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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

CABLIVI (caplacizumab-yhdp) for injection, for intravenous or
subcutaneous use
Initial U.S. Approval: 2019

INDICATIONS AND USAGE----memmmmemmmemmmmeee
CABLIVI s a von Willebrand factor (vWF)-directed antibody fragment
indicated for the treatment of adult patients with acquired thrombotic
thrombocytopenic purpura (aTTP), in combination with plasma exchange and
immunosuppressive therapy. (1)

-—=-—emmeeemeeee--DOSAGE AND ADMINISTRATION--------memememeee
o CABLIVI should be administered upon the initiation of plasma exchange
therapy. The recommended dose of CABLIVI is as follows: (2.1)

o First day of treatment: 11 mg bolus intravenous injection at least 15
minutes prior to plasma exchange followed by an 11 mg subcutaneous
injection after completion of plasma exchange on day 1.

o Subsequent treatment during daily plasma exchange: 11 mg
subcutaneous injection once daily following plasma exchange.

o Treatment after the plasma exchange period: 11 mg subcutaneous
injection once daily for 30 days beyond the last plasma exchange.

o If after initial treatment course, sign(s) of persistent underlying disease
such as suppressed ADAMTS13 activity levels remain present,
treatment may be extended for a maximum of 28 days.

o Discontinue CABLIVI if the patient experiences more than 2
recurrences of aTTP, while on CABLIVI.

o The first dose should be administered by a healthcare provider as a bolus
intravenous injection. Administer subsequent doses subcutaneously in the
abdomen. (2.3)

-=--==-=m-=m--—--—-DOSAGE FORMS AND STRENGTHS----------------------
For injection: 11 mg as a lyophilized powder in a single-dose vial. (3)

CONTRAINDICATIONS
Previous severe hypersensitivity reaction to caplacizumab-yhdp or any of the
excipients. (4)

cmmemmeeeeee-WARNINGS AND PRECAUTIONS---memmmmmmmmmmmmmeee
Bleeding: Severe bleeding can occur; risk is increased in patients with
underlying coagulopathies. If clinically significant bleeding occurs, interrupt
treatment. Withhold CABLIVI 7 days prior to elective surgery, dental
procedures, or other invasive interventions. (5.1)

ADVERSE REACTIONS
Most common adverse reactions (incidence >15%) are epistaxis, headache,
and gingival bleeding. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Ablynx US at
1-800-745-4447 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS
Concomitant use of anticoagulants with CABLIVI may increase the risk of
bleeding. Monitor closely for bleeding with concomitant use. (7)

See 17 for PATIENT COUNSELING INFORMATION.
Revised: 10/2021
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

CABLIVI is indicated for the treatment of adult patients with acquired thrombotic
thrombocytopenic purpura (aTTP), in combination with plasma exchange and
immunosuppressive therapy.

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dose and Schedules

CABLIVI should be administered upon initiation of plasma exchange therapy. The
recommended dose of CABLIVI is as follows:

o First day of treatment: 11 mg bolus intravenous injection at least 15 minutes prior to
plasma exchange followed by an 11 mg subcutaneous injection after completion of
plasma exchange on day 1.

e Subsequent days of treatment during daily plasma exchange: 11 mg subcutaneous
injection once daily following plasma exchange.

e Treatment after plasma exchange period: 11 mg subcutaneous injection once daily
continuing for 30 days following the last daily plasma exchange. If after initial treatment
course, sign(s) of persistent underlying disease such as suppressed ADAMTSI13 activity
levels remain present, treatment may be extended for a maximum of 28 days.

Discontinue CABLIVI if the patient experiences more than 2 recurrences of aT TP, while on
CABLIVL

Missed Dose

If a dose of CABLIVI is missed during the plasma exchange period, it should be given as soon as
possible. If a dose of CABLIVI is missed after the plasma exchange period, it can be
administered within 12 hours of the scheduled time of administration. Beyond 12 hours, the
missed dose should be skipped and the next daily dose administered according to the usual
dosing schedule.

2.2 Discontinuation for Surgery and Other Interventions
Withhold CABLIVI treatment 7 days prior to elective surgery, dental procedures, or other
invasive interventions [see Warnings and Precautions (5.1)].

2.3 Reconstitution and Administration Instructions

The first dose of CABLIVI should be administered by a healthcare provider as a bolus
intravenous injection. Administer subsequent doses subcutaneously in the abdomen. Avoid
injections around the navel. Do not administer consecutive injections in the same abdominal
quadrant.

Patients or caregivers may inject CABLIVI subcutaneously after proper training on the
preparation and administration of CABLIVI, including aseptic technique /see Instructions for
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Use].
e Ensure the CABLIVI vial and diluent syringe are at room temperature.

e Reconstitute CABLIVI before administration using the provided syringe containing 1 mL
Sterile Water for Injection, USP, to yield an 11 mg/mL single-dose solution.

e Using aseptic technique throughout the preparation of the solution, attach the vial adapter to
the vial containing CABLIVI.

e Remove the plastic cap from the syringe and attach it to the vial adapter by twisting it
clockwise until it cannot twist any further.

e Slowly push the syringe plunger down until the syringe is empty. Do not remove the syringe
from the vial adapter.

e QGently swirl the vial until the cake or powder is completely dissolved. Do not shake.
e Visually inspect that the reconstituted solution is clear and colorless.

e Withdraw all of the clear, colorless reconstituted solution from the vial into the syringe.
Label the CABLIVI syringe.

e Administer the full amount of reconstituted solution.

e For the initial intravenous injection, if using an intravenous line, the glass syringe should be
connected to a standard Luer lock (and not a needleless connector) and flushed with either
0.9% Sodium Chloride Injection, USP, or 5% Dextrose Injection, USP.

e Use the CABLIVI solution immediately. If not, use CABLIVI within 4 hours after
reconstitution when stored in the refrigerator at 2°C to 8°C (36°F to 46°F).
3 DOSAGE FORMS AND STRENGTHS

For injection: 11 mg as a white lyophilized powder in a single-dose vial.

4 CONTRAINDICATIONS

CABLIVI is contraindicated in patients with a previous severe hypersensitivity reaction to
caplacizumab-yhdp or to any of the excipients. Hypersensitivity reactions have included urticaria
[see Adverse Reactions (6.1)].

5 WARNINGS AND PRECAUTIONS
5.1 Bleeding

CABLIVI increases the risk of bleeding [see Adverse Reactions (6.1)]. Cases of major bleeding,
including life-threatening and fatal bleeding, have been reported in patients receiving
caplacizumab, mainly in those using concomitant antiplatelet agents or anticoagulants.
Caplacizumab should be used with caution in patients with underlying conditions that may
predispose them to a higher risk of bleeding.

In clinical studies, severe bleeding adverse reactions of epistaxis, gingival bleeding, upper
gastrointestinal hemorrhage, and metrorrhagia were each reported in 1% of subjects. Overall,
bleeding events occurred in approximately 58% of patients on CABLIVI versus 43% of patients
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on placebo.

The risk of bleeding is increased in patients with underlying coagulopathies (e.g. hemophilia,
other coagulation factor deficiencies). It is also increased with concomitant use of CABLIVI
with drugs affecting hemostasis and coagulation [see Drug Interactions (7) and Clinical
Pharmacology (12.3)].

Interrupt use of CABLIVI if clinically significant bleeding occurs. If needed, von Willebrand
factor concentrate may be administered to rapidly correct hemostasis. If CABLIVI is restarted,
monitor closely for signs of bleeding.

Withhold CABLIVI for 7 days prior to elective surgery, dental procedures or other invasive
interventions. If emergency surgery is needed, the use of von Willebrand factor concentrate may
be considered to correct hemostasis. After the risk of surgical bleeding has resolved, and
CABLIVI is resumed, monitor closely for signs of bleeding.

6 ADVERSE REACTIONS

The following clinically significant adverse reactions are also discussed in other sections of the
labeling:

e Bleeding [see Warnings and Precautions (5.1)]

6.1  Clinical Trials Experience

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

The safety of CABLIVI was evaluated in two placebo-controlled clinical studies (HERCULES,
in which 71 patients received CABLIVI; and TITAN, in which 35 patients received CABLIVI).
The data described below and in the Warnings and Precautions reflect exposure to CABLIVI
during the blinded periods of both studies, which include 106 patients with aTTP who received at
least one dose, age 18 to 79 years, of whom 69% were female and 73% were White. The median
treatment duration with CABLIVI was 35 days (range 1-77 days).

The most frequently reported adverse reactions (>15%) were epistaxis, headache and gingival
bleeding. Seven patients (7%) in the CABLIVI group experienced an adverse reaction leading to
study drug discontinuation. None of the adverse reactions leading to discontinuation were
observed in more than 1% of patients.

Among 106 patients treated with CABLIVI during the TITAN and HERCULES studies, serious
bleeding adverse reactions reported in >2% patients included epistaxis (4%) and subarachnoid
hemorrhage (2%).

Adverse reactions that occurred in >2% of patients treated with CABLIVI and more frequently

than in those treated with placebo across the pooled data from the two trials are summarized in
Table 1. Urticaria was seen during plasma exchange.
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Table 1: Adverse Reactions in >2% of Patients Treated with CABLIVI and More Frequent
than Placebo During the Blinded Periods of aTTP Studies (HERCULES and TITAN)

CABLIVI Placebo

Adverse Reaction by Body System (N=106) (N=110)
n (%) n (%)

Gastrointestinal disorders
Gingival bleeding 17 (16) 3(3)
Rectal hemorrhage 4 (4) 0(0)
Abdominal wall hematoma 33) 1(1)
General disorders and administration site conditions
Fatigue 16 (15) 10 (9)
Pyrexia 14 (13) 12 (11)
Injection site hemorrhage 6 (6) 1(1)
Catheter site hemorrhage 6 (6) 5(5)
Injection site pruritus 3(3) 0(0)
Musculoskeletal and connective tissue disorders
Back pain 7(7) 4 (4)
Myalgia 6 (6) 2(2)
Nervous system disorders
Headache 22 (21) 15 (14)
Paresthesia 13 (12) 11 (10)
Renal and urinary disorders
Urinary tract infection 6 (6) 4 (4)
Hematuria 4(4) 3(3)
Reproductive system and breast disorders
Vaginal hemorrhage 5(5) 2(2)
Menorrhagia 44 1(1)
Respiratory, thoracic and mediastinal disorders
Epistaxis 31(29) 6 (6)
Dyspnea 10 (9) 5(5)
Skin and subcutaneous tissue disorders
Urticaria | 15 (14) | 7(6)

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 medications, and underlying disease. For these reasons, comparison of
the incidence of antibodies to caplacizumab-yhdp in the studies described below, with the
incidence of antibodies in other studies, or to other products, may be misleading.

The prevalence of pre-existing antibodies binding to caplacizumab-yhdp observed during clinical
studies and during evaluation of commercially available human samples varied between 4% and
63%. In aTTP patients, pre-existing antibodies can be produced by the patient or can originate
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from donor plasma during plasma exchange. No clinically apparent impact of these pre-existing
antibodies on clinical efficacy or safety was found. Treatment-emergent anti-drug antibodies (TE
ADA) against caplacizumab-yhdp were detected in 3% of patients treated with CABLIVI in the
HERCULES study. In the HERCULES study, TE ADA were further characterized as having
neutralizing potential. There was no clinically apparent impact on clinical efficacy or safety /see
Clinical Pharmacology (12.3)].

6.3 Postmarketing Experience

The following adverse reactions have been identified during postapproval use of CABLIVI.
Because these reactions are reported voluntarily from a population of uncertain size, it is not
always possible to reliably estimate their frequency or establish a causal relationship to
caplacizumab-yhdp exposure.

General disorders and administration site conditions:
e injection site erythema
Blood and lymphatic system disorders:

e major bleeding including life-threatening and fatal events

7 DRUG INTERACTIONS
Concomitant Use of Anticoagulants

Concomitant use of CABLIVI with any anticoagulant may increase the risk of bleeding. Assess
and monitor closely for bleeding with concomitant use /see Warnings and Precautions (5.1) and
Clinical Pharmacology (12.3)].

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk Summary

There are no available data on CABLIVI use in pregnant women to inform a drug-associated risk
of major birth defects and miscarriage. However, there are potential risks of hemorrhage in the
mother and fetus associated with use of CABLIVI (see Clinical Considerations). In animal
reproduction studies, there was no evidence of adverse developmental outcomes with
intramuscular administration of caplacizumab-yhdp during organogenesis in guinea pigs at
exposures approximately 30 times the AUC in humans at the recommended subcutaneous
injection dose of 11 mg (see Data).

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

Clinical Considerations

Fetal/neonatal adverse reactions

CABLIVI may increase the risk of bleeding in the fetus and neonate. Monitor neonates for
bleeding [see Warnings and Precautions (5.1)].
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Maternal adverse reactions

All patients receiving CABLIVI, including pregnant women, are at risk for bleeding. Pregnant
women receiving CABLIVI should be carefully monitored for evidence of excessive bleeding
[see Warnings and Precautions (5.1)].

Data
Animal data

Two separate reproduction studies were conducted in pregnant guinea pigs with administration
of caplacizumab-yhdp during the organogenesis period.

In an embryo-fetal development study, caplacizumab-yhdp was administered intramuscularly at
doses up to 20 mg/kg/day from gestational day (GD) 6 to GD 41 in guinea pigs. No maternal
toxicity or adverse developmental outcomes were observed.

In a toxicokinetic study assessing the exposure of caplacizumab-yhdp in the dams and fetuses,
caplacizumab-yhdp was administered once daily to female guinea pigs at doses up to

40 mg/kg/day (corresponding to a drug exposure of approximately 30 times the AUC in humans
at the recommended dose of 11 mg) by intramuscular injection from GD 6 to GD 41 or GD 61.
Exposure to caplacizumab-yhdp was observed in the dams and fetuses, with no effects on
embryo-fetal development.

8.2 Lactation
Risk Summary

There is no information regarding the presence of caplacizumab-yhdp in human milk, the effects
on the breastfed child or the effects on milk production.

The developmental and health benefits of breastfeeding should be considered along with the
mother’s clinical need for CABLIVI and any potential adverse effects on the breastfed child
from CABLIVI, or from the underlying maternal condition.

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

8.5 Geriatric Use

Clinical studies of CABLIVI did not include sufficient numbers of subjects aged 65 and over to
determine whether they respond differently from younger subjects.

8.6 Hepatic Impairment

No formal studies with CABLIVI have been conducted in patients with severe acute or chronic
hepatic impairment and no data regarding the use of CABLIVI in these populations are available.
Due to a potential increased risk of bleeding, use of CABLIVI in patients with severe hepatic
impairment requires close monitoring for bleeding [see Warnings and Precautions (5.1)].

10 OVERDOSAGE

In case of overdose, based on the pharmacological action of CABLIVI, there is the potential for
an increased risk of bleeding [see Warnings and Precautions (5.1)]. Close monitoring for signs
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and symptoms of bleeding is recommended. If needed, the use of von Willebrand factor
concentrate could be considered to correct hemostasis.

11 DESCRIPTION

Caplacizumab-yhdp is a von Willebrand factor (vWF)-directed antibody fragment that consists
of two identical humanized building blocks, linked by a three-alanine linker. Caplacizumab-yhdp
is produced in Escherichia coli by recombinant DNA technology and has an approximate
molecular weight of 28 kDa.

CABLIVI (caplacizumab-yhdp) for injection is a sterile, white, preservative-free, lyophilized
powder. Each single-dose vial delivers 11 mg caplacizumab-yhdp, anhydrous citric acid

(0.18 mg), polysorbate 80 (0.10 mg), sucrose (62 mg), and trisodium citrate dihydrate (4.91 mg).
After reconstitution with 1 mL of Sterile Water for Injection, USP, the final concentration is

11 mg/mL, at a pH of approximately 6.5.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Caplacizumab-yhdp targets the Al-domain of vWF, and inhibits the interaction between vWF
and platelets, thereby reducing both vWF-mediated platelet adhesion and platelet consumption.
12.2 Pharmacodynamics

Ristocetin cofactor (RICO) activity was used to assess VWF activity. Subcutaneous doses of
caplacizumab-yhdp at greater than or equal to the approved recommended dosage to healthy
subjects and patients with aTTP decreased RICO activity levels to below 20% approximately 4
hours post-dose. RICO activity returned to baseline values within 7 days of drug discontinuation.

Caplacizumab-yhdp decreased vWF antigen and factor VIII:C levels. These reductions were
transient and returned to baseline upon cessation of treatment.

12.3 Pharmacokinetics

Caplacizumab-yhdp pharmacokinetics depends on the expression of the target vVWF and are not
dose proportional. Higher levels of vWF antigen increase the fraction of drug-target complex
retained in the circulation. Steady-state was reached following the first administration of
CABLIVI in healthy subjects, with minimal accumulation. Following a single subcutaneous dose
of 10 mg caplacizumab-yhdp to healthy subjects the mean (CV%) peak concentration (Cmax) was
528 (20%) ng/mL and AUCo-24 was 7951 (16%). Following subcutaneous dosing of 10 mg
caplacizumab-yhdp daily for 14 days to healthy subjects, the mean (CV%) Cmax was 348 (30%)
ng/mL and AUCo-: was 6808 (26%) hr-ng/mL.

Absorption
The bioavailability of subcutaneous caplacizumab-yhdp is approximately 90%.

The maximum concentration was observed 6 to 7 hours after subcutaneous dosing of 10 mg
caplacizumab-yhdp once daily in healthy subjects.

Distribution

Caplacizumab-yhdp central volume of distribution is 6.33 L in patients with aTTP.
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Elimination
The half-life of caplacizumab-yhdp is concentration and target-level dependent.
Metabolism

The available data suggest target-bound caplacizumab-yhdp is metabolized within the liver.
Because caplacizumab-yhdp is a monoclonal antibody fragment, it is expected to be catabolized
by various proteolytic enzymes.

Excretion
The available nonclinical data suggest unbound caplacizumab-yhdp is cleared renally.
Antidrug Antibodies

No clinically significant differences in the pharmacokinetics of caplacizumab-yhdp were
observed in patients with pre-existing or treatment-emergent anti-drug antibodies.

Specific Populations

No clinically significant differences in the pharmacokinetics of caplacizumab-yhdp were
observed based on age (18 to 79 years), sex (66% females), race (White [83%] and Black
[17%]), blood group (O [41%] and other groups [59%]), or renal impairment (mild [CrCl: 60 to
90 mL/min], moderate [CrCl: 30 to 60 mL/min] or severe [CrCl: 15 to 30 mL/min]). The effect
of hepatic impairment on the pharmacokinetics of caplacizumab-yhdp is unknown /see Use in
Specific Populations (8.6)].

Drug Interaction Studies

No dedicated drug-drug interaction studies with caplacizumab-yhdp have been conducted.
13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

No studies have been performed to evaluate the potential of caplacizumab-yhdp for
carcinogenicity or genotoxicity.

Animal reproduction studies assessing the effects of caplacizumab-yhdp on male and female
fertility have not been conducted.

14 CLINICAL STUDIES

The efficacy of CABLIVI for the treatment of adult patients with acquired thrombotic
thrombocytopenic purpura (aTTP) in combination with plasma exchange and

immunosuppressive therapy was established in a pivotal multicenter, randomized, double-blind,
placebo-controlled trial (HERCULES) (NCT02553317).

A total of 145 patients were enrolled in the HERCULES study; the median age was 45 (range: 18
to 79) years, 69% were female, 73% were White. Patients were randomized to either CABLIVI
(n=72) or placebo (n=73). Patients in both groups received plasma exchange and
immunosuppressive therapy. Patients were stratified according the severity of neurological
involvement (Glasgow Coma Scale score <12 or 13 to 15). Patients with sepsis, infection with E.
coli 0157, atypical hemolytic uremic syndrome, disseminated intravascular coagulation or
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congenital thrombotic thrombocytopenic purpura were not eligible for enrollment.

Patients received a single 11 mg CABLIVI bolus intravenous injection or placebo prior to the

first plasma exchange on study, followed by a daily subcutaneous injection of 11 mg CABLIVI

or placebo after completion of plasma exchange, for the duration of the daily plasma exchange

period and for 30 days thereafter. If after the initial treatment course, sign(s) of persistent

underlying disease such as suppressed ADAMTS13 activity levels remained present, treatment

was extended for 7 day intervals for a maximum of 28 days.

The median treatment duration with CABLIVI was 35 days.

The clinical trial protocol specified the CABLIVI dose as 10 mg, to be delivered by withdrawing
all of the reconstituted solution from the vial and administering the full amount. A dose recovery
study showed that the mean dose that can be withdrawn from a vial is 11 mg. Therefore, based

on the dose recovery study, the mean dose delivered in the trial was 11 mg.

The efficacy of CABLIVI in patients with aTTP was established based on time to platelet count

response (platelet count >150,000/uL followed by cessation of daily plasma exchange within 5

days). Time to platelet count response was shorter among patients treated with CABLIVI,

compared to placebo.

Figure 1: Platelet Response over Time
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Treatment with CABLIVI resulted in a lower number of patients with TTP-related death,
recurrence of TTP, or at least one treatment-emergent major thromboembolic event (a composite
endpoint) during the treatment period (see Table 2).

Table 2: Patients in the HERCULES Study with aTTP-Related Death, a Recurrence of
aTTP, or at Least One Treatment-Emergent Major Thromboembolic Event During Study

Drug Treatment Period (ITT population)

CABLIVI Placebo
N=T72 N=73
Number of patients with n (%)* n (%)
TTP-related death 0 3(4.1)
Recurrence of TTP (exacerbation)’ 3(4.2) 28 (38.4)
At least one treatment-emergent
major thromboembolic event 6(8.5) 6 (8.2)
Total' 9 (12.7) 36 (49.3)

N = number of patients within the population of interest (by treatment group);

n = number of patients with events;

TTP = thrombotic thrombocytopenic purpura; ITT = intent to treat.

* Based on 71 patients who received at least one dose of study drug.

¥ Exacerbation defined as thrombocytopenia after initial recovery of platelet count (platelet count >150,000/uL with
subsequent stop of daily plasma exchange within 5 days) that required reinitiation of daily plasma exchange during
the 30-day post daily plasma exchange period.

 p<0.0001

The proportion of patients with a recurrence of TTP in the overall study period (the drug
treatment period plus the 28-day follow-up period after discontinuation of drug treatment) was
lower in the CABLIVI group (9/72 patients [13%]) compared to the placebo group (28/73
patients [38%] (p<0.001). In the 6 patients in the CABLIVI group who experienced a recurrence
of TTP during the follow-up period (i.e., a relapse defined as recurrent thrombocytopenia after
initial recovery of platelet count (platelet count >150,000/uL) that required reinitiation of daily
plasma exchange, occurring after the 30-day post daily plasma exchange period), ADAMTS13
activity levels were <10% at the end of the study drug treatment, indicating that the underlying
immunological disease was still active at the time CABLIVI was stopped.

16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied

CABLIVI (caplacizumab-yhdp) for injection is a sterile, white, preservative-free, lyophilized
powder in a single-dose vial. Each carton (NDC 58468-0225-1) contains:

e one 11 mg CABLIVI single-dose vial (NDC 58468-0227-1)

e one |1 mL Sterile Water for Injection, USP, prefilled glass syringe (diluent for CABLIVI)
(NDC 58468-0229-1)

e one sterile vial adapter

e one sterile hypodermic needle (30 gauge)

e two individually packaged alcohol swabs

16.2 Storage
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Store refrigerated at 2°C to 8°C (36°F to 46°F) in the original carton to protect from light. Do not
freeze. Unopened vials may be stored in the original carton at room temperature up to 30°C
(86°F) for a single period of up to 2 months. Do not return CABLIVI to the refrigerator after it
has been stored at room temperature.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Instructions for Use).

Bleeding [see Warnings and Precautions (5.1)]

e Advise patients that bruising and bleeding may occur more easily, that nose bleeds and
bleeding of gums may occur, and that it may take them longer than usual to stop
bleeding.

e Advise patients to contact their healthcare provider immediately if symptoms of
excessive bruising, excessive bleeding, or major bleeding (such as headache, dyspnea,
fatigue, hypotension, or fainting) occur.

e Advise patients to inform their healthcare provider before scheduling any elective
surgery, dental procedure or other invasive interventions.

Manufactured by:

Ablynx N.V.

Technologiepark 21

9052 Ghent (Zwijnaarde), Belgium
U.S. License No. 2085

Distributed by:
Genzyme Corporation
Cambridge, MA 02142

CABLIVI is a registered trademark of Ablynx N.V., Belgium
©2021 Ablynx N.V. All rights reserved.
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ANNEX I

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

1. NAME OF THE MEDICINAL PRODUCT

Cablivi 10 mg powder and solvent for solution for injection

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each vial of powder contains 10 mg of caplacizumab*.
Each pre-filled syringe of solvent contains 1 mL of water for injections.

* Caplacizumab is a humanised bivalent Nanobody produced in Escherichia coli by recombinant
DNA technology.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Powder and solvent for solution for injection.

White lyophilised powder.

The solvent is a clear, colourless liquid.

4.  CLINICAL PARTICULARS

4.1 Therapeutic indications

Cablivi is indicated for the treatment of adults and adolescents of 12 years of age and older weighing
at least 40 kg experiencing an episode of acquired thrombotic thrombocytopenic purpura (aTTP), in
conjunction with plasma exchange and immunosuppression.

4.2 Posology and method of administration

Treatment with Cablivi should be initiated and supervised by physicians experienced in the
management of patients with thrombotic microangiopathies.

Posology

First dose
Intravenous injection of 10 mg of caplacizumab prior to plasma exchange.

Subsequent doses

Daily subcutaneous administration of 10 mg of caplacizumab after completion of each plasma
exchange for the duration of daily plasma exchange treatment, followed by daily subcutaneous
injection of 10 mg of caplacizumab for 30 days after stopping daily plasma exchange treatment.

If at the end of this period there is evidence of unresolved immunological disease, it is recommended
to optimise the immunosupression regimen and continue daily subcutaneous administration of 10 mg
of caplacizumab until the signs of underlying immunological disease are resolved (e.g. sustained
normalisation of ADAMTSI13 activity level).
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In the clinical development program, caplacizumab has been administered daily for up to 65 days. No
data on re-treatment with caplacizumab are available.

Missed dose

If a dose of Cablivi is missed, it can be administered within 12 hours. If more than 12
hours have passed since the dose was to have been given, the missed dose should NOT be
administered and the next dose should be administered per the usual dosing schedule.

Special populations

Renal impairment
No dose adjustment is necessary for patients with renal impairment (see section 5.2).

Hepatic impairment
No dose adjustment is necessary for patients with hepatic impairment (see section 5.2). See section 4.4
for special considerations in patients with severe hepatic impairment.

Elderly
While experience with the use of caplacizumab in the elderly is limited, there is no evidence to suggest
that dose adjustment or special precautions are needed for elderly patients (see section 5.2).

Paediatric population

The safety and efficacy of caplacizumab in the paediatric population have not been established in
clinical trials. The posology of Cablivi in adolescents of 12 years of age and older weighing at least 40
kg is the same as in adults (see section 5.2). No recommendations can be made on the posology of
Cablivi for paediatric patients below 40 kg of body weight.

Method of administration
The first dose of Cablivi is to be administered as an intravenous injection. Subsequent doses are to be

administered via subcutaneous injection in the abdomen.

Injections into the area around the navel should be avoided and consecutive injections should not be
administered in the same abdominal quadrant.

Patients or caregivers may inject the medicinal product after proper training in the subcutaneous
injection technique.

For instructions on reconstitution of Cablivi before administration, see section 6.6.

4.3 Contraindications

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

Bleeding

Active clinically significant bleeding

In case of active, clinically significant bleeding, treatment with Cablivi should be interrupted. If
needed, the use of von Willebrand Factor concentrate could be considered to correct hemostasis.
Cablivi should only be restarted upon the advice of a physician experienced in the management of
thrombotic microangiopathies.

Increased risk of bleeding

In the setting of concomitant use of oral anticoagulants or high dose heparin
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Due to a potential increased risk of bleeding, initiation or continuation of treatment with oral
anticoagulants or high dose heparin requires a benefit/risk assessment and close clinical monitoring,.

In the setting of concomitant use of anti-platelet agents and / or low molecular weight heparin
(LMWH)

While no increased risk of bleeding was observed in clinical trials, concomitant treatment with anti-
platelet agents and / or LMWH requires a benefit/risk assessment and close clinical monitoring.

In patients with coagulopathies

Due to a potential increased risk of bleeding, use of Cablivi in patients with underlying coagulopathies
(e.g. hemophilia, other coagulation factor deficiencies) is to be accompanied by close clinical
monitoring.

In patients undergoing surgery

If a patient is to undergo elective surgery or a dental procedure, the patient should be advised to
inform the physician or dentist that they are using Cablivi, and treatment should be stopped at least 7
days before the planned intervention. The patient should also notify the physician who supervises the
treatment with Cablivi about the planned procedure.

If emergency surgery is needed, the use of von Willebrand Factor concentrate could be considered to
correct hemostasis.

Severe hepatic impairment

No formal study with caplacizumab has been conducted in patients with severe acute or chronic
hepatic impairment and no data regarding the use of caplacizumab in these populations are available.
Use of Cablivi in this population requires a benefit/risk assessment and close clinical monitoring.

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

of the administered product should be clearly recorded.
4.5 Interaction with other medicinal products and other forms of interaction

No interaction studies evaluating use of caplacizumab with oral anticoagulants (e.g. vitamin K
antagonists, direct oral anticoagulants [DOAC] such as thrombin inhibitors or factor Xa inhibitors) or
high dose heparin have been performed (See section 4.4 In the setting of concomitant use of oral
anticoagulants or high dose heparin).

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no data on the use of caplacizumab in pregnant women. Studies in guinea pigs showed no

effect of caplacizumab on the dams or foetuses (see section 5.3).
As a precautionary measure, it is preferable to avoid the use of Cablivi during pregnancy.

Breastfeeding
There are no data on the use of caplacizumab in breastfeeding women. It is unknown whether

caplacizumab is excreted in human milk. A risk to the child cannot be excluded.
A decision must be made whether to discontinue breastfeeding or to abstain/discontinue from therapy,
taking into account the benefit of breastfeeding for the child and the benefit of therapy for the woman.

Fertility

The effects of caplacizumab on fertility in humans are unknown. In animal toxicology studies, no
impact of caplacizumab on male and female fertility parameters was observed (see section 5.3).
4.7 Effects on ability to drive and use machines

Cablivi has no or negligible influence on the ability to drive and use machines.
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4.8 Undesirable effects

Summary of the safety profile

The most frequent adverse reactions in clinical trials were epistaxis, headache and gingival bleeding.

The most common serious adverse reaction was epistaxis.

Tabulated list of adverse reactions

Adverse reactions are listed below by MedDRA system organ class and by frequency. Frequencies are
defined as follows: very common (> 1/10); common (= 1/100 to < 1/10); uncommon (> 1/1,000 to
< 1/100); rare (> 1/10,000 to < 1/1,000); very rare (< 1/10,000), not known (cannot be estimated from

the available data).

System organ class

Very common

Common

disorders

Nervous system disorders Headache Cerebral infarction

Eye disorders Eye Haemorrhage*

Vascular disorders Haematoma*

Respiratory, thoracic and Epistaxis* Dyspnoea, Haemoptysis*

mediastinal disorders

Gastrointestinal disorders Gingival bleeding* Haematemesis*, haematochezia*,
melaena*, upper gastrointestinal
haemorrhage*, haemorrhoidal
haemorrhage*, rectal haemorrhage *,
abdominal wall haematoma*

Skin and subcutaneous tissue |Urticaria

Musculoskeletal and Myalgia
connective tissue disorders
Renal And Urinary Disorders Haematuria*

Reproductive system and
breast disorders

Menorrhagia*, vaginal haemorrhage*

General disorders and
administration site conditions

Pyrexia, Fatigue

Injection site haemorrhage®, injection site
pruritus, injection site erythema, injection
site reaction

Injury, Poisoning And
Procedural Complications

Subarachnoid haemorrhage*

*Bleeding events: see below

Description of selected adverse reactions

Bleeding

In clinical studies, bleeding events occurred in different body systems, independent of treatment
duration. Although in some cases these events were serious and required medical attention, most were
self-limited and all resolved. In case of active clinically significant bleeding, consider actions outlined

in sections 4.4 and 4.9.

Reporting of suspected adverse reactions

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

4.9 Overdose

In case of overdose, based on the pharmacological action of caplacizumab, there is the potential for an
increased risk of bleeding. Close monitoring for signs and symptoms of bleeding is recommended.
(see section 4.4).

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Other antithrombotic agents, ATC code: BO1AXO07.

Mechanism of action

Caplacizumab is a humanised bivalent Nanobody that consists of two identical humanised building
blocks (PMP12A2hum1), genetically linked by a three-alanine linker, targeting the A1-domain of von
Willebrand factor and inhibiting the interaction between von Willebrand factor and platelets. As such,
caplacizumab prevents the ultralarge von Willebrand factor-mediated platelet adhesion, which is
characteristic of aTTP. It also affects the disposition of von Willebrand factor, leading to transient
reductions of total von Willebrand factor antigen levels and to concomitant reduction of factor VIII:C
levels during treatment.

Pharmacodynamic effects

Target inhibition

The pharmacologic effect of caplacizumab on target inhibition was assessed using two biomarkers for
von Willebrand factor activity; ristocetin-induced platelet aggregation (RIPA) and ristocetin cofactor
(RICO). Full inhibition of von Willebrand factor-mediated platelet aggregation by caplacizumab is
indicated by RIPA and RICO levels dropping below 10% and 20%, respectively. All clinical studies
with caplacizumab demonstrated rapid decreases in RIPA and/or RICO levels after the start of the
treatment, with recovery to baseline levels within 7 days of discontinuation. The 10 mg subcutaneous
dose in patients with aTTP elicited full inhibition of von Willebrand factor-mediated platelet
aggregation, as evidenced by RICO levels of < 20% throughout the treatment period.

Target disposition

The pharmacologic effect of caplacizumab on target disposition was measured using von Willebrand
factor antigen and factor VIII clotting activity (factor VIII:C) as biomarkers. Upon repeated
administration of caplacizumab, a decrease of 30-50% in von Willebrand factor antigen levels was
observed in clinical studies, reaching a maximum within 1-2 days of treatment. Because von
Willebrand factor acts as a carrier for factor VIII, reduced von Willebrand factor antigen levels
resulted in a similar reduction in factor VIII:C levels. The reduced von Willebrand factor antigen and
FVIIL:C levels were transient and returned to baseline upon cessation of treatment.

Clinical efficacy and safety

The efficacy and safety of caplacizumab in adults experiencing an episode of aTTP were established
in 2 randomised, controlled studies: Phase III study ALX0681-C301 “HERCULES” and Phase 11
study ALX-0681-2.1/10 “TITAN”.

Efficacy

Study ALX0681-C301
In this double-blind, placebo-controlled study, patients with an episode of aTTP were randomised 1:1
to receive either caplacizumab or placebo in addition to daily plasma exchange and
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immunosuppression. Patients received a single intravenous bolus injection of 10 mg caplacizumab or
placebo prior to the first plasma exchange on study. This was followed by daily subcutaneous
injections of 10 mg caplacizumab or placebo after completion of each plasma exchange for the
duration of the daily plasma exchange period and for 30 days thereafter. If at the end of this treatment
period there was evidence of persistent underlying disease activity (indicative of an imminent risk for
recurrence), treatment could be extended weekly for a maximum of 4 weeks, together with
optimisation of immunosuppression. If a recurrence occurred while on study drug treatment, patients
were switched to open-label caplacizumab. They were again treated for the duration of daily plasma
exchange and for 30 days thereafter. If at the end of this treatment period there were was evidence of
ongoing underlying disease, open-label treatment with caplacizumab could be extended weekly for a
maximum of 4 weeks, together with optimisation of immunosuppression. Patients were followed for 1
month after discontinuation of treatment. In case of recurrence during the follow up period (i.e. after
all study drug treatment had been stopped), there was no re-initiation of study drug and the recurrence
was to be treated according to the standard of care.

In this study, 145 patients experiencing an episode of aT TP were randomised (72 to caplacizumab and
to 73 placebo). Patient age ranged from 18 to 79 years, with a mean of 46 years. Half of the patients
were experiencing their first episode of aTTP. Baseline disease characteristics were typical of aTTP.

The median treatment duration with caplacizumab in the double blind period was 35 days.

Treatment with caplacizumab resulted in a statistically significant reduction in time to platelet count
response (p<0.01). Patients treated with caplacizumab were 1.55 times more likely to achieve platelet
count response at any given time point, compared to patients treated with placebo.

Treatment with caplacizumab resulted in a 74% reduction in the composite endpoint of the percentage
of patients with aTTP-related death (0/72; placebo 3/73), exacerbation of aTTP (3/72; placebo 28/73),
or at least one major thromboembolic event during study drug treatment (6/72; placebo 6/73)
(p<0.0001). There were no deaths in the caplacizumab group and 3 deaths in the placebo group during
the study drug treatment period.

The proportion of patients with a recurrence of aTTP (exacerbation or relapse) in the overall study
period (including the 28 day follow-up after discontinuation of study drug treatment) was 67% lower
in the caplacizumab group (9/72; relapse : 6/72) compared to the placebo group (28/73; relapse 0/73)
(p<0.001).

No patients treated with caplacizumab (0/72) were refractory to treatment (defined as absence of
platelet count doubling after 4 days of standard treatment and elevated LDH) compared to three
patients treated with placebo (3/73).

Treatment with caplacizumab reduced the mean number of days of plasma exchange, the volume of
plasma used, the mean length of Intensive Care Unit stay and the mean length of hospitalization
during the study drug treatment period.

Placebo Caplacizumab

Number of days of Plasma Exchange (days) N 73 71

Mean (SE) 9.4 (0.81) 5.8 (0.51)
Total volume of plasma used (liter) N 73 71

Mean (SE) 35.93 (4.17) 21.33 (1.62)
Length of hospitalization (days) N 73 71

Mean (SE) 14.4 (1.22) 9.9 (0.70)
Number of days in ICU N 27 28

Mean (SE) 9.7 (2.12) 3.4 (0.40)

N: number of patients evaluated; SE: Standard Error; ICU: Intensive Care Unit
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Immunogenicity
In clinical studies, up to 9% of patients developed treatment-emergent anti-drug antibodies (ADA). No

impact on clinical efficacy was observed and no serious adverse events were found to be associated
with these ADA responses.

Paediatric population
See section 4.2 for information on paediatric use and section 5.2 for results of modeling and
simulation studies for paediatric patients. There are no clinical data for paediatric patients.

5.2 Pharmacokinetic properties

The pharmacokinetics of caplacizumab have been investigated in healthy subjects after single
intravenous infusions and after single and repeated subcutaneous injections. Pharmacokinetics in
patients with aTTP were investigated upon single intravenous and repeated subcutaneous injections.

Pharmacokinetics of caplacizumab appear as non-dose proportional, as characterized by target-
mediated disposition. In healthy volunteers receiving 10 mg caplacizumab subcutaneoulsy once daily,
the maximum concentration was observed at 6-7 hours post-dose and steady-state was reached
following the first administration, with minimal accumulation.

Absorption
After subcutaneous administration, caplacizumab is rapidly and almost completely absorbed

(estimated F> 0.901) in the systemic circulation.

Distribution
After absorption, caplacizumab binds to the target and distributes to well perfused organs. In patients
with aTTP the central volume of distribution was estimated at 6.33 L.

Biotransformation/Elimination

The pharmacokinetics of caplacizumab depend on the expression of the target von Willebrand factor.
Higher levels of von Willebrand factor antigen, such as in patients with aTTP, increase the fraction of
drug-target complex retained in the circulation. The ti, of caplacizumab is, therefore, concentration-
and target level-dependent. Target-bound caplacizumab is assumed to be catabolised within the liver,
whereas unbound caplacizumab is assumed to be renally cleared.

Characteristics in specific groups

The pharmacokinetics of caplacizumab were determined using a population pharmacokinetic analysis
on pooled pharmacokinetic data. Body weight was allometrically included in the model. Differences in
the different subpopulations were investigated. In studied populations; gender, age, blood group and
race did not affect the pharmacokinetics of caplacizumab.

Renal or hepatic impairment

No formal study of the effect of hepatic or renal impairment on the pharmacokinetics of caplacizumab
has been conducted. In the population PK/PD model, renal function (CRCL) had a statistically
significant effect resulting in limited increase in predicted exposure (AUCss) in severe renal
impairment. In the clinical studies of patients with TTP, those with renal impairment did not show
additional risk of adverse events.

Paediatric population

Based on data pooled from clinical studies in adults, a pharmacokinetic-pharmacodynamic (PK/PD)
population model was developed, describing the interaction between caplacizumab and von
Willebrand factor antigen (VWF:Ag), in different adult populations following intravenous and
subcutaneous administration of caplacizumab at various dose levels. For children aged 2 to below 18
years of age, simulations were performed based on this PK/PD model predicting that exposure and
suppression of vWF:Ag are expected to be similar to those in adults when 10 mg/day is used in
children with a bodyweight of >40 kg, and when 5 mg/day is used in children with a bodyweight of
<40 kg.
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5.3 Preclinical safety data

Consistent with its mode of action, toxicology studies of caplacizumab have shown an increased
bleeding tendency in guinea pigs (haemorrhagic subcutaneous tissue at the injection sites) and
cynomolgus monkeys (haemorrhagic subcutaneous tissue at the injection sites, nose bleed,
exaggerated menstrual bleeding, haematoma at sites of animal handling or experimental procedures,
prolonged bleeding at injection sites). Furthermore, pharmacology-related decreases of von
Willebrand factor antigen, and consequently factor VIII:C, were noted in cynomolgus monkeys and, to
a lesser extent for factor VIII:C, in guinea pigs.

An embryo-foetal development study was conducted in guinea pigs, with no reported signs of toxicity.
A follow-up toxicokinetic study in pregnant guinea pigs assessed exposure of caplacizumab in the
dams and foetuses. The results indicated exposure to caplacizumab in dams and, to a much lesser
extent, foetuses, with no reported effects on foetal development. Foetal exposure to caplacizumab in
primates and humans remains uncertain, as proteins lacking an Fc portion are not thought to freely
pass the placental barrier.

No studies have been performed to evaluate the mutagenic potential of caplacizumab, as such tests are
not relevant for biologicals. Based on a carcinogenicity risk assessment, dedicated studies were not
deemed necessary.

Dedicated animal studies assessing the effects of caplacizumab on male and female fertility have not
been performed. In repeat-dose toxicity tests in cynomolgus monkeys, no impact of caplacizumab on
fertility parameters in male (testicular size, sperm function, histopathological analysis of testis and
epididymis) and female (histopathological analysis of reproductive organs, periodic vaginal cytology)
animals was observed.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Powder

Sucrose

Citric acid anhydrous
Trisodium citrate dihydrate
Polysorbate 80

Solvent
Water for injections

6.2 Incompatibilities
In the absence of compatibility studies, Cablivi must not be mixed with other medicinal products.
6.3  Shelf life

Unopened vial
4 years.

Reconstituted solution

Chemical and physical in-use stability has been demonstrated for 4 hours at 25°C.

From a microbiological point of view, unless the method of reconstitution precludes the risk of
microbial contamination, the product should be used immediately.

If not used immediately, in-use storage times and conditions are the responsibility of user.
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6.4 Special precautions for storage

Store in a refrigerator (2 °C - 8 °C).
Do not freeze.
Store in the original package in order to protect from light.

Cablivi may be stored at a temperature not above 25 °C for a single period of up to 2 months, but not
beyond the expiry date. Do not return Cablivi to refrigerated storage after storage at room temperature.

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

Powder
Vial (type I glass) with a stopper (butyl rubber), a seal (aluminium) and a cap (polypropylene),
containing 10 mg of caplacizumab.

Solvent
Pre-filled syringe (type I glass cartridge closed with a bromobutyl rubber stopper) with 1 mL of water
for injections.

Pack size

e Single pack containing 1 vial with powder, 1 pre-filled syringe with solvent, 1 vial adapter, 1
hypodermic needle (30 gauge) and 2 alcohol swabs.

e Multipack containing 7 single packs.

e Multidose pack containing 7 vials with powder, 7 pre-filled syringes with solvent, 7 vial adapters,
7 hypodermic needles (30 gauge) and 14 alcohol swabs.

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

For both intravenous and subcutaneuous administration,reconstitute the powder contained in the vial
using the vial adapter and all solvent in the pre-filled syringe. The solvent should be added slowly and
mixed gently to avoid foaming of the solution. Allow the vial with connected syringe to stand on a
surface for 5 minutes at room temperature.

The reconstituted solution is clear, colourless, or slightly yellowish. It must be visually inspected for
particulate matter. Do not use solution exhibiting particulates.

Transfer the entire volume of the reconstituted solution back to the glass syringe and immediately
administer the entire volume of the syringe (see section 6.3).

Cablivi is for single use only. Any unused medicinal product or waste material should be disposed of
in accordance with local requirements.

7. MARKETING AUTHORISATION HOLDER

Ablynx NV
Technologiepark 21
9052 Zwijnaarde
Belgium
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8. MARKETING AUTHORISATION NUMBER(S)

EU/1/18/1305/001

EU/1/18/1305/002

EU/1/18/1305/003

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 31 August 2018

10. DATE OF REVISION OF THE TEXT

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

MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT
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A. MANUFACTURER OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer of the biological active substance
Richter-Helm BioLogics GmbH & Co. KG

Dengelsberg

24796 Bovenau

Germany

Name and address of the manufacturer responsible for batch release
Ablynx NV

Technologiepark 21

9052 Zwijnaarde

Belgium

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

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

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

e Periodic Safety Update Reports (PSURSs)

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

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

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

¢ Risk management plan (RMP)

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

e At the request of the European Medicines Agency;

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

e Additional risk minimisation measures

Prior to launch of Cablivi in each Member State the Marketing Authorisation Holder (MAH) must
agree about the content and format of the patient alert card, including communication media,
distribution modalities, and any other aspects, with the National Competent Authority.

The MAH shall ensure that in each Member State where Cablivi is marketed, all patients/carers
who are expected to use Cablivi are provided with the following patient alert card which shall
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contain the following key message:
e to mitigate the risk of serious bleeding episode particularly in emergency situations (e.g.
accident) to inform physicians about the medical blockage of the von Willebrand Factor.
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ANNEX III

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

OUTER CARTON

| 1. NAME OF THE MEDICINAL PRODUCT

Cablivi 10 mg powder and solvent for solution for injection
caplacizumab

| 2. STATEMENT OF ACTIVE SUBSTANCE

Each vial of powder contains 10 mg caplacizumab.
Each pre-filled syringe of solvent contains 1 mL of water for injections.

| 3. LIST OF EXCIPIENTS

Excipients: sucrose, citric acid anhydrous, trisodium citrate dihydrate, polysorbate 80.

| 4. PHARMACEUTICAL FORM AND CONTENTS

Powder and solvent for solution for injection

Content:

1 vial with powder

1 syringe with solvent
1 sterile vial adapter

1 sterile needle

2 alcohol swabs

Content :

7 vials with powder

7 syringes with solvent
7 sterile vial adapters

7 sterile needles

14 alcohol swabs

| 5. METHOD AND ROUTE OF ADMINISTRATION

Read the package leaflet before use
Intravenous and subcutaneous use
For single use only

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

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY
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| 8. EXPIRY DATE

EXP:

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2 °C — 8 °C). Do not freeze. Store in the original package in order to protect
from light.

Cablivi may be stored at room temperature (not above 25 °C) for a single period of up to 2 months.

Date removed from refrigerator:

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

| 11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Ablynx NV
Technologiepark 21
9052 Zwijnaarde, Belgium

| 12. MARKETING AUTHORISATION NUMBERS

EU/1/18/1305/001
EU/1/18/1305/003

13. BATCH NUMBER

Lot:

| 14.  GENERAL CLASSIFICATION FOR SUPPLY

| 15. INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Cablivi

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

18
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PC:
SN:
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON
Multipack (contains Blue Box)

1. NAME OF THE MEDICINAL PRODUCT

Cablivi 10 mg powder and solvent for solution for injection
caplacizumab

2. STATEMENT OF ACTIVE SUBSTANCE

Each vial of powder contains 10 mg caplacizumab.
Each pre-filled syringe of solvent contains 1 mL of water for injections.

| 3. LIST OF EXCIPIENTS

Excipients: sucrose, citric acid anhydrous, trisodium citrate dihydrate, polysorbate 80.

| 4. PHARMACEUTICAL FORM AND CONTENTS

Powder and solvent for solution for injection

Multipack: 7 packs of 1 single dose kit.

| 5. METHOD AND ROUTE OF ADMINISTRATION

For single use only
Read the package leaflet before use
Intravenous and subcutaneous use

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

Keep out of the sight and reach of children.

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

| 8. EXPIRY DATE

EXP:

| 9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2 °C — 8 °C). Do not freeze. Store in the original package in order to protect
from light.

Cablivi may be stored at room temperature (not above 25 °C) for a single period of up to 2 months.
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Date removed from refrigerator:

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Ablynx NV
Technologiepark 21
9052 Zwijnaarde
Belgium

| 12. MARKETING AUTHORISATION NUMBERS

EU/1/18/1305/002

13. BATCH NUMBER

Lot:

14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

| 16. INFORMATION IN BRAILLE

Cablivi

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.

| 18.  UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INNER CARTON
Multipack (without Blue Box)

| 1. NAME OF THE MEDICINAL PRODUCT

Cablivi 10 mg powder and solvent for solution for injection
caplacizumab

| 2. STATEMENT OF ACTIVE SUBSTANCE

Each vial of powder contains 10 mg caplacizumab.
Each pre-filled syringe of solvent contains 1 mL of water for injections.

| 3. LIST OF EXCIPIENTS

Excipients: sucrose, citric acid anhydrous, trisodium citrate dihydrate, polysorbate 80.

| 4. PHARMACEUTICAL FORM AND CONTENTS

Powder and solvent for solution for injection

Content:

1 vial with powder

1 syringe with solvent
1 sterile vial adapter

1 sterile needle

2 alcohol swabs

Component of a multipack, cannot be sold separately.

| 5. METHOD AND ROUTE OF ADMINISTRATION

Read the package leaflet before use
Intravenous and subcutaneous use
For single use only

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

Keep out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY
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8. EXPIRY DATE

EXP:

9. SPECIAL STORAGE CONDITIONS

Store in a refrigerator (2 °C — 8 °C). Do not freeze. Store in the original package in order to protect
from light.

Cablivi may be stored at room temperature (not above 25 °C) for a single period of up to 2 months.

Date removed from refrigerator:

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Ablynx NV
Technologiepark 21
9052 Zwijnaarde
Belgium

12. MARKETING AUTHORISATION NUMBERS

EU/1/18/1305/002

13. BATCH NUMBER

Lot:

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

15. INSTRUCTIONS ON USE

16. INFORMATION IN BRAILLE

Cablivi

17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.
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| 18.

UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC:
SN:
NN:
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PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL

| 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION |

Cablivi 10 mg powder for injection
caplacizumab
IV and SC

| 2. METHOD OF ADMINISTRATION |

| 3. EXPIRY DATE |

EXP

| 4.  BATCH NUMBER

Lot

‘ S. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

| 6. OTHER
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PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

SOLVENT SYRINGE LABEL

| 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATION

Solvent for Cablivi

| 2. METHOD OF ADMINISTRATION

3. EXPIRY DATE

EXP

| 4.  BATCH NUMBER

Lot

| 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT

1 mL water for injections

| 6. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the user

Cablivi 10 mg powder and solvent for solution for injection
caplacizumab

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

Read all of this leaflet carefully before you start using this medicine because it contains
important information for you.

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

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

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

o If you get any side effects, talk to your doctor or pharmacist. This includes any possible side

effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What Cablivi is and what it is used for

2. What you need to know before you use Cablivi
3. How to use Cablivi

4, Possible side effects

5. How to store Cablivi

6. Contents of the pack and other information

1. What Cablivi is and what it is used for

Cablivi contains the active substance caplacizumab. It is used to treat an episode of acquired
thrombotic thrombocytopenic purpura in adults and adolescents of 12 years of age and older
weighing at least 40 kg. This is a rare blood clotting disorder in which clots form in small blood
vessels. These clots can block blood vessels and damage the brain, heart, kidneys, or other organs.
Cablivi prevents the formation of these blood clots by stopping platelets in the blood from clumping
together. By doing so, Cablivi reduces the risk of experiencing another episode of aTTP soon after the
first.

2. What you need to know before you use Cablivi

Do not use Cablivi

o if you are allergic to caplacizumab or any of the other ingredients in this medicine (listed in
section 6)

Warnings and precautions

Tell your doctor if you:

e Dbleed excessively during treatment. Your doctor may ask you to stop the treatment. The doctor
will say when you can start your treatment again.

e are using anticoagulants such as vitamin K antagonists , rivaroxaban, apixaban (which treat blood
clots). Your doctor will decide how you should be treated.

e are using anti-platelet agents such as aspirin, or low molecular weight heparin (which prevent
blood clots). Your doctor will decide how you should be treated.

e have a bleeding disorder such as haemophilia. Your doctor will decide how you should be treated.

e have severely reduced liver function. Your doctor will decide how you should be treated.
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e are going to have an operation or dental treatment. Your doctor will decide if it can be postponed
or if you should stop Cablivi before your surgery or dental treatment.

Children and adolescents
Cablivi is not recommended for children under 12 years and below 40 kg body weight.

Other medicines and Cablivi
Tell your doctor or pharmacist if you are using, have recently used, or might use any other medicines.

Also tell your doctor if you are using an anticoagulant medicine such as vitamin K antagonists,
rivaroxaban, or apixaban which treat blood clots or anti-platelet agents, such as aspirin, or low
molecular weight heparin which prevent blood clots.

Pregnancy and breast-feeding
Tell your doctor if you are pregnant or plan to get pregnant. Use of Cablivi is not recommended during
pregnancy.

Tell your doctor if you are breastfeeding. Your doctor will advise you whether to discontinue
breastfeeding or not use Cablivi, considering the benefit of breastfeeding to the baby and the benefit of
Cablivi to you.

Driving and using machines
Cablivi is not expected to influence the ability to drive or use machines.

Cablivi contains sodium
This medicine contains less than 1 mmol sodium (23 mg) per dose, i.c. it is essentially ‘sodium-free’.

3. How to use Cablivi

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

Treatment with Cablivi is started by a doctor experienced in blood disorders.

The recommended treatment is
o first dose
- 1 vial injected into a vein by a healthcare professional
- the medicine will be given before starting plasma exchange

e subsequent doses:

1 vial once daily as a subcutaneous injection (under the skin of the belly)

the subcutaneous injection will be given after each daily plasma exchange

after the daily plasma exchange finishes, your treatment with Cablivi will continue for at least
30 days with injection of 1 vial once daily.

your doctor may ask you to continue daily treatment until the underlying signs of your disease
are resolved

Your doctor may decide that you or your caregiver may inject Cablivi. In this case, your doctor or
healthcare provider will train you or your caregiver on how to use Cablivi.

Instructions for use
The first injection of Cablivi into your vein must be given by a healthcare professional. Instructions
for healthcare professionals on how to inject Cablivi into your vein are at the end of the leaflet.
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For each injection, use a fresh kit package to prepare the injection solution. Do not try to inject Cablivi
until you have been taught how to do so by a healthcare professional. Never use the kit for another
injection.

Step 1 - Cleaning

. Wash your hands thoroughly with soap and water.

. Prepare a clean flat surface for placing the kit package.
o Make sure you have a disposal container at hand.

Step 2 - Before use

. Make sure the kit package is complete.

Check the expiry date. Do not use if the expiry date has passed.

Do not use the kit if the packaging or the items in it are damaged in any way.

Place all components of the kit on the clean flat surface.

If the kit was not stored at room temperature, allow the vial and the syringe to reach room
temperature (15°C — 25°C) by letting them stand at room temperature for a few minutes. Do not
warm them up in any other way.

Step 3 - Disinfect the rubber stopper

. Remove the plastic flip-off cap from the vial. Do not use the vial if the green plastic cap is
missing.

. Clean the exposed rubber stopper using one of the alcohol pads provided and allow it to dry for
a few seconds.

. After cleaning, do not touch the rubber stopper or allow it to touch any surface.

Step 4 - Attaching the adapter
. Take the packed vial adapter and remove the paper cover. Leave the adapter in its opened
plastic packaging. Do not touch the adapter itself.

Place the adapter over the vial, while keeping the adapter in its plastic packaging.
Press down firmly until the adapter snaps into place, with the adapter spike going through the
vial stopper. Leave the adapter attached to the vial, still in its outer packaging.
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Step 5 - Prepare the syringe

Holding the syringe in your hand, break off the white cap with your other hand.
Do not use the syringe if this white cap is missing, loose or damaged.

Do not touch the syringe tip or allow it to come into contact with any surfaces.
Place the syringe on the clean flat surface.

Step 6 - Connect syringe with adapter and vial

Take the vial with the attached adapter.

Remove the plastic packaging from the adapter by holding the vial with one hand, pressing the
sides of the adapter packaging with your other hand, and then lifting the packaging upwards.
Take care that the adapter does not come away from the vial.

Hold the adapter with the attached vial with one hand. Place the tip of the syringe on the
connector part of the vial adapter.
Gently lock the syringe onto the vial by turning it clockwise until resistance is felt.
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Step 7 - Prepare the solution

Keep the vial standing vertically on the surface with the syringe pointing downwards.

Slowly push the syringe’s plunger down until the syringe is empty. Do not remove the syringe
from the vial.

With the syringe still connected to the vial adapter, gently swirl the vial with connected syringe
until the powder is dissolved. Avoid foaming. Do not shake the vial.

Allow the vial with connected syringe to stand on the surface for 5 minutes at room temperature
to allow the solution to completely dissolve. The plunger may rise up by itself again - this is
normal.

Go to step 8 immediately after these 5 minutes.

Step 8 - Draw up solution

Check the solution for particles. All powder must be dissolved and the solution must be clear.
Slowly press the syringe’s plunger fully down.

Turn the whole - vial, adapter and syringe - upside down.

While keeping it vertical, slowly pull the plunger to transfer all the solution into the syringe. Do
not shake it.

Turn the whole - vial, adapter and syringe - right-side up (with the syringe at the top).
Disconnect the filled syringe from the adapter by holding the adapter in one hand and gently
turning the syringe counter-clockwise.

Put the vial and the attached adapter into the supplied disposal container.

Do not touch the syringe tip or allow it to touch the surface. Place the syringe on the clean flat
surface.
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o Go to step 10 to inject caplacizumab under the skin of the belly. Instructions for healthcare
professionals on how to inject Cablivi into your vein are at the end of the leaflet.

Step 10 - Attach the needle
. Unpack the needle by tearing the paper cover off the needle packaging and removing the needle
with protective cap.

o Without removing the needle cap, attach the needle to the syringe by turning clockwise until
resistance is felt.

o Pull back the needle safety shield.

o Check the content of the syringe. Do not use the medicine if you see any cloudiness, clumps
or anything else that looks abnormal. Contact your doctor or nurse if this happens.

Step 11 - Prepare injection site for injection under the skin

o Select a suitable place (‘injection site’) on your belly for injection under your skin.Avoid the
area around the belly button. Select a different injection site from the one you used on the

previous day to help the skin to recover after the injection.'
o Use the second alcohol pad to clean the injection site you have chosen.

Step 12 - Administration

o Carefully remove the needle protection cap from the needle and throw it away. Make sure the
needle does not touch anything before the injection.
o Hold the syringe at eye level with the needle pointing upwards.

o Remove any air bubbles by tapping the side of the syringe with your finger to make the bubbles
rise towards the tip. Then, slowly push the plunger until a small amount of liquid comes out of
the needle.
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o Gently pinch the cleaned skin between your thumb and forefinger to make a fold.

. Hold this skin fold during the entire injection.
. Insert the full length of the needle into the skin fold at an angle as shown in the illustration.
. Press the plunger down as far as it goes.

. Pull out the needle at the same angle you inserted it. Do not rub the injection site.

Step 13 - After administration
. Immediately after the injection, move the needle safety shield over the needle, until it clicks into
place.

. Put the syringe with the needle in a disposal container.

If you use more Cablivi than you should
An overdose is unlikely since one vial contains only a single dose. Tell your doctor if you think you
have had an overdose.

If you forget to use Cablivi

If you miss a dose you should still take it if it is within 12 hours of the scheduled time. If more than 12
hours have passed since the dose should have been given, do not take the missed dose, but inject the
next dose at the usual time.

34
VV-REG-1163602 1.0



If you stop using Cablivi

To get the most benefit from your treatment, it is important to use Cablivi as prescribed and for as long
as your doctor tells you to use it. Please talk to your doctor before you stop the treatment because
stopping it too early can cause your condition to come back.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.

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

Contact your doctor immediately if any of the following serious side effects occur.
Long or excessive bleeding.
Your doctor may decide to keep you under closer observation or change your treatment.

Side effects in a clinical study were reported with the following frequencies:

Very common, may affect more than 1 in 10 people
bleeding gums

fever

tiredness

headache

nosebleeds

hives

Common, may affect up to 1 in 10 people

bleeding from eye

vomiting blood

blood in the stools

black, tarry stools

bleeding from the stomach

bleeding hemorrhoids

rectal bleeding

injection site reactions: rash, itching and bleeding

bleeding in brain as evidenced by severe headache of rapid onset, vomiting, decreased level of
consciousness, fever, sometimes seizures and neck stiffness or neck pain
muscle pain

stroke

blood in urine

excessive bleeding during periods

vaginal bleeding

coughing blood

shortness of breath

bruise

Reporting of side effects

If you experience any side effects, talk to your doctor or pharmacist. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting
system listed in Appendix V. By reporting side effects you can help provide more information on the
safety of this medicine.
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5. How to store Cablivi
Keep this medicine out of the sight and reach of children.

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

Store in a refrigerator (2 °C - 8 °C). Do not freeze.
Store in the original package in order to protect from light.

Cablivi may be stored at a temperature not above 25 °C for a single period of up to 2 months, but not
beyond the expiry date. Do not return Cablivi to refrigerated storage after storage at room temperature.
Never expose to temperatures above 30 °C.

Do not use Cablivi if you notice any particulate matter or discolouration prior to administration.

