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sclerosis (MS), to include clinically isolated syndrome, relapsing-remitting disease, and active secondary
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

KESIMPTA® (ofatumumab) injection, for subcutaneous use
Initial U.S. Approval: 2009

INDICATIONS AND USAGE-----------=--=--=onmmmmeem
KESIMPTA is a CD20-directed cytolytic antibody indicated for the treatment
of relapsing forms of multiple sclerosis (MS), to include clinically isolated
syndrome, relapsing-remitting disease, and active secondary progressive
disease, in adults. (1)

. Hepatitis B virus (HBV) and quantitative serum immunoglobulins
screening are required before the first dose. (2.1)

e Administer KESIMPTA by subcutaneous injection only. (2.2, 2.3)

. Initial Dosing: 20 mg administered at Week 0, 1, and 2. (2.2)

. Subsequent Dosing: 20 mg administered monthly starting at Week 4.
(2.2)

. Injection: 20 mg/0.4 mL solution in a single-dose prefilled Sensoready®
pen (3)

. Injection: 20 mg/0.4 mL solution in a single-dose prefilled syringe (3)

CONTRAINDICATIONS

e  Active HBV infection. (4)

. Infections: Delay KESIMPTA administration in patients with an active
infection until the infection is resolved. Vaccination with live-attenuated
or live vaccines is not recommended during treatment with KESIMPTA
and after discontinuation, until B-cell repletion. (5.1)

. Injection-Related Reactions: Management for injection-related reactions
depends on the type and severity of the reaction. (5.2)

. Reduction in Immunoglobulins: Monitor the level of immunoglobulins
at the beginning, during, and after discontinuation of treatment with
KESIMPTA until B-cell repletion. Consider discontinuing KESIMPTA
if a patient develops a serious opportunistic infection or recurrent
infections if immunoglobulin levels indicate immune compromise. (5.3)

. Fetal Risk: May cause fetal harm based on animal data. Advise females
of reproductive potential of the potential risk to a fetus and to use an
effective method of contraception during treatment and for 6 months
after stopping KESIMPTA. (5.4, 8.1)

ADVERSE REACTIONS
Most common adverse reactions (incidence greater than 10%) are upper
respiratory tract infection, headache, injection-related reactions, and local
injection site reactions. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Novartis
Pharmaceuticals Corporation at 1-888-669-6682 or FDA at 1-800-FDA-
1088 or www.fda.gov/medwatch.

See 17 for PATIENT COUNSELING INFORMATION and Medication
Guide.

Revised: 8/2020
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

KESIMPTA is indicated for the treatment of relapsing forms of multiple sclerosis (MS), to include clinically isolated
syndrome, relapsing-remitting disease, and active secondary progressive disease, in adults.

2 DOSAGE AND ADMINISTRATION

21 Assessments Prior to First Dose of KESIMPTA

Hepatitis B Virus Screening

Prior to initiating KESIMPTA, perform Hepatitis B virus (HBV) screening. KESIMPTA is contraindicated in patients
with active HBV confirmed by positive results for Hepatitis B surface antigen [HBsAg] and anti-HBV tests. For patients
who are negative for HBsAg and positive for Hepatitis B core antibody [HBcAb+] or are carriers of HBV [HBsAg+],
consult liver disease experts before starting and during treatment with KESIMPTA [see Warnings and Precautions (5.1)].

Serum Immunoglobulins

Prior to initiating KESIMPTA, perform testing for quantitative serum immunoglobulins [see Warnings and Precautions
(5.3)]. For patients with low serum immunoglobulins, consult immunology experts before initiating treatment with
KESIMPTA.

Vaccinations

Because vaccination with live-attenuated or live vaccines is not recommended during treatment and after discontinuation
until B-cell repletion, administer all immunizations according to immunization guidelines at least 4 weeks prior to
initiation of KESIMPTA for live or live-attenuated vaccines, and whenever possible, at least 2 weeks prior to initiation of
KESIMPTA for inactivated vaccines [see Warnings and Precautions (5.1)].

2.2 Recommended Dosage
The recommended dosage of KESIMPTA is:

¢ initial dosing of 20 mg by subcutaneous injection at Weeks 0, 1, and 2, followed by
e subsequent dosing of 20 mg by subcutaneous injection once monthly starting at Week 4.

Missed Doses

If an injection of KESIMPTA is missed, it should be administered as soon as possible without waiting until the next
scheduled dose. Subsequent doses should be administered at the recommended intervals.

2.3 Administration Instructions
Administer by subcutaneous injection only.
KESIMPTA is intended for patient self-administration by subcutaneous injection.

Administer KESIMPTA in the abdomen, thigh, or outer upper arm subcutaneously. Do not give injection into moles,
scars, stretch marks or areas where the skin is tender, bruised, red, scaly or hard.

The first injection of KESIMPTA should be performed under the guidance of a healthcare professional [see Warnings and
Precautions (5.2)].

KESIMPTA Sensoready® pens and syringes are for one-time use only and should be discarded after use. See Instructions
for Use for complete administration instructions.

24 Preparation of KESIMPTA

The KESIMPTA “Instructions for Use” for each presentation contains more detailed instructions on the preparation of
KESIMPTA.

Before administration, remove KESIMPTA Sensoready pen or KESIMPTA prefilled syringe from the refrigerator and
allow KESIMPTA to reach room temperature for about 15 to 30 minutes. DO NOT remove the needle cover while
allowing the prefilled syringe to reach room temperature.
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Parenteral drug products should be inspected visually for particulate matter and discoloration prior to administration,
whenever solution and container permit. Do not use if the liquid contains visible particles or is cloudy.

3 DOSAGE FORMS AND STRENGTHS

KESIMPTA is a clear to slightly opalescent, and colorless to slightly brownish-yellow solution available as follows:

e Injection: 20 mg/0.4 mL in a single-dose prefilled Sensoready pen
e Injection: 20 mg/0.4 mL in a single-dose prefilled syringe

4 CONTRAINDICATIONS
KESIMPTA is contraindicated in patients with:

e Active HBV infection [see Warnings and Precautions (5.1)].

5 WARNINGS AND PRECAUTIONS
5.1 Infections
An increased risk of infections has been observed with other anti-CD20 B-cell depleting therapies.

KESIMPTA has the potential for an increased risk of infections, including serious bacterial, fungal, and new or
reactivated viral infections; some of these infections have been fatal in patients treated with other anti-CD20 antibodies. In
Study 1 and Study 2 [see Clincial Studies (14)], the overall rate of infections and serious infections in patients treated with
KESIMPTA was similar to patients who were treated with teriflunomide (51.6% vs 52.7%, and 2.5% vs 1.8%,
respectively). The most common infections reported by KESIMPTA-treated patients in the randomized clinical relapsing
MS (RMS) trials included upper respiratory tract infection (39%) and urinary tract infection (10%). Delay KESIMPTA
administration in patients with an active infection until the infection is resolved.

Possible Increased Risk of Immunosuppressant Effects with Other Immunosuppressants

When initiating KESIMPTA after an immunosuppressive therapy or initiating an immunosuppressive therapy after
KESIMPTA, consider the potential for increased immunosuppressive effects [see Drug Interactions (7.1) and Clinical
Pharmacology (12.2)]. KESIMPTA has not been studied in combination with other MS therapies.

Hepatitis B Virus
Reactivation

There were no reports of HBV reactivation in patients with MS treated with KESIMPTA. However, HBV reactivation, in
some cases resulting in fulminant hepatitis, hepatic failure, and death, has occurred in patients being treated with
ofatumumab for chronic lymphocytic leukemia (CLL) (at higher intravenous doses than the recommended dose in MS but
for a shorter duration of treatment) and in patients treated with other anti-CD20 antibodies.

Infection

KESIMPTA is contraindicated in patients with active hepatitis B disease. Fatal infections caused by HBV in patients who
have not been previously infected have occurred in patients being treated with ofatumumab for CLL (at higher
intravenous doses than the recommended dose in MS but for a shorter duration of treatment). HBV screening should be
performed in all patients before initiation of treatment with KESIMPTA. At a minimum, screening should include
Hepatitis B surface antigen (HBsAg) and Hepatitis B Core Antibody (HBcADb) testing. These can be complemented with
other appropriate markers as per local guidelines. For patients who are negative for HBsAg and positive for HB core
antibody [HBcAb+] or are carriers of HBV [HBsAg+], consult liver disease experts before starting and during treatment
with KESIMPTA. These patients should be monitored and managed following local medical standards to prevent HBV
infection or reactivation.

Progressive Multifocal Leukoencephalopathy

Progressive multifocal leukoencephalopathy (PML) is an opportunistic viral infection of the brain caused by the JC virus
(JCV) that typically occurs in patients who are immunocompromised, and that usually leads to death or severe disability.
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Although no cases of PML have been reported for KESIMPTA in the RMS clinical studies, PML resulting in death has
occurred in patients being treated with ofatumumab for CLL (at substantially higher intravenous doses than the
recommended dose in MS but for a shorter duration of treatment). In addition, JCV infection resulting in PML has also
been observed in patients treated with other anti-CD20 antibodies and other MS therapies. At the first sign or symptom
suggestive of PML, withhold KESIMPTA and perform an appropriate diagnostic evaluation. Magnetic reasonance
imaging (MRI) findings may be apparent before clinical signs or symptoms. Typical symptoms associated with PML are
diverse, progress over days to weeks, and include progressive weakness on one side of the body or clumsiness of limbs,
disturbance of vision, and changes in thinking, memory, and orientation leading to confusion and personality changes.

If PML is confirmed, treatment with KESIMPTA should be discontinued.
Vaccinations

Administer all immunizations according to immunization guidelines at least 4 weeks prior to initiation of KESIMPTA for
live or live-attenuated vaccines, and whenever possible, at least 2 weeks prior to initiation of KESIMPTA for inactivated
vaccines.

KESIMPTA may interfere with the effectiveness of inactivated vaccines.

The safety of immunization with live or live-attenuated vaccines following KESIMPTA therapy has not been studied.
Vaccination with live or live-attenuated vaccines is not recommended during treatment and after discontinuation until B-
cell repletion [see Clinical Pharmacology (12.2)].

Vaccination of Infants Born to Mothers Treated with KESIMPTA During Pregnancy

In infants of mothers treated with KESIMPTA during pregnancy, do not administer live or live-attenuated vaccines before
confirming the recovery of B-cell counts. Depletion of B-cells in these infants may increase the risks from live or live-
attenuated vaccines.

Inactivated vaccines may be administered, as indicated, prior to recovery from B-cell depletion, but an assessment of
vaccine immune responses, including consultation with a qualified specialist, should be considered to determine whether a
protective immune response was mounted.

5.2 Injection-Related Reactions

In Study 1 and Study 2, systemic and local injection reactions were reported in 21% and 11% of patients treated with
KESIMPTA compared to 15% and 6% of patients treated with teriflunomide who received matching placebo injections,
respectively [see Adverse Reactions (6.1) and Clinical Studies (14)].

Injection-related reactions with systemic symptoms observed in clinical studies occurred most commonly within 24 hours
of the first injection, but were also observed with later injections. Symptoms observed included fever, headache, myalgia,
chills, and fatigue, and were predominantly (99.8%) mild to moderate in severity. There were no life-threatening injection
reactions in the RMS clinical studies.

Local injection-site reaction symptoms observed in clinical studies included erythema, swelling, itching, and pain.

Only limited benefit of premedication with corticosteroids, antihistamines, or acetaminophen was observed in RMS
clinical studies. The first injection of KESIMPTA should be performed under the guidance of an appropriately trained
healthcare professional. If injection-related reactions occur, symptomatic treatment is recommended.

5.3 Reduction in Immunoglobulins

As expected with any B-cell depleting therapy, decreased immunoglobulin levels were observed. Decrease in
immunoglobulin M (IgM) was reported in 7.7% of patients treated with KESIMPTA compared to 3.1% of patients treated
with teriflunomide in RMS clinical trials [see Adverse Reactions (6.1)]. Treatment was discontinued because of decreased
immunoglobulins in 3.4% of patients treated with KESIMPTA and in 0.8% of patients treated with teriflunomide. No
decline in immunoglobulin G (1gG) was observed at the end of the study. Monitor the levels of quantitative serum
immunoglobulins during treatment, especially in patients with opportunistic or recurrent infections, and after
discontinuation of therapy until B-cell repletion. Consider discontinuing KESIMPTA therapy if a patient with low
immunoglobulins develops a serious opportunistic infection or recurrent infections, or if prolonged
hypogammaglobulinemia requires treatment with intravenous immunoglobulins.
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5.4 Fetal Risk

Based on animal data, KESIMPTA can cause fetal harm due to B-cell lymphopenia and reduce antibody response in
offspring exposed to KESIMPTA in utero. Transient peripheral B-cell depletion and lymphocytopenia have been reported
in infants born to mothers exposed to other anti-CD20 B-cell depleting antibodies during pregnancy. Advise females of
reproductive potential to use effective contraception while receiving KESIMPTA and for at least 6 months after the last
dose [see Use in Specific Populations (8.1)].

6 ADVERSE REACTIONS
The following clinically significant adverse reactions are discussed in greater detail elsewhere in the labeling:

o Infections [see Warnings and Precautions (5.1)]
¢ Injection-Related Reactions [see Warnings and Precautions (5.2)]
e Reduction in Immunoglobulins [see Warnings and Precautions (5.3)]

6.1 Clinical Trials Experience

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

Approximately 1500 patients with RMS received KESIMPTA in clinical studies. In Study 1 and Study 2, 1882 patients
with RMS were randomized, 946 of whom were treated with KESIMPTA for a median duration of 85 weeks; 33% of
patients receiving KESIMPTA were treated for up to 120 weeks [see Clinical Studies (14.1)]. The most common adverse
reactions occurring in greater than 10% of patients treated with KESIMPTA and more frequently than in patients treated
with teriflunomide were upper respiratory tract infections, injection-related reactions (systemic), headache, and injection-
site reactions (local). The most common cause of discontinuation in patients treated with KESIMPTA was low
immunoglobulin M (3.3%), defined in trial protocols as IgM at 10% below the lower limit of normal (LLN).

Table 1 summarizes the adverse drug reactions that occurred in Study 1 and Study 2.

Table 1: Adverse Reactions in Patients with RMS with an Incidence of at Least 5% with KESIMPTA and a
Greater Incidence Than Teriflunomide (Pooled Study 1 and Study 2)

KESIMPTA 20 mg Teriflunomide 14 mg

Adverse Reactions N =946 N =936

% %
Upper respiratory tract infections? 39 38
Injection-related reactions 21 15
(systemic)
Headache 13 12
Injection-site reactions (local) 11 6
Urinary tract infection 10 8
Back pain 8 6
Blood immunoglobulin M

6 2
decreased
aIncludes the following: nasopharyngitis, upper respiratory tract infection, influenza, sinusitis, pharyngitis, rhinitis, viral upper
respiratory infection, tonsillitis, acute sinusitis, pharyngotonsillitis, laryngitis, pharyngitis streptococcal, viral rhinitis, sinusitis
bacterial, tonsillitis bacterial, viral pharyngitis, viral tonsillitis, chronic sinusitis, nasal herpes, tracheitis.

Injection-Related Reactions and Injection-Site Reactions

The incidence of injection-related reactions (systemic) was highest with the first injection (14.4%), decreasing with
subsequent injections (4.4% with second, less than 3% with third injection). Injection-related reactions were mostly
(99.8%) mild to moderate in severity. Two (0.2%) patients treated with KESIMPTA reported serious injection-related
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reactions. There were no life-threatening injection-related reactions. Most frequently reported symptoms (2% or greater)
included fever, headache, myalgia, chills, and fatigue.

In addition to systemic injection-related reactions, local reactions at the administration site were very common. Local
injection-site reactions were all mild to moderate in severity. The most frequently reported symptoms (2% or greater)
included erythema, pain, itching, and swelling [see Warnings and Precautions (5.2)].

