMV KDLSNPSRYL CKCPNEFTGD 350
RCONYVMASFEF YSTSTPFLSL PE 372

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
12-146 195-198 222-277 313-327 321-341 343-352

Glycosylation sites (N) / Sites de glycosylation (N) / Posiciones de glicosilacion (N)
Asn-87 Asn-164 Asn-285 Asn-291 Asn-298

cipargaminum
cipargamin (1'R,3'S)-5,7'-dichloro-6'-fluoro-3'-methyl-2',3',4',9'-
tetrahydrospiro[indole-3,1'-pyrido[3,4-bJindol]-2(1H)-one

cipargamine (1'R,3'S)-5,7'-dichloro-6'-fluoro-3'-méthyl-2',3',4',9'-
tétrahydrospiro[indole-3,1'-pyrido[3,4-bJindol]-2(1H)-one

cipargamina (1'R,3'S)-5,7'-dicloro-6'-fluoro-3'-metil-2',3',4',9'-tetrahidrospiro[indol-
3,1'-pirido[3,4-blindol]-2(1H)-ona

C1gH14C|2FN3O

Cl

dapirolizumabum pegolum #

dapirolizumab pegol immunoglobulin Fab' G1-kappa pegylated, anti-[Homo sapiens
CD40LG (CD40 ligand, CD40L, tumor necrosis factor ligand
superfamily member 5, TNFSF5, tumor necrosis factor related
activation protein, TRAP, CD154)], pegylated humanized monoclonal
antibody;
gamma1 heavy chain fragment VH-(CH1-hinge) (1-229) [humanized
VH (Homo sapiens IGHV3-74*01 (76.50%) -(IGHD)-IGHJ1*01)
[8.7.12] (1-118) -Homo sapiens IGHG1*01 (CH1 (119-216), hinge
1-11 (217-227)) (119-227) -dialanyl (228-229)], (221-214')-disulfide
with kappa light chain (1'-214") [humanized V-KAPPA (Homo sapiens
IGKV1-NL1*01 (83.20%) -IGKJ1*01) [6.3.9] (1'-107') -Homo sapiens
IGKC*01 (108'-214")]; conjugated via a linker of the maleimide group
(thioether bond with cysteinyl h 11 (227)) to two linear chains of
methoxy polyethylene glycol 20 (MPEG20).
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dapirolizumab pégol

dapirolizumab pegol

dasotralinum
dasotraline

dasotraline

dasotralina

immunoglobuline Fab' G1-kappa pégylé, anti-[Homo sapiens
CD40LG (CD40 ligand, CD40L, membre 5 de la superfamille des
ligands facteurs de nécrose tumorale, TNFSF5, protéine d'activation
apparentée au facteur de nécrose tumorale, TRAP, CD154)],
anticorps monoclonal humanisé pégylé;

fragment VH-(CH1-charniére) de la chaine lourde gamma1 (1-229)
[VH humanisé (Homo sapiens IGHV3-74*01 (76.50%) -(IGHD)-
IGHJ1*01) [8.7.12] (1-118) -Homo sapiens IGHG1*01 (CH1 (119-
216), charniére 1-11 (217-227)) (119-227) -dialanyl (228-229)], (221-
214")-disulfure avec la chaine légére kappa (1'-214") [V-KAPPA
humanisé (Homo sapiens IGKV1-NL1*01 (83.20%) -IGKJ1*01)
[6.3.9] (1'-107") -Homo sapiens IGKC*01 (108'-214'")]; conjugué via
un linker du groupe maléimide (liaison thioéther avec cystéinyl h 11
(227)) a deux chaines linéaires de méthoxy polyéthyléne glycol 20
(mPEG20).

inmunoglobulina Fab' G1-kappa pegilada, anti-[Homo sapiens
CDA40LG (ligando CD40, CD40L, miembro 5 de la superfamilia de
ligandos factores de necrosis tumoral, TNFSF5, proteina de
activacion relacionada con el factor de necrosis tumoral, TRAP,
CD154)], anticuerpo monoclonal humanizado pegilado;

fragmento VH-(CH1-bisagra) de la cadena pesada gamma1 (1-229)
[VH humanizado (Homo sapiens IGHV3-74*01 (76.50%) -(IGHD)-
IGHJ1*01) [8.7.12] (1-118) -Homo sapiens IGHG1*01 (CH1 (119-
216),bisagra 1-11 (217-227)) (119-227) -dialanil (228-229)], (221-
214")-disulfuro con la cadena ligera kappa (1'-214") [V-KAPPA
humanizado (Homo sapiens IGKV1-NL1*01 (83.20%) -IGKJ1*01)
[6.3.9] (1'-107') -Homo sapiens IGKC*01 (108'-214")]; conjugado
mediante un conector del grupo maleimida (enlace tioéter con
cisteinil h 11 (227)) a dos cadenas lineales de metoxi polietilen glicol
20 (mPEG20)

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAVSGFSST NYHVHWVRQA PGKGLEWMGV 50
IWGDGDTSYN SVLKSRFTIS RDTSKNTVYL QMNSLRAEDT AVYYCARQLT 100
HYYVLAAWGQ GTLVTVSSAS TKGPSVFPLA PSSKSTSGGT AALGCLVKDY 150
FPEPVIVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVIVP SSSLGTQTYI 200
CNVNHKPSNT KVDKKVEPKS CDKTHTCAA 229

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASEDLY YNLAWYQRKP GKAPKLLIYD 50
TYRLADGVPS RFSGSGSGTD YTLTISSLQP EDFASYYCQQ YYKFPFTFGQ 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) 22-95 145-201

Intra-L (C23-C104) 23'-88' 134'-194'

Inter-H-L (h 5-CL 126) 221-214'

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

Pegylation site / Site de pégylation / Posicion de pegilacion
C

227

(1R,4S)-4-(3,4-dichlorophenyl)-1,2,3,4-tetrahydronaphthalen-
1-amine

(1R,4S)-4-(3,4-dichlorophényl)-1,2,3,4-tétrahydronaphthalén-
1-amine

(1R,4S)-4-(3,4-diclorofenil)-1,2,3,4-tetrahidronaftalen-1-amina
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decernotinibum
decernotin b

décernotin b

decernotin b

deldeprevirum
deldeprevir

deldéprévir

deldeprevir

C16H1sCIN

He NH,

(2R)-2-methyl-2-{[2-(1H-pyrrolo[2,3-b]pyridin-3-yl)pyrimidin-
4-y Jamino}-N-(2,2,2-trifluoroethyl)butanamide

(2R)-2-méthyl-2-{[2-(1H-pyrrolo[2,3-b]pyridin-3-yl)pyrimidin-
4-y Jamino}-N-(2,2,2-trifluoroéthyl)butanamide

(2R)-2-metil-2-{[2-(1H-pirrolo[2,3-b]piridin-3-il)pirimidin-4-ilJamino}-
N-(2,2,2-trifluoroetil)butanamida

C18H19F3N60
HN fo)
Sy
/ DS G
=S N\)/ \CH3
CH,

(2R,6R,12Z,13aS,14aR,16aS)-N-(cyclopropanesulfonyl)-
6-[2-(3,3-difluoropiperidin-1-yl)-2-oxoethyl]-2-({7-methoxy-8-methyl-
2-[4-(propan-2-yl)-1,3-thiazol-2-y Jquinolin-4-yl}oxy)-5,16-dioxo-
1,2,3,6,7,8,9,10,11,13a,14,15,16,16a-
tetradecahydrocyclopropale]pyrrolo[1,2-
a[1,4]diazacyclopentadecine-14a(5H)-carboxamide

(2R,6R,12Z,13aS,14aR,16aS)-N-(cyclopropanesulfonyl)-
6-[2-(3,3-difluoropipéridin-1-yl)-2-oxoéthyl]-2-({7-méthoxy-8-méthyl-
2-[4-(propan-2-yl)-1,3-thiazol-2-y ]Jquinoléin-4-yl}oxy)-5,16-dioxo-
1,2,3,6,7,8,9,10,11,13a,14,15,16,16a-
tétradécahydrocyclopropale]pyrrolo[1,2-
a][1,4]diazacyclopentadécine-14a(5H)-carboxamide

(2R,6R,12Z,13aS,14aR,16aS)-N-(ciclopropanosulfonil)-
6-[2-(3,3-difluoropiperidin-1-il)-2-oxoetil]-2-({8-metil-7-metoxi-
2-[4-(propan-2-il)-1,3-tiazol-2-il]quinolin-4-il}oxi)-5,16-dioxo-
1,2,3,6,7,8,9,10,11,13a,14,15,16,16a-
tetradecahidrociclopropale]pirrolo[1,2-a][1,4]diazaciclopentadecina-
14a(5H)-carboxamida
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duligotuzumabum #
duligotuzumab

duligotuzumab

duligotuzumab

CusHssF2NsOsS2

immunoglobulin G1-kappa, anti-[Homo sapiens ERBB3 (receptor
tyrosine-protein kinase erbB-3, HER3)], humanized monoclonal
antibody;

gamma1 heavy chain (1-451) [humanized VH (Homo sapiens
IGHV3-74*01 (82.70%) -(IGHD)-IGHJ4*01) [8.8.14] (1-121) -
IGHG1*03 CH1 R120>K (218) (122-451)], (224-214")-disulfide with
kappa light chain (1'-214") [humanized V-KAPPA (Homo sapiens
IGKV1-39*01 (87.40%) -IGKJ2*01 L124>V (104)) [6.3.9] (1'-107") -
IGKC*01 (108'-214")]; dimer (230-230":233-233")-bisdisulfide

immunoglobuline G1-kappa, anti-[Homo sapiens ERBB3 (récepteur
tyrosine-protéine kinase erbB3, HER3)], anticorps monoclonal
humanisé;

chaine lourde gamma1 (1-451) [VH humanisé (Homo sapiens
IGHV3-74*01 (82.70%) -(IGHD)-IGHJ4*01) [8.8.14] (1-121) -
IGHG1*03 CH1 R120>K (218) (122-451)], (224-214")-disulfure avec
la chaine légére kappa (1'-214') [V-KAPPA humanisé (Homo sapiens
IGKV1-39*01 (87.40%) -IGKJ2*01 L124>V (104)) [6.3.9] (1'-107") -
IGKC*01 (108'-214")]; dimére (230-230":233-233")-bisdisulfure

inmunoglobulina G1-kappa, anti-[Homo sapiens ERBB3 (receptor
tirosina-proteina kinasa erbB3, HER3)], anticuerpo monoclonal
humanizado;

cadena pesada gamma1 (1-451) [VH humanizado (Homo sapiens
IGHV3-74*01 (82.70%) -(IGHD)-IGHJ4*01) [8.8.14] (1-121) -
IGHG1*03 CH1 R120>K (218) (122-451)], (224-214")-disulfuro con la
cadena ligera kappa (1'-214') [V-KAPPA humanizado (Homo sapiens
IGKV1-39*01 (87.40%) -IGKJ2*01 L124>V (104)) [6.3.9] (1'-107") -
IGKC*01 (108'-214")]; dimero (230-230":233-233")-bisdisulfuro
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duvelisibum
duvelisib

duvélisib

duvelisib

eftrenonacogum alfa #
eftrenonacog alfa

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFTLS GDWIHWVRQA PGKGLEWVGE 50
ISAAGGYTDY ADSVKGRFTI SADTSKNTAY LQMNSLRAED TAVYYCARES 100
RVSFEAAMDY WGQGTLVTVS SASTKGPSVF PLAPSSKSTS GGTAALGCLV 150
KDYFPEPVTV SWNSGALTSG VHTFPAVLQS SGLYSLSSVV TVPSSSLGTQ 200
TYICNVNHKP SNTKVDKKVE 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 légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASQNIA TDVAWYQQKP GKAPKLLIYS 50
ASFLYSGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ SEPEPYTFGQ 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  148-204  265-325  371-429
22"-96" 148"-204" 265"-325" 371"-429"
Intra-L  23'-88'  134'-194'
23M.88"  134™.194™
Inter-H-L 224-214' 224"-214"
Inter-H-H 230-230" 233-233"

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

H CH2 N84 4:
301, 301"