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

6. Contents of the pack and other information
What Cablivi contains

. powder vial
- The active substance is caplacizumab.
Each vial contains 10 mg caplacizumab.
- The other ingredients are sucrose, citric acid anhydrous, trisodium citrate dihydrate and
polysorbate 80.
. pre-filled syringe
The pre-filled syringe contains 1 mL water for injections.

What Cablivi looks like and contents of the pack

Cablivi is provided as:

o a white powder for solution for injection in a glass vial, and

o water for injections in a pre-filled syringe to dissolve the powder

After dissolving the powder in the solvent, the solution is clear, colourless or slightly yellowish.

Cablivi is available in
e single packs each containing 1 vial with caplacizumab powder, 1 pre-filled syringe with solvent,
1 vial adapter, 1 needle and 2 alcohol swabs
e multipacks each containing 7 single packs
e multidose packs each containing 7 vials with caplacizumab powder, 7 pre-filled syringes with
solvent, 7 vial adapters, 7 needles and 14 alcohol swabs.

Not all pack sizes may be marketed.

Marketing Authorisation Holder and Manufacturer
Ablynx NV

Technologiepark 21

9052 Zwijnaarde

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

Belgié/Belgique/Belgien Lietuva

Sanofi Belgium UAB «SANOFI-AVENTIS LIETUVA»

Tél/Tel: +32 (0)2 710 54 00 Tel: +370 5 2755224

bbarapus Luxembourg/Luxemburg

Sanofi Bulgaria EOOD Sanofi Belgium

Temn.: +359 (0)2 970 53 00 Tel/Tel: +32 (0)2 710 54 00 (Belgique/Belgien)

Ceska republika Magyarorszag

sanofi-aventis, s.r.0. SANOFI-AVENTIS Zxrt.

Tel: +420 233 086 111 Tel.: +36 1 505 0050

Danmark Malta

Sanofi A/S Sanofi S.r.l.

TIf: +45 45 16 70 00 Tel: +39 02 39394275

Deutschland Nederland

Sanofi-Aventis Deutschland GmbH Genzyme Europe B.V.

Tel.: 0800 04 36 996 Tel: +31 20 245 4000

Tel. aus dem Ausland: +49 69 305 70 13

Eesti Norge

sanofi-aventis Estonia OU sanofi-aventis Norge AS

Tel: +372 627 34 88 TIf: +47 67 10 71 00

EA\Goa Osterreich

sanofi-aventis AEBE sanofi-aventis GmbH

TnA: +30 210 900 16 00 Tel: +43 180 185-0

Espaiia Polska

sanofi-aventis, S.A. sanofi-aventis Sp. z 0.0.

Tel: +34 93 485 94 00 Tel.: +48 22 280 00 00

France Portugal

sanofi-aventis France Sanofi - Produtos Farmacéuticos, Lda.

Tél: 0 800 222 555 Tel: +351 21 35 89 400

Appel depuis I’étranger : +33 1 57 63 23 23

Hrvatska Romania

sanofi-aventis Croatia d.o.o. Sanofi Romania SRL

Tel: +385 1 600 34 00 Tel: +40 (0) 21 317 31 36

Ireland Slovenija

sanofi-aventis Ireland Ltd. T/A SANOFI sanofi-aventis d.o.o.

Tel: +353 (0) 1 403 56 00 Tel: +386 1 560 48 00

island Slovenska republika

Vistor hf. sanofi-aventis Slovakia s.r.o.

Simi: +354 535 7000 Tel: +421 2 33 100 100

Italia Suomi/Finland

Sanofi S.r.1. Sanofi Oy

Tel: 800 536389 Puh/Tel: +358 (0) 201 200 300
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Kvbmpog Sverige

sanofi-aventis Cyprus Ltd. Sanofi AB

TnA: +357 22 871600 Tel: +46 (0)8 634 50 00
Latvija United Kingdom
sanofi-aventis Latvia SIA Sanofi

Tel: +371 67 33 24 51 Tel: +44 (0) 845 372 7101

This leaflet was last revised in {MM/YYYY}.

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu/

The following information is intended for healthcare professionals only:

The intravenous bolus injection of Cablivi given at the start of the treatment must be administered by a
health care professional. Preparing a dose of Cablivi for intravenous injection should be done in the
same way as for a subcutaneous injection (see Instructions for Use, step 1 to 9, in section 3).

Cablivi can be intravenously administered by connecting the prepared syringe to standard Luer locks
of IV lines or using a suitable needle. The line can be flushed with 0.9% sodium chloride.
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@zg@ 72 5 NZ, CABLIVIFR G50 R 0 Bk BB AR REN BEFLRE IR ﬂbf&i#T
RO DIHEEREEBELHOETEETLHII L,

8.4. IMNE~DEE

/NRBEIZI1T HCABLIVIOZ M3 L O 2P IS S AL TUVL7R0,

8.5. BlE~DEE

CABLIVID RO %I G2 & 72 5 72655 L EOBBREENL, FHHEBEOENRHHNE > M
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HWr+ B IIIAR 4 TH o 7=,
8.6. FFHpERESE

T OB 7B MR RE R B & k5 & 97 D CABLIVIO IER 72155 135806 S LT/
Wz, 2B OEMA~OCABLIVIOMEHIZEET 57 — X213 E 6Ty, Him Y & 7 5
T 2 REEMEN H D 7=, BEEOFHEEREE 2 H 3 5 & IZCABLIVIZ EH T 255 13 H
MAZOWTHERBIRS BETIVENRND D [ [BEELL O EoEE (5.1) | /],

10. BAERE

WEEE LA, CABLIVIOMHEERIC X > THIIMoO U 2 7 3804 25 "l getEn & 5
[ TEZL L O LoER (5.1) ) 24, HiLoOEES K OEROEERE=41 7/
HELET A MENHIVUE., (kA JEIET 5 72 ¥von Willebrand A 1~ 24| O F 2 kst L
—( %) J: l/ \o

1. #RE - R

Caplacizumab-yhdp(%. von Willebrand[X] - (VWF) f8RPEOHURT Z 7 A N T, [Al—D22>D
t MEBRCHALDE DT 7 =006k b U 1 —I2 K-> TG A L TV 5, Caplacizumab-

yhdpld. FAHLZDNAHAIZ LY KMGE (Escherichia coli) Zff~ CTREAE S, F D0 F&mITH
28kDaTh 5,

S HCABLIVI (caplacizumab-yhdp) 13, B HIERIN CHEE O A GAHG MK TH D, 1
[R5y DG ED NS T2 87314 T /UIZiE, 11 mgDcaplacizumab-yhdp, K27 = (0.18 mg) .
AU Y _X—1K80 (0.10 mg) . v ahF (62mg) . 7= =T rU A KMY (491 mg)
DFEEINTWD, USPOESHHIKFE /K1 mLTHEME% ., BEIREIXI mgmLE 72D | pHIZH
6.5Th %,

12. BRERIEIE
12.1. A% P

Caplacizumab-yhdpldZ, VWFDAL K A A VU ZFEH) L L, vWF & /MK & O EVER 2 BRET 5
Z LT R o T, vWERMHIT T 5 /MR OKHE & i INRIEE: O 5 Z il 5.

12.2. ¥Eh=

YA REF a7y 74— (RICO) {EEEZHWCTYWREMNEZ L L7, AR S 7-HESEH
& & A E 72132 LD B & Ceaplacizumab-yhdp & (i FEHY R S J5 L OME RIETTPEE I T
P LTG5, #5700 B R4EERD % IZRICOTETE 3 20% LA FIZAK T L7z, RICOTEMEIL, FEAIR:
HAE%7THURNIZR—RA T A4 MEIZR -T2,

Caplacizumab-yhdpiZ, vWFHUE & BEE 5 VIR &M (FVILEC) IR TS®, ZAHDKT
F—EETHY, FEHGFIEICLYVR—RT A VHEIZR ST,
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12.3. XYERE

Caplacizumab-yhdp D 3EMEHEEIL, FEFVWFORBUEKAF L TRV . HEIZITGI L,

VWF FUROEN @V E | MIEIEER I £ 23 - FEES RO BN EINT 5, R
#TlE. CABLIVIOWIEIHE G %I EFIREBIZE L, FHEITR/NRETH 72, 10 mgD
caplacizumab-yhdp % @ FERZER I C B 2 T 5%, ) (CV%) e iRE  (Cmad) 13528
(20%) ng/mL, AUCo0-24/97951(16%) CT& > 72, 10 mgPDcaplacizumab-yhdp Z (L ERE (214 H M,
fEH, ER FEE%., %) (CV%) Crax 132348 (30%) ng/mL. AUCo- 136808 (26%) hrng/mL
Tholz,

R R
Caplacizumab-yhdpD & T GAZ DA FT XA Z BV 7 4 13890% Th 5,
R FEHY BRE 1210 mgP caplacizumab-yhdp Z 1 H 1[B] 52 T $¢ 5-1% 6~ TR Tl B I L7,

ysRii]

Caplacizumab-yhdp®D R AFE L, % RMETTPAEE Tlid6.33 LTH 5,
HE

Caplacizumab-yhdp D -1, IR L ARAIOEITKAFT D,

Y

BEAFTETCWDLT —FIZLD | EMICHE LT caplacizumab-yhdpi, e CR#f SN D
ZEMNREE I TS, Caplacizumab-yhdpl3€ / 7 0 —FVHIK T T T A N THDHT-9,
Bz 7o R ENREERIC L > TRIbEND B2 b5,

Bttt

BEAFTE TCWDIERRRT — XLV | #5E L72h o T-caplacizumab-yhdpl 3R I HE S 4
HZEDRBEINTND,

nEMRKE

PEAFHUARCIRIR R 5 T CREAE ST HEEMBUA S R S T2 BB IZ8\W T, caplacizumab-
yhdp D FEMENREIZBRIRAVIZRIE & 72 2 ZITFB O b e o Tz,

ool LAY i

Caplacizumab-yhdp D 3EW BN AE 2 Ffin (18~795%) . MR (66%232ctE) . AFE (H A75383%.
BABNT%) M (O Z2341%, OTLLIANNS9%) | THEREREEORE (BREE : CrCl2360
~90 mL/min ; FEFE : CrC1H330~60 mL/min ; B : CrCl12315~30 mL/min) 252\ THagT
L7omi . BRIRAVICRIRE & 72 2 21358 b vz o Tz, ITHERERE 73 caplacizumab-yhdp O $£47)
BRI RIETHBIIARNTD D [ [ EMAIZ BT S 8.6) 1 ZHT

EWEE EAFER
Caplacizumab-yhdplZ-2V T, 3EY)— FEWFE AAFE IR b U 723815 S Ty,
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13. JEERERSE
13.1. A RE, ZRRMYE. ZREET

Caplacizumab-yhdp @ 23 AP AR FEME D AT REME 2 FEAI 3 5 72 D ORI T STV 72w,

Caplacizumab-yhdp 3 HEKE D32 IEREIC R IE TR B 2 Wit 2 72 0 O &) & F 7o A GR35 52
i S AL TV,

14. BREREAER

% R A M L D PSRBT (12 RMETTP) s AN EBE OIREICRT LT, MRS HARS OV
FEANHIRRE & OFH L7238 OCABLIVIO A MMEN . ZhaikdklFE., 7% b, —EHEHKR., 7
T RREO AR & LR ER (HERCULES) (NCT02553317) THEN. ST~

HERCULES#BRIZIEA 71454 D BEDPHAHEAN S, FlvO H I fiix45ms (@G : 18~79

%) . 69%MDIME, T3% AN TH -T2, BFEIX, CABLIVI (n=72) F7i1377kEAR (n=73)
DONWTNDOEG %2 TDHEH T F ALz, WmikEE b, MFERHI L OV IslEE % =
B L7-, BEIL, MREEOEIEE (Glasgow Coma Scale A 2 7 23 2LA R, F£721313~15) I
L@t L=, 723, MUME. E. coli 0157EYSAE, FEERVE MM IR FRIEAE WERE, FRARME M
PN, & 72 1S R E AR M /NGB PR SRR 2 8 5 2 B3 13, TR O AR S0 SRS
L7,

BEIIT, RBROKY) O MIEZHRTIC1] mgDCABLIVIE 2137 7 ¥ R 25 RN A — T 2 5
[ZE D 1mEEE L, Z2okid, mifER#E 0 Mo mE . MR ERE T2 mgd
CABLIVIE 72137 7 B AR & B FiES L, s B FEha & 713303 Mich 7> THEH
DR FERZfkGe LTz, UL EOWIEERE 2 — %12, ADAMTSI3{EMH: L~ L ofiifil7e &, %
R BIE B DMK 2 R IIEIR MK IR & L CRRO BN A 12T, 1R 51 4 7 B R HAT
TEML., KE28HMF CTIEE L=,

CABLIVI# G-H#I O IfE 3350 TH o 7=,

RS FHE T, A TN DRI OEEZEIR L, TOEEEZHEGTHZLI2L-T
EEINLHCABLIVIOHEE LTI0mgs BlE STV, LarL, HERGERIZE Y | 1
ARONRA TN LEIRTE D EHHEIXII mgTHD 2 EWRENT, LiEn->T, HEMRI
RERDAEFRICE S E | IRRCTEZE SN A O HEIZI I mgTh o7,

HBRMETTPARE 2T 2CABLIVIOA ML, [/ RER D SO F TORER] (/MR 23
150,000/uLLL EIZEIE L, Z0#%SHUWNICHE B O Mg %2 Fik) ([2ESW TN STz,
MR D) E TORRIE, 7 78RR GREHICEE~, CABLIVIR G-REO ST EH - 7=,

VV-REG-1163605 1.0



1 : /MRS DORERFRIZAL

0] — |5 - CABLIVI --- 7R | [HTewy |
.

S

£ i

4&: \

3 90 !

S I

P_) IlI

-3 | |

= 3 EAla 75 2B p=001

£ kg A= R ;1.5 [1.10; 2.20]

& |

S

5y T
0 B
l; 4 il 12 16 prui] 24 bl i % i}
. y R %
Y iR (50

CABLIVI 1 P P 3 ' | :
7R bz W 8 3 1 1 o]

TBERIRE IR T2, CABLIVIR 51 X W TTPEAEES., TTPOHZR., 713472 < 1D
BRI 5N THBL L - B MRERMEA X N (BAT 2 RRA ) BRI BE
Bix, 77 vREIL Y Do (FR2BH)

#2 : HERCULESRBRIZIB W T, BRERGHMFICHBRETTPEEE, %R RXETTPOHEF,
EEI0 R L H1BDOERERE T TREA LZERMBREREA RV FRRDO LN-BE
(ITT£H)

CABLIVI 75 R
N=72 N=73
UTZRE L cBER n (%)* n (%)
TTPREH 5 0 3(4.1)
TTPOFFE CElk) | 3(4.2) 28 (38.4)
Hip &b MO IRBRER G
OB U EA A T 6(8.5) 662
A <> b
Aat 9 (12.7) 36 (49.3)

N = YL OBHEL (BEH) ;
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n=AX2 FRFEHL-BEE ;

TTP = AL VEIn /MRS THESRBEN ; ITT = Intent-to-treatfE [,

* RBREOER L ED e EBIEZTTBETIAICESL,

TOEYLOESE - /MR OEE (M2 150,000/uL L EIZEE L, £ 05 B LANICHE B IEss#ia k) 23596
THER SN, Heth O A M AEAHAE430 A LIPNICE A MAEASH O B 2 LB & L 72 il MEIBAME & %15,

I p<0.0001

BRI AR GRBREER G +H IR BREEs 5 k1228 H M OB HAR]) %8 L CTTPRFRE S A
LT EBEOFEIGIX, CABLIVIFE (7246994 [13%] ) OFR T TRk (734 H284%4
[38%] (p<0.001) XV LKA >72, CABLIVI B CEBMAFB TIZTTPOERE (DFV ., H
PR EIR T, MR o RIE (i MR 23 150,000/uLLA ) A3 )6 THER S7-1412. H#H
MAEAZHE DR 2 B & 3 2 I/ MRS E DAY, Jefth O B IMAEAS L) 530 B DARRIZ R
THIELEELEERT D) BALNTZEE6H TIE, ADAMTSI3TENE L~V 3 RERIER 534 TIREIC
10%AT T o 72 Z & 025, CABLIVIR 5-H IERFIZ R B B MK & L CIREMECTH - 72
ZENIRBENT,

16. A% /IEH & UEEELY
16.1. @i

4T HCABLIVI (caplacizumab-yhdp) (%, BifE AR CHEE O B AR R T, BBl
HRANATNVIFEHEINTWD, SEER (NDC 58468-0225-1) ([ZIZLL T O H O N[EH S
TW5

e CABLIVI 1[E# 55311 mg3FRHE SN 7231 7/L1IAR (NDC 58468-0227-1)

o USPOEHHMFE /K (CABLIVIOARA) 1 mLAFTEINTZT VT 4V KT Z
A VIR (NDC 58468-0229-1)

o WREFEILNATNT X T HZ—11#

o RHF AL FIESE 30757 —) LK

o fHBNCEEEI NI T L a— LRR2K

16.2. firik

AL SN EEEFE IS AT RBE T2~8°C (36~46°F) [Z CTHIBIEIEL., YT 5, ML T
X722 B72\0, A TIOVNKRBE T, 2o, it SN EEFE ICANTIRETH LT, 30°C
(86°F) LA T OB THRE2DABRG T D Z ENHFAREIND, CABLIVIZ — H=IETHRE L
o2, WEEIZ R LTI b 720,

17. BEHH€) VT HER

FDADAGE U7 BRI T IS S0 (EHFAE) 25ite L o BEICBET 5,
Wi, [ M EE L O s (5.1) | 2/

o REFIIUTOZ LZ2EET D WIS HIRA 5 (25 B 5 alREME
W% Z Ly el A M AT S AREMES H 5 Z & 5 IR i3l &
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D BEFED DD ATREME N D T &

o RPN LML mmLy%’kimm@F% (SFF, PR IR, 997, RIS
9%%%37269:) WEEGAICE, EHICHYOEREERICERKRT L L0 B
k—AI_A l:l‘g—é

o INTIN, EHLESCEDMORBWINAEZZ T L TENRD HLEICIE. T
EAZNTHANS, HYDEREFFICZEOZ LZHMLEDL LD, %% ZEET
60
LS
Ablynx N.V.
Technologiepark 21

9052 Ghent (Zwijnaarde), Belgium
KET A AFER 2085

HRFETT
Genzyme Corporation

Cambridge, MA 02142

CABLIVI [FAblynx N.V. (~/LF—) OEERRGIETT,
©2021 Ablynx N.V. HEWTHEHRL « fixdl 225 U F 9,
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VW ooE#LT, =2 ) v VbxtBThs, hIC LY. Fir-hReMERZ I
HETX %, EFEEET. BWEANRDN ISR TR CHETAZ N RO LN S, BIE
F O HE IR IT SN T #4855 % 5 .

1. EEL4

Cablivi 10 mgky R 35 K OVE S o LT iR figire

2. MR (BOBLUEER)

INA T IOVIARIZIEL, 10 mgPDcaplacizumab* ¥y K23 FEHE S LTV 5,
TUT7 4 RV CVIRIZIE, BREE U TTENAAKI mLaFTEIL TV D,

* Caplacizumab(Z, #H#L X DNAEATIZ KV KNG (Escherichia coli) % FAVWTREA S L7zt ME A
TIRT 4 THD,

BIRMABNDO Y A MZHOWTCIEE6 1= 4 5,
3. HAE
By oK 3 I OV S ol B VA i ik

A DB R R
R, EEFEH ORI TH 5,

4. BERRFFME
4.1. %hEE - E

Cablivilix, % KMEMARVEM/ MOBDPESREDR (12 RIYETTP) =& Y — RA&RRER L2 KON 25
DL ETIRE40 kgbh EOFFEOIBEIC, MAEAZH L O EMEIRE & OfftHIC LY Hhbsihus,

4.2. H¥ - HE

CablivilZ X 218 1%. MARMERD B IERE OEFICOWTORERZ A 2 ERM., Bt « G4
HIZ Lk,

JiiEi

N/l

MAEASHLATIZ 10 mgDcaplacizumab % RN IESH 35,
AE G- LLE D J 7

A A HGE B I L, B H . M ARHE T#£1210 mgPDcaplacizumabZ 2 N 595, D%
X, MRS HE H SERE A 230 H 123072 > T, 10 mg@Pcaplacizumab % 2 T4 %,

FRLOEGHIFE THRIZ, RERERENRBIFEETH DL Z L 2R T T VARG LNIZHGEITIE,
FEREE IR B OIREME 2 R T EESE LT 5 (72 & 21X, ADAMTSI37EM: L~ L O FfgrI IEH L)
FCHREMGEIRIEO LY A U Ek R b L, 23D, 10 mgPDcaplacizumab % 5 H 2 M 5- LclT 5 2 &
EHERT D,

2
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BRIRBRIE 7 1 777 LTI, caplacizumab®# H % 513 K65 H M3 S 41TV 5, Caplacizumab® Ff
BIRICBET 27 — 236N TV RN,

KRG & IV 5 DX

Cablivio 52 52854, RN THIUEE O E21TH Z LT 5, AKkEb 4 & T
Ho TR B R2FMLL ERGE L7256121E. ZoR5I1MThbRVnZ L, BEORGEAr U
— V> TIROFH-Z21TH Z &,

FER 2 HE [

B RERE A &

EHEREEZ 47 2 BT T W THERESIILER W (FS28ESH) |

NI RE N &

JFtRERE S 2 A9 2 BEF B W CHERENITNE RV (B5283R) , BEOTEEREL G5
BEINTT DR 2B F I OW TR 442 2

BB

R 123 1T B caplacizumab D HFRER TR H T 0 . HERAE O OM ORI 7o EoEE
W, EEE I L TRETHD Z LR ET R IHELRTHRY ES2ESR) |
PIEFEMA

/NRAEFNZ I 1T 5 caplacizumab D 22236 L OVE R, BRIRKGER TITAENZL STV, 12582
b CIREEA0 kgbh EOFFIZEIT HCablivido ZIE, A LR TH D (F5282M) , KHE40 kg
Hii DN BEIT kT S Cablivido & ICHOWTIE, #RHAEAIIRT 52 LN TE R,

ik
CabliviOF A% 51X RN S & U TIT 5, IR 5 LIRRIE, R TR 59 %,

S JE PR OOVESHITRE S 5 2 &, F72, MEEOIR UL EEALIC R L THEF LR &,

BE F IR L, BCFER O FIEZ OV THEE) 2231 2 52 1 721 THAUTAF OES 217> T
[P AN

Cablivif 5-fil D WS LR R DV IZ B D H R FHICOW T, 6.6 AR,
43 ER

KRB DRy F 11361 FEITFLA T 2 A DO WF D53 L i UE,

44 EEBITEALOEE

HH .

BRI IR D B 5 1Bl

BRI AICFIRE D & A IEEE H M 2SR EL L 72 8-A 121, Cablivio¥e -2l 5 = Lo LETHIUL.
LM OZIEDT=%, von Willebrand[K e A O H 25T L TH Ly,

Cablivif 5-O BT, MARTERCD I RE DB FRIC OW T ORER 2 AT A [ER OHIWNZ X > TOHRLT

3
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7z &,

ML Y X 2 DI

B L BEETRE E 72 (28 ] g~ NV o & DPFIIBRG D LG5

M U 2 7 23NN 2 ATREMEAS B B 7D, i MR & 2 i3 m H B~ N ) & OB 5% Blhs £ 7213k
fed D% EITIE. N7 v b A7 Gl & EERGERRREOBEDLETH D,

DLl DRSS L T8 E 2|28 FE A~V > (LMWH) & DO RG D5E

FRARRRBR IR L U 2 7 OEINEER D S 7o 723 Hli MHds KO £ 72 IXLMWH & ff 1%
325813, "7 4 v bV A7 5l & EEROGIERIREOBENLETH D,

GEIEINE 7 & T8 A DB

Hfi YU 2 7 SIS D ATREME S & D 70, BEEREE  (MACH. MOBERE N - KIBAEZR &) % SRR
BE L TAHT 2BEICCabliviz 53 2581013, BRREBZEERSBIET 5,

Flliz 217 5 #E DH 5

BRI E 7213 RHLE 252 1T A TEOBRFIZONWTIE, CablivioF 5525213 T\ A Z & & Fh
EFEITHEAECHOEDL LY, TORFICHETH L, £, PESN TV D FITEZITNA
WL EhaTOb 72 < EBTHMIX, CabliviD# 5 Z21Then2 &, 52, ZO/EFIT, Cablivils
L DRBREFAE L TOBERICH PIFCUBEBO T ERH DL Z E2MLEDL Z L,
BAFMNMLEREAIX, IEMOREEDTD, von Willebrand A F-IEHESIFI O Z 5T L TH L,

HJE OFHEREFE

HEOBYEE T2 ITB VN REEERE 2 x5 L 75, caplacizumab® IEZ 72 53R X FEHE S 41 Tuie
W2, 2 b OEM~DcaplacizumabdD i IR 5 7 — X 3G 6T ey, Z 08I
Cabliviz I 25 a13, <~ 7 1 v bV 275l L BARREDEERVBRENLETH D,

PL—HEVT~«
EMFREEGO FL—H U T 4 2mD 572D, & LIERAIOLTRBS KONy FEHK S 4 Bk
(ZREERT D 2 &,

4.5 MoOERSREOMAEERB L OZEDOMOEEEH

Caplacizumab & % D HUEEEHE (B2 I UKIFHUK, e o B U HEESE Xalk 1 E K e & o E
R OPLEEESE [DOAC] 72 &) FoidmME~NY v & OO Z 7T 5 72 O3 AR A AE R
LN S VTNV (BBA4F JEE [ GEEFREFE 7= 1T EH E~N T o & DR G D55 ) )

4.6  ZMRE. HRE X URILG

LSR5

I:dii~Dcaplacizumab D FHIZ BT 57 — Z 172, EAE Y b2 HWZEBRIZ LV | caplacizumab
OEEM FE T ITBIRA~DRBEIT N2 ER S (BB53ESH) |
TR E LT, IEARTIICablivid il 28T 2 2 E VR E LU,

3Lt

3L ~DcaplacizumabdD i FIZBI$ 55— Z 1Z72 1>, Caplacizumab2S 3Lt AT 5 M oMEA

4
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PATHD, NRITHT DU 27 I3 PRTE 220y,

INBBRZITARNATEBTORR T 4 v M EREIDRZITHABEORRX T 4w NEEZEE L LT, 5#3.%
FUET 5. H2DVIRTER 2 Tl L 2 S0 & W L7221 e 720,

o EliE

t N COZIREEICXTT b caplacizumab D FEEI A Th 5, BinxE H - mER B clx, Moz
MEHEZ RS /3T A —Z 2% % caplacizumabD 22 X380 L v /e o 7o (BES3ESMR) |

47  EERR L UBBBRIERD T T O RE

TEHAIS L UMM ERERE DT kT B CabliviD 2L, £o7-< 2wy, HoTH I b TN Th D,
4.8 BIYEHA

ZEET e 7 44— VOME

FERERBR I W Tl b K< HE SN -EWERIE, Bl 3R, MAHM Th o7, &b L < HEL
L7-EEZRBERIIREMD TH -7,

RITEH o —Fadk

MedDRADZE BIR 3 FERR L OBEE N ORWER 2 THRIRT, HEIIKRO X I ICERT D : W
IZEHEE (>1/10) . EHEE (> 1/10005< 1/10) . RBEE (> 1/1,000025H< 1/100) . £ (>
1/10,0002>5< 1/1,000) . FEFIZEN (<1/10,000) . RA (GO =T —FNHHETETE RN

A EBIRSHE FHHICEEE EEEE

e R EIbE JEEE

IR e R H af %

I 1fi i *

RO # . BERds L OMGE e * IR IR 1K

ea i 7

H Wb TR PA) H i * 1 R 1 2[ 31N S S/ N

FRTHALAE xR e
tin* R i fiE

B ¥ K OB TRk bR HIZ

S R d K OV & R 5 A IR

PR

BB L OWREREE 1 i *

IR B L O EREE Hiki 2, fim

—fk - EFEELLORE | FE K TESTERALH > RSO E 9 R,
AL DR HE TEFTEROCALBE, TS ERALAS

5
VV-REG-1183292 1.0



G, hEl LOLES < BT Hd*
PHIE
*Hif A~ b FEBR

B ORHWERIZOW T O#R

il

BRARRABRCIE, BTG HIFICBEIRZR <, RA R ESRICHILA N2 P ARB LTz, HETH-TZV[E
FHREZ LB L LA N M HoTe 1ZEAENACRENTHY . &1 X FRHEK
L7z, BRRAICRIED & 2 EEMEH M ANFEEL L7258 1213, BB4.45 LOH49E TR 9~ 2 xR
EHET D,

RITEH 3 5D 5 FR OB

AR, BEH RN FRERETLHILPNHEETH D, TORFITLY ., HEZEEL
DRRT 4 b VAT « NI URBRGINZE=F ) 7 TE 5, EFEEFEEZ. HEEEVIC
R T HERRE VAT DT, BHERDR RO L ERE TN TRET 2 Z L3 RO BN D,

49 BEERS5

WERG LSE 1%, caplacizumabD 3EFRIEHIC L - T, D U 27 BEERT D A[REMEN H 5,
i OEfEES L OEROEERE=2 U 7 24T 5 (F44ESH)

5. EZhIEM
51  FEIFEREE
A HERE - FOMOPUIAEA, ATC=— R : BOLAX07

TEHTY

Caplacizumabld, & ML}/ AT 4 T, [H—D2>2Dt MUAHERHEAL (PMP12A2huml) 7233{# D
TIT=UInbED Y = K o TEIB A HMTIC L0248 T b, CaplacizumablX, von
Willebrand[Kl - DAl K A A > &5y & L, von Willebrand[A ¥ & /M & OFEMER #HET 5, L
7eH3 > T, caplacizumabld, #% KMTTPORHE Td 2t 553+ Evon WillebrandKl 23419 % ifi/ )Mk
BHEZPRET 5, & HIZ, von Willebrand[K 1-DIANEIEIC H 5284 KT L, HGHIHH. von
Willebrand Kl F-HUJR OB & 4 —RFAUICAR T S8, IR OB E R VILCHE bR T EH 2,

SR

BRI

CaplacizumabDFEIHE O HKBEH % . von Willebrand[K 115 525D A F~—H—Th
U A MeF USRS (RIPA) E VA REFr a7y 74— (RICO) % HAWVCTEHMEL
7o RIPAMEF X ORICOMN Z N ZFH10%E L U20%AKRMIAL T L7722 &6, caplacizumab?ivon
Willebrand[K 2419~ 2 i/ MEEE 2 52 R HE T2 Z LR STV D, § T Dceaplacizumab®
BRARERIZ I T, RIPAERS KON £ 72 IFRICOMEIT# G-BRMAHZ TOR IR T L, #&5F1E#%T7H LIN
IZR—Z T A ABIZEE LTz, RICOMEAHE G MM 2 L T20% A5 Ch-7-Z &b, HRME
TTPEEIZEBIT 510 mgd W\ 9 [ FiG81E. von Willebrand[K 1 % 13~ 5 IfiL/MREEEE % 58 22 PLE
T5Z LRI,
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RN R

FERIRNENREIZ kT % caplacizumab® FEEEEH % von Willebrand K-~ 5t/ 5 L OVEE[E 57 VIIIA 1

(FVILC) {&EMEZANA A ~—I—& L THWTHE L7z, RS Tldcaplacizumab D K E ¢ 5-12
&£ ¥ von Willebrand[KFHifil L /L H330~50%1K T~ L, HEBALATE1~2H LN @& EICE LT,
von Willebrand[Xl {135 VIIIEEE K 7O F v U 7 & L TEHT 5729, von Willebrand[A 7-HL i L~/
PMMET L7, FVIECHE § [RAERIZAR T L7z, von Willebrand[K 1-HtJi & FVIILCIE DAL F i —i ik
Thh, HHEHILICEYVR=2F 1 VEIZRE ST,

FRR A RS K OV 4tk

BRMETTP=E Y — R &6k L 72 AN Z31TF D caplacizumab D A Zh i d L OV 2L, RO T & A
b i e B2 BR IZ B THESL S U7 0 ALX0681-C301 5 IIAHEBR > THERCULES| #Bk & ALX-
0681-2.1/105514H7BR D> [TITAN] #BR,

A

ALX0681-C301 7

ZOZEHERT 7 AR TIL, BRMTTP= Y Y — R2R5R L2 B35 %2, #A O MRS
KOG IHEIEIZ N2 T, caplacizumabE 72137 7 B R D& 5 %2% 15 L 5. LIDOLTT U F A
L7, BEIZE, REBRORY) O MIEAZHETIZ 10 mgPDcaplacizumab & 721377 AR & F RN AR —
AZFEFHNZ RO | 1EEE Le, Zo%iE, mifEsciud B FZaHfhicm e M ASHRE 7121210 mg
Dcaplacizumab ¥ 721377 B AR Z B NS U, EAc#E B 325 & 71330 A Mic o7z » Th
H DR TS Zfkel L, DL EO®& G IR TRHCEH N 7o LR BIRE) (R OZ LB A
7 &) AT ITET ARG LIS AL, REMRREE BT 5 & & b, TREREER
W2 DA A TEML, ZR4AEMFE TIERTE 52 & & L, IR G FICHRE 1
D HITZ A TIE, EEM T CDcaplacizumab® 5 (2] W #a % 7o, G) 0 #a 2 7= BB S [RIERIC, IgE
R B I H & 2 D% O30 Mich 7z » TR OG- 2517 7o, 165K 5 TREC
R EDN R BIENETH L Z L 2R T BT VARG LN ST, EsREZ Rt 3
% EE BT, IFEMR T Thcaplacizumabf 5-% LHEM BN T:EM L, HKE4HEME CIEETE5 2 L
L LTz, AL, BHETHRID AREWHRE L, BEART (0F 0, X TORBRIER G2
HT#) ICHRE LIEGER, IBRIEORGITHHE T, FRIEEREIC IV IEE LT,

AR CIIBERMUETTP= B Y — RZRR LI BF 1454 % 7 % 2ME (caplacizumabBEI21X7244, 7
TR RBECIZT34) LTz, BEOFEEITI8~T9% T, FHFEMMIT40E Th o7z, FENR, BRME
TTPE Y — R&EfID TRER LB Tholo, N—A T A URFOEERMEIX, R RMETTPIZ SR
72t D THoT-,

“HEEMRHIEICI T D caplacizumab i G- H[H O HHEIZ35H TH o 7,

Caplacizumab#% 5-12 & U | /MRS F TORERIZS R FRICA BIZEMN L7 (p<0.01) ,
Caplacizumab#% 5-F83 TlX, WTNORERIZEBWT S, 77 REGEBF AT, MU S %
1555 LT 0o 7,

Caplacizumab#x 512 X 0 | R RMETTPRIESE (7244104, 7 7 BARBETIE34 H34) . BRRMTTP
DFEAL (2434, T BRBETIET4AH284) |« EITRBREREFITD R L B UEOEKRL
MmieFERREA R b (724 9%64. 77 B RBETIET3ATF64) Ml b BHEOES TRIES
T RIRA L FRTA%IET L7 (p<0.0001) . TRBRFEEGHIF T OFETHIIX, caplacizumabff Tl

o=, T RRETIIIFITH -7,
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AR AR (RBRIER B T2 028 H M OBEFREI & Fde) 48 L TR RMETTPOHHR (&
{LEFITER) BDAONT-BEOESIL, TR (7345284, BB : 134704) ko
caplacizumab®f (72491944 . P : 7244 064) DI N6TY%IKH > 7= (p<0.001) ,

TR D EEAME (BEUHETRIR 04 B Rl MEEDEHE R A B3, 2>, LDHS EFH L Tn5
EEFE) 1E. caplacizumabfEDEE TIEA LT (24H04) . 77 BARETIEH3AICRD v
(734934) .

Caplacizumab$% 5-12 & ¥ | {RBRE$e G- B o O A e 2 S0 U7 -8 B 8, il &, Rhis
PR DL MAESIH, 6 L OSBRI 2MET L 72,

7R Caplacizumab

(AR Az A Tk L 7 B 4K N 73 71

E¥) (SE) | 9.4 (0.81) 5.8 (0.51)
AEDKEHE (U > bv) N 73 71

‘%) (SE) | 35.93 (4.17) 21.33 (1.62)
UNITIER N 73 71

¥ (SE) | 14.4(1.22) 9.9 (0.70)
ICUDHE H L N 27 28

FH) (SE) | 9.7 (2.12) 3.4 (0.40)
N @ Gl L7235, SE @ ARYERRZE, ICU « FEipii=

INE~DEET /0L . F1- 2B DOADAKISITAE D BEERITRE L 2o 1=,

INBA~OFEHIZBET 2 ERIC OV TIEE428EE, /NEEFICOVWTOET VBRIV I 2L —
VU BRIZ O WTIEES2E A S, NEREIZOWTORREKET —Z 1355 TV,

5.2 EyEhBRFERRHE

CaplacizumabD ZEWENAEIT | EREHERE % x5 & U CHEIFFIRNESR %72 5 ONZ, BRE L ORE
B TFERBICHRRI SN TS, BRIUTTPEREICK T 2 My Ehiei, HRERIRN S X ONIE
B TS FRICRRET S iz,

Caplacizumab D 3EWENREIL, HEITIZHAIE T, BERNMTEMEO KW ENRE L RS 1T b b, 10 mgD
caplacizumab# 1 H 1[8]fZ TG U 72 R ERE Cld, HHG%6~TRR Cle iR ICE L, EFIREE
(IR GE#IE L, FRITRNRETH o7,

LIS

Caplacizumabl®, & F# 5%, SHMEERPITESCHIC, D OlZTmaIcRN s s (HEEF >

0.901) .

paxiil

Caplacizumabl®, WX S 7%, EREMEE L, MKEROEERBEICOMT 5, BRIETTPE
BFICBNT, FROMAERIT633 LEHEE S T,
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AERNZEA TH K

CaplacizumabD W ENAEIT . FEAYTH % von Willebrand K7 DR ELUAKATFT 5, R RKMETTPEE O X
9 {Zvon Willebrand K F-HUFR D L~ mUME & MIRIESR I B £ 534 - BERIELA RO &3 5N
T 5, L2 - T, caplacizumab®Dtinld, IRE EAEH L~V L IIKAFT 5, B ERG LT
caplacizumabl| I/HIEAN TEAL S D LHBESND D, —F . fEiE L7eD>> 7o caplacizumabli 3R FIZHE
s LBEIND,

Fenll 224N 31T D Rtk

CaplacizumabDIEMBNHEDY . 7' —)L S LT KB RE T — Z (kb3 2 REE AL Eh AT 12 L 0 34
SNtz, RET, FERREMICEHMIE T VICE e, B2 Y 7 REMFLOZEEPRFI S,
FEAM U 7o REEERTIZ 35T PRI, s, i, AFdE T caplacizumab D 3EW BN REIZ LB A M F X 72
NoTz,

BB RE e 2 F e [T RN 2

Caplacizumab O SEWEHRE A FFHRRERS & & 72 1B RERE = 12 I T B WV T o IER e i BR 13 5206
STV, HEMPK/PDET /L TIE, BHRE (CRCL) (%, HEEOBMIEREEZ T VTR

FHEMICEBEREEE KT L, ZOfRRE L TTPHERE (AUCss) BNbh 3Lz, TTPAEE
Zxfg b LTl RBR ClL, B EL AT R EORESRELRIEHY A7 1%, £ 9 THRVLEEIC
_TEL o7,

NEZE]

RN Z &G L LTZBRRRBR D 7 — L Sl 7 — XIS & REMEYENRE - 3122 (PK/PD)
BT NVEAEE LT, [FET /LI, caplacizumabZ & FEH &I THARNEB LKL FTEGHO I IF

72 R NEEFIZ 31T D von Willebrand[K Pl (VWE:Ag) & OAHAAER %2 KB L Cuz, 25%0> 5 185%
R O/NRIZHONT, EFRROPK/PDET NV EHANWTEELIZV I 2 L— a3 »nnh, (K840 kgl b
D/NRIZ10 mg/ A 2% 59 D848 L OMKE40 kg O/NEIZS mg/ H 2% 59 55513, BiE L
VWF:AgOIHIIMA L FRETH L & THIESND,

53 FEBRRZEMHT—%

CaplacizumabD/EFAEFFIC—E L. caplacizumab® FMEikER Tl HMEMEEMA T /LT~ b
(FEHHERAT O FAEAR L) B L OB =27 A YL (RS0 B FHgk L, S, @l H
HiIf, B\ O ERAL F 7 X EBRALE AL O Ml RSO HIIERE) TERSh TS, &
Oz, FEERERICBIE L 72 von Willebrand Kl F-HLR DA & DFER & L COFVILCEIK F23 7 =
JAPNLTHESH, BELE Y b TIZLVBEOFVILCHEE TN EZE SN,

B - SR DO EICEEIT A 1BNELE Y M EHAWTER/R IR, BEE RIS S
Moz, HRENLEY hEHWBEMAED v axx 7 0 7 ZRER IR IV C, BEE
K OVWRIRIZ T 5 caplacizumabl# 52 | 23 FEAN S iz, £ OREE., BEmICB W TH, REITREY
F 0 HR RN, IRIBIZE VT eaplacizumabDIEFE 3 H LT 6 DD, RO R~D 5%
T S odo, FefimmRam Uiz & w87 B e %2 B mic@m 45 2 & iden e
ZoNDHZ ENG, FEREHEBIE MZEIT Hcaplacizumab~D i LIRER I X E 7 AMEE TH 5,

Caplacizumab D28 BLJFHE: D AIRENE 2 3HIT 9~ 2 72 D OFBRITFEIE STV 7RV, 2D K 9 ZeikililE
TR IERER e WD B Th D, BARMEY 27 78 A A MIESE BAJRIMEICFHME
L 7oilBRI T B o &l S Tz,

Caplacizumab S HEHEDZIEREIC AT T B AT T 5 2 & IThH b L7z BB, FEii s Tw
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e, =7 A BRI KBRS EMERER T, HEEOSZREST A —F (R X,
FHERE. R L OYEE RO REAER TR HT) (SO MEEDZIRRE ST A —&  (AJHasE DI
PRARGR =0 00T, EHIR 22 AR AY) 12§ caplacizumabD 2 I S e o T2,

6. FANCEET HFM

6.1 WNHIDOY R b

IR
oA pE
WK 7 =

J U= NI DA IR
RY Y )L_"— K80

P3RS

TS K

62 WEAEHEE

Bl BRI DWW T ORBRILINE STV W72 ®, CablivilIfl D EIES & IRA L TN T 7220,
63 fERHIR

REAKE DA T L
44

SR LI R DYE MR

fif i DAL 2RI L OWEERY Z EMEIZ DWW T, 25°CIC TARFHLE L TV D Z ENEFES T
50

WA ERIBLEIN D | WS R R ORI STIENBAEMIC X 21598 ) 27 Z PR LR WIRY | IR
I I 52 L,

TSI L2WEE, ERARORERHB LOXFICO W TEa2— =0 E8EZ R D,

6.4 RELOEKRILREERSEE
I TRIFT S (2~8°0)

B L TIZR B0,

B DT=6, PRt X7 EEER OIRE TRIET D,

CablivilL, 25°C%& B2 72VVEE TR E2 0 ARG CTE 50, EHBREZEZ Tl b7,
Cabliviz EIR CHRE LT-BICHIEREICE L T 70,

RS B R DOV DARAFSR I DWW T, F63E A B,
6.5 RBOEELENEY
BN

ok (TFILTL) | = (TAI=TL) | FyvT (RU7FRELY) ODONW AL T
(# A 71HZ A) 1210 mgPDcaplacizumab FEE I LTV 5,
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VA fiEIR
TFLTZ 4NV R oy (a7 T NI TERLEZZYA TSI T AOH— M v) (21 mLO
EFAKNRTFHEIN TS,

B A X

o EEEFIFITIL. BIRAVNA TIVIR, WIFRAD L7 4 )V RV VIR, RATATH
T —UE, ETERNE G0 —Y) IRE T LI — VB EI E TV B,

o IAFAy IUBICTIIEEEE TN A S TWND,

o  BEMFEERBIFEITIZ. BRAD AL TIVIR, WHRIEND T L7 4V R DT,
NATNT ZTH =T, K FEEE (075 —) 7ARL TV a— L1480 FEE &
TW5,

FEOV A AT _RTUTHR SN2 WAREMESH 1,

6.6 BFREERBIVZOMOEBERWIZOWT ORI EESTIH

BIRNEG LR TREOEAE L, "M TATETEZ—LT L7 )V R ) DI FHEEIN TV AR
IR DR L ZHNT, A TIVIHRBEINTWOEHREZIBIT 5, IR DOTIRIGE 28T 5 7
DT, WIRIRIZP < 0 EIRIMUENTIRAETHZ L, VU YRR L2131 TVid, FiRIZT
5. mo EicEET 5,

IR U T2 T B & 72130 LMoo TS, ki TR E OIF1E DA E 2>\ C H ik
RBLART TR B 720, R IR E 038D SRR L iR 720,

WIREDOERZ T T ALY o PIZEIR L, 20K Iy »rohoeRa2ik59 5 (F63%S
)

M

o

CablivilZH[FIEH DA TH 5, KA OEIRM-SLCEIMENI T ~T, FEOEMFIE > THEET D
Z
7. IRFEARREUSE

Ablynx NV
Technologiepark 21
9052 Zwijnaarde
Belgium

8. R AT

EU/1/18/1305/001
EU/1/18/1305/002
EU/1/18/1305/003

9. BYIDOARH /AGREHH
BAOATRHA : 20184E8H31H

s

gl

10. ARXEDKETH
AKFNOFHA 2B RIT. KINEZELT (EMA) O =794 K CTHRERRETH 5.

http://www.ema.europa.cu
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1.7 BERMAE—E
HT5X2T GEGFHHEBZR)

[UY ¥4 RiEehiE 100mg/) Y
4 o REERE 500mg]

[VYFxS< 7 BS mifEiHT 100mg
TKHK] U Y¥<JBS Al
§% 500mg TKHK] ]

[VY¥xS < BS miE#EE 100mg
274¥—1/J)Y*%><JBS
RiEESE 500mg T 74 H5—] ]

BR5E 4 A7V EXESA 10mg
— R4 TS5V X<TT GEEFHEBRR)
=t4 Y/ 71 (K2
BBEXRIE BRI M M/ AR BER
LS
RIXE —
WETH

NUFIT GEGFHEEZ)
EETEHRARH
BR1E 21 /MR A 1 S B R

2022 £ 6 ARET (557 hR)

UxI3 T GEGFHEER)
I e
BR M 21 i /R A 14 K BER

VYXxI3 T GEGFHEEZ)
77 AKXt
BR M M2 /MR A 14 K BER

2022 % 6 AHET (55 5 hi) 2021 F 11 AHET (5 4 hR)
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w0k 20224 6 HEET (38 7 Hi, ADRRAH. MR O HRAT)
*202L4F 12T EET (56 6 WL, hReZ T, ER O RAT)

*
* %

BE, DEME. DEMY 3 v I%) L&, ETICES
BIPME SN TWND, TN DDETHIDZ L EFEIZRS %24
BELRICASNTTWS, 2. AFIEERS L BEOME
BE5BIZH, ChoDREIEREPHohbh2EZThhH D, &K
BREFRIE/NA 2ILY 1 > (ME. BRiA. FFRESE) 0=
2) TP aMBEEROERETI L EHIC. BERHEE
DIREEFPERT I &, BICUTOEEZEICODOVWTIFRE
BEIFSEL. POEELLYPTVOTEERTSZ &, [7.1.
7.2, 7.8, 8.1, 9.1.2. 11.1.1 B8]

- MRPICAKEDEEMIENS H 5 (25,000/ uLIE) & ERE
BEDNDZVWEE

-EEEESBE

- DHERE. FMEREEZE 2B T EE

3 EBEEOR-ERVICHEV. BRE, 85U Y LME. K
DIV LME. SRBOE. ') > MESOEEREEE
# (tumor lysis syndrome) & 5 hh., ANEEEFICERL
FERMBEEICLIERTHARVBEMIPIDEE L > BEHIR

—_

HEEINTWB, MRPICKEDEBHME, HBEEICHNT,

ARG R12~24FBELUARICSREICEHOSND I e 5,
SHCEBEENRD LA-BETE, MEFERERERVE

BEREETO4E. BEORBETIERTHI &, Tk

AEZBES L AEOPEERESRZICH. Th50EIERY &
ShhdsZzhrHd, [8.2. 11.1.2 28]

ABRERFRYAILZAX v ) TOEET., AEOBEHREHX
ERBER TR, BIERANEFRDIEBE. HFAeIlcL33t
THIFmEIh T3, [8.3. 9.1.3, 11.1.3 ]

5 EEFIRRAEIREE (Stevens-JohnsonfEM&EE). hEMR
RIRSERMAZAE (Toxic Epidermal Necrolysis : TEN) D
BHEBEERI»H5bh, BTICES P REI N TWS,
[11.1.5 =]

.6 FEMMAEEHT 25U MEERE T, AEDEE%

—_

—_

—_

ICEEMMADEBICIWECICES fIrsHRES N TS,

[2.2. 9.1.9, 11.1.9 /]

(

2.1 BADOBEHS I~ A5 v o8y BHREGIINT 2 EH R
BBHESE T+ 7 4 7 F V- DMAERD & 2 EH

(&5 RTE)

2.2 MEOMEMM T H S 2 8% DERIVELT 2 B21)
»5] [1.6 2]

Brik sk RO BT (2~8C) (R HICD20E ./ 7 O—F )Ltk H AR e 5 o B T
AR 3661 UWHyvT GEETEIRT) 5 874291
=-®
EE W) R R B I}'y*‘j) R > 100mg 500mg
VUyIE {7 it et RFEEE 100mg A | 23000AMX00185] 23000AMX00186
Uly :\'_'IJ' )® . WisE R 20014 9 11
RAEFE 500mg
i) FEEEMSOWEIC LV EHT A & Ri tuxane®intravenous Infusion
1, mE 3. #ARE - MK
1.1 AHIDZS . BEEICHHICHETE 3ERBRICHL 3.1 #Ak
T, EMEEE. ACEEESR. X 70— UERR B Dy ERY [ )Rty
S /)RR D MBS, 7 TR A% M /) AR, 2 e S B G 5E4 RS | AR
SEMREE. RABRVEHEEBRRINYT b5 LBED 100mg 500mg
B LUICEBHES SV EFBEICH LT, AL Ak (3 7 V) 10mL 50mL
BREBOEMOS & T, AFIOEAEIEE) KW S h B HIH| N T F T 100mg 500mg
BIDHITI T o S, ABMBMAICKT S, BEXLZOD B || GRE TR ) ®
KIEICEDMER OGRS E+HICHEL. AEZB T, 5 Wi F) 2 R— 180 7mg 35mg
SRBBTEI L, R |EIEF Ry YA 90mg 450mg
1.2 REIDOHERHBHEI0D ~2E@E & W & 5 Hh Binfusion oo\ S N ATKENY 71.4mg 357mg
reaction® 2 67+ 71 7% —, MEE. DEEENDEE A |k T 1.4mg Tmg
GEIER (EERNE. WEE. SMRIHBEERER. O pHHAEF R R

) AFNE, Fr A = —ZANL A7 —IIEMEE W TEE S NS,
AL =X VN Y ZRESERZIL Y Y oiEHR RS (v VIRR
MEMRT 7=V A ) AL TS, T2, EETRICBY
T, ¥Was e LTy v ofllkks (D-79 27 b—2R) %fi

AL TWwW5,
3.2 WEIOMIK
Wisess |V 7 FH 2 AEEHEL0mg [ U Y ¥4 ¥ s HHES00mg
[E2IN St ~ PR B OB LT DI HE L7
pH 6.5+0.3
2B 1 CEBARRICR L)

R4, THEENISHR

OCD20FZEDBARAMEIER S x> 1) 2 /NE

OCD20R3 D8 ) >/ ¥ B MR

O®EIFIRRET O CD20M M D BAERZE 1) >/ SHETEM R B

OZRMERNEAFIBIE, BMENZRNEL

OHBEMND % 70— EEEE BEBREEHZ VW IEXFO1 Nk
HERTHS)

OS4SR D M SR BT

OBR M M A2 M4 M /R D 1 4R BER

O& B MERIE

O#aM DB EMRABR VEERKXEE

OREIREBERANY b LEE (RHREHLEET) OBXTFE

OTEENABOMZR NE S AEIC & \F 3 HL AR ERE RIS D
BitE. BTEtE

O1>o9 L (Mn) A FYUYVERYT Fuxtiar (BEFERK
Z) EERRUA v UL () A TUYERT Fixtsa
> (BIETHEBEA) FERBRSORKS

5. SPEENIIRICEET &

(BIFEMEIER X 1) D NEE, 1B S /NMEAMR. REENIREE

T OB >/ HEFEME R E)

5.1 REFEG- OIS & 7 2 B IMERIER OB WL, WHBWNIC 5%
R A B OEMOOIMEHICE VI 2 &,

5.2 SSHMRREEEIZ 7O — A4 b X M) — %2 X ) CD20HE
DOBEZITV, BETH LI EPEREIN TV L EBEOARICHES
T5HZE,

(ZRMERENFEE. BHENSROER

5.3 5 % G BIREIMEATS WS B T R s
BONVEESICH L CAROR G2 E BT 5 L,

EERMED 2 7 0 — BERE)

5.4 NBIIEERM A 70— PERERAREL AT 04 P&
RTEH T, MEHEE (A7 4 R, GERIlFLS) ClEm)s
MFFCERVWERICRLZ L, 72, BETA KT 0D H0k
B OGHE L2, KHN OG- HHEY) & fI &b BEICHHET
BT lo BBy BAMICEIE L% 70— BREFERO B I0$
LB OV VRIS L T,



(IR S I /)RR D M SRR

5.5 MDEHRICTHoRBEPELNZ VA, IFEAEMEICHE
WHbHEEZLNDIEEIZORMEFAEE L. M/MREL HRE
KPS HETHIN AZREHWEEZONLBEHRIMHEHT LI L,
T2 BETA P94 VEORFOERE B2, KH OGS
WY)W SN BEICHAT L L,

(BB R M MAS M /RGBS BER)

5.6 HENIHMEOLAIZOAMEHNEEZETH L, o, BN
1 T4 VEORFOERY BE I, KEIOFG-H5#Y) & H S
N2 BHEIMEHT L2 L,

(&5 EIE)

5.7 T17 . BiRBAE | OBEOMNE LD L. KA OF R 0%
FHICER L2 BT BN FIA VEORTOEREYSE
W2y RANOFG 25 & WS N5 BE TS &,

5.8 FZRE AL LIAL D 4 B VTR B SE L AE D IR IS0 T B A R e OV
SWE T ICRE SN TV AWED, SRS DOBREITERS T 58
Bl VAZERA T4y b2+ EETLHI L,

EHAMOBEURBER VEFERKAEE)

*5.9 FEIOA T 04 FHIZEOREAERE T T R 6 e v
B 72D A T 1 A NE O S W 2 B IR L CRAO
BHAEETHI L, 720 (17, BREE] OBEOWNEZHAIL .
KA OH R a2+ B L 72 B RH 0¥ 57558
WEHWENLBEIHEHT L &,

GRHREEREINYT S LEEDBRT)

w5 10 AFNL, HMEEMAEARY T AKE (HMREMEL &
&) B OBEICHATLI L,

W) [LFMEMALE - HHREEMESET A F I 4 22017) (AR
HWREFEE) 2 BEI2THT &,
w15 11 AFNX, BL7 27 78 ) YAPURG O RIS L,

6. HERUHE

(BHRBIEFER S % > 1 > INEE)

WHEL ORI, Uy F YT Gl TR L) & LTl
375mg/m?*% 18 F I BE C SiEiiE 3 % 0 A mEIE8E & § 4,
MOPLIEMEIEEH] & O3 5561k, B9 5 PUEMEIE S # o
BHBEIC AT, 14 7 bz k53 5, MRk
WA, WE. AR, VY FR YT GEETHRR) &
L C1RA®E375mg/m?% Mgt 5. & 5-MEIE8EAM* H4 & L.
T RP G- 120 & 5,

DA =i )

DO PUEMEIESF & OB W T, @E. AL, VY F
~7 (BfETHIR2) & LRIz mE375me/m?, 20 3 DI IE
1M#500mg/m?% . PR3 2 PUEMEEF O%RG 14 7 VickDb
BT, 1A 7 )Vvd 72 ) UEEHEEHES 50 SRS HEIE6E & § 5,
(GrEEIREE T OB Y o/ HEFE R E)

WE. U YF VT (EEFHIEZ) & L CLEE375mg/m? % 138
i TR C R 5 0 IeARIE G- IEIE8I & 35,
(ZROERENFEE. BEMBENZROER. BIEERMENL/RR
DHEERBTR, AR MM M/ RR DM LEBR. £ 5458 RIE)
WMEL ORAIIE, Uy FYY T (BEETHRL) ELTIEE
375mg/m2% 13 [H] i b CARL S EHE S 5o
EEBMO X 70— CEEERE)

WE. U YF VT (EEFAIRZ) & L CLEES375mg/m? % 138
R R T4l ST . 7277 L. LHEdH72 ) omAHESEIL
500mgE T& $ 5%,

EHAMOBEURBER EERKAEE)

WHEL. ORI, Uy F YT Gl AL) & LTl
1,000mg/body % 23 [ F & C2lnl i EHET %o
GRMREBEAANY b5 LEEDBERET)

BE. A, VY F T (BT z) & LClhlE
375mg/m*% LB s T4l silEE T 5. 0%, NS5 5
6% A4EIZ1AHEL,000me/body (&%) % 238 [ # g C2[0 1
ET 50

(ABOIMRE N iE & BHE - FTEtE)

WE. VU7 (EETHRz) & LTlRE375meg/miE T
MEHET Ho 72720, BEOIREIZLV#EERET 5,
ATVYVEXTT FIoxEx>OHEHRS)

WL A, Uy FR VYT (BEETHEELZ) & LT250mg/m?
w1, SEEET .

GhEESE)
ARFI 1 E e A AT 3 135% 7 R MRS IS T 1~4mg/mLIZ
AR LT 5,

7. AERUVHEICEET 55

(ZhEEL®)

7.1 REPLGECHIE L TH S d I Hinfusion reactionZ Bl & & %
7o, RFFEG-DO3055 0P e 2 %7 3 A HREGER RS O
BH5EITH) L, T BIBRERVE VAR L Z2WEAIL.
AFNOFHEGIZE LT, B RERVE VHORHRG 2 EETHZ
ko [1.2, 7.8, 11.1.1 =H&]

7.2 [RGB LI TR, RGBSR, I RIS O SEIK
WEBT L O THRROFEAREZ Y . EAMEL FIF 2 BId
WCHEBETAHI L IERPBH L GG IFEAEELRZED LD L
CIEWIET 5, EELEROELGAIZES ICHRSGZRIEL, @4
WEZITH o F72. &G E2HMHT 255 IERSELITHER L
. HIEEE R O LT OFEASBE TS 2 BT 5. [1.2,
11.1.1 E]

T3 EABERUTOEBY ET 5, 72720, BEOREICE Y IE
BTG L E T 5 2 &,
LB EESIES e G-
s B IE R U F o) (W EdES-
N

AR

) D30551350mg/ I CRAMA

L. BEOIREL 585

LD 6. ZO%305HE

50mg/HT o FIFC. kK

400mg/FEF T LTS Z &8

T 5,

TROVTFNLIHE LT S

WA, BR%EANEE & R

R$p2ENTE D,

W) EH S L SR B L 72
VER DR CTH - 7284
100mg/W F T LIF T G-
R L. F0%R305 5
2100meg/ B4 FIF T,
I K400mg/ e F T FIF %
ZENTE D,

CRIR A\ EEE 2 DR
7 L A G S B
L7-RITER 2B CH b .
OGO KM Y >~
INEREEAS, 000/ u LA T
B B4 904 TR G-
(RWD305 THGED
20% %P5 L. ZDH%605
THGRED0% %)
HIEWTED,

) D305 1350mg/ s CTHRAMA

L. BEOIREL 58

LS. ZDH3058

538 L 95 A 3 S 50mg/M$ o FIFC. Kk
hiE . BEBBIIY 2 5 I 400mg/EE T FITA Z L8
% T&5b,

CEERAEMEO A 7 O — YE 2R H D |9 e SR FE B L 22 EIE
(E3E NN RN e M BEMTH-> 2% E.