Laboratory Abnormalities

Immunoglobulins

In Study 1 and Study 2, a decrease in the mean level of IgM was observed in KESIMPTA-treated patients but was not
associated with an increased risk of infections [see Warnings and Precautions (5.3)]. In 14.3% of patients in Study 1 and
Study 2, treatment with KESIMPTA resulted in a decrease in a serum IgM that reached a value below 0.34 g/dL.
KESIMPTA was associated with a decrease of 4.3% in mean IgG levels after 48 weeks of treatment and an increase of
2.2% after 96 weeks.

6.2 Immunogenicity

As with all therapeutic proteins, there is potential for immunogenicity. The detection of antibody formation is highly
dependent on the sensitivity and specificity of the assay. Additionally, the observed incidence of antibody (including
neutralizing antibody) positivity in an assay may be influenced by several factors, including assay methodology, sample
handling, timing of sample collection, concomitant medication, and the underlying disease. For these reasons, comparison
of the incidence of antibodies in the studies described below with the incidence of antibodies in other studies or to other
ofatumumab products may be misleading.

Treatment induced anti-drug antibodies (ADAS) were detected in 2 of 914 (0.2%) KESIMPTA-treated patients; no
patients with treatment enhancing or neutralizing ADAs were identified. There was no impact of positive ADA titers on
PK, safety profile or B-cell kinetics in any patient; however, these data are not adequate to assess the impact of ADAs on
the safety and efficacy of KESIMPTA.

7 DRUG INTERACTIONS
7.1 Immunosuppressive or Immune-Modulating Therapies

Concomitant usage of KESIMPTA with immunosuppressant drugs, including systemic corticosteroids, may increase the
risk of infection. Consider the risk of additive immune system effects when coadministering immunosuppressive therapies
with KESIMPTA.

When switching from therapies with immune effects, the duration and mechanism of action of these therapies should be
taken into account because of potential additive immunosuppressive effects when initiating KESIMPTA.

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

Risk Summary

There are no adequate data on the developmental risk associated with the use of KESIMPTA in pregnant women.
Ofatumumab may cross the placenta and cause fetal B-cell depletion based on findings from animal studies (see Data).

Transient peripheral B-cell depletion and lymphocytopenia have been reported in infants born to mothers exposed to other
anti-CD20 antibodies during pregnancy. B-cell levels in infants following maternal exposure to KESIMPTA have not
been studied in clinical trials. The potential duration of B-cell depletion in infants exposed to ofatumumab in utero, and
the impact of B-cell depletion on the safety and effectiveness of vaccines, are unknown. Avoid administering live
vaccines to neonates and infants exposed to KESIMPTA in utero until B-cell recovery occurs [see Warnings and
Precautions (5.2) and Clinical Pharmacology (12.2)].

Following administration of ofatumumab to pregnant monkeys, increased mortality, depletion of B-cell populations, and
impaired immune function were observed in the offspring, in the absence of maternal toxicity, at plasma levels
substantially higher than that in humans (see Data).
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In the U.S. general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2% to 4% and 15% to 20%, respectively. The background risk of major birth defects and
miscarriage for the indicated population is unknown.

Data
Animal Data

Intravenous administration of ofatumumab (weekly doses of 0, 20, or 100 mg/kg) to pregnant monkeys during the period
of organogenesis (gestations days 20 to 50) resulted in no adverse effects on embryofetal development; however, B-cell
depletion was observed in fetuses at both doses when assessed on gestation day 100. Plasma exposure (Cav) at the no-
effect dose (100 mg/kg) for adverse effects on embryofetal development was greater than 5000 times that in humans at the
recommended human maintenance dose of 20 mg. A no-effect dose for effects on B-cells was not identified; plasma
exposure (Cave) at the low-effect dose (20 mg/kg) was approximately 780 times that in humans at the recommended
human maintenance dose (RHMD) of 20 mg/month.

Intravenous administration of ofatumumab (5 weekly doses of 0, 10, and 100 mg/kg, followed by biweekly doses of 0, 3,
and 20 mg/kg) to pregnant monkeys throughout pregnancy resulted in no adverse effects on the development of the
offspring. However, postnatal death, B-cell depletion, and impaired immune function were observed in the offspring at the
high dose. The deaths at the high dose were considered secondary to B-cell depletion. Plasma exposure (Cav) in dams at
the no-effect dose (100/20 mg/kg) for adverse developmental effects was approximately 500 times that in humans at
RHMD. A no-effect level for mortality and immune effects in offspring was not established because of the limited
number of evaluable offspring at the low dose.

8.2 Lactation

Risk Summary

There are no data on the presence of ofatumumab in human milk, the effects on the breastfed infant, or the effects of the
drug on milk production. Human IgG is excreted in human milk, and the potential for absorption of ofatumumab to lead to
B-cell depletion in the infant is unknown. The developmental and health benefits of breastfeeding should be considered
along with the mother’s clinical need for KESIMPTA and any potential adverse effects on the breastfed infant from
KESIMPTA or from the underlying maternal condition.

8.3 Females and Males of Reproductive Potential

Contraception

Females of childbearing potential should use effective contraception while receiving KESIMPTA and for 6 months after
the last treatment of KESIMPTA [see Warnings and Precautions (5.4) and Clinical Pharmacology (12.3)].

8.4 Pediatric Use

Safety and effectiveness in pediatric patients have not been established.

8.5 Geriatric Use

Clinical studies of KESIMPTA did not include sufficient numbers of geriatric patients to determine whether they respond
differently from younger subjects.

11 DESCRIPTION

Ofatumumab is a recombinant human monoclonal immunoglobulin G1 (IgG1) antibody that binds to human CD20
expressed on B-cells. Ofatumumab is produced in a murine NSO cell line and consists of two 1gG1 heavy chains and two
kappa light chains with a molecular weight of approximately 146 kDa.

KESIMPTA (ofatumumab) injection is a sterile, preservative-free solution for subcutaneous use.

Each 20 mg/0.4 mL KESIMPTA Sensoready pen or prefilled syringe delivers 0.4 mL of solution. Each 0.4 mL contains
20 mg of ofatumumab, and arginine (4 mg), disodium edetate (0.007 mg), polysorbate 80 (0.08 mg), sodium acetate
trihydrate (2.722 mg), sodium chloride (1.192 mg), and Water for Injection, USP with a pH of 5.5. Hydrochloric acid may
have been added to adjust pH.
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12 CLINICAL PHARMACOLOGY
12.1  Mechanism of Action

The precise mechanism by which ofatumumab exerts its therapeutic effects in multiple sclerosis is unknown, but is
presumed to involve binding to CD20, a cell surface antigen present on pre-B and mature B lymphocytes. Following cell
surface binding to B lymphocytes, ofatumumab results in antibody-dependent cellular cytolysis and complement-mediated
lysis.

12.2  Pharmacodynamics

B-cell Depletion

For B-cell counts, assays for CD19+ B-cells are used because the presence of KESIMPTA interferes with the CD20 assay.
In Study 1 and Study 2, KESIMPTA administered as recommended, resulted in a reduction of CD19+ B-cells to below the
LLN in 77.0% and 78.8% of patients, respectively, one week after treatment initiation, and in 95.0% and 95.8% of
patients, respectively, two weeks after treatment initiation [see Dosage and Administration (2.2) and Clinical Studies
(14)]. In Study 1 and Study 2, at Week 12, 99.3% to 99.5% of patients had CD19+ B-cell counts below LLN. The CD19+
B-cell counts remained below LLN for approximately 97% of patients in Study 1 and 92% of patients in Study 2 from 12
weeks through 120 weeks while on KESIMPTA treatment.

In a study of bioequivalence using the same dosing regimen as in Study 1 and Study 2, before initiation of the
maintenance phase, total CD19+ B-cell levels below the defined threshold of 10 cells/uL were achieved in 94% of
patients starting at Week 4 and 98% of patients at Week 12.

B-cell Repletion

Data from RMS clinical studies indicate B-cell recoveries over the LLN in at least 50% of patients in 24 to 36 weeks post
treatment discontinuation. Modeling and simulation for B-cell repletion corroborates these data, predicting median time to
B-cell recovery of 40 weeks post treatment discontinuation.

12.3  Pharmacokinetics

Absorption

A subcutaneous dose of 20 mg every 4 weeks leads to a mean AUC,, of 483 mcg h/mL and a mean Cmax 0f 1.43 meg/mL
at steady state.

After subcutaneous administration, ofatumumab is believed to be predominantly absorbed via the lymphatic system
similarly to other therapeutic monoclonal antibodies.

Distribution

The volume of distribution at steady-state was estimated to be 5.42 L following subcutaneous administration of repeated
KESIMPTA 20 mg dose.

Elimination
Metabolism

Ofatumumab is a protein for which the expected metabolic pathway is degradation to small peptides and amino acids by
ubiquitous proteolytic enzymes.

Excretion

Ofatumumab is eliminated in two ways: a target-independent route as with other IgG molecules and a target-mediated
route that is related to binding to B-cells. Higher baseline B-cell count results in greater component of target-mediated
elimination clearance and shorter ofatumumab half-life at the start of therapy. Following B cell depletion, clearance was
estimated to be 0.34 L/day following repeated subcutaneous administration of KESIMPTA 20 mg injections. The half-life
at steady state was estimated to be approximately 16 days following subcutaneous administration of repeated KESIMPTA
20 mg dose.

Specific Populations

The following population characteristics do not have a clinically meaningful effect on the pharmacokinetics of
ofatumumab: body weight, sex, age, race, or baseline B-cell count.
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Patients with Renal/Hepatic Impairment
Pharmacokinetics of ofatumumab in patients with renal or hepatic impairment have not been studied.

Drug Interaction Studies

Ofatumumab does not share a common clearance pathway with chemical drugs that are metabolized by the cytochrome
P450 system or other drug metabolizing enzymes. Additionally, there is no evidence that CD20 monoclonal antibodies are
involved in the regulation of the expression of drug metabolizing enzymes. Interactions between KESIMPTA and other
medicinal products have not been investigated in formal studies.

13 NONCLINICAL TOXICOLOGY

13.1  Carcinogenesis, Mutagenesis, Impairment of Fertility

Carcinogenesis

No carcinogenicity studies have been conducted to assess the carcinogenic potential of ofatumumab.

Mutagenesis

No studies have been conducted to assess the mutagenic potential of ofatumumab. As an antibody, ofatumumab is not
expected to interact directly with DNA.

Impairment of Fertility

No effects on reproductive parameters, including hormones, menstrual cycle, sperm analysis, or histopathological
evaluation of reproductive organs, were observed in male or female monkeys administered ofatumumab by intravenous
injection (5 weekly doses of 0, 10, and 100 mg/kg, followed by biweekly doses of 0, 3, and 20 mg/kg). Plasma exposures
(Cave) at the high dose tested in monkey are greater than 500 times that in humans at the recommended human
maintenance dose of 20 mg/month.

14 CLINICAL STUDIES

The efficacy of KESIMPTA was demonstrated in two randomized, double-blind, double-dummy, active comparator-
controlled clinical trials of identical design, in patients with relapsing forms of MS [Study 1 (NCT02792218) and Study 2
(NCT02792231)]. Both studies enrolled patients with at least one relapse in the previous year, 2 relapses in the previous 2
years, or the presence of a T1 gadolinium-enhancing (GdE) lesion in the previous year. Patients were also required to have
an Expanded Disability Status Scale (EDSS) score from 0 to 5.5.

Patients were randomized to receive either KESIMPTA, 20 mg subcutaneously on Days 1, 7, and 14, followed by 20 mg
every 4 weeks thereafter starting at Week 4 with a daily oral placebo, or the active comparator, teriflunomide, at a dose of
14 mg orally once daily with a placebo administered subcutaneously on Days 1, 7, 14, and every 4 weeks thereafter. The
treatment duration for an individual patient was variable based on when the end of study criteria were met. The maximal
duration of treatment for an individual patient was 120 weeks. Neurologic evaluations were performed at baseline, every 3
months during blinded treatment, and at the time of a suspected relapse. Brain MRI scans were performed at baseline, 1
and 2 years.

The primary endpoint of both trials was the annualized relapse rate (ARR) over the treatment period. Additional outcome
measures included: 1) the time to 3-month confirmed disability progression for the pooled populations, 2) the number of
T1 GdE lesions per scan at Weeks 24, 48, and 96, and 3) the annualized rate of new or enlarging T2 MRI lesions.
Disability progression was defined as an increase in EDSS of at least 1.5, 1, or 0.5 points in patients with a baseline EDSS
of 0, 1to 5, or 5.5 or greater, respectively.

In Study 1, a total of 927 patients were randomized to receive KESIMPTA (n = 465) or teriflunomide (n = 462). Of those
randomized to KESIMPTA, 90% completed the study; of those randomized to teriflunomide, 81% completed the study.
Demographics and disease characteristics were balanced across treatment arms. The mean age was 38 years, 89% were
White, and 69% were female. The mean time since MS diagnosis was 5.7 years and the median EDSS score at baseline
was 3.0; 60% had been treated with a non-steroid therapy for MS. At baseline, the mean number of relapses in the
previous year was 1 and the mean number of T1 GdE lesions on MRI scan was 1.5.

In Study 2, a total of 955 patients were randomized to receive KESIMPTA (n = 481) or teriflunomide (n = 474). Of those
randomized to KESIMPTA, 83% completed the study; of those randomized to teriflunomide, 82% completed the study.
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Demographics and disease characteristics were balanced across treatment arms. The mean age was 38 years, 87% were
White, and 67% were female. The mean time since MS diagnosis was 5.5 years and the median EDSS score at baseline
was 2.5; 61% had been treated with a non-steroid therapy for MS. At baseline, the mean number of relapses in the
previous year was 1.3, and the mean number of T1 GdE lesions on MRI scan was 1.6.

In both studies, KESIMPTA significantly lowered the ARR compared to teriflunomide.
KESIMPTA significantly reduced the risk of 3-month confirmed disability progression compared to teriflunomide.

KESIMPTA significantly reduced the number of T1 GdE lesions and the rate of new or enlarging T2 lesions in both
studies.

Key results for Study 1 and Study 2 are presented in Table 2 and Figure 1.

Table 2: Key Clinical and MRI Endpoints From Study 1 and Study 2

Study 1 Study 2

Endooints KESIMPTA Teriflunomide KESIMPTA Teriflunomide

P 20 mg 14 mg 20 mg 14 mg

(n = 465) (n =462) (n=481) (n=474)
Clinical Endpoints

Annualized relapse rate (Primary 0.11 0.2 0.10 0.95
Endpoint) ' ' ' '

Relative Reduction 51% (p < 0.001) 59% (p < 0.001)
Proportion of Patients with 3-month 10.9% KESIMPTA vs 15.0% teriflunomide
Confirmed Disability Progression?®

Relative Risk Reduction 34.4% (p = 0.002)

MRI Endpoints

Me_an number of T1 Gd-enhancing 0.01 0.45 0.03 051
lesions per MRI scan

Relative Reduction 98% (p < 0.001) 94% (p < 0.001)
Number of new or enlarging T2 lesions 0.7 400 0.64 415
per year

Relative Reduction 82% (p < 0.001) 85% (p <0.001)
aDisability progression was defined as an increase in EDSS of at least 1.5, 1, or 0.5 points in patients with a baseline EDSS of 0, 1 to 5, or 5.5 or

greater, respectively.

bProspective pooled analysis of Studies 1 and 2. Proportion of patients with 3-month confirmed disability progression refers to Kaplan-Meier
estimates at Month 24.
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Figure 1: Time to First 3-month Confirmed Disability Progression by Treatment Full Analysis Set

KESIMPTA (M = ©44)
24 =f|= = = Teriflunomide (N = 932)

— e o e =@

Risk reduction {RR): H¥4%, p = 0.002

Kaplan-Meier estimate of
cumulative event rate [%]
=
|
L
b |

0 3 6 9 12 15 lg 21 24 27 30 33
Study Month
Number of patients at risk

KESIMPTA 944 908 B8FV8 844 810 784 534 319 176 49 1 0
Teriflunomide 932 901 841 B804 756 718 478 298 146 41 1 0

A similar effect of KESIMPTA on the key efficacy results compared to teriflunomide was observed across the two studies
in exploratory subgroups defined by sex, age, body weight, prior non-steroid MS therapy, and baseline disability and
disease activity.