8-chloro-2-phenyl-3-[(1S)-1-(7H-purin-6-ylamino)ethy Jisoquinolin-
1(2H)-one

8-chloro-2-phényl-3-[(1S)-1-(7H-purin-6-ylamino)éthy Jisoquinoléin-
1(2H)-one

8-cloro-2-fenil-3-[(1S)-1-(7H-purin-6-ilamino)eti Jisoquinolein-
1(2H)-ona

C2H17CINsO

recombinant DNA derived human blood coagulation factor IX fusion
protein with one Fc fragment of the human immunoglobulin G1 Fc
fragment dimer, produced in HEK293H cells (glycoform alfa):

human blood coagulation factor IX (EC 3.4.21.22, Christmas factor,
plasma thromboplastin component) variant 148-T, fusion protein with
human immunoglobulin G1 Fc fragment (IGHG1*01 H-CH2-CH3)-(6-
231)-peptide (421-6"424-9'")-bisdisulfide with human immunoglobulin
G1 Fc fragment (IGHG1*01 H-CH2-CH3)-(6-231)-peptide
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eftrénonacog alfa protéine de fusion entre le facteur IX de coagulation sanguine
humain et I'un des fragments du dimére du fragment Fc de
immunoglobuline G1 humaine, produite par des cellules HEK293H
a partir d’ADN recombinant (glycoforme alfa) :
variant 148-T du facteur IX de coagulation humain (EC 3.4.21.22,
facteur Christmas, thromboplastine composant du plasma) protéine
de fusion avec le fragment Fc de 'immunoglobuline G1 humaine
(IGHG1*01 H-CH2-CH3)-(6-231)-peptide (421-6"424-9")-bisdisulfure
avec le fragment Fc de 'immunoglobuline G1 humaine (IGHG1*01
H-CH2-CH3)-(6-231)-peptide

eftrenonacog alfa proteina de fusién entre el factor IX de coagulacién humano y uno
de los fragmentos del dimero del fragmento Fc de la
inmunoglobulina G1 humana, producida por células HEK293H a
partir de ADN recombinante (glicoforma alfa) :
variante 148-T del factor IX de coagulacion humana (EC 3.4.21.22,
factor Christmas, tromboplastina componente del plasma) proteina
de fusion con el fragmento Fc de la inmunoglobulina G1
humana(IGHG1*01 H-CH2-CH3)-(6-231)-péptido (421-6":424-9')-
bisdisulfuro con el fragmento Fc de I'inmunoglobulina G1 humana
(IGHG1*01 H-CH2-CH3)-(6-231)-péptido

Fusion protein/ Protéine de fusion / Proteina de fusion

YNSGKLEEFV QGNLERECME EKCSFEEARE VFENTERTTE FWKQYVDGDQ 50
CESNPCLNGG SCKDDINSYE CWCPFGFEGK NCELDVTCNI KNGRCEQFCK 100
NSADNKVVCS CTEGYRLAEN QKSCEPAVPF PCGRVSVSQT SKLTRAETVE 150
PDVDYVNSTE AETILDNITQ STQSFNDFTR VVGGEDAKPG QFPWQVVLNG 200
KVDAFCGGST VNEKWIVTAA HCVETGVKIT VVAGEHNIEE TEHTEQKRNV 250
IRIIPHHNYN AAINKYNHDI ALLELDEPLV LNSYVTPICI ADKEYTNIFL 300
KFGSGYVSGW GRVFHKGRSA LVLQYLRVPL VDRATCLRST KFTIYNNMFC 350
AGFHEGGRDS CQGDSGGPHV TEVEGTSFLT GIISWGEECA MKGKYGIYTK 400
VSRYVNWIKE KTKLTDKTHT CPPCPAPELL GGPSVFLFPP KPKDTLMISR 450
TPEVTCVVVD VSHEDPEVKF NWYVDGVEVH NAKTKPREEQ YNSTYRVVSV 500
LTVLHQDWLN GKEYKCKVSN KALPAPIEKT ISKAKGQPRE PQVYTLPPSR 550
DELTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PVLDSDGSFF 600
LYSKLTVDKS RWQQGNVFSC SVMHEALHNH YTQKSLSLSP G 641

Immunoglobulin Fc fragment / Fragment Fc de I'immunoglobuline / Fragmento Fc de la
inmunoglobulina

DKTHTCPPCP APELLGGPSV FLFPPKPKDT LMISRTPEVT CVVVDVSHED 50"
PEVKFNWYVD GVEVHNAKTK PREEQYNSTY RVVSVLTVLH QDWLNGKEYK 100'
CKVSNKALPA PIEKTISKAK GQPREPQVYT LPPSRDELTK NQVSLTCLVK 150"
GFYPSDIAVE WESNGQPENN YKTTPPVLDS DGSFFLYSKL TVDKSRWQQG 200"
NVFSCSVMHE ALHNHYTQKS LSLSPG 226"

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
6-421 9424 18-23 41-101' 51-62  56-71  73-82  88-99  95-109
111-124 132-289 147'-205' 206-222 336-350 361-389 456-516 562-620

Modified residues / Résidus modifiés / Restos modificados
H NH,

E D ;
7.815-17.2021.26 1O H NH 64 HOC
27-30-33-36-40 CO,H
4-carboxyGlu HO,C COH 3-hydroxyAsp H OH
H NH,

Yy HO___O. s ;
155 Y H NH, 68-158 O\\P/O\)\CO H
o0 4 O-phosphonoSer "\ 2
O-sulfoTyr CO,H HO OH

Glycosylation sites (N, S, T) / Sites de glycosylation (N, S, T) / Posiciones de
glicosilacion (N, S, T)

Ser-53* Ser-61* Asn-77' Asn-157 Thr-159% Asn-167 Thr-169* Asn-492
* partially modified / modifiés en partie / parcialmente modificados

elbasvirum

elbasvir dimethyl N,N-([(6S)-6-phenyl-6H-indolo[1,2-c][1,3]benzoxazine-
3,10-diyl]bis{1H-imidazole-5,2-diyl-(2S)-pyrrolidine-2,1-diyl[(2S)-3-
methyl-1-oxobutane-1,2-diyl]})biscarbamate

elbasvir N,N-([(6S)-6-phényl-6H-indolo[1,2-c][1,3]benzoxazine-

3,10-diyl]bis{1H-imidazole-5,2-diyl-(2S)-pyrrolidine-2,1-diyl[(2S)-3-
méthyl-1-oxobutane-1,2-diyl]})biscarbamate de diméthyle
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e basvir

entasobulinum
entasobulin

entasobuline

entasobulina

entospletinibum
entospletinib

entosplétinib

entospletinib

etiguanfacinum
etiguanfacine

étiguanfacine

etiguanfacina

N,N*-([(6S)-6-fenil-6H-indolo[1,2-c][1,3]benzoxazina-3,10-dii bis{1H-
imidazole-5,2-diil-(2S)-pirrolidina-2, 1-diyl[(2S)-3-metil-1-oxobutano-
1,2-dii J})biscarbamato de dimetilo

CagHs5NgO7

2-{1-[(4-chlorophenyl)methyl]-1H-indol-3-yl}-2-oxo-N-(quinolin-
6-yl)acetamide

2-{1-[(4-chlorophényl)méthyl]-1H-indol-3-yl}-2-oxo-N-(quinoléin-
6-yl)acétamide

2-{1-[(4-clorofenil)metil]-1H-indol-3-il}-2-oxo-N-(quinolein-
6-il)acetamida

C26H15CIN3O;

Cl
6-(1H-indazol-6-yl)-N-[4-(morpholin-4-yl)pheny Jimidazo[1,2-
alpyrazin-8-amine

6-(1H-indazol-6-yl)-N-[4-(morpholin-4-yl)phény Jimidazo[1,2-
alpyrazin-8-amine

6-(1H-indazol-6-il)-N-[4-(morfolin-4-il)fenillimidazo[1,2-a]pirazin-
8-amina

Ca3H21N;O
(@) /:\
MUY
| H
N \N N\
H ,, N

ethyl N-{[2-(2,6-dichlorophenyl)acety Jcarbamimidoyl}carbamate
N-{[2-(2,6-dichlorophényl)acétyl]carbamimidoyl}carbamate d'éthyle

N-{[2-(2,6-diclorofenil)acetil[carbamimidoil}carbamato de etilo
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ferricum derisomaltosum
ferric derisomaltose

dérisomaltose ferrique

derisomaltosa férrica

fimaporfinum
fimaporfin

fimaporfine

fimaporfina

C12H13ClIoN303

Cl
(0]
Cl

(1—6)-0-D-glucopyranan-(1—6)-D-glucitol iron(lll) complex
complexe de fer(lll) et de (1—6)-a-D-glucopyranan-(1—6)-D-glucitol
complejo hierro(lll) (1—6)-a-D-glucopiranan-(1—6)-D-glucitol

(C6H1105)(CeH1005)n(CsH130s) Fe'"' complex (n = 4.2)

CH,OH
< >\ < >\ < (CHZoH Fe'll complex

4,4'-(15,20-diphenyl-7,8(or 12,13 or 17,18)-dihydro-21H,23H-
porphine-5,10-diyl)bisbenzenesulfonic acid, mixture of three isomers
A, B and C (25%,50%,25%)

acide 4,4'-(15,20-diphényl-7,8(ou 12,13 ou 17,18)-dihydro-21H,23H-
porphine-5,10-diyl)bisbenzénesulfonique, mélange de trois isomeéres
A, B et C (25%,50%,25%)

acido 4,4'-(15,20-difenil-7,8(o 12,13 o 17,18)-dihidro-21H,23H-
porfirina-5,10-diil)bisbencenosulfénico, mezcla de tres isémeros A, B
y C (50%,25%,25%)
Cu4H32N4O6S;

SO4H A (7,8-dihydro)
B (12,13-dihydro)
C (17,18-dihydro)
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fletikumabum #
flet kumab

flét kumab

flet kumab

fosravuconazolum
fosravuconazole

fosravuconazole

immunoglobulin G4-kappa, anti-[Homo sapiens 1L20 (interleukin 20,
IL-20)], human monoclonal antibody;

gamma4 heavy chain (1-454) [Homo sapiens VH (IGHV1-3*01
(88.80%) -(IGHD)-IGHJ6*01) [8.8.20] (1-127) -IGHG4*01 (CH1 (128-
225), hinge S10>P (235) (226-237), CH2 (238-347), CH3 (348-452),
CHS (453-454)) (128-454)], (141-214")-disulfide with kappa light
chain (1'-214") [Homo sapiens (V-KAPPA (IGKV1-13*02 (100.00%) -
IGKJ4*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimer (233-
233":236-236")-bisdisulfide

immunoglobuline G4-kappa, anti-[Homo sapiens IL20 (interleukine
20, IL-20)], anticorps monoclonal humain;

chaine lourde gamma4 (1-454) [Homo sapiens VH (IGHV1-3*01
(88.80%) -(IGHD)-IGHJ6*01) [8.8.20] (1-127) -IGHG4*01 (CH1 (128-
225), charniére S10>P (235) (226-237), CH2 (238-347), CH3 (348-
452), CHS (453-454)) (128-454)], (141-214")-disulfure avec la chaine
légére kappa (1'-214") [Homo sapiens (V-KAPPA (IGKV1-13*02
(100.00%) -IGKJ4*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimére
(233-233":236-236")-bisdisulfure

inmunoglobulina G4-kappa, anti-[Homo sapiens IL20 (interleukina
20, 1L-20)], anticuerpo monoclonal humano;

cadena pesada gamma4 (1-454) [Homo sapiens VH (IGHV1-3*01
(88.80%) -(IGHD)-IGHJ6*01) [8.8.20] (1-127) -IGHG4*01 (CH1 (128-
225), bisagra S10>P (235) (226-237), CH2 (238-347), CH3 (348-
452), CHS (453-454)) (128-454)], (141-214")-disulfuro con la cadena
ligera kappa (1'-214') [Homo sapiens (V-KAPPA (IGKV1-13*02
(100.00%) -IGKJ4*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimero
(233-233":236-236")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKRPGASVKV SCKASGYTFT NDIIHWVRQA PGQRLEWMGW 50
INAGYGNTQY SQNFQDRVSI TRDTSASTAY MELISLRSED TAVYYCAREP 100
LWFGESSPHD YYGMDVWGQG TTVTVSSAST KGPSVFPLAP CSRSTSESTA 150
ALGCLVKDYF PEPVTVSWNS GALTSGVHTF PAVLQSSGLY SLSSVVTVPS 200
SSLGTKTYTC NVDHKPSNTK VDKRVESKYG PPCPPCPAPE FLGGPSVFLF 250
PPKPKDTLMI SRTPEVTCVV VDVSQEDPEV QFNWYVDGVE VHNAKTKPRE 300
EQFNSTYRVV SVLTVLHQDW LNGKEYKCKV SNKGLPSSIE KTISKAKGQP 350
REPQVYTLPP SQEEMTKNQV SLTCLVKGFY PSDIAVEWES NGQPENNYKT 400
TPPVLDSDGS FFLYSRLTVD KSRWQEGNVF SCSVMHEALH NHYTQKSLSL 450
SLGK 454