2181 H PR

PR L SPEFT IR
- RIEIHLIREE T OB
Ha i) o o SEaEPE R

Bl 5-

L) 100mg/H ¥ ¢ EIF 5 %
o P2 PRI S I N A B L. ZDH%305 I
TEERTEIH 100mg/Es 3> EIFC, Kk

o PR A AR P ISR,
D SR B

- A B EBR R E

- WER TR O F R R IEE
B ORI
CATIVIVERT FY
X5 v OIS

400mg/Wi £ T EIFAH Z &8
T&%,




PP EESIES $5-REH T E

- AT SE A ) S b
7 LEEOHIETH

EFS R O30571350mg/ FEC G
L. BEOKEL TH5E%
LA 5, Z0%305 51
50mg/W$ 2 LIF T, &R
400mg/ME T LTS Z &8

TZ 5%,

2101 H DABE |90 Il 4% G- R (2 38 B L 72 R
JADRBEMTH - %4,
100mg/H ¥ T LTk 5 %
B L. ZD%305 812
100mg/FE3" 2 L1FC. ek
400mg/M £ T EIF5 2 &8
T& 5,

B, MG~ 56 HH
Vo504, 67 A1
W1 H o 51% [ 9 m$#%
Gl OFAEREITHE > T
5452 &,

< RO & 7 1 — PE | RS-
R UNBICHW A
%) [17.1.5 8]

- ABOIMEBIAS # A4 B 5%
il - FFRsh

A D1 1E25mg/ e & L.
BEOREL T5ICBEL
A5 RO1EER1Z100mg/
. Z %I Ak200me/
FTCEHZETHI L,

20 B DR |00 [l e L2 e B L 722 BIE
HAPBEMTH o 2% 5.
100mg/IK £ T LIF TG %
FIIATE 5,

(EEMENRET OBMEZM ) o/ BEME R, SRNEAMATE
fE. BEMBNSRNER. $AMO %X 70— EEEE. BHER
/R D MR, B RMMAS M M/ RR D MR, £ 54
KIE. #AMOBEURBERVEERKERE)

*7 .4 FHGEEOARE L L& ICET AEHIEES L TWw b 720,
ARHAOBFRGIZHE L CIE, EfOT G2 EEICKRFE TS 2 L,

(BHRBEMEIER T ¥ > 1) L INEE)

7.5 MEFREEHICH DA T, BIRREBRICHLA AN S N BB O
MRS IZOWT, [17. BREGE] oHONFEEZRIM L, BNt
WHDOTA K54 V&R BEVRFOHER VEEMLE 5512
HfE L2 BT BISEEOBRIREIT) 2 &, [17.1.2 ]

7.6 - EIEMEEE ) VSIS A ARH O MR ORI 0N
SVEIFREN. LTV e,

7.7 M OBUELEESA & G A5 A0E. BREERIC BV THRES &
N ARFNORG - WE, EG5EHEICOWT, 17, BRKE] o
ONEZHHL . ENNORFTON A R4 v %2 BE 2752
o [17.1.2 ]

7.8 AFIFRG-H:ZHEZE L CTH S b I binfusion reactionz jf X%
72012, B Z IR TR G T A IZE L. BEHT AR 2R
BREANVE D E TN LA, SRR AV E A
OIS E(TH) T &, [1.2. 7.1, 11.1.1 ]

FRMREBERANYT b5 LEEDBEFRETI)

##7.9 RFNOMAEERTICL ) HEOBENEH 5720, F5MHE
*EFTAHI L,

w710 AHN L 2 — BB OGHOH. FHEOHIEIZ OV THE L.
FIEEDHHE DA D580 6 N WEE L RHIONR T 1 v b AR
ENBVEEZ LNDEHTIE, KHN L D EHEEOHIEZ T
5Tk,

(ABOIMRE RE & B #1E - AFTiEtE)

7.1 AHOFGRF OF5- AL, BEOREIG U, B
5k, HHEMIZoOWTIE, TiRedBRE$5,

- ABOIMEIUAS B A B O 3554, BRI, Bl 2:8 B sl & 011
B 200 SR EHE T 5o
- ABOIM#E AN A R R 0354, EEL, R 8w DL ERTIC1
[ RREEET 5o 13 G- CHURME OB E O 380 34+ 45 72
WaIZid, S HIZ1ERENS T 5,

8. EELEARIE
(GhEEdLa@)
8.1 Infusion reaction?®d H5b b T ENH LD T, NA F )V A >~

(ME BRI, MPRESE) oE=41) ¥ 7R BMREROBILE 2 &,

BEOREZ BT 528, [1.2, 11.1.1 ]

8.2 I BRI D b DL T ENDH LD T, MG EMRL
JE R AR A 1T ) e &L BEOREE T ICBET 52 k.
[1.3, 11.1.2 =M]

8.3 AH oL IZL Y, BEFFLY 1 )V ZADOFIHEILIZ X 2 EIEF
KL EBE DS DND Z DD Do AFEG T > TBRIF
e AN ARG DA R FERR L. AHITe 50128 7 WL % AT )
Zéo [1.4, 9.1.3, 11.1.3 =]

8.4 JFHEREREE, WA DH S DbNDL I EVHHDT, ket 2
119 R EEBEOREE 5 IBIRT L2 &, [11.1.4 3]

8.5 MEKIHP 2D H bbb I EDHDHDOT, KEOHEFM b RO
BB T RITEP IR % 1T % EEZOREE + 55128
By LHZE, [9.1.5, 11.1.6 ]

8.6 AHIDEH R & KR ¥ 7 SEROWA D S bav, HEET
BLERT A&, T0ES T 7)) YA LB S S h
TWAH I e &, GEIMFHERIIC X DME R Y 1 L 212 & 2 &g
SEAVE U2 ALEAL T A2 Wil H 5. AFNCL) =2 —F T R
FAMBERBOBZNDH 5D T, B FHEELZLET L2
ko [9.1.4, 11.1.7 =]

8.7 MILELIL - MELDH S bNLEI LV HHDT, MIERE L
ToOMEf. EEEmE, T, i, &m0z 512979
k. [11.1.12 8]

8.8 HIfE T Tlo. AFN OG- L D mE AR (TSE) A7k
MIEIEL 728 oI v, RANE, v A5 — v )N 7 i
Broh 4, kEXE=2—2—F 2 FEY Y OMBERERS %
L TW525, BEERAZ: ) R 7 8-l & 17\ — 5 D &4k % T A
TLHLIGEL TS ZERMHERL TS, L2L%&d2S, TSE
OEBIEEIFOERMEZ E&IHRT A2 L3 TE VI &b,
PR OIGE LoV E T aiao bl Al 3528, &
B, HHIET S, BEANOFRMEE VOB L EET L L,

(2T M/ R D 1 4R BTR)

8.9 AHNZ L 0 I/ D BEIBEINAD & bz & DFEND 5 72
O M/ MREE ERIRHEIE L. S50 5 N E IR H O
B PIET 5% CEY R LE AT 2k, [15.1.2 BE]

(B INEIREET OB ) >/ IETEM TR )

8.10 A#H % i ¥ AB2id. BECE ([EHE LEOLEROE VR
FKERIE - WISV R 5 AMPREAN O LI R B e Y
vE w7 GEETHRZ) (IR T o CD20k % O Bl
PR oEREERE (BA)) ] 52 09) #3GET LI L,

9. BENERE2ETHEBEICMHAT IR

9.1 AHHE - MERESDH 5 EBE

Ghee@)

9.1.1 DEREEZEDH 2 BENILZDOREROH 2 EE
PSS EARICLER, LTIk 3EZ ) VTR
T b, BEOREL IR A5 L, GRS Z
WCAREERR, S OES B X TIHRESELBZEZEDH D,
[11.1.10 Z:Hd]

9.1.2 fiEE. FSEERENH 3 BENIEZOEIRDH 5 8E
G- AP 5T 1212 R SR 8t R AR 3 UE % £ 9 2Pk o
MEEEND b, itk r BELSEL2BZN0H S, [1.2.
11.1.1 28]

9.1.3 FRYI I ADBENIIBEFEHTIEE
ARFN O o OEHI Tt 1k L CIT R B i =e T 4%
TANAR—=H—DEZY ) VT %479 % &, BEFLEY A VA
DOFEEACOBAERCFEIRDOFEHIEET A2 & BIFLY 1V
A% %) 7 ORE LA YEE (HBshusEN, 2 DOHBchifk
XAIHBsHUARGE) T AR OS2 L ), BRJFLY 4V ADH
WAL X B EEF R LIRS D S5 bNDL I DD D, HB.
HBsPURB B (AR % #6572 t4. HBsPuik skt o 2 1EBA!
W46 % 550 L 2 B0S s ST b, [1.4, 8.3, 11.1.3 2]

9.1.4 BE (BMGE. BHR. TV RBRE) 28l TVWEEE
REMEEMIC LV RELZE/LSE L2 BENDTDH D, (8.6,
11.1.7 28]

9.1.5 EELBEIEERTOH2EEH 5 VW IZEEMEOSEEE
HBEE
I BRI A B DN I MG % BT S EBL S 5 BZ N H 5,
[8.5. 11.1.6 =]



9.1.6 EMBEBEDREETRENH 3 EE
9.1.7 PUILX AN H 5 EH
(BifAMEIER X 1) LNfE, BE) LA MR, EEIHIREE
TOBMBLME >/ EHEMERE, 1 TUYVEYT FoxE220
AR E)
9.1.8 IRERM. OERMBAISKREDH 2EE
TRHEAENR 12 £ 2 PR SRS S 3 L 723 A3, BIE R ARV E V7
25T AL MY RLEERIT) I L, BRFEGH. KIEG
KT 2REO— B\ IEDIEMEA A S, FRHEERR I X O FFUE A
Whr XLz W) IELRDH L,
(& B MEREE)
9.1.9 BERUVUPEEDEEMMAEZEHTIEE
RN SO H S b b T Ehd 5D T, EMHIIWECT
AR EREZ 179 2 CEZFORELZ T+ ICBIgT 52 L,
[1.6 2]
9.1.10 £ BMMEEICHESIMSNEE. BV -—tENEELEH
ExHTEE
FERABRTIEBRAL SN T b, [5.7. 17.1.6 ]
9.5 iR
TEIR SOTHEIR L C W A A REMED & 2 i id, G Lo F kD
falttka B s XN DGO GTH L, b MgGl
g M 2@l 5 2 Mo TE Y, EIRPICAK 2 H5 L
TZEREOWAENIZBWT, RIY ¥ Bk HE ST 5,
9.6 BB
HREEOF B ORI RBOA BN ZE L. BILO#E LI
PR A 2 8o RFNIHFPICBITT A 2 A ME SN T
Wwah,
9.7 NB%
(BiMRAMEIER X 1) LNfE, B A MNK. SRNER M
AFEE. BEMENSZSENER. SR/ R D EBR.
BRMEMmAR MM/ RR D SRBR. £ 8MEKIE. #AMDOSEMN
KBERVEERRBE. GHBREERINT NI LEEOBRT
Bi. 1 FUVEXT Fuxt&>ORIEKES)
9.7.1 /INEEZ R E L2 RRERILFER L T,
(EBEIEIREET OBMAIME U >/ 18hEME S, ABOMBEER NESE
%iE - FFE4E)
9.7.2 i AEKRERE,
TV,
(EEAMD X 70— UEERE
9.7.3 fHARE ., HralE.
AR FERILFERE L T,
9.8 ShE
BEOREZ TICBE L2200 BEICKRGT 52 8 —FKICE
s CIEARERESET LT,

10. #HEEA
10.2 HAEE (HAICEIRTS L)

AR, IR R E L 7CERRER I I L

FUR R OB A DL & kf G & L7z

JEH) 45 B AEIR - FE 5k B - KT
gy B LT 25 v |BY vk A IS
i DFERIN D HER| LY IR L BED
g9tk o F v MBI A1213|H 5,

W) R LE F AT o
AL 7 F >~ U7 F O EE R BY v NERIEEERIC
BEELBEINDED LYV T F TS
5o REP R ON L WBE
N5,
SO EIRIE % o 9|58 24 20 & 0 I G 9| B EE O SR IHIE 12
% FEH| (G KOS 4 )V A | X B IERGHEF I O fa
S PNHIF] ) AZE D HERD | EDD B
BB ERNVE VIBEHE LA, @
Hl45 7 L %479 o
& 1= %1 — @O IME T B2 ME TREE RS 5
[11.1.13 M] HoDbNDEIEDVH BENND L.
5o

1. BIfEA

ROBWERDRH LIS ENHDHDT, BEE 512 TV, 2

OO LN

WG hIEs 5 7% SEY R LEZIT) T L,

sk

$11.1.4 BHigRERREE. #E GHEEARW)

ek
%

ek
%

sk

$11.1.10 DEE (11.5%)

1.1 EXEEIER

11.1.1 Infusion reaction (AHJEZAH])
ARHN OPe G- X HE G- BG4 24F5 [ DIMNI2 £ < & 5 DAL A infusion
reaction CGEIR @ Z&#, JEIE, MO, B, N, T, B85,
. R, M FES) A% &5EREOHINWICHE SN TE
. INSOERIE. EEEM~ P SEE T BICRF OIS
Fich b Twd, 72, TF 74 7F 2 —, MilEE, GREE
SOEBEREIEN (RIMTE., MmERE, KEERME, 5058 S0,
Mg (REMEME, 7LV F—EiREr &), MEERAES
g5, MR, SPEIIE AR, O, LEME, ORI
TavrE) BHobNLIENH D, Pk Ay I UH], fEEGE
il BIBRERVE VHEOREG HITo 72 BB BT,
HEfE Zeinfusion reactionSFEI L 72 & OWMEDNH L, BEHDRDO S
N72GAEE, BB 2 L, @Y 20E (ERA. AL
Hl, R SIEREA, BIE R E ARV E CHL MEERER, Bl 28
I VHIOEEE) A7) L L b, ERDPEIET S F THEBEOIR
A TIcBgds2 8, [1.20 7.1, 7.2, 7.8, 8.1, 9.1.2 &
jilcy

11.1.2 EEREERE CHEAY)
FENRO L NGAEE, BEhIES 2k L, @ a0E (F
BEAKE ., SRR IVERRA SO S. BT 2179 & & i,
SERAME S % F TREOREZ +5ICBEd L2, [1.3, 8.2
Z ]

MA3IBEFRTAINIOBEEMEIEICK ZRERA. FRADIEBE
(BHFEEANH)
BEUF %7 A4 )V A OFGEMEALIC X 2 BHEIT 2 3 o By 12 X
LFRERHELNDL T ENDHY ., FBEICE - EFPERE S
TWho BENROLNLEEIE, EHIZHY A V 2 H % 55
THREMEY R MEEITH) T L. [1.4. 8.3, 9.1.3 ]

ASTEH (9.5%). ALTEH (9.8%). Al-PL#H (3.8%). #¥
Ve y EF (3.8%) SFONFREBEMAIE R T & £ O B RER & 20
WHEPHHbNLZ ENDHDH, (8.4 ZE]

11.1.5 BEMRER (HEAH)
Bz IR B HE  (Stevens—JohnsonfEMEHRE) . FhaElhE 3R Rz 50/l
fitie (Toxic Epidermal Necrolysis : TEN). FI@ERIER, ¢
WRBZRE 2. INKIEMER B RED D 5 bt JETTICE - 72 B2
ENTw3, [1.5 %]

11.1.6 Mk
P Ek A CBEEERBH) . BMEkikd (45.6%) . I ks
(43.9%) , MERURIERE CGBHEEAHD) . MR (13.6%) 258 &
bilsZ Ehd ., EERIMIKMA S HE SN TW5E, IR ERE
PNZOWTIE, REN DTSRG S4B DL ERE L TIRBLT 561
PEEINTW5, [8.5, 9.1.5 ]

11.1.7 BREIE (43.4%)
HIE . B, 20Ty A VRIS L 2 EE &G (e, il
RKE) MBHODONDL I DD DHDOT, RF QBB b R
MTRIZBEZOREZ T ICBlIEd 528, [8.6. 9.1.4 2]

11.1.8 ETMZEMAERIE (PML) (HEEARH)
ARFN DGR  OEHERE T R IS EEOREE T s Blgg L.
BARREE, RRANBELE . RRBUER (FRRE. DUBRE) . R ES
DFERD D &b 723413, MRIC X 5 {55 K O 3 88k
EATH) L bIC, TG EPIEL, #YRNEZIT) &,

11.1.9 BEMME HERH)

a4

>

b

R

LEED B WCILOFEEORENR, SO, OHBEIHE ST
V5o [9.1.1 2]

N BEE HEAD)

sk

11113 METRE (6.4%)

g2 L7 F= > kd (1.0%). BUNLA (2.6%) 0B EEH
HOEONDLZENDHY, ENeLEL T LEREPHE ST
%o RmA. M%7 L7 F = RLBUND LADEED b6
3G E I L, B AREZIT) 2k,
11.1.12 JH{LEZRAL - BAZE (BUEEAND)

SHDRRO b NG AR EHICX#, CTHAS 2 9205 L i
AL, 224l - PAEERT RO A MZ MR L, B2 REZIT) 2 &,
(8.7 ]

—WEDOMIE T AT 2 2 Lhd 5. [10.2 2]



11.1.14 FIYER QB RRAEAEIRET S O RMAEER (HERY)
A B R R A AR REEESEE. BER. S TREIR. B

HEE, SIMFES) BHbbhsZ bbb, T2, KHOEE
#7262 HE TORIC, K, HEEOHBERE, RERE,
FE T AR R A5 D AR B S AT R S TV B
1.2 ZDOtDEIEA
5% E 5% kit A
MHMETE 4 (28.9%) |- W Bk & | Wify
I B (18.6%) . CIRE|ME, sLdm
R \morp (11.9%).
%
IMmE LA (13.6%).|8h1% . 1% Ik
e g WK, IHL g, IR, K
AP R 01
WL MR (17.7%) | E1 N 62 1, fi
Rt 4 W%, B, B f. LA E
&, T
&3 (35.3%) BE H . R |IILEE
Z9¥% (15.8%). N RSN
A B (15.5%) . L7 NVI
5% (15.5%) . WREAE T
1ETY (11.2%)
&I (29.6%) o[ AN Ny
B (18.1%). . #EJTE
IR | BB (17.4%) .
U (15.8%) .
2. E
- o | TEHIRE L O, B
KRR R . R
£ (20.3%) IfEEERYE % T4 T VR
"t - e T
T IR
R R BUNLESH., ~
B L 7F=rF
51
ALT EH.. ASTEH |AI-PEH. #&
el B )V E vk
5
CRPLEH (17.6%).|% & 1 ¥ 2 .
LDHLEH (10.6%) |HIRE % . K
B %% . R R AE
F&H. BEREX
ZHRE. &
*E i 5858 AL KIS
(& . BEIE
). TINVT R
MR
Lo 0,
Gk

) BIMER OBE X, BB MEIER D % 2 v SIS R 2 P R
PRES TAHGABR, 121D > 7 SPE R LA 5 2 IR 55 1A R
B, BEETEO A 7 0 — VREBERIR 9 2 EIA R 5 AR
& PR B AE | R 3 A I ERIR 56 ARG, #EE o3 m TR
JEIE B UM RIS 3 2 EI B IR 56 T AHRBBR, Blphie
BIGEANT b T AREDOHIEE TR 5 EIAERR S T/ AR
B, ABOMLEIIAS B A B M09 2 — kB R 5Bk % 28 12 4R 5T
L7z

14. BREDEE

14.1 EZFFREZDZEE

1411 7 287 BB TH B 72012, DFPIFEH OB T D53
SNDTENHDLH, THICL Y AFOFMTHBEL Z I v,
B, NSO DR Z RO LGAIIIHEH L 2w &,

14.1.2 HPGE E U CAEBAEIR E5% 7 B 7 fEEFHRE LA A
LawnwZ &,

14.1.3 PUEDBET 2 BZNDH 5 DT, FHREE R OF IR
DEIBRMUGIREI Z A V2 &,

14.1.4 HRBEOWLELHITMA TS 2 Lo T/, RGO,

MEHEROBENDH LD THH L 2T Lo

14.2 FHIRSRFOIE
i & DRIET L 2T &

15. ZDOMDEE

15.1 BRRR(ERICE D <183

(ZhEEL®)

A5 KD G ENBEETIEL MU A THUEERE LD Z LA
HO, INOOBRFIHEKGEINEERE, TUVF -, BEK
JEENTEHT D2 BENDDH 5,

FERABR CORFNIA T2 & MLF X FIEROBBFIEIZ LT O
LB THoT,

(1) BARADCD20GMDBHIZMIER S X2 ) L IISEREICH TS
FEI A B PR 5 T MR B M OV T AR G BR U2 B Tl & 7z 14060
ARHNHST 5 b ML A FHURIZABN R S 7299,

(2) SEADCD20RG DB RS X2 ) L IISEEREICH TS
BiE (%)

MR BRI B W Tl E S 7235661, RFNZRT 5 e MLF
A T HARIZABN R S 729,

(3) AARANDCD20RRMED B /R MREE ICH T B E
IR 25 TAHEURIZ BTl S z760 . RN 35 e b
P 2 FPURIIHH S e Do 7210,

(4) BAANDOH AR 70— UEEEEEICHTBRE
FEAEERFER 12 B W Tl E 725400, RFNZT 5 MuF
A T HARIZTEN AR S 7z,

(5) 2HMBEEREICHS T IRE
[N R FER 12 B Tl E 724800, AFNZHT 5 MuF
A S HURIZIBNC M S 7212,

(6) HAMODBEURBERVEFERKBEREICH T 3RE
FE P B R 2R 12 8\ CHllSE S 722000, AFNZH 3 5 b bTF
A T HARIESEN R Sz,

(7) BRADRBREBERAINRYT NI LEEBE(CH T BRKE
AR FER 2 BTl E S N721960 . AFNZHT 5 e MuF
A SHARIZIENC M S 7z,

(8) ABOIMAE N EABRIEREIZH T D MIE
FE P B R 2R 12 8\ CHllSE S 722060, AFNZH 3 5 b MTF
A FHARIIMH SN Ao 7219,

(IS MR FEME M /ARG D 14 4R TR

15.1.2 WM BT, MM L. AR ZEREDSTRD S 7z
EOHENDH H19, [8.9 K]

16. EHENTE

16.1 MR

(BiBBRIEFER T % 2 1) /S EE)

16.1.1 EINOCD20k OB IER Y F ) Vv 8ERE I, 375mg/m2%
148 X 1Z8H ¥k 5. CHOPL Y A Y (Y7 akA 77 I FAMY. F¥
VWY UERE, E o) ZAF VRBIER T L F=vay) Lot
& % FEMRE AL SRR, RO R AL O 82 1 7 VDL
129053 % 5% F2hte L 7= BE O BEMBYRE S5 A — 7 —ZL T D& B Y TH-7217,

#16-1

b Cmax T2 SFIEE AUC
(mg/m2) (ug/mL) (hrs) Bifd (hrs) | (ug - hr/mL)
375 194.3 387.8 517 118237
X 438 +58.3 +188.7 +248 +53412
Mean+=SD (n=8)
#16-2
b= Cmax T2 P AUC
(mg/m?) (ug/mL) (hrs) K (hrs) | (pg - hr/mL)
375 445 .2 393.6 568 502147
x 81 +103.0 +185.2 +267 +174273
Mean+SD (n=15)
#16-3
b Cmax T2 P AUC
(mg/m?) (ug/mL) (hrs) K (hrs) | (ug - hr/mL)
375 367.0 344 496 3370000
x 2008 +78.9 +349 +504 +714000

Mean*SD (n=12)



#16-4

(ug/mL)
400
Each oy Cmax T2 P AUC a0 -
(mg/m?) | (ug/mL) (hrs) WM (hrs) | (ug-hr/mL) I R
375 294.0 270 389 548000 300 |
X 6] +41.4 +46.1 +66.6 +93900 m250
375 329.0 282 407 753000 # 200
X 8[a] +46.4 +64.1 +92.5 +119000 - 3
Mean+SD (6[A] : n=13. 8[a] : n=8) B
(ug/mL) 100
600 - 50
Tl B

0 28 56 84

112 140 168
o]

[M16-4 FCL ¥ X ¥ LGRSO MFHRE (n=5)

(#EAM O % 70— CERER)

196 224 252 280 308(day)

16.1.3 EINORRRRERIC BT 18R CHRFEME & 7 1 — YIEMRE & J8E

L 723 L Lo GO & 7 0 — ViE R HEEREMD 2V IEAT7a 4 F
KIFVE 2RI E) OBEIC, A#I375mg/m? (FARE500mg/ ) % %45
. . L72EsD3EMBIRE S5 X — 7 —IZL T DL B Y ThH- 7219,
0 50 100 150 (day) 716-6
} " ‘ . b Cmax T2 P AUC
[{16-1 B1RI8IA S AEHE G- R o i i e (n=15) Eiacs (4g/mL) (hrs) B (hrs) (ug - hr/mL)
(ug/mL) 2
4o g)%ﬁgg//%) 421 234 337 366000
a00 . - e £84.7 +86.7 +125 +110000
Mean=SD (n=22)
(ug/mL)
600
SEIM + (R
0 10 20 30 40 (month)
B
M16-2 CHOPL ¥ 2 ¥t Ft MR o Mg HikE (n=12)
(ne/ml) 0 50 100 150 (day)
400 _ lay
Y s
THEEERE X16-5  F1 AR AL G5 i g (n=23)
300 1 (& BMERTE)
m T 16.1.4 BN O EVEEERE 1S, RAI375mg/m2% @1 %5 L 72K 0 3EY)
& . \ BEE/NT A= — I DT LEBY) THo7:20,
2 i\ | #16-7
B AN y P Cmax Tu P AUC
100 AN p (mg/m2) (ug/mL) | (hrs) #D | WM (hrs) | (ug- hr/mL)
A\ 375 485 515 789 333000
i X 438 +268 +140 +284 +117000
0 1 ##1) n=26 Mean=SD (n=28)
0 28 56 84 112 140 168 196 (day)
B
16-3 524 A 7 WV PREIZ9055 4% 5- % FEhi L 72CHOP L ¥ X > fif i & %
EREOIMFE IR (694 7V 1 n=13, 8% 1 7 )l : n=8)
(M) >R MR)
16.1.2 ENOERHERZ BT, RIGFEOCD20B B > 7 S I &
FHIZ FCLYAY (VI VBRI ATV, 70k A 77 3 FK
) ORI X . BIF A 2V TIEAKI3T5mg/m2, #2494 7 VLI
I ARFNS00mg/m2% . 28 HIEI264 1 7 V%G L 720 3 EhAE /85 2 —
I —IUTOEB)THo7218,
#16-5
P Cmax T2 P AUC
3L EH
. (ug/mL) (hrs) 5[ (hrs) (,Ug - hr/mL) 16-6 J1E4E {5 E o Mg hik e (n=28)
375mg/m2 X 1]A] 351 242 349 804000
500mg/m? X 5[] +36.3 +237 +342 + 155000

(HAMOZEUEXRBRER VEERKER)
Mean+SD (n=5) #16.1.5 ENOEKREERIZ BT BRI IIERE R O EIRTIEE O

BFIZ, AHIT,000me/body % 238 i [ i T2l 5 L 7z D FEM BIE/ S 7
A=F—ZUTOLB) Tholz2,

#16-8
b Cmax T2 S AUC
EEESn S "
(ug/mL) (hrs) #2) W (hrs) | (ug - hr/mL)
1,000mg/body 433 535 566 283000
x 2/ +79.5 +255 +310 +90200
##2) n=11

Mean+SD (n=19)



X16-7 298 I FE200 fAEA 5-RE O L% PR (n=19)
(ABOIM &R A& & Bt
16.1.6 [FN O ABOIMLE R A #E & B 12, 375me/m2% R AEAT o 14 H Hif
T OTHRNZ RS L7203 EiE /S5 A — & — I T L B THo 7222,
#16-9

ERas Ay Cmax T2 S AUC
(mg/m?) (ug/mL) (hrs) i (hrs) | (ug - hr/mL)
375 192.0 172 248 178000
x 2] +49.6 +112 +161 + 38500
Mean+SD (n=15)
(ug/mL)
300
STl i
220t
*
100
0
-30 0 30 60 %0 120 150 (day)

B

[16-8 FAfli14 Hui & 1 HEiZ#H5G L 72 % oliiE HigE (n=16)

16.3 2%

(B#EFRMEFEAR T x> 1) L/ XEE)

16.3.1 EEADHBT
WO CD20M5 D BMIALMEIE & ¥ % v V) Y SEEREIZ. A#I100. 250,
500mg/m?2iE3) % B[R] S EE S, 208 B IR A TR L . AF & HEA L
7B A I L C @i 2 E A& 2 b Lo, o5,
EBAIENOBATIEERI L 72761 6B 720 & A L 728141330 ~100% T
Holze B, P OMD TR - 7216 (Tiz: 21.2hrs) 122V TiE,
PEB RN OBIT 2B %0 7228 (JHEAT— % )0
#1:3) AKFRHRIE375mg/m2CTH B,

17. BRARRGAE

17.1 BHMERVURLMEICET 355

(BiEBRiEIER % 1) L INEE)

17.1.1 BEEE

(1) ENERARS 11835 (IDEC-C2B8-2itER)
(BRI I3 A BIPEIRA ¥ % > ) 2SI, ~ > VAN > SIS AL
Il E375mg/m?2 & 138 1 B CAIRIHe 5 L A< A 48 TR A A T O
EEDTOEBY) THo725 6,

F#17-1
e W | SE4r | B EES PFSHY-fiE
JEB | BEE | TERE | 95%E FHIX I 95% 15 FEIX [H]
AL 1 el | 14| 2 61% 245H
Btk v 8IE (47%. 73%) (189H. 337H)
< v MV sl ol 6 46% 111H
DIZA (19%. 75%) (50H. 146H)

protocol compatiblef#iT RN AL L
PFS (progression—free survival : M58 A= 721 )
L VERHIE G0 . RITERIX97.8%IZF8D it T mIfERIE. S
(66.7%). MEFE (37.8%). IMIE LA (28.9%). <9 # (27.8%). Hlk
(25.6%) . BEIG (23.3%). %89 (21.1%). (TTYH (17.8%) T. IMMiEkEsE
WBUTFDEBY TH o726,

F17-2 L MEEE

HIEMEE T | FEEITO
A FEH HAEAE (/ul) ]| H
" B Ty (FEPH) rhJefiE HheE
(s pH) (st pH)
55.6%
. 2,510 12.5H 13H
F iR (2,000/ uL N - _
i 15.6%) (900~3,900) | (1~266H) | (3~125H)
55.6%
B 1,370 29.5H 14H
kg A (1,000/ uL '
i+ 20.0%) (250~1,980) | (1~266H) | (3~154H)
15.6%
) . 6.7575 2H 5.5H
TN A (575/uL
il © 3.3%) (27~9.975) | (0~201H) | (2~42H)
NEZTE Y 20 0% 9.95%D 20H 7H
W o (9.0~10.9) | (1~178H) | (2~63H)
ED) [~NEZOE VAl ToORMIE (g/dl) n=90

E7o. AHIDTFHL G SNIEBIOFER O LRI T O LB Y Th o720 7,
#17-3

W | sedE | EA EES PFSH S i
el | i | | S%EEKE | 95%EHEXR
— i 38% 152H
1% 5 gt f5712)
PSRRI Bl1Os (14%. 68%) | (124H. 230H)

ZNE AR L
VE2) MREMEEE S ARVEIER D F 2) UoSHE, < v MV o SiE
HRGMTbN2166 TR L - B2 IERE., 58 (50.0%). €
(43.8%) . IE EH (37.5%). 3% (25.0%). I (12.5%) . Ik
(12.5%) T o7z, EREERMAMEEIZHIMERKD (68.8%. 2,000/ uL
At O FIILER I A6.3%) Bk (68.8%-+ 1,000/ u LA O if i ER R
46.3%) T 726,
(2) EIRERRE I1HAER (IDEC-C2B8-3#ER)
e R IE R D & ) v R ICARF LR E375mg/m2 & LA R g T
84S L 7z R4 AR O L O Z &L T o LB Y TH - 726,
#17-4

e WAk | sEhr | o EES A PFSH 9&1:[5
SEG] | T | AR | 9% IS HEIX 95%1= #EIX
o EENEY) v w7 | u 37% 54H
/XS (24%. 51%) (35H. 111H)
protocol compatiblef#HT ZER)A L DL

3) < ¥ MV Y ¥ SIESH & o
LAEVEREIEGICTHI N, EIVER1288.1%ICRED b, LE2EIEAIX, FEH
(61.2%). E# (29.9%). 13TH (23.9%). BRIE (20.9%). FUF
(17.9%) . %9 (16.4%). FEF (14.9%). € ) (13.4%) T. MikaE
BUTDEB) ThH o720,

KI7-5  EMHREE

AR, 8 SEHF TOHM A1 F COHH
" Ll Ty (FEpH) rhyufi (#pH)
37.3%
. 350 6H
F iR (2,000/ uL N N
i+ 7.5%) (2~148H) 1~77H)
32.8%
U 39H 5H
ek (1,000/ uL - N
i 16.4%) (2~148H) (1~35H)
) 33H 70
JINHR TR A 3
i 3.0% (31~3511) (7~7H)
n=67

F 7o, FHEGER GEAGREG]) 260
PFSiZ. 68H K UF109H T - 726)
TG4 b 7230 CHBL L 72 8IEE. ZE061. RERLE. Sm16.
PERLBI, R Ch o720 EARBRAME R XA B 2F. 2,000/ uL
i o FUMERIRA260) o BT ERR A (261, 1,000/ 1 LA O 5T ERi A 261)
TdHo726,

17.1.2 OMBUEEHN & OHAIC L 2 BREARE - #iFEE

(1) ENEEFRE 11855 (IDEC-C2B8-6:K8)
RIGBEDOIENE I AR R Y % > ) Nl E I, R-CHOPL U X »
(AH, v 7aR277 3 PR, FEYVEY VHERE. Loy ) AF
BRSOV F=va y ) 12 & B SR ARG, R0 5
N7 B AR (375me/m2% S IE CRoR12M13% ) & FiE L
720 RN RERNIARRER BRI N262680TH - 726, [7.5. 7.7 &
]
i B A AT W O R RIS BT 2R (95%E X M) &
95.2% (86.5%. 99.0%) Td o7z, KMEREFH 55 OPFSIZOWT, 4
AT AT REM 2B 2 44EPFSHE (95%IEHEXH) 1369.8% (55.9%.
80.0%) TH 726,
R-CHOPL ¥ % |2 & 2 B8 A 0 % A REAE Bl6260 i . BRI
98.4%IZ 78 B AL, E % EIER X SIEEE &% O K e diE (48.4%) . HE.l
(46.8%) . fEEUE (43.5%). AR (40.3%). A% (37.1%). BRGEHR

WICTHD TG 2072, 20260



T (35.5%). FEE (32.3%). ITIPEMHEEAERES (27.4%). WaH: (25.8%) T
BHotzo FHRRRBAMIEE L, AiEkEEd (100%. 2,000/ u LA O H
MERGKA82.3%) « IF BRELIR A (95.2%. 1,000/ u LA O &f i Bk A
90.3%) TH-o7z,
HEFPIR DS FENE S 72680, BIVERI1286.2% 2728 S, TR EIERA I,
BN RSO EISE (69.0%) Th o720 FEABRBRAMER I, HMERRK
A (63.8%. 2,000/ u LA O HIMERIHAS5.2%) « IFh R (58.6%.
1,000/ u LA O HERA 17 .2%) Td o726,
(2) EINERARES 11E7+5 (IDEC-C2B8-L7:#5R)
FRIGHFOIER D F 20) VoSJEREE (ARatEY) v X EUL 0 FE AR EB
Mgy > 8HE) 12, R-CHOPL Y A > (RH, Y27 uakzA77 3 FAMY.,
F# VIVEY VIR, © Y7 ) AF VIR LT L F=vu y o)
2 & 2 BT AL A FERL 720 1Y A 7 VIAF O A HGREE % 4mg/mL
L LTS L. Grade 3B L®infusion reaction (NCI-CTCAEIZ & %) KUY
FRIRMIC S 20 DR (Grade 334D IME, CAHZE, MBI ARAE M
BEOUTLEEAER. KONYHAZGEHZ L— FILLE) 25806 nd . 2
O GRTO RN > 3Bk ED35,000/ u LB 2 e W&k, #2914 7 )L
PUBEIZ A K375 mg/m2% 45t & L C250mLICF L (F i 131 ~4mg/mL)
LCOm TG L7ze B, AAIFxGHIL, R-CHOPL Y x Y& EN 5
RIB R E RNV E VIO G %2 1T o 720 REFHMIEE Th 55201 7 Vi
AH %905 [ TH G- L 72k D Grade 3LL L ?Dinfusion reaction® F&H 1%,
0% (0/30f1) TH o720 BIRFHIEE TH 2 Ahalk) v EEE ROV F
AMERMIETIBAMINE ) » /B EE ORERZE (95%EFEXHE) . Thzh
100% (63.1%. 100%) (8/8%1). 91.7% (73.0%. 99.0%) (22/24f%1) T
§)oto
EPERHEFI3260 . BIVEFIE90.6%I2580 S, ERFEIERIE. ST
(15.6%>‘ Z ) HEAE (15 6%) Tdo7zo TlBRRMRAMESE L, IFPEREL
WA (78.1%. 1,000/ u LA DU ERIRA78.1%) « HIMEREHA (68.8%.
2,000/ u LA O FERIHA68.8%) . FEEMIF BRI AE (15.6%) TH o720,
(3) BAOERIRFEMARER (PRIMARER)
Kib J%W)%H’ﬂli;’lf‘]“/ﬂ%/ U SfEEEIC, R-CHOPL Y A v (K#H, v 7
OARA77 I FAAY, F¥Furey Aﬂ;&iﬁh Yy 7)) AT R R O
TV F=vy (EPRERR) OPFH). R-CVPL Y A ¥ (KA, Y7 ukA
77 I PR, ¥ 2 ) AF VREBER TV =y (ENFRKRR) ©
BER) XIER-FCML Y A > (KHl, 7y I ) YBBIATV, Y70
RAT 7 I RPN bEH 2 ba s EEIEOBEH) 12 & AR A
ity RIRDTFRO S N7z BV AFIMEFFLE (375mg/m2% 838 M fE Tl A
1245 5) ST MmERB S % 25 L 720 o RERIE1,19361TH >
7220, [7.5. 7.7 ]
881%1IZR-CHOPL ¥ * », 268FIIZR-CVPL ¥ 4 ¥, 44H1IZR-FCM L ¥
UHNERE S, BEEASREE TR0 RS (5% EEXE) £, Fheh
92.8% (90.9%. 94.5%). 84.7% (79.8%. 88.8%). 75.0% (59.7%.
86.8%) Tdh o 7zo MEFHEIIZOWT, GERFTERCHEIC X 2 PFSOH A
WBUTOLEBY THo 72,

#17-6  HEBREARERHEIC L APFS (20094E1H14HF—% 4 v N4+ 7)
MERRIE LT B R SR
(n=505) (n=513)
HLfi NE NE
(95% 15 HEIX ) (NE. NE) (34.5% H. NE)
NHF— N 0.50
(95% 12 FEIX ) (0.39. 0.64)
pfi
(log-rank#is) p<0.0001

intent to treatf#HT
NE (not estimable :
10 .

R

0.9

0.8

0.7

AR

— T T T T T T T T T
0 91 182 273 364 455 546 637 728 819 910 1001 1092 1183 1274
day
At risk

EIARERZEY 513 498 469 446 411 371 289 261 195 125 82 41 15 7 0
HEFERORRY 505 490 472 460 443 412 336 312 230 164 103 58 18 0 O

[¥17-1 PFS®Kaplan-Meier#i## (2009F1H14H07 =% % v b4+ 7)

_8-—

R-CHOPL ¥ £ ¥, R-CVPL ¥ A ¥ LIIR-FCML ¥ * V|2 X % Gl A j5
O A PEEEE L, 1936112 B\ T, EELFEERIZ. R-CHOPL ¥ *
> (881#) T16.7%. R-CVPL ¥ x> (268f]) T14.9%., R-FCML ¥
> (4461) T29.5%IZFED S, FEIZTEBIETFRERIRDAE (2.1%).
o (1.2%) Mige (1.2%). Z# (0.9%). fFhEkisdiE (0.8%). A
WZPED BUG (0.6%) K OMERL (0.6%) THh 7220,

HERRE R EE O 2 A MEETEMRE G50 16012 BT, BEZEIEM. Grade 3L Lo
il 1’Fﬂiléﬂiﬁl L O REBEBRATEE T & 2 \Grade 2L O EGLED VI
HN29.3% IR H L, FEICAFLE (5.2%) . IFHEREAE (3.4%). -
GBI <3A4°/> BlGES (2.2%) . HILEREAE (1.6%). LIEAIL <
A (1.4%) . REIEG: (1.49%). &g (1.2%) ROz (1.2%) Tdh o722,

(4) BHVERFRZEMAEAER (EORTC2098155%)

FIE IR MED AR Y % > ) v oSEREIC, CHOPLY A Y (V2
OARA77 3 FAHY., F¥FULEY VERE, ©0 2 ) 2AF Ui RO
FL k= (ENKER) OPFH) IER-CHOPL ¥ A 12 & 2 Eff#EA

W ML 7o ST RAERNI4656] T - 722, [7.5. 7.7 Z]
231BIZCHOP L ¥ A > 2346ICR-CHOP L ¥ A ¥ ASFEfE S 4, FaffE ASR

PR THEOZEMERIT, Z2NENT4.0% (95%BEHEIXH67.9%. 79.6%) .
87.2% (95%[5HEIXH82.2%. 91.2%) TdH -7z R-CHOPL ¥ X ¥ TZHE%)
BREEIIE P72 (p=0.0003, 7 1 FFhpE) 25,
R-CHOPL ¥ X |2 X % EEfi 3 A fe ik 0 %2 4 I?E?ﬂffﬁl%ﬂﬂ IBWwT
MWmiw9%'W@bﬂtoU{mv/x/tR&Lchmwv/x/
THRBBHEADW%L LR o 72EER . WEE (45.3%) . fHfL (26.9%) .
SEEE (17.5%) K OVHEIE (7.7%) T o722,
HMEFRHIEE U BRI SR I O A MERHTAE F13320012 B\ T BIME A I3 AHERE
JREHE (16661) D73.5% Tiled bz, MEAREISEHE & i U MRk it
THBVFEADB% L LB 2 2@l eI, BIE (25.3%) . B (9.0%)
0k (7.8%) HN%E (7.8%) KON EAGEREY: (6.0%) TdHho722),
(5) BIVERIRZE MEAER (RATERER)
FKIROIER D ¥ 20) VoSEEE (ARatk) v E IO F AR B
M) > 280E) 12, R-CHOPL Y X ¥ (KHI, v 7 ukA77 3 FAMY.
FEVVEY VR, ©v 2 ) AF HBEER TV F=vy (EPRK
i) OfFH) XIER-CVPL Y A ¥ (KA, 7 urA7 7 3 FAHY, €
YO AF URBER T L Ry (EWNFEE) o) 12X 5 SR
ABER TR L 720 B A 7 WVIEHRF OAPIEE % 1 ~4dmg/mL & L Ti5:
L. 194 7 V2B W T, Grade 3L _Edinfusion reaction (NCI-CTCAE
I2& %) DRDHSNT ., WEEGE, BEILAREICE TN 5 DSt oRIE
FEANVE CHZRRIHEE L THOTWARWESE T, 2o SR A )
VOSEREIATS, 000/ u LEHB Z R WIEIE, H29 4 2 )V DRICAH] (AR
fElx1~4mg/mL) %905 TG L7z. B, 9075 H#H 5K X, R-CHOP
LY AV ER-CVPL ¥V A Y ICHF N AIB B AV E Y Hl OGS %
1To7e FEFHEE CTH 55294 7 VICARA 2905 M TG L7220
Grade 3X(Z4Minfusion reaction®FEBIZE (5% EHAXIH) 1x. 1.1% (0.3%-
2.8%) (4/363%1) TH -7,

AVERHIRE BI42560 . BIVEAIE51.8% 278 b, ERBIEMIE, JE57
(12.0%) . B (9.9%). EFE (6.6%). € HHEIE (5.4%) Th o720,
(1Bt > E M)

17.1.3 DB HERE & OHAEE
(1) EREEREE T+8:5 (IDEC-C2B8-CL1&ER)

KIGHOCD20M 2% > IR E &2, FCRL Y A v (RHl, 7w
YY) VBIATIV, Y OKRAT 7 I MKW RFEBLI. ST

K RAEFNIAR AR BSE S NTHITH o 720 HEAM T o 2E%=E (95%
FEMEIXH) 1371.4% (29.0%. 96.3%) Td - 7220,
ZAEFHIEGI7HIZ B VT, BIERNIZEBNIZEED i, T2 EIEIEEG
(28.6%) . Ft# (28.6%). SMHEHZ (28.6%). MRIMLT (28.6%). KRR
(28.6%) . BERITZIREE (28.6%) CTdho 7z,
[5G PR AR A 1 BRI A (85, 7% 2,000/ u LA o (5 1 Ek ik 4
85.7%) \ BFHEREEA (85.7%. 1,000/ u LA O#F kKA 85.7%) . i
BB (85.7%) ~NEZ T VA (71.4%) . ARIEREIRA (42.9%)
HTH o722,

(2) BHIERREEMARFER (CLL8RRER)
FIGHOCD20B IR ) v/ MEHIREFIC, FCLY Ay (FVFTE
VUBRT ATV, Y7 akxA 77 I NARMY) LIEFCRL Y A ¥ (KH#,
TVFTSEL) VBRI ATIV, Y7 OKRAT 7 I NI #E/-L72. 4
R R AERNE8I0BI T d - 720 EZFHMIH H Td 2 WGERE LA 212 &
BLPFSOFERIZLL T D EBY) T o722 .28,

F17-7 BERSTEEEMHEIC X 2PFS (20074E7THAHF— % 41 v b4+ 7)
FCL ¥ A v FCRL ¥ A v B
(n=407) (n=403)
Rl 981H 1,212H
(95% 1T IX [H]) (835H. 1,069H) (1,098H. NE)
NFE— R 0.56
(95%15 X ) (0.43. 0.72)
pfti (log-rank#7E)
(& A TINO.016) p<0.0001

intent to treatffHT

NE (not estimable : FFfliffE



0.9

0.8

0.7

0.6

0.5

1 RFHF o o 3

0.4

0.3

0.2

0.1

0.0

— T T T T T T T T T T T T T
1 92 183 274 365 456 547 638 729 820 911 10021093 1184 1275 1366 1457

Day
At risk £
FCL Y4 B 384 371 349 331 311 244 182 134 100 76 53 37 24 14 7 0 0
FCRL ¥ X » ¥ 393 385 377 362 339 300 237 184 135 101 79 60 40 24 8 1 0

[¥17-2 PFS®Kaplan-Meier#i## (20074E7THAR7—% % v M4+ 7)
LEVEFEBAE BI800HIIZ B\ T, Grade 3XIF4DEITEHIZFCRL ¥ # v #E
(402f1) ©70.9%\258 SN 7=0 FCLY A 8 (398%1) & Hik L CFCRL
DA UEECTHEBEE 2% L. o 7-Grade 34D EIWER X, IFHERIK
AE (30.3%) . FHMERIRAE (23.1%) . FEBMEITFhERAHE (9.0%) T
Ho722),

(3) BHERIRSEMARRER (REACHRER)
TS ATE O CD20F5 M 1) //\&Elmarﬁéﬁ%‘ VFCLyxy (7)v
FIEU) VBT ATV, Y7 UKRAT 73 b7l<ﬂl%> NIZFCRL Y X~
(KH|, 7FVFIE ) VBRI ATIV, Y7 UkAT 7 I FAKHY) % Ehi
L 720 LIRS SAEFNI55260TdH > 720 FEFFMIEE Td 5 BB TIE M
HEIC L APFSOFERIIUT O LB Y TH 7226 .29,

£17-8 HEREICEMAE X 2PFS (0084 7H230F— %% v b+ 7)
FCL ¥ & B FCRL ¥ A » B
(n=276) (n=276)
Hr gL fil 6271 9320
(95% 15 HEIX ) (550H . 731H) (792H. 1,161H)
N — Kb 0.65
(95% 15 X 1) (0.51, 0.82)
pfti (log-rank#sE)
(4 A0, 045) p=0.000z

intent to treatf#AT

0.9

0.8

0.7

0.6

0.5

0.4

0.3

FCRL ¥ X >3 =

0.2

0q]  mmemees FCL U A LBt

0.0

0 91 182 273 364 455 546 637 728 819 910 10011092 1183127413651456 154716381729
Day
At risk %
FCLUALB  276241228208182162119 93 77 60 50 37 31 26 20 10 4 3 0 0
FCRL U % “Bf 276259246228207181157133119102 87 72 56 45 32 22 12 9 3 0

[¥17-3 PFS®Kaplan-Meierfffifit (20084E7H23H7—% 71w b4 7)
A VERFAIAE B154660 12 BV T BITEATIEFCRL ¥ 2 » B (27461) 095.6%
IZRBD BTz, FCL YA B (2726)) &L HHE L CFCRL 2 A » BECTHBIUH

FEAS3% UL b o 7o BIMERE. L (38.7%) 3% (20.1%) . %
(15.0%) T (9.9%). fEf (9.9%). KIE (7.3%). LR
(7.3%) . ZH¥HE (5.8%). HEHE (4.4%) Tdh 7229,
(ZRMOERMENFIEBE, BHENZSEOER)
17.1.4 BHERIREE MAEEER
258 I8 9V P IF I E S B 2 S8 IS 2 D5 B SLIL S0 & 5 S &

LTy [REAIE R A VT S FIED & RK1375mg/m27% 18 [ [ b T4l 5-
FAHUAAEE] ()X~ TR L [RERIERERIVE S FED L2y
ORA7 7 3 FARMPOGFMEE] (P 70k27 7 3 FIE) L 0IEHHES
MAERIC B 2 BT O LB TH - 7290,

H4) BEAFNVTL F=va >y (1,000mg/body/H) %1~30%5. F72.

PIHEE ISR L =y (Img/kg/H. BEIWNAKRE) & #EHES
L. BEERENC B TUEERE S 5 2 & L#RE SN,

#17-9

e | Y TERR 2B OB RO
) \/$577ﬁ$ 77 3 FBE (Y F < TH-
(n=09) m=98) | L rOHRT7 I FE)
SE A TR RIS 64% 53% 119t6)
(95%MEHEXMH) | (54%. 73%) | (43%. 63%) (-3%. 24%)

115) EHEBMEA 567 HHEOBVAS/WGA I T7H0E %0, S SIHHT 55
A7V F=vy (ENKREKR) OG5 %Ik TcaBaLERLZ,.
1¥6) FTIRMEAIES M~ —T v & LCREL-20%% LRl TsH (-3%>
-20%) « IEHEHIR S NIz,
(EEAMOD % 70— EAERED
17.1.5 EINEFRES M1E:ER
187 Aol THFFEME A 7 0 — VIEMERE 2 58E L 723 DL L OB E 0+ 7 1 —
VhEfERE HEHEIREM S 5 VIE AT 04 MM ZRTHE) OBREIL, K
F 1 #375mg/m2 (RAW500mg/ll) (Vv F <78 LiE7 7Jc+
(77 R %) % LA BRCAREGED L ZEEWR T 7 &K e Z
ALILEGRER COARME (hRETE) ZDTToLB) TH 728D 32,
7)) AHNL T T 2 ROR ML G-RE O3 AR 1L, R DR 125mg/5#
L. ROIERIZ100me/H, Z DI HA200me/ X L CTi%5 L7z,

F 720 2000 H LA A BIGHEEE & #5512 588 L 72 BIE A5
WMThH o7 HE. 100me/BE TR THG L 720 [7.3 2]
#17-10
DRVE SVASavA -3 75 R
(2141) (2151)

TSR R D) 234H 100H
(95%15 HEIX ) (170H. 358H) (76H. 156H)

= R 0.1917
(95% 15 HEIX [H]) (0.0728. 0.5043)

pfiE

(log-rank#5g) p=0.00015

intent to treatf#AT
11:8) BkEIL D M OMAIFRE LR TS ETOMEERL .

1.0

0.9

DNE DAL
0.8
0.7

0.6

B

E
£ 04

0.5

0.3

0.2

0.1

0.0

T T T T T
200 250 300 350 400
Day

T T T T
0 50 100 150

At Risk

UYxITTE 21 15 15 15 12 7 3 2
PR 21 17 9 7 0 0 0 0

M17-4 MEFIEEIE () v F o~ TE2A6], 75 b RE21460)
A VERHIEBISABI R BN EBICEED S, FEREER X LB
FOKGE (90.7%) fEHE (22.2%) . IMEER (22.2%) THY. £
FER R4 1L, CRP LA (40.7%). ALT & (25.9%). #ffEkEkis
(20.4%) Td o7z. F7zinfusion reactioni63.0%IZ 58 5417233,

(& B MERE)

17.1.6 ENERKRSE IHER
mRSSIZ & 2 AL DOEREFEA2 (moderate) P o> 4 P i B
(9%V C60% A1 X 1% %DLcod0% A1 D -+ 43 7 M A% E o P g o 7 v B
Bim MR 2 A0 2 8%, B2 ) — VSO B mEIc k) BEL A0
EX AT HBE, FLVOGERESEL AT 5 EF RN 2R RIC, KFILR
#375mg/m2 (V)Y ¥ v~ T7H) d7Iv R (77 R *LAKEE
TAREE G (5517 —)v) LED | 2408 M4 2 B (2 AR K1 ] 5375mg/m2 %
LEB B T4 S (55227 —v) LAZEEMRT 7 Rk ILE AL
ABRIELD) R (2B C, RO EEFHEE E Td 5 5 5-24:8F OmRSS
DR—=AF A4 ‘/ﬁ‘%@*ﬂ:;@_ IDTDLBY THo7230,

#9) THF AT YEOGIEMHEIFI O, 10mg/ H Yo TR R
A7 A FHIOGHIZEEE
H10) 17 —ViE 7 T e R, EEAL. ZEER. 27 —VITHBRE

FEE
1) IR Ol - 52 F (P 0 0~2687 1) o



F17-11 mRSSIZ & 2 EEBALDNR—R T A 205 DZALE:

#20) A% (1F11,000mg) Xid 7' 7 &K% 2:AM 205 (17 —)V)

I s 75 bR L. 2458 1CZEM Mg C2l%5 27 =) Lz
N—AS54 14.4+3.7 (28) 15.7%5.5 (26) ##21) PDAIA 708227 L K=y (EINKKR) 0mg/HAS16:38 00 L,
524005 8.3+4.0 (27) 18.2£8.7 (22) L L7 syE R L 72,
N=A T4 i b DE{LRER) -6.3%0.9 2.1£0.9 R17-13
77 R L DEFL) [95%EHEXMH] |-8.4 [-11.0, -5.9] ST — a7z /= )VER

pfiE12) i) <0.001 (6280) E7 =TV

full analysis setf#HT (63%1)

mRSS (modified Rodnan Total Skin Thickness Score) #5-F#a52H E TO 40.3% 9.59%

Tl £ AR (BB, N—=2 T4 2 h 508 bR | RN + i SEA TR R * ) i

H12) $GHE, B RGBT OLEER, N—=AF 4 JE, BN
(6HLIN/E) RO B &0 (/) 28l L, Bafodt
53 R 75 12 AR 3 2 E L 2 MMRM  (Mixed effect Model for
Repeated Measures : I E R AR H € 7 OVERAT)

#13) A EAKEE 5%

17 — N OREVERHIEFI2861 b BIVEANE21BIC RO S, F 4 EIER

& MRS %S (39.3%). CRP.LEH (10.7%). #FHEkED (10.7%) . HILER

ol (10.7%) Th otz 827 — VDY Y ¥~ TEEOLEMEEE S

2660, RIVERNEZ 14BN RR® H v, B2 EIERIE EIHEES% (42.3%) THo

T2o BE17 —ND T T2 REETEHE2Y — WVIIKRF %125 L 7222 & ERFIAEB120

B, BIVERZ1I2B0CRED S, EREITERIE FIREAZ (40.0%) Tdh -7,

¥ 7zinfusion reactiontX 151272 517235 .36),

EHAMOBEURBBRVEFZERKRER)
*17.1.7 EANERKRE 11HRER

BT L F=vn EFHRIS, FHRED 0720107 L F=vu »10mg/

[~ g 70 TR B 7 3 0 2 0 3 1 0 e ONVAR SR I o0 B 1E15) (2

TL R=vna Y TFES CARFILEIL, 000mg % 258 [ [ e T2 5 L 729k

BRRIE BRI BT, ARMED FEFHMEEH T 5 . RHIT5-B1H248

I SE TR LR TR D) & 21 L 7o BB O Bl 6 (BEMEE) 13PLUF

DEBYTH-7230,

#14) WBS—Hay ba—VENZEZ T, ROWTNLOEMEZmd
Wity ta) HIZ3OL LB ERE %700, »oLEM DAL AR R
L7, b) BEFFREDIER AR 5,

HAAINS N/ EFHEDPDAI (Pemphigus Disease Area Index) A
7 CESME + i) £, 11.7+7.7CHh -7z,

BEHT 2 7L F=va v ZonTid, KA ORES5208H5% 5 5 9%
PG E U HEORE A7 ¥ 2 — WISHEVIR L. AHIE 5B G
1634 O T CT10mg/ H % Hig L 72,

SEETER L 7L F=va Y =10mg/H R ORARBROGE FEEIC L 2
JRT Ty RIS & 2 A * AL B 72 % FLBE* * % 3800 70 W IR FE
(PDATA 2 7 %051) % 8HMIFEHL L 72356

*RIEOFEL, KKK EOREE 2B DET 5,

*ARIBEE, RREAL L7280 RAER OB REAE X E T 9. KRRAL
rtoboEHzrb0LT 5,

W . 7L F=vu » <10mg/H & AR o ff FEEIC X 21
BRESHEMMERIC, L ooy e 52 LR, WEEL
AT B4 FAHAFSCLERDAICEE S 2 —BHEORED AO%
HWEBOLYE

#17-12

115)

1:16)

#:17)

VY EI < TE (206))
75.0%
(50.9%. 91.3%)

P 5243 B D T ff e o
(959 S HE X [H])
full analysis setf##HT
Clopper-Pearson#: 2 & 0 S#EX [ % 5
oAk P B4R &0 A EER & ks L 2o BRI R & Y bz,
ZVERFE BI2060 . BIEHTIE25.0%12 520 A, J881 L 72 EIfE A BE
(5.0%) . %&# (5.0%). Ky Z7a7) YIfE (5.0%). A%k (5.0%) T
Botre BHRMEMRSIE, y-Z L8 IV ET Y AT 2T — LR
(5.0%). a7 YiEd (5.0%) ThHo7z, F7-. infusion reactionid
5.0%IZ588 5417238,
*17.1.8 BIVEERSE M4EER (PEMPHIXEER)
FL k= (EHNEERR) 60~120mg/H Xi31.0~1.5mg/kg/ H A L&D
RORAT A NG 2LEE T2, PEED S EEOZ 5 KA B H TS
ERRE LT BOAT A FHEHATEYD T, [RHED +33 72—
g €7 xF VT I ROPRFEE] (VY Fo~TH) L (KA 7T+
ARE0) +337 2/ =V E7xF N (ENREKR) oMLl (33
Jx/ =V ET7 oSOV R T EERFEF IR BV
T ARVEOFEFHEEE Th 5. AFIx 556528 F TISIHRR RIS
WP GE2D AR L o ERE O G (EaEMEETLERE) X
DTotBh)Thord,
H18) MAANSNIZEHEOPDAIA I 7 (FigfE + 1k (F%) (X, 24.36+
16.67CTH -7z,
VE19) WHEE B IIRERIIARE X D 60mg ) 380mgD RIS L F=v' > (EW
KGR AEFOROATTA P2 L, #5-04H248 £ TR
BN S S8 G473 5 LRRE Sz,

a7/ — Vi

E7 T IVEEE D7) 30.80% (14.70%, 45.15%)
(95%E X i) p<<0.0001
piEE2s)

modified intent to treatfFAT#24)

EHL RENZOWT  aREBRP IR F TSmO ER T S o7z

BB ARy & B bz,

#22) MABHIH (R 7)) —= Y ZEELDA/TERL ) RO IR (b7
A (HFFROCKE] /de7 2 ) AU OISR BREE L
Mantel-Haenszel#i5E

1#23) A EACEMIES%, BEMHE (2 ) —=» ZRilELDRN/MED L) RO
WER I (L7 A ) A U7 ROKRED) /AT 2 1 DAL o sk
% g & | 7zMantel-Haenszel#fi5g

11:24) MRS TERERICSIN L 721080 % BiRih L 72 Ak S8R

T L VEEEAME B35BT, ) v ¥ 3~ TREETHITIE. BIVEFIZ47.8%2 585
Sit, FARBMERIEER (6.0%). EA5GEEY: (4.5%). #5% (4.5%) T
& -7z F72. infusion reactioniF20.9%IZF8H 5 417240),

FRHREBRINYT b T LEEOBERTFH

#%17.1.9 EAERKE I/ MBHER

—10-—

P77 7R CAGURRGE GBEICHIER 5 72 BB E G D) OEMBEE %

TTHARERR AN b I AREOBELFRIC, ROTL F=vn A

FTES) T, AFIEE375mg/m2 ()Y F v 7H) XE 72K (I35

LARE) 2 LAMMET4RES L. 2085 K 48B4 IS HER G & LA

1Al1,000mg/body (1) > ¥~ 7#) Lx7 7€ R (77 RE) %28

IR C2Mi% G- L - ZEEW 7 7 & R IR A LI B C oA 3Pk

DTFDEBY ThH o4 42,

7:25) WEEE DICAZ ) ==Y FERCIR L TV AREOAT O A FEI2HY
THROATL F=varefi L. #58EE» 512 H#IZ10%3 >
W L, f/h2me/ H TR S & RE LTz

#17-14

75t R
(19%1)
63.2%

INE s
(19%1)

100%

T2 D
RRERREE
T E ToHE
CPgft + Bk fFE)
pfi
(log-rank#5e)
full analysis setf#AT
NE (not estimable : A< AE

NE 38.4%19.6

p=0.0058

1.0
0.9
0.8
0.7
0.6

0.5

e o

0.4
0.3
0.2

eSS 5
014 I E DAL

— — — 7IuAXH

8 16 24 32 40 48 56 64 72
week
UYxT<TEA9 19 19 18 18 17 16 16 16 15

J5tAB 19 19 17 17 17 15 14 13 13 9
K17-5 MEFFEHIM () v F o~ 716, 7T e REEL9)
T VEEFHIAEFII9BI . BIVERTIZ89.5%I2 788 H v, T2 RIVEM I FIFEE %
(26.3%) TdH-7zo F72. infusion reactioniF36.8%IZF80 &5 117242),
(ABOIMEE R iE & B1E)
17.1.10 EIA—iERARRER
ABOIME A8 A B A Al O BB E#R 141260 C, AHI1 M 375mg/m2% #
FEAR 14 H i % O1 H B85 L 72 B\ SR AREAS T D AL 72 A AE B 1781 O A %)k
FUToEB) THo7243,
1:26) BAH28HAI S I a7 2/ — ViR £ 7 2 F VR OEITRERNVE Y
F ¥ 5 L7z BHLIHMAS Y 7 02K v F23BM2H» 5 ¥
7 01) W ARG Lze MBS RARAT IS I R4l 5206 L 720