16 HOW SUPPLIED/STORAGE AND HANDLING

16.1  How Supplied

KESIMPTA (ofatumumab) injection is a preservative-free, clear to slightly opalescent and colorless to slightly brownish-
yellow solution for subcutaneous administration, which is supplied as follows:

KESIMPTA Sensoready Pen:

Carton of one 20 mg/0.4 mL single-dose prefilled Sensoready pen NDC 0078-1007-68
KESIMPTA Prefilled Syringe:
Carton of one 20 mg/0.4 mL single-dose prefilled syringe NDC 0078-1007-69

16.2  Storage and Handling

KESIMPTA Sensoready pens and prefilled syringes must be refrigerated at 2°C to 8°C (36°F to 46°F). Keep the product in
the original carton to protect from light until the time of use. Do not freeze. To avoid foaming, do not shake.

17 PATIENT COUNSELING INFORMATION

Advise the patient to read FDA-approved patient labeling (Medication Guide and Instructions for Use).
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Infections

Advise patients to contact their healthcare provider for any signs of infection during treatment or after the last dose. Signs
include fever, chills, constant cough, or dysuria [see Warnings and Precautions (5.1)].

Advise patients that KESIMPTA may cause reactivation of hepatitis B infection and that monitoring will be required if
they are at risk [see Warnings and Precautions (5.1)].

Advise patients that PML has happened with an intravenous form of ofatumumab administered at a higher intravenous
dosage in patients with CLL, as well as with drugs that are similar to KESIMPTA, and may happen with KESIMPTA.
Inform the patient that PML is characterized by a progression of deficits and usually leads to death or severe disability
over weeks or months. Instruct the patient of the importance of contacting their healthcare provider if they develop any
symptoms suggestive of PML. Inform the patient that typical symptoms associated with PML are diverse, progress over
days to weeks, and include progressive weakness on one side of the body or clumsiness of limbs, disturbance of vision,
and changes in thinking, memory, and orientation leading to confusion and personality changes [see Warnings and
Precautions (5.1)].

Vaccinations

Advise patients to complete any required live or live-attenuated vaccinations at least 4 weeks and, whenever possible at
least 2 weeks prior to initiation of KESIMPTA for inactivated vaccines.

Administration of live-attenuated or live vaccines is not recommended during KESIMPTA treatment and until B-cell
recovery [see Warnings and Precautions (5.1)].

Injection-Related Reactions

Inform patients about the signs and symptoms of injection-related reactions, and that these reactions generally occur
within 24 hours and predominantly following the first injection. Advise patients to contact their healthcare provider if they
experience signs or symptoms of injection-related reactions [see Warnings and Precautions (5.2)].

Contraception

Advise females of childbearing potential to use effective contraception while receiving KESIMPTA and for 6 months
after the last treatment of KESIMPTA [see Warnings and Precautions (5.4) and Use in Specific Populations (8.3)].

Instruction on Injection Technique

Patients or caregivers should be instructed by a healthcare professional on how to administer KESIMPTA [see
Instructions for Use].

Instruct patients or caregivers in the technique of proper syringe and needle disposal, and advise them not to reuse these
items. Instruct patients to inject the full amount of KESIMPTA according to the directions provided in the Instructions for
Use. Dispose of pens and syringes in a puncture-resistant container.

Manufactured by:

Novartis Pharmaceuticals Corporation
East Hanover, NJ 07936

U.S. License No.: 1244

KESIMPTA and SENSOREADY is a [registered] trademark of Novartis AG.
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17.1 BOHRUVRELHEICET 5

17.1. | EBE£RE 4R (G1301558)

A D SR LIE R (6401, 5 H HARNBHE324)
R L L CEEAE ZEER Y 7 & A BT R iR
I Lo, ARFI20mg (WIEl, L%, 20, 4%, LARR4IER
RCHE) . X7 78R (ORAILFR—RE) 2248 &L &5
L7 (T & afkbt 2:1),

TR E H T % # 512~ 2458 1% D GAXE B TR 5 % AHI
137°F 2 REEIC EE 293, 6% L 7=,

GAEFLT IR A 7I R E DL
FEM | BAX v v RER
Bil% (95%(SHEXHD) | (95%(E 4 PfE
X [#)
1.0413 NA NA
77 20 (0. 465
REE 2.331)
0. 067 0. 064 p<0. 001
ARFRE 39 (0. 027, (0. 018,
0.167) 0.232)

A0 THHREGE T V& IO TR L, BeGmE, Mk (AA SME) | RO—
AT A OCAERT IR A% BIK, CAERTUR LR O R A SOSEH, RIA %
¥ RO BRI E ATy MR E LTETUCE DT,

BIVER L, AFIBEC27.9%  (12/43)) 138D B, EREIEA

. SR S A5 523, 3% (10/43M41) . U v SERIBAMEA. T%
(2/43f) ThH ot [5. 1ZR]

HD UTFOWTIIC b YT 5 BE

® McDonald@2 Wi #E (20104FLGTAR) CLEMERELIE & 22 S 4
lisecs

® PR T ARA L R AAE SR BRIG B 2 A B R IMERETT
L Fe LA LI B

® St B 24E DUNIZ L O AR 21 B ST BEAR O B
B ELL RO AL, 230, W ETELINITIMMRT i TR
BIEEME (GAIERETURZA & 25 WITHTHL SUTIERT2RA) 2558
LB

17.1.2 BHVETTTEGRER (G23015KBR. G23027KER)

62301 3Bk Je ONG23023K B T [A F L Tt S L [l — 7 A1 v D

RBRTHY ., FREME I ZRMUEFE(LEREL (62301588 : 927

B, G23023 Bk : 9554) At b LIoMIEAL _—EHEKR

teriflunomide (EWNARIKGR) *RICATHEMEHEGABRTH 2,

AFl20mg (FIlE], 1#%, 20, A, CARRANE IR <R T #

5) . XiXteriflunomide 14mg (1H1ENRA#E) #1:10DHT

B0, B G RNIIRE IC R | KT REEE T E T

B 5% fikeE U7z, WiakBRO AT — & o 5B o U m i AH]

HET599. 50, XIREETE76. 00 TH o7z,

P R D = BRI IE H T &> 2 4R [ 76 38 & A A BE 1o IR LI L

A 45250, 5% % UG8, 5% L7z, T bEtm U7z iR o fFA iR

Wiz X v, BIKGHIIE R T HEDSSICHE-3< 34 A B4 2 s

AR} N6 1 H Rifet 9™ 2 B T 00 8 2 ARFIEE T 5 FRERIC Hh~ 4 %

34. 4% K 832, 5% L7~

6230134 BR 62302354
FHmE A ARHKIEE | XHHEEE | ARHIRE | xHEEE
N=465 N=462 N=481 N=474
FRFREE 0.11 0.22 0.10 0.25
(=) 50. 5% (p<0.001) 58. 5% (p<0.001)

3h AR AFIBE 10, 9%, *FHEEE ¢ 15. 0%




LEEERE L | AFIRETOX BB R 2 PR « 34. 4%
IR LT #eBRE (p=0. 002)

DEIED
6% A¥iked ARKIBE ¢ 8. 1%, XFHREE - 12. 0%
DEEE S | RFIRECORIREE 3 2 B : 32. 5%
IR LT eBRE (p=0.012)

DEIED

N: FHEGE (FAS)

a) ADHFEIFET NV E RO TIRAT Uiz, BGHEROHURZ ZE, ~—2 7 1 Ol
FUVEROFFEE, EDSSA 27| GAEETURAS, ROMElmZ LR, R Lo
e 36 0 R A BOBA SR, #8RE Z L OB (F) oA EE A7y b
EH L LCEFNICE DT,

b) VRER SN FH T RNICHIE LT L B0 . 6230155k K UNG2302i R D F &7 — 4 %
FICTRRYT LT, SBR AT, B 5RER O A& BER . < — R 7 o o DEDSS & jif JL 28
2 & L@ RlCox el — REF L% FHW T L=,

G230 1R CORMEM L, ARAIRET44. 3% (206/465%41) 123D 5

. ERRWERIL, EHHICHED 2H K516 3% (76/465%1)) |

FHEBATSR9. 0% (42/46561) | i AR IgMisi/b5. 4% (25/465%41) T

BHot, 62302RBRTORIEMIL, AAIBET57. 8% (278/481f)

THRO LI, FRAWERIZ, EFCHE > 28 G24. % (119/481

) EHALR 12, % (61/48141) | i IeMjgib6. 2% (30/481

Bil) ToHhotz, [5. 18]

F2) LTOWFhICHLEY T 58y

® McDonaldi2 Wik (20104FCKETIR) CHRMEMALIE & 2l &
T-HE

© RS F AR S S8 EREALAE SUTR FRIGBIME 2 9 5 kST
2 56 MR LIE R

©® EHEVFELANICIEILA Lo, imEFELINIC2E L EO R,
ST E VLA IMMRT i {5 CHRIS BN (GAIETURAE H 5
UMEHTH SUIIERT2IRZ) DR b B

18. ExhEEE

18.1 fERA%E

F7 7V Av 7t FCD20DHIRESN NV — T R ORIV — T
FATHEA LY MMRAF ARG (CDC) TEME K ORI A7
FRAfEE (ADCC) FRPEIZ X 0 CD20 B MEBHMAE K ONCD20 B TN A %
BIRESED LB Z HNDHLY,

18.2 £ FCD20~ D4 EMFES ER

BAIBERIC IR B CD2012 % LTIV VE S RE A R L O iR
K ME 167 pM) ) | CD20 7> & O fiR B ik X 2y - 729 (in
vitro) . AIRITMAINEICUTEE L CCD0ICHEA T D EE 2 b,
2T XY BN ZCDCIE M E R,

18.3 CD20R5 MR A AR {E R

WREEEE E MBI OGN S . REOMIEMIERITES LT
CDCIEMENIC LB B D TH Y . ADCCIEM: DFEEEITE s - 722 (in
vitro) , & hCD20% h T A7 =2 b~ LIZTHIfERIZRB W T,
CD20FE Bl & D A 7o WA IZ % LT HCDCTEHEZ 7~ L 72 (in
vitro) o W=7 A YW1 mg/keZ IR CE3EIL FHE L7
& & | R L H D CD20 5 BRI S &% UNCD20 5 MET B EL A3 524212
S H, U o it OCD20 B HEBHIAIE DS A L9,

19. BMRSICET S BIEZMMR

— &R
7 7Y ra~T (B Hfz)
Ofatumumab (Genetical Recombination)

AE
F7 7V AT BE AL B MHLE RCD20E /) 7 v —)
NFUETH D161 TH D, A7 7V A< TL, vV AITn—
~ (NSO) Mific X EEAE SN D, A7 7Y A~ 7L, 4620 D

T B B AN (v 18) 2 T RUIMED T 2 Bk
BIENOIR DL (k8 200+ TR SN HEX X0 (5
& @ #9149,000) TH D,

S
Cosoto022Ni74200020544  CHEBLHR 43 28 E 72 1)

20. ERLEDEE
JERRE AT D72 AFNISMEIC AN TIRIFT 2 Z &,

21, APB&EH
ALY 2 7 EHEFHE R EO B, EWYICERTSZ L,

22. @
IZN

23. =k

1) Cheson,BD. : J Clin Oncol. 2010; 28: 3525-30[20152211]

2) FEWNEE  WIAEEEE v FBAEARIC KT DI MEE A o Bt
(CTD2. 6. 2. 2. 3) [XXXXXXX]

3) Teeling, JL, et al.: J Immunol. 2006; 177:
[XXXXXXX]

4) FRPVEEE © CD20A5 AR D RRET (CTD2. 6. 2.2.1)  [XXXXXXX]

5) Theil,D, et al.: Front Immunol. 2019; 10: 1340
[XXXXXXX]

362-71

24, XHERERUVBEWEDLEL
INNNVT 4 AT 7= AR VT g AKX A VT b
T105-6333 A FHLHERE 2 FH1-23-1

"NOVARTIS DIRECT X
0120-003-293

FZfi8M : B~& 9:00~17:30
(REARUSTRBZERL)
www.novartis.co.jp

26. BLERFTEERESF
26.1 BEHRSE (A)
JNT 4 AT 7 —< KAt
FORHEAE K P1-23-1
(01)
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1 ZBESUTZN R IL OV DFETEFRIL ..o 3
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1.3 BB A AT BTG D TE T oo 4
1.4 ZhEEXUIZNFACEIE T D IERE DFETERIL oo 4
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CTD1.8.2 ZhE - HR (X) ., AL - AR () RUZDHRERH OMB157/4 2 7Y L= T

1 EER ZZR B UV F DR EIRHL
1.1 PhEEX (XZh R

4. TREBFICBIT 5 BER TR OHERIEE O T
P58 FLAR T 22 S I LAE
FERIEENE 2 A 5 _ RIEEITR 2 R AE A LIE

1.2 PEEX (IR R D EREHRBL

AHES I ARRAER (G2301 RBR K O G2302 BABR) Tix, ERNOLREMEMILIE (MS) DB A
RT74 v (ZREFELE - AR FMRLTEITA KT A2 2017a, ZRMEFECIE - RAPRFEER
DA BT A 2 2017b) XITEAFBEWIHED R LISl e (B4 @A 2 i 2015)
TR EINTWAHIRED 5 5, McDonald ZWrZHE 2010 ETHRT MS OZIMEELTE - L, B
HARAIZ RMERAIE, L < IPRBIEBM LA T2 RIEETRZ REM(LE &L 2 s - BF
\ZFH Y95 relapsing MS Z Xt & L7z, AESE NI HRABROBEEND, AHFX, relapsing MS (Zxf
LT, teriflunomide (ZH_FE LB R TR R OHEAEE OETMHIZR 2R3 Z & BERGE
Shic, BEANLHZIL-EERILFSF I RS (G1301 3ABR) T, relapsing MS % xR
G2301 RBRK * G2302 REBR L Rl — D HEHETAREZ TG L 25, 77 ERITHS, Gd&
FETIREEZAERCHGIL, BRLMEIT2EmER L, KRICED 77 ERICHAFER
Gd &F¥ Tl IWER O RIT, ERERE TULAEERRE LRKRICALNTZ, X->T, G2301
RBR & Y G2302 Bk THAE SN 7= AAZ & 5 relapsing MS (2% 5 R T2V R &K O H AR FEE
OETIHIZIFIT, ENBEETHLRBRICHFTE D200, KAOHEIIZEE, relapsing
MS [ZHY T 22 AWT, [THREMARL R GE R O EBEEM 263 2 ZRMEE T
ZHRMEMLIEIZ BT 5 HR TR OHEREEOE TS LT5ZLiIRYLEZS,

EATOARA OB EIL, AN, MITBHEANERLEREGRSEE (CIT, B8 &
I W oW ) P EE T L B oo R, SET
iX, SRMBELIEIC T 2 KA OBFR TR O F ERIEE OEITMH IR 2 RIET 5729,
HEAME T AEAER (G2301 B KR O G302 #By) 2atE s nz-2, [ I m
- I ]
- ! .|
| - -, A,
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1.3 MEER (ISR ICEEET SR