Light chain / Chaine légere / Cadena ligera

AIQLTQSPSS LSASVGDRVT ITCRASQGIS SALAWYQQKP GKAPKLLIYD 50
ASSLESGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ FNSYPLTFGG 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSEFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96 154-210  268-328  374-432
22"-96" 154"-210" 268"-328" 374"-432"
Intra-L (C23-C104) 23'-88'  134'-194'
53M_88"  134"-194™
Inter-H-L (CH1 10-CL 126) 141-214' 141"-214™
Inter-H-H (h 8, h 11) 233-233" 236-236"

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

{(1R,2R)-2-[4-(4-cyanophenyl)-1,3-thiazol-2-yl]-
1-(2,4-difluorophenyl)-1-[(1H-1,2,4-triazol-1-yl)methy Jpropoxy}methyl
dihydrogen phosphate

dihydrogénophosphate de {(1R,2R)-2-[4-(4-cyanophényl)-1,3-thiazol-
2-y 1-1-(2,4-difluorophényl)-1-[(1H-1,2,4-triazol-
1-yl)méthyl]propoxy}méthyle
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fosravuconazol

gemilukastum
gemilukast

gémilukast

gemilukast

grapiprantum
grapiprant

grapiprant

grapiprant

dihidrégenofosfato de {(1R,2R)-2-[4-(4-cianofenil)-1,3-tiazol-2-i ]-
1-(2,4-difluorofenil)-1-[(1H-1,2,4-triazol-1-il)metil]propoxi}metilo

Ca3H20F2NsOsPS

4,4'-[4-fluoro-7-(2-{4-[4-(3-fluoro-
2-methylphenyl)butoxy]phenyl}ethynyl)-2-methyl-1H-indole-
1,3-diyl]dibutanoic acid

acide 4,4'-[4-fluoro-7-(2-{4-[4-(3-fluoro-
2-méthylphényl)butoxy]phényl}éthynyl)-2-méthyl-1H-indole-
1,3-diyl]dibutanoique

acido 4,4'-[4-fluoro-7-(2-{4-[4-(3-fluoro-2-metilfenil)butoxilfenil}etinil)-
2-metil-1H-indol-1,3-diilldibutanoico

CasH37F2NOs

HO,C

N-{2-[4-(2-ethyl-4,6-dimethyl-1H-imidazo[4,5-c]pyridin-
1-yl)phenyl]ethyl}-N'-[(4-methylphenyl)sulfonyl]urea

N-{2-[4-(2-éthyl-4,6-diméthyl-1H-imidazo[4,5-c]pyridin-
1-yl)phényl]éthyl}-N'-[(4-méthylphényl)sulfonyl]urée

N-{2-[4-(2-etil-4,6-dimetil-1H-imidazo[4,5-c]piridin-1-il )feni ]etil}-
N'-[(4-metilfenil)sulfonillurea

C26H29NSOSS

CHs
HaC H H
s N/©/
TR
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grazoprevirum
grazoprevir

grazoprévir

grazoprevir

icosabutas
icosabutate

icosabutate

icosabutato

idalopirdinum
idalopirdine

idalopirdine

(1aR,5S,8S,10R,22aR)-5-tert-butyl-N-{(1R,2S)-1-

[(cyclopropylsulfonyl)carbamoyl]-2-ethenylcyclopropyl}-14-methoxy-

3,6-dioxo-1,1a,3,4,5,6,9,10,18,19,20,21,22,22a-tetradecahydro-
8H-7,10-

methanocyclopropa[18,19][1,10,3,6]dioxadiazacyclononadecino[11,1

-b]quinoxaline-8-carboxamide

(1aR,58,8S,10R,22aR)-5-tert-butyl-N-{(1R,2S)-1-

[(cyclopropylsulfonyl)carbamoyl]-2-éthénylcyclopropyl}-14-méthoxy-

3,6-dioxo-1,1a,3,4,5,6,9,10,18,19,20,21,22,22a-tétradécahydro-
8H-7,10-

méthanocyclopropa[18,19][1,10,3,6]dioxadiazacyclononadécino[11,1

2-b]quinoxaline-8-carboxamide

(1aR,5S,8S,10R,22aR)-5-terc-butil-N-{(1R,2S)-1-
[(ciclopropilsulfonil)carbamoil]-2-etenilciclopropil}-14-metoxi-3,6-

dioxo-1,1a,3,4,5,6,9,10,18,19,20,21,22,22a-tetradecahidro-8H-7,10-
metanociclopropa[18,19][1,10,3,6]dioxadiazaciclononadecino[11,12-

b]lquinoxalina-8-carboxamida

Ci3sH50Ns09S

o)
H H
Oél\NH
H O o o
HiC o > N H N\
f N N,s
HsC CH30 H H \/
© A
H CH,

rac-2-[(52,82,112,14Z,17Z)icosa-5,8,11,14,17-pentaen-
1-yloxy]butanoic acid

acide rac-2-[(52,82,112,142,17 Z)icosa-5,8,11,14,17-pentaén-
1-yloxy]butanoique

acido rac-2-((52,82,112,142,17 Z)icosa-5,8,11,14,17-pentaen-
1-iloxi]butanoico

Ca4H3503

| CHj H_COoH

—_— —_— —_— —_— CH
0 3

and enantiomer
et énantiomere
y enantiémero

2-(6-fluoro-1H-indol-3-yl)-N-{[3-(2,2,3,3-
tetrafluoropropoxy)pheny methyl}ethanamine

2-(6-fluoro-1H-indol-3-yl)-N-{[3-(2,2,3,3-
tétrafluoropropoxy)phény Jméthyl}éthanamine
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idalopirdine

idalopirdina

lefamulinum
lefamulin

léfamuline

lefamulina

lerimazolinum
lerimazoline

lérimazoline

lerimazolina

2-(6-fluoro-1H-indol-3-yl)-N-{[3-(2,2,3,3-
tétrafluoropropoxy)phényllméthyl}éthanamine

2-(6-fluoro-1H-indol-3-il)-N-{[3-(2,2,3,3-
tetrafluoropropoxi)fenillmetil}etanamina

CZOH19F5NZO

HN \ E

(3aS,4R,5S,6S,8R,9R,9aR,10R)-6-ethenyl-5-hydroxy-4,6,9,10-
tetramethyl-1-oxodecahydro-3a,9-propanocyclopenta[8]annulen-8-yl
{[(1R,2R,4R)-4-amino-2-hydroxycyclohexy Jsulfanyl}acetate

Iz

{[(1R,2R,4R)-4-amino-2-hydroxycyclohexy ]sulfanyl}acétate de
(3aS,4R,5S,6S,8R,9R,9aR,10R)-6-éthényl-5-hydroxy-4,6,9,10-
tétraméthyl-1-oxodécahydro-3a,9-propano-
3aH-cyclopenta[8]annulén-8-yle

{[(1R,2R,4R)-4-amino-2-hidroxiciclohexil]sulfanil}acetato de
(3aS,4R,5S,6S,8R,9R,9aR,10R)-6-etenil-5-hidroxi-4,6,9,10-
tetrametil-1-oxodecahidro-3a,9-propanociclopenta[8]anulen-8-ilo

CosHasNOsS

2-[(2,4,6-trimethylphenyl)methyl]-4,5-dihydro-1H-imidazole
2-[(2,4,6-triméthylphényl)méthyl]-4,5-dihydro-1H-imidazole
2-[(2,4,6-trimetilfenil)metil]-4,5-dihidro-1H-imidazol
Ci3H1gN2

H3C CHg N
D
N
H
CHj
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lifastuzumabum vedotinum #
lifastuzumab vedotin

lifastuzumab védotine

lifastuzumab vedotina

immunoglobulin G1-kappa auristatin E conjugate, anti-[Homo
sapiens SLC34A2 (solute carrier family 34 sodium phosphate
member 2, sodium/phosphate cotransporter 2B, NaPi2b, NaPi3b)],
humanized monoclonal antibody conjugated to auristatin E;
gamma heavy chain (1-450) [humanized VH (Homo sapiens
IGHV3-23*04 (85.70%) -(IGHD)-IGHJ5*01) [8.8.13] (1-120) -Homo
sapiens IGHG1*03 (CH1 R120>K (217) (121-218), hinge (219-233),
CH2 (234-343), CH3 (344-448), CHS (449-450)) (121-450)], (223-
219'")-disulfide with kappa light chain (1'-219') [humanized V-KAPPA
(Homo sapiens IGKV1-39*01 (78.00%) -IGKJ1*01) [11.3.9] (1'-112")
-Homo sapiens IGKC*01 (113'-219')]; dimer (229-229":232-232")-
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 SLC34A2 (membre 2 de la famille 34 sodium phosphate de
transporteurs de solutés, cotransporteur 2B de sodium/phosphate,
NaPi2b, NaPi3b)], anticorps monoclonal humanisé conjugué a
l'auristatine E;

chaine lourde gamma1 (1-450) [VH humanisé (Homo sapiens
IGHV3-23*04 (85.70%) -(IGHD)-IGHJ5*01) [8.8.13] (1-120) -Homo
sapiens IGHG1*03 (CH1 R120>K (217) (121-218), charniere (219-
233), CH2 (234-343), CH3 (344-448), CHS (449-450)) (121-450)],
(223-219")-disulfure avec la chaine Iégére kappa (1'-219') [V-KAPPA
humanisé (Homo sapiens IGKV1-39*01 (78.00%) -IGKJ1*01)
[11.3.9] (1'-112") -Homo sapiens IGKC*01 (113'-219")]; dimére (229-
229":232-232")-bisdisulfure; conjugué, sur 3 a 4 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 la auristatina E, anti-
[Homo sapiens SLC34A2 (miembro 2 de la familia 34 sodio fosfato
de transportadores de solutos, cotransportador 2B de sodio/fosfato,
NaPi2b, NaPi3b)], anticuerpo monoclonal humanizado conjugado
con auristatina E;

cadena pesada gamma1 (1-450) [VH humanizada (Homo sapiens
IGHV3-23*04 (85.70%) -(IGHD)-IGHJ5*01) [8.8.13] (1-120) -Homo
sapiens IGHG1*03 (CH1 R120>K (217) (121-218), bisagra (219-
233), CH2 (234-343), CH3 (344-448), CHS (449-450)) (121-450)],
(223-219")-disulfuro con la cadena ligera kappa (1'-219') [V-KAPPA
humanizado (Homo sapiens IGKV1-39*01 (78.00%) -IGKJ1*01)
[11.3.9] (1-112") -Homo sapiens IGKC*01 (113'-219")]; dimero (229-
229":232-232")-bisdisulfuro; conjugado, en una media de 3 a 4
restos cisteinil, con monometilauristatina E (MMAE), mediante un
conector separable de tipo maleimidocaproil-valil-citrulinil-
p-aminobenciloxicarbonilo (mc-val-cit-PABC)

Para la fraccién vedotina pueden referirse al documento "INN for
pharmaceutical substances: Names for radicals, groups and others".
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lotilanerum
lotilaner

lotilaner

lotilaner

lubabegronum
lubabegron

lubabégron

lubabegron

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFSFS DFAMSWVRQA PGKGLEWVAT 50
IGRVAFHTYY PDSMKGRFTI SRDNSKNTLY LQMNSLRAED TAVYYCARHR 100
GFDVGHFDFW 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
VYTLPPSREE MTKNQVSLTC LVKGFYPSDI AVEWESNGQP ENNYKTTPPV 400
LDSDGSFFLY SKLTVDKSRW QQGNVFSCSV MHEALHNHYT QKSLSLSPGK 450

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRSSETLV HSSGNTYLEW YQQKPGKAPK 50
LLIYRVSNRF SGVPSRFSGS GSGTDFTLTI SSLQPEDFAT YYCFQGSEFNP 100
LTFGQGTKVE 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  147-203  264-324  370-428

22"-96" 147'-203" 264"-324" 370"-428"
Intra-L (C23-C104) 23'-93'  139-199'

237.93"  139"199™
Inter-H-L (h 5-CL 126) * 223-219' 223'-219"
Inter-H-H (h 11, h 14) *  229-229" 232-232"
*Two or three of the inter-chain disulfide bridges are not present, an average of 3 to 4
cysteinyl being conjugated each via a thioether bond 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 via une liaison thioéther 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
300, 300"