0.0
0

80



#17-15

ﬁ:i;ﬁéiﬁ;g\g? T T

i R Bt P
AR (ORI | Q5%
(95%E R ) v v

17 100% 100% 100%
(80.5%. 100%) (80.5%. 100%) | (80.5%. 100%)

per protocol setf##T
1:27) PLAPBILERI BUAAG O B 5. FURBEREHE SOS IC B 2 & E 2 5
B ERRFER, BUBE SUIRTE - BRI R, R OVEAEMIC & % Banff
5332007 DRI TG US04 C % 7260 7235 & IS HUABUB PR R
RUEHSOSFEBL & L7z,
A PEFHIAE 2060 . BIFETIZ90.0%12 788 6 7z ERREIEMIL. FE8
(40.0%) . A M ATTOY AV AREY: (25.0%) THo7z. F 7 FRBEAMN
B, REra 7Y M (85.0%). fEs 07 LG (85.0%) .
FImERA (60.0% 2,000/ u LA O FIMERKA15.0%) . fograr) »
AL (55.0%)  BFREREAD (40.0%. 1,000/ 1 LA O b k425 .0%)
Td > 72, F7zinfusion reactionid65.0%IZ 588 &5 417240 45),
(ABOM KA AE & AT 5 1E)
17.1.11 ENEREERET
ABOIILE IR 8 A PR R B 336112 BT BRI AHI375mg/m2.
500mg/[F#E28) | 300mg/ A28 X 1x100mg/[liE28) %, 1A I32|#% 5 L 721
AR 21 O P A B A B R AR BSOS IS BLER1391 % 1ARIRE R0 A A7 381382% T
Holze F7o. ENOABOMTEIIAGE G A/ NEBFAF Tlx, BAHRETIC
ARHAN375mg/m2% 1 [ X 13100mg/m2iE28) % 2% 5 L, g HEe |2k
2 PR MR A FOS M5 BLER T O AF 213 2 2 100% T dp - 7246),
e VEFFEFIS7TH A . BITER 51 .4%IC780 Sz E 2 BIEM I
CMV7 »F7r 43I 7hE (29.7%). 8% (16.2%) . M EYE (162%%
1ZCYH (8.1%). HBErk (BB, ) (8.1%). M/MMRED
(8.1%). 714 W AEYE (8.1%) TH 7246,
1£28) AGEAEIX375meg/m2TH b o
£29) B O YLE4A77 5 (EiPR - 283~617H)

8. FEXNEIR

18.1 fEFHER
AHNL, pre-BHIE & BB DML AFAE T 5 CD20HUE 12 5 52
AT AH I LT SRR MG EER (CDC) K UHURAT liﬂﬂﬂ’ﬂ’?
A EEH (ADCC) 12Xk b, Bl 55T %9,

18.2 A KIFMMIEZEER (complement-dependent cytotoxicity. CDC)
KHFNZ e M EOFAET . 2.2 0 g/mLOFEEETSBM (v + H3RCD20F
M) D50%% ik L7245, HSBAIKE (& b HERCD20MEMAIL) 1XE &
3. CD20LR % 459 2 Ml 125 L CRIRIKIF MG SR 2 A 346 2 &
PRERR S N7z F72. & MR T, sEiMmEAiE (CD34km kML) o2
O = — BB L 2 0o 7247

18.3 A KREFMHMENEEMIEEER (antibody-dependent cell-
mediated cytotoxicity, ADCC)

KElxe b7 =7 ¥ —HMIOHFET . 3.9 ug/mLOEERE TSBMiED50%
%R L7275, HSBAIIR I A9, CD20PUR % A § 2 Mk L Chifk
IRAF A A TE ARG BRI 2 3 5 2 L DM ERR S L7247,

18.4 In vitro CD20M R iE BRI S1ER
IDEC-2B8 (V) v & ¥ < 7 L [A—OCD20FLIR iBakiR e (255858 % 4
SR «ﬂ;x?ﬂJCDZO%/ 7 u—F VK 2. BEFOHCD20HUATH 5BL
Dt bCD20PLFENI RS 2 kA & IRFEARIFAICIE L. ZDICs0 (50%F %
Ji) fEi1EB1l. Leul6 (it FCD20#iMA) D1/2~1/3&, & FCD20HUFEIZ%
L CHWITEAF RS AR Z R L7z C OV R AR, AH
(w7 Z-t b F 2 FRPUER) THHERFSNTWAB),

18.5 In vitro BY) > INERiE RHIES1ER
AANE, & PERRMBY) ¥ /8BRS b MEREMEBRY) &/ SHEMIL & B RAY 1R
G L Ao 0 RN L EBUS L 7 Ao 7249,

18.6 In vivo BY) > INEKEEER
B =7 A FIVAZGALRI4E R % O H M H FER G L 7o#S R, KA, &
BN Y NHiR DB Y SERIZEIIIHA Lz, B, TY v /73ERICIEE
L% RO 7 dp - 7240

18.7 & MEEHER & DRI RUCHE
At MERMBERO BRI R & O BURE % AR ARF DSOS
RL7zDE, ) o8 B R IAIE, Rk, RO AT, Zh DAt o
I 2SR & RS L 7 2o 72500

19. B3RS ICET 2 BEEMHR

—/B Y F UV T (EEETHERR)
Rituximab (Genetical Recombination) (JAN)

AFE : 144,510 Da (daltons)

A B FBY YSERERICFLET B 5LHECD20 (Vv ¥ ‘//\"7’?{)

IZREET 5 €/ 70— FVHUE T, CD20HUE OBk (1728

FHIK) A AdKk, FRLS OGS GEEEER) AT }\EEEE
(IgGlk) OV TA-b FF A TRPUETH Y, 1,328 D7 I/ lk
MO IS N T WD,

21 . ﬁ(glt)%{q:
211 ) A7 EHETE 2 HOEO b, #UNCHE_T A Z L

(ABOMAIANE A BHAE - FTEAE)

21.2 ABOILERIASE A HFRERHIZ O WCld, EIN T oM mO TR S i

TWh I enb, BEIGEHR, —EROERL T— s BEfEshsET
DL, ERERA e RIHEAREREE EiT 2 2 & 12X 0, REEREE
OFEFMEHMEIRET 2 L L b2, RKROLEWROENEICHET LT -5 %
BHNCIE L. RFIO@IEFHICLEREEEZHLCL L,

B
()Y x4 > miEEEE100mg)
10mL [131 7 V]
(Y %4 > SEEFHE500mg)
50mL [1234 7)V]

**23. TEXH
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1) BA/NEEERESR ADNEEEREER 70— CERHSHETIA K914~
2020

2) EFJ:@M?&E@mMEEﬁw I SEIDAMEIRET SRR SR E A O
WARDHEE U Y R U7 (RIETHBZ) (REIHIRET OCD20
II%TTDB%HM@‘I‘;*E ) oSS (RN))

3) B EOWLEEOR ARG - BISHMENG & SHHREANOZ L
WARDHEE DU Y R U7 (BETHBR) (REIHIRE T OCD20
Brtk OB Y oot E (UNR))

4) Krysko KM, et al. : Neurol Neuroimmunol Neuroinflamm. 2020 ; 7
(1) : e637

5) Igarashi T, et al. : Ann. Oncol. 2002 ; 13 : 928-943

6) [IDEC-C2B8 CD20Ws 1 DOBAMIE IR 2 3 > 1) >/ S [ B AR Sl 1 O
A HIRIR ABROBESE ] (FEN &R

7) Igarashi T, et al. : Int. J. Hematol. 2001 : 73 : 213-221

8) Tobinai K, et al. : Ann. Oncol. 1998 ; 9 : 527-534

9) KRENRESCE 2001

10) [IDEC-C2B8 CD20F 1214 1) > 7S94 3 i [l A s PR 5t e S O g4 i
PRABROWME | GRI#EAH : 20194E3H26H . CTD 2.5.3.3.2)

11) TIDEC-C2B8#EiA MM + 7 1 — BHEMlE I I H 5 VW IF AT I A
FRAAEZ R TY6) ENEBRRRBROME ] OKFREH H © 201448129
H. CTD 2.5.3.3.2)

12) [IDEC-C2B84: & V5 iz i N Ef R A BR o 22 | UKFEAEH H 2021479
H27H. CTD 2.7.2.2.3)

13) [IDEC-C2B8#iA MR IE (RFHAEIE R 2 M <) EINERRHERD
W] OREEAEH H © 20214812/124H, CTD 2.5.3.3.2)

14) [IDEC-C2B8t#H M E RS AR 7 b T AR E O 5T B E AR 5RO
W% (CTD 2.5.3.3.3)

15) [IDEC-C2B8 ABOIMLEHIA # & B A A BRIR SUBR O BEZE ] (KERAR:

H :201642H29H. CTD 2.5.3.3.2)

16) Alasfoor K, et al. : Ann. Hematol. 2009 ; 88 : 239-243

17) TCD20B5 M D BMALIEIE R 2 % > 1) > 8JE (2 B1F 5 IDEC-C2B8# )
&) (LB RD

18) [CD20BsPEDMEYE) > 7Sk i 12 3B1F 5 IDEC-C2B8IEM BhHE | (K72
FEHH :20194E3H26H. CTD 2.7.2.2)

19) [IDEC-C2B8H#fiGTED &+ 7 1 — ViEfER HBIFEER S 5 Wi A 70 1
N2 R 56) BEINERABROME | GKRREHH © 20144£8 H 29
H. CTD 2.7.22.2.2.1)

20) [TDEC-C2B84x & 14 i K2 i [l N B R S BR O BE S | (RFEAEH H : 202149
H27H. CTD 2.7.2.2.1)

21) [IDEC-C2B8#EiG 1 RIEHE (ESHE PR RIER % B <) ENERIRRER O
WEZE] OKFE4EHH : 20214E12H24H. CTD 2.7.2.2.2)

22) [ ABOILEEIAS # 4 B A IC B 1) 5 IDEC-C2BSIEM B e ] (KFR4E A
H :20164F2H29H. CTD 2.5.3.2)

23) [IDEC-C2BH. I 5- 0 Bhie & BB FEATIE ) ORFEAA H 20014
6200 . HIGEEEREE ~. WL, s, REE. R

24) [TDEC-C2B8AKIHHCD20km D A fatkIER 2 % ) v/ B L2332 fEkE
L OWFIMVEERAEROBEZE ] GREEEL

25) [IDEC-C2B8H 3 A #Eit kD A JutEIE AR 2 X% v ) v JE ISk 2 Ao
DU A & OOF Oy VRIRREROME | (LR

26) [IDEC-C2B8 CD20Fg D181 1) > 2 Sk F 1 [ A g R 5 I O e 7 i
REBROME | GKFE4HEH H  2019423H26H. CTD 2.5.4.3)

27) [IDEC-C2B8A1GHCD 205 181k 1) > 7S 14 F1 1975 1] DA il PR Rk B ) 1k
2] (FENERD

28) [IDEC-C2B8A:{AHECD20 M 8 ) > 7 S 1 s i i R 3 B o0 B
5] (gD

29) [TDEC-C2B8F 58 XL Btk O CD20M5 PE D 1Y 1) > 7 S s 4/ i R
AHEROBEL | (ENEF)

30) Stone J. etal. : N. Engl. J. Med. 2010 ; 363 : 221-232

31) [IDEC-C2B8#Eir1ED 7 1 — Ik (HEFEMS L VAT 04
FIRGF R RS A) EINERRBEOME | GRFR4EA H 20144829
H. CTD 2.5.4.3.4)
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[IDEC-C2B8#ftiAME + 7 1 — VHefilE GHEIF M H 2\ IZ A 7oA
PG Z R T HEG) ENERRE (RCRNS-01585% : T O
| (PSR

[IDEC-C2B8#fiA kD 7 1 — VREMERE (HRIHERNS 2 Wiz AT a4
PRGN 2R3 356) ENBERABROME ] GRZBEH D © 20144E8H29
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BF

%3k 20224 6 HekaET (555 W) AAEEERMEES
%2021 9 HEET (5 A WL, JH ) T
Bpik AU A RE . WA (2~8C) ICBRFT A
100mg 500mg
*x FNEARE : 364 ASBES | 22900AMX00970000 | 22900AMX00971000
BR5ERaA 20184E1H 20184E1H

AW R R B

$ICD20E / 7 O—F Ltk

Jyxiw7 (BEaFlRz) [VYx v TR

-1

JY ¥V BS &ifEssiE 100mg 'KHK
DD ¥2 V) BS &ifEs#E 500mg 'KHK)

Rituximab BS Intravenous Infusion 100mg-500mg [KHK]

LT3 ZE B b

(EE - EmEORTTEICL VT2 2 L)

1.

1.

i

A
1 AFDRE L, RAFICTRICHISTE 2EEREHRIC

dbb\'(\ EMAREE. BCRERR. BESREMIMR
PSR DR R OV 1R R M4 14 I /)RR A 14 SR B D 3R

RHID

2.¥§(a®¥%uuﬂ$btw;t)
B X AE~ ™ Ay 28 7 B e s 2
RBEZT F 7 4 T X —OBEEOD b EE

x B EE

#ﬁuﬂ,t +aEME - BREFOEMONS E T, K 3. MR - R
BOEAI»EY EHB SN BIERDHICITI L. Ei. 3.1 #Hmk
BERMIBICELE. BEXEZOREKEICHEDHERVUER iz, R T0677r]?<51{?|jﬁ% Pl 73;6677}?{5}'1%5%&
- = N mg mg
r&”&-f-ﬁt HEAL. AEEB(HrOBREERMIRTZZ &, DT T (0mL) T I TUNT 7 1 GomL) . T
*| 1.2 KH DO S5EHEIBHEI0D ~285/ & Y % 5 b h Binfusion RS | %Y 7 GREETHIR) | * v~ 7 GRETHER)
reaction®> b7 F7 14 7% —, HEE. DEEZEOE [V Y%~ 7HE117100mg| [V 7 * ¥~ 7 ##1]17500mg
= 3 s 7 I R 52.5mg| 7 T Y ERAKAY  262.7mg
EABEMER (EEFIE. Hﬁl‘t‘lﬁx SR EEE REE. o LT ] ™ 4 90, Omg [ HiALT F U % & 450.0mg
DHEE, DEME. LFEMEY a3 v I%E) (L&Y, T A FYVLR=180  7.0mg|E) VL= 1}80 35.0mg
KESBIFHESh TV, ChEORTEHDE I HLAE) i | pHR #) HE

YIEHREH2U4FELUAICHES N TWVWD, £/ KXHZE

iE) AHOHMBT ) Y F =T GEETFHIRR) [V F <7 i%iHil] 13

F v 4 == ANLAY —JRRME A IV CEA SN D,

BE LU EREOYERSRICE. ChSOEHEAP® 5D 3.2 BIZIDMR
NEBTNN BB, FRURSHENS NG A > (HE. — )% L~ 7BSEUMIHE | U Y % o~ 7BSIlAHE
PR, HREZ) OE=4YLIPEMEEROBES o 100mg [KHK ] 500mg [KHK

{E2IN It~ PR R O
pH 6.3~6.7
RIEEL #91 (EFREHRRIC

4. #HEENIIHR
OCD20z D B#fifaEIER S % > U 2 /NfE

TOELEBIC. BERIBEOREEZTIEETSHZE,
BICUTOREIIODVWTERBEEI L. POEEL
LXTUVDTEETD &, [7.1.7.2.7.8. 8.1, 9.1.2,
1.1 18 8]

-MAFRPICKEDEEMEAH S (25,000/uL E) &

L0

EEBEEOSVEE ORBEMHIRET OCD20RE M DB ) >/ HESEME KRB
-RRREE S BE O RME RMEAFEE. BRENSRMER
- DERE. MRS R T AEE Ot st s D 1 KR

O R M M A M/ R A M4 5 BEHR

Oa>Y9n (M"n) A1 FUVEYT Fux€4 (EF
FiMZ) FHBERCAYMIIL YY) A TUVYER
7T FUFxEsr (BEFHEZ) EHEERSORERE

5. RBEXIZRICEET 3R

(BiifaMIER > x> U DN, REMEIRET OB Y
D NETEMRE)

5.1 BHIBG-O@IE & 70 A 1 MEEE 07

1.3 HEEE@%E&&/J&'J‘LHW\ BXR&, &HY Y LME
BAHIVD ) LAMEE. SREME. SA-PIMESOESEH
EAEM%EE (tumor lysis syndrome) »'&% 5 bh., FEEEH
CERL-AUBEZSCLIRTHRVBRILEL
BolBEIPHEINTVS, MEHICKENEEME
PHZBEICEVT, WEREHI12~24EELANICEE
EIXROo5h32 5. SBICEBENS RS LI-BE

T, NAPERERERVEREREETORE. B N

EORBEHIBEIT S L. &L, FHEBRELL 53 TR R A FE ORI RERR I & AT & &
HODERSEI-S, <5 ORIERNSEHNEHT 5.2 SIS LIE 7 T —H 4 b N 1) — %2 X ) CD20
hEBHS, (8.2, 11.1.288] FUROMAEE T, BITHD 2 & AR LT B BED

1.4 BREIF RV ML ZAX v ) 7POERET, FEOEEHE G
RITEERTERIC, BUEFRXIIFROEE. FAR2(C
LB EHESh TS, [8.3, 9.1.3, 11.1.38H]

1.5 BSHERERE (Stevens-JohnsonfEfREE) . EM
RRIEFLFEAE (Toxic Epidermal Necrolysis : TEN) 2
DEBHBEERSH SOOI, ECICE-BIFHEE SO
TW3, [11.1.5588]

AIFEEGTH L,
(FRIME R ERNFEE. BERENSELER)

5.3 #I5E0% G AR E R BEEAE CHash
EPELN L VEESIN L A ORE2EZETLZ L,
(IR P4 FE M I /[ AR A 4 SR B 7R )

5.4 MLOEF T RBEDE S N R WEE, UIZEMEIC
MENH L EEZEZONDLHEICOARHHEZER L. /MK
B BRRIEIRA 5 A THIY A7 S EWEE 2 5 b BEIC
HTAHZ &, T2, BEIA FIA Y EORFOHBHZ S
Z12. RHNOFG oY) LTS N BEICERT L 2k,




5

*6

7

*7

*7.

(T R MM AR 1 I/ ) AR R DA SR B
5 HIEIMEOL SO EEET L2 L, 720 &
BHA T4V FEORIOERESZ . KR OFG-%8EY)
EHEN BB MM T L2 Lo

. BERUHAE

(BififaMIER T £ U /B

WEL ORI, VY F T GEETMEZ) Uy Fy
~ 711 & L ClIAl375mg/m® % 138 i R BB C a5 E i
T 5o WAGEUI8I & § 5, MOPUENERELA] & BFH
T 5561, BFH T 2 PUESEEEF O 5 BEICE b T,
1A 7 vd 70 1A 53 5 HFERFICHC2GE61E. &
ORI, Vv d T (EETHERZ) [y FRTw
THA%1] & L ClAlE375me/m % MilEHE T 5. 5
F8HM A HE L L. &AKESHEIZ1200 & § %,
(GeEMEIRE T OB Y >/ EIEHRER)

MWE, NV FRIYT GRETHEL) [V v F v~ Tk
& L ClRIE375me/m*% 138 R b C S i3 %o SRk
HlagiasE & 3 5,

(BHRMERMEAFIEE. BERSENSRMER. SR
R A MEERBIR. R AR 1 I /AR R D 1 SE B
WE. AT, )y FiYT BETHRZ) (VY Fy
~ THARl] & L ClalE375me/m? % 1 R R B CAm A
ET 5,

ATIVYEYTT FIxE2COHHERE)

WE. AT, VR T @R (VY Fy
~ 7kl & LC250me/m* & 1Al EiEEET 5.
(hEELE)

ARFINZ I A P A i L 35% 7 R o B E ST 1 CTl~4mg/mL
[ VNG E 2 B 2 e S

. BERVAEICEET 5158

(GheEH @)

A KRB GERICHIS L CTH S b binfusion reaction z Bk
SR D70, REFEG-O30GRINPLE A8 I VA, fEGHE
WAISEORHG 2179 T Lo T2, BITERERIVE CHF &
LW, REOHSICEL T, BIERERVE V]
DG EEET L L, (1.2, 7.8, 11.1.15H]

L2 VR AHEE ISR L CIE R, A SO, MRS O

JERDFBLT 2 O TRFAOFEAHE XY . EAMEL LT
LEUIIFICERE T 5 2 Lo EIRDEB LG IE AHE %

DL D L EHFIET 5, EEREROEAITE SIS
kL, WU NEEIT) . o, ST 28

IERDIE AN L1, kR o5 LU T o EET

FeG- 2G50 [1.2, 11.1.1ZH]

S HARBILTOEBY E95, 72720, BEOREICL
UREING P A ESNER B PR

REEESIES el TEAHEE
- B kIR A T 3 > v w G- I #) 3053 1350mg/HF T bl 46
7S L. BHEOREZ +0BlEL

BB FOHI0GEIZ50me/
K™ BT wR400mg/ IR
FTLIFAZENTE S,

20 H DI TROWTNANITHE YT LY

Ald. MEEAHE 2 SRS

BT ENTE S,

- WA G IS L 2R
HoEmMTH o 7284,
100mg/H§ ¥ ¢ LTt 5- %
Bl is L. # @ #8305 8 |2
100mg/ 5 3°2 EIF T, ik
400mg/HF T LA Z &8
T& %,

- RRIR IS FEE 2 LR A
<L WG E SRR 72
BIMEH M TH Y, D
Behmi ORI 82k
35,000/ uL A T H Bt
904 Ml CH 5 (A D305
TSR O20% %5 L. €
D 1605 TG &= D80% %
%5) $HZENTE D,

IR P54 A
- SR NHLIRGE T O BN |4 114 5 % #) 03053 1250mg/ 5 T B 44
PR > SHEGH P L. BHokEsr +o@sL
- B INAE SN A 3 BHE . ZDH305EIZ50mg/
TG INE 2= 5o BT Hk400mg/
1B B A LN A FCLIFB I LN TE L,
TEZE EREEERE ) 52 5B L - RIE
- T R I P IS MR TDH - 7284, 100mg/
PRI B T LIPS 2B L.
ATVIERT T Z O 1%305 412 100mg/ I §° >
¥y OhiES FFT. ®k400me/ s E T 1
FHIENTED,

(REMEIRETOBMM ) >/ EEMAR. SRIME XM

PIZERERE. BEMBNSRMER. EHSRMEI/IMURD R
PR, #BRMEmMA TR R DER)

7.4 TG EOERE R LT 2 EREES T2
728, AFIOFFHG I L TlE, EHEOWTE 2 EE CHRE
LTk,

(BHERRIEIER T £ 2 U 2 /NEE)

7.5 MEFRREICHV A 5A1E. BURREBRICHAANS N2 EE
OFMIIE DN, [17. BRG] OHOMNE AL .
EWIDOIRIT DT A KT A4 v 5% BE TR OFRMER %
AR ICEE L2 BT, EISEEOBERNEIT) 2 &,
[17.1.2&1]

7.6 - EIEMEE ) 2oSEICxE T A ARF O MR OB SR
ORI LTy,

7.7 MOPTEMELEH & PR A 5A 1. BREEBRIC BV TR
FFENARH OG- HME, 5 EHEICOwT, 17, K
B OHOWELZPI L., BNNOEFTONA FI4 %
EBFEICTHI L, [17.1.228]

%7.8 RFFZGHHIE L TH S b N Sinfusion reaction? B
B0, KHIZIFH TR T I L. HHT 1L
FFGRICAB R E ARV E HIDE TN L GA I, SRR
BEARIVE RO G 2179 Tk, [1.2. 7.1, 11.1.15H]

8. EEAEANEE
GhBEE)

8.1 Infusion reaction?®® b H T ENH LD T, INA ¥ )V
FA v (IE. R MRS o€=41) » 7% BiE
KoBELE, BEOREL F0ICBigT b2 &, [1.2,
11.1.12H]

8.2 IEEMEEGRIE D S S b b 2 EDHHDT, My HER
ErE N OERAER A F 1T 2 & BEORELY 4512 8l%
T5HZ e [1.3, 11.1.251]

8.3 KA DOFLGIZ LY, BRI &Y A )V ADOFHEALIZ & 5 Bl
FENF R INT 538 5 b D Z LD bo RG5>
TBEIF 22 AV AEG O F % fERE L. ARHIH 5112851
ILEXFTH 2 &, [1.4, 9.1.3, 11.1.35]

8.4 JFHEREIEE, WHEADH L DNDL I EHH LT, JFFHEREHR
TxAT) B EBFOREEZ IR L2 L, [11.1.42
]

8.5 MIRMA DS bbb Z WD DOT, REOHHEY M
T OHIEHE T RN I MR A 2 47 ) 7 EEE OIRE
T BIET A 8, [9.1.5. 11.1.63]

8.6 AFNI DB LV RKIYIM )~ SEROBA DD &b, B
TR A2 b, FoEra 7)) v asigd LzFns
WESINTWDE I LRl SIS L) MR A L
ZNZ & B BYED A U B FTBALT 2 W BB D %o AFHNIC
L) 22 —FE AFRARBEHOBZEND D HDOT, w@Y) %
FHifEEEEET L &, [9.1.4, 11.1. 78]

8.7 MLEZEIL - HENDH L DbNDL I LA H LT, MIAKEIR
ELCOEF. R, T, i, Al ofg 1
TICATH 2k [11.1.1280]

(IR MR I /ARG 2 14 SR B TR

8.8 AH|C L V) M/IMIELOBEIHIINA S 5 bz & OMENDH
L7z, MM A ERIICIE L, BE 25580 b LG a
BAKOHG # P+ 542 @MY 2 0EZIT) &
[15.1.2&H]



(GriEINEIREET OBMMME Y >/ #ETEE R B
8.9 AHIZMH T 2Bk, BEH ([EHREOLERDS

WARZKFRSE - EIDAMEEET S AR ORL IR S
WiEd ) v F YT GEETFHIRZ) (REFIHIKET o

CD20B It OB ME Y o /SHEFf g () | &47) %
PRI H Tk,

9. RENEREEIIBREICAHTIER

9.1 AfHE - MEEZEDH 5 EBE
(FhEEHE)

9.1.1 DEBEBEEDH 2 BENII ZOBREFEDH 2 EE
PRI GERIOER, LT a—-FLbE=S ) v
TERAT) R E, BEOWREEZ T5ICHET L2 L, #5HX
G HRICREIR, PLIES 2 B ERE S B2
b, [11.1.105H]

9.1.2 iR, MEEEEENH 2BEXIZTOBREEDSH 3 HE
E
Fe 5 I A G- 18 P\ 25U SR IR R INUE % 18 9 2o
IR AR E DS & b, itk 2 B S BEZNDH 5,
(1.2, 11.1.1=HK]

9.1.3 FRVAIWADBELEIIIBREEFTT 8L
ARFN ORI P ONRHRRE T 2130k L TR e A il <o
HREIANAT—=H—DFE=F ) ¥ 7 %47 7 &, BRIFF%
7 ANV ADFHEEALOBERLIEROFEBIEE TS L. B
BIFF47 A VA ¥ v ) 7 OBEIEFEGE (HBsHF &
. S OHBehUA UIHBsHURR M) C© AFIOF G128 D .
BEUF 47 A )V A DEGHEALIZ X B BHEF4 35058 5
bNDLZ WD D, 5B, HBsHURGTEEE IZAH 2 %5 L
72t HBSHUEDBENE D S BRI % % S84E L 72 B2 &
nNTws, [1.4, 8.3, 11.1.32H]

9.1.4 BEPSE (BUMAE. PR, VAILABEE) 246 L TV
38E
RPEPIRIERIC X D IREAELE L BEN0H S, [8.6,
11.1.7&8%]

9.1.5 EELBHMERTOH 28EH 2V IESHREOSH
BENHDEE
T BRI K DN IO A & 33 S B E AL S8 5 B2 IS
5, [8.5, 11.1.651H]

9.1.6 EMBBIEDREEDH 3 BE

9.1.7 LI X —FRDH 5 EH
(BifatEIER T x> U D /NFE. REIENRET OBl MY
CNETEMERR, 1 JUYVEYT FuxELCDOHHRE)

9.1.8 IHEERMk. DERUIBLLICKREDH 5 EHE
IHEMENRIC & 0PRSS L 223513, BIERE AV E
YR ERHEG TR B RMEERIT) I L. KA.
FAEFS IR 2 IHHE O — @D IEIR AT A S v, REIEIR
WX IR S 2 Lz W) S H B,

9.5 1Ti%

TR AR L TV B REED & 5 it BB oA R
WAasfakttd B2 MW S NG AICOREG T 5 2L,
L MG iM% Ml 5 2 LMo N TEB Y, Hikh
WZARFN %G L7 BZ oW EIRIZB T, FRIMY » 7 S8ko
WG SN TWh,

9.6 ®3ILiF
EREOBEIRER ORFLRFEO M R L, 2L oMk
IR ER G5 2 &0 ARAFNIFILFIRAITT 5 2 &%)
HEanTnsy,

9.7 INR%

(BHEFAMIER S £ 2 U D NE, SRME RMENFEE. B
FSRMER. BMHFRMEL/MURHEBR. BRI
HEM MRS, 1 TUVEYT FUXEEZCD
HitR5)

9.7.1 /NEEA MR E L-BRRERILIN L Tne v,
(CrEiMEIRET OBHMEM U >/ \#BIEtRER)

9.7.2 (RINAMAEN, HAE., FLRZRE L HRRELE
Jiti LTV 7R,

9.8=kE
BEORELZ TIBIE L 2o \EICKRG T2 L —f&
(RS IR MR T LT b,

10. #HE1EH
10.2 EAEE (BFRICEERT S L)
ES B S BRAREIR - $5E i
BT F U ARER L 22T 7 F Y OJE|BY Y SEIGEFEHICL Y
94T 7 F v IO HEIRPEH L IR T 2B N0 D 5.
7oA IR Y) e L E &
1795
T 7Ty OB RS |BY CRERGEIERIC LD
SLBENDH D, 77 F AT B RIED
"o nBZENDLH 5,
SEEINHIEI % | 58847 & O REGAE (RTA K [ 5 o SRy #0 IR 1S &
9 % IEH] O A )V A%E) (23D i | 2 I 35 38 O fa It s

W - febrE T

AT 7 7~

SEALHIBIA | RAFBL 213, )| 5o
BB B ROV | R LB R T o
R
o —BPEDULE F DD 5 [ME T 5% MRS % 5
(11.1.13%0) | b3 I L tid b, Z0b D B
1. B

ROBEWER D HEbNDZ ENHDHDOT, HEE 51217
W AR B NG EICIE G 2 hIET 5 e L) L
BEITH T Lo

1.1 EXLEIEA

%11.1.1 Infusion reaction (HHJEAH)
RHFN OFe 5o A He 5-BlIG 224 LN IZZ < H B b b
infusion reaction (AEIK © F&2h, MEZE, .0 JEJE. JEIH.
O B W, B, MERES) A G EEOK
WBIZHESINTBY ., TS DFERIE, WER~ &S
T, BAF MG R IZH LN TND, F72.7F 74
Xy —, BiEE, CEESOEEZEIER (IRIME. Mm%
VRIE. IRERRIMAE, SO, Mgk (RPEMMi%. 71
FMhli %% &), BEEMNAS Lk, R, S
WA EE e, LI ZE, OB, OEEY 3 v 2 &) 8
HobNDLI LD D, Pik 25 I VH|, HHGERH], BIE
RNV E RSO G 2T BEIZBVWTL ., EER
infusion reaction?’ZEH L 72 & OGN D 5, BHEIED S
N7aE, EhIHRG 2k L, @ 2a0E (BER A
SR, A SIER . BB RE ARV CHL R BGEEH
e 2% 3 UHIORGEE) 2179 L & B, JERAIET S
FCHRBEOREL T3ICBI%ET 52 L, [1.2.7.1.7.2. 7.8,
8.1, 9.1.2%H]

11.1.2 [EERBERE (HEAH)
BB N gEE, BEHICHEGEZPIEL, @Y R E
(R AR, SIRBRIME G ER SO S. BIE) 2179
X, JERDEET 5 F TERAEDIRELZ T4 128159 5
Z & [1.3, 8.2&k#]
MAIBEFRVAIVZOEEHILICKPBIERFX. FXD
HE (FHEAH)
BIRIFF4E ™ A )V A DFHEEALIZ X 5 BIERF 25 33 BT 95 0 B EE
WCEAHARERHHLNLZEDNH Y., FHLTIZE - IRERD
W SN TW5H, BENEDSNHEITIE, BHIZHY A
WAHIZPG§ 50 EBO R NEERIT) 2 & [1.4. 8.3,
9.1.3%M]

*11.1.4 Fr8gEREE. &E GEEAD)
AST b5 (12.0%) ALT 15 (12.3%) . Al-P L5 (4.8%) .
WY VY EF (4.8%) FONHERERAMERET 245 T
KRR ECHEN D 5 bNDL 2 EnH b, [8.451M]

11.1.5 BEEGER (EEEA)
Bz FEREARSE R RE  (Stevens-JohnsondiEBERE) . gl Fepz 18
SEmhfE5E (Toxic Epidermal Necrolysis : TEN)., K& Jg Kk
SEAR, BEEIRR G 25, ANKETER N RED3H &b, LTI
FEo7oBIHmE I N Twb, [1.5501]

*11.1.6 MERKD
PUMERIG A GEEEARD]) . FAMmEkRA (56.0%) . i iEkmL
(54.2%) . MERERIERE A, /MR A (16.9%)
Vbbb lNdh, EERMERFEA S HES LTV



Bo TFPERIEAIZ OV TR, RH OREIEG 2 S4GEM D _E
BELCHBAT AP0ME SN T D, [8.5, 9.1.55H]
*11.1.7 BEEAE (41.6%)
T, BEEH. HH VT T ANV AIC L AEERIEYE (i,
Bigss) bbb ENdHDHOT, REOEHEBFLIM b
BB T HRIZEEOREZ T 0ICB83 5 2 &, [8.6.
9.1.4%MH]
11.1.8 ETHSEMBERE (PML) (FERH)
ARFN O T R J ORI T HRILBE ORES 5108l
L. EikBEsE, FRmBEE, RO (R RRE. DU B |
SEBELEOERA D S bNIHE L. MRIC X 2 W2
R OB EZ4T) L L b, 52k L. @y ain
BEIT)Z L,
11.1.9 BEEMRmR GHEAH)
*11.1.10 DEE (14.5%)
LDEMED D VI D EOAREIR, B OE.
nTwb, [9.1.1281]
*11.1.11 BEE (HEEARH)
miEz LrF=r ks (1.2%). BUNLES (3.3%) &%
BENHSLNLZENDHY ., BNELEEL T L EFEEIH
HINTWDL, REEA, G2 L7 F=RBUND L5
PR BN ARG ik L, MR AEET) k.
11.1.12 JH{EEFF - BAZE (HEAH)
BEDRO LN HEIE. BEHICXH, CTHRES % 90 L
THIMERRL, 2L - PHZEAT ROA M TERE L, b) 2 JLid %
1192k, [8.721]
*11.1.13 METEE (8.1%)
—HEOME TFTHEIEIHT 2 2 ehd 5. [10.250]
11.1.14 P B EREE RS ORERER (BEA)
A RN SE R CRESIR DEERE S, BER . REAIEIR.
MEEE, SIES) RKHobNbsI bbb, $72. AH
DBFHET 567 H L TOMIZ, LW, MRS oMU
R, IR R S O AR E SRS S Twvw b,
1.2 2O OEIERA
5%k 5%k
RIS 25 (26.8%) . |WHE, A
B (23.2%). [1E
WHEFAAS B (15.19%)
W, I
M FF (17.2%) . [B)E, &g, &
IR (10.29%) . WAL | DR, KRS TE I
L - R (21.7%) | I NEZ K, L, L
e (10.59%) \ [T 98| 32 1)
(10.5%)  F AR
TH
S ah (43.4%) . ARG . AN, A | ILER
(19.6%)FH#EE(19.6%).| > 7 v T ¥ F e
5645 (19.0%). 13 C| Bl
Y (14.2%). B
Ve (36.7%) . 188 Hudn. (REESn, i
&% (22.3%) ., HEBLIE|J1HE
(21.49%) . 5E6(19.3%)
SiF. TEHE
R R B e, L ONR[IR. NIE
21 (25.3%) IFRRERES %

O ZE D ey &

BHEEAN

| Ik B

| TEBR R

*|HALER

*
»
&
&
=
=

T4 T VR

- 4 [FDP. D%
|tk - R 1~ =1 B, i
s
- ERL R BUNES. 7L 7
o F=v k5
| F— ALT LS (12.3%).|AFPLEH. &L UL
AST LR (12.0%) |€ > bR
CRP.F 51 (22.7%) | WRERA_ 5. #iki | it
LDH & (14.5%). |5, #lid, Rlax
BB TS, B
* Ot BT (P I e
YV I VR
Lo Leolh
) BRI OB L. JeFT/ 3 A 4 RS S O BRI & ¥ % » ) o SIS

x5 B IR A TOARRRBR, AR ) > SPEFT R 26 5 2 IR R
S5 IAHRASR, BEGIED A 7 0 — BIE B3 2 EIN FRR 25 AR
B, ABOMLEEIASE A B ARSHEI 0§ B — Ml R a2 2 I RRT L 720

14. BRAEDEE

141 EXRANBEOEE

1411 5 V87 BB TH D012, D FI S Ok
TIALNDL ZENH LA, T L) RKF ORI E

ZI v, B, TNLUSNONEBLEOSE 2RO 76121

fEHLZWZ &,
14.1.2 FFGE & L CAEBAEIEIE5% 7 N 7 BESHE DAL
L ARWwE &,

14.1.3 PUEDEET D2 BEZNDD 5 DT, HBE L A%
WSO X ) R LU WIER 2 N2 22 &,
14.1.4 FREOFILHERLPICHHT L2 8, 2. B
Bix. MEEROBEND DO THH LW &
14.2 ERIRSEHOXE

M) & ORFTIZ L2V &y

15. ZDMOEE

15.1 EERR{EAICE D 153k
(hBEHE)

15.1.1 RFPHKG I N2EBETIIe MIF A THAREEL S
ZEDDHY, TNOLOBFICHEG SNLEAEE. TLV
F— | BESUCENFEHT 2 BENDH 5,
FRRSERTOARFNATT 5 b MLF X T HAEOMHFIHUL L
ToOLBHYTH-T2,

(1) BEADCD20GM OBHEMIER S X2 U L /NEEEIC
b B
E N ERIREE T AHEAER N 088 TAHRRER 12 B\ Clll %2 S 4172140
Bk, RFNHT 5 & MLF X ZHRIZABN R S 2t

(2) StEADCD20MFMHOBHEMI RS XU L NEEEIC
BUI2RE (B5)

SR 3B 1 B CllE S 7235661, ARFNCR$ 5 &
ML X T HRIZABIC R S T,

(M H M I /) Al R A SR TR

15.1.2 WEHMI BT MM SEEIM L AR ZERIE ASRE D
Sk OBENH L, [8.85M]

16. ZEWEHEE
16.1 MAEE

(KEl)
16.1.1 S}EE 1Bk (GP13-2015%5%)

TEHE () 70 2 FBAB A DL ) 7 ~ FHE T SIS 720 L ie K3FEFH O T
TNFBE R EA 5 LR B OB 7~ 585 1736012,
A ML FH— MEAT (7.5~25mg/3#) . RFEIZEFT/NA F
2% 3 5 1000mg™ % 238 [ 18] W 20 i s L 72o 2458 % F T
DIFE D AUC) D RATFEIED I (RHE) AT/ A F R
) 131.064TH Y FD0%ETEX M [0.968, 1.169] (34
SRSV (0.8, 1.25] O#PHNTH 722 &b, Tl#)
DR R SN,

(ug/mL)
—e— AF)
—-O--JEAT/NA A EHE )
Mean=S.D., n=86
400 L
EF
)
-]
=
200
01 &

10 12 14 16 18 20 2 2
HEEE ()
F16-1 23 C2I A L 72 & X o) it e R

0 2 4 6 8



F16-1 RHITLUIIAT/ S A A EI ™ % 208 B G T2 Sl L & 2 o
BN ST A — 5

AUCo-int Crnaxt Crnaxz Te
(day - ug/mL) | (ug/mL) (ug/mL) (hr)
Kl 8005.04+2653.76 | 395.14+191.60 | 428.18+135.13 | 385.74+158.58
[n=75] [n=79] [n=76] [n=77]
JefTF N4 F | 7563.06+£3000.58 | 339.73+120.48 | 418.12+159.92 | 385.06+108.26
[ S [n=70] [n=77] [n=75] [n=72]
S il R A

Conaxt - TEALI] H 12 O i R R
Crnaxz © TEAZIA] H 4 O i KU I EE
D) EINRARLORRE T Rh 5 .
12) SeFTNA A ESEE, - MabThera” (FHTREENTWE Y Vv
7 GEIZTHIER) BA)
7:3) AR A R12375me/m* TdH B o
OPES PV 53}
%16.1.2 BififatdIER T £ U 2 /NE
EINOCD20F OB TEIE AR ¥ % > ) v osJEEHIZ, 375mg/m’
% JA1E 4 138, CHOPL Y A Y (Y27 HaARAT7 7 3 KK
M. FEVLVEY JERE. ©rr ) AF UBER 7L R
—vuy) Lo & B EEEARERIC) v F 2~ THEFR
By R OV R AFRED 2 A 2 IV LLREIZ90455 4% 5 % e L 72
HEDIYTAE ST 2 — 7 —ZUTOEB Y TH 72",

#16-2
5= Conax T ST R e AUC
(mg/m?) (ug/mL) (hrs) (hrs) (ug - hr/mL)
375 x 431 194.3+58.3 | 387.8+188.7 517+248 118237+53412
Mean+SD (n=8)
#16-3
e -5t Conax T SRR R AUC
(mg/m?) (ug/mL) (hrs) (hrs) (ug - hr/mL)
375x 8 | 445.2+103.0 | 393.6+185.2 568+267 502147+174273
Mean=SD (n=15)
#16-4
SR Cinax T ST R e AUC
(mg/m?) (ug/mL) (hrs) (hrs) (ug - hr/mL)
37520l | 367.0+78.9 344+349 496504  13370000£714000
Mean+SD (n=12)
%165
¥ Conas T S R AUC
(mg/m°) (ug/mL) (hrs) (hrs) (ug - hr/mL)
375x6[H | 294.0+41.4 270+46.1 389+66.6 | 548000+ 93900
375 8m| 329.0+46.4 282+64.1 407+92.5 | 753000+119000
Mean=+SD (6[A] : n=13, 8la] : n=8)
(ug/mL)
600 -
w0 | TR

N B 3B
@ IS
S S
3 3

n
o
o

0 50 100
5fE
16-2 31 MI8IA] AR G- Rg D LG H1if . (n=15)

(ug/mL)
450

150 (day)

400 | T Tl + PR 2

40 (month)

0 10 20 30
B
¥16-3 CHOP L 2 > fif- F et Rt i o i i e (n=12)

(e g/mL)
400 — AN
- == A2
Ffli iFRES
[} L%
0 28 56 B84 112 140 168 196 (day)
B

[16-4 524 1 7 VL9055 [ 45 5- % F20it L 72CHOP L ¥ x %
AR E O M P LEE (694 2Vt n=13. 8% 1 Z L : n=8)
16.3 9%
(UNES DAV 3-3)

16.3.1 BififatIER T £ U > /NE

(1) EEAOBIT
HEAL O CD20B5 M BRI IE R Y F ) U SEBRE IS, Vv F Y
<7100, 250, 500mg/m* ™ % Hln] S . 208 H IS
FEELL, U ER U TR LESMEE I E L CeIER
MK T B EEZ I Lze ZFO%EHE, BEARNOBITIX
BHLL 22760h66112 3080, 54 L 728141330 ~100%Td - 720 72
B PR O S THEA 5 72160 (Tiz 0 21.2hrs) 1IZDWTIE,
AL~ OBITE D 2 h o 720 BHEANT— %) 6
14) KGR E375me/m* T B o

17. BRERRIR

17.1 BHRUCREM(CEEY 255k

€31}

17.1.1 EBERAETHARR (GP13-30155)
FIEREOAEFTIA A RIPE ) v B E627H] (H AN % &) 12
RHNLNZFEAT S A A ESHFE (R-CVPL ¥ A & 0 KFI LT
AABERGE . v rurA 773 KW, ¥ 2 ) AF ik
WROTVL F=vy [ENRKR] 37V F=var) ks
ENTze FEFHMEIEH TH L REBHEIC L 2K (LR
W INTH T ER) 1. ARFITET. 1%, JeAT /S A4 o [ 35 5 1
87.5%Td V) . ZRYED 7= DI5%IE FE X ] 13 F 7 1258 0 72 [/ &5 1
PR [-12%. +12%] OHIFANTH o722 L. KHl & EIT
INA o [ G DR R O R S AR S e

F17-1 B VN E OGN EBELETIIC D R

AF SATINA RIS HRFN-SEAT /N A o E S
(N=311) (N=313) - —

n (%) n (%) L0 | [95%IFHIXN]
271 (87.1) 274 (87.5) -0.40 [-5.94, 5.14]

AERSESGRTI B A L SR
LD JefT/3 A A RS - MabThera” (I THEFE SN TW2 Y v ¥ v~
7 GRIZT-HIRER) HA)

G VEIRAT R G AR F131260 rh 2298 RIVE A 233280 b7z, E 72
eI P ERIRAME (20.8%) . fHAL (13.8%). TEAIZRESH K
I (13.1%). #EL (10.9%). KA = 2 —w /95— (10.9%).
JES7 (8.3%). HIMERIAE (6.7%). M (6.7%). $5IEE
(6.7%) KWEEHE =2 —a/%F— (6.7%). BiEE (6.4%).
W (5.1%) 4Tdh - 72",

(U %42 HimEsE)

17.1.2 BIfRMEIER S X2 U > NE

(1) BEHZIEE
- EINERPRSE 1485852 (IDEC-C2B8-2545%)

REME AZAREIER T F o) voNE, ~ > MIVHTEY >/ SjE
12, )Y & v 71 375me/m? & 1 [ B B T4l 4% 5 L 72 Fi R
5 MAMERBRO AW R O I T o L B Y THh - 7247,

#17-2

1 WG| A | ES vk PFSH1Lfi

S SEB | R | B | 95% IS TEIXI | 95%15 HEHIX
1&/%1%{1;} 6l 14 93 061% . 245
B o SHE (47%. 73%) |(189H. 337H)
vy bl |, 0 6 46% 111H

DS (19%. 75%) | (B0H. 146H)

protocol compatibleff#HT R R DL

PFS (progression—free survival : 5 4 771 )



LA FFMAEFI0F b, BIERIIE97.8% 12780 S, F 2 EITER
. B (66.7%). TEIE (37.8%). IMLFE 5 (28.9%). %9
(27.8%) . #ilk (25.6%). HHJE (23.3%). %¥& (21.1%). 12T

F17-3 T 7% MR E

H (17.8%) T, MEEEZDTOEB) TH-722,

o REBEICO| AEEITO
mtemy | s | SR g i1
RO g () | P el i)
55.6%
. Boeb s 2,510 12.5H 13H
FISRRD | 2.000/MLA | (900~3,900 | (1~266H) | (3~125H)
55.6%
e 1,370 29.5H 14H
RSk GO0 | (2501,980) | (1~266H) | (3~1541)
15.6%
" 6o | 6755 28 5.5
SR Tl - -
MRS <553/ ’g%/f‘ﬁ (255~9.9%) | (0~201H) | (2~42H)
ANEZTE 9.95% 20H 7H
W 20.0% | 9.0~10.9) | 1~178H) | (2~63H)
H2) [NEZuvyEd] ToHAME (g/dl) n=90

F7o0 VY F U THERG ENEG OGS K O L
ToLBY)THo7"Y,

£17-4
g | s | oy ESyES PESH il
SEF) | B | SRR | 95WIEHEIXE | 95%1E HEIX [
U B s g TE3) 38% 152H
SRR 13 0 ° (14%. 68%) |(124H. 230H)

TG D AT 2166 THEBL L 72 E 2 IEMIE,

Z 9 FE (43.8%).
(12.5%) . #Ak (12.5%) T > 720 7% B R AE 5 1E H i
A (68.8%. 2,000/ uLA:bil > FIMER K A6.3%) . 1 BRI
(68.8%. 1,000/ uLAKiH DI HERHA6.3%) TH - 727,

- EINESARE 1485458 (IDEC-C2B8-3:E8)

e EEEIEA Y X ) N ERE IS

it = b 57 (37.5%)

RN DL L
E3) AR I A RAEIER D X ) YoNE, < > bVAIRZ Y > SfE

5 (25.0%)

FEE (50.0%)

Vv F v 1A

375mg/m* % 138 [ 15 b T8Ial#% 5 L 72 B IR 45 T I3k o A5 3 1
DLEEHELDTOEBY Tho 72,

#17-5
qrim WRE | sed | W4 ZRhH PFSH Jufif
T GER) | B | R | BWIETEIXE | 95% EHEIXH
R | 7 14 37% 54 H
1) o SJEED (24%. 51%) | (35H. 111H)

protocol compatiblef#HT

TE4) ¥ VALY ¥ SHESHI % G
%A VERFAMAEGIBTHI . BIMEH1388. 1% 30 &, L4 EIfEH
. ZEE (61.2%). HEE (29.9%). 1E2TH (23.9%). BRI
(20.9%) B (17.9%). 74 (16.4%). %I (14.9%). %9
$E (13.4%) C. MEEEIUTOLBY ThHo727,

F17-6 F 72 ML

LR W ER L. b

o - WHE COMM | WEE COME
e i ol (o) | ol (o)
e 37.3% 350 6H
FUILERERD 1 (o 000, L6 © 7.5%) | (2~148H) (1~77H)
B 32.8% 3971 50
HERERED () 000/ uLkeilh - 16.4%) | (2~148H) | (1~35H)
AN 3.0% 33H 7H

- ' (31~35H) (7~7H)

n=67

F 70, FHGIEN GEREER]) 260, 161 THO S % 20 72,
ZO261OPFSIE. 68H K UF109H Tdh - 727

RGO 2300 THEIE L Z2BIE X, 3EELE), BEK16),
GRG0, IR LB). FAR1IPITH o 720 BRPRBAE 50 13 1 MLERR
A (261, 2,000/ ul o w O I Bk A260) o 0 Bk A (261,
1,000/ uL A OBF i ER IR A2B1) Td - 72"

(2) MDMEUIEER EDGAICK 2 EREALE - #HIFEE

- EINERREE 1 #85{5% (IDEC-C2B8-6715%)

KGRV L A IR ¥ % ) v/ EEE 12, R-CHOP
LAy (VYR <7, YrukA7y I FAMY. FE:EUL
UL OB, Yy ) AF URMBRER T L F=va r bt )
2 & B R AR, SIEPRO SN BEIC) XU~ THE
Fek (375me/m’% B THoR12[14% 5) & FEhe L 72 &R
HiR SN ARRERIC B SN 726201 T o 722 [7.5. 7.75H]
B SRR T R O A RAT R SAERNZ BT 2= (95%15 1E
XH) 1395.2% (86.5%-99.0%) Td o720 ARAEREFEH DD

PFSIZ DWW T, &N R LRI BT 2 44EPFSE (95%1E 48X )
1369.8% (55.9%-80.0%) T - 722,

R-CHOPL ¥ * Y2 X % Taff38 AGB 1 o % 4 Rl e 5162150 |
BIVE T 1398.4%12 7850 5 v, 3 70 Bl T 13 S BE 45 25 o SR e e
(48.4%) . . (46.8%). BRI (43.5%). AAHGE (40.3%) .
48 (37.1%) . BRE S (35.5%) . Z8#4% (32.3%). EIJENREA
ALK (27.4%) . W (25.8%) Td o 720 7% BRI R 1L,
HMERER A (100%. 2,000/ LA f o> F ILER A 82.3%) « I
BRHORA (95.2%. 1,000/ uL A DR Ek%4290.3%) Th - 720
HEFFE LAY NG S 725860, BITEH1E86.2% 12789 b, T
FER L. SIHEE 5 O KIE (69.0%) Td o7z F 7 FRM
A E 1L HIMERIK A (63.8%. 2,000/ uL A il o 4 I Bk % 4
5.2%) . IFRERRA (58.6%. 1,000/ uL Al o> Wi Bk % A17 . 2%)
THo7?,

* - EAERARS 1485188 (IDEC-C2B8-L75ER)

RIROIER Y X 00 vosliBE (ARatk) v B0 F A
KAMPERIBAINL ) > /8fE) 12, R-CHOPL Y A Y ()Y F =<7,
YIUKRAT 7 I RN, FEyvey CJHEBRIE. ©r s ) A
FUBMMIER T L Ry OtH) 12X 5 SR A R %
HiL7z0 1A 7 ViE) Y F < 7OMRIEE %24mg/mL & LT
%5 L. Grade 3LL_E ®infusion reaction (NCI-CTCAEIZ & %)
T OB R BB 70 0 B (Grade 33134 EIILE ., (O Bl 2E,
SV BYIRAE B B S O EMEAENR, K ONYHAS 7 L — R 1T
DE) #ROLNT . oG a oMM &/ XERE55,000/ ul
ZHRA R OEAIE, B2 A 2 VELEIZY) Y ¥ 2~ 7 375mg/m? %
Grim & L C250mLICHH Y (AR 131 ~4mg/mL) L 9045 <
5L BB, )Y F v T7HGEIZ, R-CHOPL V4 V28
FNDEIEREERVE Y HIONIRS 21T - 720 EEFHIEE TH
LEE2A 2V Y F Y T R0 TG L 72D Grade 3LL
I ?infusion reaction® 3B 1%, 0% (0/3061) TH - 72, EIK
FHME H T 2 ARtk v EERE KOO F AR FL R B
) VSRR O (B%EHIX M) (£, F121100% (63.1%.
100%) (8/8%1). 91.7% (73.0%. 99.0%) (22/2481) T -7z,
A VERRMAE BI3260 . BRI 1290.6% 230 S 41, E & BIEH
i, EIE (15.6%). € 9 3EE (15.6%) Tdh o 7ze e iR
AR L, IR EREE D (78.1%. 1,000/ ul bl 4 Bk i A
78.1%). H M ER %4> (68.8%. 2,000/ulA {5 o> H i Ek ik 4
68.8%) . FEEMESFPERIRANE (15.6%) Tdh -7,

- ESERAREE MHHER (PRIMAGKER)

FKIEED AJUIER TV ) VR EEEIZ . R-CHOPL Y 2 > (1)
VXTI UKRAT 7 I R, FE¥RVILE s SR,
Yz ) AF URBER 7L F=vr (EWNRKE) o).
R-CVPL YAy (V)Y FI<7, Y270fRA7 73 FANY., €
YOV AF UMBE RO T L F= Uy (EWNEKRR) o) X
IZFR-FCML YAy (WY FIIT . TVEISEL) VI ATV,
UUKRAT 7 I RKHMPWKOI MRS hu CEEBEOEH)
2 & B B AR, RESRO LN EFICY v F D v THE
ik (375mg/m’% S FE T K125 ) TGRS &
FER L 72o RN RERNIZL, 1938 CTH - 72, (7.5, 7.75H]
881%1 IZR-CHOPL ¥ X ¥, 268f ICZR-CVPL ¥ X >, 44%1 |2
R-FCML ¥ X ¥ 39EhE & v, BREAFEEE T RO R H (95%
FHEXI) X, Z1271192.8% (90.9%. 94.5%). 84.7% (79.8%.
88.8%)\ 75.0% (59.7%- 86.8%) Tdh > 720 HEFHEIEIZDO VT,

TREREARE K52 12 X APFSOMERIILUT O LB Y TH- 727,
F17-7 WAL A5EIC & APFS (20004E1H14H7— % % v b4 7)

MR SR B
(n=505) (n=513)
rpefiE NE NE
(9595 HHIX 1) (NE. NE) (34.5% H. NE)
N — NI 0.50
(95% 15 FE X H) (0.39. 0.64)
fiti

(log—rgnkﬁi‘/iﬁ p<0.0001
intent to treatfi#AT
NE (not estimable : FFfliAEE)




N"‘.M/m
oy,
g

Wy,
06 %"/'WMML/
05 77

—— RN
--------- AFREH
0.1

0.0

(') 9'1 18'32 2;3 3é4 4&)5 54'16 6:"37 758 81'9 91'0 10'01 10'9211'8312'74
At riskE day
SAEEIRE 513 498 469 446 411 371 289 261 195 125 82 41 15
HEEAR 505 490 472 460 443 412 336 312 230 164 103 58 18

[2117-1 PFS®Kaplan-Meier i (2009F1H14H7—% # v b4+ 7)

R-CHOPL ¥ X », R-CVPL ¥ X ¥ XIZR-FCML ¥ 2 v |2k %
T AR 022 EVEFFAE R, 1936112 B W, HEE 2 RITEH
1. R-CHOPL ¥ x » (881#1) T16.7%. R-CVPL ¥ * > (268f1)
T14.9%. R-FCML ¥ x » (44f]) T29.5%I2588% &A1, FITFH
BRI BRI AE (2.19%) . SEWEBUE (1.2%). Bz (1.2%).
5 (0.9%) . WP ERE AR (0.8%) . EARE ) B (0.6%)
FOMER (0.6%) THh o7,
FE 5 0% 0 T 00 4 A MR BEARE 150161 12 B T E A BIE
Grade 3V EDORIWEH XY v ¥ = 7 L ORBBEBRIGETE 4
b‘Grade 2V D BEGHE DWW A HT9. 3% S AL, FEICERE

% (5.2%) . IFHEREAE (3.4%). bAOEREG: (3.4%). Rl&
H%% (2.2%) . FIMEREVAE (1.6%). HHEANVARA (1.4%) . bR
B (1.4%) . e (1.2%) KOWi% (1.2%) Th-7",

- ESERREE MAHEER (EORTC209815KER)
TR IIHBRED AR Y F ) L SERF I, CHOPL &
x/(/7nﬁx77\bﬁﬂ%\b#/wz//m@ﬁ\Ey
7Y AF YRR O TV F =y (EINRKRR) oftH) ik
R-CHOPL ¥ A »2 K 5 FEffss Ak % i L 720 IR xS 48
F1346561 T » 72, [7.5. 7.7%M]
23161 12CHOPL ¥ 4 ¥, 234H1IZR-CHOPL ¥ X ¥ 739245 & 1,
TR AR TR ORI RIL, TN ENT4.0% (95%1E HE1X [
67.9%. 79.6%). 87.2% (95% = HEIX #182.2%. 91.2%) T -7z,
R-CHOPL ¥ A ¥ CEMFENHEIE - 72 (p=0.0003. # 1
Felpse) s
R-CHOPL Y X ¥ |2 & m%m BRI O % A 1 RFAE (5123451012
BT, BIMEHIZI7.9%12788 517z, CHOPL ¥ 4 ¥ &b L
TR-CHOPL ¥ * /f“ﬂﬁﬁfiﬁ B%LL B o 22 EWER . BE
iE (45.3%). fHFE (26.9%). #MEE (17.5%) K OHEZE (7.7%)
./035)07,14)
MEFRE D S IR B IR O 22 S M FHIRE BI3326012 B\ ¢ BIfE
FEHER R ERE (16661) 0D73.5% Tl bz, MBS L
Pe# U HERRR I TR DD% L L2 - 72RIVERE . EEJTE
(25.3%). BAHIHE (9.0%). Wk (7.8%). A% (7.8%) KUY
PR (6.0%) Tho7',
* - ESERRELHERR (RATERER)

KIGHOIEART F ) SRS (AR XL F A%
FAMIERIBAINE ) > 28JE) 12, R-CHOPL Y A Y ()Y F =<7,
YIUKRAT 7 I RN, FEyvey VJlEBRIE. e s ) A
FUMMRE R T L K=y (EINARKRE) OBH) XIZR-CVP
LAY (VR 7, Y7URAT7 73 KK, €r27)
AF URRESER T L F =y (ERRARR) OBH) 12X 5%
W AR FRI L 720 BB A 2 NIE) Y 3V T OMRIEE %
1~4mg/mL& LTHG-L. 1Y 4 7 VIiZBW T, Grade 3L LoD
infusion reaction (NCI-CTCAEIZ & %) 25380 51§, #)AlF%S-
RS, BERALSRERC & E 5 DIV B B B ROV & # % HiTdk
HELTHOWTW WA T, 2 o&GATO KRNI >~ /S ERE A
5,000/ uL % #B 2 7 WAL, 2 A 2 VBRI v d v~ T (A
FUEREE 121 ~4mg/mL) %904 TG L7z. B, 904 Fﬂ?x'%—ﬁﬁ
13, R-CHOPL ¥ A ¥ XIZR-CVPL ¥ X Y IZ& TN AHREIE LY
WE CHIOFITR G AT o 72o ZEFHIIEE CTHh 5552914 7 Vi J
vV F T~ 7 2904 MW TG L 72 B OGrade 3X 1Z4Minfusion
reaction® S (95%(FHEX ) (1. 1.1% (0.3%. 2.8%) (4/363
Bl) Tdo7zo RAVEEHEREFI42561 . BIVERI1Z51.8%I23280 5

70
00

. EREWERE. Y (12.0%)
3 (5.4%) THho127,
17.1.3 SRMERMAEIERE,. BERSENSRMER
(1) Es RS M5
2 S I 1 A 3E B S BEI SR 9 2 38 I 2 D @) 586 UL FI38
Blass e LT [RERIBEEALVE AP L)y xy <7
375mg/m’% LR FIFE C4m$% 5§ A 0] () v E o~ 78)
ETRBHBERERVECHD LY 70827 7 3 FAROH
Mg (Y r7akA 77 I FEE) L OIESHEEMAAHRKICBIT S
HHEZDTFOEBY) THo72,
[E5) HEAF VT L F=va >y (1,000meg/body/H) % 1~3[H
Yo T2, WL BIRO 7L F=V' Y (Img/kg/H.

L (9.9%). EFE (6.6%) .