5.1 BRARFBRICHLZ AN B IVTIZ BH (2B 1T % #9853 MRI B ET RICE S RETEEME L 255
(2, BEXNREEIRT S Z &,

1.4 PEER I RICEET 5T DR ERL

ARENOZNREXNIZIF & U TRRE L 7o B8 BRI 2 56 PEREALAE B OWR IS B A 3 2 IR IEiE
TR S VEREALIE L 31T 2 38 T B 2h Bl OV IR R B 5 O EAT T 0 R0, SMESE 10 AR
(G2301 #BR J Y G2302 #fR) THRAES T\ D, ZIRE IR, FREIEEMEL A3 2 Z kP
AT Z FEPEREALE 2 5 LT DA%, SRBISENE DG M2 44 5 7o o O FLHEIX, EN O MS
DELFEITA BT A > (ZHVEREACIE - HARERERZIEITA K7 A 2 2017, ZRPEB{LIE -
PR RR IR AT A BT 4 2 2017b) XUTIRAETEEWIZEHEN R Lo 2 ueE (R4 7 a2
FEHE2015) THIREIZERIN TV RWZ E0vn, RAIZEGT 52T, BKHBRICHEAANS
NEERFEORBIFEMEEZ S BT H L) EEMREZIT) 2 N & B 2,  THRRBRIZHAA
NoONT-BEITET 5 HEHE T MRI B AT RIS EBRIEEIME L B &2, BSR4 RIRT
HZE| ERERELRL,

2 AERUVAERUVZTDOERTERAL
1 RERUAE

2.
6. B, WMAIZIFA 7 7Y LA~T (BaMfz) &L TI1HE20mg Z#E, 1#H%, 28
e, 4RI TES L, DRI 4 BEECE TERT 5,

2.2 RERUVAROEERNL

MS IZEHBERENTHEINIEBUEKEBETHD Z LG, MS 2% & L=sES I FHRER
(G2301 #BR M TF G2302 3kR) K OAAND &SN L 7 [EERIL R 11 HER (G1301 3A5R) T
1%, RTHGICE D HEHERERR CTH D OMS112831 RERDEFKT — %, €T VENT, &K
Vial—va VORRICEKSE, ML LMD NT A EBEO BT MS I LK O
HAEREEZREL, A7 7Y Ah~7 (LLF, OMB) 20 mg %8 AT HIE &G, 1%, 28
%, HMEFFHNIZ 4%, DR 4BEBRB TR TRG T ZEE L, ZORE, G2301 BRE D
G2302 52 T, teriflunomide (ZHL~_AAFNZ L D MS O F3E T 15%h Fe Je OV IR B 55 O A1 T4 )
ENEAEITRSN, GI1301 REBRTIE, 77 BRITHAAKRANT X D MRIIKEZE OIHI RN A E
RSNz, e, WTRORBRIZBW T ARAOZ 2T v 7 7 A VTR Ch -7, BLED
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Zenb, KElOMEHET @, RAIEF 77 Y A~T (BEFHBLZ) LTI H
20mg LA T OFRERMIRE TR T&RET 5, EAM - Pl bry, 1%, 2 8%, MR 481%,
DIBE 4 B & L CRBHFETL2 23RN EEX D, LATIC, MS &5 L L7z G2301 3
BR, G2302 #ABE K& N G1301 iR CHW - FHIEH B Eﬁ%&&éOMﬁuwlﬁ%®%f
B2 BT IENE Y S 2 L—3 3 O ROWNS &,
OMS112831 B TiX, OMB %# 3 H&E (3mg, 30mg, XiX60mg) T2 & (LLF,
q12w) Xix60mg & 4L (LLF, qdw) TR TG Uiz, Blasid 30 mg £ THEMKAFH
RN L, 24 A OB A @ L CTHBT NY =0 4 (Gd) &% T1HAE S 30 mg
i?%gwﬁ%_ﬁ9bt5&MJOM$u%1ﬁ%$@munzTwwﬂm TRCTOHLGRE
DFEPER RET N2 T, 5% 4 B~128To B M CEHME) & Gd ¥ T1 R
B OBEREZTG L7z & 2 A, B Ml X 0 IKEOEEGITHH Gd & T1IREEA WA LTn
22D, TR R A D DI B M A K S HERFT 2 ER S H 2 LIRS L
72[5.3.4.2-1-OMS112831 #kB#-7.2.2 TH], L2>L7223 s, AZMEICEI L TIX, 60 mg qdw BE Tl
b AH72 B M ORISR b b OO, &5 12 HE £ TOHE Gd &% T1 WA O RFEEO
7T B ARCH T DT, 30 mg ql2w KT 60 mg q12w BE TR E RE VIR O b Lo 7o
[5.3.4.2-1-OMS112831 ##-Table 11.07], LAMEICBEA L TIE, &5 12 BE%ZE COREFEFREHE
X, OMB 60 mg q4w #£ T 81%, OMB 60 mg q12w #£ T 65%, OMB 30 mg ql2w # T 72%, OMB
3mgql2w #£ T 71%TdH D, OMB 60 mg gdw Ff TEi2> > 72[5.3.4.2-1-OMS112831 #kl§&-Table 417,
Fo, BH R2BEBRETICRIELCEERAEFS STV 31D OMB 60 mg % 5-H THRILL,
Z D9 BIEFHTEE D BUG 2 (W9 h OMB 60 mg géw BF) KON A b b A Vi HEERE 14
(OMB 60 mg q12w #) Tid, 1RBREK & OBEIIGE S 78 h o 72[5.3.4.2-1-OMS112831 7#-8.2.2
H],
5B ARRBROHEHELZ LV EUICERET 5720, OMS112831 REkT — 4 2 W\ CTET ViR
ﬁ(&%%%TW&U&mmPD%TW)%%%Lﬁp7ﬂm53] fENTRE SR D, B MR
RN & 8 cells/uL LA NICHERFT2 Z L1k D, AANC LD Gd &R T1 WA OIHIZh
RITHSCNEOND Z RSN, LIS, EFTAMEEZEDOY I 2 L—y g UiEREZTRT,
o AL LLT, OMB20mg % 3 [0 (Dayl, Day7, M(®Dayl4) B F&EG5+5ZLicky,
95%% B 2 5 HE5E T, BMIRECAE BT Gd & T1IRAE O+ 72 lcngt & S a il
(8 cells/uL LLF) ICETHIIHELZ N TE D,
o ZOEALE (20mg & 3[E) 2LV, OMB 60 mg O H[AF FHE- (2 H~ZhFAYIC B flfndk
Z 8 cells/uL L FICE THIBIE L Z LN TE %,
o HERFEH-L LT, OMB20mg # 4 BRECR THEGTHZ LICLY, BMEARBLTWD
FEAEOWERE (95%H) 12xf LT, BHIROMBEZ T Z N TE S,
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2.3 AERUVAEICEET 5IFE

71 BETERICAREZZRGETE o281, TEAETESHCEE L, To%ix le. A
EROHE] CHESNERERBTREGTDL 2L,

2.4 RAERVARICEET 5B OHRERN
BHEYERICARZEGETE 2o 8A1E, REEGETERCOPDLT, ZOREND
6. MEROME] ICBE SN GHRTRETOUENH DL Z ENORIE LIz, ZOHIEI,

HERFI O A TR EAWIC O EIS T XELDTH D,

ARFN D MS TORIEM: D P ETEEINE I3 2 2 R B IRk F 2, BAB OG-
L, AFIOAZNEEZRTT=OICME L S5 LUV E T B M Z 2200l &
DIZDIZHE L, MR ORERRIL, AROGMEEZ RTIDICNE L I D L1 T B #Hil
WEMRTHEOICHRELTE 2251H) . XoT, T6. HIEAOHE] THIE L-HELER G-I
IV EGEBENELS 25 &, BAHTIE, MS ORIEMEOREEBIFEME (FROFRES MRIHZE)
ZWRE D ICHHICTERWY R B30, HERFHITIE, MS ORIEMEDFEEIEEME (EFRIF%
R MRIJHZE) BERT DU R85 5,

3 SEE

LM LIE « FAPRREBER 2T A K74 (2017a) [ ZRMEMEAVAE - FRRERERZIE T A R
TA ) EREE R, ZFRIETLE « SRR ZIET A BT A > 2017 HOC R ERE
(internet) Available from: <https://www.neurology-jp.org/guidelinem/koukasyo _onm_2017.html>
(Accessed 12 Jun 2020) (available upon request)

ZRNEMAVIE « BARRERERZIRAT A BT A 2/(2017b) [ FEVEMAVIE - SR ERERZIET A R
T4 ) AERER SR, ZREELE - ARSI A BT A 2 2017 BRiR—7 < VERY
A F)L—IZ-DU T, (internet) Available from: <https://www.neurology-

jp-org/guidelinem/koukasyo tuiho.html> (Accessed 12 Jun 2020) (available upon request)

JEA GBI 2L (2015) 13 FEMEREALIE /BIApeFrise (CFERk 27 4 1 A 1 BT Ofe &
%) . (internet) Available from: <https://www.mhlw.go.jp/file/06-Seisakujouhou-10900000-
Kenkoukyoku/0000089938.pdf> (Accessed 12 Jun 2020) (available upon request)
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H TR ettt 2
Lo BBEEEAE oottt 3
2 B A et 3
8. FE TR L RITE AN oottt 3
9. KD R AT D HEE TR T DIEBEMM oo 6
9.1 BOHE « BEEIEZE DB D BB oo 6
9.4 A FEBE A AT D M oo 7
0.5 BT .ottt ettt n et n e e n e 7
9.6 FZILITAM ....cveeeeeeeeeeee ettt 8
0.7 I B oot 8
1O, FHFLAEFIRE oot 8
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1. E448
1. B4

LMY o SPEAIMIEOIRED - DI F 7 7Y A~ T 2 S L7 BRITFR 7 A L A% ¥
V7 ORFIZBWT, BEFFRY A NV AOFIEMHEALIZ LD HFAREICE VBT LRI HRE S
T, [8.1, 9.1.1 &H]

1. BEDOBRTEIRNL

LRVEBE(LIE (MS) Zxt8 & LA 7 7Y A~ 7 OEKRR CIX B AFLOFRITHRE S
TV, Fio, MS BETIE, EMEEEEO XD ICMERMERR LD Z L3, RE
HHEFOHOFEL B2 D Z LG, HEMHIOREIIR LD EEX LN, AHOBRIFRY
ANV ADOBFIEMALD U A 7 IXBERGEARSERIA 280 U o B B F IR T 2856 L I3 R
Do

—J7, MESME T FFRBR (G2301 FABR KON G2302 #BR) K OVMERSILESE 11 AHRBR (G1301 3
BR) TIEBARIFRATIANZAZ Y VT RELSD ALY R BEPBRILSN T2 L, BIAGRALE
RIK| & G Lol CD20 Uil & EMEIEG B E 1T & 5 L2 BRIC B BUFR U A L 2 OFIEME(L 3 s X
NTWbZ e, BREFRD A NAOFIEHAIZESER 2200 21 5 aletEn o 5 Z L2 BE L
T, BEOHEZREL, BIEY L MEA MR A2 xR L U BEAGRARSE RS o B AR © B BT
T ANV AZDFIEMLDRE S TWD Z & ZFta LT,

i

2. B2

2. E5 (ROBHICITTRELGN L)
2.1 RFN Dokt UViEE OBEERE D & 2 &
2. EEROERERR

AFN DB 5 LISBE DBEED & 5 BB IAK 25 L5, BERIBBUELEIRS IS
DAMREMENBE R OND Z L2 b, —REE L LCRiH LT,

B3

8. EELEFRIIER

8. EELELNIRE

8.1 BHUFRTUANADEFIEMHLIZEDTFRBD S LoD BENNH L DT, KEBEG I -
TBRFR AN ARLEOFELZHERTHZ L, [1.1, 9.1.1 ]
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82 AHFEEICL Va7 ) VREDOIKT, WNZAIMER, HFHEREOY >/ EROBD MR H
DI, TAUEWEYYENAE U D LT 28200 H 5, AAI ORI & OVE#
T HRITEMANCMIRRAEZ1T 9 2 EEEOREEZ BB T2 L, £, BYYEDA
EIERICIERE L, BENRO ONEHAICE, 0 CEREBICHET 2 & o BEIcHE
45z L, [9.1.2, 11.1.1 ]

8.3 AR HIZ XV BB L, ARAIEGHIE% S EHIFICHZ 0 B MO T 23 Rt
T2, TOD, KRG FIERZRICENTS, REIMHEERICL OV MESY A LV AFEIZLD
JEYENE U5 UTEALT 2 BTN NH 5D T, BREDRELZ F3ICBETL L,
[9.12, 11.1.1, 16.8.1 ]

8.4 ARENDOEHZITHEFITHE D RHHOG RN, §, MR, B, EHE) RbbbhdZ
EDRH D, BHRRBRTIE, £ < EPEERGRHIGED LN TS, 2\ A UBEOE G
RO HITWD, FEHBMGFEINTES IS S 2 OSOFRBUCER T 5 L 5 BEICHET 5
Z L, RAIOYIEE GRHCIE, EHRICHE S SRR AR S 572012, HEICG U CRIE
REAT A REOFHEGEEBETHZ L, [11.1.2 B3]

8.5 ARAIDOE GBI HT- - TUX, FEEIEHICRE VT, LTEMICE D0, ERiOEEOERD
HETHREAEITH 2L, HOBEGOEAIZHOWTIE, EMMAEOZ YL EEICHREL, +
TR BOB AR A& s L7214, ARFIE G X D EHME & RHLEIZ DWW TRE XULZ O/ S H
HfR L, MEEICEGTEZ 2R L LT, EMOFHEEO T TERTH 2L, AL
B G- O, EYHES OARFNC L 2 EIER RSO 2560 H 85 Ok S R #E 72 R
ERDAREMED H D LA, EHICH G AR IS, ERMOFH T CHEEICBLET S
R WO RAE AT O T b, ET, ARG HICEWEH ORBNEON 551X, WO
PR ~EAE T D L O BEICHRE 21T ) 2 &, ERBEAOENGBEFHMEHA L2V E IR
FICHEBZIRL, T X COREORERBEFETIEICET 2IHEOMIELTT O L RS, f#H
B OESw PEFET DRMERIET 5 2 L,

8. EELEARMNIEDRTEIRM

8.1 AFI& 514 D B MR IBIC KL 5 2H gl OIS EEEDIK T2 % B L, BRFRY
ANAXY UTICHT DEREZRE LTz, B AR T A LA L 2 BHENFR UIFREEA <
72012, HARIIRFESER D BRIFFRIBET A RT7A4 25512, KFIBGEGITICSLER T A
WA= —REEITWVEEOFEZERL, SO0 LU A7 2 HIi+5Z &,

82 W /T U REOIR TIZEA LT, ¥Eshas I MHEER (G2301 3R e OY G2302 &kBk) T,
HERAEFRORET R, FEAENRTLV—R1 XE2 OFHTHY, KNG I
EE A EDOWBRE TR EMGNFIRE CTH - 7208, /a7 ) D EEOFERS, BIEA,
BEIROBERIEICE > T AEFFSR, MORBREOR G P ILICE > 72/IEMIE, teriflunomide Ff



Novartis Confidential Page 5
CTD1.8.3 FRAELDIE () RUZDHRERN OMB157/4 7 7Y LA T

(ENAAGR) (T AARBIFECTRIGER EVEAIARD b, F72, ol CD20 FLikfiF)c
LW EZITTZBEICBNT, I a7 ) VREOIRT &2 BIYED U 2 7 s
SNTW5D,

GF P BRI, B BRI e OV o SERIEAD I B LT, V@AM T FHERER (G2301 R BR K O
G2302 #Bk) 12BN T, ARHFIBETIL teriflunomide B & LLEE L CZ B OF FERHGOIBUEE HMK
VEIANZH D DD, RABETHLRBEDEO LN TEY, IRRELOMELH ) L SN-HEE R H
% (AMmERRAIE, 4 HERBPERUISE) 1XARIBECORRO Hivlz, F£72, Grade2 LA EDH
MERSE DD DR S NIEFNIIR SN TE Y, MRIZIRALRH 56 DD, Grade 2 UL o H Il
B, U o REREUD SUTAF BRI 3 A2 U7 BRE 12 W CUE, B 34 U7 s o T B
(Grade 1~4 IZ3% 4 L2 o T2 B E) & T, BB 7R RYSE O FE BUBHE 73 i U MEE A2 3 - 72,
INDEEEZ, AEIRGICLVREI 7 ) VREOIRT, WONZAFHERETYY & SERA
DI B2 TRYENE U D UTEBLT 28R HH 2 s, AFIOEGIZHT- 0 BFEOIR
Beh T ICBIE T 5 OB ZHE LT,