3-methyl-N-{2-ox0-2-[(2,2,2-trifluoroethyl)amino]ethyl}-5-[(5S)-
5-(3,4,5-trichlorophenyl)-5-(trifluoromethyl)-4,5-dihydro-1,2-oxazol-
3-yllthiophene-2-carboxamide

3-méthyl-N-{2-ox0-2-[(2,2,2-trifluoroéthyl)amino]éthyl}-5-[(5S)-5-
(3,4,5-trichlorophényl)-5-(trifluorométhyl)-4,5-dihydro-1,2-oxazol-
3-yllthiophéne-2-carboxamide

3-metil-N-{2-ox0-2-[(2,2,2-trifluoroetil)amino]etil}-5-[(5S)-5-(3,4,5-
triclorofenil)-5-(trifluorometil)-4,5-dihidro-1,2-oxazol-3-iltiofeno-
2-carboxamida

CaoH14Cl3FeN303S

Cl H
N._CFs

Cl (0]

2-{4-[2-({(2S)-2-hydroxy-3-[2-(thiophen-2-yl)phenoxy]propyl}amino)-
2-methylpropyl]phenoxy}pyridine-3-carbonitrile

2-{4-[2-({(2S)-2-hydroxy-3-[2-(thiophén-2-yl)phénoxy]propyl}amino)-
2-méthylpropyl]phénoxy}pyridine-3-carbonitrile

2-{4-[2-({(2S)-2-hidroxi-3-[2-(tiofen-2-il)fenoxi]propil}amino)-
2-metilpropil]fenoxi}piridina-3-carbonitrilo
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luspaterceptum #
luspatercept

luspatercept

luspatercept

Ca9H29N303S

CN
0

HsC_ CHs \©
N~

0" N

/Y\H

H OH
s

fusion protein for immune applications (FPIA) comprising the Homo
sapiens ACVR2B (activin receptor type 2B, activin A receptor type
IIB, activin receptor type 1B, ACTR-IIB, ActR-1IB) extracellular
domain, fused with Homo sapiens immunoglobulin G1 Fc fragment;
Homo sapiens ACVR2B precursor fragment 25-131 L79>D (55) (1-
107) -linker triglycyl (108-110) -gamma1 chain H-CH2-CH3 fragment
[Homo sapiens IGHG1*03 (hinge 8-15 (111-118), CH2 (119-228),
CH3 (229-333), CHS (334-335))] (111-335); dimer (114-114"117-
117')-bisdisulfide

protéine de fusion pour applications immunitaires (FPIA) comprenant
le domaine extracellulaire d'Homo sapiens ACVR2B (récepteur de
type 2B de I'activine, récepteur de type IIB de l'activine A, récepteur
de type IIB de I'activine, ACTR-IIB, ActR-IIB), fusionné au fragment
Fc de 'Homo sapiens immunoglobuline G1;

Homo sapiens ACVR2B fragment 25-131 du précurseur L79>D (55)
(1-107) -linker triglycyl (108-110) -fragment H-CH2-CH3 de la chaine
gamma1 [Homo sapiens IGHG1*03 (charniére 8-15 (111-118), CH2
(119-228), CH3 (229-333), CHS (334-335))] (111-335); dimere (114-
114"117-117")-bisdisulfure

proteina de fusion para aplicaciones inmunitarias (FPIA) que
comprende el dominio extracelular d'Homo sapiens ACVR2B
(receptor de tipo 2B de la activina, receptor de tipo IIB de la activina
A, receptor de tipo IIB de la activina, ACTR-IIB, ActR-IIB), fusionada
con el fragmento Fc de la inmunoglobulina G1 de Homo sapiens ;
Homo sapiens ACVR2B fragmento 25-131 del precursor L79>D (55)
(1-107) -linker triglicil (108-110) -fragmento H-CH2-CH3 de la
cadena gamma1 [Homo sapiens IGHG1*03 (bisagra 8-15 (111-118),
CH2 (119-228), CH3 (229-333), CHS (334-335))] (111-335); dimero
(114-114":117-117")-bisdisulfuro

Fused chain / chaine fusionnée / cadena fusionada

ETRECIYYNA NWELERTNQS GLERCEGEQD KRLHCYASWR NSSGTIELVK 50
KGCWDDDFNC YDRQECVATE ENPQVYFCCC EGNFCNERFT HLPEAGGPEV 100
TYEPPPTGGG THTCPPCPAP ELLGGPSVFL FPPKPKDTLM ISRTPEVTCV 150
VVDVSHEDPE VKFNWYVDGV EVHNAKTKPR EEQYNSTYRV VSVLTVLHQD 200
WLNGKEYKCK VSNKALPAPI EKTISKAKGQ PREPQVYTLP PSREEMTKNQ 250
VSLTCLVKGF YPSDIAVEWE SNGQPENNYK TTPPVLDSDG SFFLYSKLTV 300
DKSRWQQGNV FSCSVMHEAL HNHYTQKSLS LSPGK 335

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intrachain  ACVR2B 5-35  25-53  60-79 66-78  80-85
5'-35' 25'-53' 60-79' 66'-78' 80'-85'
IGHGI1 (C23-C104) 149-209 255-313
149'-209" 255'-313'
Interchain IGHG1 (h 11, h 14) 114-114' 117-117'

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
ACVR2B:

18,41, 18", 41'

IGHG1 CH2 N84 4:

185, 185"
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mipsagarginum
mipsagargin

mipsagargine

mipsagargina

modotuximabum #
modotuximab

sarcoplasmic/endoplasmic reticulum Ca®* dependent ATPase
(SERCA) inhibitor conjugated to a peptide targeting prostate-specific
membrane antigen (PSMA):
N*-(12-{[(3S,3aR,4S,6S,6aR,7S,8S,9bS)-6-(acetyloxy)-
3,3a-dihydroxy-3,6,9-trimethyl-8-{[(2Z)-2-methy but-2-enoyl]oxy}-
7-(octanoyloxy)-2-ox0-2,3,3a,4,5,6,6a,7,8,9b-decahydroazuleno[4,5-
b]furan-4-ylJoxy}-12-oxododecyl)-L-asparaginyl-L-y-glutamyl-
L-y-glutamyl-L-y-glutamyl-L-glutamic acid

inhibiteur de I'ATPase dépendante du Ca®* du réticulum
sarcoplasmique/endoplasmique conjugué a un peptide ¢ blant
I'antigéne prostatique membranaire spécifique (APMS):

acide N*-(12-{[(3S,3aR,4S,6S,6aR,7S,85,9bS)-6-(acétyloxy)-
3,3a-dihydroxy-3,6,9-triméthyl-8-{[(2Z)-2-méthy but-2-énoyl]oxy}-
7-(octanoyloxy)-2-oxo0-2,3,3a,4,5,6,6a,7,8,9b-décahydroazuléno[4,5-
b]furan-4-ylJoxy}-12-oxododécyl)-L-asparaginyl-L-y-glutamyl-
L-y-glutamyl-L-y-glutamyl-L-glutamique

inhibidor de la ATPasa dependiente de Ca* de reticulo
endoplasmico/sarcoplasmico (SERCA) conjugado con un péptido
cuya diana es el antigeno de membrana especifico de la prostata
(PSMA):

acido N*-(12-{[(3S,3aR,4S,6S,6aR,7S,8S,9bS)-6-(acetiloxi)-
3,3a-dihidroxi-3,6,9-trimetil-8-{[(2Z)-2-metilbut-2-enoil]oxi}-
7-(octanoiloxi)-2-oxo-2,3,3a,4,5,6,6a,7,8,9b-decahidroazuleno[4,5-
b]furan-4-ilJoxi}-12-oxododecil)-L-asparaginil-L-y-glutamil-
L-y-glutamil-L-y-glutamil-L-glutamico

CesH100NsO27

H3C

immunoglobulin G1-kappa, anti-[Homo sapiens EGFR (epidermal
growth factor receptor, ERBB1, HER1) domain IlI], chimeric
monoclonal antibody;

gamma heavy chain (1-448) [Mus musculus VH (IGHV1S81*02 -
(IGHD)-IGHJ4*01) [8.8.12] (1-119) -Homo sapiens IGHG1*03 CHS
K2>del (120-448)], (222-219'")-disulfide with kappa light chain (1'-
219'") [Mus musculus V-KAPPA (IGKV2-109*01 -IGKJ2*01) [11.3.9]
(1'-112") -Homo sapiens IGKC*01 (113'-219")]; (228-228":231-231")-
bisdisulfide dimer
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modotuximab

modotuximab

osilodrostatum
osilodrostat

osilodrostat

osilodrostat

immunoglobuline G1-kappa, anti-[Homo sapiens EGFR (récepteur
du facteur de croissance épidermique ERBB1, HER1) domaine ],
anticorps monoclonal chimérique;

chaine lourde gamma1 (1-448) [Mus musculus VH (IGHV1S81*02 -
(IGHD)-IGHJ4*01) [8.8.12] (1-119) -Homo sapiens IGHG1*03 CHS
K2>del (120-448)], (222-219")-disulfure avec la chaine légére kappa
(1'-219") [Mus musculus V-KAPPA (IGKV2-109*01 -IGKJ2*01)
[11.3.9] (1'-112") -Homo sapiens IGKC*01 (113'-219")]; dimére (228-
228":231-231")-bisdisulfure

inmunoglobulina G1-kappa, anti-[EGFR de Homo sapiens (receptor
del factor de crecimiento epidérmico ERBB1, HER1) dominio IIl],
anticuerpo monoclonal quimérico;

cadena ligera gamma1 (1-448) [Mus musculus VH (IGHV1S81*02 -
(IGHD)-IGHJ4*01) [8.8.12] (1-119) -Homo sapiens IGHG1*03 CHS
K2>del (120-448)], (222-219")-disulfuro con la cadena ligera kappa
(1-219'") [Mus musculus V-KAPPA (IGKV2-109*01 -IGKJ2*01)
[11.3.9] (1'-112") -Homo sapiens IGKC*01 (113'-219")]; dimero (228-
228":231-231")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLQQPGAE LVEPGGSVKL SCKASGYTFT SHWMHWVKQR PGQGLEWIGE 50
INPSSGRNNY NEKFKSKATL TVDKSSSTAY MQFSSLTSED SAVYYCVRYY 100
GYDEAMDYWG QGTSVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKRVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKENWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSREEM TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPG 448

Light chain / Chaine légére / Cadena ligera

DIVMTQAAFS NPVTLGTSAS ISCRSSKSLL HSNGITYLYW YLQKPGQSPQ 50
LLIYQMSNLA SGVPDRFSSS GSGTDFTLRI SRVEAEDVGV YYCAQNLELP 100
YTFGGGTKLE IKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VQWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSEFNRGEC 219

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  146-202 263-323  369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L  23'-93'  139'-199'
23M.93" 139".199™
Inter-H-L 222-219" 222"-219"
Inter-H-H 228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84 4:
299, 299"