NERAKRE) ZEHES L. EfRFICBYOLEERET 5 2
L EERES N,
#17-8
ety | YV HERA 2B D HRER D
K /(*:9;)7?# 77INE | () yEITE-
" (=98) | ZukA7 73 FE)
SEAT TR 64% 53% 119%™
(95%ZHEIX 1) | (54%. 73%) | (43%. 63%) - 3%\ 24%)

116) REBMG 564 HEEOBVAS/WGA I 7H0k 220, SSIZHHT S
FOTL F=vr (ENRKR) o5 % dIkT %f_ HEERL

7)) THRMEPELE~—V e L THEL - 20%%Llﬁlo THY
(=3%>-20%) . FEHHEIRENTZ,

18. FHEE
18.1 R
AHNE, pre-BHINE & M ZABAMIL O MG 2L 1 247 E 5 A CD204L

RIS AT A 2 T w5 B R (CDC) R
OBURARA IR A TEVER I 15 5 7E - (ADCC) 12k b . Bifflfia
THET b,
(FED

18.2 /n vitroiRE&

18.2.1 /n vitro#iBa 7 v 4 (ADCC7v+t4. CDCT7vt4A. 7
KR—Y X7 v&4) ICIMACDEMHEEHKER. ClaRasBRE
UERET7XEHBICLBFcRRARIMET vy 1 285CED
ZHOBEEESEME
PRI T v A 2B T, BRI ORI AT/ S 4 B Y
WCHEMLTWw5Z EasRrEnzY,

18.2.2 Bifilafti8
KA OB B VE LSe35 4 A RS
ARENT,

18.2.3 ADCC
KHN L AT NA FEHERD L, v MR Y X ) o EBRTAMD
RVERRASEM L 2L X% R L7228,

18.2.4 FcyRI RUFcyRIL %4 L 7=ADCC
AFlOv FBHRETEIER Y F ) oS E R ML & L72FeyR I
K OFcyRIL % /- L 72 ADCCIE EIE ., JeF7 /51 A B G™ L 4L
T,

18.2.5 M E=RICH
WRE L 725X COMGEIIARF OFE S L5 3B E T 0 DCD20
JEHBY //\Ik«mﬁé.\ﬁﬁc B3 L, SBAT A A ES G o 5
F=F AL TREND L2, BN EIIHO SNk ho 722,

18.3 /n vivoiRB&

18.3.1 Bififa+4is

(1) w»z:mw@%@mmﬁ%

WA = 7 A BIAZKRFNZEAT /S A A T 2 W IR A 15
L7z#E 5, BAAT B EIEL L Twize 2, VY v <7
DIPFFET T 7 7 A NV BFUL TP,

(2) HIviZs T 3 4ARRIERIRNIR S
WERE 7 = 27 A F VA ARFI ANZEAT/ S A A G % 310458 ¢
G L7z MEARGHT, RMHAEO#%5 128 W-CHEL L 7-Bill
8 K USRI AR S ™

18.3.2 IERT XU INE (NHL) OV ZRBREBEETIVICH T
DMEEEN
v FBHIFLENHL ~ 7 2 BT 7V X 0 ARH & BT84
B Y o AR W R OBUIE SE 1E % IS 2 7250 Din vivosk
Bia FEht U 720 FEAL L 7z B A A7 1 18] 0 OVBE R 5 2 BB I 14 2
RN LNEATNA A BEGD 245 Lo TEEsh

24-27)
f o

) AT A A BEEE N

P rELLTwE

VY Ry T GEEEFMIRA) BA



MabThera” (FRMITHE SN TV ) Y F <7 GEETH
#z) #H) dRituxan® CREITEESNTWVS ) Y F ¥
~ 7 GEET-HIRZ) 3H)
OPES PV |53
18.4 fHAKEFEMMIREE/ER (complement-dependent cytotoxicity.
CDC)
VR~ T MEKOFLE T, 2. 2ug/mLOJEEE TSBAlifE (&
b HRCD20B5 EAAL) D50% % &% L 7245, HSBMiAL (e M Hik
CD20B&PEMINL) XA, CD20HLIE % A 3 5 Al 2%k L <l
ARAF A EVEH 2B 5 2 L MRS Nz, $720 & Ml
PRAEAE T mEImEsiile (CD34RMERME) @ a1 = — LRI F2E
Lo 72%,
18.5 Ak EMHERAEEMAREESIEM (antibody-dependent
cell-mediated cytotoxicity. ADCC)
VX7 b7 277 —HIBOHFAET. 3.9ug/mLOiE
Ji£ TSBAMNE D50% % Vi f#E L 7245, HSBMIIZ B3, CD20BUR
ZH Y LM L CHURRAE A e S e 2 A &
B LD ENSY,
18.6 /n vitro CD20i/E4F 2SS 1ER
IDEC-2B8 (V) v ¥ ¥~ 7 & [l —DCD2040 5 Rk ahhr (W] 28 558
) /5~ ARCD20E / 7 1 —FVviifk) &, BN
CD204TUfkTH AB1D & hCD20PUE ISR § 2 454 % IR EEAR LS
P L. ZDICs (50%BHE#EEE) fixBl, Leul6 (Hik FCD20
Pufk) ©1/2~1/3%, b FCD20BUE LI L TR s &
fEE /R L7z SOBWIIFEERMEAETZ. VyFr~<7 (w7
Z-k b F X FHEBE) TH#EEHESATHY,
18.7 In vitro BY) > INER4SREVES S 1EH
Uy ET <7t v MERIMBY 8Bk v MEEWEBRY v oNE
L & RIS A Ly o SR R & U L o 727,
18.8 /n vivo BY > INEKMSE/ER
B =7 A FOUNELGE R L 04 H B H RS L7k R, KR
Mg, BHR ) Vv SJ iR oBY) v SgRIGFEHISED L. 2B,
TV Y RERICIZLE D o 727,
18.9 b FIEEMHE L DX RIcH
A b N IEF RO SHEY & OB E RIS, U
XU TSR R L7200, ) Vo8N BB RS A

@k, BEO AT, ZNDAOIEY) ¥ SRR & S LR o
723,

19. BIRSA TR 2EMLEAR

— 5 R

VY d~7 (BT [V Xy~ 7%
Rituximab(Genetical Recombination) [Rituximab Biosimilar 1](JAN)
Y

VY ¥y (BETHIER) [V Y F o~ 7B & #ET
MR FATE/ 7 0—F VPR TH ), ~ 7 AHLk FCD20E /
70— F VRO ZER L e MgGlOEFRP S % b 1)V F
U7 (EETHIEZ) [V F o~ THREL] . Fry A =—X
INADAE —PRRMNEIC KV EE S NS, VYR =T (HEETHL
Wz) [VyF <7kl &, BUHO7 I BREE» 52 HH
$H (y18H) 2RB UMD 7 I 7 BRI S 7 HLEH (k) 24K
MO SNBSS 87 E (= #147,000) TH b,

20. TRV EDER
GMEMIE BN L CRAET 5 2 &

21. HEBERH

211 EEan ) A 7 BB 2 HOED b WENCEET L 2 L,
(BififatEgER T x> U 2 /NEE)

21.2 FEHRRGERAIZ DWW T, $E it s 7z A2 5 4 RHiE o
BEEZBEE 2 e ICERAE L) Lo TRIBT 22 &,

22. ALk
(UY %37 7BSHaEET100mg [KHK])
10mL [1784 7]
(U %3~ 7BSAERE500mg [KHK])
50mL [1234 7 V]

23. EEXk
1) B Lo TR o RARTEEE - IS EEMRET S NS
ANOEMIRA IS Uy R U7 GEETHAREL) (5
FEAMHIRAE T O CD20F5 OB L ) > 7 SEATE PR ()

2) R EOLEMEOEC KRR - #IDINERET R AR
NOFGLEIARLIRES Y X~ (EETHZ) (R
EEHIHIIREE T O CD20F M OB ) > 7 sifi i g (NE))

3) Krysko KM, et al. : Neurol. Neuroimmunol. Neuroinflamm .
2020;7(1) :e637

4) Igarashi T, et al. : Ann. Oncol. 2002;13:928-943

5) Igarashi T, et al. : Int. J. Hematol. 2001;73:213-221

6) Tobinai K, et al. : Ann. Oncol. 1998;9:527-534

7) Alasfoor K, et al. : Ann. Hematol. 2009;88:239-243

8) Bt ) w~FaE (ENRKR) xR e L7zsHES 1A
B (GP13-2017%8%) | (FEPAEH)

9) [CD20F 1 DBAEEIER ¥ F ) v/ EIZ BT AIDEC-C2BS
EWERE | () > UV EEEHE )

10) [IDEC-C2B8 Hill#i G-l 03 BhRe & R ATIE ] () v * 4

UREEHE, KFERH  20014E6 H20H . HHEEE AR A

W, A AGE. BRI
[HETII A M) >SS 2 xS & U 7z RIS 3L [ 45 T AH U5
(GP13-3017tER) | (LA #AE)

12) [IDEC-C2B8 CD20F5 1 OB I A Y F > ) /S IEE P ER
PRAER K O E SRR OBEE ] () v X9 SiEEE R
)

13) [IDEC-C2B8 HK{GHCD20B5 14D A fatkIEr 2 F > 1) v /xfE Iz
x4 B MEFRRE O WV SEROBEEE | (V) F 4 2" i EE
INSCE)

14) [IDEC-C2B8 T3 TG ED AN IER T F 2 ) Y REIC
x5 B M OHUENERE S & O PFH ORI RR RO | ()
) F A SRR IS

15) Stone J. et al. : N. Engl. J. Med. 2010;363:221-232

16) [In vitro HEWIHERED b BGRER ] (REPTEED

17) T4 % F v 7-Bill g filive o e iEEil (GP13-02175%) ] (Kt
ERE)

18) [In vitro ADCCHy ) D ILiea i (GP13-017:5%) | (FLPIEEL

19) [/n vitro ADCCJ) D FeGHii (GP13-0223K8%) | (FEPI%EL)

20) [FeyRI/RIA-FEHEADCCO RN (GP13-PBMCikh%) ] (FLIN
L)

21) TR ZROSET v 24 (GP13-01050E%) | (RLP%R

22) [ B E# AR 3% 5-PK/PDILEGAER (GP13-007:85%) | (FLN&
b))

23) [R5 B (GP13-008%8R) | (FEA %A}

24) [~ A RFERHEE £ 7V % o 72 P00 5 %) 5 1 B st B
(GP13-01155%) | (kAR

25) [~ A BAERAEIES 7V % o 72 PUES )R K OPD O ik
AR (GP13-014788%) | (A

26) [~ A RFERAIES £ 7V % o2 A bR (GP13-015
AR | (HEAE R

27) [~ A BFEBHER € 7V % w7 A e EGAEE (GP13-018
AER) | (AR

28) Reff ME, et al. : Blood. 1994;83:435-445

29) [~ APUKIDEC-2B8D & hCD20IZ 4§ A K5 A 455k | (1)
A VR, RGEAEA H 2001466 H20H . R AR
2R SEHEERD)

30) [w7 2-t b+ F * 7 HKIDEC-C2B8®D & b KM M HB) ¥ /%
BB O e MEREEMBY) oo SIEMIECN S 2 A RERE] ()Y
X4 VR, KRRAEA B 20014E6 H20H . B RS BRI S
. IR ,

3D [ MEFMRE L oL ntERbg] (1) v &4 0 .
JRKFEBAE A H 200146 H20H . HIREERHRE = . Ft)

24, XEEERERUVBEVEDES
WAl RS HE T O AMHRRED
T100-0004 HHRTLHRXAKTFAT1-9-2
ERE  0120-850-150
AP 90 00~17 30 (4 - H - BH R OBHRE 2 <)

26. BLEERTTEES
26.1 BLEERST
3] S o
YoM BASH
REEMEBXE/FI1-23—1
URL:https://www.sandoz.jp/
26.2 BR5G

mAIFU R4
SERHT REAXAFE-9-2
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w % 20214E 1L ACET (SSAMR ) BFEESHRIEES
* 2021455 H e ET 874291
B dGEEBATF (2~80) HICD20E/ 7 O—FILintE
BT B, N . . g g
HADMER : 2465 ) JYxv7 (BiaFEBz) [UVxIvT7%E2] ®HA
P R < -
S YYFSY T assanz 100mgrorer
>/ BsaimgsiE 100mgror14—
\
YFS T asammz 500mgror 1+
) Py BS=mmiE D mg 7715 —]
RITUXIMAB BS Intravenous Infusion 100mg-500mg[Pfizer]
100mg [ 500mg
EARES 30100AMX00259 ‘ 30100AMX 00260
1) R - ERS O X ) MR 5 Sk % % BI 1A 2020411

—_

—_

—_

—_

—_

D

-
=

A FEOHESE, RSRFICTHHIHIE T E ZEHEMBRICE VT,

EIMARES. BCREAE., B Em MR S EERR
CHEXR M MmAR I/ RIS MEBEROBEICKH LT, +2 45
- BBREFROEMND ET, AFOEAISBEYEHEIENS
EFIDHICITI & Fio. REMKICEILS. BEXEZO
RIEICHDERUERMEZT2ICHBEL, BEZRTLOSBE
ZRBT A&

2 KEOHRERIEH%I0D~2EB & Y H 5 Hh Binfusion

reactionD > 57 F 71 7% Y — EE. DEEZEODEEL
BfEA (KEARIGE. MR, SMMTRIEEERSE. OHIEE.
DEME). ODEMIav %) 1LY, REICE> BIPHES
hTWwad, ChsDRTH D% < [FFNEHR5H24RFE AR (&
5hTW5%, ¥7-. FFEEHRS L EBEOYEEEZICSH. Ch
SOEMERP®H o Hh 2B ThH H 5, FERSHIE/NA ZILY
4> (IE. IRE. FREHEE) OE=4U > TREMEERD
BREITOIELLEDIC. BERLBEDORBETH/BETSI L,
BICUTORFICODVWTRREREEIEL. POEELELXT
WDTEETHE, [7.10 7.2, 7.8, 8.1, 9.1.2, 11.1.15Eg]
- MERICKEOESMEBE,H 3 (25,000/uLl L) & EEE
BEDHVWEE
- EREE D BE
DHERE. EREREE2HE 58

3 EEEORBEEDICHEV. BR2, SHUYLME. ES

Vo LME. SREBMAE. SA-PILAE S OEE 5B E &3
(tumor lysis syndrome) 7% 5 hHhh. FAERBHISERL -84
EBEICLIRTCHRVBERPIVDEE - -BEIRESNT
W5, MEhICKEDESMBEIHZ2EEICHEVT., PEIEE
B12~24BEELAICEEE ICREOONB LS, ABICER
EPFRILEEBETE, MEFERGRERVEREREZT
ShE, BEOREBEZTH/BETI L, £/, AR 2EHRSE
U7-BDHEZEEICE. ChsDORERAPHSbhdEZh
PH5, [8.2. 11.1.28H]

A BEIFFRIAINWAX v UTDEET, FEOBEHEHRIL

BERTRIC, BIERRIFROBE, FALICKBETH
PEHESIN TV, [8.3. 9.1.3, 11.1.38H]

.5 REMERIEREE (Stevens-JohnsonfE{REE) . hEMREIE

SERAEAE (Toxic Epidermal Necrolysis : TEN) Z 0D & EFEE
ERPHS5HN FETICE S BIPHRE SN TV D, [11.1.558]

N

CBR (ROBHEICBESLAEVI L)

RN OB G~ A8 2 X7 BRI 5 EE 2 ik
FEXIXTF 74 9F L —OMIERODH B EE

3. #Rk - MR
3.1 #k
_— U % < TBSAHRHEOmE | 1) 7 % &7 7 BS A HHES0mE
[774%—] [774%—]
10mL 50mL
BB |\ )y Ey~T7 BETHERZ) | VY2 ~7 GRETHRL)
. [V F v~ 7#%62" 100mg | [V Y F ¥~ 721" 500mg
St L-bAF T~ 12.0mg | L-E AF T ~ 60.0mg
(x4 L-YAF Y UHEKAIY 25.7mg | L-R AF Y /HEEE KA1 128 .5mg
TRE) |k f | = MR R Y AKEM 0.56mg | 7 MR AKEM 2.8mg
F1) v — 180 2.16mg | K1) VLx_— 180 10.8mg
AL TR 850mg | FEHLHE 4250mg
W) AHNE, Fr A Z—ZANAAY —FREMIE W TEESIS,
3.2 WEIDMR
—_ V% S TBSHHFELOmg | 1) % < 7Bl 00mg
[774%—] [774%—]
(2N EH~HLT 2L B9 2 M~ B ol
pH 5.3~6.3
BB 237~372mOsm/kg

4. HEERIIHHR

OCD20f3 M DBHERAMEIER S F 2 U 2 /NE
OREIFHIIRET OCD20ZE D BN ) >/ \EEE R R
OFRMEREPATFIEE. BHRNSRME R
OS4SR IR D 1SR B
ORI A2 M/ iRR A 14 5K B

O1>T4 (M)

BZ) EHBRRCAY FUTL (PY)
52 (EEFHEIRA) EHRREONRS
5. MEERFHRICEHET 5EE
(BHERAMEIEAR Y X 2 U D /NEE. RAMFIKET OBt Y >/ \#5E

KRB

5.1 KA OIS & 7% % i M5 D5 W
B Fpo BRI

IRRHIZLDATH 2k,

1TYVERYT Foxt4r (BEFHE

17IVVERT FUX

3 B R

5.2 SufERHAk g Z 7 0 —H 1 b A M) =3RS X ) CD20PTR O
AT, BHETH LI EDPHER SN T D EHEOR G THI L,

(PRMERENFIEE. BRRENSROERX)

5.3 56 % &R BIGEINED S VRS, AR T W R
ENHVEESEIIN L TCRAOEG *EET L L,

CEEMERFR M L MR R 2 TR BER)

5.4 fLDGHIZ THI LIRS RIS,

AT BB VLIRS

HHEEZONDIGEAZOMEM 2 EE L., /MU, BRERA
SATHIN) AZRBWEEZ SNLEHIHEHTALZ L, 72,
TIHREAA N T4 VEORHOWHERE ZEI, AKHOHG-7558E) &
WransdEBEHTTLI .



(R AR P I/ )RR DR BER)

5.5 FIEIIHR DO EIZOAMMEERT 5 & £/, BHATA
NI A4 YEORBOEREZEI, FHOFGHEY LIS N5
BEICHMT L2 Lo

*%6. AZERUAE

(BiEREMEIER D x> U 2 NEE)

HERACE Y Y RO T @R ) ) Y %2~ 7 H%62]
& L ClInl&375mg/m* & 1 [ [ b C SOl B 9 %0 S i S5-Il 5
8 & 3 %, MLOPUEEMEIEER & 6T 288, BT 2 HE
HEREEHA OPE5-HIEICAbE T, 1A 2 vH 7 1EHETG T 5,
HMEFFBEICH W A A . lE . A, VY F o~ T (GEIET
M¥ez) [V vF < 7HH2] & L ClE=E375meg/m® % M ET:
T 5o HGHEIESHEMZ % L, ki G mEIZ12E &35,

(GRZIEIREET QBN U >/ EIEMRR)

HE, VYRV T (@R [y F e~ T HEm2] & LTl
#375mg/m*% LEM I C BiEeE 3 50 ST RIEUISE &5 5,

(BRMERMENFEE. BERBNSRMER. BHEFRMED/IRRK
SRR, BRMEIRM IR D HERBR)

HERACE Y Y R T @R ) ) Y %2~ 7 H%62]
& L C1Inl&375mg/m? % 138 i B C41ml A iEHEd 5.

ATVIVEYT Foxt220HERE)

HWHE VAR ) Y F v T (BIRTRR) [ F 2~ Tkl
L L C250mg/m?%& 1A, SiEEEd 4,

(GhEEiE)
ARFVE I I A B AR 135 % 7 K 7 B 12 C1~4mg/mLIC Ay
PR L %,

7. BERVAZICEET 335

(hEEHE)

k7.1 RAEFEGEICHZE L TH S b binfusion reactionZ Bk S & 2%

7201, REFLG-O305FHI L A ¥ I V] AR A5 O Rk
2479 2 ko T2, BIFRERVECHIEGH L ZWEEIL, K
HIOFG B LT, BIBRERVE CHORKG 2 ZET 52 &,
[1.2, 7.8, 11.1.1=&]

7.2 JEAGRPEEICBIE L CILE TR, RSO, I R IE SR O REIR DS
BT 5 O TERFNOIFEARE LT . FEAREL LT LB
BT LT L ERPEHLAGEXTEARELRZD L0005 L Idh
b9 % EEZEROEGAIZE ST 2k L, #Y) 7 0Ll 2 47
Yo Fro, BHEHBET ALAITERDSTEEITH L L 72K, ik
WO LT OFEARE TG % a3 4. (1.2, 11.1.15H]

* %73 EARERILUTOLBY 55, 72720, BBEOREIZ L DIEA
BAGHE EE RS 5 2 &,

il B EES S e G- FEAHE
- BRIk T % 2 osE FlmEsZcR 4 D305 1£50mg/ 5 TRIE L.
BEOREL B L5,
Z D #3054 1250mg/ 5o 1T
T, WAK4A00mg/ksE T L5 2
LATE D,
2WELEE | TROWETAPICHLT 254

3. MEEAHE R BIRT 5 2 &

WTE D,

- WA G-I BB L 22 R A%
BT dH - 72 %A, 100mg/ KF
FTLPTHGEMBL, 2D
#3045 412 100mg/ K 3° > E P
T, W KR4A00mg/BF T LT 2
ZLENTED,

- BRRM IS B LB R <
WA G-\ 56 L 72 fIE R A
BWMCTH Y. hokEH oK
1Y)~ 28 EBREAS5,000/ 1 LA i
Thba. 9057 M THT (&
W D305 THe G- D20% % 5
L. Z 06055 TH 55 D80%
) $AHILHNTE D,

R AR B AR
CRAEHIBIRE T OBAIAYE ) > | WEHES | R4 0305 1450me/ M THIEA L.
R HH ORI B LR
& R SRS, B Z 0 #3051 12 50me/FE 5 11T
ISEZA1(I% T K400mg/ I F T L1F5 2
- ARV S L MR B LACE,

P RRARME R IR AERIE | o g pie | e 59502 56 L 2= U8

" ) i WCd o 72 100me/H T

ATV TRy FFCRG ARG, ZO%05

PHIFT 112 100me/ B> E 5 CL ok
400mg/HsF T EIFH 2 EATE
%o

(REMFHRET OBMERM Y >/ \HEMAR, SRINEXMRNFE
fE. BERMENSERIMER. BMHEFRMEIMURDHERIR. BXM
MR IR 2 PSR BEAR)

7.4 HEGEEOARME N LIS A RIS N Twb 2o,
ARFNOFHEGIZE L TiE, oG e EEICHE 75 2 L,

(BiEREMEIER D £ > U 2 /NEE)

7.5 HEREREICHW A5, BRREERISHLA AN S 17 B8 ORI
RISFIZOWC, [17. BRREGE ] OHONE L HI L. BN O &
HOHA FT A 2 EEBEITRF ORI R LM% 55 |2 BEF
L7z BT, #ISEZEOEREITH 2 &, [17.1.25H]

7.6 - WHEMEREE Y SIS 2 ARF OHMEFRRR L O AR L OV A
PEIEHEZL L T

7.7 MBOPCHEEREEH & OEH T 25 A 1. BRRBRICB W THRET S
T ARFOFG-FIME. FG R IConwT, [17. BRERE] omEo
WZEZBAL, EWNIORTFOTA RS54 v S52BE 2§D &,
[17.1.25H]

*%7.8 REFLG-EFIZHIE L TH S b Hinfusion reaction #EjH S £ 5
722, AHI #9055 M CHG T B I L. B AR RS
FEARNVE CEIDRE EN DA, BEEE L ARV E CF OF
G EITH) 2 &, (1.2, 7.1, 11.1.1ZK]

8. EELEAXNEE

(hEEHE)

8.1 infusion reaction?’d 5 b b Z ENHLDT, /N VP A
(M. BRI, WREEE) OF= %) ¥ 7 AR O8% 2 L,
BEOREL THICBIET L2 L, [1.2, 11.1.15H]

8.2 IEI BIEEMERED D b D Z EDH H DT, MiEH &L
JEN OB REM A A 4T ) e &L BB OREL 5 ICBIRT L2 L,
[1.3. 11.1.2&M®]

8.3 AFIOFLGIZX b, BIIFLY A v ZADOFEMEALIZ X 2 BIERT %
NI RD S EbND Z DD D RAEG I > TBRIT 4
ANV AEGDF MR FER L. ARAEGANE ) 2 L& 4179 2 &,
[1.4. 9.1.3, 11.1.3&/#]

8.4 JFEEREREE, WD H HDbNDE T EHH LD T, HHEREHA % 1T
) R ERFEOREL THICBIET L2 L, [11.1.42H]

8.5 MEKIHAD S SbID Z LAdH5HDOT, RHOEHEFE T KOG
PR T AL IRMERE 21T ) & ERBEOREL T 1CBE T
5T, [9.1.5, 11.1.62MH]

8.6 AFIDEH L ) RN > /SEROBEA DD b b, BT D
Ffd o2&, £ 07 ) YA LB HmEshTnb 2
Ehpl L SRR X DM 2 AV 22 X B IEGEAE U D X
TEALT B REEA D Do AFNCL Y Z2—F Y AF AMEFEHOB
ZNDHHOTHY R FHREEZZET 52 &, [9.1.4.11.1.75K]

8.7 MLEZRIL - D HSLNDLZ ENH LT, MMARERE LT
ONEHE. MEEI . T, Wi, BB 51Ty 2k,
[11.1.12&M8]

I R 14 I /| AR R 2 1 SR B

8.8 ARHNZ L M/ IMIELO BB D &bz &L OGN H 5 72
O M/ME A IR ICHEIE L. S DSRR0 b N B R H o
HAmild 5 % S@Y R 0ERIT) 2 L. [15.1.221]

(GEMHIRET OBMM ) >/ HETEMNRE)

8.9 AFAMMAT 2B, BESCEk ([FE#E EoLEEO B W RK
FRE - HIBAMIRMGT S SHIH AN O LSRR ) v
FIv 7 GEETHEZ) CGREIHIRET OCD20k 1% OB f
U oS (N ] D) REGRT A 2 &,



9. FENHEEE2HI2BEICHTEE
9.1 &HHE - MEBEZEDH 8%

<§‘3JH|:A1§>

9.1.1 DEEEEEDH 2BEXEETOMERDSH 5 8E
PG GERILER, LT a-FIILBE=Y ) VT RAT
), BEOREL T5IBIE5T 5 2 Lo #5355 %IOR
PR P VES 2 AL LTI 8L BEZNAH 5, [11.1.1051]

9.1.2 fiiZE. MSEEEEDH 2BEXIZORTENDH 58E
P 5 ST G- RS SR AR S I % £ 5 S oI 2R
DD S b it B S5 BENDH 5, [1.2.11.1. 1]

9.1.3 FFRIVAINADBELEIIRFEETIEE
RHN D I P R OB T 213 kRE L C IS RE R e i 4
ANAR =N —DE=F) ¥ 7 %479 % &, BRIFRY AV ADF
EHALOBBEREROBIUEET 52 & BREFFRY A VAT v
V7 OBEIEAERYE (HBsHUE Y. A >HBcifk L I13HBs
PofkBt) <. REOFEGIZ XY BREFRY 4V 2 OFEHLI
L BBEF R IIFRD S H5bND e b, B, HBsHUER
PEBFARH 25 L 721, HBsPUED a1t S BRI % % J64E
LB shCwb, [1.4, 8.3, 11.1.35E]

9.1.4 BE (BME. K. VMV ABEE) #8L TV EEE
FIEIIHIERIC X WIREBE LS 52 BENDDH 5,(8.6.11.1. 7% ]

9.1.5 EELEBHBERTOH 2BEH 5 VIIESHROBHEZES
HBEE
WP BRI A B NIV IMR D % BB S CEBILS 2 B2 D 5.
(8.5, 11.1.6&M&]

9.1.6 EYBRBEDEREEDH 3 BE

9.1.7 PLIX—FKREADH 5 8%

(BHEBAMIER T ¥ 2 U 2/ fE, REINEIKRET OBMM Y >/ \1E5E
MERE, 1 JUVEYT FIXELCOHEE)

9.1.8 HEERmMk. OERMIBLLICREDH 2 EE
FRMEIEIR S X AP REEATTH L 2413, B E ALV E CH%
W53 5% L, BMUAMEEZITY 2 & ARIGH%, SERSICE
K 2 REO—EMEDOREAEA A S v, JEHBEIRIC X ) L R % X
oLzl v iEDRH %,

9.5 1F1@
TR SRR L T 2 W R0 & 2 iz i3, i LoF st e
Btk LM EHIB SN DB EIZOARES T 2L, L MeGidiE
B E BT L2 EPMONTEY . HIRPICAR 2455 L 728
ZOWAERIZB VT, KM ¥ SRR BHE SN TV,

9.6 RAT
ER OB FEROHIREOR EEZEE L. BILOME L
IEZRETT 5 2 Lo ARFNIREFLHIIRAT T 2 2 L G S Tn B2,

9.7 INRZ

(BHEFAMEIEAR D ¥ 2 U D /NFE, SRIME RMAZFIEE. BHRENS
FIME R, BMHFRM I/ MUK MERBTR. BRI MM/ R
DHEBR, 1 JUYEYT FUXEL2C0OHEBE)

971&%%%f%tLt% RET I L TV,

(& mﬂ&%TWBmmﬁU/AﬁﬁﬁE%>

9.7.2 MRIMAMKEN, FrANR, FUREHRE LBRRHEBUIIIN L

AL/
9.8 EE
BHEORELZ TBIR L e b EEICRSG T2 2 Lo —RISE
FCIIAEBBRREAET L T 5,
10. #HEEA
10.2 HfRERE (HRAICEETSZ L)
A Bk AEIk - HiFiE ik B - fEba T
D7y REHFHED 7 | BHLIEY 7 F 2 OB | BY ¥ SRBEMEHIC LY
T (SIS CHRERAIEBL L A28y | ST 2 BENAD B,

BTGB B ILEE AT o

AL 7 F » 77T ORRAE G S &

LBENNH D,

BY Y SERIGEMEHIZ LY
77 F KT B GEDS
OENBNBENED 5,

SUEHIHE = A5 5 365
SeIEAHIH
R B LR LV A

S EOBYSE HE R | BEEOSREMFIERIC L 2
O AV AE) 12360 HE | IBGHEHFEONERIED D 5 o
RAFEB L7261, #Y)
LR EAT o

e Sk FRIRAEAR - $518 5 B - bR
[ FEF1 — @YD MIE T A &b | MUE T REx S8 2BZ
[11.1.135#] NBLZEDd b, nhbH s,
1. BMEA
WORWERDH b D Z L3d 5 DT, BlEx 1401247\, i"%“‘%“

RO B NG E
1.1 EXEEER
#%11.1.1 infusion reaction (HHEA)
ARHN O i G- FAR A 24R B LLNIC % < & & b 1L S infusion
reaction (FEIK @ F&#, MEFE, BE.L. T, K. €O B8
B LS, M FES) 2%, HGEFEOHOR ICHE SN TEY .,
IS OFERIE, BEEM~ ST, BICARF ORI 5
b Twhb, o, 7FH7145F 7 —, filEE, LEESEOEE
EIWER (RIME., M FHE, EERRIE, RO, ik (4
Mg, 7LV F RS A S ) BEEMSAE L MiE
., BB, COZE, DB, LR 3y 25
BhHHLbNDLIENDHb, Jib A% I VAl fMEGEREAL &SR
HARNVE VHISEOHKG 21To 2 EBFICBWT L, EE Zinfusion
reaction?ﬁ“%%fﬁ!bf:(‘:@iﬁﬂm‘f)“d@éo BENRO NG, H
LG a bk L, ) gl (R FHEA, P”i#%ﬁ
B R R OVE A, fRBGEREA, Pl 28 I VEIOPSEE) AT
9 L BICIERAIET 5 F CTHEDREE 5 ICBIgT L2 &,
[1.2, 7.1, 7.2, 7.8, 8.1, 9.1.2&&]
11.1.2 BEBHIEERRE (HEAH)
BRDFRO LN AL, BHICHS 2Pk L, @0 (A
B, SRBRIEGHAFEORS. BN 2179 L& b2, fE
KA T 2 F CHEOREE 5128555 2 £,[1.3.8.25H]
11.1.3 BRIFF RV M IV ADHEFEMALICK 2RIEFTR. FFROEE (4
JEASH)
BRI 927 A )V A DFIHTEALIZ £ 5 BUHEN U RO EIZ L %
WARED S bbb 2 t#%b LTI R o HEBI A S hvCw
Bo BENVHDSNYGAIIE, EHIZHY AV AKI RS T 5%
CWY) E AT 2 & O[L4\&3\913§%]
*%11.1.4 FAREEREE. BE (HEAH)
AST LA (12.0%). ALT LA (12.3%). AI-PLA (4.8%). #
C) Yy Lo (4.8%) SEONFHEREMAAESF % £ ) ITHkaeRE &
REEDPH L DONLZ LD H D, [8.4517]
11.1.5 EREEEAEIR (HHEAH)
B RS IR AE B (Stevens—JohnsonfiEBEHRE) . H 354 3¢ iz BE A0 il i
jit (Toxic Epidermal Necrolysis : TEN). KIGIBERAER, ZEEIR
BEfg 9% ANKIEVERZ R 4855053 & bat, FETCICE - 726125 S h
T, [1.5%0H]
*%11.1.6 MERRKD
PUMERIE A EEEAE) | FIERE A (56.0%) IFHERA (54.2%)
MR ERE CBEASHA) o /MO (16.9%) 23 5bitd T &
AH Y CEER MK b IME SN T Do IFRERIEA IOV,
KRENDFAAL G- DA LU #8E LCRBLT A2 F2HE EhTw
%o [8.5. 9.1.5%]
*%11.1.7 RELAE (41.6%)
I, BEE. H50IEY A VA X B EE R (BufisiE, g
&) BHObNDL I EDHDDOT, FAOGHINE P KL OEHHE T
RIZEZFOREL T ICBI%T5 2 L, [8.6, 9.1.42H]
11.1.8 EITH S EMAERE (PML) GHEEAH)
ARFN O EFHTE L ONEFAE T 1213838 OIREE 412 Bl
%@%‘%ﬂﬁ%\%ﬁﬁ%(ﬁﬁﬁ‘mﬁ%ﬁ) =Ll
FERDS D & DN 7235E1E. MR & B W{EE T I O AR At
1y &edic, B EHRIEL, Fﬁ@]&k%%ﬁ’)i
1LL9ﬁEﬁﬁﬁ<ﬁET%)
*%11.1.10 OBEE (14.5%)
LMD B IL DB O AR
%o [9.1.12MH]
w1111 BEE HEAY)
miEz L7F=> k5 (1.2%). BUNES (3.3%) 0%
HobNLILNHY ENELELTLEEENRE SN TV,

WG E RIS L% & fiﬁ]&&fﬁ%ﬁﬂ

MF&*{?

PeliE, LRRZEDHE ST

&8 2= s



RERA, M2 L7 F= v RBUND LAD D 554813
PG a b L, #YRREsi7) 2 &
11.1.12 JHLEFT - FE (%EF“*TED%)
B SN BT BEHICXE, CTHRES: %926 L <
AT 2L BAZERT RO A M FERR L M) 2 LA 1TH 2 & [8.7
Z: ]

*%11.1.13 METE 8.1%)
—WEDIME TSR T 52 2B 5. [10.25H]
n444ﬂﬁﬁ&5§ﬁﬁfﬁﬁ%@ﬁ#ﬁrﬂ<ﬁFT%>
TR VR R GRS, SRR, RSEIR, MR
HEE, ST BHS5bNb I EDhb, T2, BHIOENE
HTH67 HE CoOMIC, K, BESEOHERERE, RAERE,
PRIA AR R ZE O i iR E A5 HE ST w5,
1.2 ZOfDEIER

5%Lh 1 5% Al
TSRS (26.8%). | W, S
Bt (23.2%). pE
WESEL LA (15.1%)
B VPR
s | M WE RS (17.2%), | 8%, mEHE. &
SR (10.29%), WAL | R RPN

B

k| MRER

% k| WL T NE (21.7%) 1 | I, R, L
MR (10.5%) 11 | 0 g
Mg (10.5%). £
WAIR, T
% k| o FEH (43.4%) . T | TS, WiAE. A | L

& (19.6%). €9 | ¥ 7VI U IHRER
¥ (19.6%). %5 | B

(19.0%). 13TH
(14.2%) . HisE
Y (36.7%) 15 | WodE. (RERIAN,
B (22.3%). B | JiE
Fi% (21.4%). B
s (19.3%). £

* sk| ArLyIRE

peaiii
R e FRREEL, LUK | ik, ANIRE
sk k| I - BRI 2l (25.3%) IR % T4 7)) Y REY)
[FDP, D% 1 ~v—]
B, RN
5Tk SRS BUNLS, 7L 7
F=rbH
% sk| fPhE ALT E5 (12.3%) . | AP LS, #EY
AST EH (12.0%) | vE ¥ EH
% k| Fofi CRP.LS (22.7%). | JRERME L5 ORI | Wit
LDH IS (14.5%). | &, #ilEge. KX
MEH A AT N s R A
B (i R
), TIVT I VR
Lo Lol
) RIWEH OB, ST/ 81 A RSSO BIIBIYEIE AR ¥ % 2 ) SBT3 % E R

PR TTRBR, R ) > S I |23 5 5 B BEIR 46 TARBRBR. iAo 4 7
0 — AR 5 E B PR S IH SR, ABOIFERIAS M & BRI 3 5 —
B BR % 2 A L 72,
14. BRALDZEE
141 EXRANEFOZTE
1411 MR EOREZ DO G L 2w &,
14.1.2 AHGEE L CABEIER 5% 7 o fE i M
LawnwzZ &,

14.1.3 PUEDEET B2 BZNDH 5 DT, FfE &L O AR %
VOE)BRBMLUWVIREI Z Mz w2 &,

14.1.4 FHHEOWLERL LI T 5 2 & 2 MHBOKRIE
MEHEROBENDEHLOTHHAL 2N &,

14.2 EHIRESEOZE
hHI & DIRIFIZ L 2T &,

15. ZOMOEE

15.1 ERER{ERICE D 154k

GhaesE)

15.1.1 KHHIHEG SN-BH Tl MR ATHGKEEL L2 &
B0, INSOBFIIHEG I NHAE, T LV~ @il
ISR BTN D b,

B PR SER T OAHIIZ
LB ThoTz,

(1) BERADCD0EGENBHMIAMEIERT 2 1) D NEREICH T B
"
FEI ARG PR 5 T AHERBR M OF 28 TOAEUER LS 5\~ CHllE S 72140617,
AHNK T2 & MLF A T HURIZAFNI I S 70,

(2 SEADCD20MEDBMaMIERS ¥ 21 //\Hi.%%t:da ¥
3HiE (&%)
FEAL R PR BER 12 35\ Tl g S 7235681 AHIIC
F AT HARIIAF M S 7,

(S R I/ )RR DR BER)

15.1.2 MM BT, MAMEBDEII L IR ZERIEHFED 51
72 DHEDNH BT, 8.8 ]

16. EYENE

16.1 M

€S-}

16.1.1 #@5185 1 / 1 B
1K DL o PUESEESE A 13K 12 & 2GR CRIRA TS THY, A M ML
FH— M X BEBEELYZTOLIEEIER-E ) v~ F IV EE xR &
LTy ARFDUZHAT A F RS %2 1000mg D & THELIH L U450 1S
FURRIRNTES L7z & S OWEIRE/ ST X — & R OME PR % DU
RIS HEAT—% ).

F16-1 HEIEBIN ) v~ 740 B ARAULIEAT A A B £ 1000mg™

DR TELH L OB HIZ TSR NI G- L 72 & S O3B/ ST A —

X9 B MILF A FHRAOHFIEILUT O

g5 ML

4
8T A= 8 DBERIEHE
87 A= (HAD) #7H AT/ A R
(N=68) (N=67)
Cuax (pg/mL) 453+153 422+111
AUCus: (ug - hr/mL) 198000 = 79600 188000 = 64300
AUCewx (ug - hr/mL) 52100 = 18000 49600 = 14200
AUCu (ug - hr/mL) 213000 90400 200000 74600
CL (mL/hr/kg) 11.2+4.91 11.4+4.55
Ve (mL/kg) 5490 1740 5590 = 1320
te (hr) 434 = 142 424+125

AUCku : ORI & 8554200 (150 051 % TOAUC

D FFIIARIBIC BT, BE) v~ F IS 20 - AR S TuR WV,

2) SeAT/ A A S MabThera® (BUTKREN72Y v % 3 v 7 GRET-4H02) 514))

5T,

3) KA OKBRARR: (1EH) 13375mg/m*Th %,

) 299 A — 5 P = EARE TR L 72,

[X16-1 {GEYERIER ) v~ F VBB IS ARH XA N A A E R %
1000mg™ o F 5 THLH & 0815 012 SEHHIRNIR S L 72 & 2ol
TR (i)

450

N
S
=]

w
@
=)

MmiERE (ug/mL)

0 200 400 600 800 1000 1200 1400 1600 1800 2000

BFE (hr)
A KA (N=63), @ : ST/ 31 FEEM™ (N=67)
75) SERTFHE (0.100pg/mL) Hi#ldOug/mL & L CHiala & 5 L7z,
JATINA FEHE N0 B ARH D Craxs AUC20ks AUChst 2 FAUCint®
BATFIE O D0 % fFHEX L. FHRNIHIE L 227F A #E P (80% ~
125%) W& ENI2Z &0 o A OIEWENEIC BT B FEMAHR Sz,



(U x4 0 HEaE)

* %16.1.2 BfifaIER I x> U NEE

[E P OCD20B O BRIIAMEIE & 2 % ) 2 oSEHEEIC.CHOPL Y 2 v (¥
s URAT77 I NAKHY, FFUVEy CHEBE,. ©or ) 2F Uil
TV F=vay) Lol &2 EEARERIC) Y F o~ (i
RFHIRZ) BFRIMERRE, RO AL O 2 A 7 v PUREI29055
%5 % 92kt L 7B OB BYRE /S5 A — & — DT D EBY THh- 72010,

. i@’r% sehr | Ehar %Tﬂ:‘: PFSEP Jefitg
JER | R | R 95%Z HA X [ 95%15 FE X [
~ v MVAlRE Y vo% 13 0 6 46% 111H
JiE (19%. 75%) (50H. 146H)
protocol compatibleff##T ZRhE AR DL R
PFS (progression—free survival : #3458 4 f7HH )

A VERHE B190 6 Hr |
B (66.7%). I (37.8%).

BITEAIZ7 8% 252 S, E 2 EIfEAIL
ME LA (28.9%). %9 (27.8%). #

#16-2
Ejtasn Ty Cnax Tz RSk AUC
(mg/m?) (ug/mL) (hrs) 5 (hrs) (ug - hr/mL)
375 367.0 344 496 3370000
x 20[a] +78.9 +349 +504 +714000
Mean*SD (n=12)
#16-3
e Conax Tz SR AUC
(mg/m?) (ug/mL) (hrs) 5 (hrs) (ug - hr/mL)
375 294.0 270 389 548000
x6]d] +41.4 +46.1 +66.6 +93900
375 329.0 282 407 753000
x 8la] +46.4 +64.1 +92.5 +119000
Mean=SD (6] : n=13, 8la] : n=8)
16.3 M0

(U 24 >0 0 88T
16.3.1 Bififat43E R T %> U 2 /NIE

ik (25.6%). 3% (23.3%).
HREETUTOEB) THhorz,

KI7-3 L MREE

35 (21.1%)

1EThH (17.8%) T. I

(1) EBEAOBIT

HENOCD20F EOBMIaEIER P X > ) Y NERF I, Vv F o~ T (E
fE 7L 2 ) %1100, 250, 500mg/m**® % Hilal ST . 208 H 12
PR A SR L, )y ¥~ 7 (BRI Z) WA LA LB
e L CaEREMBEICH T 2562 HM Lz, ToRR, HEEHHK
ANOBATIZERHCL 72 7H1 6611 R . #EA L 72E1E1330~100% Td - 720
By PR O TR - 72161 (Tuz: 21.2hrs) (2DWTIE, BB
PN OBIT RO Lo 72 (FHEAT—%),

W6) VX7 (EETHIRZ) BHOKRHEIL375mg/m* TH % .

RO E COMM | [ Comm
BRI 4 SR s gl s e
(#EpH) (#pH)
55.6%
LR SR A 2,000/ 4L R s
il : 15.6%)
55.6%
K ERI (1,000/ 4L e P
il © 20.0%)
15.6%
\ 2 5.50
MR (573/uL N o
i 3.39%) (0~201H) (2~428)
- 200 7H
AR
nErEEsRS 0-0% (1~178F) (2~63H)
n=90

if:\ VY Ry T GEETAER) RHIDFEEG SNIHEBOARTE

OREWIIDTOLEB) THo72%,

#17-4
W | sEE | EIES PFSH il
JER] | TEfE | TR 95% 15 FE X [H 959% 15 T X 5]
N - 38% 5174
FHEHER 13 0 > | (%, 68%) | (L2270 )

ke © ML b

H2) REME I A RMIER Y X ) LoSE, < 2 VR Y » o SHE

17. ERPRAXE

17.1 Bt RURLSMICET 255K
(A

17.1.1 BHIRRMIER S ¥ U 2 /NE
(1) ERH£ES AR

RABIRE D CD206 M O RIESG = 2 Fa itk ) > 7 il 25394451 (DZIK}\511§J’%A

&) BRGE L. RFISUIFATNA 4R
ABRA FE L 7o AFIDUIIAT N A A BERES 25510

"

O %22H12375mg/m*#% 5- L7z, EEFHHEE TH 5

D % W % FEIRR LR
ZE8H

252638 O H YL 5 1S
LB R LTIIRT o BRERDY A 7 7095 % E X HIFFHI

5 AH
F15H

ZHUE

L&~ —2 v (-14.9%~14.9%) O#EFANTH Y. WiH O H 3%

DREEATER SN

F17-1 FZEHIE H 552638 0 i Jeb] 5212 X 22 %)% [ITT (intent-to-treat)

Hel)
A JeATINA F BEHES Y , .

(N=196) (N=198) SR
SEa L E G 2B S | 148 (75.5) 140 (70.7) 4.66
nrzwRE s (%)
(95% 31X 1H]) (68.9, 81.4) (63.8, 76.9) (-4.16, 13.47)
RANHEL A IR RAE 196617861 (43.9%) IZEIEH RO bz, F
HEWERNE. FEAICEED BUS4961 (25.0%) Td 1. Py TSRS 14450

(7.1%). %) HEAEL3BI (6.6%)
1) A7 31 FEESEL - MabThera®
WHD EIET.
IOV E L AT b1 5=
17.1.2 BHIRRMIER S X > U > /NE
* % (1) BFIEE
- EINESARSE 1 #5858 (IDEC-C2B8-2:K5R)

F51160 (5.6%) Th-o7: UK 12,
(EUTKRENZ) Y F <7 GEETHIIRZ)

(R XA RIMIER Y F ) UNE, <> FIVHIIBY »oNEIC, 1)
vE YT (EIRFHIER) 510 = 375me/m? & 1 [ H T 4m ¥ 5

L 7= BR 2 TARRBR O AWM O R EHIZ U T O B Y TH - 720,
#17-2
. it | e | e ZRHE PFSH il
I JEG) | PEfE | TEfE 95% 13 ML X i 95% 13 WL IX i
RGBS A Rt 61% 245H
DIS2AT o1 14 = (47%. 73%) (189H. 337H)

52T b N 166 THRBL L 2 E2RWEHIE. 568 (50.0%). %9 ¥
(43.8%)  MIJE L5 (37.5%) %é% (25.0%) 5 (12.5%) Ak (12.5%)
Th o t2e T 72 MR RE E MR (68.8%. 2,000/ u LA
D HEMERKA6.3%) . IFhEkid (68.8%. 1,000/ u LA O hf Bk
6.3%) THho729,
- ENERARSE [ 485858 (IDEC-C2B8-3:5R)

EEEEIER Y X ) VSRR XD~ T (EIE TR R)
FH1 Al :375me/m> % 138 [ [ b C8Ial% 5- L 7= B AR 45 A 3Bk o0 4 #h 1
BUToEBY TH-721,

#17-5
) diE | oA | g B PFSH i
i SEBL | R | | 95%(EIEIXIH 959% 7 THIX ]

e o 37% 541
BB ST T o 519 | @sE. 1118)
protocol compatiblef#Af FERNES TR DL
() ONBHEESEOHAICL 2 EFEASSL - #iFEE

- EIEREREE 1 4H545% (IDEC-C2B8-6:1ER)
RIGEOMEE I ARt AR P F 2) N E-RF I, R-CHOPL & £

v ()R xT GEEFHIRZ) BFEL v ruakA Ty I FKEW. R
#vwevvﬁ@ﬁ‘Eyaux%yﬁ@m&mva:fmywﬁ%>
12 & B EREAFRE R, RO SN BEI) Y F U7 GRIETFHL
Wz ) BHIMERER: (375me/m?% 8TARI MG Tl K121a1#% ) % %Hi L 720
ST SRR AR B SR S N6261TH - 720 [7.5. 7.75H]
PR AR T R O AR RAEENC BT 5 255 (95% 15X )
1295.2% (86.5%.99.0%) Td > 720 AREREERH 7> 5 DPFSIZOWT
SIRAT o AR I B B 44EPFSER (95% EHEIX ) 1369.8% <55A9%\
80.0%) T o7
R-CHOPL ¥ X Y2 & % B A 0 2 A TERTAIE B16260 . JIFEF
1398.4% 12580 B, ERRIERNIL SME RSO KYE (48.4%).
Ly (46.8%) . PREIE (43.5%). AHIGE (40.3%). M % (37.1%).
BRELEE (35.5%). FE# (32.3%). LIREIHBEAHLE (27.4%). WEMH:
(25.8%) Td o720 F 72 ERHRMAMEIRE X, IS A (100%.2,000/
UL A O P ERHA82.3% )« IFHEREE A (95.2%. 1,000/ uLAdi >
IR EREA90.3%) Tdh o7z,
MEFERR AT N & 725861, BIVERTI386.2% 12785 H AL, F 2 IfEH
k. RINEE R OEYIE (69.0%) Th o7z, EERRAMER L,
B ERIR A (63.8%. 2,000/uL A @ F MLERIKRA5.2%) « I Fh R4
(58.6%- 1,000/ uLAfDUFRERINA17.2%) TIH o720



* %k

- EINESFREE 1 #85K8% (IDEC-C2B8-L7:{ER)
FRIGEOIERD X ) voSJERE (ARatk) v EE O F AR
FIBMIAL ) > /78E) 2. R-CHOPL Y X > ()Y ¥ <7 (EfETHIER)
HWE, > ruRAT 7 I KA. FEVVED VHERIE. Yoo R
FUBMBIER O TV F=va r offf) 12X 2 S AR % FEii L 72,
BIFA 7 Vid) v F o~ 7 (BIEFHIEZ) B oHTURE % 4mg/
mL& L T# %5 L. Grade3l E ®infusion reaction (NCI-CTCAEIZ &
%) R OERIICES 2 05 (Grade3 X 4D B IME, LAHZE, 2
MBI ARAE B ST D ESEAREENR. LONYHAG 7 L — FILLE) 28
RO HIT OB GETOKRMIN) > 7 SEREAS,000/ 1 LA R 5
Bl B2 A VURICY VR YT GEETHEBRZ) #5%]375mg/m?
%4z b L C250mLIC A8 (A BGEREE X1 ~4mg/mL) L C904 [ T 5
L7ze B, VY ¥ ~7 (TR #HP5 L. R-CHOPL
VA NEEFNDEIERE ARV E SR OFHES 1T 5 720 EEFFMIER
THHE2FA 7 V2 Y F T~ 7 GRETHIER) 5K %905 H <%
5. L 72D Grade3Pl E dinfusion reaction®F8H L, 0% (0/30%1) T
B o7ze FIREHITEH Tdh 2 At v /XSS L OO F AR
Billfiw ) >/ BE B E OZRE (95%EHHIX) (&, 21 -21100% (63.1%.
100%) (8/8B1). 91.7% (73.0%. 99.0%) (22/24%1) TH -7,
L VERFEBIS2B T . BITEAIX90.6%I2 788 5417219,

- ESMEEARSE MR (PRIMAZER)
KIIEDO AMEIER D F ) v NEREIC, R-CHOPL Y 2 ¥ () V¥
U~ (BEEFHRZ) #BFK, S rakA 77 3 FAMY., FFure
TUMBE, €U AT UEBER O T L F=Vr (ENERKRR) O
BEF). R-CVPL Y A Yy (Vv dy~7 GEETHIRZ) 8%, 7o
RAT7 7 I P, o) AF UiEEER T L P2y (ENH
KRR OB IEIR-FCML Y 2 ¥ () ¥ ¥~ 7 GRIZTHEZ ) #H),
TNVTFTE Y VI ATFNV, Y7 UKRAT 7 I FAHBRI FFH
Yhu UEEREEOBE) 2 &2 SRS ARG, RSB SN B
12U F T GEETHEEZ) BERHERHRD: (375mg/m?% 8l C
I R12[EH% 5) XIS ME BB & 20 L 720 AfAT o R, 19361
Thotze [7.5. 7.75H]
881#%1IZR-CHOP L ¥ £ >, 2686IIZR-CVPL ¥ £ ¥, 44f11ZR-FCM L
DA HERE S I, FERE AL T RO R (5% BHEKE) 11,
ZNEN92.8% (90.9%. 94.5%). 84.7% (79.8%. 88.8%). 75.0%
(59.7%- 86.8%) T o7zo HEFFHEIZOWT, RERTILEE M 2 12
L APFSOFERIIDTOEBY TH-o72,

F17-6 BRI EMFEIC L APFS (20094E1H14HF—% 4 v M4 7)

HERR G R B R
(n=505) (n=513)
rhgLfiE NE NE
(95% 1= #H X ]) (NE. NE) (34.5% A, NE)
= R 0.50
(95% 1= HH X 1)) (0.39. 0.64)
pfi
(log-rank#i5e) p<0.0001

intent to treatf##T
NE (not estimable:ZFflli A~ #E)

1.0

0.9

0.8

0.7
Ei:3

# 06
=

£ 05
#04

ES
0.3

T MREUAR
EREBEH

0.2

0.1

0.0

T T T T T T T T T T T T T T
0 91 182 273 364 455 546 637 728 819 9101001109211831274
ay

At risk #
RAEIZE 513 498 469 446 411 371 289 261 195 125 82 41 15 7 0
HEFFREEE 505 490 472 460 443 412 336 312 230 164 103 58 18 0 0

[%17-1 PFS®Kaplan-Meier i (2009FE1H14H 74 % v b+ 7)

R-CHOPL ¥ x ¥, R-CVPL ¥ # v WIZR-FCM L ¥ & ¥ |2 X % Efipii
AR D22 A MR BT, 1936112 B\ HEE 4 BEITEH X, R-CHOP
LY A (8816]1) TI16.7%. R-CVPL ¥ £ ¥ (26861) T14.9%.
R-FCML ¥ £ > (4481) T29.5% 2308 541, T2 5B vh Bk A

SE (2.1%) . FEWLEEAE (1.2%). Mgk (1.2%). & (0.9%). ifh
BRIAE (0.8%) TEAIHED BUE (0.6%) K OMEFE (0.6%) Tdh o7z,
MR O 2 ETERERIS01 B I BT, EELEITEN. Grade 32U
LORWERXE) Y ¥ v~ T GRETHIEZ) 35 & o KRR E
T X7 \WGrade 2D O ELED WFNAA29.3% 12300 S, EICK
B (5.2%). HHEREARE (3.4%). EXGEES (3.4%). IS
% (2.2%). HIMERHEAE (1.6%). HFEANVARA (1.4%) . R
(1.4%). e (1.2%) KWHiZ% (1.2%) THh-o7z

- ESMERREE M AHRER (EORTC20981545%)
BHETEREO A RIER Y & ) VB ZIZ.CHOPL Y A~ (v
JUKRAT 7 I R, F¥EULEY JHERRIE, Yo r) A5 Uik
W7V F=vy (EHRFRKRE) o) LIER-CHOPL ¥ 2 |2 &
B R AR A ot L 72 SRR REMIZ46501TH 5 72, [7.5.7.7
ZHd]
231BIIZCHOP L ¥ 4 > 23461IZR-CHOPL ¥ A ¥ 234 & ., & i
HWAFERTHORRIZ, ZRENTL.0% (95%EEXF67.9%.
79.6%). 87.2% (5% EHHX[82.2%. 91.2%) T - 720 R-CHOP
LI XY CREMEPEEIE P72 (p=0.0003, 7 1 ~FehiE) o
R-CHOPL ¥ X V2 & % B 8 AR LIRS 0 22 &V RFAIAE B11234 6112 B\
T BMEIX97.9% 12588 517z, CHOPL ¥ 2 ¥ & ik L TR-CHOP
LY A Y TEHERDE% L & o 22 e IE, B (45.3%) . fEf)
(26.9%) . #EE (17.5%) RUHEHE (7.7%) ThHhotz,
MEFRIR L DO TR R BRI O e S VERRAIAE 13326012 B\ ¢ BITER I
MEFRRREERE (16661) D73.5% TR0 STz, HEGFREIGHE & i LAk
FRRERECRBIRAD % U Lo 72BN, 5 (25.3%) . 4
i (9.0%). EHk (7.8%). LIN%K (7.8%) KU EXGEEKY: (6.0%)
Thol

- S ERARE M5B (RATERER)
RIEROIER TV F ) wosfliBE (ARt v L0 F AMERM
FIBMNL ) > /80E) 12, R-CHOPL Y X ¥ (VY F <7 (GEETFH
Z) WAL YouRAT7 7 I FRMW. FRULED UIERIE €r o
VAF UREBEEE O T L K=y (ENREKRE) OBEF) XIZR-CVPL
Ay (Vv FIvT (@) BEL 7 akAT7 7 3 R
W, €U ) AF URMBEL 7L F=vy (ENREE) o) 12
LB EREARE R EM L 72 E1F A7 V) v F I~ T (EIETH
Wez) A OFHILE %1 ~4mg/mLE LTHS L, £l 4 7 LilBw»
T, Grade3ll_E®infusion reaction (NCI-CTCAEIZ X %) 2580 511
FLAIEH G AR S & E 0D DS ORI R A OV E
FHIREE L LTV TW R WA T, 2% G0 RN >/ SEkED
5,000/ u LA M2 R WEE, #2904 7 VPRI v R~ T (BInT
M z) 8H) (A BUEREIX]1~4mg/mL) %9050 M TS5 L7ze 225, 90
SRS EE, R-CHOPL ¥ A ¥ UZR-CVPL ¥ X Y IZ& TN AR
BARIVE CHIOFRG 217> 72 ZEFHEEH TH 552914 7 )Vicy
V¥ U7 GEETHIEZ) BUH %905 TG L 72D Grade3 3 134
®infusion reaction® FEIHZE (95%EHEX ) 1£.1.1%(0.3%.2.8%) (4/363
Bl) THo717,
GEEVERFMEFI42561 . BIVERIZ51.8% 2786 & 7z,

17.1.3 SRMERKMAFIEE. BREHFEHSRMER
(1) ESHERARE MAEER

2558 MV 91 P S IERE S\ BE LR 1) 26 F8 IMAE 95 D W50 AL T 5800 % ok 2
ELT, [REBREIBKERVECHTD L)y Xy ~7 GRETHEZ) B
#1375mg/m*% 1M H I b T4l 55 2 prHFR ] () v o~ 7H8) & [k
BRIBRERVE R E Y 70k A7 7 2 FARMBOBERRS] (V7
kA7 7 3N L OFEUETMHRBRC B 2HMEELTO LB
Tho721,
#2) HEAFLTL F=v oy (1,000mg/body/H) #1~3m#%5, 7, MilE b
A7 L F=v'r (Img/kg/H. EINRKRR) 2dHIKG L, GHEIZBNT
LEERER TS ERESN,

K17-7
R PR QM DOERRDE
U/f:g:;ﬁ 773 R () FvvTH-
o (n=98) LruFAT 7 3N
SEATEFAT 64% 53% 119%™
(959 121X [H) (54%. 73%) (43%. 63%) (-3%. 24%)

1£3) WGBS 567 AHROBVAS/WGA I 7208 20, EHIHNT2RO7L F=

1:4)

V' (BEINRAGR) oG-k TE e LER L,
FEREASIES T~ — 2 v & LCRRE L 72-20% % Ll > Tk D
AR SN0

(-3%>-20%) %




18. EahEEIE

18.1 fEFAHF
VYR TUERRY) LOoSERR O ) v 8BRS NI ES L L /2B Y)
VOREROFEMIZFEH L T 2 B EGE B PURCD20I SR A ISR A L. Rk
I7 7 ¥ —HEEE S L CBMafE 2 7| S I BME R A ER T
2200, M EROVERER 3. Cla~DfE & % 4 L 7= Wi AR AE A 15
% (CDC)., Mgk, ~27a 77—V RO+ F2I)VF 55— (NK) iz
FHNHEBL L T2 L, EOFc y 5k % 4 L 7z HUR R il i &
(ADCC) TH 2™, £7/2. VY F T~ 7IEBY ¥/ EOCD0IHEAT 5
LT RNV ARFETLZ,

(&H)

18.2 in vitroB

18.2.1 CD20#5& &M
B ¥ I T d % RamosHll A o M 2 1fi 12 388 - 5 CD20I2 A L T
FATINA F S ML L s AT E R L7220

18.2.2 A kF ARG EI/ER
Ramosfilfgicx LTk MiRIZ X ACDCEFFE L, ZDOCDCIEEIXIEAT/Y
A F RS EHPLL TP,

18.2.3 A KFHHRGEER
Ramosillfii (243 2 NKMIFOADCCH FHE L, £ DADCCIEMIZEAT/ N A
F RS & A T W EAIATRED S 7z,

18.2.4 7R h—> RFERE
N A=Y T MmER SN L TT R = A% #E L, RamosHlifiz
RS2 7 AR b — 2 AFEARIR AT NA T EHEAT LB T,

ONE STV 13-

18.3 WA KEMMEEZE/ER (complement-dependent cytotoxicity. CDC)
VX 7ide MEROFEET . 2.2ug/mLOEE CTSBMIL (v b sk
CD20FEMIAE) D50% % 7% L 7275, HSBANL (e b HHsCD20R A
IZIEFET CD20HUE % A 3 A ML 0k U CHIMRE R SV % 4
T 52 EPMER SNz T2 MR T SR E (CD34ks MAl)
DA = —TEEICE L e h o 72,

184 MAKEHMARAAEMEMEBEEEEMA (antibody-dependent cell-
mediated cytotoxicity, ADCC)

21. &B&M

211 RIS A 7 FREH A RKED L, BEYICERT S L.

(BififatEIER T ¥ > 1) L /NEE)

21.2 fERAREFAEIC DOV, R SN IRERAAEICE T 25T oM E %
BE 2L HRNICHEREE LD F O TRT L2 L,

22, A%

(UY %2~ 7BSEEREI00mg [7 74 ¥—])
10mL [1234 7)V]

(VY% v TBSEHERE500mg [7 71 H—])
50mL [1/54 7 V]

23. EBEXH

1) B LOUEEORGAKESE - BIOIEERET a3 ARHEN O 4
RS ) Y F T (BIEETHIRZ) GREMHIIREET o CD20
st OBMIM: ) o oSBT B ()

2) BERLEOLEROEVAK EEINYIS 30 eSS AL E SNk & i
B 1 VYR~ T (BIZFHBEZ) (RIEEPIHIKE T oCD20
Bt OBRIE ) > o shagE s ()

%3) Krysko KM,et al. : Neurol Neuroimmunol Neuroinflamm. 2020;7 (1) :
€637

4) Igarashi T,et al. : Ann. Oncol. 2002 ; 13 : 928-943

5) Igarashi T,et al. : Int.]J.Hematol. 2001 ; 73 : 213-221

6) Tobinai K,et al. : Ann. Oncol.1998 ; 9 : 527-534

7) Alasfoor K, et al. : Ann. Hematol. 2009 ; 88 : 239-243

8) ALPEHL SN T/ AR

*%0) A IAHBER (1) v %4 > S KGRAE A B 2015475 H 26 H &G2,

A (D 30 (1)

H%10) FEIAAS IANRRER (1) 34 > © Gl « ZKGAE A H 1 202045121 25H

KGR A E6.1.1)

[TDEC-C2B8H.[AI#% 5k 0 SN B & [ fe AT ] (1) % 4 > © piiiii
EKFREEJTH C 20014E6 T20H . HIRSERMEEZEA . L, oA, U
Hil)

12) ALPVER - EIRI S TSR

11

=

VYF T 7ide b7 27 5 —HBOFEAE T, 3.9ug/mLOEE TSBHMl  |%%13) ENG TR () 34 Ol - &KEHH 2001456 H20H |

B D50% % g L 725, HSBMINR I3, CD20PUE % A 3 2 Mgz xt AR R . BR %)

L CHURKAF AT A TE A G SR 2 A5 5 & L SRR & 722V, sk14) [EIPVES TARGER (V) 39 > © LM A4 A H 20034E9 A 19 H A&,
% % 18.5 /n vitro CD20HE4FENEA1ER FAamEE D )

IDEC-2B8 (V) v ¥ ¥~ 7 L[l —OCD20PUF R, (W2 ERI) 24 [%%15) EIN IAHEER (V) v 24 > ©misgiE - AZEA H 1 20204612H25H

T %~y ARICD20E / 7 b —F)Uifk) 1k, BEAFOHCD20biATd 5Bl KRB, FAEREET.1.1D)

Dk hCD2OBLE 0 BS54 % IREEREIICIHE L. Z0IC50 (GO%FHE  |[%x16) EPNE THRER (VU 34 o Ok  AZEHRH © 20204:12H25H

JEEE) {HIZBL. Leul6 (fik MCD20HLfK) ©1/2~1/3&. & FCD20biJ
W5 LTRSS G RE 2R L 72 C OBV HURIF R Gk,
VYR T (v A-E PFATRGUR) COMERESLTLY,

% %18.6 /n vitro B »NERSEMEAER

Vv 7id, b MRIMBY Yo8Eke v MEIEEEB Y > SEMTY & 4%
FZREE L Mo R Rl & ERUE L Ao 722

18.7 /in vivo BY > INEEE/ER
B =7 A IV EL 48 K 04 H B8 H SRS L7 S, R M.
BREL ) Y SEIHROBY Y XERIZFEHIZHA L7ze B, TV ¥ /23E8RkIZIE
AL E RO o 722

18.8 b MEEHMR & DX
A b EFEHAEROHRE N & O LR E AR R. Vv F T
DOREZE R L7zOiE, V) 2 3NE L i, RAEmAE. Rk, MiEo AT,
ZNLIADIEY 2 SRR L XU L 7R o 727
FED AL AEEES ) v YT GRETHIRZ) A LIzMabThera® (EUT

AAENF) YR ~T GEETHEL) BH) 2385,

19. B3RS BT 2ELFHIRE

—MEER )Y F o~ T (BETHIRZ) [V Y ¥~ T HRERE2]
Rituximab (Genetical Recombination) [Rituximab Biosimilar 2] (JAN)

RE ) wxo~7 GEETHIRZ) [V o~ 7Hmb2] &, fET
ZAFATE 7U—FUHURTH Y, v APik FCD20E / 7 10— F Vit
ROULEIR e MgGLOERRN S % %o )Y F <7 GHEFHIEL)
[y FRI~7HE2] d, Fx A =—ZNA A7 —PJIEMIIC X Y el
Noo VYF =7 (BETHIRZ) [V Y F 37 H%k2] &, 4610
T3 EERIENS 2 AHE (y18H) 2RO T I WERE, SR D
L8 (k8 2RO S NAHESY v 578 (51 5#9147,000) Th b,

20. BBV EDEE
HARE I L TRAET 2 2 o

*%18

R ARG ET 2.1

H*%17) MRSV IARGER () 4 > © il - KGR H ¢ 202045121 25H

AR, HEAEHEET.1.2.1)

WL ISR (1) 7 4 > ©RUREHE - KRR H B 20204F12H 251
KB WAEMEHT.2.2)

19) Stone J. et al. : N. Engl. J. Med. 2010 : 363 : 221-232

20) Jaglowski SM, Alinari L, Lapalombella R, et al. The clinical
application of monoclonal antibodies in chronic lymphocytic leukemia.
Blood. 2010 ; 116 (19) : 3705-14.