8.3 AAIIL B Mt & i S i ReIc B A 52 52 L, 72 MS BFIZHT 2 ARF OG-
FEMMICES Z e ESND ZEE2HEZD L, RFEGICLVEYIED U A7 ST %
ZEBNBESND, F7, WBAVEIERER (G2301 3R & O G2302 ER) 1ICBW T, HCkoOUst
LEIZB WD TREYYE DS EE MR ST 5 teriflunomide & Feille LT, ASH Tl HE A 72 R YLIE D %
BUBERE S @ WMEA B TR Y, AKAlE OREDH Y & SN T-EERRYYE G EEBI TR 5
iz, THBEEE 2, BYYEDORBUIOWT, RAELGHIEE G BEOREZ HoIc8lsd 2
BOEEMEZFRE LT,

8.4 VEANES T ARERER (G2301 B K& OF G2302 #ER) 1THBW\ T, AANC X D ESHIfE O BH RIS
X, FEALDOELRTL—R1 T2 OFEELRFELTHY, RFEOM LRI E 72 5 F%
Tl ole, £, BIRKEAT oA REOR/ XNIFEATaA R (TN /7=, flk
2B I VA EEHES Lic L & ORFIFECOEMICH 2 R OCORBFEL, 77 v L FfE
EThole, 77 ERHETHESMEI RHRISHRO LN Z LD, RIEGICLIRELE
2 b,

—J7, WBAMEIARRER (G2301 3R & Y G2302 3kBR) K ONEBSHL A MAERBR (G1301 7RBR)
IZBWT, ERICHE R ROSITEMEICEBLL TV, WS IHERER (G2301 3B K )
G2302 R BR) TIE Grade 3 XITEERFER LERM TRO N, F 7o, WHE D HRR
(112831 #BR) 2B\ Tk, HEHE - HEXVLEHETHD 60mg H5HETIEIH L L OO,
HERYA N A VIHERERE (ZFL— K2 OFEL, REEOERTH Y, Sk CRREFRBIZY
5 ENHERT AR EELER) Lo b Tnd,
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S I, WA AR (112831 lBR) M ONEA R IAHRAER  (G2301 3R & OF G2302 7lER)
IZBWT, HEERESIHE ) RHLUSHRD LNTERNE, Wb #laE 5RO R BLCRiE 5
BT TN TERTH Y, Fife5 2521 72JEH] TliX Grade 3 DFHRN 1 Bl TROHNT-H
DO, BELRFZIRD LT,

INGEEE Z, FEHICH S BEFINZOWTAFIE GHGMINICERERLETH Y, FFIZE
SHIPE S REOSERBLT 2 Y 27 O@EmWHIEER SRV TE, BEORBIISCTAT oA
REOHIEGABETILEND D LB X, EEBREAZHE LTz,

8.5 [ERSILIFZE MAHEBR (G1301 &ER) 1B W, FIEIEEGIIBENIC CTERERE O R # » 733
BTF#EGT 5 L, 1HBURBRIIHEREORLBIZIE LT, BAICTAY v 7 OFEF T,
BRE I E N A O GTE L & Lie, £, k53— b Tk, #E oA LG
UC, EMOHEWICE Y, WBE INEBICLHIEEACKGEZHR L, TOME, ki
HoX— NMIBAT LICHBRE D 5 5 64.4% (38/59 fiil, 55 10 il A AR AN#EERE) CTHETHCES
BT, EEH CEREMTOII AARANERE 1061055, &5 48 R E TIZ Gd &8 Tl
RENRDONTZDIX L BIOHRTH -T2, £, BEMEICHOWTIE, EEH KGN TONIZH
ARANEERE 10010 5> 6, 50 THEER KRG OBRBLEICAEESES (B2, TH, LXGERY -
WEUE - MR a7 U o M, KRR, EEIEERS 16D RO NN, Wit
Grade | (X2 TH Y, MAGET a7 U M B LSMIR Gk IC B L 2o Tz,

WS IARRRER  (G2301 AAUBR M Of G2302 3R) T, #IEIFEGIFBENIC TEFREE O X % » 7
M FEG L, 1, 2 KO4 L, EBREOFLBITECT, BRERNICTAY v 7OEE T T, #HEk
FXIEEPECRETEL 2L & Lie, &5 8 HEKLIKEIE, #RETOMZIZL LT, ERD
HIWFZ LD, WBRE INHEB L DETHCE G EHR L, TOME, REBEOK 87%
(822/946 Bl) THEEHA &G BNTHONI, EEHCEGBITOIIHERE OF ML L 2T
BREMOFER LR TH 72,

IO EEER, EMPECRGOZEMAEEICHRTF L, HoRBEI L E L 2%, K
FBE 5T £ D EBRYE & PUUEIZOWTBE UIZON#EE NER L, HRIEREGTEHLEE
B3R L7z B C, EROEFED T CHAK G A ERT OILERDH DI ENLRTE LT,

9. RENDERZEHI HBEICHT HTEM
9.1 SHHE - IEEFDH L5 EEW

9.1 SHHE - IEEFOHLE8E

9.1.1 1HEMME BRTREBEE, BAFRK T AL 23X % U 7 OBRE I RYE (HBs HiR[aME,
7> HBc HiiA X1 HBs LR )
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TEEHYE B RUFRBE T, HFROBIFEAEET 2 2 &, ARIOIREMIM B R OVEHRE T#IT,
G L CIFERER BB R VA N A~ — D —DF=X L T E(TH L, BRFLATANLADH
TEMEAL DO BEIER OFBUCER T 52 &, BRIFRU ANV AR v U 7 OBE LB ERYH
(HBs fiulsifatE, 7> HBc Hiuik X3 HBs HUiAGME) Tid B RTFR U A Vv 2 O #IEMHAIZ L 0T
RB¥bHOONLIBENDRHDH, [1.1, 8.1 ]

9.1.2 JEYYED B L BE

BYYEZ GOFL TV 258, BYYEDIRREZELT 52 &, MIMENEET BTN H D,
[8.2, 8.3, I11.1.1 ZH]

9.1 AHHE - BEEZEDHS5EEFEDHTERML
9.1.1 1.1, 8.1HOFK TSR
9.1.2 82IH, 83IHDOFKX TSR

9.4 XIEREZRT S EN

9.4 £FEREERT HF

PEUR PTRE 72 VRIS KT L T, ARG R OARAIR A& 5% 6 » A RNIEY) ZEtiEz Vw5 X
IfFETLHZ L, [9512M]

94 HIEREZ BT 5B DK TERH

H=T A4 i AN AREEREERR T, HIRTOARKKEGIZL D RIZDO B fMEIC 2
(951 28) , HAERIZOWTITIEG Y A7 R OSIE~OREENEINT A REMNH D Z &b
RE LT,

9.5 IEIEIN

9.5 LEIR

9.5.1 #lbm SUFEENR L T2 ATREME D & 2 el iE, 1R oA RN R E Elal 5 & ofk
NOGENZOHREZEEST D L, YA RHWEIRE DG RRA - JRFR AT O AR ORI
DICRHADMREIC T 23 BRICB W TA 7 7 YV A~ 73R A WE T2 2 LR EN TR,
BRIV - AL CRMY M B MR O & O E & OWD, LR TH—F— I Xy h~ETT
=Y (KLH) ZkT 2EMEREIGEDER TRRD LN TV D, ERREER O 160 5 (AUC %45
1) TREMW () OFRIZEWT, BRETRENC X DBYYEZER & LR C AR b
TW5, [94, 952 ]

9.5.2 MEARHFICAKIZ G5 L2 BE L O HARICE W TIE, BHIREOREEI HEIND ET
X, BV FUNEFHET T U ERE LR, BMROMEBIX, A7 7 F 0 X3sHEE
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U7 F AT K DEGIERBLO V X7 2RI D2BENNH 5, NELY 7 F 13 B Mlathgn o
FET DRNCHEEG LTS LW, +0RREISE R/ Ron Th LM 2 2 &, [9.5.1 2]

9.5 HIFDETEIRH

9.5.1 H=2 A P& BT AFERAEERBRICE T, AR B IR O R V8 & O E & o
Wb, KLH\ZXT 2SS SO FRRD bivt, £, [ERAERLORM CESD
REREICET A HESSE (QRA) | CERL3LAE 1 H 17 Aft JEASBEESE - EiEH4 R
PE A A BRI HAG) No. 36 % 2 TRRE L 7=,

9.5.2 B MIIAKETE L TV BIAITIE, TEHBEREIC 53 2 Sas A i S h 5 mTREMENE 2 B
DT EMBBRELE,

9.6 iRFLIFHE

9.6 RELIG

B LOAEMER O RFLRBEOA ML ZE L, RKALOMG UIPIEZMmETd2 2 &, AAlIDORE
P A~OBITIEIAHTH L2, & b IgG ITRATICBIT T2 Z & mbn T 5,

9.6 RILIFD R TERM
ARHNDOEEFLHF ~OBATHEIZ OV TR STV R0, —RIIZ, & b IgG TR ~BAT
THZENHLNLTNDZ EMNLRE LT,

9.7 IMNRE

9.7 IMNRFE
AN A et G & U T BEOR AR BRI M L TR,

9.7 NRFDRERM
AN At g b U BB M L e E AR LT,

10. HE{EAHE
10.2 BEAEER
10.2 6tFEE (BFRICEETH &)

R4 % R IRIER - (8 1R K - SRR T
Lo gF BT FUNIRHFTRET 7 FUEARIEE | EV T FUITRFREY I F AL
BEAET I FL Bt/ D7 b 4 AT E CICBET 2 | 2BPUERBRO Y A7 BT 5B

T L, IMER RO G HIRERIC B il | b D,
EIET O ETIIEY 7 F o IgmETY 7
FUERBERLRNWZ EDREE L,
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HH 4 % R ARAEIR « HEIE 55 ¥&Fe - falRIN 1
Rig{b 7 7 5 RIEALD 7 FAIARIBR ERRIED DR L | VI F L OREEHR I8N
% 2 ARRTE ClCEEET S 2 &, N D,
CIEIHEIA S IeE | 2D OEFNSEI D Bz A, AF | RN RERICERT2 Y 270
A BRAARREIZFNA) 72 S E s ER N E L DR | D,
T2 VD A T FNNH D, TS OIFNOVE iR
JvayEer | ROEREF2EET 2L,
FH Y R T

10.2 GERIE DR ERA

HU I FUoRIIEFREY 7 F L, RERT 7 F

AHNZ X DIRHP R ONRE Y 1% B IR EIE T 5 £ CoOMIZ, AV 27 F L XIsEEY 7 F
VEERT AL, U F UK DERYYERBLY 27 N KT AN S D, £, RiELU S
F U EERT LG THL Y 7 FUhEN T 5 At & 5 2 LM HRRE LT,

o2 I 1 503 S g R A
IS DFEANDOEE 2320 TV D BE TIHRERENKT L TWoH720, AAIOREGIZ LV iEE
DRPEIMHRIE & 72 0 BIYEZF R T D IREMENH D Z E P bRIE LT,

11. EIVERB{R
11. Bl¥ER
WORHWERNS bbb Z ENH DD T, BEEZHDITITY, BENBO NGRS %

k9% 70 LG LE AT O &,

11. BI{ERA DR ERHL
RERIC RS 2 272 E & LCRB LT,

111 EXGEMEA

11.1.1 JE&YE  (15.0%)

FRGEEY (BWHEEZS, RROERRYE, A TN W) BORYIERH bR DL LR D,
[8.2, 8.3, 9.1.2 &H]

11.1.2 VESHSHE S 2 RIS (20.6%)

FEEN, B, FRPUE, TR, JEITHOEFNIE RSN H LN ZENH D, [84 B H]
11.1.3 E1TMEZ BN VB ME(PML) (B EE A< H)
AFNDOIEFH M T K OVRIFAE T ITEBE OWREL +0IBlE T 5 2 &, BEMlbEE, RmkaeiEs,
JREBUER R BREE, DUIBORRER) |, MRS, KEEHFOERN & O bI5E6120E, MRIIZ K DHE
G2l K ORI E 2175 & L ble, &G2PIEL, WURABEZITI 2L, RAIDOZHME
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TEAVIE 2 %15 & U 72 B IRFRBR Tl PML OREIZ 720D, 18V D M 3 s R 126 Ui
HET 2547 7 b~ 78A %2 ST Dbt CD20 HuiARLA| K O D 2 R VIE TR IR K 2 ¥ 5 L7
BEICBWTIC A VAEZ LD PML NG STV 5,

1.1 EXGEHERA QR ERHL
11.1.1 A TAEEER (G2301 3Bk & OY G2302 #kBk) K ONEBS LRSS T AREER (G1301 3R5R) (2
BT, B (77 A XL teriflunomide) & PRl U TAAKIRE CRYLE DOFBLY X 7 304
DEITFE D b7 otz

—J7, AANT B Ml AR SEREREICEL 52 52 L, £ MS EHEITHT 24K D
BHGIIEMMICES Z EPHEISND Z L2 HEX D L, RABEGIZL DEYSED U A7 H3HN
THIENEEIND, WBAMEIARER (G2301 7Bk L O G2302 7kBR) (2B T, BRKOUSHC
ENZB W TRYYE N EE ML X4 TW 5 teriflunomide & FE#E L C, ANA|TIXEE 72 GYE D FE B
B EVVEA 2RO AL TR Y, KAlL O ) & S BERBEYYE b EEG TR bl
TWo, 7z, EFEIEFEZ THEHE (G1301 3B CTIIEEQEGYEITRD b T, WA EIIHE
B (G2301 3B M OF G2302 5ABR) D AAFIRE CTRD BV EERYYE 24 Bl 5> B, 2 BliXTE
BRI GRSz, Y O 22810 5 B 11 BT, TRERIEE G- S o2 0% &
L, WTRLEEL, FEARERLOTho7, (77, AHZEMMEES LB TYH, BYE
DFEBUFE S PENINT 2 MR B> Tz,

UbzE 2, RFBEGICHI > TE, BPPEORBUCHDEETILERSH L Z LN HER
MAE A B OE LT,

11.1.2 84 HOREIRIS M

11.1.3  ZRVEBAGIEIC KT 2 BEARRRER CIX PML T8 S Cnian it o0, BEAGEASERLE| 2
B e Pt CD20 HUiR o s F i 2 AR BRI G L2 BRIC PML 35 S Tnvd 2 &, MS
BEICBWTHMOIEE] (2 X~T, 742V ER, 7</EEY AF)L) TPML O¥E]
PHE I TWD Z &, PMLIIBSEN IIHRER E 2% T TREMERH 2 2 L2 BB LT, EE
MAE A B OE LT,

11.2 EDHDEMER

5%LL E
— - BHFEEROR | EHALLOE RLBE, J&E, € 98, MEIR)
LA oK HE
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11.2 ZO/DEER DR ERHL

AR DOEERET — 22— MIEREHOBWEAICKSERE Lz, 0B, ERAREWEAOIHEZED,
BIVE R 8 B FE 1 3 Hg A1 56 1T AAEAER  (G2301 3ABR, G2302 ikBR) TOARAIRETOREIWERH OEEHT
Hoxio# L7,

14. BRALOEEMR

14. HRHLDEE

14.1 A ERTOEE

14.1.1 HBERANMIEFE B0 M LERICE L T 2 &,

14.2 HAFIF 5RO E

14.2.1 RGP BURIREAL, KIEIZERE OH DAL (5, FIR, E%E) ([TTERH LnZ &,
14.2.2 FESTERALIINEES, KRB UL BB & L, BEMBICHERNBMNEZEZ D Z L,