4-[(5R)-6,7-dihydro-5H-pyrrolo[1,2-c]imidazol-5-y ]-
3-fluorobenzonitrile

4-[(5R)-6,7-dihydro-5H-pyrrolo[1,2-climidazol-5-y ]-
3-fluorobenzonitrile

4-[(5R)-6,7-dihidro-5H-pirrolo[1,2-c]imidazol-5-i ]-3-fluorobenzonitrilo

C13H10FN3
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otlertuzumabum #
otlertuzumab

otlertuzumab

otlertuzumab

immunoglobulin G1-kappa heavy chain dimer, anti-[Homo sapiens
CD37 (tetraspanin-26, TSPAN26)], humanized monoclonal antibody;
gamma-kappa heavy chain ‘VH-linker-V-KAPPA-hinge-CH2-CH3'
(1-483) [humanized VH (Homo sapiens IGHV5-51*01 (84.70%) -
(IGHD)-IGHJ5*01) [8.8.9] (1-116) -linker pentakis(tetraglycyl-seryl)
(117-141) -humanized V-KAPPA (Homo sapiens IGKV3-NL2
(89.90%) -IGKJ1*01) [6.3.9] (142-248) -linker glycyl-aspartyl-
glutaminyl (249-251) -Homo sapiens IGHG1*01 (hinge C5>S (256),
C11>S (262) (252-266), CH2 (267-376), CH3 (377-481), CHS (482-
483)) (252-483)]; dimer (265-265'")-disulfide

immunoglobuline G1-kappa chaine lourde dimere, anti-[Homo
sapiens CD37 (tétraspanine-26, TSPAN26)], anticorps monoclonal
humanisé;

gamma-kappa chaine lourde ‘VH-linker-V-KAPPA-charniere-CH2-
CH3' (1-483) [VH humanisé (Homo sapiens IGHV5-51*01 (84.70%) -
(IGHD)-IGHJ5*01) [8.8.9] (1-116) -linker pentakis(tétraglycyl-séryl)
(117-141) -V-KAPPA humanisé (Homo sapiens IGKV3-NL2
(89.90%) -IGKJ1*01) [6.3.9] (142-248) -linker glycyl-aspartyl-
glutaminyl (249-251) -Homo sapiens IGHG1*01 (charniere C5>S
(256), C11>S (262) (252-266), CH2 (267-376), CH3 (377-481), CHS
(482-483)) (252-483)]; dimeére (265-265")-disulfure

inmunoglobulina G1-kappa cadena pesada dimero, anti-[Homo
sapiens CD37 (tetraspanina-26, TSPAN26)], anticuerpo monoclonal
humanizado;

gamma1-kappa cadena pesada ‘VH-linker-V-KAPPA-bisagra-CH2-
CH3' (1-483) [VH humanizado (Homo sapiens IGHV5-51*01
(84.70%) -(IGHD)-IGHJ5*01) [8.8.9] (1-116) -linker
pentakis(tetraglicil-seril) (117-141) -V-KAPPA humanizado (Homo
sapiens IGKV3-NL2 (89.90%) -IGKJ1*01) [6.3.9] (142-248) -linker
glicil-aspartil-glutaminil (249-251) -Homo sapiens IGHG1*01
(bisagraC5>S (256), C11>S (262) (252-266), CH2 (267-376), CH3
(377-481), CHS (482-483)) (252-483)]; dimero (265-265')-disulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQLVQSGAE VKKPGESLKI SCKGSGYSFT GYNMNWVRQM PGKGLEWMGN 50
IDPYYGGTTY NRKFKGQVTI SADKSISTAY LQWSSLKASD TAMYYCARSV 100
GPFDSWGQGT LVTVSSGGGG SGGGGSGGGG SGGGGSGGGG SEIVLTQSPA 150
TLSLSPGERA TLSCRASENV YSYLAWYQQK PGQAPRLLIY FAKTLAEGIP 200
ARFSGSGSGT DFTLTISSLE PEDFAVYYCQ HHSDNPWTFG QGTKVEIKGD 250
QEPKSSDKTH TSPPCPAPEL LGGPSVFLFP PKPKDTLMIS RTPEVTCVVV 300
DVSHEDPEVK FNWYVDGVEV HNAKTKPREE QYNSTYRVVS VLTVLHQDWL 350
NGKEYKCKVS NKALPAPIEK TISKAKGQPR EPQVYTLPPS RDELTKNQVS 400
LTCLVKGFYP SDIAVEWESN GQPENNYKTT PPVLDSDGSF FLYSKLTVDK 450
SRWQQGNVFEFS CSVMHEALHN HYTQKSLSLS PGK 483

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  164-229  297-357  403-461

22"-96" 164"-229" 297"-357" 403"-461"
Inter-H-H (h 14) 265-265'

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84 4:
333,333"
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pembrolizumabum #
pembrolizumab

pembrolizumab

pembrolizumab

pexmetinibum
pexmetinib

immunoglobulin G4-kappa, anti-[Homo sapiens PDCD1
(programmed cell death 1, PD-1, PD1, CD279)], humanized
monoclonal antibody;

gamma4 heavy chain (1-447) [humanized VH (Homo sapiens
IGHV1-2*02 (79.60%) -(IGHD)-IGHJ4*01 L123>T (115)) [8.8.13] (1-
120) -Homo sapiens IGHG4*01 (CH1 (121-218), hinge S10>P (228)
(219-230), CH2 (231-340), CH3 (341-445), CHS (446-447)) (121-
447)], (134-218")-disulfide with kappa light chain (1'-218') [humanized
V-KAPPA (Homo sapiens IGKV3D-11*01 (85.10%) -IGKJ4*01)
[10.3.9] (1'-111') -Homo sapiens IGKC*01 (112'-218")]; dimer (226-
226":229-229")-bisdisulfide

immunoglobuline G4-kappa, anti-[Homo sapiens PDCD1 (protéine 1
de mort cellulaire programmée, PD-1, PD1, CD279)], anticorps
monoclonal humanisé;

chaine lourde gamma4 (1-447) [VH humanisé (Homo sapiens
IGHV1-2*02 (79.60%) -(IGHD)-IGHJ4*01 L123>T (115)) [8.8.13]
(1-120) -Homo sapiens IGHG4*01 (CH1 (121-218), charniére S10>P
(228) (219-230), CH2 (231-340), CH3 (341-445), CHS (446-447))
(121-447)], (134-218")-disulfure avec la chaine légere kappa (1'-218")
[V-KAPPA humanisé (Homo sapiens IGKV3D-11*01 (85.10%) -
IGKJ4*01) [10.3.9] (1'-111") -Homo sapiens IGKC*01 (112'-218")];
dimére (226-226":229-229")-bisdisulfure

inmunoglobulina G4-kappa, anti-[PDCD1 de Homo sapiens (proteina
1 de muerte celular programada, PD-1, PD1, CD279)], anticuerpo
monoclonal humanizado;

cadena pesada gamma4 (1-447) [VH humanizado (Homo sapiens
IGHV1-2*02 (79.60%) -(IGHD)-IGHJ4*01 L123>T (115)) [8.8.13]
(1-120) -Homo sapiens IGHG4*01 (CH1 (121-218), bisagra S10>P
(228) (219-230), CH2 (231-340), CH3 (341-445), CHS (446-447))
(121-447)], (134-218")-disulfuro con la cadena ligera kappa (1'-218")
[V-KAPPA humanizado (Homo sapiens IGKV3D-11*01 (85.10%) -
IGKJ4*01) [10.3.9] (1'-111") -Homo sapiens IGKC*01 (112'-218")];
dimero (226-226":229-229")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGVE VKKPGASVKV SCKASGYTFT NYYMYWVRQA PGQGLEWMGG 50
INPSNGGTNF NEKFKNRVTL TTDSSTTTAY MELKSLQFDD TAVYYCARRD 100
YRFDMGFDYW GQGTTVTVSS ASTKGPSVFP LAPCSRSTSE STAALGCLVK 150
DYFPEPVTVS WNSGALTSGV HTFPAVLQSS GLYSLSSVVT VPSSSLGTKT 200
YTCNVDHKPS NTKVDKRVES KYGPPCPPCP APEFLGGPSV FLFPPKPKDT 250
LMISRTPEVT CVVVDVSQED PEVQFNWYVD GVEVHNAKTK PREEQFNSTY 300
RVVSVLTVLH QDWLNGKEYK CKVSNKGLPS SIEKTISKAK GQPREPQVYT 350
LPPSQEEMTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS 400
DGSFFLYSRL TVDKSRWQEG NVFSCSVMHE ALHNHYTQKS LSLSLGK 447

Light chain / Chaine légére / Cadena ligera

EIVLTQSPAT LSLSPGERAT LSCRASKGVS TSGYSYLHWY QQKPGQAPRL 50
LIYLASYLES GVPARFSGSG SGTDFTLTIS SLEPEDFAVY YCQHSRDLPL 100
TFGGGTKVEI KRTVAAPSVF IFPPSDEQLK SGTASVVCLL NNFYPREAKV 150
QWKVDNALQS GNSQESVTEQ DSKDSTYSLS STLTLSKADY EKHKVYACEV 200
THQGLSSPVT KSFNRGEC 218

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H (C23-C104) 22-96  147-203  261-321  367-425
22"-96" 147"-203" 261"-321" 367"-425"
Intra-L (C23-C104) 23'-92'  138-198"
23"-92" 138"-198"
Inter-H-L (CH1 10-CL 126) 134-218' 134"-218"

Inter-H-H (h 8, h 11) 226-226' 229-229"

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

297, 297"

N-[3-tert-butyl-1-(4-methylphenyl)-1H-pyrazol-5-yl]-N"-[(5-fluoro-
2-{[1-(2-hydroxyethyl)-1H-indazol-5-ylJoxy}phenyl)methy Jurea
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pexmétin b

pexmetin b

pretomanidum
pretomanid

prétomanid

pretomanid

ralpancizumabum #
ralpancizumab

N-[3-tert-butyl-1-(4-méthylphényl)-1H-pyrazol-5-yl]-N"-[(5-fluoro-
2-{[1-(2-hydroxyéthyl)-1H-indazol-5-yl]Joxy}phényl)méthyllurée

N-[3-terc-butil-1-(4-metilfenil)-1H-pirazol-5-i ]-N"-[(5-fluoro-
2-{[1-(2-hidroxietil)-1H-indazol-5-i Joxi}fenil)metiljurea

C31 H33FN603
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(6S)-2-nitro-6-{[4-(trifluoromethoxy)phenyllmethoxy}-6,7-dihydro-
5H-imidazo[2,1-b][1,3]oxazine

(6S)-2-nitro-6-{[4-(trifluorométhoxy)phényllméthoxy}-6,7-dihydro-
5H-imidazo[2,1-b][1,3]oxazine

(6S)-2-nitro-6-{[4-(trifluorometoxi)feni Imetoxi}-6,7-dihidro-
5H-imidazo[2,1-b][1,3]oxazina

C14H12F3N305

immunoglobulin G2-kappa, anti-[Homo sapiens PCSK9 (proprotein
convertase subtilisin/kexin type 9, neural apoptosis-regulated
convertase 1, NARC1, NARC-1, proprotein convertase 9, PC9)],
humanized monoclonal ant body;

gamma2 heavy chain (1-444) [humanized VH (Homo sapiens
IGHV1-46*01 (91.80%) -(IGHD)-IGHJ1*01 L123>T (113)) [8.8.11]
(1-118) -Homo sapiens IGHG2*01 (CH1 (119-216), hinge (217-228),
CH2 A115>S (327), P116>S (328) (229-337), CH3 (338-442), CHS
(443-444)) (119-444)], (132-214")-disulfide with kappa light chain
(1'-214') [humanized V-KAPPA (Homo sapiens IGKV1-33*01
(85.10%) -IGKJ2*01) [6.3.9] (1'-107") -Homo sapiens IGKC*01 (108'-
214")]; dimer (220-220":221-221":224-224":227-227")-
tetrakisdisulfide
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ralpancizumab

ralpancizumab

relamorelinum
relamorelin

rélamoréline

relamorelina

immunoglobuline G2-kappa, anti-[Homo sapiens PCSK9
(proprotéine convertase subtilisine/kexine type 9, convertase 1
régulée par I'apoptose neuronale, NARC1, NARC-1, proprotéine
convertase 9, PC9)], anticorps monoclonal humanisé;

chaine lourde gamma2 (1-444) [VH humanisé (Homo sapiens
IGHV1-46*01 (91.80%) -(IGHD)-IGHJ1*01 L123>T (113)) [8.8.11]
(1-118) -Homo sapiens IGHG2*01 (CH1 (119-216), charniére (217-
228), CH2 A115>S (327), P116>S (328) (229-337), CH3 (338-442),
CHS (443-444)) (119-444)], (132-214")-disulfure avec la chaine
légere kappa (1'-214") [V-KAPPA humanisé (Homo sapiens IGKV1-
33*01 (85.10%) -IGKJ2*01) [6.3.9] (1'-107") -Homo sapiens IGKC*0
(108'-214")]; dimére (220-220":221-221":224-224":227-227")-
tétrakisdisulfure

1

inmunoglobulina G2-kappa, anti-[Homo sapiens PCSK9 (proproteina

convertasa subtilisina/kexina tipo 9, convertasa 1 regulada por la
apoptosis neuronal, NARC1, NARC-1, proproteina convertasa 9,
PC9)], anticuerpo monoclonal humanizado;

cadena pesada gammaz2 (1-444) [VH humanizado (Homo sapiens

IGHV1-46*01 (91.80%) ~(IGHD)-IGHJ1*01 L123>T (113)) [8.8.11] (1-

118) -Homo sapiens IGHG2*01 (CH1 (119-216), bisagra (217-228),
CH2 A115>S (327), P116>S (328) (229-337), CH3 (338-442), CHS
(443-444)) (119-444)], (132-214")-disulfuro con la cadena ligera

kappa (1'-214") [V-KAPPA humanizado (Homo sapiens IGKV1-33*01
(85.10%) -IGKJ2*01) [6.3.9] (1'-107') -Homo sapiens IGKC*01 (108'-