Weiner, GJ. Rituximab: mechanism of action. Seminars in
Hematology. 2010 ; 47 (2) : 115-23.

Byrd, JC, Kitada, S, Flinn, IW, et al. The mechanism of tumor
cell clearance by rituximab in vivo in patients with B-cell chronic

=

21

22

=

lymphocytic leukemia: evidence of caspase activation and apoptosis
induction. Blood. 2002 ; 99 (3) : 1038-43.

23) *NERL © In vitroBERh S A ER

24) Reff ME et al. : Blood.1994 ; 83 : 435-445

*%25) [~ ZHKIDEC-2B8M b FCD20IZK§ % /5 &4k (1) » F4 28

FEERE KGR H 200146 H20H  HIEEERHEE k. SEEER)

*%26) [¥7 A -t bF 2 FHAIDEC-C2B8D & KAHMLFBY > /S8R Ok

M ESEEB Y v/ SHERIIE RS B s A SRR () S o R
ARFRAEAH © 20014E6 A20H . HIGHERMREL R . FEPER)

e bIEHHIE & DS OGHERER ] (V) %4 > © s &REH |
20014E6 H20H . HRFERIBEE = . #1%)

24, XEFERERVBEVEDER
77 A A B s —
T151-8589 HUHARIEAR X MR 4 AR3-22-7
SEAFEIR S A YL 0120-664-467
FAX 03-3379-3053
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26. BEERTTEES
26.1 SOEERZETT

e
ot @ Pfizer

FORUR AT XA 4 AR3-22-7

QBRI
007
PAA182026



KON E () &
BAXE () BHORIEZSRT

2022 4= X A1ERK (55 1 hR)

BF & 2~8°CTIRTE
BEXhEAR : 60 5 A

A AR L 2 R 5

87339
HGEBE S | XXXXXXXXXX
Woebiss | 20XX 4F XX A

(EANIE S A
—A$8E MMetivon Wil lebrand BEFE / ¥ O—F Ltk

NT5LRATT (EETFHEBA) BH
WA BEERY

H T E%EETA 10mg
CABLIVI® Injection

TR - EMEOLRLEICL VAT L

g

H

AEOFEICLYHONFKEL, EEGHIDBZEIC
FRTICELIEETNDH DA FOFERAICH- > TIE.
HIOEKREZEE L. RERSOER T EEITHIE
T3 &, [8.1-8.3. 10.2, 11.1.1 5]

2.EE (ROBHIZII/ELAEWNI &)

2.1 REN DA xT LIBBUE OBEERE D & % B

2.2 BRIRBIC ERZRIEEIMED i &2 R4 % B [ % B)
EToEnnH5,] [9.1.1 &)

3. fHRK - K
3.1 #HRk
1A T VR DSy
552 é} %ﬁl)
BRKSy | HT TV A~ T (G Z) 12.5 mg
WK =R 0.21 mg
V= S NDRVNN, it 5.58 mg
RN
’ FRLE 70 mg
AV L— | 80 0.11 mg
WA |1 ) o HRBERAK 1 nL

FANIKIGE 2 v CitiEsh s,
E D ARMITRREEOREEZEZEL, V77V A~T7 (B THIRZ)
10 mg MG TEH L5, WEEHINA TN,

3.2 HEIDOMEK

PR - FIE HE DA (BT R Al
pH 6.3~6.7 2

RGBT LY FORRE

W 2) 13 T )vZK 1 nL CTUafiE Lk
1 3) ABRAIRIC KT 5 b

4. HREXRIEZR
R i 4% 14 o /MR A 14 SR BE S

6. BERURAE

ALY 12 BELL B 2R E 40 kg BLEO/NRIZE,
AR OB H-H) HIL, MEAHATIZ 10 mg & FARNEE G- L,
MAEAHLRE T 121 10mg 2 2 TG 2, 2% miE
AR L, MR THRIC 1 B 1B 10mg 2T
B4 5, miERHif%IZ, 1 B 11810 mg % 30 H

g 54 %,
fis, BHEORIECIE LT, MMM 30 AR
A CAROBRG 2T 5 2 LR TE 5,

1. AERUVREICEET 53R

11 BRITA RIA VEOEFHOERESBIT, AHIC
K DRI AFEAS H e O G1) 72 fe 5 Pl 3612 L DA v
BELOFRT 52 &,

1.2 RANC X BIRFEILATREZR R Y A% AT AR 1 DO B4R
LRI BRAET 5 Z & AFI OB G135
BALRD 15 SATETIZHE T 52 &, [17.1.1, 17. 1.2
2]

7.3 MAERBEAMIC AR OB 5 %2 iz 5613, KMo
TR CHECMICEEET 5 Z &, 7eks, A B
BAIZAF O 5% ST 56121%, BT ERZD B
12 RPN TH IR G5 2 LR TE 5, 12 FEH
PRI HGAE. B5E 1 REEK L, BE ok A7
T a— UV, REIGPLHEETHZ L,

7.4 AR B 30 BRI TR T, R M mAeE
M SIS P SE BN OO SR S8 (ADAMTS13 ik
DX T FEFEES) D580 HILDEAIL., S IFRED
Bl & SEhE L 72 T, B R M AR f s PR S
BEJR OEIR X135 (ADAMTS13 &M DAR T e )
DERTHETARROEGEMGT 52 LN TE S,
7272 L, AR OG- HIENIES Z & % R ifn ke 1
IR TESRBER O U A 7 NI Y A 7 235 8,
LCHE L, AR Hif% 30 A A TARK %
BETHHEAIT 4 ERETEHRE LTEARLES
ke Lonwz &, [17.1.1, 17.1.2 BHE]

5 ARAIF G AT 2 BISL % R A s R
DHESRBER O T NFRD b GA TR, 2 BB O
Wk 5B IATOT AR O EE2HIET 5 L,

~

8 EELEANIEER

8.1 AANFH M OMERMEEZE RS, KAOHRGIC
X0 @ ARG T IR M A & TR i 23
HEENTWDID, K% oMEs EEGR BT
5T &, BRRMICERRHMAAE U5, AFA
OG- 2l L, BHEICS U CIIERME & &%
D H z, B EIMAEH 2 EFIZRT 72 DIZERRM
WHEG) R EEZITO 2 &, ARAOREG2HET 55
Ak, B OBER 2V, EERSBETL 2 L,
[1.. 8.2, 8.3, 10.2, 11.1.1&K]

8.2 ARANDEHIZ LY | ESLCHIMALE LT VWD &



B0 S OIS Z 5 ATREMENH 5 Z L L@
WD HIEMICE R 23D AT REMEN H 5 Z L 2 BE
WCHLAT 5 2 &, W SRR D UTIBEE oM,
M3GER A M ORER (T PR REE, 9% 57 | AR T
RAPEZ AL D) BENHAIE, B HICEREISHE
T ORFICHRES L L, £, s (A
T BT AFERE LTV D BEERMICYL
TIEZH L HIBEFICHRESTHZ L, [1., 8.1, 8.3,
11.1. 1 BH#]

8.3 AT R ERAY 70 ML E X 1Tt o (= BER AL E
O 7 HENZIEIAF OG5 2H 13252 &, Bifick D
MO fEREE L U, AR O5-% 6 L7z,
HIML OB 72 W IEBIRLS Bl 95 2 L, BaTIT
DLERGAICIE, MRHEME S bHEO S x| ki
VER 2 EFICR 372 OICRR N HE O 2L E 21T H 2
Lo [1., 8.1, 8.2, 11. 1.1 ]

8.4 AHIDHCHEEITHI-> UL UTOEICEET S
&,
- AKEIOBEBMRICHT- o TiE, EREERICEW

T, WTEMCE 52, EMOBEEOEED L

ETHREERITH Z L,

B &SR i o 1 B 1 [E 10 mg &

THREDBEDOHRETDHZ L,

HOHGO®MAIZHOWTIE, EiNZE oYMt

FEBEICRFT L, +ORBEIMEER L=

B, AREIBEGIZ LD ERE & B OV TR

FENERL, BEAOEEICRETEXLILE

R Lz B¢, EMoEHEBED Y & CHEiET

HT L,

BoGomA%, AN L 5EIWERR DI

LA B &G Ofk oS Mg R & 72 5 F]

BRMERH H5EICE, BEHICECEGEHIES

. EAIOEHE T CEEICEET R EHIR

WEZEITH Z &, Flo, AAEGZICEIERO

FHNGDN D B ERER ~EET 5 X D

BEICEET S &,

B OEFBREZHHER LW X S ICREI

HEAREL, BEREFEIFEONVTHEET S

&,

I BENERERTABHICHT IR
9.1 BHHE - IEEFOHLESE
9. 1.1 FHHOHMZEEY 5EE (FRKRMICEXRGEE

1
1
DHMZEEYT HEEZR ) RITHM) XV DFWE

P
5
IO H L (FARPICE R HmZ2R<) g%
TR IR R (1) 2043 i ACRs S it oD if. ik Ve ] K]
FRZIE) DB EF TILIRE EOF RN L kMt
WZDWTHEET L7z BT AR OF G- 7 & HE I
WL, #572880F, BEE 2T 28, H
I % B 975 SO i O fE i 358 K325 RTREME A
H5, [2.2 5]

9.3 FTiEEEE RS

9.3.1 EEOHEEREENDHIESE
B EOA ML ERIEICOVWTHRE L7Z BT, &
R OEE S EEICHBI L, &5 725613, @
Ba AT H Z b, BEOIHERER S BE 2 %4
& U BRPREBR I3 = LT W v, il o fEkRtE»3
HMRKTI2BENANH D,

9.5 iR
TS SAFAEAR L T 2 FIREMED & 2 PRI, TR%R

oSG Z EED LHETS N S5EICO
HFEET DL, HIREALE Y P THRIE~BITTS
ZEBWmE SR TND,

9.6 23R
BR LOARMER OBILREEBORREEZZE L, %
O TP IR BET 5 2 &,

9.7 MRF
INREE G L LT BRRBRIT I L TRy,

10. HE{EHA
10.2 BtAEE (BRISEET S &)

PR B AR - B 715 B - R T

PR (64 3| =0 b 360 & o fF IS | AAN IR 0 B ORI
VRSP BRI py o A | W 2 R E A L 0
B KT BBZNRG L0 | BRICL Y HiLofEk
ﬁ%;iﬁi@iﬁ(ﬁgi T OB RIS fo | AT Bl e A b
YUYk | R A L TRE | B,

BWE (70X gy s e, B
T8, TNT T Wt i
(1., 8.1mpp) | PREICEETSC &

I /s R B | 2 A B 3EAD & o OF T | ARAL OB MR EE D
TERZAT DA | L0 HlLOGBIESE | BEEROZD, 2hb
(FrurbEv Ul | KTD2B8ZU0RH D0 | EAEOHFHIZE Y H
figti, 7unbE K7 | T, B E oA R MOBRENREKT D
LOVEilEE, 7 | e fERME AR L T | BERH D,

FAY Y FE | EEIEET S 28 &

%) G 3B & +ocT
[1.. 8. 1HHZM] | W, HiLORBUEE T
HT &,
1. 8l¥EA

WORWERRH 5o d ZENH DD T, BEL+
INNATV, BE PR SN G EE2 Pk
%70 Y EEITO Z &,

1.1 EXLEMER

11.1.1
B GBEEEARET) . Ve i (EEARE) %o
&G )T ESER 2 i 2 S e R I, S I
(18.6%) . HAHIML (10.2%) ZERH b D Z LR
H%, [1.. 8.1-8.3 5]

1.2 Z0thaEIER

10 %Lk 10 %Al
LS E N TR I [ B
L UM R R
B ki TR0 o B i, R
T
B X OUR K ifiJ#
AFER B L O M, A RGE 2%
TRk
— ik - REREE | ARG, R BT — T VR B
B L OGN i, FESFERALH L, 3 557
DRRE
HE, hEB X A5
OMLE A DHE
HEBRB IO 75 P
it AL e
PSR IR Gt
BERBIOET ZEIRE
AR

14 BALEDIE
141 EFIREBFOTE
14.1.1 FRAENONSA T EGFERRR OV > P INER




RS TWD I L EMRT DL L,

14.1.2 WG OBMRESR D T-0Is, U o
DO RFHESFHAK L oL 2 HNCTEKNZ BT 52 &
14.1.3 7r—%ROBXIMENERIZEMET H E T,
NA T NEFERCITEE Y BT Z LR E D Lk &,
14.1.4 R LIZERDBAEHTHL ZE2BHAICE
DHERT D Z & MR LI EERNL T R TAAL T by
RN A NN

14.1.5 ¥EfiE L73ANT T e b5 2 L9 <Iic
HBTE 7206, BERT (2C~8C) L. &fiftk 4 5
ML G35 2 &,

14.2 RHIBEHOIE

14.2.1 #1H OPEHREGIX, #IkNES T2, 20
e D G1L, ~Z O JE P % BT THEE O Y 225 AL
THHT B L, BEEORI—EAIZER L TR AL
AR

14.2.2 HoBALRE LN &y

14.2.3  ##IRNIE G- OB FRIRZ A 213 55813,
HRAPRAHIE T H R 5%7 R UG oO W
TIA LT T7vaddHl i,

14.2. 4 B 5 RIOEMRIRICEDCECR AL NTHE
R L2V b,

14.2.5 2V UNOBEMRIRITEER ST 52 L,

14.3 RHHIRfTHRDIE

14.3.1 BEDPFRETRIFT DHE TRV TR R
WTRAFT D Z ENEE LA, EIR (30°CLLT) TR
FT5Z b TE S, FBRTRF LSS, MW
RR 728 2 72 WREDE T 2 o H BINICAEH U FR OV TR LS
RERNEDITRET L &,

14.3.2  EHIW A O ERE RS OB SOV T, R
EOFRIZWED Z &,

15. ZDHDEE

15.1 BEEERERAICE D <154
WAL S MIARFAER (ALX0681-C301, HERCULES #&%k) <
I, RFI G T CEA SN TS HUE R A A3 5
BED 3. 12580 B, OB THRBUERD
Lz, EWNE /IR (ALX0681-C202 #5R)
Tl AFE G T CEA SN HLEEY PR S A HI P
HBE O 14. 3% b, £ O2p]THRFHEN
RO BT, FUERREL & BRRNE K Ltk & DR
HIIH S TR,

16. E¥EhEE

16.1 mepEE

16.1.1 BE[REI%E (5 I 8558
H AR NEFERERE ICAK 5 mg ™ KON 10 mg & HilA]
FRN G-, W ONTARFA] 10 mg & BRI TG Lz
& EORFN DM IR EEHER K OB HE X5
A—FIZUTOERBY ThoTz, V
) AFNOAGRENZHEIZ 1E] 10 mg TH D,

A AN R AR & BRI G L7 & & OAH
DM BEFREHER (FE)E£SD)

2500 = ——
3 —o— Smg MFIRBEY (68
= —e— I0mg MRS (8 )
o 2 —— 10mg TS (8 #)
2=
® 1500
w
o 1000
LA
o
- 143
i e o T
H
T T T T )
0 12 24 18 2
R (h)

A AN R A 2 R L7z & & OARHA|
DIRYTRE N T A — X

Py B | Crmax tmax D Tz AUCp-00 CL Vz
~ % [ng/mL) (h) (h)  h'ng/mL)| (mL/h) | (mL)
et | 6 [1240% 0%;5(’) , |2129% [14720+ | 3103+ [s952
g 1200 [T | 4866 | 4419 104.6 | 1060
lomg | o |1986= ((;)'22;7 21.06+ |17020+ | 569.8% 16630+
iv 165.5 0 5433 | 3837 123.6 | 1986
10mg | o [7498% [3.0202 |36.85% 31850+ | 326.1= 16190+
sc 2053 |97-6) | 9.943 | 10380 137.9 | 5023

SEEMEESD  iv: IR s KRS
TEL) PR R/ IMit- S R AiE)

16.1.2 REH®RE (5 | HEER)
BANEEFRAERE ICAK 10mg 2 1 B 107 AKX
BRTEE LizL X OIRMENE T A —ZITLLTO
EBYTHoT, V

A AR NSERERRA (A 2 B e 55 LT & & OAHA
DI ENRE T A —H

B Cmax tmax 2 AUCo-24 Rave ™9
#5A
4 | (ng/mL) (h) (h*ng/mL)
679.2+ 3.00 11360+
1HH 9
275.9 (3-9) 4273
468.3+ 3.00 8439+ 0.74862+0.1545)
7THH 9
150.8 (2.95 - 3.02) 1836
SEHIE+SD

TE2) MR e/ IVi- e KfiE)
7 3) Rave=7 H H® AUCo21/1 H H® AUCo-24

16.1.3 XML /MMREDELEBR (TTP) BFIC
HlTHmiEhEE
RHEM S @ Re /3 %2 (PK/PD) 5 1% W,
BRME TTP FBEICAK] 10 mg % #IEIEENRN TS 514 |
M AEAZ % S H 3 IS AK] 10mg 2 1 H 1 BIKIE L
THRE LI EDRERELT I 2L —T g LR
REFEIRIEIZEBIT 5 Coax (F9E) 1 609. 4 ng/mL,
k7 7 mAEPEEE (P 9fE) 1% 435. 5 ng/mL, AUCo a4
(FF9fE) 1% 12473 ng-h/mL TH o7, 2

16.6 HENEREZHIT HESE

16.6.1 BHEEEESRE
BRM TP B IR 2 REM Ry EhE/ K%
(PK/PD) fRNTOFER, \E (F v T7F=02 VT 5
V2% 60 mL/min BA F 90 mL/min AV) . SR (7
L7 F=27 175230 nl/min LA F 60 mL/min
i) AFEE(Z V7 F =227 YT 72 A30mnL/min



i) ORERERRE 2 AT 5 B L HEEgERE (7
L7 F=7 T T2 4290 nl/minkk |) & DO,
AFI DY EEE I EITRD BN o Tz, 2

16.6.2 /MR

INRE R IR E LT REIRRBR I I L T, AR
AEBRE (18 LA ) Zxtg & LI-FARRBR THE S
NiHeET — 2 2RI, RAOBRERE L 4 von
Willebrand K FHiE (VWE:Ag) & OFREAEM &2 MiEt
U 7o RHEF IR BN RE /3815 (PK/PD) 7 /L & Ak4E
L7z, BHEF] PK/PD &5 /1% VT, A OBEE &
ETHILTYIab— g LR, K 40 ke
PLEO/NRIZAHF 10 mg/ H 285 L2846, AFIO
HYENEEIIREAN L FMETH D & RIS, ?

BRME TTP OBEBRE 145 4 & *FGc, EHEIRE (il
HERSHR . SOEEMEINRE) 1B L TAH (T240) X
X7 7%R (134) 2535, 7040k, &
B, 77 BRI ERER A L, AR T,
Z & PMERNT 1 BHSEAS R 5 50T 72 g0 A3 A
ANB Tz, 7 v & MR HRA) O IMAEZSHE FEHERTIZ
AF) 10 mg L7 7 R EFHIRN~DOSFHEFIC X
D 15T L EENT, EDH%OMEA MIEAL
B R O 30 A Mo A mAEss s IR, Mot
RHRE T 1% 2 RERILINICAA] 10 mg I 7 7R %
FTEFICEY 1R 1E®RETHZEEENT,

30 H o A AE A #a1% L% OEBRIRO & 5
FERITDOWTIX, %R TTP DR X
(ADAMTS13 VEMEIR FHpE%E) 9 HA I, 1R
o5 2 1ERTOBM LU KECT4lEME LT,

[RIRFC, S sla R O b 21T - 72, —EEM
HWRC BT 25 MM o fRfEiL, AF#ET 35 H
THY ., RAOHRKOFESHIMIZ65 B TH 7=,

17. BRERRAE
17.1 AR UVREMEICET 2HER
17.1.1 ER% 0/ME8 ALX0681-C202

B RN TTP OPRAT & X, RO (IR
o SoFEMEIIRIE) (TIBIN U CARA 245 54 B B,
IR % I L7,
BMERRATIZ, PP MY (n=15) ZxT8R E L TiT-
77
D IRBRIERFHEE ) S O ERARGEMN B o T BRFT 2R | 1hBRIE
i G A © TH G R ONBRRA 2 56 T3 %5 2>, TRBR I 1 E
TIPS T TTP DFREMFRWD B IV 5 AT RE ey
LM RERIL, 1BBRIEE 1 E ERSSh
T~ TCoOHERE & LT,
AR T, BERNC R K | [BIMSE R H % 5 724
BREDFAAN DL, HIER O &, BEE Kk
WO MEAZHARTIC, A 10 mg Z AR~ Ak
FHZ X0 1 [EET5 28 L&, Z0%koEH
I AT AT 2 OV 30 H [# o03E B i S #a % IR
MAFEAZHARE T 4% 2 BRI LAPNIC AR 10 mg % B2 RS
ICED TR IRERRETHZEESNT,
30 Ao A A #1481 LA OIRBRIEE 5.0
FERAZ DWW TIL, R TP 5 R i e
(ADAMTS I3 VG VIR T FiESE) 29 mA12IE, AR
SOBH &2 1 BT O8N L &ET8#EM & L,
[RIFFIC, el kO Rt 217 - 72,
TRERIEAN 1 B B 5 S -9 Tt 21650
Mick T2 EHMoFEIL 35 HTHY, K
DFEHIMIZ 69 A Th -7,
AR OFHEIL, 2IRFIE (EBRIEORKEE 5%
28 HHEOBHAEMEZET) BT TTP X
FEG TR L7z (PP 8£HD) . TTP H¥IX. &AM
RO IEFAL GE B A # A F ik LT b MK
8 150,000 /L BLEIZZRYD , o FD% 5 AL
PICE B SEAs A il L= 3354) I8 Lz
AN E T B RSO BB 2 E T 5 b D L E
FL,
PP EMIZIHBWT, RIFBREIBHFIZ 14 6.7 % O
B T TTP OFRENRD b, FRNCHE SN
RENFUE (20 %LLF) Zifz L7z, TTP B#Est XX
BB 5T CoORKNRMBERMEA X b2AT
DR IIRD SRS Tm, P
LAV R GEMICBW T, 124 (B7.1%) O
BRE CRIERNFEO Lz, EHEE TRD Sl
VERIIE. ALT 8800 2 4 (9.5%) . S 2 44 (9.5 %)
KOG 24 (9.5%) Tholz, P [7.2, 7.4
2]

17.1.2 #BH E MAEHER ALX0681-C301 (HERCULES ZER)

AR OFHMEZ, /MO EREbE TOMM Ok
PN A IREE DS 150 x 10°/L LA B 22 -7 5 HLL
P B EAs 2 ik L7304 & E8) TRk S
. KFIEET, 2.69 [1.89, 2.83] H. 7T kREE
T 2.88 [2.68, 3.56] H (HuufE [95%FHEX )
ERFICE B EM AR LTz (p=0.0099, &
JEROEIEE (GCS 12 LR X 13~15) THRERIL
72l log-rank i), ML/ MEREOEF (LM
WZBEF 2 ARKIBED 7 T B RBEC T DY — R
1.55 ThH o7,

TRBRERE 5 HARC T B TTP B4, TTP H¥E. X
131 DL B OTRBR IR 5. C o EK 7R A FE AR A
AU N EFEBL U TR 1T ARAIRE T4 (12. 7 %) |
FSEREETI64 (49.3 %) Thol-.
VRBRINE (RO RKE 5% 28 HREOEHGH
BEFL) IZBT D TP HEEGIL, AAMET I 4
(12.7%). 77 REET 284 (38.4%) Thol,
5)

HEAME TTP (4 H M OEEIRE ML I/ MR O £
DA BT LDH S EEVEE LR A 2 D35A & EFR)
1T, 77 BARETIEI 3L Q2% IR DL, K
RIBETITFRO HLZe o7z,

AFIBETIE, IEanfEE ~—%— (LDH, cTnl KON
B VT F =) BIEFILT D E OB ERET
HEMABEE SN, AFIFECIE, MR A o
SEfE, MRS E ORI ERRD Sz, ©
BIERIZ, IR 2@ L CARAIBETIX 57.7 %
(41/71 &) RO, EREWEMIX, S
23.9% (17/714) . EAWHM 11.3 % (8/71 4) KX
Pl 7.0% (5/714) Th-olz, ¥ [7.2. 7.4 BR]

18. FE
18.1 {ERILIF

H 753 X< 7% von Willebrand R+ (VWF) o Al
RAA EAERN LT 8GR — AR Mt b
bE ) 7 o —F AHUET, VIF & i/ R o R B AR
ZEETLZZEICLD, BRI TP ORETH L
Ear & VWE B i MRERSE & Bl 95, £72 VIWF
OENE~FEL | AFDFES Lz VWP Ok &Rk
T, 7

18.2 M/MRIZHY 1R

AH|D invitro TOHEBZEMFMEZ, & N R OEE)
WTE O i BERRAR I QN B AR TR 2. VWE B 2 v
TRt L7z & 2 A, AFNL VWF D Al KA A THER
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20.

N
—_

22.

23.

1)

2)
3)
4)
5)
6)

7

T 252 &L Y VWF T 2 /MR O S % FLE T
LR EN, Y

3 BRETIPETILICNT 21EH

b BB RMETTP £T MICEWT, AANI TP o2&k
My — NTh A M/, AN & R
BRIzt LT PRI R M ORI R 2R LTz,
T, BT VAT OREREITE Y, VIF:Ag
JE & i B E VIR IR MR T LA, PP

A ICEY SEEFMARE

— IR AT TR~ T GEIGTFHEILZ)
Caplacizumab (Genetical Recombination) (JAN)
N BT Ty R~ TE, B R
$H_iE ) 7 v —FFiE (VH-VH) TH Y, 1~128
FHRED 132~259 FHIZ, #hZEhte Mebie &
von Willebrand [+ (VWF) Hi{&d w251 H 6 72
O PR E IO T D T~ H SHPUARIZ 3k
T5, W7 T RXwT7%, 259 @DT I ) BRI
LIRABRINIETH D,

BN EDEE
FANIAFNANIARETRIFT D Z &,
RGBS

L EESY A7 EHEFHEERED L, BUNIERT D

Ny
— o

. ERNTORBIEGINBRD TRONTND Z LM,

BUERGER . —EROERNIR D T — 2 BEM S
D ETOMIZ, SAEF] 2 6k G B A 2 b
T LIk FARIOFEMBEEOFFHHRZ LR
%L LB AR OLREN R ORI 7 —
Sz RINCIEE U, AR O IERE I L EE i E &
HLoHZ L,

aE

LA TN [FLT7 40 RV vy (RARERGE
SR L mL) X130 ]

FEk

FENEEE ¢ B AR AR SRE oh B HE] R OV AR 4 -5
I MERRRER OKGRFEHH 2022 FOH@H.,
CTD2.7.2.2)

FENE R - R EhRE I T OKERAE A
H:2022 F@H@H, CTD 2.7.2.3)

AR - ENE O/ IR BR ALX0681-C202 (KRR
EAH 2022 F@H@H, CID2.7.6.2)

FEPNERE  ENEE T/ IARER GRFR4EAR B @ 2022

F@H@H, CID2.7.3.2)

FENER) - WAL AR EE PR 3R ORERAEA B @ 2022
F@H@H. CID2.7.3.2)

FENER) - WAL S AR ER PR ERBR ALX0681-C301 (7K
WHEAH 2022 @ @H, CTD2.7.6.2)
B R SRR O T GRFBAEA B - 2022
F@H@H. CID2.6.2.5)

8) thPE L - FEERIRABR OBELREAN CRER4EH B 2022

24.

FQ@H@H. CTD2.4.2)

X ERERUBWLEDLE L

VAR S %t R

a—ntr¥— T OHKE

T163-1488 HAESHIEXESE =T H20% 2 &
7Y —X A/ 0120-109-905 FAX (03) 6301-3010

26 BB IR EES
26.1 BEARSETT
W7 4 RSt
T163-1488 HURHHE X E =T H20% 2 =



1.8 HIANER
HhITS53VX3T (EETFHEERZ)

RAXE () O THEEXEHR] . TRERUVAE] ORERM

4 TseeXIEHEl (F)

& RV AR /N PESR B

[FX EARAL]

AKFND 088 « 2h 8 1%, & R mARMEm /MBS (LA, %R TTP E#d) 1oxb
HIENOEEKRRER (ALX0681-C202) K O KIME TTP (2% 2 OEEKRE (ALX0681-C301) D
FERA LI, WS T TRhRE - R AR E X TRRIE LT,

ALX0681-C202 35k

H A CEHE L7218 RI%E TTP O#EBRE 21 4 (HRMEOFHErTRE4 2 154) A x5 e L7285 /1A

F—T T BEEORBRTH Y | EHERE (I8, s (BT 7 I v RA~v7

BEG- Iz,

ARENPB A L0 EEAEFMEE Ch 2RI 5 TTP & 3 L& OFIE13 6.7 %

(1/154) Th Y FRNTHRE LT BhEENER Sz,

RIRHIA MR B IZ DWW CH UL T Oy | BAFREGRE CTh o 72,

o SRR LM (RBRIKO R 5% 28 HREOBHFIEMMZ&Tr) I TTP BE DX
IXTRBREE 5 T CREL L R AR e A X MIERO bie o7z

o /MR O EFAL G B mAEAcH A ik U C b MBS 150,000 /2 L EL EIZ72 0 . v 0Z D
% 5 B UANICHE B ISEAc#az ik L7-358) £ OO REIL, 279 B (95% (S8 XM :
1.758,3.588 H)

o HEHRMETTP OERICAEE L BB XV R0 o 72,

« 933% (14/154) OHERE I\ T 3 DOfifgsiEE~—2— (LDH, cTnl XMIE 2 L7 F
=) OEOIEFALGRD Hiv, EF{LE TOHIM O IAEIL 2.65 (0.977;4.980) H ThH > 7=

o E P mAEASH IR (WIRlE B AEAS L I O &) ISR D miEscH o B o g (Bl
i~ ARME) 1%, 5H 3~7H) THhotz,

ALX0681-C301 (HERCULES) 3Bk

AFRERIT L RIE TTP OWBRE 145 8 26 R L LEH 3. 72 ok, —EEHR, 77 B RxR
R THY ., 111 OLRTEER S, EERRE (LR, EREHE) (BmLTh 77X
<7 RIFT T RRFKE ST,
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1.8 FIXEE
TR T EREFHEERZ)

ARANBEGAZ L0 FFEADMFMEE Th 2 /MWD EF L E TOMM (RN i/ M 150 x
109/L LA & 7p o724 5 HUAPIZHE B MR A Ik L7256 L ER) IZBW T, B 77 v X< TH#
THEICHEERBD 2R LT (p=0.0099) . #1773 X~ 7 %5 LI 13ERE O R T
IR D TEFALZ T DHERN T T AR E R G LTBRE Ll L, 155 % @07,

N7 T A~ TG C, TTP B#sE, TTP 5%, XX 1 DL EOIRBREER 5 T COE KA i 2
PEA R N EFRBL LIRS OBIEIL T T B ARG & LT 74%800 L7z (p <0.0001)

HYEYE TTP 1X, 77 B ARFEOAITRD biv, AFIETITRO bR oTo, £7o, ARARETIL,
figesEE~— o — (LDH, cTnl X ONMITEZ L7 F =) OEFLEZ R DHEANRD S, #iRtk:
TTP K OVigias e O i 2 i 9~ 5 FIREMED b D 2 & AR STz,

Dbz Ene, BN I FHRER T 5 ALX0681-C202 & ONE RS ILFEZ AR TH 5
ALX0681-C301 [Z8B\W\TC, B 7T v A= 73t Kt TTP BE Tk T 2 AEN RS, BeEre 7
7 A VIARROIIERIZ IS E | EEREEZ KM L7200 TH Y | BRIICHEL 72 2 8T MR
SN ol T EMBARANTHARANE KM TTP B FHICK LT, A2 LE RIEHTHY | AHlE
B2 IGOBINEE LTMA 52 & T, BRIETTPEE IR L, KERRRXT 4 v FEblabT
EEZ 5, S 5HIT Company Core Data Sheet (CCDS) @ [ZhE « %) ZHE 2T, ZhHE X3
R () & MERMEMARME D MBI ESRBER ] E3E LT,

6 TRHARUVRAE] (%)

RO 12 5B >R 40 kg BUEO/RNRICIE, AAORGHI AL, MEEHRANC 10
mg % FIRPEE S L, ISEASHAAE T $21C 10 mg % B TH5T 5, £ 0% O MEABMAT T,
AR THIC 1 B 110 mg % B2 TG %, MBI, 1 8 10 10 mg % 30
B T 5T 5,

i, BB ORIEIIE LT, MEARIIN . 30 A2 82 TARIOR S Z/kFET 5 2 & 48
TE %,

[RX% EARHL]

AIRTAT I ALX0681-C202 #BRIZIS 1T 2 AAN O ML « R, AR, RRIE TTP B4 &
OB EBIARE RN (PCI) BEFEZ MR H T TV A~T ZHARNE G RO E T#E L, o
Wk & & PD A OBIMRZ MaT Lok 2 REEIRRBR TR O NI T — 2 DT — 2y MIIEDEHEL
72 PK/PD €7 /L% FEIZE%E L7z (REP-1-ALX-antiVWF-PMX-1) .

% I FHD ALX-0681-2.1/10 (TITAN) #RBRIZIWTC 10 mg D FHEZEIR L, 24 MEZ2 5 L7,
ALX-0681-2.1/10 BBRIZFS1TF 2 AHFN D L « HEOKERMIILLFOMEY TH D,

Property of the Sanofi group - strictly confidential Page 2




1.8 FIXEE
TR T EREFHEERZ)

RPN 5O R L LT 10 mg 4 B4R L 2R L

TR HER R & 65 & L7= ALX-0081-01/06 i8R ClE, 2mg A LOHBTH 7T v A~T 2 K5 LIz

FZRBWTC, BT TV AT OG5 522122 TOWHBRE T, VA MeF Ui/ MikEE

(RIPA) D 10%A 2 F54FE & 7 2 M/ MREEE OS2 R EDGR O BTz, RIPA 10%A0m 1 X4% 5-BA4a
% 1K, T2 DB AREAK TREN D A2 b, &5HIEHE 6 R £ CTRifit L7c, ZOMEFEMO
B E T 2 RERNIIHRE B TR E S Blp o7, 13 & A EOPBRFE T 24 R LINIZIEF i (~—
AT A ME) ITR-T2, £ LT, 8 L 12mg %5 Li-@HER TR, IEEM»LORIEICES
2 RERIDNE R 3 DA 2358 8 BT,

PCI %52 1} T= B EPIMEBE & 5f 5 & L7z ALX-0081-1.2/08 5BR D stage A TliX, W77 A~7
DO 5% 51T T-#BRE 12\ T RIPA D 10%AKTH~DIK FRRO B, BT T A~T7 2, 4, 6, K&
N 9mg DHEIEEEH, ZTREmA 6, 12, 12, KOV 18 BEEIZH72 0 RIPA 10%A A3 HERF S 1
72o RIPA OHEIZ, $5-4% 12~36 i TIEFE (50%#) (2R > 72, RIPA 10%AM (ZEET D
R, W77 A~ T RGOS TTREZ 1R EFE CETH 72, 9mg BRIV TR
ORI R b By olz, 2D 2208 [ fHRBRE VAL ZME LY | 2~12 mg O &H#iH
W CHBEIFARNE G325 Z SIC X 0 ENafARE 5 2 EARB Sz, LzBn> T, 2O L
0., B 7T AT 10mg &t RKYE TTP BEFITHCOITFIRNTESR 95 Z & T, Mg IciFZES
L. FEM/AMEEZ S R L TR0 ETOIEMER ULVWF EfiafafnsEs 2 Licky, B
DM/ EZLETHZ ENTE D EE 2, T, MERBIERIEORGRFE COMIIC, &
72 5 M/ IREREEDN L 2 2 Z S AZKT PR G b D Z E R HIf SN D,

BNED TTP 1T AEMA BN THRETH D . REMHIN G2 2 £ TOM,  IEAHH K O A

AL ORI B W THRER R 2R OBE T O ATRENE & BE 28T 5 7= 012 id, Uik 2 15
F DD OECHRIEFEELEL TS, — 5T, TTP BE TIL., vWFIREIIEFERA LY bEne
EZHBNTEHY ., FEEIT ALX-0681-2.1/10 58k (TITAN) LA#% 1250 U 72 BRIRAER TRt S 47z,

VWF i Ta[gEZR R k7| PHE 2R FEICER T 572012, eI EN TV D i E
HED 10mg &S LCTRINLZ, ZOMEIE, @RHEBRE &K O PCl 521 7o & e M UE B 2%t
BL LERBRICB O TEBICHW AR TRV, BRMICh 0 B2 A EE2 R LB 2
Lo HERE (Tebb, EAfaf L Es T 5 HEHAD 2~12mg) NTHY ., BN >ZeM
WRSNIZFHIRN G & Th o7z, ZOHEIL, GRS CHE S L0 L [FERIZHE KYE TTP &
FRRIZBNTH, LT VvWFIREORHERIK T ZMEICH/EL N TELHEHELA T, BRLE,

P GRED 1 H 272 ) O T 55 10 mg DR ERHL

A EEWL R E 6 52 ALX-0681-1.1/08 3RER TlL, vWF & L 72 I/ MREEE D 24 FiRILL B2 b= 5584
B L ER SN A RIEHORELZ B L Lz, 2O BT, 16 mg HEE 5% IR Sh -7
W (AaR—hr4) [ ROAF—F5 TOMEZ LS TE L 24mg TIER<, 10mg IZHETLHZ &
L7,
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1.8 FIXEE
TR T EREFHEERZ)

2D 10 mg HHEZ TR TOPREIZBNT, I, A ~—D—ThHoHV A MeFUiFEaT
7 7 2 —{EME (RICO) 723 20%A0#1Z & W /R &35 vWF 24 L7z i/ MRERSE O 52 240 2 24 FERH
Pbizbleo ORTEWS, BEEZRZERIERANG OGN, Lizn-> T, ZOMH&EZZDO%ICEN
LA OKER G = F TCHLHWD Z L Lz, 10mg % 14 HIKEREG Lzt &, NERS
AR %08 LT RICO 13522l L~ VLLE (377205 20%A00) (ZFRReAIIZ ISl S 4v, 14 HIH
ERBZ DR GINEN R ST, £, ARBOBRICKE S T T U A~ T Mg L
RICO DEHRMNG | IRGiZe T 7T ¥ A~ 7 Eh iR P (7 0 BE#H 5T 100~500 ng/mL, 14 H
M E ¢ 5-T 100~350 ng/mL) T RICO 20% A4 &2 L TH Y . T b O HiREHIFHO Tt
BHKIR I Ch > THRRKOEINFHIRPEOND Z LRSI NTe, 7T A~7 10 mg %
A5G Lz & S2GoNDIMER 7 7T, 2 ORKRENFh R 2 545 25 LB R R Ak &
LEofwko:@ﬁ%_%o%\mxmmaumﬁ%(nnm)Kﬁﬁélﬁ&@%%Mmyﬁ
THEE LT,
55 111 fHD ALX0681-C301 (HERCULES) #RICIHWTH R EA B L7z, ALX0681-C301
(HERCULES) & TN ALX-0681-2.1/10 (TITAN) #RERICIUVNT, vWF OB/ Ffl & k3 5 72
D, R TTP BEITK L TR EAIO MIEASHANS 177 v X~ 7 10 mg Z§#IRNA— T A%
H LT, Z2D%, vWF O FZ#ER L, i/ IMREE X0 0T IEFMEIZRE T 720, mEO MiER
BRI H T T A~T 10mg #EHE FHRE Lz, vVWF O Z#ER L, FREOHEELZ 2D
O MR R, BT T VAT 10mg 207 &b 30 HMIChZ v EH K T#E L,

ZOEGLVIANIEY, AT TR T OREGEZT T X TOHERE BN THEES LT
wwmmw<m%)#m£_$méht_&@ﬁ X, A U2 A&/ N vWE OFE B AEH
EERICHET S92 THORHETHL Z LrEnic, %RMETTIP BEOSHE, &5 WX
%IﬁTW@E%-@@(MMMmBﬁ%®ﬁT%ﬁ%)®E@ﬁ%ﬁﬁﬁéo%mmﬁ&@ﬁ
Rt M IR O 0% 30 HEO #7773 XA~7 Eh%k, £ 70%0BEIZBNT, B8
REHE, TR b bR TTP OFIENO ORIENER TE 5 LRSS, KREATD vWFAg
BIX T TR~ T OERNBRE T A — 2 T8 % R TH, R LG LY A TOTERE
BETIE, BKELOVWFRAgREIZE LWERH->TH PDIEHICE LWAEITR NN EBZ b
Do WEEERAARANROAAPERE 2RI, HT TV A~ T ZHREFRN, L TG L& (X
—hD |, MUIKERTEELZEE (RX=F1) Ot AN, PK XOVPD ZiHili L7255 1
M, B—lEgk, 7o F b, “EER, 77 B RxBERBRTH D ALX0681-C103 BT, AALH
RNDEEFEERE OFTH 7TV X~T7 OPKKOPD 7’0 7 7 A )W TR OFET RN LA
maNT,

ALX0681-C202 FABR DAL R, HANBEEIZBWTHAFOFERMEII RS, ZEMICERER B KX 7
MBI R SN o 7z,
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1.8 FIXEE
TR T EREFHEERZ)

F 7 HARANL RN TTP B 2515 & L7z ALX-0681-C202 75 D S K QSR S Z# 5i7 — & X
v %Efii U7 REEER] PK/PD fEHT (POHO01) 706, B (HAN) (X PK « PD /YT A —Z (T4 53028
‘L INRoTo, B2 NGRS TS SN 7T v X~ T OBREE L U @RI L
7oA, BEREDZWEFE T TEAE ORAEFENE N E VBRI b N hoTe, ENOH KM
HP%%TﬁWéﬂt$ﬁ%&ﬁ77/277%$ai WA DBEFE A TEN -T2, I EE

BT OBREEOS 4 WAHNLIFEVETH o7, ENORKYE TTP BEH TR W TH, O 2/3 1
ﬁﬁtﬁﬁ_\mmﬁﬁ%LLﬁOﬁ (ZHET 2T FH 7 17 7 4L (VWFRICO) 258D bl
7oo AAREUEIN D% RYE TTP BE THIE SN L2 R NN T e 7 7 A Wi
&, HARNEHCBIE SN EHR RS WIRERIL, BARICAH ERBEMEITR <, HERBEo L

BN BEZO6ND, ZhLDORRNG, 5 2/3H ALX0681-C202 R THW G LA v KU
wmik, HARAZ K TTP BEF B W THEYTH D Z LR ENT-,

S HIZ[REP-4-ALX-antiVWF-PMX-11% 212, AARAN DO KM TTP BHE DK 7 71— 7128
FoN7T 7 AT DTS NLTYEEKOE) F 2T 270Dy Iab—ra a3 Lz
([REP-5-JAPSIM- ALX-antiVWF-PMX-1], [POH0942]) . ZDET /%I, HARADHE KM TTP A
HEOREDOY T 7 N—7 (15l E~8 iRm0 BFHEEE (LU, FHEHE) KO 30kg UL E~40kg
K OIRAELERE) T8 T DN T TV A~ T OIS HEYERE R OIS 72 i 572D 2 2
1V~75/%%%Lk(BM6MW$MAUHMNWHWMM\Wmm%mo

Vo lb—va RN, HEKEAKRED HAALRVE TTP B4 Tk, T 18 MLl L,
AE 40 ke EOHARANRABREE L LB LT, 7T X~T7 O PK KO PD (ZHFRAIC BT 72
DR bLhRNWEEZBND,

ET VT &Y 2 b— 3 VENT ([REP-3-PED-ALX-antiVWE-PMX-1]) %, 2 @A LD/ KZ O
FAECBT 2072 ik - HEE LT 572010, DNEEOERADOER KM TTP BE BT 87T
/xv7&5%®%%%$5&0ﬁmféPD&E%%vw LV TFHFTLHZEEHME LTERML
Too BIRDHFEHX DT LIV Ialb—va BT, BoNTEAT TV AT ORFEL L ERANT
Tl ST B R V“W&K@Lhowmg%LHSC§5Lt&%@%%£@/ 2 b— g UG
o ARRE/NE, EIC10REO/NECRERNEH 20 | KEREO/NLEE CIIHERET S
VBN D Z LRI T, BN & FRIFEEDIREE L1557 O OHER I &EIL, REDS 40°kg LL =D
12 3% LA E D/ TIE 10emg, wgﬂ4wg$%®ﬁAi5mg&bko&#@éw’;é%i&w
ERONDTD, 2~12D/NRIZ S R CHER A BN S 4, IREDS 40°kg LA = DA 13 100mg,
40°kg ARG DLHETE Somg & 72 5,

/N D% RNE TTP B AN K ONEN O 23 FHRRBRITHAND Z E N TE R ST, BAET
LIS v 2 b—r g Ud, MR SCEGIZBIT ARENMAE (IRE 40°kg UL EIZIE 10°mg,
400kg RiiilZ1E Semg) ZHERET 5 Z L OEAFIT Lo TV D,

BRMETTP IZOWT, FEIERT . BB FRORHE, 20, PARRE K& O BIETT DR R E
I 12 LA B/ ERRATH L MREWT NG O L& 72 12 Ll L ThIVUREERIX
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1.8 FIXEE
TR T EREFHEERZ)

FRALTWD L HBRTZENTEDLZ NG, FEMIREITHT DR ENRTRESER LW
REMEITIRN 2 & FEERIR BB K OV A D8 KM TTP BE ~OARFIBE GREO A LN D . ARFEDIE
MR 2 il Y 2 7 PAMNEA~OE G ICRA ORI R s h T RnZ & KO

WM AR TER 2 381 B/ NRO% R TTP BB ~DOEHRHC, NERA OREMEDBE A S
NTWRNZ END 12 Eo K 40 kg L ED/NR# KM TTP B 2 AR OWEIGICED D Z &
INEYEEZ T,

UEXY ., KR OHGERE - HEE, 6 DORMEM PKAENT (REP-1-ALX-antiVWF-PMX-1 7R,
REP-4-ALX-antiVWF-PMX-1 #{B%, POH901, REP-3-PED-ALX-antiVWF-PMX-1, REP-5-JAPSIM-
ALX-antiVWE-PMX-1 } T POH0942) . ALX0681-C301 K& U8 ALX0681-C202 5B~ 15507~ F — &
J& OV CCDS OFt#k & & 2 CTARAIO B ARIZE T 215 - HEE RO L HITRE LT,
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1.8 RIXE (8)
HhITS53VX3T (EETFHEERZ)

AMIXE (F) O MERLEDIE] (F) OETEER

1 g
= =

AFNOEEIZ L0 HIABE L, EERMMOGEIZITHCICELIBENNH D, RAIOHEHIZ

Hico>TiE, HiLOGREEZZE L, AFRGOmEG 2 EEICHWT5 2 8, [8.1-8.3, 10.2,
11.1.1 8]

[REARAL]

AFNOHESMEEIRTER (T T KA & ORIRBIFROEE T E AW BFER) 7 Hifn 25 T K H if o
FEBNEEBIRE SN TWD, Eio, AFI ORGP BT AR EIC X 2 i U 2 7 O ikhE
THDNB, KANOHGIREBN BN SEMEENTRETHD Z &b, HHEOHNEZ 2925
FHICHLTHHERN SN 2, UEEEE R, AROKEGIC XD HLOfERELZ +5EE L, Hxo
BEINTH L TIRG OS2 AW 2 LB D 7o DRE LTz,

2 ER ROBEICEFERELGWVLIE)

2.1 ARFNDORST T UisBUE DB O & 5 B
22 FRREICERRIEEIEOHMEZ 2958 [(HhEZBhET28ZARH 5, 1 [9.1.1 8]

[RX% EARHL]

2.1 EHESOENeEREE LT, BEPET —Z— | (CCDS) # 4k (202147 A 22 H)
WZIEVVERE LT,

22 ARHFNOXMGIRBITEMENSEMEENTIHEETH DL Z D, FEIEOHIMZ 23 5 EBHIC
ﬁbf%ﬁ%éhoéo—ﬁ\ﬁﬁ HRIZBOTHILY 27 BNEE 22N N3H 0 | KRAI O liE
IRFEZICEBW T, AHIE ORBEREROEE T 22\ A& & 2 BIERY 72 il 2 & Te ok Hfn 23l &
NTWAD T, IRREZAT O ERIC X0 BFIRAVIZE R &Yl S U A TEEMED il 4 23 5 B 123k LT,
AHNOF G2 RS LT HMEND HT-OKE LT,

7 RERUVAEICEHAEY HEE

7.1 BETA RTA HOEGOERESZIZ, AENT X 2 IEE T MAE A K OGN ) 70 522 #H
I KA EYERE LT 2 L,

7.2 $ﬁ X DIERILATREZR (R 0 M E A HAIRYE DB LA & RIRFEAICBRIG 2 2 & AFIo a5
MAERZ B GED 15 AT E TICE T 52 L, [17.1.1, 1712 5]
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1.8 RIXE (8)
HhITS53VX3T (EETFHEERZ)

7.3

7.4

1.5

MR BN ARFN O 52 SN 561, K[UTWIER R THEeNCREGET 52 8, b,

MAE AR BRI L\ CARBN OB -2 S5 A2id, %5 FERZN S 12 FE LN THIVUZE S
THZENTED, RKMEZBITZSGEIE, 52 1REKL, BFOREA Y a2 —1(C
PEVN, REI D LEET D2 &,

M A A HAATEI 1% 30 H RIHE T HEACCL 1% R M i/ NS M SR B 0D JE AR S 3 18 fie
(ADAMTS13 IEVEDIR TRIGES) 23580 LD AL, S mslEE O o b % 9056 L 7= &
T, R R AR I RIS D TSR B OSE R ST (ADAMTS13 IEPEOIR TR ) 23H
KT DETCHRBNOFBGE/MEET D2 ENTED, 2120, AAOBGHIRIDER Z & D%K
P A PE ML OB PESRBER O U A7 NI Y A7 2B L CHRE L, MmAEAS R
%30 HiflZ B2 CTARZRGT 258134 HEE TEEHRE LTERERG2Hk L2 2
Lo [17.1.1, 17.1.2 2]

AFN e G- B AT 2 [P A% RAPE AR i/ B VSRS D FFFE 338 0 b IL- &1, 21
HOBREIIHT 2HRG 37O, ARoRGE2TIET5Z L,

[ EARIL

7.1

7.2

7.3

7.4

7.5

ARANZ K DI DORIGE & 70 D% RVEMARYE M M PESEBER  (TTP) %4 2 AR HETRI X i
HERSHE & B BIHISR OO T 5, ARIOB RN TTP BFE Z 55 L U725 3 MRk
(ALX0681-C301 & TF EFC16297 (ALX0681-C202) 2B\ T, FEAELHFIC ERE LIZAKID
AME L REMEEZFMLCTNDZ &b, BRRBRCORG HIBICESEHE L,

7.1 EIREE, ARAID%RMETTP BE 2 x5 & U725 3 7Bk (ALX0681-C301 2 TN ALX0681-
C202) CTOHGHIEIZHESEHRE LT,

7.1 EIREE. ARANID%RKMETTP BE x5 & U725 3 7Bk (ALX0681-C301 2 TN ALX0681-
C202) CTOHGHIEIZHESEHRE LT,

ARHBNDO#HKVE TTP B x5 & L7258 3 fHalB  (ALX0681-C301 }2 TN ALX0681-C202/
EFC16297) TO&GIFIEICHESEHRTE Lz, MIFEARHHAME 30 B 282 CARZ &G4 2
HRIZOWTIE, BRRBR CTOEFICHKSE, AR LR WM EHE LT,

AR D% RNE TTP B Z x5 & L7285 3 Al (ALX0681-C301 K& T ALX0681-C202/

EFC16297) Ti&, 2[EIH® TTP HRIIAT 2AFOHKE (hH VYA O/E) 133840 S
N7 hnot-, IEEBRIBHEHM G 2 B H O TTP OBE I IHRNRD SN T-HE . 1B #
Hadibd 2 2 L NRBRERFHE S CTHRE STV iz iz, BB D 2 [B1H LA TTP
FHRICK L TARKIZHHRG LG E 07 — 21356 Tniwy, Ko T, 2[EHERED TTP
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1.8 RIXE (8)
HhITS53VX3T (EETFHEERZ)

BHHRICK U TARFZHES LeGa. RFIOENRD SR WAREENH 5 Z & BRRE
L7,

8 EBELGEFNIE

8.1 AANIHMOMLBMEELIERK I D, AFOELGIZLY, Mz T BEn etz Eiek
HI 23S KTV d 7w, HMSEOMEEZEERERS BT 5 2 &, BRMICERZ2 HIm A
A UTSEEIT. AFOFG 2%l L, LEICG U CImEErE & %KD 9 2, Bz ki
TER % IEE ISR 72 DICERANCEY) 2B 1T 5 2 &, ARG 2T 25681, M
MOBEIN 2D, FEERS BT 528, [1.. 82, 83, 102, 11.1.1 BM]]

82 AHIDEEEIZL Y, MESLHIMAETRTWI &, EIMLHEE S DA Z 5 ATRENEA
bHZ L, BE LY GIEMICKEEA DD AEEER S S Z L 2 BF I T2 &, @&
B2 2 SUTEE oS, il ST R oRER (BEFR, MRV IREE, 7. (RfE, Sk
ZRED) BNBENEGAICIE, EHICEREIGEET 2 L) BFICHEEST L, £io, By
(fthFl) 2%+ A8, AFEHRE5 L WD EEEMCL G2 D &) BEICEET 5
&, [1. 81, 83, 11.1.1 ]

8.3 fHHFIN, (R e BHLE T ORERALE O 7 A FNZIIARI O G2 i35 2
L. FMC L A HMLOBRIENEI L, AFIOF G2 HE Lz%iE, HILOBIER 2O
BR<BET 2 L, BATRAMNERGAICIE, MEEME L KOS 2, ILfER%
IEFIZRT - DICERICEE 2@ 2175 2 &, [, 8.1, 82, 11.1.1 &H&]

8.4 AFIOHCKEIZHIZ->TiX, LFOKICEETDHZ L,

© ARANIOEGBMBIZH T o TX, EREERICBW T, BTEMICL D0, ERiOEEOEED
HETERGEITY Z L,
H OB XM A% o 1 B 11 10 mg B TR GOHEORETHZ L,
HEEGOmEMAIZ W TIL, [ERINZEOZLEAEEICREF L, +0728E k% 5 L7-
DL, KFNFEGAZ X D fERME & SHAWEICHOWTHRENHE L, BEHOERICKRGTEX 5
LERMER LI BT, EROEBEEDO L &ETEETH I L,
HO&50m A%, AFNC L 2EIERNEDNDHE0H &5 O/ S IR EE 2R & 72 5
AREMEDN B DA, EHICBCHK G2 MIESE, EMOEH T CEEICHZERT L U
U7 LEZAT 5 2 & 7o, AFIEGZICRIERDOIBLAN GO 5 Y5t | LB~ a3
58 OBEIHEET D L,
HERBEROENIZHHA L2V E S ICEFICHERE 2R L. BERFEEFIEZOWTRES
HZk,

[ AEAR L]

8.1 AFN DM OTHIRERNEARE TSN T, AHORE 2% T TV D BE I Tl 2 42
&T D HIMESR, EERTALE 3BT 2 Hi UL T 3 d S iz, AFIOREIZ LD F7%
UZAZ7 3 Td 5, i, 777 A~ T OERBFICESERESNDLIBDOTHY . von
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1.8 RIXE (8)
HhITS53VX3T (EETFHEERZ)

Willebrand J5 CH. 6315 LA X FOFE LR TH D, KB OFRGIZED, HiILod U A7 RHEK
THZ LB, CCDSIZHESEXEELZRTE L,

82 AFIOIVERMEFICLI Y HMERNEEDL U AT 0HDHZ G, CCDSIZESEEENTEE
AR HMERIC KT 2 EE 2R T LT,

83 AAIOIERFIC LY HIEBAEmED VA NHDZEnb, IO Y A7 Z24E 5 FEER
FHTCME 21T O BEDOTEE % CCDS I[ZHESERE LT,

84 AHNIMEEHCEKGICIVBEASNDIWREMDRHD Z Lnb, BENT HETH CKRERO
EEME 2 3BE LT,

9 HRHEDERERILSBEICHTLIEE

9.1 AfHHE - BMERFOHIEE

9. 1.1 FBMOHMZEES HEE BRRMICEXRGFDMHOHMNEZET 2EBZEHR ) X(THM

DR DEWEE
HEMPED i (BEARAYICE R e M 2 BR <) SUFEEREAR IS EEERRE (] 213 i AR R0
DIMHEEEE R R ZIE) D& % BH TG EOFREME & fERIEIC OV TGS L7 BT
AANORGAIEZEREIHW L, 575613, BlEL 01247 2 &, HilzBhRY
D AT M O fERER IR T D RN H 5, [2.2 M)

9.3 IFHRElEERE

9.3.1 EEDOHHRERENHLESE
1R EORF M & fEBRIEICOWTHRE L2 BT, AFIOEGRIGEAEREICHE L, &5
DEEIE. BIRETOIATO T &, HEDITHREERE S A 2 xR & U BRI I35 L
TWpwy, HIMOERIENHRT DTN H 5,

9.5 BE4H
bt SUTIEAR LT % rTREVED & % I MEICIE, 1B EOA R ERIE A B[RS &l S h
LRI DOHRGTH L, WIRENVE Y FTRIE~BATT 2 ZEMMESNTND,

9.6 =ILIw
R EOA MR ORARBOARMEZBE L, RILOMKGSUT T IEZRFTT 5 2 &,

9.7 /R
N AR R & U T AR RRBR X3 L TR,
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1.8 RIXE (8)
HhITS53VX3T (EETFHEERZ)

[RX AR L]

9.1.1 AFOIERAEFICE Y HIMERAEED VA7 0352 LD, FICESMEO M Z 29
5 BELHIL Y A 7 OFWEEITK LT, RO L fEREEZ R Lz BT, AFloF 5]
HAEEIHBI L, SR OBSEE 2T LERD DT DEREERE LT,

9.3.1 HIEDIHRETIIHMARNZ B4, RFHICIZBIENICR S Z &b b D, AFIOIEREFIC
LV HMERAEEL Y X7 BH5Z b, CCDSIZHEDTEREZRIE LT,

9.5 AIOHIRENLEY P2V bFvaxxT 4 7 ZARBRIZBW CTRIE CAREKDIREEIZED
LNTNDZ LA HRRMET 2L L bz, AFID CCDS IZHESE, —REE L L TRE LT,

9.6 AAKID CCDSIZHSE, —EREE L TRE L,

9.7 ARAKID CCDSIZHSE, —REREE L TRE L,

10 HMEEHA
102 #HRAZEE BRISEET S &)

AN

GARIEIR - FEE T 1A

o S e

PreEE S (2% 2 v K #$1
RO bo e U LER,
BEESE X N IHEK, sHE
AR ) IR R R
(vexF—¥, 7ALTFF5
—E%)

[1.. 8. 1 TSR]

THBEFEDOPEHICLY,
i D fErEPER KT 5 8%
e 50T, REEOHLE
M & fE R 2 BN L CIEEIC
252 &, BH5HIIBIE
53247, iR B
FEETHZ L,

ARKNE 1k ifn Ry OVEEE |2 28 %
FAET A L OPFHIC LD
HfL O fERMEREE KT D%
nnd o,

/R EESR I EIE R 2 A5

INBEF oA LY,

ARF K OV /MR 0 FEBRAR

WA (Fru vy U HERRE, | HOERESERT 282 | Hold, Zib3EH & off
IR bE RTUEEBRE., 72 | WRdH 50T, R EOALR | HIZX Y i oM s # K
FLH U FOLEEE) P & falR 2 FHh L CEEE | 7081 H 5,
[1.. 8. 1IEZH] 45 2 &, fhhiTsles
Z ATV, i oIS
HETLHZ L,
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1.8 RIXE (8)
HhITS53VX3T (EETFHEERZ)

[RR E AR L]
AFNOVERMEE I X0 HER A S E DL Y A7 B35 2 L6, AHFIO CCDS IZH DS X B A&
E LT,

1 BIER

1.1 EXGEHEA

11.1.1 Wi
M (BEEAR) | MEE L EERE) 204 ama &3 BSer) 2 K 2 & e K i,
EHim (18.6 %) . I (10.2 %) ERH LD ZERH D, [1.. 8.1-8.3 &H]

NI TG AT TEEGIZEDERY A7 ZHNTH D, HilX, 777 X~ 7 OERETFICES
ZHEINDEDTHY, von Willebrand 75§ TH. HAL 5 HiA N> NOFFE L FEETH D, KAlDH%K
RNE TTP #8R# 2 x5 & LT R REREBRIZ 36 1T 2 BIWEI B BLL O iR#% 7 — Z I FED & . CCDS IC¥%E
CCTHEEERE LT,

1.2 ZOfOEIER

10 %2 F 10 %%
NENEER, MRkl PR (12
L oHiEEE
BBEE ERSHI, FEEE A,
TR
S8 LURIEE AR
FiEFRB LTI PR, BigEs
ERE
—5 - 2 BIEE ARG, #H HF— T R
B L OREERAE M. FEEIERMIEHm. 58
DIERE 21
BE. FEBL e
UFALES HE
BEtERs L BRI
e sEE
HIEREE VB
HEEELDET ERE
rlEE
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1.8 RIXE (8)
HhITS53VX3T (EETFHEERZ)

[A% EHRAL]
AFN ORI TTP el 2515 & LIZBRABRIZ R D BERI B L Ok &R T — 2 12D &,
CCDS [ZH#E U TR 23 E L7z,

14 @BEBRALEDIE

14.1 ERIFAEBOFE

14.1.1 EKENONRA T IV ETRABIRIEDOL ) PN BRICRE S TWDZ L 2RI H L,

14.1.2 ﬁ@&ﬁﬁ@%%m%ﬁét W, U Yo ARESHAK 1 ol 2B ORI EZ R

it 9%

M13 # FIROB NI AN ERICEMT 5 F T, XA TAERSHEV I T L, E

EH LN b,

14.1.4 VEELTZERANEAEFATHD Z L 2BMRICKVHERT D Z &, B LIZEANTT T

NAT IS BT 2L,

M15 %%Ltiﬁi#@ﬂ&ﬁ#é:ko#CK&@?%&V%Q\@ﬁ%ﬁ(ﬂ}%%)
. BIR% A BRI LINICR G5 2 &,

14.2 BEFIFRS5HDFE

14.2.1 #WHOWEEG1E, FRNEET 52 L, TO%OBEIL, ~ZOEFHEZ T CTHEEO
WY 72 R TS5 2 &, BEEROIE—ERALIZE# e L TR FIER LisnZ &y

14.2.2 oMK EREE LN &,

14.2.3 ¥RNEEG- OB, §kT A > 2 AT 25613, BRAEREAERSUIAR 5% 7 R ofEE
FHERONWTNNTIA BT Ty 2T DHI &,

14.2. 4 HBHRIOEBIRICEDSOEAN L ONTZHEI3ER L2 &

14.2.5 2V U VNOBRIRITEERGTHZ &,

14.3 EFIXFBFDEE

14.3.1 BERFETHRETHHAICBWV L, BBENTRET S22 ENEE LD, =EiE
(BOCLLF) TIREGTHZEHLTEXD, BETHRE LEEAICIE, EAYREZEZ 2W#ET 2
HHALDRNIHEA L, BOBBEICRS 2L I ET 52 &,

14.3.2 fHEHDOEFESEDOUFLIZ OV T, FREOFRICIEY Z &

14.1 AFNOBFIH 2 EE L. CCDS W NIRRT CEA BB URTE LT,

142  AFNOBFIF K2 E 8 L. CCDS W ONIBINRAT CE AR UKRE LT,

143 AFNIEEZHCEGICEIVFERENDAEERH D Z L, BEICHTIEEE L TRE
L7,
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HhITS53VX3T (EETFHEERZ)

15 ZD/OIE

15.1 BRERERAICED <1EHR
MBS IFHRRER  (ALX0681-C301 HERCULES #BR) Tld. AF& G T CHEA I NI-HiEy bk
NAFNEG-BED 3. 19RO S, TORMTHMPURNRD bz, EWNE /IR
(ALX0681-C202 #kBR) Tld. AAFEE T CREA SNIZHUERMPUR N AR 5 BE D 14, 3%278
DOV, EOREITHRMPULRTRD Hivlc, HURFEEL & BIRE K Ok & OBEITH 6
INTIEZR W,

[ EARAL]
FERRARBRAE R &0 . AAN DA ZNE S OV etk & UEEMHUR OFEH & OREMEITFE O b Tz
HODOPFFUEPRBENTND Z b, BENR) X7 LB, EEERELT,
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1 JAN

SR3HTH 19 HAERASER 0719 F 1 Zlc X v@maniz,

JAN:

NI

R

(HAA) NT T AT (BT Z)

(£4) Caplacizumab (Genetical Recombination)

(HAA)

DT Ty A7, B fHx —AEH T/ 7 v —F ik (VH-VH) T
D, 1~128%FH KU 132~259FH X, ThEhte Mebie F7+> - T4 L7 7
> FIEF (VWEF) SURDFZEE G720, FMMERETIIN T 7~ H#HHUAIS
HkT D, 7T A~TNE, 259 DT X ) BIRIEN LR 2 IV EThHD.
(F40)

Caplacizumab is a recombinant single-chain bivalent monoclonal antibody (VH-VH)
composed of variable regions of humanized anti-human von Willebrand factor (VWF)
antibody at positions 1 — 128 and 132 — 259, whose complementarity-determining regions are
derived from heavy-chain antibody from Lama glama. Caplacizumab is a protein consisting

of 259 amino acid residues.