1423 AFNL 1 EERORAITH 2 7=, HHFEAOERFIIHERTTHEET L2 &,

14. BRALOEEORERI

14.1.1 MERFEFTOMERICOWTEH Lo, B FERFOR A FK KR L DIREETEZ S Z
ENHY, IR ERIBISEVIRE & T A 7DICEIRICKET Z & 25 LT\ 5,

1421 BEHHNSOSORED S D720, REPBUR/REANL, RIGIZRE O H 2 AT ES L
Nz AL LT,

1422 BFERZITIBRICHED L EZEX NIz Lz, £, WEEALUSDOEE D H
D7, [A—EITCERY IR UIENT 2 Z & IdET 52 & & L,

1423 ARANTHEE G ORFTH L7720, FRKRZFHER LRI 2R L,

15. EDHDIER

15. EDHDEE

15.1 EREREAICE D &R

BB CHLA 7 7 ¥ A~ THUROBEE 8E Sh T b,

15.1 EEERFEAICE D < [HR DB TERN

RHNDEFRRBRIC BN TH A 7 7 7 A~ THIEDBHERIR D ST 2 L bR E LT,
20. Bk E DT ER

20. RFVL LOEE
HUREE AT 5720, ARNISHIC AN TIRIET 5 2 &,
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20. Pk EDEEDRERIL
A TEMRRIRORE R W 2 BE LT



1.9 —RRMBMICHERDIXE



A TFAFE 0304 F 3 5
Yok 22 % 3 H 4 H

FHEM A TER (R) & &

ul

JEA G B 1= S i R A A B AR R

=1

= H S O — R FRZ DN T

FELIC OV TR, TEEMSO—RIA ORI OWT (FAk 18 42 3 A 31
A 3R 7 55 0331001 52 A4 574 =3 MR R EE) JFE IV HF>oTn5d
ETATHLN, A, BTHENZE T D IEFEL— B4 FR (LLT DAN) £ )
IZOWT, FIICHIlO LBV EDEZOT, #HTHO L, &% TREGREEICH
LA L HEER T2,

B, AEELICOWTIL, AARREREFESGSH THM L TWDHZ L& H
LIz %,



RS

OINN (2 # Sz i B o EIC BT 2 E S — IO 4
(ER% 184 3 A 31 HIEARA R 0331001 B4 #1744 [E KA /A is B
BEIBAICRTRIE 2)

Bk 21-1-B6
JAN (HAR%) : ¥/ Vo
JAN (3£ 4) : Ozenoxacin

VIR 21-1-B7
JAN (AAR%) : XY R=THRIE
JAN (3 4) : Pazopanib Hydrochloride

AV

NO N S
| Y \NHZ
_N
CH
3 ¢ Hal
N
ch/ /N\
N—CHg
=

CHs

BERFE 21-1-B8
JAN (AAK4): 7av hbhAv
JAN (& 4): Propitocaine



H CHs

H
N CH
\H/<N/\/ 3
o N RUHE R
CH3

VIR 21-1-B10
JAN (HEA%) . A7r7vi~w7 (EEHEBZ)
JAN (@ %) : Ofatumumab (Genetical Recombination)

Bk 21-1-B12
JAN (AAX4%4): rerax kv
JAN (& 4): Lubiprostone

Bk 21-2-B3
JAN (BAR%) : = K& 0 VKR
JAN (& 4) : Edoxaban Tosilate Hydrate

SO3H




BEET 21-2-B7
JAN (HE4) : wirmnxFis (BEFEER)
JAN (& 4£): Romiplostim (Genetical Recombination)

/

o = 21-2-B§
TAN (HA&4) : F=F It rs B 25 Ao

JAN (¥ 4): Laninamivir Octanoate Hydrate
0]

H3C/\/\/\)LO

HEREA 21-2-B9
JAN (BHE4L) : UAFXX~7 (RfaTFHHEZ)
JAN (3 %) : Ustekinumab (Genetical Recombination)

BEEE 21-3-Bl
JAN (BFELZ): AARALFFT74U v
JAN (& #): Istradefylline



O_CH3

CHs
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International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 55

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)], 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 (1-91) and Recommended (1-52) International Nonproprietary Names can be found in Cumulative List
No. 11, 2004 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 55

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)] 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 (1-91) et recommandées (1-52) dans
la Liste récapitulative No. 11, 2004 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 55

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucién
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9)], se comunica por el presente anuncio que las denominaciones que a
continuacion se expresan han sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La
inclusién de una 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 (1-91) y Recomendadas (1-52) se encuentran
reunidas en Cumulative List No. 11, 2004 (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 chimigue ou description; Formule brute; Formule développée

Nombre guimico o descripcién; Férmula molecular; Férmula desarrollada

apixabanum
apixaban

apixaban

apixaban

apratastatum
apratastat

apratastat

apratastat

1-(4-methoxyphenyl)-7-oxo-6-[4-(2-oxopiperidin-1-yl)phenyl]-
4,5,6,7-tetrahydro-1H-pyrazolo[3,4-c]pyridine-3-carboxamide

1-(4-méthoxyphényl)-7-oxo-6-[4-(2-oxopipéridin-1-yl)phényl]-
4,5,6,7-tétrahydro-1H-pyrazolo[3,4-c]pyridine-3-carboxamide

1-(4-metoxifenil)-7-oxo-6-[4-(2-oxopiperidin-1-il)fenil]-
4,5,6,7-tetrahidro-1H-pirazolo[3,4-c]piridina-3-carboxamida

C25H25N 504

/OCH3
QO\ o N\ /
°© NJKTN\

V‘ 2
j\NHz

(0]
(2S)-N-hydroxy-4-({4-[(4-hydroxybut-2-yn-1-yl)oxy]phenyl]}sulfonyl)-
2,2-dimethylthiomorpholine-3-carboxamide

(2S)-N-hydroxy-4-[[4-[(4-hydroxybut-2-ynyl)oxy]phényl]sulfonyl]-
2,2-diméthylthiomorpholine-3-carboxamide

(2S)-N-hidroxi-4-({4-[(4-hidroxibut-2-in-1-il)oxi]fenil]}sulfonil)-
2,2-dimetiltiomorfolina-3-carboxamida

C17H22N206S>

O\/\OH
o [T
0 0=s

|

Ho. M. N
A

HH }\

Hie” s

CH,
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arasertaconazolum
arasertaconazole

arasertaconazole

arasertaconazol

bapineuzumabum
bapineuzumab

bapineuzumab

bapineuzumab

brivaracetamum
brivaracetam

brivaracétam

brivaracetam

1-{(2R)-2-[(7-chloro-1-benzothiophen-3-yl)methoxy]-
2-(2,4-dichlorophenyl)ethyl}-1H-imidazole

(-)-1-[(2R)-2-[(7-chloro-1-benzothiophén-3-yl)méthoxy]-
2-(2,4-dichlorophényl)éthyl]-1H-imidazole

1-{(2R)-2-[(7-cloro-1-benzotiofen-3-il)metoxi]-2-(2,4-diclorofenil)etil}-
1H-imidazol

CQQH15C|3NQOS

CI* /

H

>
17

immunoglobulin G1, anti-(human p-amyloid) (human-mouse
monoclonal heavy chain), disulfide with human-mouse monoclonal
light chain, dimer

immunoglobuline G1, anti-(protéine B-amyloide humaine), dimere du
disulfure entre la chaine lourde et la chaine légére de I'anticorps
monoclonal de souris humanisé

inmunoglobulina G1, anti-(proteina B-amiloide humana), dimero del
disulfuro entre la cadena pesada y la cadena ligera del anticuerpo
monoclonal humanizado de ratén

CeassH10018N173402026S 44

(2S)-2-[(4R)-2-ox0-4-propylpyrrolidin-1-ylJbutanamide
(2S)-2-[(4R)-2-0x0-4-propylpyrrolidin-1-yllbutanamide
(2S)-2-[(4R)-2-0x0-4-propilpirrolidin-1-ilJbutanamida

C1 1 H20N202
H3C\/\

T

‘—CH3
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caricotamidum
caricotamide

caricotamide

caricotamida

catumaxomabum
catumaxomab

catumaxomab

catumaxomab

dapiclerminum
dapiclermin

dapiclermine

dapiclermina

1-(2-amino-2-oxoethyl)-1,4-dihydropyridine-3-carboxamide
1-(2-amino-2-oxoéthyl)-1,4-dihydropyridine-3-carboxamide
1-(2-amino-2-oxoetil)-1,4-dihdropiridina-3-carboxamida

C8H11N302

HoN
2 j(\N X NH,

o NN

immunoglobulin G2a, anti-(human antigen 17-1A) (mouse
monoclonal Ho-3/TP-A-01/TPBs01 heavy chain), disulfide with
mouse monoclonal Ho-3/TP-A-01/TPBs01 light chain, disulfide with
immunoglobulin G2b anti-(human CD3 (antigen)) (rat monoclonal
26/11/6-1.2/TPBs01 heavy chain), bidisulfide with rat monoclonal
26/11/6-1.2/TPBs01 light chain

hétérodimeére entre I'immunoglobuline G2a, anti-(molécule
d’adhésion des cellules épithéliales (Ep-CAM) humaine), disulfure
entre la chaine lourde et la chaine Iégére de I'anticorps monoclonal
de souris Ho-3/TP-A-01/TPBs01 (monomere) et 'immunoglobuline
G2b, anti-(antigéne CD3 humain), disulfure entre la chaine lourde et
la chaine Iégére de I'anticorps monoclonal de rat 26/11/6-1.2/TPBs01
(monomere)

heterodimero entre la inmunoglobulina G2a, anti-(molécula de
adhesion de las células epiteliales (Ep-CAM) humana), disulfuro
entre la cadena pesada y la cadena ligera del anticuerpo monoclonal
de ratén Ho-3/TP-A-01/TPBs01 (mondmero) y la

inmunoglobulina G2b, anti-(antigeno CD3 humano), disulfuro entre
la cadena pesada y la cadena ligera del anticuerpo monoclonal de
rata 26/11/6-1.2/TPBs01 (monémero)

[17-alanine,63-arginine]ciliary neurotrophic factor-(2-185)-peptide
(human)

[17-alanine,63-arginine]facteur neurotrophique ciliaire humain-
(2-185)-peptide

[17-alanina ,63-arginina]factor neurotréfico ciliar humano-(2-185)-
péptido

C945H 1482N266027883

AFTEHSPLT
HQGLNKN INL
RTFHVLLARL
YQIEELMILL
VLQELSQWTV

PHRRDLASRS
DSADGMPVAS
LEDQQVHFTP
EYKIPRNEAD
RSIHDLRFIS

IWLARKIRSD
TDRWSELTEA
TEGDFHQAIH
GMP INVGDGG
SHQTG

LTALTESYVK
ERLQENLQAY
TLLLQVAAFA
LFEKKLWGLK
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dexlansoprazolum
dexlansoprazole

dexlansoprazole

dexlansoprazol

dianiclinum
dianicline

dianicline

dianiclina

ecallantidum
ecallantide

écallantide

ecalantida

(+)-2-[(R)-{[3-methyl-4-(2,2,2-trifluoroethoxy)pyridin-2-yllmethyl}=
sulfinyl]-1H-benzamidazole

(+)-2-[(R)-[[3-méthyl-4-(2,2,2-trifluoroéthoxy)pyridin-2-yllméthyl]=
sulfinyl]-1H-benzimidazole

(+)-2-[(R)-[[3-metil-4-(2,2,2-trifluoroetoxi)piridin-2-iljmetil]sulfinil]-
1H-benzoimidazol

C1GH14F3N302S

Q\NH CH;
N/)\ N O.__CF;
N =~

(5aS,8S,10aR)-6,7,9,10-tetrahydro-5aH,11H-8,10a-
methanopyrido[2',3":5,6]pyrano[2,3-d]azepine

o=

(-)-(5aS,10aR)-6,7,9,10-tétrahydro-5aH,11H-8,10a-
méthanopyrido[2',3":5,6]pyrano[2,3-d]azépine

(5aS,8S,10aR)-6,7,9,10-tetrahidro-5aH,11H-8,10a-
metanopirido[2',3":5,6]pirano[2,3-d]azepina

C13H16N20
N\
=e
HNe) =
H

[GIu® Ala®' Arg®® Ala®® His* Pro® Trp*tissue factor pathway
inhibitor (human)-(20-79)-peptide (modified on reactive bond region
Kunitz inhibitor 1 domain containing fragment)

[GIu®, Ala®" Arg®® Ala® His®* Pro*, Trp*?inhibiteur de la voie du
facteur tissulaire humain-(20-79)-peptide (fragment du TFPI
contenant le domaine de type Kunitz 1modifié au niveau de sa
boucle réactive)

[GIu® Ala?" Arg®® Ala®® His® Pro*®, Trp**]inhibidor de la via del factor
tisular humano-(20-79)-péptido (fragmento del TFPI que contiene el
dominio de tipo Kunitz 1 modificado en su regién reactiva)

C305H442NgsO91Ss

éEAMHSFCAFKA DDGPCRAAHP
L—W
RWFFNIFTRQ CEEFIYGGCE GNQNRFESLE ECKKMCTRD
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ertumaxomabum
ertumaxomab

ertumaxomab

ertumaxomab

esmirtazapinum
esmirtazapine

esmirtazapine

esmirtazapina

fosfluridinum tidoxilum
fosfluridine tidoxil

fosfluridine tidoxil

fosfluridina tidoxilo

immunoglobulin G2a, anti-(human neu (receptor)) (mouse
monoclonal 2502A/TP-A-02/TPBs03 heavy chain), disulfide with
mouse monoclonal 2502A/TP-A-02/TPBs03 light chain, disulfide with
immunoglobulin G2b anti-(human CD3 (antigen)) (rat monoclonal
26/11/6-1.2/TPBs03 heavy chain), bidisulfide with rat monoclonal
26/11/6-1.2/TPBs03 light chain

hétérodimeére entre 'immunoglobuline G2a, anti-(récepteur erbB-2
tyrosine protéine kinase (HER2, NEU) humain), disulfure entre la
chaine lourde et la chaine Iégére de I'anticorps monoclonal de souris
2502A/TP-A-02/TPBs03 (monomeére) et 'immunoglobuline G2b, anti-
(antigéne CD3 humain), disulfure entre la chaine lourde et la chaine
légére de I'anticorps monoclonal de rat 26/11/6-1.2/TPBs03
(monomeére)

heterodimero entre la inmunoglobulina G2a, anti-(receptor erbB-2
tirosina proteina kinasa (HER2, NEU) humano), disulfuro entre la
cadena pesada y la cadena ligera del anticuerpo monoclonal de
ratéon 2502A/TP-A-02/TPBs03 (mondmero) y la

inmunoglobulina G2b, anti-(antigeno CD3 humano), disulfuro entre
la cadena pesada y la cadena ligera del anticuerpo monoclonal de
rata 26/11/6-1.2/TPBs03 (monédmero)

(14bS)-2-methyl-1,2,3,4,10,14b-hexahydropyrazino[2,1-a]pyrido=
[2,3-c][2]benzazepine

(+)-(14bS)-2-méthyl-1,2,3,4,10,14b-hexahydropyrazino=
[2,1-a]pyrido[2,3-c][2]benzazépine

(14bS)-2-metil-1,2,3,4,10,14b-hexahidropirazino[2,1-a]pirido=
[2,3-c][2]benzazepina

C17H19N3

5-fluorouridine 5'-[(2RS)-2-(decyloxy)-3-(dodecylsulfanyl)propyl
hydrogen phosphate]

hydrogénophosphate de (2RS)-2-(décyloxy)-3-(dodécylsulfanyl)=
propyle et de [(2R,3S,4R,5R)-5-(5-fluoro-2,4-dioxo-
3,4-dihydropyrimidin-1(2H)-yl)-3,4-dihydroxytétrahydrofuran-
2-yllméthyle

5-fluorouridina 5'-[(2RS)-2-(deciloxi)-3-(dodecilsulfanil)propil
hidrégeno fosfato]

12
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isproniclinum
ispronicline

ispronicline

isproniclina

istaroximum
istaroxime

istaroxime

istaroxima

lecozotanum
lecozotan

lécozotan

lecozotan

Ca4He2FN201oPS

(o}
F
HN
P N NG NN
HsC O H %\ \
s A o\P/o 07 N
7\ o
CHs O OH
and epimer at C*
et I'épimere en C* | |
y el epimero al C* OH OH