214")]; dimero (220-220":221-221":224-224":227-227")-
tatrakisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGAE VKKPGASVKV SCKASGYTFT SYYMHWVRQA PGQGLEWMGE 50
IHPSGGRTNY NEKFKSRVTM TRDTSTSTVY MELSSLRSED TAVYYCARER 100
PLYASDLWGQ GTTVTVSSAS TKGPSVFPLA PCSRSTSEST AALGCLVKDY 150
FPEPVTVSWN SGALTSGVHT FPAVLQSSGL YSLSSVVTIVP SSNEGTQTYT 200
CNVDHKPSNT KVDKTVERKC CVECPPCPAP PVAGPSVFLF PPKPKDTLMI 250
SRTPEVTCVV VDVSHEDPEV QFNWYVDGVE VHNAKTKPRE EQFNSTFRVV 300
SVLTVVHQDW LNGKEYKCKV SNKGLPSSIE KTISKTKGQP REPQVYTLPP 350
SREEMTKNQV SLTCLVKGFY PSDIAVEWES NGQPENNYKT TPPMLDSDGS 400
FFLYSKLTVD KSRWQQGNVEF SCSVMHEALH NHYTQKSLSL SPGK 444

Light chain / Chaine légere / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCKASQDVH TAVAWYQQKP GKAPKLLIYH 50
ASYRYTGVPS RFSGSGSGTD FTFTISSLQP EDIATYYCQQ RYSLWRTFGQ 100
GTKLEIKRTV 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  258-318  364-422
22"-96" 145"-201" 258"-318" 364"-422"
Intra-L (C23-C104) 23'-88'  134'-194'
23M_88"™  134"_194™
Inter-H-L (CH1 10-CL 126) 132-214"  132"-214™
Inter-H-H (h 4, h 5, h 11, h 14) 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"

[3-(1-benzothiophen-3-yl)-N-(piperidin-4-ylcarbonyl)-D-alanyl]-
D-tryptophyl-L-phenylalanyl-(4-aminopiperidine-4-carboxamide)

[3-(1-benzothiophén-3-yl)-N-(pipéridin-4-ylcarbonyl)-D-alanyl]-
D-tryptophyl-L-phénylalanyl-(4-aminopipéridine-4-carboxamide)

[3-(1-benzotiofen-3-il)-N-(piperidin-4-ilcarbonil)-D-alanil]-D-triptofil-
L-fenilalanil-(4-aminopiperidina-4-carboxamida)
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ribuvaptanum
r buvaptan

r buvaptan

r buvaptan

samatasvirum
samatasvir

samatasvir

samatasvir

Ci43HsoNgOsS

ZT

HN o) H o}

(2R)-2-({3-(4-chlorophenyl)-5-ox0-4-[(2S)-3,3,3-trifluoro-
2-hydroxypropy ]-4,5-dihydro-1H-1,2,4-triazol-1-yl}acetamido)-
2-[3-(trifluoromethyl)phenyl]ethyl carbamate

carbamate de (2R)-2-({3-(4-chlorophényl)-5-ox0-4-[(2S)-3,3,3-
trifluoro-2-hydroxypropyl]-4,5-dihydro-1H-1,2,4-triazol-
1-yl}acétamido)-2-[3-(trifluorométhyl)phényl]éthyle

carbamato de (2R)-2-({3-(4-clorofenil)-5-ox0-4-[(2S)-3,3,3-trifluoro-
2-hidroxipropil]-4,5-dihidro-1H-1,2,4-triazol-1-il}acetamido)- 2-[3-
(trifluorometil)fenil]etilo

C23H20CIFgN505

methyl {(1R)-2-[(2S)-2-{4-[4-(6-{2-[(2S)-1-{(2S)-2-
[(methoxycarbonyl)amino]-3-methylbutanoyl}pyrrolidin-2-yl]-
1H-benzimidazol-5-yl}thieno[3,2-b]thien-3-yl)pheny ]-1H-imidazol-
2-yl}pyrrolidin-1-yl]-2-oxo-1-phenylethyl}carbamate

{(1R)-2-[(2S)-2-{4-[4-(6-{2-[(2S)-1-{(2S)-2-[(méthoxycarbonyl)amino]-
3-méthylbutanoyl}pyrrolidin-2-yl]-1H-benzimidazol-5-yl}thiéno[3,2-
b]thién-3-yl)phényl]-1H-imidazol-2-yl}pyrrolidin-1-y ]-2-oxo-
1-phényléthyl}carbamate de méthyle

{(1R)-2-[(2S)-2-{4-[4-(6-{2-[(2S)-1-{(2S)-2-[(metoxicarbonil)amino]-
3-meti butanoil}pirrolidin-2-i ]-1H-benzoimidazol-5-il}tieno[3,2-b]tien-
3-il)feni ]-1H-imidazol-2-il}pirrolidin-1-il]-2-oxo-1-feniletil}carbamato
de metilo
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selinexorum
selinexor

sélinexor

selinexor

sepetaprostum
sepetaprost

sépétaprost

sepetaprost

Ca7H4sNgO6S>

(22)-3-{3-[3,5-bis(trifluoromethyl)pheny 1-1H-1,2,4-triazol-1-yl}-
N'-(pyrazin-2-yl)prop-2-enehydrazide

(22)-3-{3-[3,5-bis(trifluorométhyl)phény ]-1H-1,2,4-triazol-1-yl}-
N'-(pyrazin-2-yl)prop-2-énehydrazide

(22)-3-{3-[3,5-bis(trifluorometil)fenil]-1H-1,2,4-triazol- 1-il}-N"-(pirazin-
2-il)prop-2-enohidrazida

C17H11F6N7O

CF3

N—N

Fee Y o A @
S

propan-2-yl 4-{(3S,5aR,6R,7R,8aS)-6-[(1E,3R)-4-(2,5-
difluorophenoxy)-3-hydroxybut-1-en-1-yl]-7-hydroxyoctahydro-
2H-cyclopenta[bloxepin-3-yl}butanoate

4-{(3S,5aR,6R,7R,8aS)-6-[(1E,3R)-4-(2,5-difluorophénoxy)-
3-hydroxybut-1-én-1-yl]-7-hydroxyoctahydro-
2H-cyclopenta[bloxépin-3-yl}butanoate de propan-2-yle

4-{(3S,5aR,6R,7R,8aS)-6-[(1E,3R)-4-(2,5-difluorofenoxi)-
3-hidroxibut-1-en-1-il]-7-hidroxioctahidro-2H-ciclopenta[b]oxepin-
3-il}butanoato de propan-2-ilo

CasH36F20s




Recommended INN: List 72

WHO Drug Information, Vol. 28, No. 3, 2014

sofituzumabum vedotinum #
sofituzumab vedotin

sofituzumab védotine

sofituzumab vedotina

immunoglobulin G1-kappa auristatin E conjugate, anti-[Homo
sapiens MUC16 (mucin 16, MUC-16, cancer antigen 125, CA125)],
humanized monoclonal ant body conjugated to auristatin E;
gamma heavy chain (1-446) [humanized VH (Homo sapiens
IGHV3-48*03 (79.80%) -(IGHD)-IGHJ4*01) [9.8.9] (1-116) -Homo
sapiens IGHG1*03 (CH1 R120>K (213) (117-214), hinge (215-229),
CH2 (230-339), CH3 (340-444), CHS (445-446)) (117-446)], (219-
214")-disulfide with kappa light chain (1'-214') [humanized V-KAPPA
(Homo sapiens IGKV1-5*01 (87.90%) -IGKJ1*01) [6.3.9] (1'-107") -
Homo sapiens IGKC*01 (108'-214")]; dimer (225-225":228-228")-
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 he vedotin part, please refer to he document "INN for pharmaceutical
substances: Names for radicals, groups and others"*.

immunoglobuline G1-kappa conjuguée a l'auristatine E, anti-[Homo
sapiens MUC16 (mucine 16, MUC-16, antigéne de cancer 125,
CA125)], anticorps monoclonal humanisé conjugué a l'auristatine E;
chaine lourde gamma1 (1-446) [VH humanisé (Homo sapiens
IGHV3-48*03 (79.80%) -(IGHD)-IGHJ4*01) [9.8.9] (1-116) -Homo
sapiens IGHG1*03 (CH1 R120>K (213) (117-214), charniere (215-
229), CH2 (230-339), CH3 (340-444), CHS (445-446)) (117-446)],
(219-214")-disulfure avec la chaine légere kappa (1'-214') [V-KAPPA
humanisé (Homo sapiens IGKV1-5*01 (87.90%) -IGKJ1*01) [6.3.9]
(1'-107") -Homo sapiens IGKC*01 (108'-214")]; dimére (225-
225"228-228")-bisdisulfure; conjugué, sur 3 a 4 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 la auristatina E, anti-
[Homo sapiens MUC16 (mucina 16, MUC-16, antigeno de cancer
125, CA125)], anticuerpo monoclonal humanizado conjugado con la
auristatina E;

cadena pesada gamma1 (1-446) [VH humanizado (Homo sapiens
IGHV3-48*03 (79.80%) -(IGHD)-IGHJ4*01) [9.8.9] (1-116) -Homo
sapiens IGHG1*03 (CH1 R120>K (213) (117-214), bisagra (215-
229), CH2 (230-339), CH3 (340-444), CHS (445-446)) (117-446)],
(219-214")-disulfuro con la cadena ligera kappa (1'-214') [V-KAPPA
humanizada (Homo sapiens IGKV1-5*01 (87.90%) -IGKJ1*01)
[6.3.9] (1'-107') -Homo sapiens IGKC*01 (108'-214")]; dimero (225-
225":228-228")-bisdisulfuro; conjugado, en una media de 3 a 4
restos cisteinil, con monometilauristatina E (MMAE), mediante un
conector separable de tipo maleimidocaproil-valil-citrulinil-
p-aminobencilloxicarbonilo (mc-val-cit-PABC)

Para la fraccion vedotina pueden referirse al documento "INN for
pharmaceutical substances: Names for radicals, groups and others"*.
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sotagliflozinum
sotagliflozin

sotagliflozine

sotagliflozina

taladegibum
taladegib

taladégib

taladegib

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGYSIT NDYAWNWVRQ APGKGLEWVG 50
YISYSGYTTY NPSLKSRFTI SRDTSKNTLY LQMNSLRAED TAVYYCARWT 100
SGLDYWGQGT LVTVSSASTK GPSVFPLAPS SKSTSGGTAA LGCLVKDYFP 150
EPVTVSWNSG ALTSGVHTFP AVLQSSGLYS LSSVVTVPSS SLGTQTYICN 200
VNHKPSNTKV DKKVEPKSCD KTHTCPPCPA PELLGGPSVF LFPPKPKDTL 250
MISRTPEVTC VVVDVSHEDP EVKFNWYVDG VEVHNAKTKP REEQYNSTYR 300
VVSVLTVLHQ DWLNGKEYKC KVSNKALPAP IEKTISKAKG QPREPQVYTL 350
PPSREEMTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD 400
GSFFLYSKLT VDKSRWQQOGN VFSCSVMHEA LHNHYTQKSL SLSPGK 446

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCKASDLIH NWLAWYQQKP GKAPKLLIYG 50
ATSLETGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ YWTTPFTFGQ 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  143-199  260-320  366-424
22"-96" 143"-199" 260"-320" 366"-424"
Intra-L (C23-C104) 23'-88'  134'-194'
23™M-88" 134"-194""
Inter-H-L (h 5-CL 126) * 219-214' 219"-214"
Inter-H-H (h 11, h 14) *  225-225" 228-228"
*Two or three of the inter-chain disulfide bridges are not present, an average of 3 to 4
cysteinyl being conjugated each via a thioether bond 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 via une liaison thioéther a un linker
*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:
296, 296"

methyl (5S)-5-C-{4-chloro-3-[(4-ethoxyphenyl)methyl]phenyl}-1-thio-
B-L-xylopyranoside

(5S)-5-C-{4-chloro-3-[(4-éthoxyphényl)méthyl]phényl}-1-thio-
B-L-xylopyranoside de méthyle

(5S)-5-C-{4-cloro-3-[(4-etoxifenil)metillfenil}-1-tio-B-L-xilopirandsido
de metilo

C21H25ClOsS

07 CH,

Cl

HSC\

OH
HO
OH

4-fluoro-N-methyl-N-{1-[4-(1-methyl-1H-pyrazol-5-yl)phthalazin-
1-y Jpiperidin-4-yl}-2-(trifluoromethyl)benzamide