7 X ) BEFIR R ANT + NS

EVQLVESGGG LVQPGGSLRL SCAASGRTES YNPMGWERQA PGKGRELVAA

ISRTGGSTYY PDSVEGRFTI SRDNAKRMVY LOMNSLRAED TAVYYCAAAG

VRAEDGRVRT LPSEYTEWGQ GTQVITVSSAA AEVQLVESGG GLVQPGGSLR

LSCAASGRTE SYNPMGWERQ APGKGRELVA AISRTGGSTY YPDSVEGRET

ISRDNAKRMV YLOMNSLRAE DTAVYYCAAA GVRAEDGRVR TLPSEYTEWG

QOGTQVTVSS
A
PIVWFHTIAR VWL
(VH) (VH)
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International Nonproprietary Names for Pharmaceutical Substances (INN), WHO Drug Information, Vol. 26,
No. 3,2012 (List 68 P.305) (ZLA N DA B CTHyHE Sz,

INN : caplacizumab
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HASEE I 07198 1 &
S 3 4 7 H 19 H

FHEN A TER (R) & &

S SR R - AT R R R R S
( A Fl “ [ )

= H 5 O — R FRZ DN T

WO TIE, TR O — R4 RO BRI SWT CERR 18 423 A 31 AIE
BHE 0331001 SEAFEHEEEREMFEEN) IFIZXVRVF>-TnsrEZ AT
. A BOEICHT B ERSO—RIOAT CLT TJAN L1 9,) 12onT, #
TAZRIRO LBV EDT-OT, WTEO L, &% FTEUREEITET T LA L HEE
JFEVNE T,

(Z0R)
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NS

(BF 2) INN IZUE S 7= B OB EICE T 5 B — R4
Rk 18 4 3 A 31 HIRARAIE 0331001 /245 EE EXRA N AFEEEHMEE BN THIE?2)

ik 302-4-B12

JAN (AAR4) 7T A<7 (BB Z)
JAN (3% #44) : Caplacizumab (Genetical Recombination)
TR BRI O AT ¢ RiEE

EVOLVESGGG LVQPGGSLRL S?AASGRTFS YNPMGWEFRQA PGKGRELVAA

|
ISRTGGSTYY PDSVEGREFTI SRDNAKRMVY LOMNSLRAED TAVYYCAAAG
VRAEDGRVRT LPSEYTFWGQ GTQVTVSSAA AEVQLVESGG GLVQPGGSLR

LSCAASGRTFE SYNPMGWERQ APGKGRELVA AISRTGGSTY YPDSVEGRET
I

|
ISRDNAKRMV YLOMNSLRAE DTAVYYCAAA GVRAEDGRVR TLPSEYTEWG

OGTQVTVSS

T =X

FIVWFHL HFIvWFHL i
(VH) (VH)

Ci213H1891N3570380S10

H T T AT, Bz —ARE T 7 a—F Ak (VH-VH) TH Y, 1~128%F H K132~
259F B IX, TNEhne Mebie b7 x> - U4 L7 T2 RIN¥ (WVWF) HFUEORIZEE NS 72 0, FHfTER
FEEITWNTN G T ~HFURICH T S, AT X~70E, 2597 I BRI D H N ET
H5.

Caplacizumab is a recombinant single-chain bivalent monoclonal antibody (VH-VH) composed of variable regions of
humanized anti-human von Willebrand factor (vWF) antibody at positions 1 — 128 and 132 — 259, whose
complementarity-determining regions are derived from heavy-chain antibody from Lama glama. Caplacizumab is a

protein consisting of 259 amino acid residues.
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BekEE = 302-5-B8
JAN (AA%) 7B A T b
JAN (3£ 4) : Amcenestrant

C31H30CLbFNO3

8-(2,4- 7/ 7 = =L)9-(4-{[3S)-1-3-T A A T EE/NE R Y D3 A N]FF T == )6,7-D
RB-SH-RU V[T R L -3- 0 VR g

8-(2,4-Dichlorophenyl)-9-(4-{[(35)-1-(3-fluoropropyl)pyrrolidin-3-ylJoxy} phenyl)-6,7-dihydro-5 H-

benzo[7]annulene-3-carboxylic acid
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Bk 302-6-B2
JAN (AA%) Vo5 v7
JAN (3 4) : Zandelisib

CHj,

|
N~
Y F
N7/A
/ F
N
C31H33F2NsO

ARAV T NA R T INAHAR S A XSS = )bl A JVN-{2- A FIV-1[2(1- A F LB Y o
4eA )T = 2T TR DA VY -6-(BEATRY b A N)135-F U T P27 I

4-[2-(Difluoromethyl)-1H-benzimidazol-1-yl]-N-{2-methyl-1-[2-(1-methylpiperidin-4-yl)phenyl]propan-2-yl} -
6-(morpholin-4-yl)-1,3,5-triazin-2-amine
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BexFE 5 303-2-B10
JAN (AA%) ®ELXETEL
JAN (3% 44) : Molnupiravir

HO
N
HN |
CH3 )\
H5;C
(0]
C13H19N307

2 AF T U FE(2QRISARSR)3 APt FE % S5 [(42)4-(L Fusf 3 ))2AF V34-Pt Fo b
U2 DVAQH)A MAFY T 24 Ny AT

{(2R,3S,4R,5R)-3,4-Dihydroxy-5-[(42)-4-(hydroxyimino)-2-0x0-3,4-dihydropyrimidin-1(2 H)-yl]oxolan-
2-yl}methyl 2-methylpropanoate

¥ JAN AN OTE®RIZ, 2B L LTHELELE,
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International Nonproprietary Names for
Pharmaceutical Substances (INN)

RECOMMENDED International Nonproprietary Names:
List 68

Notice is hereby given that, in accordance with paragraph 7 of the Procedure for the Selection of Recommended
International Nonproprietary Names for Pharmaceutical Substances [Off. Rec. WId Health Org., 1955, 60, 3 (Resolution
EB15.R7); 1969, 173, 10 (Resolution EB43.R9); Resolution EB115.R4 (EB115/2005/REC/1)], the following names are
selected as Recommended International Nonproprietary Names. The inclusion of a name in the lists of Recommended
International Nonproprietary Names does not imply any recommendation of the use of the substance in medicine or
pharmacy.

Lists of Proposed (1-105) and Recommended (1-66) International Nonproprietary Names can be found in Cumulative List
No. 14, 2011 (available in CD-ROM only).

Dénominations communes internationales
des Substances pharmaceutiques (DCI)

Dénominations communes internationales RECOMMANDEES:
Liste 68

Il est notifié que, conformément aux dispositions du paragraphe 7 de la Procédure a suivre en vue du choix de
Dénominations communes internationales recommandées pour les Substances pharmaceutiques [Actes off. Org. mond.
Santé, 1955, 60, 3 (résolution EB15.R7); 1969, 173, 10 (résolution EB43.R9); résolution EB115.R4 (EB115/2005/REC/1)]
les dénominations ci-dessous sont choisies par I'Organisation mondiale de la Santé en tant que dénominations communes
internationales recommandées. L'inclusion d’'une dénomination dans les listes de DCI recommandées n’implique aucune
recommandation en vue de I'utilisation de la substance correspondante en médecine ou en pharmacie.

On trouvera d’autres listes de Dénominations communes internationales proposées (1-105) et recommandées (1-66) dans
la Liste récapitulative No. 14, 2011 (disponible sur CD-ROM seulement).

Denominaciones Comunes Internacionales
para las Sustancias Farmacéuticas (DCI)

Denominaciones Comunes Internacionales RECOMENDADAS:
Lista 68

De conformidad con lo que dispone el parrafo 7 del Procedimiento de Seleccion de Denominaciones Comunes
Internacionales Recomendadas para las Sustancias Farmacéuticas [Act. Of. Mund. Salud, 1955, 60, 3 (Resolucion
EB15.R7); 1969, 173, 10 (Resolucion EB43.R9); Resolucion EB115.R4 (EB115/2005/REC/1) EB115.R4
(EB115/2005/REC/1)], se comunica por el presente anuncio que las denominaciones que a continuacién se expresan han
sido seleccionadas como Denominaciones Comunes Internacionales Recomendadas. La inclusién de una denominacioén 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 (1-105) y Recomendadas (1-66) se encuentran
reunidas en Cumulative List No. 14, 2011 (disponible s6lo en CD-ROM).
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Latin, English, French, Spanish:

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

acidum deoxycholicum
deoxycholic acid

acide désoxycholique

acido desoxicolico

acidum florilglutamicum (*°F)
florilglutamic acid ("°F)

acide florilglutamique (**F)

acido florilglttamico ("°F)

acidum tiazoticum

3a,12a-dihydroxy-5@-cholan-24-oic acid
acide 3a,12a-dihydroxy-53-cholan-24-oique
acido 3a,12a-dihidroxi-5p-colan-24-oico

CZ4H4OO4

(4S)-4-(3-["®Flfluoropropyl)-L-glutamic acid
acide (4S)-4-(3-["°FIfluoropropyl)-L-glutamique
acido (4S)-4-(3-["°FIfluoropropil)-L-glutamico
CgHi4'*FNO,

HO,C CO,H

HH NH,
e’

tiazotic acid [(5-methyl-1H-1,2,4-triazol-3-yl)sulfanyl]acetic acid
acide tiazotique acide [(5-méthyl-1H-1,2,4-triazol-3-yl)sulfanyl]acétique
acido tiazotico acido [(5-metil-1H-1,2,4-triazol-3-il)sulfanil]acético
CsH7N30.S
HN—N

Hac/k\N»\S/\COZH
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amitifadinum
amitifadine

amitifadine

amitifadina

bamosiranum
bamosiran

bamosiran

bamosiran

(1R,5S)-1-(3,4-dichlorophenyl)-3-azabicyclo[3.1.0]hexane
(1R,5S)-1-(3,4-dichlorophényl)-3-azabicyclo[3.1.0]hexane
(1R,5S)-1-(3,4-diclorofenil)-3-azabiciclo[3.1.0]hexano

C44H11CIN

H
N

Cl
Cl

siRNA inhibitor of B,-adrenergic receptor production;

RNA duplex of cytidylyl-(3'—5')-adenylyl-(3'—5")-uridylyl-(3'>5')-
uridylyl-(3'—>5'")-guanylyl-(3'—>5")-uridylyl-(3'—5")-guanylyl-(3'—5')-
cytidylyl-(3'—>5")-adenylyl-(3'—5")-uridylyl-(3'>5")-guanylyl-(3'—>5')-
uridylyl-(3'—5')-guanylyl-(3'—>5")-adenylyl-(3'>5')-uridylyl-(3'—5")-
cytidylyl-(3'—5')-cytidylyl-(3'—5')-adenylyl-(3'—>5')-guanylyl-(3'—>5')-
thymidylyl-(3'=5")-thymidine with thymidylyl-(5'—3")-thymidylyl-
(5'—>3")-guanylyl-(5'—-3")-uridylyl-(5'—3')-adenylyl-(5'—3')-adenylyl-
(5'—>3")-cytidylyl-(5'—3')-adenylyl-(5'—3')-cytidylyl-(5'—3')-guanylyl-
(5'—>3")-uridylyl-(5'—3')-adenylyl-(5'—3')-cytidylyl-(5'—3')-adenylyl-
(5'—>3")-cytidylyl-(5'—3')-uridylyl-(5'—3')-adenylyl-(5'—3')-guanylyl-
(5'—>3")-guanylyl-(5'—3")-uridylyl-(5'—3')-cytidine

petit ARN interférant (siRNA) inhibiteur de la production du récepteur
adrénergique 3y;

duplex ARN du brin cytidylyl-(3'—5')-adénylyl-(3'—5'")-uridylyl-
(3'—5")-uridylyl-(3'—5'")-guanylyl-(3'—5'")-uridylyl-(3'—5')-guanylyl-
(3'—>5")-cytidylyl-(3'>5")-adénylyl-(3'—5")-uridylyl-(3'>5")-guanylyl-
(3'—>5")-uridylyl-(3'>5")-guanylyl-(3'—5")-adénylyl-(3'—5")-uridylyl-
(3'—>5")-cytidylyl-(3'—>5")-cytidylyl-(3'—>5")-adénylyl-(3'>5'")-guanylyl-
(3'>5'")-thymidylyl-(3'=5")-thymidine avec le brin anti-sens
thymidylyl-(5'—3")-thymidylyl-(5'—3')-guanylyl-(5'—3'")-uridylyl-
(5'—3")-adénylyl-(5'—>3')-adénylyl-(5'—3")-cytidylyl-(5'—3')-adénylyl-
(5'—>3")-cytidylyl-(5'—3')-guanylyl-(5'—3')-uridylyl-(5'—3")-adénylyl-
(5'—>3")-cytidylyl-(5'—3'")-adénylyl-(5'—3')-cytidylyl-(5'—3")-uridylyl-
(5'—>3")-adénylyl-(5'—>3')-guanylyl-(5'—3')-guanylyl-(5'—3')-uridylyl-
(5'—>3')-cytidine

ARN interferente pequefio (siRNA) inhibidor de la produccion del
receptor adrenérgico B,
ARN duplex de la cadena citidilil-(3'—>5")-adenilil-(3'—5")-uridilil-
(3'>5")-uridilil-(3'>5'")-guanilil-(3'>5')-uridilil-(3'—>5")-guanilil-(3'—>5")-
citidilil-(3'—>5")-adenilil-(3'—>5")-uridilil-(3'>5")-guanilil-(3'—5")-uridilil-
(3'—5")-guanilil-(3'—5")-adenilil-(3'—5")-uridilil-(3'—5'")-citidilil-(3'>5')-
citidilil-(3'—>5")-adenilil-(3'—>5')-guanilil-(3'—5")-timidilil-(3'>5")-
timidina con la cadena antisentido timidilil-(5'—3")-timidilil-(5'—3')-
guanilil-(5'—>3'")-uridilil-(5'—3')-adenilil-(5'—3')-adenilil-(5'—3")-citidilil-
(5'—>3")-adenilil-(5'—3")-citidilil-(5'—3')-guanilil-(5'—3")-uridilil-(5'>3')-
adenilil-(5'—3'")-citidilil-(5'—>3')-adenilil-(5'—3")-citidilil-(5'—3")-uridilil-
(5'—3")-adenilil-(5'—3')-guanilil-(5'—3')-guanilil-(5'—3")-uridilil-
(5'>3")-citidina
C401 H500N1 500290P40

(3'-5")CAUUGUGCAUGUGAUCCAG-dT-dT
(5'-3")dT-dT-GUAACACGUACACUAGGUC
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brexpiprazolum
brexpiprazole

brexpiprazole

brexpiprazol

buparlisibum
buparlisib

buparlisib

buparlisib

camicinalum
camicinal

camicinal

camicinal

7-{4-[4-(1-benzothiophen-4-yl)piperazin-1-yl]butoxy}quinolin-
2(1H)-one

7-{4-[4-(1-benzothiophén-4-yl)pipérazin-1-yl]butoxy}quinoléin-
2(1H)-one

7-{4-[4-(1-benzotiofen-4-il)piperazin-1-il]butoxi}quinolin-2(1H)-ona

CasH27N30,S
H
_ (\N/\/\/O N (0]
5 N\) =

5-[2,6-bis(morpholin-4-yl)pyrimidin-4-yl]-4-(trifluoromethyl)pyridin-
2-amine

5-[2,6-bis(morpholin-4-yl)pyrimidin-4-yl]-4-(trifluorométhyl)pyridin-
2-amine

5-[2,6-bis(morfolin-4-il)pirimidin-4-il]-4-(trifluorometil)piridin-2-amina
C18H21 F3N602

()

()

N

A
saee

z

1-{4-[(3-fluorophenyl)amino]piperidin-1-yl}-2-(4-{[(3S)-3-
methylpiperazin-1-yllmethyl}phenyl)ethan-1-one

1-{4-[(3-fluorophényl)amino]pipéridin-1-yl}-2-(4-{[(3S)-3-
méthylpipérazin-1-yljméthyl}phényl)éthan-1-one

1-{4-[(3-fluorofenil)amino]piperidin-1-il}-2-(4-{[(3S)-3-metilpiperazin-
1-iljmetil}fenil)etan-1-ona

C25H33FN4O

SACS B
HN
7\2 N
H CH,
N

H
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caplacizumabum #
caplacizumab

caplacizumab

caplacizumab

cerlapirdinum
cerlapirdine

cerlapirdine

cerlapirdina

dexmecamylaminum
dexmecamylamine

dexmécamylamine

dexmecamilamina

immunoglobulin VH-linker-VH fragment, anti-[Homo sapiens VWF
(von Willebrand factor) A1 domain], humanized monoclonal
antibody;

VH-linker-VH chain (1-259) [humanized VH (Homo sapiens IGHV3-
23*04 (82.50%) -(IGHD)-IGHJ4*01 L123>Q (123) [8.8.21] (1-128)] -
trialanyl linker (129-131) -[humanized VH (Homo sapiens IGHV3-
23*04 (82.50%) -(IGHD)-IGHJ4*01 L123>Q (254) [8.8.21] (132-259)

immunoglobuline fragment VH-linker-VH, anti-[Homo sapiens VWF
(facteur de von Willebrand) domaine A1], anticorps monoclonal
humanisé;

chaine VH-linker-VH (1-259) [VH humanisé (Homo sapiens IGHV3-
23*04 (82.50%) -(IGHD)-IGHJ4*01 L123>Q (123) [8.8.21] (1-128)] -
trialanyl linker (129-131) -[VH humanisé (Homo sapiens IGHV3-
23*04 (82.50%) -(IGHD)-IGHJ4*01 L123>Q (254) [8.8.21] (132-259)

inmunoglobulina fragmento VH-conector-VH, anti-[VWF (factor de
von Willebrand) de Homo sapiens dominio A1], anticuerpo
monoclonal humanizado;

cadena VH-conector-VH (1-259) [VH humanizado (Homo sapiens
IGHV3-23*04 (82.50%) -(IGHD)-IGHJ4*01 L123>Q (123) [8.8.21] (1-
128)] -trialanil conector (129-131) -[VH humanizado (Homo sapiens
IGHV3-23*04 (82.50%) -(IGHD)-IGHJ4*01 L123>Q (254) [8.8.21]
(132-259)

EVQLVESGGG LVQPGGSLRL SCAASGRTFS YNPMGWFRQA PGKGRELVAA 50
ISRTGGSTYY PDSVEGRFTI SRDNAKRMVY LQMNSLRAED TAVYYCAAAG 100
VRAEDGRVRT LPSEYTFWGQ GTQVTVSSAA AEVQLVESGG GLVQPGGSLR 150
LSCAASGRTF SYNPMGWFRQ APGKGRELVA AISRTGGSTY YPDSVEGRFT 200
ISRDNAKRMV YLOMNSLRAE DTAVYYCAAA GVRAEDGRVR TLPSEYTFWG 250
QGTQVTVSS 259

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-chain 22-96 153-227

N,N-dimethyl-3-{[3-(naphthalene-1-sulfonyl)-1H-indazol-
5-ylloxy}propan-1-amine

N,N-diméthyl-3-{[3-(naphtaléne-1-sulfonyl)-1H-indazol-
5-ylJoxy}propan-1-amine

N,N-dimetil-3-{[3-(naftaleno-1-sulfonil)-1H-indazol-5-ilJoxi}propan-
1-amina

C2:H23N303S
H
N
\

H,C Va

3 \'}‘/\/\O
CHs o=y Q

(6]

¥

(1R,2S,4S)-N,2,3,3-tetramethylbicyclo[2.2.1]heptan-2-amine
(1R,2S,4S)-N,2,3,3-tétraméthylbicyclo[2.2.1]heptan-2-amine

(1R,2S8,4S)-N,2,3,3-tetrametilbiciclo[2.2.1]heptan-2-amina
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CiHziN

H
| HN—CHj
= CHj
CHs

i CHs
H

drisapersenum

drisapersen all-P-ambo-2'-O-methyl-P-thiouridylyl-(3'—5')-2'-O-methyl-P-
thiocytidylyl-(3'—5')-2'-O-methyl-P-thioadenylyl-(3'—5')-2'-O-methyl-
P-thioadenylyl-(3'—>5')-2'-O-methyl-P-thioguanylyl-(3'—5')-2'-O-
methyl-P-thioguanylyl-(3'—5')-2'-O-methyl-P-thioadenylyl-(3'>5")-2'-
O-methyl-P-thioadenylyl-(3'—5')-2'-O-methyl-P-thioguanylyl-(3'—5')-
2'-0O-methyl-P-thioadenylyl-(3'—5')-2'-O-methyl-P-thiouridylyl-
(3'>5")-2'-O-methyl-P-thioguanylyl-(3'—>5')-2'-O-methyl-P-
thioguanylyl-(3'—>5')-2'-O-methyl-P-thiocytidylyl-(3'—>5')-2'-O-methyl-
P-thioadenylyl-(3'—5')-2'-O-methyl-P-thiouridylyl-(3'—5')-2"-O-
methyl-P-thiouridylyl-(3'—5')-2'-O-methyl-P-thiouridylyl-(3'—5')-2"-O-
methyl-P-thiocytidylyl-(3'—5")-2'-O-methyluridine

drisapersen tout-P-ambo-2'-O-méthyl-P-thiouridylyl-(3'—5")-2'-O-méthyl-P-
thiocytidylyl-(3'—5")-2'-O-méthyl-P-thioadénylyl-(3'—>5")-2'-O-méthyl-
P-thioadénylyl-(3'—5')-2'-O-méthyl-P-thioguanylyl-(3'—5')-2'-O-
méthyl-P-thioguanylyl-(3'—5')-2'-0-méthyl-P-thioadénylyl-(3'—5')-2'-
O-méthyl-P-thioadénylyl-(3'—5')-2'-O-méthyl-P-thioguanylyl-(3'—5')-
2'-O-méthyl-P-thioadénylyl-(3'—5')-2'-O-méthyl-P-thiouridylyl-
(3'>5')-2'-O-méthyl-P-thioguanylyl-(3'—5")-2'-O-méthyl-P-
thioguanylyl-(3'—5')-2'-O-méthyl-P-thiocytidylyl-(3'—>5')-2"-O-méthyl-
P-thioadénylyl-(3'—5')-2'-O-méthyl-P-thiouridylyl-(3'—5')-2'-O-
méthyl-P-thiouridylyl-(3'—5')-2'-O-méthyl-P-thiouridylyl-(3'—5')-2'-O-
méthyl-P-thiocytidylyl-(3'—5")-2'-O-méthyluridine

drisapersén todo-P-ambo-2'-O-metil-P-tiouridilil-(3'>5')-2'-O-metil-P-tiocitidilil-
(3'>5")-2'-O-metil-P-tioadenilil-(3'>5')-2'-O-metil-P-tioadenilil-
(3'—>5')-2"-O-metil-P-tioguanilil-(3'>5')-2"-O-metil-P-tioguanilil-
(3'>5")-2'-O-metil-P-tioadenilil-(3'—5')-2'-O-metil-P-tioadenilil-
(3'>5")-2'-O-metil-P-tioguanilil-(3'—5')-2'-O-metil-P-tioadenilil-
(3'>5")-2'-O-metil-P-tiouridilil-(3'—>5')-2'-O-metil-P-tioguanilil-(3'—>5")-
2'-O-metil-P-tioguanilil-(3'—5')-2'-O-metil-P-tiocitidilil-(3'—5')-2'-O-
metil-P-tioadenilil-(3'—5')-2'-O-metil-P-tiouridilil-(3'>5')-2'-O-metil-P-
tiouridilil-(3'—>5')-2'-O-metil-P-tiouridilil-(3'»5')-2'-O-metil-P-tiocitidilil-
(3'>5')-2"-O-metiluridina

C21 1 H275N7GO1 19P19819

(3'-5")(P-thio)(Um-Cm-Am-Am-Gm-Gm-Am-Am-Gm-Am-Um-Gm-Gm-Cm-Am-Um-Um-Um-Cm-Um)

faldaprevirum

faldaprevir (1R,2S)-1-{[(2S,4R)-4-[{8-bromo-7-methoxy-
2-[2-(2-methylpropanamido)-1,3-thiazol-4-yl]quinolin-4-yl}oxy]-
1-[(2S)-2-{[(cyclopentyloxy)carbonyl]Jamino}-
3,3-dimethylbutanoyl]pyrrolidine-2-carboxamido}-
2-ethenylcyclopropane-1-carboxylic acid
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faldaprévir

faldaprevir

flanvotumabum #
flanvotumab

flanvotumab

flanvotumab

acide (1R,2S)-1-{[(2S,4R)-4-[{8-bromo-7-méthoxy-
2-[2-(2-méthylpropanamido)-1,3-thiazol-4-yl]quinoléin-4-yl}oxy]-
1-[(2S)-2-{[(cyclopentyloxy)carbonyllamino}-
3,3-diméthylbutanoyl]pyrrolidine-2-carboxamido}-
2-éthénylcyclopropane-1-carboxylique

acido (1R,2S5)-1-{[(2S,4R)-4-[{8-bromo-7-methoxy-
2-[2-(2-metilpropanamido)-1,3-tiazol-4-ilJquinolin-4-il}oxi]-
1-[(2S)-2-{[(ciclopentiloxi)carbonillamino}-
3,3-dimetilbutanoil]pirrolidina-2-carboxamido}-2-etenilciclopropano-
1-carboxilico

C40H4gBrNGOgS

o | S>—NH CH
HaCO N W 3

X
0 CH,

H

_.COH
A

immunoglobulin G1-kappa, anti-[Homo sapiens TYRP1 (tyrosinase-
related protein 1, 5,6-dihydroxyindole-2-carboxylic acid oxidase,
DHICA oxidase, TRP1, melanoma antigen gp75)], Homo sapiens
monoclonal antibody;

gamma heavy chain (1-449) [Homo sapiens VH (IGHV7-4-1*02
(95.90%) -(IGHD)-IGHJ4*01) [8.8.12] (1-119) -IGHG1*03 (120-449)],
(222-215")-disulfide with kappa light chain (1'-215') [Homo sapiens
V-KAPPA (IGKV3-11*01 (100.00%) -IGKJ2*01) [6.3.10] (1'-108'") -
IGKC*01 (109'-215'")]; (228-228":231-231")-bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens TYRP1 (protéine 1
apparentée a la tyrosinase, oxydase de l'acide 5,6-dihydroxyindole-
2-carboxylique, DHICA-oxydase, TRP1, antigéne gp75 du
mélanome)], Homo sapiens anticorps monoclonal;

chaine lourde gamma1 (1-449) [Homo sapiens VH (IGHV7-4-1*02
(95.90%) -(IGHD)-IGHJ4*01) [8.8.12] (1-119) -IGHG1*03 (120-449)],
(222-215")-disulfure avec la chaine Iégere kappa (1'-215") [Homo
sapiens V-KAPPA (IGKV3-11*01 (100.00%) -IGKJ2*01) [6.3.10] (1'-
108') -IGKC*01 (109'-215")]; dimére (228-228":231-231")-bisdisulfure

inmunoglobulina G1-kappa, anti-[TYRP1 de Homo sapiens (proteina
1 relacionada con la tirosinasa), oxidasa del acido 5,6-dihidroxiindol-
2-carboxilico, DHICA-oxidasa, TRP1, antigeno gp75 de melanoma)],
anticuerpo monoclonal de Homo sapiens;

cadena pesada gamma1 (1-449) [Homo sapiens VH (IGHV7-4-1*02
(95.90%) -(IGHD)-IGHJ4*01) [8.8.12] (1-119) -IGHG1*03 (120-449)],
(222-215")-disulfuro con la cadena ligera kappa (1'-215') [Homo
sapiens V-KAPPA (IGKV3-11*01 (100.00%) -IGKJ2*01) [6.3.10] (1'-
108') -IGKC*01 (109'-215")]; dimero (228-228":231-231")-bisdisulfuro
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follitropinum gamma #
follitropin gamma

follitropine gamma

folitropina gamma

Heavy chain / Chaine lourde / Cadena pesada

QVQLVQSGSE LKKPGASVKI SCKASGYTFT SYAMNWVRQA PGQGLESMGW 50
INTNTGNPTY AQGFTGREFVF SMDTSVSTAY LQISSLKAED TAIYYCAPRY 100
SSSWYLDYWG QGTLVTVSSA STKGPSVFPL APSSKSTSGG TAALGCLVKD 150
YFPEPVTVSW NSGALTSGVH TFPAVLQSSG LYSLSSVVTV PSSSLGTQTY 200
ICNVNHKPSN TKVDKRVEPK SCDKTHTCPP CPAPELLGGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVKEFNWY VDGVEVHNAK TKPREEQYNS 300
TYRVVSVLTV LHQDWLNGKE YKCKVSNKAL PAPIEKTISK AKGQPREPQV 350
YTLPPSREEM TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPVL 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légere / Cadena ligera

EIVLTQSPAT LSLSPGERAT LSCRASQSVS SYLAWYQQKP GQAPRLLIYD 50
ASNRATGIPA RFSGSGSGTD FTLTISSLEP EDFAVYYCQQ RSNWLMYTFG 100
QGTKLEIKRT VAAPSVFIFP PSDEQLKSGT ASVVCLLNNF YPREAKVQWK 150
VDNALQSGNS QESVTEQDSK DSTYSLSSTL TLSKADYEKH KVYACEVTHQ 200
GLSSPVTKSF NRGEC 215

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96 146-202 263-323 369-427
22"-96" 146"-202" 263"-323" 369"-427"
Intra-L  23'-88'  135'-195'
23M.88™  135™M.195™
Inter-H-L 222-215' 222"-215™
Inter-H-H 228-228" 231-231"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
299, 299"

heterodimer of human glycoprotein hormones alpha chain and
follitropin subunit beta (FSH-beta), follicle stimulating hormone,
glycoform gamma

hétérodimere constitué de la chaine alpha des hormones
glycoprotéiques et de la sous-unité béta de la follitropine (FSH-béta)
humaines, hormone folliculostimulante, forme glycosylée gamma

heterodimero formado por la cadena alfa de las hormonas
glicoprotéicas y la subunidad beta de la folitropina (FSH-beta)
humanas, hormona estimulante del foliculo, forma glicosilada
gamma

Cor5H1493N2670305S26 (peptide)

Alpha subunit / Sous-unité alpha / Subunidad alfa
APDVQDCPEC TLQENPFFSQ PGAPILQCMG CCFSRAYPTP LRSKKTMLVQ 50
KNVTSESTCC VAKSYNRVTV MGGFKVENHT ACHCSTCYYH KS 92

Beta subunit / Sous-unité béta / Subunidad beta

NSCELTNITI AIEKEECRFC ISINTTWCAG YCYTRDLVYK DPARPKIQKT 50'
CTFKELVYET VRVPGCAHHA DSLYTYPVAT QCHCGKCDSD STDCTVRGLG 100"
PSYCSFGEMK E 111"

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
7-31 10-60 28-82  32-84 59-87
3'-51' 17-66' 20'-104' 28'-82' 32'-84' §7'-94'

Glycosylation sites (N) / Sites de glycosylation (N) / Posiciones de glicosilacion (N)
Asn-7' Asn-24' Asn-52 Asn-78

R6—6:
} a-Man—6- R—6
R3->3-B-Gal—4-4-GI-N—2

R4—>4-
R3-3-B-Gal—»4-B-Gl-N—>2

:} B-GI-N—>N
B-Man—4-B-GI-N—»4-

}a-Man—»fﬂ

R = a-Fuc or H, R3 = a-Sia or H, R4 and R6 = R3—3-B-Gal—4-p-GI-N or H
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gemcitabini elaidas
gemcitabine elaidate

élaidate de gemcitabine

elaidato de gemcitabina

glyceroli phenylbutyras
glycerol phenylbutyrate

phénylbutyrate de glycérol

fenilbutirato de glicerol

idursulfasum beta #
idursulfase beta

idursulfase béta

idursulfasa beta

2'-deoxy-2',2'-difluorocytidine 5'-(9E)-octadec-9-enoate
5'-(9E)-octadéc-9-énoate de 2'-déoxy-2',2'-difluorocytidine
5'-(9E)-octadec-9-enoato de 2'-desoxi-2',2'-difluorocitidina
C27H43F2N30s

NH,

N7

|
o) O)\N
M o
% F
CHs

OH F

propane-1,2,3-triyl tris(4-phenylbutanoate)
tris(4-phénylbutanoate) de propane-1,2,3-triyle
tris(4-fenilbutanoato) de propano-1,2,3-triilo

Ca3H3306

iduronate 2-sulfatase (a-L-iduronate sulfate sulfatase), human pro-
enzyme produced in CHO cells (glycoform beta)

iduronate 2-sulfatase (a-L-iduronate sulfate sulfatase), proenzyme
humaine produite par des cellules CHO (glycoforme béta)

iduronato 2-sulfatasa (a-L-iduronato sulfato sulfatasa), proenzima
humana producida por células CHO (forma glicosilada beta)
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inclacumabum #
inclacumab

inclacumab

inclacumab

Ca689H4051N6990793S 13

SETQANSTTD ALNVLLIIVD DLRPSLGCYG DKLVRSPNID QLASHSLLFQ 50
NAFAQQAVCA PSRVSFLTGR RPDTTRLYDF NSYWRVHAGN FSTIPQYFKE 100
NGYVTMSVGK VFHPGISSNH TDDSPYSWSF PPYHPSSEKY ENTKTCRGPD 150
GELHANLLCP VDVLDVPEGT LPDKQSTEQA IQLLEKMKTS ASPFFLAVGY 200
HKPHIPFRYP KEFQKLYPLE NITLAPDPEV PDGLPPVAYN PWMDIRQRED 250
VQALNISVPY GPIPVDFQRK IRQSYFASVS YLDTQVGRLL SALDDLQLAN 300
STITAFTSDH GWALGEHGEW AKYSNFDVAT HVPLIFYVPG RTASLPEAGE 350
KLFPYLDPFD SASQLMEPGR QSMDLVELVS LFPTLAGLAG LQVPPRCPVP 400
SFHVELCREG KNLLKHFRFR DLEEDPYLPG NPRELIAYSQ YPRPSDIPQW 450
NSDKPSLKDI KIMGYSIRTI DYRYTVWVGF NPDEFLANFS DIHAGELYFV 500
DSDPLQODHNM YNDSQGGDLEF QLLMP 525

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
146-159 397-407

Modified residue / Résidu modifié / Residuo modificado

C H  NH,
59 o <
3-oxo0Ala S COH

Glycosylation sites (N) / Sites de glycosylation (N) / Posiciones de glicosilacion (N)
Asn-6 Asn-90  Asn-119  Asn-221 Asn-255 Asn-300 Asn-488 Asn-512

immunoglobulin G4-kappa, anti-[Homo sapiens SELP (selectin P,
CD62)], Homo sapiens monoclonal antibody;

gamma4 heavy chain (1-451) [Homo sapiens VH (IGHV3-13*01
(94.80%) -(IGHD)-IGHJ5*02) [8.7.18] (1-124) -IGHG4*01 hinge
S10>P (232), CH2 L1.2>E (239) (125-451)], (138-214")-disulfide with
kappa light chain (1'-214") [Homo sapiens V-KAPPA (IGKV3-11*01
(100.00%) -IGKJ4*02) [6.3.9] (1'-107") -IGKC*01 (108'-214")]; (230-
230":233-233")-bisdisulfide dimer

immunoglobuline G4-kappa, anti-[Homo sapiens SELP (sélectine P,
CD62)], Homo sapiens anticorps monoclonal;

chaine lourde gamma4 (1-451) [Homo sapiens VH (IGHV3-13*01
(94.80%) -(IGHD)-IGHJ5*02) [8.7.18] (1-124) -IGHG4*01 charniére
S10>P (232), CH2 L1.2>E (239) (125-451)], (138-214")-disulfure
avec la chaine légeére kappa (1'-214') [Homo sapiens V-KAPPA
(IGKV3-11*01 (100.00%) -IGKJ4*02) [6.3.9] (1'-107") -IGKC*01
(108'-214")]; dimeére (230-230":233-233")-bisdisulfure

inmunoglobulina G4-kappa, anti-[SELP de Homo sapiens (selectina
P, CD62)], anticuerpo monoclonal de Homo sapiens ;

cadena pesada gamma4 (1-451) [Homo sapiens VH (IGHV3-13*01
(94.80%) -(IGHD)-IGHJ5*02) [8.7.18] (1-124) -IGHG4*01 bisagra
S10>P (232), CH2 L1.2>E (239) (125-451)], (138-214")-disulfuro con
la cadena ligera kappa (1'-214") [Homo sapiens V-KAPPA (IGKV3-
11*01 (100.00%) -IGKJ4*02) [6.3.9] (1'-107") -IGKC*01 (108'-214")];
dimero (230-230":233-233")-bisdisulfuro
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lucerastatum
lucerastat

lucérastat

lucerastat

naltalimidum
naltalimide

naltalimide

naltalimida

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVRPGGSLRL SCAASGFTFS NYDMHWVRQA TGKGLEWVSA 50
ITAAGDIYYP GSVKGRFTIS RENAKNSLYL QMNSLRAGDT AVYYCARGRY 100
SGSGSYYNDW FDPWGQGTLV TVSSASTKGP SVFPLAPCSR STSESTAALG 150
CLVKDYFPEP VTVSWNSGAL TSGVHTFPAV LQSSGLYSLS SVVTVPSSSL 200
GTKTYTCNVD HKPSNTKVDK RVESKYGPPC PPCPAPEFEG GPSVFLFPPK 250
PKDTLMISRT PEVTCVVVDV SQEDPEVQFN WYVDGVEVHN AKTKPREEQF 300
NSTYRVVSVL TVLHQDWLNG KEYKCKVSNK GLPSSIEKTI SKAKGQPREP 350
QVYTLPPSQE EMTKNQVSLT CLVKGFYPSD IAVEWESNGQ PENNYKTTPP 400
VLDSDGSFFL YSRLTVDKSR WQEGNVEFSCS VMHEALHNHY TQKSLSLSLG 450
K 451

Light chain / Chaine légére / Cadena ligera

EIVLTQSPAT LSLSPGERAT LSCRASQSVS SYLAWYQQKP GQAPRLLIYD 50
ASNRATGIPA RFSGSGSGTD FTLTISSLEP EDFAVYYCQQ RSNWPLTFGG 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-95  151-207  265-325  371-429
22"-95" 151"-207" 265"-325" 371"-429"
Intra-L 23'-88'  134-194'
23M.88"  134"-194"
Inter-H-L 138-214' 138"-214"
Inter-H-H 230-230" 233-233"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
301, 301"

(2R,3S,4R,5S)-1-butyl-2-(hydroxymethyl)piperidine-3,4,5-triol
(2R,3S,4R,5S)-1-butyl-2-(hydroxyméthyl)pipéridine-3,4,5-triol

(2R,3S,4R,53S)-1-butil-2-(hidroximetil)piperidina-3,4,5-triol

C10H2ﬁqo4

2-[17-(cyclopropylmethyl)-4,5a-epoxy-3,14-dihydroxymorphinan-
6B-yllisoindole-1,3-dione

2-[-17-(cyclopropylméthyl)-4,5a-époxy-3,14-dihydroxymorphinan-
6B-yl]-2H-isoindole-1,3-dione

2-[17-(ciclopropilmetil)-4,5a-epoxi-3,14-dihidroximorfinan-
6B-illisoindol-1,3-diona
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CasH2sN20s5

r$2

HO S

netazepidum
netazepide 1-[(3R)-1-(3,3-dimethyl-2-oxobutyl)-2-oxo-5-(pyridin-2-yl)-
2,3-dihydro-1H-1,4-benzodiazepin-3-yl]-
3

-[3-(methylamino)phenyljurea

nétazépide 1-[(3R)-1-(3,3-diméthyl-2-oxobutyl)-2-oxo-5-(pyridin-2-yl)-
2,3-dihydro-1H-1,4-benzodiazépin-3-yl]-
3-[3-(méthylamino)phényl]urée

netazepida 1-[(3R)-1-(3,3-dimetil-2-oxobutil)-2-oxo-5-(piridin-2-il)-2,3-dihidro-
1H-1,4-benzodiazepin-3-il]-3-[3-(metilamino)fenillurea

C28H30N603

CH,
H3C CHs

CH

N ®

o
o

)

niraparibum
niraparib 2-{4-[(3S)-piperidin-3-yllphenyl}-2H-indazole-7-carboxamide

niraparib 2-{4-[(3S)-pipéridin-3-yllphényl}-2H-indazole-7-carboxamide
niraparib 2-{4-[(3S)-piperidin-3-il]fenil}-2H-indazol-7-carboxamida

C19H20N4O

H
N
S
N
N =
H N

07 "NH,

312



WHO Drug Information, Vol. 26, No. 3, 2012 Recommended INN: List 68

ondelopranum
ondelopran 6-[2-fluoro-4-({[2-(oxan-4-yl)ethyllamino}methyl)phenoxy]pyridine-
3-carboxamide

ondélopran 6-[2-fluoro-4-({[2-(oxan-4-yl)éthyllamino}méthyl)phénoxy]pyridine-
3-carboxamide

ondelopran 6-[2-fluoro-4-({[2-(oxan-4-il)etillamino}metil)fenoxi]piridina-
3-carboxamida

CZOH24FN303

Iz

patiromerum calcium
patiromer calcium cross-linked polymer of calcium 2-fluoroprop-2-enoate with
diethenylbenzene and octa-1,7-diene

patiromére calcique polymere réticulé de 2-fluoroprop-2-énoate de calcium avec du
diéthénylbenzene et de I'octa-1,7-diene

patirémero calcico polimero reticulado de 2-fluoroprop-2-enoato de calcio con
dietenilbenceno y octa-1,7-dieno

[(CsH2FO2), Cals [CeH14] [C1oH10]]n

- x>
Hchcoz , @/\cHz
/A
F HC  NF
X

xI2 Ca?* [ HZCW\//CHZ]
z

y

patritumabum #

patritumab immunoglobulin G1-kappa, anti-[Homo sapiens ERBB3 (receptor
tyrosine-protein kinase erbB-3, HER3)], Homo sapiens monoclonal
antibody;
gamma heavy chain (1-447) [Homo sapiens VH (IGHV4-34*01
(99.00%) -(IGHD)-IGHJ2*01) [8.7.11] (1-117) -IGHG1*03 (118-447)],
(220-220")-disulfide with kappa light chain (1'-220') [Homo sapiens
V-KAPPA (IGKV4-1*01 (95.00%) -IGKJ1*01) [12.3.9] (1'-113") -
IGKC*01 (114'-220")]; (226-226":229-229")-bisdisulfide dimer

patritumab immunoglobuline G1-kappa, anti-[Homo sapiens ERBB3 (récepteur
tyrosine-protéine kinase erbB3, HER3)], Homo sapiens anticorps
monoclonal;

chaine lourde gamma1 (1-447) [Homo sapiens VH (IGHV4-34*01
(99.00%) -(IGHD)-IGHJ2*01) [8.7.11] (1-117) -IGHG1*03 (118-447)],
(220-220'")-disulfure avec la chaine légére kappa (1'-220') [Homo
sapiens V-KAPPA (IGKV4-1*01 (95.00%) -IGKJ1*01) [12.3.9] (1'-
113") -IGKC*01 (114'-220")]; dimére (226-226":229-229")-bisdisulfure

313



Recommended INN: List 68

WHO Drug Information, Vol. 26, No. 3, 2012

patritumab

plazomicinum
plazomicin

plazomicine

plazomicina

pradigastatum
pradigastat

inmunoglobulina G1-kappa, anti-lHomo sapiens ERBB3 (receptor de
tirosina-proteina kinasa erbB3, HER3)], anticuerpo monoclonal de
Homo sapiens;

cadena pesada gamma1 (1-447) [Homo sapiens VH (IGHV4-34*01
(99.00%) -(IGHD)-IGHJ2*01) [8.7.11] (1-117) -IGHG1*03 (118-447)],
(220-220'")-disulfuro con la cadena ligera kappa (1'-220') [Homo
sapiens V-KAPPA (IGKV4-1*01 (95.00%) -IGKJ1*01) [12.3.9] (1'-
113") -IGKC*01 (114'-220")]; dimero (226-226":229-229")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVOLQQWGAG LLKPSETLSL TCAVYGGSFS GYYWSWIRQP PGKGLEWIGE 50
INHSGSTNYN PSLKSRVTIS VETSKNQFSL KLSSVTAADT AVYYCARDKW 100
TWYFDLWGRG TLVTVSSAST KGPSVFPLAP SSKSTSGGTA ALGCLVKDYF 150
PEPVTVSWNS GALTSGVHTF PAVLQSSGLY SLSSVVTVPS SSLGTQTYIC 200
NVNHKPSNTK VDKRVEPKSC DKTHTCPPCP APELLGGPSV FLFPPKPKDT 250
LMISRTPEVT CVVVDVSHED PEVKFNWYVD GVEVHNAKTK PREEQYNSTY 300
RVVSVLTVLH QDWLNGKEYK CKVSNKALPA PIEKTISKAK GQPREPQVYT 350
LPPSREEMTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS 400
DGSFFLYSKL TVDKSRWQQG NVFSCSVMHE ALHNHYTQKS LSLSPGK 447

Light chain / Chaine 1égere / Cadena ligera

DIEMTQSPDS LAVSLGERAT INCRSSQSVL YSSSNRNYLA WYQQNPGQPP 50
KLLIYWASTR ESGVPDRFSG SGSGTDFTLT ISSLQAEDVA VYYCQQYYST 100
PRTFGQGTKV EIKRTVAAPS VFIFPPSDEQ LKSGTASVVC LLNNFYPREA 150
KVQWKVDNAL QSGNSQESVT EQDSKDSTYS LSSTLTLSKA DYEKHKVYAC 200
EVTHQGLSSP VTKSEFNRGEC 220

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-95  144-200 261-321  367-425
22"-95" 144"-200" 261"-321" 367"-425"
Intra-L  23'-94' 140'-200'
23"-94" 140"-200"
Inter-H-L  220-220' 220"-220"
Inter-H-H 226-226" 229-229"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
297,297"

(2S)-4-amino-N-[(1R,2S,3S,4R,5S)-5-amino-4-{[(2S,3R)-3-amino-
6-{[(2-hydroxyethyl)amino]methyl}-3,4-dihydro-2H-pyran-2-ylJoxy}-
2-{[3-deoxy-4-C-methyl-3-(methylamino)-B-L-arabinopyranosyl]oxy}-
3-hydroxycyclohexyl]-2-hydroxybutanamide

(2S)-4-amino-N-[(1R,2S,3S,4R,5S)-5-amino-4-{[(2S,3R)-3-amino-
6-{[(2-hydroxyéthyl)amino]méthyl}-3,4-dihydro-2H-pyran-2-ylloxy}-
2-{[3-déoxy-4-C-méthyl-3-(méthylamino)-B-L-arabinopyranosyl]oxy}-
3-hydroxycyclohexyl]-2-hydroxybutanamide
(2S)-4-amino-N-[(1R,2S,3S,4R,5S)-5-amino-4-{[(2S,3R)-3-amino-
6-{[(2-hidroxietil)amino]metil}-3,4-dihidro-2H-piran-2-ilJoxi}-
2-{[3-desoxi-4-C-metil-3-(metilamino)-B-L-arabinopiranosil]oxi}-
3-hidroxiciclohexil]-2-hidroxibutanamida

CasH4gNsO10

NH,

{(1r,4r)-4-[4-(5-{[6-(trifluoromethyl)pyridin-3-ylJamino}pyridin-2-yl)
phenyl]cyclohexyl}acetic acid
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pradigastat

pradigastat

pritelivirum
pritelivir

pritélivir

pritelivir

quilizumabum #
quilizumab

quilizumab

acide {trans-4-[4-(5-{[6-(trifluorométhyl)pyridin-3-ylJamino}pyridin-
2-yl)phényl]cyclohexyl}acétique

acido {(1r,4r)-4-[4-(5-{[6-(trifluorometil)piridin-3-ilJamino}piridin-2-il)
fenil]ciclohexil}acético

CZSH24F3N3OZ
FsC N N
) 0
= N =

H

N-methyl-N-(4-methyl-5-sulfamoyl-1,3-thiazol-2-yl)-2-[4-(pyridin-
2-yl)phenyllacetamide

N-méthyl-N-(4-méthyl-5-sulfamoyl-1,3-thiazol-2-yl)-2-[4-(pyridin-
2-yl)phényllacétamide

N-metil-N-(4-metil-5-sulfamoil-1,3-tiazol-2-il)-2-[4-(pyridin-
2-il)fenillacetamida

C1gH1sN403S>

=~ "N

| CH3
X

[¢] NH
N/ \ 4 z
/k /?\\
|}1 S o (¢}

CHs

immunoglobulin G1-kappa, anti-[Homo sapiens IGHE connecting
region (CO) M1 prime (in alternatively spliced heavy chain of
membrane IgE on B cells)], humanized monoclonal antibody;
gamma1 heavy chain (1-447) [humanized VH (Homo sapiens
IGHV3-48*01 (85.70%) -(IGHD)-IGHJ3*01 M123>L (112) [8.8.10] (1-
117) -Homo sapiens IGHG1*03 CH1 R120>K (214) (118-447)], (220-
219')-disulfide with kappa light chain (1'-219') [humanized V-KAPPA
(Homo sapiens IGKV1-39*01 (80.00%) -IGKJ1*01) [11.3.9] (1'-112")
-Homo sapiens IGKC*01 (113'-219")]; (226-226":229-229")-
bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens IGHE région de
connexion (CO) M1 prime (dans la chaine lourde des IgE
membranaires a la surface des lymphocytes B, épissée de maniére
alternative)], anticorps monoclonal humanisé;

chaine lourde gamma1 (1-447) [VH humanisé (Homo sapiens
IGHV3-48*01 (85.70%) -(IGHD)-IGHJ3*01 M123>L (112) [8.8.10] (1-
117) -Homo sapiens IGHG1*03 CH1 R120>K (214) (118-447)], (220-
219')-disulfure avec la chaine légere kappa (1'-219') [V-KAPPA
humanisé (Homo sapiens IGKV1-39*01 (80.00%) -IGKJ1*01)
[11.3.9] (1'-112") -Homo sapiens IGKC*01 (113'-219")]; dimére (226-
226":229-229")-bisdisulfure
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quilizumab

radavirsenum
radavirsen

inmunoglobulina G1-kappa, anti-[Homo sapiens IGHE regién de
conexion (CO) M1 prime (en la cadena pesada de las IgE de
membrana de la superficie de los linfocitos B, ensamblada de modo
alternativo)], anticuerpo monoclonal humanizado;

cadena pesada gamma1 (1-447) [VH humanizado (Homo sapiens
IGHV3-48*01 (85.70%) -(IGHD)-IGHJ3*01 M123>L (112) [8.8.10] (1-
117) -Homo sapiens IGHG1*03 CH1 R120>K (214) (118-447)], (220-
219')-disulfuro con la cadena ligera kappa (1'-219') [V-KAPPA
humanizado (Homo sapiens IGKV1-39*01 (80.00%) -IGKJ1*01)
[11.3.9] (1-112") -Homo sapiens IGKC*01 (113'-219")]; dimero (226-
226":229-229")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFTFS DYGIAWVRQA PGKGLEWVAF 50
ISDLAYTIYY ADTVTGRFTI SRDNSKNTLY LOMNSLRAED TAVYYCARDN 100
WDAMDYWGQG TLVTVSSAST KGPSVFPLAP SSKSTSGGTA ALGCLVKDYF 150
PEPVTVSWNS GALTSGVHTF PAVLQSSGLY SLSSVVTVPS SSLGTQTYIC 200
NVNHKPSNTK VDKKVEPKSC DKTHTCPPCP APELLGGPSV FLFPPKPKDT 250
LMISRTPEVT CVVVDVSHED PEVKEFNWYVD GVEVHNAKTK PREEQYNSTY 300
RVVSVLTVLH QDWLNGKEYK CKVSNKALPA PIEKTISKAK GQPREPQVYT 350
LPPSREEMTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS 400
DGSFFLYSKL TVDKSRWQQG NVFSCSVMHE ALHNHYTQKS LSLSPGK 447

Light chain / Chaine légere / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRSSQSLV HNNANTYLHW YQQKPGKAPK 50
LLIYKVSNRF SGVPSRFSGS GSGTDFTLTI SSLQPEDFAT YYCSQNTLVP 100
WTFGQGTKVE IKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VQWKVDNALQ SGNSQESVTE QODSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSFNRGEC 219