(2S,4E)-N-methyl-5-{5-[(propan-2-yl)oxy]pyridin-3-yl}pent-4-en-
2-amine

(2S,4E)-N-méthyl-5-[5-(1-méthyléthoxy)pyridin-3-yl]pent-4-én-
2-amine

(2S,4E)-N-metil-5-{5-[(propan-2-il)oxi]piridin-3-il}pent-4-en-2-amina

C14H22N,0
N
HaC
AN SN X o CHs
H

3-[(2-aminoethoxy)imino]-5a.-androstan-6,17-dione
3-[(2-aminoéthoxy)imino]-5a-androstane-6,17-dione
3-[(2-aminoetoxi)imino]-5a-androstano-6,17-diona

C21H3:N20;

H,N _N
2 \/\o

4-cyano-N-{(2R)-2-[4-(2,3-dihydro-1,4-benzodioxin-5-yl)piperazin-

1-yl]propyl}-N-(pyridin-2-yl)benzamide

(+)-4-cyano-N-[(2R)-2-[4-(2,3-dihydro-1,4-benzodioxin-5-yl)pipérazin-
1-yl]propyl]-N-(pyridin-2-yl)benzamide

4-ciano-N-{(2R)-2-[4-(2,3-dihidro-1,4-benzodioxin-5-il)piperazin-

1-illpropil}-N-(piridin-2-il)benzamida
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levolansoprazolum
levolansoprazole

|évolansoprazole

levolansoprazol

manitimusum
manitimus

manitimus

manitimus

CagH29N503
o K\N o
7 ‘ N ‘ N\) O\)
| H cH
3
NS N |
x

(-)-2-[(S)-{[3-methyl-4-(2,2,2-trifluoroethoxy)pyridin-2-yljmethyl}=
sulfinyl]-1H-benzamidazole

(-)-2-[(S)-[[3-méthyl-4-(2,2,2-trifluoroéthoxy)pyridin-2-ylméthyl]=
sulfinyl]-1H-benzimidazole

(-)-2-[(S)-{[3-metil-4-(2,2,2-trifluoroetoxi)piridin-2-illmetil}sulfinil]-
1H-benzoimidazol

C16H14F3NSOZS

Q\NH CHs
N/J\s"' N O CFs
¥
o N~

(22)-2-cyano-3-hydroxy-N-[4-(trifluoromethyl)phenyl]hept-2-en-
6-ynamide

(22)-2-cyano-3-hydroxy-N-[4-(trifluorométhyl)phényllhept-2-én-
6-ynamide

(22)-2-ciano-3-hidroxi-N-[4-(trifluorometil)fenillhept-2-en-6-inamida

C15H11F3N202
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mapatumumabum
mapatumumab

mapatumumab

mapatumumab

nebicaponum
nebicapone

nébicapone

nebicapone

nerispirdinum
nerispirdine

nérispirdine

nerispirdina

immunoglobulin G1, anti-(human cytokine receptor DR4 (death
receptor 4))(human monoclonal TRM-1 heavy chain), disulfide with
human monoclonal TRM-1 A-chain, dimer

immunoglobuline G1, anti-(élément 10A humain dans la

« superfamille » du récepteur du facteur de nécrose tumorale
(récepteur DR4)), dimére du disulfure entre la chaine lourde et la
chaine A de I'anticorps monoclonal humain TRM-1

inmunoglobulina G1, anti-(elemento 10A humano de la

« superfamilia » del receptor del factor de necrosis tumoral (receptor
DR4)), dimero del disulfuro entre la cadena pesada y la cadena L
del anticuerpo monoclonal humano TRM-1

Cé748H10408N 180002002852

1-(3,4-dihydroxy-5-nitrophenyl)-2-phenylethan-1-one
1-(3,4-dihydroxy-5-nitrophényl)-2-phényléthanone

1-(3,4-dihidroxi-5-nitrofenil)-2-feniletan-1-ona

C14H11NOs
o} | A
O,N =
HO
OH

N-(3-fluoropyridin-4-yl)-3-methyl-N-propyl-1H-indol-1-amine
N-(3-fluoropyridin-4-yl)-3-méthyl-N-propyl-1H-indol-1-amine
N-(3-fluoroparidin-4-il)-3-metil-N-propil-1H-indol-1-amina
C17H1sFN3

NE F

. CH
"\1/\/ 3

X
CH

3
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ofatumumabum
ofatumumab

ofatumumab

ofatumumab

olmesartanum
olmesartan

olmésartan

olmesartan

padoporfinum
padoporfin

padoporfine

padoporfina

immunoglobulin G1, anti-(human CD20 (antigen))(human
monoclonal HuMax-CD20 heavy chain), disulfide with human
monoclonal HuMax-CD20 k-chain, dimer

immunoglobuline G1, anti-(antigene CD20 humain), dimére du
disulfure entre la chaine lourde et la chaine k de I'anticorps
monoclonal humain HuMax-CD20

inmunoglobulina G1, anti-(antigeno CD20 humano), dimero del
disulfuro entre la cadena pesada y la cadena « del anticuerpo
monoclonal humano HuMax-CD20

C6480H 1 0022N 174202020344

4-(2-hydroxypropan-2-yl)-2-propyl-1-{[2'-(1H-tetrazol-5-yl)biphenyl-
4-yllmethyl}-1H-imidazole-5-carboxylic acid

acide 4-(1-hydroxy-1-méthyléthyl)-2-propyl-1-[[2'-(1H-tétrazol-5-yl)=
biphényl-4-yllméthyl]-1H-imidazole-5-carboxylique

acido 4-(2-hidroxipropan-2-il)-2-propil-1-{[2'-(1H-tetrazol-5-il)bifenil-
4-illmetil}-1H-imidazol-5-carboxilico

Ca24H26Ns O3

HsC OH GO2H N=N

HsC ¢ N = | T
N= x

CH3

{hydrogen 3-[(2°R,7R,8R,17S,18S)-12-acetyl-7-ethyl-
2°-(methoxycarbonyl)-3,8,13,17-tetramethyl-2'-ox0-2",2%,7,8,17,18-
hexahydrocyclopenta[at]porphorin-18-yl]propanoato-

«4N*" N N** N*}palladium

(SP-4-2)-[hydrogéno-3-[(2°R,7R,8R,17S,18S)-12-acétyl-7-éthyl-

2% (méthoxycarbonyl)-3,8,13,17-tétraméthyl-2"-oxo0-2",2%,7,8,17,18-
hexahydrocyclopenta[at]porphyrin-18-yl]propanoato-

N iN? kN? kN*palladium

(SP-4-2)-[hidrégeno-3-[(2°R,7R,8R,17S,18S)-12-acetil-7-etil-
2% (metoxicarbonil)-3,8,13,17-tetrametil-2'-oxo-2",2%,7,8,17,18-
hexahidrociclopenta[at]porfirin-18-ilJpropanoato-

kNZ N kN* kN**]paladio

16
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pagibaximabum
pagibaximab

pagibaximab

pagibaximab

palirodenum
paliroden

palirodéne

palirodeno

peforelinum
peforelin

péforéline

peforelina

CasH36N4O6Pd

HaC H cH,

immunoglobulin G1, anti-(Staphylococcus epidermidis lipoteichoic
acid)(human-mouse monoclonal heavy chain), disulfide with human-
mouse monoclonal k-chain, dimer

immunoglobuline G1, anti-(acide lipotéichoique Staphylococcus
epidermis), dimére du disulfure entre la chaine lourde et la chaine «
de I'anticorps monoclonal chimérique homme-souris
inmunoglobulina G1, anti-(acido lipoteicoico de Staphylococcus
epidermis), dimero del disulfuro entre la cadena pesada y la cadena
k del anticuerpo monoclonal quimérico hombre-ratén

C6462 H 9996 N 1 72802028854

1-[2-(biphenyl-4-yl)ethyl]-4-[3-(trifluoromethyl)phenyl]-
1,2,3,6-tetrahydropyridine

1-[2-(biphényl-4-yl)éthyl]-4-[3-(trifluorométhyl)phényl]-
1,2,3,6-tétrahydropyridine

1-[2-(bifenil-4-il)etil]-4-[3-(trifluorometil )fenil]-1,2,3,6-tetrahidropiridina

CaeH2sF3N

l N

5-oxo-L-prolyl-L-histidyl-L-tryptophyl-L-seryl-L-histidyl-L-a—asparagyl-
L-tryptophyl-L-lysyl-L-prolylglycinamide

5-oxo-L-prolyl-L-histidyl-L-tryptophyl-L-séryl-L-histidyl-L-a-aspartyl-
L-tryptophyl-L-lysyl-L-prolylglycinamide

5-oxo-L-prolil-L-histidil-L-triptofil-L-seril-L-histidil-L-a-asparagil-
L-triptofil-L-lisil-L-prolilglicinamida
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plerixaforum
plerixafor

plérixafor

plerixafor

plitidepsinum
plitidepsin

plitidepsine

plitidepsina

C59H74N18014

.H
OéQ\ﬂ»HisTrpSerHisAspTrpLysProGIyNH2
H

0

1,1'-(1,4-phenylenebismethylene)bis(1,4,8,11-
tetraazacyclotetradecane)

1,1'-(1,4-phénylénebisméthylene)bis(1,4,8,11-
tétraazacyclotétradécane)

1,1'-(1,4-fenilenobismetileno)bis(1,4,8,11-tetraazaciclotetradecano)

CagHssNg

HN/\

3,6-anhydro(N-{(2S,4S)-4-[(3S,4R,5S)-3-hydroxy-
4-{IN-(2-oxopropanoyl)-L-prolyl-N-methyl-D-leucyl-L-threonyl]amino}-
5-methylheptanoyloxy]-2,5-dimethyl-3-oxohexanoyl}-L-leucyl-L-prolyl-
N,O-dimethyl-L-tyrosine)

(-)-(3S,6R,7S,10R,11S,15S,17S,20S,25aS)-11-hydroxy-
3-(4-méthoxybenzyl)-2,6,17-triméthyl-15-(1-méthyléthyl)-
7-[[(2R)-4-méthyl-2-[méthyl[[(2S)-1-(2-oxopropanoyl)pyrrolidin-
2-yl]carbonylJamino]pentanoyl]lamino]-10-[(1S)-1-méthylpropyl]-
20-(2-méthylpropyl)tétradécahydro-15H-pyrrolo[2,1-f]=
[1,15,4,7,10,20]dioxatétrazacyclotricosine-1,4,8,13,16,18,21(17H)-
heptone

3,6-anhidro(N-{(2S,4S)-4-[(3S,4R,5S)-3-hidroxi-
4-{IN-(2-oxopropanoil)-L-prolil-N-metil-D-leucil-L-treonil]Jamino}-
5-metilheptanoiloxi]-2,5-dimetil-3-oxohexanoil}-L-leucil-L-prolil-
N,O-dimetil-L-tirosina)

18
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Cs7Hg7zN7O15

H3C

pradefovirum
pradefovir (2R,4S)-2-{[2-(6-amino-9H-purin-9-yl)ethoxy]methyl}-
4-(3-chlorophenyl)-1,3,2)°-dioxaphosphinan-2-one

pradéfovir (2R,4S)-2-[[2-(6-amino-9H-purin-9-yl)éthoxy]méthyl]-
4-(3-chlorophényl)-1,3,2)°-dioxaphosphinan-2-one

pradefovir (2R,4S)-2-{[2-(6-amino-9H-purin-9-il)etoxi]metil}-4-(3-clorofenil)-
1,3,2)5-dioxafosfinan-2-ona

C17H1sCINsO4P

NH, )/
Y o
O=P_
k\N N o—" ©
__/

radequinilum
radequinil 5-(3-methoxyphenyl)-3-(5-methyl-1,2,4-oxadiazol-3-yl)-
1,6-naphthyridin-2(1H)-one

radéquinil 5-(3-méthoxyphényl)-3-(5-méthyl-1,2,4-oxadiazol-3-yl)-
1,6-naphtyridin-2(1H)-one

radequinilo 5-(3-metoxifenil)-3-(5-metil-1,2,4-oxadiazol-3-il)-1,6-naftiridin-
2(1H)-ona
C18H14N403
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rimacalibum
rimacalib

rimacalib

rimacalib

rivaniclinum
rivanicline

rivanicline

rivaniclina

rivenprostum
rivenprost

rivenprost

rivenprost

N-{3-[(1S)-1-(2-fluorobiphenyl-4-yl)ethyl]-1,2-oxazol-5-yl}morpholine-
4-carboximidamide

(+)-N-[3-[(1S)-1-(2-fluorobiphényl-4-yl)éthyllisoxazol-5-yllmorpholine-
4-carboximidamide

N-{3-[(1S)-1-(2-fluorobifenil-4-il)etil]-1,2-oxazol-5-il}morfolina-
4-carboximidamida

C22H23FN402

(3E)-N-methyl-4-(pyridin-3-yl)but-3-en-1-amine
(3E)-N-méthyl-4-(pyridin-3-yl)but-3-én-1-amine

acido (3E)-N-metil-4-(piridin-3-il)but-3-en-1-amina

C10H14N2
N
]
HsC N/\/\ X
H

methyl 4-({2-[(1R,2R,3R)-3-hydroxy-2-{(1E,3S)-3-hydroxy-
4-[3-(methoxymethyl)phenyl]but-1-en-1-yl}-5-oxocyclopentyl]0
ethyl}sulfanyl)butanoate
4-[[2-[(1R,2R,3R)-3-hydroxy-2-[(1E,3S)-3-hydroxy-
4-[3-(méthoxyméthyl)phényllbut-1-ényl]-5-oxocyclopentyl]=
éthyl]sulfanyl]butanoate de méthyle

4-({2-[(1R,2R,3R)-3-hidroxi-2-{(1E,3S)-3-hidroxi-4-[3-(metoximetil )=
fenil]but-1-en-1-il}-5-oxociclopentil]etil}sulfanil)butanoato de metilo

C24H3406S

/CH3
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satavaptanum
satavaptan

satavaptan

satavaptan

seletracetamum
seletracetam

sélétracétam

seletracetam

sipoglitazarum
sipoglitazar

sipoglitazar

sipoglitazar

N-tert-butyl-4-({cis-5'-ethoxy-4-[2-(morpholin-4-yl)ethoxy)]-2'-oxo-
1',2'-dihydrospiro[cyclohexane-1:3"-indole]-1"-yl}sulfonyl)-
3-methoxybenzamide

N-(1,1-diméthyléthyl)-4-[[cis-5'-éthoxy-4-[2-(morpholin-4-yl)éthoxy]-
2'-oxospiro[cyclohexane-1,3'-[3H]indol]-1'(2'H)-yl]sulfonyl]-
3-méthoxybenzamide

N-terc-butil-4-({cis--5'-etoxi-4-[2-(morfolin-4-il)etoxi)]-2'-oxo-
1',2'-dihidrospiro[ciclohexano-1:3'-indol]-1"il}sulfonil)-
3-metoxibenzamida

Ca3HasN30S
CHy O
HaC OCH;
N
HC N
/
=0
N__o
OF  ~
0o \)
H3C/\ No N

(2S)-2-[(4S)-4-(2,2-difluoroethenyl)-2-oxopyrrolidin-1-yl]butanamide
(2S)-2-[(4S)-4-(2,2-difluoroéthényl)-2-oxopyrrolidin-1-yl]butanamide
(2S)-2-[(4S)-4-(2,2-difluoroetenil)-2-oxopirrolidin-1-il[butanamida

C1oH14F2N20;

N,
O H “—CHs

3-(3-ethoxy-1-{4-[(2-phenyl-1,3-thiazol-4-yl)methoxy]benzyl}-
1H-pyrazol-4-yl)propanoic acid

acide 3-[3-éthoxy-1-[4-[(2-phénylthiazol-4-yl)méthoxy]benzyl]-
1H-pyrazol-4-yl]propanoique

acido 3-(3-etoxi-1-{4-[(2-fenil-1,3-tiazol-4-il)metoxi]bencil}-1H-pirazol-
4-il)propanoico