4-fluoro-N-méthyl-N-{1-[4-(1-méthyl-1H-pyrazol-5-yl)phtalazin-
1-y Jpipéridin-4-yl}-2-(trifluorométhyl)benzamide

4-fluoro-N-metil-N-{1-[4-(1-metil-1H-pirazol-5-il)ftalazin-1-il]piperidin-
4-il}-2-(trifluorometil)benzamida
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talazoparibum
talazoparib

talazoparib

talazoparib

tilapertinum
tilapertin

tilapertine

tilapertina

Ca6H24F4NsO

(8S,9R)-5-fluoro-8-(4-fluorophenyl)-9-(1-methyl-1H-1,2,4-triazol-
5-yl)-2,7,8,9-tetrahydro-3H-pyrido[4,3,2-de]phthalazin-3-one

(8S,9R)-5-fluoro-8-(4-fluorophényl)-9-(1-méthyl-1H-1,2,4-triazol-
5-yl)-2,7,8,9-tétrahydro-3H-pyrido[4,3,2-de]phtalazin-3-one

(8S,9R)-5-fluoro-8-(4-fluorofenil)-9-(1-metil-1H-1,2,4-triazol-5-il)-
2,7,8,9-tetrahidro-3H-pirido[4,3,2-delftalazin-3-ona

C19H14F2N60

(4-{(R)-phenyl[3-(trifluoromethyl)phenyl]methyl}piperazin-1-yl)acetic
acid

acide (4-{(R)-phényl[3-(trifluorométhyl)phényliméthyl}pipérazin-
1-yl)acétique

acido (4-{(R)-fenil[3-(trifluorometil)feniljmetil}piperazin-1-il)acético

CZOH21 F3N202

FsC {
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ulocuplumabum #

ulocuplumab immunoglobulin G4-kappa, anti-[Homo sapiens CXCR4 (chemokine
(C-X-C motif) receptor 4, fusin, stromal cell-derived factor 1 receptor,
SDF-1 receptor, CXCL12 receptor, CD184)], human monoclonal
ant body;
gamma4 heavy chain (1-451) [Homo sapiens VH (IGHV3-48*02
(96.90%) -(IGHD)-IGHJ6*01) [8.8.18] (1-125) -IGHG4*01 (CH1 (126-
223), hinge S10>P (233) (224-235), CH2 (236-345), CH3 (346-450),
CHS K2>del (451)) (126-451)], (139-214")-disulfide with kappa light
chain (1'-214") [Homo sapiens (V-KAPPA (IGKV1D-16*01 (98.90%) -
IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimer (231-
231":234-234")-bisdisulfide

ulocuplumab immunoglobuline G4-kappa, anti-[Homo sapiens CXCR4 (récepteur
4 de chimiokine (C-X-C motif), fusine, récepteur du facteur 1 dérivé
des cellules stromales, récepteur du SDF-1, récepteur du CXCL12,
CD184)], anticorps monoclonal humain;
chaine lourde gamma4 (1-451) [Homo sapiens VH (IGHV3-48*02
(96.90%) -(IGHD)-IGHJ6*01) [8.8.18] (1-125) -IGHG4*01 (CH1 (126-
223), charniere S10>P (233) (224-235), CH2 (236-345), CH3 (346-
450), CHS K2>del (451)) (126-451)], (139-214")-disulfure avec la
chaine légére kappa (1'-214') [Homo sapiens (V-KAPPA (IGKV1D-
16*01 (98.90%) -IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")];
dimere (231-231":234-234")-bisdisulfure

ulocuplumab inmunoglobulina G4-kappa, anti-[Homo sapiens CXCR4 (receptor 4
de quimiokina (C-X-C motif), fusina, receptor del factor 1 derivado de
células estromales, receptor del SDF-1, receptor del CXCL12,
CD184)], anticuerpo monoclonal humano;
cadena pesada gamma4 (1-451) [Homo sapiens VH (IGHV3-48*02
(96.90%) -(IGHD)-IGHJ6*01) [8.8.18] (1-125) -IGHG4*01 (CH1 (126-
223), bisagra S10>P (233) (224-235), CH2 (236-345), CH3 (346-
450), CHS K2>del (451)) (126-451)], (139-214")-disulfuro con la
cadena ligera kappa (1'-214") [Homo sapiens (V-KAPPA (IGKV1D-
16*01 (98.90%) -IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")];
dimero (231-231":234-234")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAAAGFTFS SYSMNWVRQA PGKGLEWVSY 50
ISSRSRTIYY ADSVKGRFTI SRDNAKNSLY LQMNSLRDED TAVYYCARDY 100
GGQPPYYYYY GMDVWGQGTT VTVSSASTKG PSVFPLAPCS RSTSESTAAL 150
GCLVKDYFPE PVTVSWNSGA LTSGVHTFPA VLQSSGLYSL SSVVTVPSSS 200
LGTKTYTCNV DHKPSNTKVD KRVESKYGPP CPPCPAPEFL GGPSVFLFPP 250
KPKDTLMISR TPEVTCVVVD VSQEDPEVQF NWYVDGVEVH NAKTKPREEQ 300
FNSTYRVVSV LTVLHODWLN GKEYKCKVSN KGLPSSIEKT ISKAKGQPRE 350
PQVYTLPPSQ EEMTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP 400
PVLDSDGSFF LYSRLTVDKS RWQEGNVFSC SVMHEALHNH YTQKSLSLSL 450
G 451

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASQGIS SWLAWYQQKP EKAPKSLIYA 50
ASSLQSGVPS RFSGSGSGTD FTLTISSLQP EDFVTYYCQQ YNSYPRTFGQ 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  152-208  266-326  372-430
22"-96" 152"-208" 266"-326" 372"-430"
Intra-L (C23-C104) 23'-88' 134'-194'
23M.88"  134"-194™
Inter-H-L (CHI 10-CL 126) 139-214' 139"-214"

Inter-H-H (h 8, h 11) 231-231" 234-234"

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

302, 302"
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veledimexum
veledimex

vélédimex

veledimex

verdinexorum
verdinexor

verdinexor

verdinexor

zastumotidum #
zastumotide

zastumotide

N'-(3,5-dimethylbenzoyl)-N-[(3R)-2,2-dimethylhexan-3-y ]-2-ethyl-
3-methoxybenzohydrazide

N'-(3,5-diméthylbenzoyl)-N*-[(3R)-2,2-diméthylhexan-3-y ]-2-éthyl-
3-méthoxybenzohydrazide

N'-(3,5-dimeti benzoil)-N-[(3R)-2,2-dimetilhexan-3-il]-2-etil-
3-metoxibenzohidrazida

CZ7H38N203
CHsz OCHs
HsC
CH3
H,C” HsC

(2Z2)-3-{3-[3,5-bis(trifluoromethyl)phenyl]-1H-1,2,4-triazol-1-yl}-
N*(pyridin-2-yl)prop-2-enehydrazide

(22)-3-{3-[3,5-bis(trifluorométhyl)phényl]-1H-1,2,4-triazol-1-yl}-
N'-(pyridin-2-yl)prop-2-énehydrazide

(22)-3-{3-[3,5-bis(trifluorometil)fenil]-1H-1,2,4-triazol-1-il}-N*-(piridin-
2-il)prop-2-enohidrazida

C18H12F6N60

CF;

N _
N\3_>\_N’H \—7

19,137,308,342,395-penta[S-(2-amino-2-oxoethyl)]-{[2-aspartic
acid(K*>D),3-proline(L*>P)]glycerophosphoryl diester
phosphodiesterase (Haemophilus influenzae strain 86-028NP EC
3.1.4.46)-(1-127)-peptide fusion protein with [2-aspartic
acid(P?>D)Jhuman melanoma-associated antigen 3 (MAGE-3
antigen, antigen MZ2-D, cancer/testis antigen 1.3 or CT1.3) fusion
protein with diglycylheptahistidine}

19,137,308,342,395-penta[ S-(2-amino-2-oxoéthyl)]-{[2-acide
aspartique(K2>D),3-proIine(L3>P)]phosphodiestérase du diester de
glycérophosphoryle (Haemophilus influenzae souche 86-028NP EC
3.1.4.46)-(1-127)-peptide, protéine de fusion avec le [2-acide
aspartique(P2>D)]antigéne 3 humain associé au mélanome
(antigene MAGE-3, antigene MZ2-D, antigen 1.3 associé au cancer
des testicules ou CT1.3) protéine de fusion avec la
diglycylheptahistidine}
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zastumotida

19,137,308,342,395-penta[ S-(2-amino-2-oxoetil)]-{[2-acido
aspartico(K>>D),3-prolina(L*>P)]fosfodiestarasa del diéster de
glicerofosforilo (Haemophilus influenzae cepa 86-028NP EC
3.1.4.46)-(1-127)-péptido, proteina de fusion con el [2-acido
aspartico(P?>D)]Jantigeno 3 humano asociado al melanoma
(antigeno MAGE-3, antigeno MZ2-D, antigeno 1.3 asociado al
cancer de testiculos o CT1.3) proteina de fusion con la
diglicilheptahistidina}

MDPKTLALSL LAAGVLAGCS SHSSNMANTQ MKSDKIIIAH RGASGYLPEH 50
TLESKALAFA QQADYLEQDL AMTKDGRLVV IHDHFLDGLT DVAKKFPHRH 100
RKDGRYYVID FTLKEIQSLE MTENFETMDL EQRSQHCKPE EGLEARGEAL 150
GLVGAQAPAT EEQEAASSSS TLVEVTLGEV PAAESPDPPQ SPQGASSLPT 200
TMNYPLWSQS YEDSSNQEEE GPSTFPDLES EFQAALSRKV AELVHFLLLK 250
YRAREPVTKA EMLGSVVGNW QYFFPVIFSK ASSSLQLVFG IELMEVDPIG 300
HLYIFATCLG LSYDGLLGDN QIMPKAGLLI IVLAIIAREG DCAPEEKIWE 350
ELSVLEVFEG REDSILGDPK KLLTQHFVQE NYLEYRQVPG SDPACYEFLW 400
GPRALVETSY VKVLHHMVKI SGGPHISYPP LHEWVLREGE EGGHHHHHHH 450

Modified residues / Résidus modifiés / Restos modificados

c
19-137-308-342-395 Q H NHz
S-(2-amino-2-oxoethyl)cysteine )J\/S /
HoN COzH

# 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

Dénominations communes internationales recommandées (DCI Rec.): Liste 4
(Chron. Org. mond. Santé, Vol. 16, No. 3, 1962)

p. 120 penicillinasum
pénicillinase remplacer la description par la suivante
enzyme obtenue par fermentation a partir de cultures de Bacillus cereus

Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 29
(Informacién Farmacéutica de la OMS, Vol. 3, No. 3, 1989)
p.2 suprimase insertese

atosiban atosiban

Recommended International Non Proprietary Names (Rec. INN): List 58
Dénominations communes internationales recommandées (DCI Rec.): Liste 58
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 58
(WHO Drug Information, Vol. 21, No. 3, 2007)

p. 255 delete/supprimer/suprimase insert/insérer/insertese
methylnaltrexonii bromidum methylnaltrexoni bromidum
bromure de méthylnaltrexone remplacer le nom chimique et la structure par les suivants
bromuro de metilnaltrexona sustitilyase el nombre quimico y la estructura por los siguientes

bromure de (17R)-17-(cyclopropylméthyl)-4,5a-époxy-
3,14-dihydroxy-17-méthyl-6-oxomorphinanium

bromuro de (17R)-17-(ciclopropilmetil)-4,5a-epoxi-3,14-dihidroxi-17-metil-
6-oxomorfinanio

VAV G

Br

Recommended International Non Proprietary Names (Rec. INN): List 66
Dénominations communes internationales recommandées (DCI Rec.): Liste 66
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 66
(WHO Drug Information, Vol. 25, No. 3, 2011)

p. 307 egaptivonum pegolum
egaptivon pegol replace the structure by the following
égaptivon pégol remplacer la structure par la suivante
egaptivon pegol sustitiyase la estructura por la siguiente

(3-5")-(R-p-Gm-Cm-Gm-Um-dG-dC-dA-Gm-Um-Gm-Cm-Cm-
Um-Um-Cm-Gm-Gm-Cm-dC-Gm-sp-dT-Gm-dC-dG-dG-dT-
Gm-Cm-dC-Um- dC-dC-Gm-Um-dC-Am-Cm-Gm-Cm3'-3'dT)
Legend:

d = 2'-deoxy

m = 2'-O-methyl

-sp- = P-thiophosphate

R-p— = o

H3;CO /\/\/\/O\ (o]
3 ‘P/\OPLN P/ \(C5')
n H 7\
O OH
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Recommended International Non Proprietary Names (Rec. INN): List 69
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. 42 actoxumabum #
actoxumab replace the description and the structure by the following ones
actoxumab remplacer la description et la structure par les suivantes
actoxumab sustitiyase las descripcion y la estructura por las siguientes

immunoglobulin G1-kappa, anti-[Clostridium difficile toxin A], Homo sapiens
monoclonal antibody;

gamma heavy chain (1-452) [Homo sapiens VH (IGHV3-33*01 (93.90%) -(IGHD)-
IGHJ3*02) [8.8.15] (1-122) -IGHG1*03 (CH1 (123-220), hinge (221-235), CH2 (236-
345), CH3 (346-450), CHS (451-452)) (123-452)], (225-214'")-disulfide with kappa
light chain (1'-214') [Homo sapiens V-KAPPA (IGKV1-12*01 (98.90%) -IGKJ1*01)
[6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimer (231-231":234-234")-bisdisulfide

immunoglobuline G1-kappa, anti-[Clostridium difficile toxine A], Homo sapiens
anticorps monoclonal;

chaine lourde gamma1 (1-452) [Homo sapiens VH (IGHV3-33*01 (93.90%) -(IGHD)-
IGHJ3*02) [8.8.15] (1-122) -IGHG1*03 (CH1 (123-220), charniere (221-235), CH2
(236-345), CH3 (346-450), CHS (451-452)) (123-452)], (225-214')-disulfure avec la
chaine légére kappa (1'-214') [Homo sapiens V-KAPPA (IGKV1-12*01 (98.90%) -
IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimére (231-231":234-234")-
bisdisulfure

inmunoglobulina G1-kappa, anti-[Clostridium difficile toxina A], anticuerpo monoclonal
de Homo sapiens;

cadena pesada gamma1 (1-452) [Homo sapiens VH (IGHV3-33*01 (93.90%) -
(IGHD)-IGHJ3*02) [8.8.15] (1-122) -IGHG1*03 (CH1 (123-220), bisagra (221-235),
CH2 (236-345), CH3 (346-450), CHS (451-452)) (123-452)], (225-214")-disulfuro con
la cadena ligera kappa (1'-214') [Homo sapiens V-KAPPA (IGKV1-12*01 (98.90%) -
IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; dimero (231-231":234-234")-
bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLVESGGG VVQPGRSLRL SCAASGFSFS NYGMHWVRQA PGKGLEWVAL 50
IWYDGSNEDY TDSVKGRFTI SRDNSKNTLY LOMNSLRAED TAVYYCARWG 100
MVRGVIDVFD IWGQGTVVTV SSASTKGPSV FPLAPSSKST SGGTAALGCL 150
VKDYFPEPVT VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VTVPSSSLGT 200
QTYICNVNHK PSNTKVDKRV EPKSCDKTHT CPPCPAPELL GGPSVFLFPP 250
KPKDTLMISR TPEVTCVVVD VSHEDPEVKE NWYVDGVEVH NAKTKPREEQ 300
YNSTYRVVSV LTVLHQDWLN GKEYKCKVSN KALPAPIEKT ISKAKGQPRE 350
PQVYTLPPSR EEMTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP 400
PVLDSDGSFF LYSKLTVDKS RWQQGNVFSC SVMHEALHNH YTQKSLSLSP 450
GK 452

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS VSASVGDRVT ITCRASQGIS SWLAWYQHKP GKAPKLLIYA 50
ASSLQSGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ ANSFPWTFGQ 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) 22-96 149-205  266-326  372-430
22"-96" 149"-205" 266"-326" 372"-430"
Intra-L (C23-C104) 23'-88'  134'-194'
23M_88"  134-194™
Inter-H-L (h 5-CL 126) 225-214' 225"-214"
Inter-H-H (h 11, h 14)  231-231" 234-234"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84 4:
302, 302"
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p. 51

p. 68

p. 77-78

crisantaspasum #
crisantaspase
crisantaspase
crisantaspasa

nivolumabum #
nivolumab
nivolumab
nivolumab

rovatirelinun
rovatirelin
rovatiréline
rovatirelina

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 las siguientes

L-asparaginase (EC 3.5.1.1, L-asparagine amidohydrolase) Erwinia
chrysanthemi (Dickeya dadantii, Pectobacterium chrysanthemi) tetramer a4

L-asparaginase (EC 3.5.1.1, L-asparagine amidohydrolase) Erwinia
chrysanthemi (Dickeya dadantii, Pectobacterium chrysanthemi), tétrameére a4

L-asparaginasa (EC 3.5.1.1, L-asparagina amidohidrolasa) de Erwinia
chrysanthemi (Dickeya dadantii, Pectobacterium chrysanthemi), tetramero a4

Monomer / Monomeére / Monémero

ADKLPNIVIL ATGGTIAGSA ATGTQTTGYK AGALGVDTLI NAVPEVKKLA 50
NVKGEQFSNM ASENMTGDVV LKLSQRVNEL LARDDVDGVV ITHGTDTVEE 100
SAYFLHLTVK SDKPVVFVAA MRPATAISAD GPMNLLEAVR VAGDKQSRGR 150
GVMVVLNDRI GSARYITKTN ASTLDTFKAN EEGYLGVIIG NRIYYQNRID 200
KLHTTRSVFD VRGLTSLPKV DILYGYQDDP EYLYDAAIQH GVKGIVYAGM 250
GAGSVSVRGI AGMRKAMEKG VVVIRSTRTG NGIVPPDEEL PGLVSDSLNP 300
AHARILLMLA LTRTSDPKVI QEYFHTY 327

replace the description by the following
remplacer la description par la suivante
sustitiyase la descripcién por la siguiente

immunoglobulin G4-kappa, anti-[Homo sapiens PDCD1 (programmed cell
death 1, PD-1, PD1, CD279)], Homo sapiens monoclonal antibody;

gamma4 heavy chain (1-440) [Homo sapiens VH (IGHV3-33*01 (91.80%) -
(IGHD)-IGHJ4*01) [8.8.6] (1-113) -IGHG4*01 hinge S10>P (221) (114-440)],
(127-214")-disulfide with kappa light chain (1'-214") [Homo sapiens V-KAPPA
(IGKV3-11*01 (98.90%) -IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-214")];
(219-219":222-222")-bisdisulfide dimer

immunoglobuline G4-kappa, anti-[Homo sapiens PDCD1 (protéine 1 de mort
cellulaire programmée, PD-1, PD1, CD279)], Homo sapiens anticorps
monoclonal;

chaine lourde gamma4 (1-440) [Homo sapiens VH (IGHV3-33*01 (91.80%) -
(IGHD)-IGHJ4*01) [8.8.6] (1-113) -IGHG4*01 charniere S10>P (221) (114-
440)], (127-214")-disulfure avec la chaine légere kappa (1'-214") [Homo sapiens
V-KAPPA (IGKV3-11*01 (98.90%) -IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-
214")]; dimere (219-219":222-222")-bisdisulfure

inmunoglobulina G4-kappa, anti-[PDCD1 de Homo sapiens (proteina 1 de
muerte celular programada, PD-1, PD1, CD279)], anticuerpo monoclonal de
Homo sapiens;

cadena pesada gamma4 (1-440) [Homo sapiens VH (IGHV3-33*01 (91.80%) -
(IGHD)-IGHJ4*01) [8.8.6] (1-113) -IGHG4*01 bisagra S10>P (221) (114-440)],
(127-214")-disulfuro con la cadena ligera kappa (1'-214') [Homo sapiens
V-KAPPA (IGKV3-11*01 (98.90%) -IGKJ1*01) [6.3.9] (1'-107") -IGKC*01 (108'-
214")]; dimero (219-219":222-222")-bisdisulfuro

replace the chemical name by the following
remplacer le nom chimique par le suivant
sustitiyase el nombre quimico por el siguiente

(4S,5S)-5-methyl-N-{(2S)-1-[(2R)-2-methylpyrrolidin-1-yl]-1-oxo-3-(1,3-thiazol-
4-yl)propan-2-yl}-2-oxo-1,3-oxazolidine-4-carboxamide
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(4S,5S)-5-méthyl-N-{(2S)-1-[(2R)-2-méthylpyrrolidin-1-yl]-1-oxo-3-(1,3-thiazol-
4-yl)propan-2-yl}-2-oxo-1,3-oxazolidine-4-carboxamide

(4S,5S)-5-metil-N-{(2S)-1-[(2R)-2-metilpirrolidin-1-i ]-1-oxo-3-(1,3-tiazol-
4-il)propan-2-il}-2-oxo-1,3-oxazolidina-4-carboxamida

Recommended International Non Proprietary 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. 291 filgotinibum
filgotin b replace the chemical name by the following
filgotin b remplacer le nom chimique par le suivant
filgotin b sustitiyase el nombre quimico por el siguiente
N-(5-{4-[(1,1-dioxo-A°-thiomorpholin-4-yl)methy Jphenyl}[1,2,4]triazolo[1,5-
alpyridin-
2-yl)cyclopropanecarboxamide
N-(5-{4-[(1,1-dioxo-A°-thiomorpholin-4-yl)méthy Jphényl}[1,2,4]triazolo[1,5-
alpyridin-2-yl)cyclopropanecarboxamide
N-(5-{4-[(1 ,1-dioxo-)\e-tiomorfolin-4-il)metil]fenil}[1 ,2,4triazolo[1,5-a]piridin-
2-il)ciclopropanocarboxamida
p. 320 delete/supprimer/suprimase insert/insérer/insertese
methylnaltrexonii bromidum methylnaltrexoni bromidum
methylnaltrexone bromide replace the chemical name by the following one

(17R)-17-(cyclopropylmethyl)-4,5-epoxy-3,14-dihydroxy-17-methyl-
6-oxomorphinanium bromide

Recommended International Non Proprietary Names (Rec. INN): List 71
Dénominations communes internationales recommandées (DCI Rec.): Liste 71
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 71
(WHO Drug Information, Vol. 28, No. 1, 2014)

p. 94 mavatrepum
mavatrep replace the chemical name by the following
mavatrep remplacer le nom chimique par le suivant
mavatrep sustituyase el nombre quimico por el siguiente
2-[2-(2-{(1E)-2-[4-(trifuoromethyl)pheny Jethenyl}-1H-benzimidazol-
5-yl)pheny ]Jpropan-2-ol
2-[2-(2-{(1E)-2-[4-(trifluorométhyl)phény ]éthényl}-1H-benzimidazol-
5-yl)phény ]propan-2-ol
2-[2-(2-{(1E)-2-[4-(trifluorometil)fenilletenil}-1H-benzoimidazol-5-il)fenillpropan-
2-ol
p. 106 roniciclibum
roniciclib replace the chemical name by the following
roniciclib remplacer le nom chimique par le suivant
roniciclib sustituyase el nombre quimico por el siguiente

(R)-cyclopropyl(4-{[4-{[(2R,3R)-3-hydroxybutan-2-y Joxy}-
5-(trifluoromethyl)pyrimidin-2-y Jamino}phenyl)imino-A®-sulfanone
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p. 111 topsalysinum #
topsalysin
topsalysine
topsalisina

R)-cyclopropyl(4-{[4-{[(2R,3R)-3-hydroxybutan-2-y Joxy}-
5-(trifluorométhyl)pyrimidin-2-ylJamino}phényl)imino-A°-sulfanone

(R)-ciclopropil(4-{[4-{[(2R,3R)-3-hidrox butan-2-ilJoxi}-5-(trifluorometil)pirimidin-
2-i Jamino}fenil)imino-A%-sulfanona

replace the description by the following
remplacer la description par la suivante
sustitiyase la descripcién por la siguiente

recombinant DNA derived proaerolysin, pore-forming protein, from Aeromonas
hydrophila, with the furin site substituted with a prostate specific antigen (PSA)
cleavage site, 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 le site de clivage reconnu par l'antigéne prostatique
spécifique (APS), protéine de fusion avec 6 histidines, produite par Escherichia
coli a partir d'/ADN recombinant (non glycosylée) :
[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 esta substituido por el sitio de clivaje reconocido por el antigeno
prostatico especifico, proteina de fusion con 6 histidinas, producida por
Escherichia coli a partir de ADN recombinante (no glicosilada) :
[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 fusion con hexa-L-histidina

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 seleccién 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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