CasH25N304S
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sunitinibum
sunitinib

sunitinib

sunitinib

surinabantum
surinabant

surinabant

surinabant

tasidotinum
tasidotin

tasidotine

tasidotina

N-[2-(diethylamino)ethyl]-5-[(Z)-(5-fluoro-2-oxo-1,2-dihydro-3H-indol-
3-ylidene)methyl]-2,4-dimethyl-1H-pyrrole-3-carboxamide

N-[2-(diéthylamino)éthyl]-5-[(Z)-(5-fluoro-2-oxo-1,2-dihydro-3H-indol-
3-ylidéne)méthyl]-2,4-diméthyl-1H-pyrrole-3-carboxamide

N-[2-(dietilamino)etil]-5-[(Z)-(5-fluoro-2-oxo-1,2-dihidro-3H-indol-
3-ilideno)metil]-2,4-dimetil-1H-pirrol-3-carboxamida

C22H27FN402

HsC F

s N O CHs

HsC N

EN \/\N \\

H
NH NH
HsC (0]

5-(4-bromophenyl)-1-(2,4-dichlorophenyl)-4-ethyl-N-(piperidin-1-yl)-
1H-pyrazole-3-carboxamide

5-(4-bromophényl)-1-(2,4-dichlorophényl)-4-éthyl-N-(pipéridin-1-yl)-
1H-pyrazole-3-carboxamide

5-(4-bromofenil)-1-(2,4-diclorofenil)-4-etil-N-(piperidin-1-il)-
1H-pirazol-3-carboxamida

Cz3H23BI'C|2N4O
Cl S 0 Q
N
\ S NN N~
— H
Cl
CHs
Br

N,N-dimethyl-L-valyl-L-valyl-N-methyl-L-valyl-L-prolyl-N-(tert-butyl)-
L-prolinamide

N,N-diméthyl-L-valyl-L-valyl-N-méthyl-L-valyl-L-prolyl-
N-(1,1-diméthyléthyl)-L-prolinamide

N,N-dimetil-L-valil-L-valil-N-metil-L-valil-L-prolil-N-(terc-butil)-
L-prolinamida

C32HssNsOs
HsC _CHg O CHy
CH; O CHy O o M A Lon,
N H N MN N N
HeC” >~ N " N H 3
H™ H H™:
HoC” CHy  HyC” CH,
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tasquinimodum
tasquinimod

tasquinimod

tasquinimod

terutrobanum
terutroban

térutroban

terutroban

tesetaxelum
tesetaxel

tésétaxel

tesetaxel

4-hydroxy-5-methoxy-N, 1-dimethyl-2-oxo-N-[4-(trifluoromethyl)=
phenyl]-1,2-dihydroquinoline-3-carboxamide

4-hydroxy-5-méthoxy-N, 1-diméthyl-2-oxo-N-[4-(trifluorométhyl)=
phényl]-1,2-dihydroquinoléine-3-carboxamide

4-hidroxi- N,1-dimetil 5-metoxi-N-[4-(trifluorometil)fenil]-2-oxo-
1,2-dihidroquinolina-3-carboxamida

C2OH17F3N204

3-[(6R)-6-(4-chlorobenzenesulfonamido)-2-methyl-5,6,7,8-
tetrahydronaphthalen-1-yl]propanoic acid

acide 3-[(6R)-6-[[(4-chlorophényl)sulfonyl]Jamino]-2-méthyl-5,6,7,8-
tétrahydronaphtalén-1-ylJpropanoique

acido 3-[(6R)-6-(4-clorobencenosulfonamido)-2-metil-5,6,7,8-
tetrahidronaftalen-1-iljpropanoico

C20H2:CINO4S

Cl
HH
DY

//S\\
o0 CO,H

CHj3

2'-[(dimethylamino)methyl]-1-hydroxy-5p,20-epoxy-
9a,10a-dihydro[1,3]dioxolo[4',5":9,10]tax-11-ene-2a.,4,13a-triyl
4-acetate 2-benzoate 13-{(2R,3S)-3-[(tert-butoxycarbonyl)amino]-
3-(3-fluoropyridin-2-yl)-2-hydroxypropanoate}

(-)-2a-acétate, 3-benzoate et 6-[(2R,3S)-3-[[(1,1-diméthyléthoxy)=
carbonyl]amino]-3-(3-fluoropyridin-2-yl)-2-hydroxypropanoate] de
(2aS,2bR,3S,4S,6S,8aR,10S,11aS,11bR,13aR)-10-
[(diméthylamino)méthyl]-4-hydroxy-7,11b,14,14-tétraméthyl-
3,4,5,6,8a,11a,11b,12,13,13a-décahydro-4,8-méthano-
2H-oxéto[3",2":3',4'lbenzo[1',2":3,4]cyclodéca[1,2-d][1,3]dioxol-
2a,3,6(2bH)-triyle

2'-[(dimetilamino)metil]-1-hidroxi-503,20-epoxi-
9a,10a-dihidro[1,3]dioxolo[4',5":9,10]tax-11-eno-2a.,4,13a-triil
4-acetato 2-benzoato 13-{(2R,3S)-3-[(terc-butoxicarbonil)amino]-
3-(3-fluoropiridin-2-il)-2-hidroxipropanoato}
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tretazicarum
tretazicar

trétazicar

tretazicar

udenafilum
udenafil

udénafil

udenafilo

CasHeoFN3013

5-(aziridin-1-yl)-2,4-dinitrobenzamide
5-(aziridin-1-yl)-2,4-dinitrobenzamide

5-(aziridin-1-il)-2,4-dinitrobenzamida

CoHgN4Os5

A o)
NF | NH,

ONT X-"No,

3-(1-methyl-7-oxo-3-propyl-4,7-dihydro-1H-pyrazolo[4,3-d]pyrimidin-
5-yl)-N-{2-[(2RS)-1-methylpyrrolidin-2-yl]ethyl}-
4-propoxybenzenesulfonamide

3-(1-méthyl-7-oxo-3-propyl-4,7-dihydro-1H-pyrazolo[4,3-d]pyrimidin-
5-yl)-N-[2-[(2RS)-1-méthylpyrrolidin-2-yl]éthyl]-
4-propoxybenzénesulfonamide

3-(1-metil-7-oxo-3-propil-4,7-dihidro-1H-pirazolo[4,3-d]pirimidin-5-il)-
N-{2-[(2RS)-1-metilpirrolidin-2-il]etil}-4-propoxibencenosulfonamida

C25H3sNs04S

Hs
N H o) /O and enantiomer
W \\S/ et énantiomere
N
H

y enantiémero
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valategrastum
valategrast

valatégrast

valategrast

valopicitabinum
valopicitabine

valopicitabine

valopicitabina

volociximabum
volociximab

volociximab

volociximab

2-(diethylamino)ethyl N-(2-chloro-6-methylbenzoyl)-
4-(2,6-dichlorobenzamido)-L-phenylalaninate

(2S)-2-[(2-chloro-6-méthylbenzoyl)amino]-3-[4-[(2,6-

dichlorobenzoyl)amino]phényl]propanoate de 2-(diéthylamino)éthyle

2-(dietilamino)etil N-(2-cloro-6-metilbenzoil)-
4-(2,6-diclorobenzamido)-L-fenilalaninato

CSOHSZC|3N304

Cl

3'-0O-(L-valyl)-2'-C-methylcytidine

4-amino-1-[3-O-[(2S)-2-amino-3-méthylbutanoyl]-2-C-méthyl-
B-D-ribofuranosyl]pyrimidin-2(1H)-one

3'-0-(L-valil)-2'-C-metilcitidina

Ci15H24N4O06

I
HO O%\N
0
HaC
H NH)
Hco X O OH

CH; O

immunoglobulin G4, anti-(human o581 integrin)(human-mouse clone

p200-M heavy chain), disulfide with human-mouse clone p200-M

k-chain, dimer

immunoglobuline G4, anti-(intégrine o581 humaine), dimere du
disulfure entre la chaine lourde et la chaine k de I'anticorps
monoclonal chimérique homme-souris p200-M

inmunoglobulina G4, anti-(integrina a581 humana), dimero del
disulfuro entre la cadena pesada y la cadena «k del anticuerpo
monoclonal quimérico hombre-ratén p200-M

Cé434H9942N170602040S 52
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yttrium (*°Y) tacatuzumabum tetraxetanum
yttrium (*°Y) tacatuzumab tetraxetan

yttrium (°Y) tacatuzumab tétraxétan

ytrio (*°Y) tacatuzumab tetraxetan

zabofloxacinum
zabofloxacin

zabofloxacine

zabofloxacino

immunoglobulin G1, anti-(human a-fetoprotein) (human-mouse
monoclonal hAFP-31 y1-chain), disulfide with human-mouse
monoclonal hAFP-31 k-chain, dimer, 1,4,7,10-
tetraazacyclododecane-1,4,7,10-tetraacetic acid conjugate, yttrium-
0¥ chelate

chélate d'yttrium (*°Y) d'immunoglobuline G1, anti-(a-fétoprotéine
humaine) ; dimére du disulfure entre la chaine y1 et la chaine k de
I'anticorps monoclonal de souris humanisé hAFP-31 liée a I'acide
2,2',2",2"-(1,4,7,10-tétraazacyclododécane-1,4,7,10-tétryl)=
tétraacétique par une fonction amide

quelato d'ytrio (*°Y) de la inmunoglobulina G1, anti-(a-fetoproteina
humana) ; dimero del disulfuro entre la cadena y1 y la cadena k del
anticuerpo monoclonal de ratén humanizado hAFP-31 vinculada al
acido 2,2',2",2"-(1,4,7,10-tetraazaciclododecano-1,4,7,10-tetril)=
tetraacetico por una funcién amida

90,
Cea70H9971N171202007S42” Y

_OZCjN/ \ ﬁCOZ'

N
[ 90 3{ j
Y
lg—NH ST Sy

\__/ —coy
o

1-cyclopropyl-6-fluoro-7-[8-(methoxyimino)-2,6-diazaspiro[3.4]octan-
6-yl]-4-oxo-1,4-dihydro-1,8-naphthyridine-3-carboxylic acid

acide 1-cyclopropyl-6-fluoro-7-[8-(méthoxyimino)-2,6-diazaspiro=
[3.4]oct-6-yl]-4-ox0-1,4-dihydro-1,8-naphtyridine-3-carboxylique

acido 1-ciclopropil-6-fluoro-7-[8-(metoxiimino)-2,6-diazaespiro=
[3.4]octan-6-il]-4-oxo0-1,4-dihidro-1,8-naftiridina-3-carboxilico

C19H2OFN504

HN

HzCO—N N_ _N_ _N
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zalutumumabum
zalutumumab

zalutumumab

zalutumumab

immunoglobulin G1, anti-(human epidermal growth factor
receptor)(human monoclonal 2F8 heavy chain), disulfide with human
monoclonal 2F8 k-chain, dimer

immunoglobuline G1, anti-(récepteur du facteur de croissance
épidermal humain), dimére du disulfure entre la chaine lourde et la
chaine x de I'anticorps monoclonal humain 2F8

inmunoglobulina G1, anti-(receptor del factor de crecimiento
epidérmico humano), dimero del disulfuro entre la cadena pesada y
la cadena « del anticuerpo monoclonal humano 2F8

C651 2 H 10074 N 1 73402032346
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AMENDMENTS TO PREVIOUS LISTS
MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES ALAS LISTAS ANTERIORES

Recommended International Nonproprietary Names (Rec. INN): List 30
Dénominations communes internationales recommandées (DCI Rec.): Liste 30
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 30
(WHO Drug Information, Vol. 4, No. 3, 1990)

p.2 artesunatum

artesunate insert the following graphic formula:
artésunate insérer la formule graphique suivante:
artesunato insertase la formula desarollada por la siguiente:

CHj

Recommended International Nonproprietary Names (Rec. INN): List 43
Dénominations communes internationales recommandées (DCI Rec.): Liste 43
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 43
(WHO Drug Information, Vol. 14, No. 1, 2000)

p. 70  suprimase insértese
tezosentano tezosentan

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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A 12 week randomized open label parallel group multicenter study to
evaluate bioequivalence of 20 mg subcutaneous ofatumumab injected by pre-
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Bioanalytical data report: Determination of anti-OMB157 antibodies in
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Method description and validation report
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K;EDTA Human Plasma using Chemiluminescent Immunoassay
Assay Validation Final Report
5.3.1.4-4 | Supplemental Validation Data to "The Abbreviated Validation of a Method 2‘ E . H I H >k T4 HE —
for the Determination of GSK 1841157 in Human Plasma (range 100 to 2500
ng/mL) using Chemiluminescent immunoassay"
Method Reference Number: GSK1841157HUPLVALB
5.3.1.4-5 | Determination of anti-OMB157 antibodies in human serum by 2(. E. A . H A XU R T2 P —
ElectroChemiLuminescence Assay (ECLA) Method description and
validation
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Neutralizing Antibodies in Human Serum Method description and validation
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5.3.3.5-1 |Population pharmacokinetics of OMB157 in relapsing multiple sclerosis 2(. ﬁ. A . A AA A HEsh S HY
patients Modeling Report
5.3.3.5-2 | Population pharmacokinetics-B-cell modeling of ofatumumab in relapsing 2(. EI H . H AA A HE A Ho
multiple sclerosis patients Modeling Report
5.3.3.5-3 | Population pharmacokinetics-B-cell modeling of ofatumumab (OMB157) in 2(. ﬁEI A . | AA A 7228 P H
relapsing Japanese Multiple Sclerosis patients
Modeling Report
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GSK1841157 (Ofatumumab) in Human Plasma by Chemiluminescence
Immunoassay in Support of GlaxoSmithKline Protocol Number OMS112831
5.3.4.2-2 | Exploratory analyses of the relationship between ofatumumab dose regimen, 2(. E. H I H J )T A HES: BE HD
peripheral blood CD19+ B-cell count and MRI lesions in relapsing-remitting
multiple sclerosis patients.
Modeling Report
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Amended Bioanalytical data report 1: Determination of OMB157 in human 2(. ﬁil H I A FEP g AT —
plasma (K2 EDTA) samples from clinical study COMB157G2301 using

ELISA

Errata list — — — — —
Amendment 01 to COMB157G2301 2;' E' A I H — — ERi] —
Bioanalytical data report: Determination of anti-OMB157 antibodies in 200 &= A A FEP Hegsh AT —
human serum samples from clinical study COMB157G2301 using MSD
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in human serum
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Bioanalytical data report: Determination of OMB157 in human plasma (K2 2(. ﬁil H I H PN NvaN ST —
EDTA) samples from clinical study COMB157G2302 using ELISA
(Amended Bioanalytical Data Report 1)
Errata list — — — — —
Bioanalytical data report: Determination of anti-OMB157 antibodies in 2(. E. A . H AFU R Niv4N PEAM —
human multiple sclerosis serum samples from clinical study
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multicenter study to evaluate the efficacy, safety and pharmacokinetics of 2019 4E 12 A 26 H
ofatumumab in patients with relapsing multiple sclerosis followed by an
extended treatment of at least 24 weeks with open-label ofatumumab
Bioanalytical data report: Determination of OMB157 in Human plasma (K2 2(. EI H . H AFU R 4N PEAM —
EDTA) Samples from Clinical Study COMB157G1301 using ELISA
Interim Bioanalytical data report: Determination of anti-OMB157 in Human 2(. EI A I H PN - STAMG —
serum samples from Clinical Study COMB157G1301 using MSD.
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multicenter study to evaluate the efficacy, safety and pharmacokinetics of
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extended treatment of at least 24 weeks with open-label ofatumumab
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EDTA) Samples from Clinical Study COMB157G1301 using ELISA
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A randomized, double-blind, double-dummy, parallel-group study comparing
the efficacy and safety of ofatumumab versus teriflunomide in patients with
relapsing multiple sclerosis (ASCLEPIOS I/1I)
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5.3.5.3-3 | Integrated Assessment of Immunogenicity 2’ ﬁ. A . H - s - -
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