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  144-200  261-321  367-425
22"-96" 144"-200" 261"-321" 367"-425"
Intra-L 23'-93'  139-199'
23M93"  139M.199™
Inter-H-L 220-219' 220"-219"
Inter-H-H 226-226" 229-229"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
297, 297" (non-fucosylated oligosaccharides)

all-P-ambo-P,2',3'-trideoxy-P-(dimethylamino)-5'-O-{P-[4-({2-[2-(2-
hydroxyethoxy)ethoxylethoxy}carbonyl)piperazin-1-yl]-N,N-
dimethylphosphonamidoyl}-(2'a—5')-P,2',3'-trideoxy-P-
(dimethylamino)-2',3"-imino-2',3'-secocytidylyl-(2'a—5')-P,2',3'-
trideoxy-P-(dimethylamino)-2',3'-imino-2',3'-secoguanyly-(2'a—5')-
P,2',3'-trideoxy-P-(dimethylamino)-2',3"-imino-2',3'-secoguanyly-
(2'a—5')-P,3'-dideoxy-P-(piperazin-1-yl)-2',3'-imino-2',3'-
secothymidylyl-(2'a—5')-P,3'-dideoxy-P-(dimethylamino)-2',3'-imino-
2',3'-secothymidylyl-(2'a—5')-P,2',3'-trideoxy-P-(dimethylamino)-2',3'-
imino-2',3'-secoadenylyl-(2'a—5'")-P,2',3"-trideoxy-P-(dimethylamino)-
2',3'-imino-2',3'-secoguanyly-(2'a—5')-P,2',3"-trideoxy-P-
(dimethylamino)-2',3'-imino-2',3'-secoadenylyl-(2'a—5")-P,2',3'-
trideoxy-P-(dimethylamino)-2',3'-imino-2',3'-secoadenylyl-(2'a—5')-
P,2',3'-trideoxy-P-(dimethylamino)-2',3'-imino-2',3'-secoguanyly-
(2'a—5")-P,2',3'-trideoxy-P-(dimethylamino)-2',3'-imino-2',3'-
secoadenylyl-(2'a—5'")-P,2',3'-trideoxy-P-(piperazin-1-yl)-2',3"-imino-
2',3"-secocytidylyl-(2'a—5'")-P,3'-dideoxy-P-(dimethylamino)-2',3'-
imino-2',3'-secothymidylyl-(2'a—5')-P,2',3'-trideoxy-P-
(dimethylamino)-2',3"-imino-2',3'-secocytidylyl-(2'a—5')-P,2',3'-
trideoxy-P-(dimethylamino)-2',3'-imino-2',3'-secoadenylyl-(2'a—5')-
P,3'-dideoxy-P-(dimethylamino)-2',3'-imino-2',3'-secothymidylyl-
(2'a—5'")-P,2',3'-trideoxy-P-(piperazin-1-yl)-2',3"-imino-2',3'-
secocytidylyl-(2'a—5')-P,3'-dideoxy-P-(dimethylamino)-2',3"-imino-
2',3'-secothymidylyl-(2'a—5")-P,3'-dideoxy-P-(dimethylamino)-2',3'-
imino-2',3'-secothymidylyl-(2'a—5')-P,3'-dideoxy-P-(dimethylamino)-
2',3'-imino-2',3'-secothymidine
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radavirsen

radavirsén

tout-P-ambo-P,2',3'-tridéoxy-P-(diméthylamino)-5'-O-{P-[4-({2-[2-(2-
hydroxyéthoxy)éthoxy]éthoxy}carbonyl)pipérazin-1-yl]-N,N-
diméthylphosphonamidoyl}-2',3'-imino-2',3'-sécocytidylyl-(2'a—5')-
P,2',3'-tridéoxy-P-(diméthylamino)-2',3"-imino-2',3'-sécoguanylyl-
(2'a—5")-P,2',3'-tridéoxy-P-(diméthylamino)-2',3"-imino-2',3'-
sécoguanylyl-(2'a—5')-P,3'-didéoxy-2',3'-imino-P-(pipérazin-1-yl)-
2',3"-sécothymidylyl-(2'a—5')-P,3'-didéoxy-P-(diméthylamino)-2',3'-
imino-2',3'-sécothymidylyl-(2'a—5')-P,2',3'-tridéoxy-P-
(diméthylamino)-2',3'-imino-2',3'-sécoadénylyl-(2'a—5')-P,2',3'-
tridéoxy-P-(diméthylamino)-2',3'-imino-2',3'-sécoguanylyl-(2'a—5')-
P,2',3'-tridéoxy-P-(diméthylamino)-2',3'-imino-2',3'-sécoadénylyl-
(2'a—>5")-P,2',3'-tridéoxy-P-(diméthylamino)-2',3"-imino-2',3'-
sécoadenylyl-(2'a—5')-P,2',3"-tridéoxy-P-(diméthylamino)-2',3'-imino-
2',3'-sécoguanylyl-(2'a—5')-P,2',3'-tridéoxy-P-(diméthylamino)-2',3'-
imino-2',3'-sécoadénylyl-(2'a—5')-P,2',3'-tridéoxy-2',3'-imino-P-
(pipérazin-1-yl)-2',3'-sécocytidylyl-(2'a—5")-P,3'-didéoxy-P-
(diméthylamino)-2',3"-imino-2',3'-sécothymidylyl-(2'a—5')-P,2',3'-
tridéoxy-P-(diméthylamino)-2',3'-imino-2',3'-sécocytidylyl-(2'a—5')-
P,2',3'-tridéoxy-P-(diméthylamino)-2',3"-imino-2',3'-sécoadénylyl-
(2'a—5")-P,3'-didéoxy-P-(dimethylamino)-2',3'-imino-2',3'-
sécothymidylyl-(2'a—5')-P,2',3'-tridéoxy-2',3'-imino-P-(pipérazin-1-
yl)-2',3'-sécocytidylyl-(2'a—5')-P,3'-didéoxy-P-(diméthylamino)-2',3'-
imino-2',3'-sécothymidylyl-(2'a—5')-P,3'-didéoxy-P-(diméthylamino)-
2',3"imino-2',3'-sécothymidylyl-(2'a—5')-3'-déoxy-2',3'-imino-2',3'-
sécothymidine

todo-P-ambo-P,2',3'-tridesoxi-P-(dimetilamino)-5'-O-{ P-[4-({2-[2-(2-
hidroxietoxi)etoxi]etoxi}carbonil)piperazin-1-il]-N,N-
dimetilfosfonamidoil}-(2'a—5')-P,2',3'-tridesoxi-P-(dimetilamino)-2',3'-
imino-2',3'-secocitidilil-(2'a—5')-P,2',3'-tridesoxi-P-(dimetilamino)-
2',3"-imino-2',3"-secoguanilil-(2'a—5')-P,2',3'-tridesoxi-P-
(dimetilamino)-2',3'-imino-2',3'-secoguanilil-(2'a—5")-P,3'-didesoxi-P-
(piperazin-1-il)-2',3'-imino-2',3"-secotimidilil-(2'a—5")-P,3'-didesoxi-P-
(dimetilamino)-2',3'-imino-2',3'-secotimidilil-(2'a—5')-P,2',3'-tridesoxi-
P-(dimetilamino)-2',3'-imino-2',3'-secoadenilil-(2'a—5')-P,2',3'-
tridesoxi-P-(dimetilamino)-2',3"-imino-2',3'-secoguanilil-(2'a—5')-
P,2',3'-tridesoxi-P-(dimetilamino)-2',3'-imino-2',3'-secoadenilil-
(2'a—5'")-P,2',3"-tridesoxi-P-(dimetilamino)-2',3'-imino-2',3'-
secoadenilil-(2'a—5'")-P,2',3'"-tridesoxi-P-(dimetilamino)-2',3'-imino-
2' 3'-secoguanilil-(2'a—5')-P,2',3'-tridesoxi-P-(dimetilamino)-2',3'-
imino-2',3'-secoadenilil-(2'a—5')-P,2',3"-tridesoxi- P-(piperazin-1-il)-
2',3"imino-2',3'-secocitidilil-(2'a—5'")-P,3'-didesoxi-P-(dimetilamino)-
2',3"imino-2',3'-secotimidilil-(2'a—5")-P,2',3'-tridesoxi-P-
(dimetilamino)-2',3'-imino-2',3"-secocitidilil-(2'a—5')-P,2',3"-tridesoxi-
P-(dimetilamino)-2',3'-imino-2',3'-secoadenilil-(2'a—5')-P,3'-didesoxi-
P-(dimetilamino)-2',3"-imino-2',3'-secotimidilil-(2'a—5')-P,2',3'-
tridesoxi-P-(piperazin-1-il)-2',3'-imino-2',3"-secocitidilil-(2'a—5")-P,3'-
didesoxi-P-(dimetilamino)-2',3"-imino-2',3'-secotimidilil-(2'a—5")-P,3'-
didesoxi-P-(dimetilamino)-2',3"-imino-2',3'-secotimidilil-(2'a—5")-P,3'-
didesoxi-P-(dimetilamino)-2',3"-imino-2',3'-secotimidina
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rafigrelidum
rafigrelide

rafigrélide

rafigrelida

refametinibum
refametinib

réfamétinib

refametinib

Cas3H308N116087P20

n=1-19
B(1-20) : C-G-G-T-T-A-G-A-A-G-A-C-T-C-A-T-C-T-T-T
R(1-3) = R(5-11) = R(13-16) = R(18) = R(19) = -N(CH5),

= = N e
R(4)=R(12) =R(17)= HN_|

6,7-dichloro-3,3-dimethyl-5,10-dihydroimidazo[2,1-b]quinazolin-
2(3H)-one

6,7-dichloro-3,3-diméthyl-1,5-dihydroimidazo[2,1-b]quinazolin-
2(3H)-one

6,7-dicloro-3,3-dimetil-5,10-dihidroimidazo[2,1-b]quinazolin-
2(3H)-ona

Ci2H11CI2N3O
H
N N
AN
T =o
cl
4 Hic CHs

N-{3,4-difluoro-2-[(2-fluoro-4-iodophenyl)amino]-6-methoxyphenyl}-
1-[(2S)-2,3-dihydroxypropyllcyclopropane-1-sulfonamide

N-{3,4-difluoro-2-[(2-fluoro-4-iodophényl)amino]-6-méthoxyphényl}-
1-[(2S)-2,3-dihydroxypropyllcyclopropane-1-sulfonamide

N-{3,4-difluoro-2-[(2-fluoro-4-iodofenil)amino]-6-metoxifenil}-
1-[(2S)-2,3-dihidroxipropil]ciclopropano-1-sulfonamida

C19H20F3|N205S
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rigosertibum
rigosertib

rigosertib

rigosertib

riodipinum
riodipine

riodipine

riodipino

romosozumabum #
romosozumab

romosozumab

N-[2-methoxy-5-({[(1E)-2-(2,4,6-
trimethoxyphenyl)ethenyl]sulfonyl}methyl)phenyllglycine

N-[2-méthoxy-5-({[(1E)-2-(2,4,6-
triméthoxyphényl)éthényl]sulfonyl}méthyl)phényliglycine

N-[2-metoxi-5-({[(1E)-2-(2,4,6-
trimetoxifenil)etenil]sulfonil}metil)fenil]glicina

C21H25NOsS

H4CO OCH;
H
g N._COH
2\

OCHjy o 0
OCHj3

dimethyl 4-[2-(difluoromethoxy)phenyl]-2,6-dimethyl-
1,4-dihydropyridine-3,5-dicarboxylate

4-[2-(difluorométhoxy)phényl]-2,6-diméthyl-1,4-dihydropyridine-
3,5-dicarboxylate de diméthyle

4-[2-(difluorometoxi)fenil]-2,6-dimetil-1,4-dihidropiridina-
3,5-dicarboxilato de dimetilo

C1gH19F2NOs

immunoglobulin G2-kappa, anti-[Homo sapiens SOST (sclerostin)],
humanized monoclonal antibody;

gammaz2 heavy chain (1-449) [humanized VH (Homo sapiens
IGHV1-2*02 (87.80%) -(IGHD)-IGHJ2*01 R120>Q (115), L123>T
(118) [8.8.16] (1-123) -Homo sapiens IGHG2*01 (124-449)], (137-
214")-disulfide with kappa light chain (1'-214') [humanized V-KAPPA
(Homo sapiens IGKV1-33*01 (89.50%) -IGKJ4*02) [6.3.9] (1'-107') -
Homo sapiens IGKC*01 (108'-214")]; (225-225":226-226":229-
229":232-232")-tetrakisdisulfide dimer

immunoglobuline G2-kappa, anti-[Homo sapiens SOST
(sclérostine)], anticorps monoclonal humanisé;

chaine lourde gamma2 (1-449) [VH humanisé (Homo sapiens
IGHV1-2*02 (87.80%) -(IGHD)-IGHJ2*01 R120>Q (115), L123>T
(118) [8.8.16] (1-123) -Homo sapiens IGHG2*01 (124-449)], (137-
214")-disulfure avec la chaine légere kappa (1'-214') [V-KAPPA
humanisé (Homo sapiens IGKV1-33*01 (89.50%) -IGKJ4*02) [6.3.9]
(1'-107') -Homo sapiens IGKC*01 (108'-214")]; dimére (225-
225":226-226":229-229":232-232")-tétrakisdisulfure
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samidorphanum
samidorphan

samidorphan

samidorfano

sapitinibum
sapitinib

sapitinib

inmunoglobulina G2-kappa, anti-[SOST (esclerostina) de Homo
sapiens], anticuerpo monoclonal humanizado;

cadena pesada gammaz2 (1-449) [VH humanizado (Homo sapiens
IGHV1-2*02 (87.80%) -(IGHD)-IGHJ2*01 R120>Q (115), L123>T
(118) [8.8.16] (1-123) -Homo sapiens IGHG2*01 (124-449)], (137-
214")-disulfuro con la cadena ligera kappa (1'-214") [V-KAPPA
humanizado (Homo sapiens IGKV1-33*01 (89.50%) -IGKJ4*02)
[6.3.9] (1'-107") -Homo sapiens IGKC*01 (108'-214")]; dimero (225-
225":226-226":229-229":232-232")-tetrakisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQLVQSGAE VKKPGASVKV SCKASGYTFT DYNMHWVRQA PGQGLEWMGE 50
INPNSGGAGY NQKFKGRVTM TTDTSTSTAY MELRSLRSDD TAVYYCARLG 100
YDDIYDDWYF DVWGQGTTVT VSSASTKGPS VFPLAPCSRS TSESTAALGC 150
LVKDYFPEPV TVSWNSGALT SGVHTFPAVL QSSGLYSLSS VVTVPSSNFG 200
TQTYTCNVDH KPSNTKVDKT VERKCCVECP PCPAPPVAGP SVFLFPPKPK 250
DTLMISRTPE VTCVVVDVSH EDPEVQFNWY VDGVEVHNAK TKPREEQFNS 300
TFRVVSVLTV VHQDWLNGKE YKCKVSNKGL PAPIEKTISK TKGQPREPQV 350
YTLPPSREEM TKNQVSLTCL VKGFYPSDIA VEWESNGQPE NNYKTTPPML 400
DSDGSFFLYS KLTVDKSRWQ QGNVFSCSVM HEALHNHYTQ KSLSLSPGK 449

Light chain / Chaine légére / Cadena ligera

DIQMTQSPSS LSASVGDRVT ITCRASQDIS NYLNWYQQKP GKAPKLLIYY 50
TSRLLSGVPS RFSGSGSGTD FTLTISSLQP EDFATYYCQQ GDTLPYTFGG 100
GTKVEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  150-206  263-323  369-427
22"-96" 150"-206" 263"-323" 369"-427"
Intra-L  23'-88'  134'-194'
23M.88M  134™-]94™
Inter-H-L 137-214" 137"-214"
Inter-H-H 225-225" 226-226" 229-229" 232-232"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
299, 299"

17-(cyclopropylmethyl)-4,14-dihydroxy-6-oxomorphinan-
3-carboxamide

17-(cyclopropylméthyl)-4,14-dihydroxy-6-oxomorphinane-
3-carboxamide

17-(ciclopropilmetil)-4,14-dihidroxi-6-oxomorfinan-3-carboxamida

r$°2

Ca21H26N20,4

HoN

2-[4-({4-[(3-chloro-2-fluorophenyl)amino]-7-methoxyquinazolin-
6-yl}oxy)piperidin-1-yl]-N-methylacetamide

2-[4-({4-[(3-chloro-2-fluorophényl)amino]-7-méthoxyquinazolin-
6-yl}oxy)pipéridin-1-yl]-N-méthylacétamide
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sapitinib 2-[4-({4-[(3-cloro-2-fluorofenil)amino]-7-metoxiquinazolin-
6-il}oxi)piperidin-1-il]-N-metilacetamida

C23H25CIFNsO3

CHs
s 6 N
HsC” \"/\N >
T )
o Z5F

HN Cl

sarilumabum #

sarilumab immunoglobulin G1-kappa, anti-[Homo sapiens IL6R (interleukin 6
receptor, IL-6R, CD126)], Homo sapiens monoclonal antibody;
gamma1 heavy chain (1-446) [Homo sapiens VH (IGHV3-9*01
(94.90%) -(IGHD)-IGHJ3*02) [8.8.9] (1-116) -IGHG1*01 (117-446)],
(219-214")-disulfide with kappa light chain (1'-214") [Homo sapiens
V-KAPPA (IGKV1-12*01 (96.80%) -IGKJ2*01) [6.3.9] (1'-107") -
IGKC*01 (108'-214")]; (225-225":228-228")-bisdisulfide dimer

sarilumab immunoglobuline G1-kappa, anti-[Homo sapiens IL6R (récepteur de
I'interleukine 6, IL-6R, CD126)], Homo sapiens anticorps
monoclonal;

chaine lourde gamma1 (1-446) [Homo sapiens VH (IGHV3-9*01
(94.90%) -(IGHD)-IGHJ3*02) [8.8.9] (1-116) -IGHG1*01 (117-446)],
(219-214")-disulfure avec la chaine légeére kappa (1'-214') [Homo
sapiens V-KAPPA (IGKV1-12*01 (96.80%) -IGKJ2*01) [6.3.9] (1'-
107") -IGKC*01 (108'-214")]; dimére (225-225":228-228")-bisdisulfure

sarilumab inmunoglobulina G1-kappa, anti-[Homo sapiens IL6R (receptor de la
interleukina 6, IL-6R, CD126)], anticuerpo monoclonal de Homo
sapiens;

cadena pesada gamma1 (1-446) [Homo sapiens VH (IGHV3-9*01
(94.90%) -(IGHD)-IGHJ3*02) [8.8.9] (1-116) -IGHG1*01 (117-446)],
(219-214")-disulfuro con la cadena ligera kappa (1'-214') [Homo
sapiens V-KAPPA (IGKV1-12*01 (96.80%) -IGKJ2*01) [6.3.9] (1'-
107') -IGKC*01 (108'-214")]; dimero (225-225":228-228")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGRSLRL SCAASRFTFD DYAMHWVRQA PGKGLEWVSG 50
ISWNSGRIGY ADSVKGRFTI SRDNAENSLF LQMNGLRAED TALYYCAKGR 100
DSFDIWGQGT MVTVSSASTK GPSVFPLAPS SKSTSGGTAA LGCLVKDYFP 150
EPVTVSWNSG ALTSGVHTFP AVLQSSGLYS LSSVVTVPSS SLGTQTYICN 200
VNHKPSNTKV DKKVEPKSCD KTHTCPPCPA PELLGGPSVF LFPPKPKDTL 250
MISRTPEVTC VVVDVSHEDP EVKFNWYVDG VEVHNAKTKP REEQYNSTYR 300
VVSVLTVLHQ DWLNGKEYKC KVSNKALPAP IEKTISKAKG QPREPQVYTL 350
PPSRDELTKN QVSLTCLVKG FYPSDIAVEW ESNGQPENNY KTTPPVLDSD 400
GSFFLYSKLT VDKSRWQQOGN VEFSCSVMHEA LHNHYTQKSL SLSPGK 446

Light chain / Chaine légeére / Cadena ligera

DIQMTQSPSS VSASVGDRVT ITCRASQGIS SWLAWYQQKP GKAPKLLIYG 50
ASSLESGVPS RFSGSGSGTD FTLTISSLQP EDFASYYCQQ ANSFPYTFGQ 100
GTKLEIKRTV AAPSVFIFPP SDEQLKSGTA SVVCLLNNFY PREAKVQWKV 150
DNALQSGNSQ ESVTEQDSKD STYSLSSTLT LSKADYEKHK VYACEVTHQG 200
LSSPVTKSFN RGEC 214

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  143-199  260-320  366-424
22"-96" 143"-199" 260"-320" 366"-424"
Intra-L 23'-88'  134'-194'
23"-88" 134"-194"
Inter-H-L 219-214' 219"-214"™
Inter-H-H 225-225" 228-228"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
296, 296"
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secretinum humanum
secretin human

sécrétine humaine

secretina humana

selisistatum
selisistat

sélisistat

selisistat

setrobuvirum
setrobuvir

sétrobuvir

setrobuvir

human peptide hormone secretin;
L-histidyl-L-seryl-L-aspartylglycyl-L-threonyl-L-phenylalanyl-
L-threonyl-L-seryl-L-glutamyl-L-leucyl-L-seryl-L-arginyl-L-leucyl-
L-arginyl-L-glutamylglycyl-L-alanyl-Larginyl-L-leucyl-L-glutaminyl-
L-arginyl-L-leucyl-L-leucyl-L-glutaminylglycyl-L-leucyl-L-valinamide

sécrétine humaine hormone peptidique;
L-histidyl-L-séryl-L-aspartylglycyl-L-thréonyl-L-phénylalanyl-
L-thréonyl-L-séryl-L-glutamyl-L-leucyl-L-séryl-L-arginyl-L-leucyl-
L-arginyl-L-glutamylglycyl-L-alanyl-L-arginyl-L-leucyl-L-glutaminyl-
L-arginyl-L-leucyl-L-leucyl-L-glutaminylglycyl-L-leucyl-L-valinamide

secretina humana, hormona peptidica;
L-histidil-L-seril-L-aspartilglicil-L-treonil-L-fenilalanil-L-treonil-L-seril-
L-glutamil-L-leucil-L-seril-L-arginil-L-leucil-L-arginil-L-glutamilglicil-
L-alanil-L-arginil-L-leucil-L-glutaminil-L-arginil-L-leucil-L-leucil-
L-glutaminilglicil-L-leucil-L-valinamida

C130 H220 N44 040

HSDGTFTSEL SRLREGARLQ RLLQGLV 27

Modified residue / Résidu modifié¢ / Residuo modificado

H NHy
Vv 4
-~ HsC NH
27 3 2
valinamide CHy O

rac-6-chloro-2,3,4,9-tetrahydro-1H-carbazole-1-carboxamide
rac-6-chloro-2,3,4,9-tétrahydro-1H-carbazole-1-carboxamide
rac-6-cloro-2,3,4,9-tetrahidro-1H-carbazol-1-carboxamida

C13H13C|Nzo

H (o}

N M i and enantiomer
Y/ “~ “NH, eténantiomere

cl y enantiémero

N-(3-{(4aR,5S,8R,8aS)-1-[(4-fluorophenyl)methyl]-4-hydroxy-2-oxo-
1,2,4a,5,6,7,8,8a-octahydro-5,8-methanoquinolin-3-yl}-1,1-dioxo-
1,4-dihydro-1 )\6,2,4-benzothiadiazin-7-yl)methanesulfonamide

N-(3-{(4aR,5S,8R,8aS)-1-[(4-fluorophényl)méthyl]-4-hydroxy-2-oxo-
1,2,4a,5,6,7,8,8a-octahydro-5,8-méthanoquinoléin-3-yl}-1,1-dioxo-
1,4-dihydro-1 )\6,2,4-benzothiadiazin-7-yl)méthanesulfonamide

N-(3-{(4aR,5S,8R,8aS)-1-[(4-fluorofenil)metil]-4-hidroxi-2-oxo-
1,2,4a,5,6,7,8,8a-octahidro-5,8-metanoquinolin-3-il}-1,1-dioxo-
1,4-dihidro-1 )\6,2,4-benzotiadiazin-7-i|)metanosuIfonamida
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sevuparinum natricum
sevuparin sodium

sévuparine sodique

sevuparina sdodica

solitomabum #
solitomab

Ca2s5H25FN4O6S>

sodium salt of a low molecular mass heparin obtained by
depolymerization through periodate oxidation of heparin from porcine
intestinal mucosa, followed by reduction and mild acid hydrolysis of
the product; the majority of the components have a 2-amino-
2-deoxy-D-glucopyranose derivative structure at both ends of their
chain, the one at the reducing end can be substituted with threonic
acid or erythronic acid; the relative average molecular mass range is
approximately 7,500 daltons with about 90% ranging between 2,000
and 15,000 daltons; the degree of sulfation is 2 to 2.5 per
disaccharidic unit

sel sodique d'une héparine de basse masse moléculaire obtenue par
dépolymeérisation, au moyen d'une oxydation periodique, d'héparine
de muqueuse intestinale de porc, suivi par une réduction et par une
hydrolyse douce; la majorité des composants de la sévuparine
sodique possedent une structure 2-amino-2-déoxy-D-glucopyranose
aux deux extrémités, la réductrice peut étre substituée par un acide
thréonique ou érythronique; la masse moléculaire relative moyenne
est approximativement de 7500 daltons, et celles de 90% sont
comprises entre 2000 a 15000; le degré de sulfatation est de 2 a 2,5
par unité disaccharide.

sal sédica de una heparina de baja masa molecular obtenida por
despolimerizacion, mediante oxidacion periodica, de heparina de
mucosa intestinal porcina, seguida de reduccion e hidrdlisis con
acido débil; la mayoria de los componentes de la sevuparina sddica
tienen una estructura 2-amino-2-desoxi-D-glucopiranosa en los dos
extremos, el reductor puede estar substituido con un acido trednico
o eritrénico; la masa molecular relativa media es aproximadamente
de 7500 dalton, y con el 90% comprendido entre 2000 y 15000; el
grado de sulfatacion es de 2 a 2,5 por unidad de disacarido

immunoglobulin scFv-scFv, anti-[Homo sapiens EPCAM (epithelial
cell adhesion molecule, tumor-associated calcium signal transducer
1, TACSTD1, gastrointestinal tumor-associated protein 2, GA733-2,
epithelial glycoprotein 2, EGP-2, KSA, KS1/4 antigen, M4S1, tumor
antigen 17-1A, Ep-CAM, EpCAM, CD326)]/anti-[Homo sapiens
CD3E (CD3 epsilon)], Mus musculus monoclonal antibody bispecific
single chain;

scFv anti-EPCAM [Mus musculus V-KAPPA (IGKV8-19*01
(98.00%)-IGKJ5*01 L126>1 (112)) [12.3.9] (1-113) -15-mer
tris(tetraglycyl-seryl) linker (114-128) -Mus musculus VH (IGHV1-
54*01 (85.90%)-(IGHD)-IGHJ4*01, S123>T (243)) [8.8.14] (129-
248)] -5-mer tetraglycyl-seryl linker (249-253) -scFv anti-CD3E
[humanized VH (Homo sapiens IGHV1-46*01 (82.50%)-(IGHD)-
IGHJ6*01) [8.8.12] (254-372) -18-mer linker (373-390) -V-KAPPA
(Mus musculus IGKV4-59*01 (81.70%)-IGKJ1*01 L124>V (493)
[5.3.9] (391-496)] -hexahistidine (497-502)
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solitomab

solitomab

sovaprevirum
sovaprevir

immunoglobuline scFv-scFv, anti-{[Homo sapiens EPCAM (molécule
d'adhésion des cellules épithéliales, transducteur 1 du signal calcium
associé aux tumeurs, TACSTD1, protéine 2 associée aux tumeurs
gastrointestinales, GA733-2, glycoprotéine épithéliale 2, EGP-2,
KSA, antigene KS1/4, M4S1, antigéne tumoral 17-1A, Ep-CAM,
EpCAM, CD326))/anti-[Homo sapiens CD3E (CD3 epsilon)], Mus
musculus anticorps monoclonal bispécifique a chaine unique;

scFv anti-EPCAM [Mus musculus V-KAPPA (IGKV8-19*01
(98.00%)-IGKJ5*01 L126> (112)) [12.3.9] (1-113) -15-mer
tris(tétraglycyl-séryl) linker (114-128) -Mus musculus VH (IGHV1-
54*01 (85.90%)-(IGHD)-IGHJ4*01, S123>T (243)) [8.8.14] (129-
248)] -5-mer tétraglycyl-séryl linker (249-253) -scFv anti-CD3E [VH
humanisé (Homo sapiens IGHV1-46*01 (82.50%)-(IGHD)-IGHJ6*01)
[8.8.12] (254-372) -18-mer linker (373-390) -V-KAPPA (Mus
musculus IGKV4-59*01 (81.70%)-IGKJ1*01 L124>V (493) [5.3.9]
(391-496)] -hexahistidine (497-502)

inmunoglobulina scFv-scFv, anti-[EPCAM de Homo sapiens
(molécula de adhesidn de células epiteliales, transductor 1 de la
sefial de calcio asociado a tumores, TACSTD1, proteina 2 asociada
a tumores gastrointestinales, GA733-2, glicoproteina epitelial 2,
EGP-2, KSA, antigeno KS1/4, M4S1, antigeno tumoral 17-1A, Ep-
CAM, EpCAM, CD326)]/anti-[Homo sapiens CD3E (CD3 epsilon)],
anticuerpo monoclonal biespecifico monocatenario de Mus
musculus;

scFv anti-EPCAM [Mus musculus V-KAPPA (IGKV8-19*01
(98.00%)-IGKJ5*01 L126>1 (112)) [12.3.9] (1-113) -15-mer
tris(tetraglicil-seril) conector (114-128) -Mus musculus VH (IGHV1-
54*01 (85.90%)-(IGHD)-IGHJ4*01, S123>T (243)) [8.8.14] (129-
248)] -5-mer tetraglicil-seril conector (249-253) -scFv anti-CD3E [VH
humanizado (Homo sapiens IGHV1-46*01 (82.50%)-(IGHD)-
IGHJ6*01) [8.8.12] (254-372) -18-mer conector (373-390) -V-KAPPA
(Mus musculus IGKV4-59*01 (81.70%)-IGKJ1*01 L124>V (493)
[6.3.9] (391-496)] -hexahistidina (497-502)

ELVMTQSPSS LTVTAGEKVT MSCKSSQSLL NSGNQKNYLT WYQQKPGQPP 50
KLLIYWASTR ESGVPDRFTG SGSGTDFTLT ISSVQAEDLA VYYCQNDYSY 100
PLTFGAGTKL EIKGGGGSGG GGSGGGGSEV QLLEQSGAEL VRPGTSVKIS 150
CKASGYAFTN YWLGWVKQRP GHGLEWIGDI FPGSGNIHYN EKFKGKATLT 200
ADKSSSTAYM QLSSLTFEDS AVYFCARLRN WDEPMDYWGQ GTTVTVSSGG 250
GGSDVQLVQS GAEVKKPGAS VKVSCKASGY TFTRYTMHWV RQAPGQGLEW 300
IGYINPSRGY TNYADSVKGR FTITTDKSTS TAYMELSSLR SEDTATYYCA 350
RYYDDHYCLD YWGQGTTVTV SSGEGTSTGS GGSGGSGGAD DIVLTQSPAT 400
LSLSPGERAT LSCRASQSVS YMNWYQQKPG KAPKRWIYDT SKVASGVPAR 450
FSGSGSGTDY SLTINSLEAE DAATYYCQQW SSNPLTFGGG TKVEIKHHHH 500
HH 502

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-chain 23-94 151-225 275-349 413-477

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
305 (but Pro in 306)

(2S,4R)-1-[(2S)-2-tert-butyl-4-oxo-4-(piperidin-1-yl)butanoyl]-
N-{(1R,2S)-1-[(cyclopropanesulfonyl)carbamoyl]-
2-ethenylcyclopropyl}-4-[(7-methoxy-2-phenylquinolin-
4-yl)oxy]pyrrolidine-2-carboxamide
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sovaprévir

sovaprevir

sutezolidum
sutezolid

sutézolid

sutezolid

tanzisertibum
tanzisertib

tanzisertib

tanzisertib

(2S,4R)-1-[(2S)-2-tert-butyl-4-oxo-4-(pipéridin-1-yl)butanoyl]-
N-{(1R,2S)-1-[(cyclopropanesulfonyl)carbamoyl]-
2-éthénylcyclopropyl}-4-[(7-méthoxy-2-phénylquinoléin-
4-yl)oxy]pyrrolidine-2-carboxamide

(2S,4R)-1-[(2S)-2-terc-butil-4-oxo-4-(piperidin-1-il)butanoil]-
N-{(1R,2S)-1-[(ciclopropanosulfonil)carbamoil]-2-etenilciclopropil}-
4-[(7-metoxi-2-fenilquinolin-4-il)oxi]pirrolidina-2-carboxamida

CASHSSNSOSS

N-({(5S)-3-[3-fluoro-4-(thiomorpholin-4-yl)phenyl]-2-oxo-
1,3-oxazolan-5-yl}methyl)acetamide

N-({(5S)-3-[3-fluoro-4-(thiomorpholin-4-yl)phényl]-2-oxo-
1,3-oxazolidin-5-yl}méthyl)acétamide

N-({(5S)-3-[3-fluoro-4-(tiomorfolin-4-il)fenil]-2-oxo-1,3-oxazolan-
5-iljmetil)acetamida

C16H20FN303S

H H O\I//O
H3C\n/N\/,\</N -
et

(1r,4r)-4-({9-[(3S)-oxolan-3-yl]-8-[(2,4,6-trifluorophenyl)amino]-
9H-purin-2-yl}amino)cyclohexan-1-ol

(1r,4r)-4-({9-[(3S)-oxolan-3-yl]-8-[(2,4,6-trifluorophényl)amino]-
9H-purin-2-yl}amino)cyclohexan-1-ol

(1r,4r)-4-({9-[(3S)-oxolan-3-il]-8-[(2,4,6-trifluorfenil)amino]-9H-purin-
2-il}amino)ciclohexan-1-ol
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Ca21H23F3N6O2

F
H N F
HO-- NZ
A\
L I
ISNTONT N
H H H--
(0]
tavaborolum
tavaborole 5-fluoro-2,1-benzoxaborol-1(3H)-ol
tavaborole 5-fluoro-2,1-benzoxaborol-1(3H)-ol
tavaborol 5-fluoro-2,1-benzoxaborol-1(3H)-ol
C7HGBFOZ
OH
/
B
\
/@E/O
F
tedatioxetinum
tedatioxetine 4-{2-[(4-methylphenyl)sulfanyl]phenyl}piperidine
tédatioxétine 4-{2-[(4-méthylphényl)sulfanyl]phényl}pipéridine
tedatioxetina 4-{2-[(4-metilfenil)sulfanillfenil}piperidina
C1gH21NS
/©/s NH
HsC
tipiracilum
tipiracil 5-chloro-6-[(2-iminopyrrolidin-1-yl)methyl]pyrimidine-
2,4-(1H,3H)-dione
tipiracil 5-chloro-6-[(2-iminopyrrolidin-1-yl)méthyl]pyrimidine-
2,4-(1H,3H)-dione
tipiracilo 5-cloro-6-[(2-iminopirrolidin-1-il)metil]pirimidina-2,4-(1H,3H)-diona

CyH11CIN,O,

HN NH
N
MO

HN cl
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tirasemtivum

tirasemtiv 6-ethynyl-1-(pentan-3-yl)-2H-imidazo[4,5-b]pyrazin-2-one

tirasemtiv 6-éthynyl-1-(pentan-3-yl)-1,3-dihydro-2H-imidazo[4,5-b]pyrazin-
2-one

tirasemtiv 6-etinil-1-(pentan-3-il)-2H-imidazo[4,5-b]pirazin-2-ona
C12H14N,O

H3C/§/\
HC
S NN CH,
o}
-
N

tozadenantum

tozadenant 4-hydroxy-N-[4-methoxy-7-(morpholin-4-yl)-1,3-benzothiazol-2-yl]-
4-methylpiperidine-1-carboxamide

tozadénant 4-hydroxy-N-[4-méthoxy-7-(morpholin-4-yl)-1,3-benzothiazol-2-yl]-
4-méthylpipéridine-1-carboxamide

tozadenant 4-hidroxi-N-[4-metoxi-7-(morfolin-4-il)-1,3-benzotiazol-2-il]-

4-metilpiperidina-1-carboxamida

Ci1gH26N404S
®
N
(0]
CH
O
OH
/>—NH
N
OCH,

trebananibum #

trebananib immunoglobulin G1 Fc fragment fused with two synthetic
polypeptides that bind the Homo sapiens ANGPT2 (angiopoietin 2);
methionyl (1) -gamma1 heavy chain fragment (2-228) [Homo
sapiens IGHG1*01 hinge (EPKSC 1-5>del) (2-11), CH2 (12-121),
CH3 (122-228)] fused, at the C-terminal end, with a synthetic
polypeptide that comprises two 14-mer amino acid repeats that bind
angiopoietin 2 (229-287) [linker (229-235) -14-mer (236-249) -linker
(250-271) -14-mer (272-285) -leucyl-glutamate]; (7-7':10-10')-
bisdisulfide dimer

trébananib immunoglobuline G1 fragment Fc fusionné a deux polypeptides
synthétiques qui se lient a I'Homo sapiens ANGPT2 (angiopoiétine
2);
méthionyl (1) -fragment de chaine gamma (2-228) [Homo sapiens
IGHG1*01 charniére (EPKSC 1-5>del) (2-11), CH2 (12-121), CH3
(122-228)] fusionné, a I'extrémité C-terminale, a un polypeptide
synthétique qui comprend deux motifs répétés de 14 acides aminés
qui se lient a I'angiopoiétine 2 (229-287) [linker (229-235) -14-mer
(236-249) -linker (250-271) -14-mer (272-285) -leucyl-glutamate];
dimeére (7-7":10-10")-bisdisulfure
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trebananib

trelagliptinum
trelagliptin

trélagliptine

trelagliptina

umeclidinii bromidum
umeclidinium bromide

bromure d’'uméclidinium

bromuro de umeclidinio

inmunoglobulina G1 fragmento Fc fusionado con dos polipéptidos
sintéticos que se unen a la ANGPT2 (angiopoyetina 2) de Homo
sapiens;

metionil (1) -fragmento de cadena gamma1 (2-228) [Homo sapiens
IGHG1*01 bisagra (EPKSC 1-5>del) (2-11), CH2 (12-121), CH3
(122-228)] fusionada con el extremo C-terminal de un polipéptido
sintético que comprende dos secuencias repetidas de 14
aminodacidos que se unen a la angiopoyetina 2 (229-287) [conector
(229-235) -14-mer (236-249) -conector (250-271) -14-mer (272-285)
-leucil-glutamato]; dimero (7-7':10-10")-bisdisulfuro

MDKTHTCPPC PAPELLGGPS VFLFPPKPKD TLMISRTPEV TCVVVDVSHE 50
DPEVKFNWYV DGVEVHNAKT KPREEQYNST YRVVSVLTVL HQDWLNGKEY 100
KCKVSNKALP APIEKTISKA KGQPREPQVY TLPPSRDELT KNQVSLTCLV 150
KGFYPSDIAV EWESNGQPEN NYKTTPPVLD SDGSFFLYSK LTVDKSRWQQ 200
GNVFSCSVMH EALHNHYTQK SLSLSPGKGG GGGAQQEECE WDPWTCEHMG 250
SGSATGGSGS TASSGSGSAT HQEECEWDPW TCEHMLE 287

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-chain  42-102 148-206 239-246 275-282

42'-102' 148'-206' 239'-246' 275'-282'
Inter-chains  7-7' 10-10'

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

2-({6-[(3R)-3-aminopiperidin-1-yl]-3-methyl-2,4-dioxo-
3,4-dihydropyrimidin-1(2H)-yl}methyl)-4-fluorobenzonitrile

2-({6-[(3R)-3-aminopipéridin-1-yl]-3-méthyl-2,4-dioxo-
3,4-dihydropyrimidin-1(2H)-yl}méthyl)-4-fluorobenzonitrile

2-({6-[(3R)-3-aminopiperidin-1-il]-3-metil-2,4-dioxo-
3,4-dihidropirimidin-1(2H)-il}metil)-4-fluorobenzonitrilo

C18H20FN502
H
)
N CN
|
o) rﬂ/go
CHs F

1-{2-[(benzyl)oxy]ethyl}4-[hydroxydi(phenyl)methyl]-
1-azabicyclo[2.2.2]octan-1-ium bromide

bromure de 1-{2-[(benzyl)oxy]éthyl}-4-[hydroxydi(phényl)méthyl]-
1-azabicyclo[2.2.2]octanium

bromuro de 1-{2-[(bencil)oxi]etil}4-[hidroxidi(fenil)metil]-
1-azabiciclo[2.2.2]octan-1-i0
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vapendavirum
vapendavir

vapendavir

vapendavir

vonoprazanum
vonoprazan

vonoprazan

vonoprazan

vortioxetinum
vortioxetine

vortioxétine

vortioxetina

C29H34BFN02

(O~
.,

3-ethoxy-6-{2-[1-(6-methylpyridazin-3-yl)piperidin-4-yllethoxy}-
1,2-benzoxazole

3-éthoxy-6-{2-[1-(6-méthylpyridazin-3-yl)pipéridin-4-yl]éthoxy}-
1,2-benzoxazole

3-etoxi-6-{2-[1-(6-metilpiridazin-3-il)piperidin-4-ilJetoxi}-
1,2-benzoxazol

C21H26N4O3

HaC s,
I

o—N
&
= o
’\O\/\
(6]

1-[5-(2-fluorophenyl)-1-(pyridine-3-sulfonyl)-1H-pyrrol-3-yl]-
N-methylmethanamine

1-[5-(2-fluorophényl)-1-(pyridine-3-sulfonyl)-1H-pyrrol-3-yl]-
N-méthylméthanamine

1-[5-(2-fluorofenil)-1-(piridina-3-sulfonil)-1H-pirrol-3-il]-
N-metilmetanamina

C17H16FN3023

| A
02\\§ N
N
\ /) /CHs
F NH

1-{2-[(2,4-dimethylphenyl)sulfanyl]phenyl}piperazine
1-{2-[(2,4-diméthylphényl)sulfanyl]phényl}pipérazine

1-{2-[(2,4-dimetilfenil)sulfanillfenil}piperazina
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C1gH22N2S

: :S k/NH
H3C CH3
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AMENDMENTS TO PREVIOUS LISTS
MODIFICATIONS APPORTEES AUX LISTES ANTERIEURES
MODIFICACIONES A LAS LISTAS ANTERIORES

Recommended International Non Proprietary Names (Rec. INN): List 17
(Chronicle of the WHO, 1977, Vol. 31, No. 10)

p.7 oxitropii bromidum
oxitropium bromide replace the description and the structure by the following ones

(1R,2R,4S,58S,75,9s)-9-ethyl-7-{[(2S)-3- hydroxy -2-phenylpropanoyl]oxy}-
9-methyl-3-oxa-9- azonlatncyclo[S 3.1.0%*“Inonane bromide

@ < ﬁﬁo
H

C
CH3

Dénominations communes internationales recommandées (DCI Rec.): Liste 17
(Chronique de I'OMS, Vol. 31, No. 10, 1977)

p.7 oxitropii bromidum
bromure d’oxitropium remplacer la description et la structure par les suivantes

bromure de (1R,2R,4S,5S,75s,9s)-9-éthyl-7-{[(2S)-3-hydroxy-
2-phénylpropanoyl]oxy} -9-méthyl-3-oxa-9-azoniatricyclo[3.3.1.0>*Jnonane

H
©Ym v ﬁs'))
CH3

H

Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 17
(Crénica de la OMS, Vol. 31, No. 10, 1977)

p.7 oxitropii bromidum
bromuro de oxitropio sustitiyase la descripcién y la estructura por las siguientes

bromuro de (1R,2R,4S,5S,75s,9s)-9-etil-7-{[(2S)-2-fenil-3-hidroxipropanoil]oxi}-
9-metiI-3-oxa-9-azoniatriciclo[3 3.1.0**Inonano

X s

C
CH3
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Recommended International Non Proprietary Names (Rec. INN): List 58
Dénominations communes internationales recommandées (DCI Rec.): Liste 58
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 58
(WHO Drug Information, Vol. 21, No. 3, 2007)

p. 260 ulipristalum

& 261  ulipristal replace the structure by the following
ulipristal remplacer la structure par la suivante
ulipristal sustittiyase la estructura por la siguiente

Recommended International Non Proprietary Names (Rec. INN): List 60
Dénominations communes internationales recommandées (DCI Rec.): Liste 60
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 60
(WHO Drug Information, Vol. 22, No. 3, 2008)

p. 229 conestatum alfa #

conestat alfa replace the structure by the following
conestat alfa remplacer la structure par la suivante
conestat alfa sustitiyase la estructura por la siguiente

NPNATSSSSQ DPESLQODRGE GKVATTVISK MLFVEPILEV SSLPTTNSTT 50
NSATKITANT TDEPTTQPTT EPTTQPTIQP TQPTTQLPTD SPTQPTTGSF 100
CPGPVTLCSD LESHSTEAVL GDALVDFSLK LYHAFSAMKK VETNMAFSPF 150
SIASLLTQVL LGAGENTKTN LESILSYPKD FTCVHQALKG FTTKGVTSVS 200
QIFHSPDLAI RDTFVNASRT LYSSSPRVLS NNSDANLELI NTWVAKNTNN 250
KISRLLDSLP SDTRLVLLNA IYLSAKWKTT FDPKKTRMEP FHFKNSVIKV 300
PMMNSKKYPV AHFIDQTLKA KVGQLQLSHN LSLVILVPQON LKHRLEDMEQ 350
ALSPSVFKAI MEKLEMSKFQ PTLLTLPRIK VTTSQDMLSI MEKLEFEDFS 400
YDLNLCGLTE DPDLQVSAMQ HQTVLELTET GVEAAAASAI SVARTLLVFE 450
VQQPFLFVLW DQQHKFPVEM GRVYDPRA 478

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
101-406 108-183

Glycosylation sites / Sites de glycosylation / Posiciones de glicosilacion
Asn-3  Thr-26 Ser-42 Asn-47 Thr-49  Asn-59  Thr-61
Thr-66 Thr-70 Thr-74 Asn-216 Asn-231 Asn-330

Recommanded International Non Proprietary Names (Rec. INN): List 61
Denominations communes internationales recommandées (DCI Rec.): Liste 61
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 61
(WHO Drug Information, Vol. 23, No. 1, 2009)

p. 67 macitentanum
macitentan replace the chemical name by the following
N-[5-(4-bromophenyl)-6-{2-[(5-bromopyrimidin-2-yl)oxylethoxy}
pyrimidin-4-yl]-N'-propylsulfuric diamide

332



WHO Drug Information, Vol. 26, No. 3, 2012 Recommended INN: List 68

Recommanded International Non Proprietary Names (Rec. INN): List 62
Denominations communes internationales recommandées (DCI Rec.): Liste 62
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 62
(WHO Drug Information, Vol. 23, No. 3, 2009)

p. 263 &
264

solanezumabum #

solanezumab
solanezumab
solanezumab

replace the description and the structure by the following ones
remplacer la description et la structure par les suivantes
sustittiyase la descripcion y la estructura por las siguientes

immunoglobulin G1-kappa, anti-[Homo sapiens amyloid-beta (Abeta) peptide soluble
monomer], humanized monoclonal antibody;

gamma1 heavy chain [humanized VH (Homo sapiens IGHV3-23*04 (87.60%) -
(IGHD)-IGHJ4*01) [8.8.5] (1-112) -Homo sapiens IGHG1*01 (113-442)], (215-219')-
disulfide with kappa light chain (1-219’) [humanized V-KAPPA (Homo sapiens
IGKV2-30*01 (90.00%) -IGKJ1*01) [11.3.9] (1'-112") -Homo sapiens IGKC*01 (113'-
219")]; (221-221":224-224")-bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens amyloide-béta (Abeta) peptide
monomeére soluble], anticorps monoclonal humanisé;

chaine lourde gamma1 [VH humanisé (Homo sapiens IGHV3-23*04 (87.60%) -
(IGHD)-IGHJ4*01) [8.8.5] (1-112) -Homo sapiens IGHG1*01 (113-442)], (215-219')-
disulfure avec la chaine Iégere kappa (1'-219’) [V-KAPPA humanisé (Homo sapiens
IGKV2-30*01 (90.00%) -IGKJ1*01) [11.3.9] (1'-112") -Homo sapiens IGKC*01 (113'-
219")]; dimere (221-221":224-224")-bisdisulfure

inmunoglobulina G1-kappa, anti-[péptido amiloide-beta (Abeta) monomerico soluble
de Homo sapiens], anticuerpo monoclonal humanizado;

cadena pesada gamma1 [VH humanizado (Homo sapiens IGHV3-23*04 (87.60%) -
(IGHD)-IGHJ4*01) [8.8.5] (1-112) -Homo sapiens IGHG1*01 (113-442)], (215-219")-
disulfuro con la cadena ligera kappa (1’-219’) [V-KAPPA humanizado (Homo
sapiens IGKV2-30*01 (90.00%) -IGKJ1*01) [11.3.9] (1'-112") -Homo sapiens
IGKC*01 (113'-219")]; dimero (221-221":224-224")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

EVQLVESGGG LVQPGGSLRL SCAASGFTFS RYSMSWVRQA PGKGLELVAQ 50
INSVGNSTYY PDTVKGRFTI SRDNAKNTLY LQOMNSLRAED TAVYYCASGD 100
YWGQGTLVTV SSASTKGPSV FPLAPSSKST SGGTAALGCL VKDYFPEPVT 150
VSWNSGALTS GVHTFPAVLQ SSGLYSLSSV VTVPSSSLGT QTYICNVNHK 200
PSNTKVDKKV EPKSCDKTHT CPPCPAPELL GGPSVFLFPP KPKDTLMISR 250
TPEVTCVVVD VSHEDPEVKF NWYVDGVEVH NAKTKPREEQ YNSTYRVVSV 300
LTVLHQDWLN GKEYKCKVSN KALPAPIEKT ISKAKGQPRE PQVYTLPPSR 350
DELTKNQVSL TCLVKGFYPS DIAVEWESNG QPENNYKTTP PVLDSDGSFF 400
LYSKLTVDKS RWQQGNVFSC SVMHEALHNH YTQKSLSLSP GK 442

Light chain / Chaine légére / Cadena ligera

DVVMTQSPLS LPVTLGQPAS ISCRSSQSLI YSDGNAYLHW FLQKPGQSPR 50
LLIYKVSNRF SGVPDRFSGS GSGTDFTLKI SRVEAEDVGV YYCSQSTHVP 100
WIFGQGTKVE IKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VQWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSEFNRGEC 219

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  139-195  256-316  362-420
22"-96" 139"-195" 256"-316" 362"-420"
Intra-L  23'-93'  139'-199'
2393 139"_199"™
Inter-H-L 215-219' 215"-219"
Inter-H-H 221-221" 224-224"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H VH CDR2-IMGT N63:

56, 56"

H CH2 N84.4:

292,292"
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WHO Drug Information, Vol. 26, No. 3, 2012

Recommended International Non Proprietary Names (Rec. INN): List 64
Dénominations communes internationales recommandées (DCI Rec.): Liste 64
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 64
(WHO Drug Information, Vol. 23, No. 4, 2009)

p. 264 & dalotuzumabum #
265
dalotuzumab

dalotuzumab
dalotuzumab

replace the description and the structure by the following ones
remplacer la description et la structure par les suivantes
sustittiyase la descripcion y la estructura por las siguientes

immunoglobulin G1-kappa, anti-[Homo sapiens IGF1R (insulin-like growth factor 1
receptor, IGF1-R, IGF-1R, CD221], humanized monoclonal antibody;

gamma1 heavy chain (1-447) [humanized VH (Homo sapiens IGHV4-61*08
(86.90%) -(IGHD)-IGHJ4*01) [9.7.10] (1-117) -Homo sapiens IGHG1*03 (118-
447)], (220-219")-disulfide with kappa light chain (1’-219’) [humanized V-KAPPA
(Homo sapiens IGKV2-29*03 (84.00%) -IGKJ1*01) [11.3.9] (1-112") -Homo
sapiens IGKC*01 (113'-219")]; (226-226":229-229")-bisdisulfide dimer

immunoglobuline G1-kappa, anti-[Homo sapiens IGF1R (récepteur du facteur
de croissance 1 analogue a l'insuline (IGF1-R, IGF-1R, CD221)], anticorps
monoclonal humanisé;

chaine lourde gamma1 (1-447) [VH humanisé (Homo sapiens IGHV4-61*08
(86.90%) -(IGHD)-IGHJ4*01) [9.7.10] (1-117) -Homo sapiens IGHG1*03 (118-
447)], (220-219")-disulfure avec la chaine légeére kappa (1'-219’) [V-KAPPA
humanisé (Homo sapiens IGKV2-29*03 (84.00%) -IGKJ1*01) [11.3.9] (1-112")
-Homo sapiens IGKC*01 (113'-219")]; dimere (226-226":229-229")-bisdisulfure

inmunoglobulina G1-kappa, anti-[Homo sapiens IGF1R (receptor del factor de
crecimiento similar a la insulina 1 (IGF1-R, IGF-1R, CD221)], anticuerpo
monoclonal humanizado;

cadena pesada gamma1 (1-447) [VH humanizado (Homo sapiens IGHV4-61*08
(86.90%) -(IGHD)-IGHJ4*01) [9.7.10] (1-117) -Homo sapiens IGHG1*03 (118-
447)], (220-219")-disulfuro con la cadena ligera kappa (1’-219’) [V-KAPPA
humanizado (Homo sapiens IGKV2-29*03 (84.00%) -IGKJ1*01) [11.3.9] (1'-112') -
Homo sapiens IGKC*01 (113'-219")]; dimero (226-226":229-229")-bisdisulfuro

Heavy chain / Chaine lourde / Cadena pesada

QVQLQESGPG LVKPSETLSL TCTVSGYSIT GGYLWNWIRQ PPGKGLEWIG 50
YISYDGTNNY KPSLKDRVTI SRDTSKNQFS LKLSSVTAAD TAVYYCARYG 100
RVFFDYWGQG TLVTVSSAST KGPSVFPLAP SSKSTSGGTA ALGCLVKDYFEF 150
PEPVTVSWNS GALTSGVHTF PAVLQSSGLY SLSSVVTVPS SSLGTQTYIC 200
NVNHKPSNTK VDKRVEPKSC DKTHTCPPCP APELLGGPSV FLFPPKPKDT 250
LMISRTPEVT CVVVDVSHED PEVKFNWYVD GVEVHNAKTK PREEQYNSTY 300
RVVSVLTVLH QDWLNGKEYK CKVSNKALPA PIEKTISKAK GQPREPQVYT 350
LPPSREEMTK NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS 400
DGSFFLYSKL TVDKSRWQQG NVFSCSVMHE ALHNHYTQKS LSLSPGK 447

Light chain / Chaine légére / Cadena ligera

DIVMTQSPLS LPVTPGEPAS ISCRSSQSIV HSNGNTYLQW YLQKPGQSPQ 50
LLIYKVSNRL YGVPDRFSGS GSGTDFTLKI SRVEAEDVGV YYCFQGSHVP 100
WTFGQGTKVE IKRTVAAPSV FIFPPSDEQL KSGTASVVCL LNNFYPREAK 150
VQWKVDNALQ SGNSQESVTE QDSKDSTYSL SSTLTLSKAD YEKHKVYACE 200
VTHQGLSSPV TKSEFNRGEC 219

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
Intra-H 22-96  144-200  261-321 367-425
22"-96" 144"-200" 261"-321" 367"-425"
Intra-L 23'-93'  139'-199'
23M.03"  139"_199™
Inter-H-L 220-219" 220"-219"
Inter-H-H 226-226" 229-229"

N-glycosylation sites / Sites de N-glycosylation / Posiciones de N-glicosilacion
H CH2 N84.4
297, 297"
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Recommended International Non Proprietary Names (Rec. INN): List 67
Dénominations communes internationales recommandées (DCI Rec.): Liste 67
Denominaciones Comunes Internacionales Recomendadas (DCI Rec.): Lista 67
(WHO Drug Information, Vol. 26, No. 1, 2012)

p. 70

lipedfilgrastimum #
lipedfilgrastim
lipedfilgrastim
lipedfilgrastim

replace the description and the structure by the following ones
remplacer la description et la structure par les suivantes
sustittiyase la descripcion y la estructura por las siguientes

pe%/lated granulocyte colony stimulating factor (human short isoform);
0*""_[{3,5-dideoxy-5-[(N-{[w-methoxypoly(oxyethylene)]carbonyl}glycyl)amino]-
D-glycero-a-D-galacto-non-2-ulopyranosylonic acid}-(2—6)-2-(acetylamino)-2-deoxy-
a-D-galactopyranosyl]-des-(37-39)-[1-methionine]human granulocyte
colony-stimulating factor (G-CSF, pluripoietin)

facteur de stimulation de colonie de granulocytes (isoforme court humain) pégylé;
0*""_[{acide 3,5-didéoxy-5-[(N-{[w-méthoxypoly(oxyéthyléne)]carbonyl}glycyl)amino]-
D-glycéro-a-D-galacto-non-2-ulopyranosylonique}-(2—6)-2-(acétylamino)-2-déoxy-
a-D-galactopyranosyl]-dés-(37-39)-[1-méthionine]facteur humain de stimulation de
colonie de granulocytes (G-CSF, pluripoiétine)

factor de estimulacin de colonias de granulocitos (isoformo corto humano) pegilado;
0*'¥"_[{acido 3,5-didesoxi-5-[(N-{[w-metoxipoli(oxietileni)carbonil}glicil)amino]-
D-glicero-a-D-galacto-non-2-ulopiranosilonico}-(2—6)-2-(acetilamino)-2-desoxi-
a-D-galactopiranosil]-dés-(37-39)-[ 1-metionina]factor humano de estimulacion de
colonias de granulocitos (G-CSF, pluripoyetina)

MTPLGPASSL PQSFLLKCLE QVRKIQGDGA ALQEKL---C ATYKLCHPEE 50
LVLLGHSLGI PWAPLSSCPS QALQLAGCLS QLHSGLFLYQ GLLQALEGIS 100
PELGPTLDTL QLDVADFATT IWQQMEELGM APALQPTQGA MPAFASAFQR 150
RAGGVLVASH LQSFLEVSYR VLRHLAQP 178

Disulfide bridges location / Position des ponts disulfure / Posiciones de los puentes disulfuro
40-46 68-78

Modified residues / Résidu modifié / Residuo modificado

T
137
PEG-Gly-Neu-GalNac-Thr

H i HO !
Ha&f /\/}o N\/& OH {
(o] o) N\
n \ﬂ/ HO nH HN COH
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# Electronic structure available on Mednet: http://mednet.who.int/
# Structure électronique disponible sur Mednet: http://mednet.who.int/
# Estructura electronica disponible en Mednet: http://mednet.who.int/

Procedure and Guiding Principles / Procédure et Directives / Procedimientos y principios generales

The text of the Procedures for the Selection of Recommended International Nonproprietary Names for Pharmaceutical
Substances and General Principles for Guidance in Devising International Nonproprietary Names for Pharmaceutical
Substances will be reproduced in proposed INN lists only.

Les textes de la Procédure a suivre en vue du choix de dénominations communes internationales recommandées pour les
substances pharmaceutiques et des Directives générales pour la formation de dénominations communes internationales
applicables aux substances pharmaceutiques seront publiés seulement dans les listes des DCI proposées.

El texto de los Procedimientos de 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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HE= EFE R
RHEs Wi i HER=EERR S EER
FAM H
- Richter-Helm BioLogics, .
3.2.8.1 |General Information — Ablynx NV (SANOFI) EERE
Richter-Helm BiolLogics, .
3252 |Manufacture — Ablynx NV (SANOFT) BRIl
. Richter-Helm BiolLogics, .
3.2.8.3 |Characterisation — Ablynx NV (SANOFT) FRE R
Richter-Helm BioLogics, .
3254 |Control of Drug Substance — Ablynx NV {SANOFI1} HE R
- Richter-Helm BiolLogics, .
3255 |Reference Standards or Matenals — Ablynx NV (SANOFI) EEH i
. Richter-Helm BiolLogics, .
3256 |Container Closure System — Ablynx NV (SANOFT) EERE
I Richter-Helm BioLogics,
32857 |[Stability ﬂ Ablynx NV (SANOFI)
I2PHEHF (RE. BERE)
32PA ATV ESHEBIIMg
_ RE= FERL
REES W i HER= R S EBER
R H
32P_1_|Description and Composition of the Drug — Patheon_ Ablynx NV (SANOFI) | Frim R # |
3.2P.2 |Phamaceutical Development — Patheon, Ablynx NV (SANGET) EERE |
3203 |Manulacture — Patheon, ADIynX NV (SANOET) | Sl R |
32 P4 |Control of Excipients — — R
3.2P5 |Control of Drug Product — Patheon, Ablynx NV [SANOFI) FEEE |
3.2 P 6 |Heference Standards or Matenals — — —
32P7 |Contaner Closure System — Patheon, Ablynx NV (SANOFI) EERE |
32P.8 |Stability ﬁ Patheon, Ablynx NV (SANOFI) HERE
I2PHEH (RE. BERE)
32.P1 BHEREE
BE = B W
RHES b 1] & HEEEBR S BER
M H
3.2P.1 |Descnption and Composition of the Drug — Vetter Pharma-rertigung BERE |
3.2 P2 |Phamaceutical Development — Vetter Pharma-Fertigung EFERE
3.2 P.3 |Manufacture — Vetter Pharma-Fertigung ﬁﬁj_ﬂgr_
3.2 P 4 |Control of Excipients — — ——
3.2 P5 [Conirol of Drug Product — Vetter Pharma-Ferigung HERE |
3.2 P6 |Reference Standards or Matenals — — —
3.2 P77 |Container Closure System — Vetter Pharma-Fertigung R
32P.8 [Stabilty % Vetter Pharma-Fertigung SERE
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421 REHE
4211 MHhE BT EEER
BB B4 4
REES o BRI RRRESH | SRAR | pag
REE A &HF ™
ADD1-MOB-J-ANR-001-v1: Crystal
42 1.1-1 |structure of A1-vWF in Complex with the Ablynx, Belgium #HuRY | FERHE
Manobody 12a2h1
A068-PHA-JHSR-003-V1: Gyrolab-based 200NN
4.2 .1.1-2 |affinity determination of the ALX-0081 In Ablynx, Belgium HMEH | EERE
Nanobody for mutimeric vWF 200000
ALX-0081 TRO12 VOZ: Biological Activity 2omy |Ablynx, Beigium:
42.1.1-3 |3nd Specificity of ALX-0081 2000 | . The HERY | FERE
[ ] MNetherlands
ALX-0081 TRO12 V02 Amend:
4.2 1.1-3a |Pharmacology Study Report Amendment mcihbtynx, Belgium HARY | EERSE
01 - ALX-0081 TR012 w02
ALX-0081 TRO13: Effects of ALX-0081 on 200 |Ablynx, Belgium;
4.2 .1.1-4 |Platelet Adhesion to Endothelial Cell 20| The HARY | FERE
derived ULVWF and on the Activity of | | MNetherlands
A001-PHAIIANR-002: Effect of ALX-
0081 on VWF levels
200 Ablynx, Belgium;
42115 200000 . The AR | FERE
| | Metherlands
A001-PHA-JIFANR-001: In vitro analysis 20| Ablynx, Belgium; I
to assess inhibition of platelet-VINF | 3 | EL .
42116 teraction in blood from patients 2om | e HARE | BERS
undergoing a PCI procedure H Metherlands
24_AD0GE 0016: Assessment of in 2{".-
4.21.1-7 |vitro potency of ALX-0081 in TTP plasma | IEEEEEEN| 2O W] Ablynx, Belgium ARy | FERE
and bioanalysis assays | ]
A068-PHA-JiHSR-001-V1: Phammacology
of ALX-0081 for Targeting Cynomolgus ] 2{-"ll A .
42118 Monkey and Guinea Pig WF and L 20 Ablynx, Belgium AR | FERE
Comparison with Human [
ALX-0081 TRO19: ALX-0081 Species Ablynx, Belgium;
Cross-Reactivity
42119 #HmEs | FERE
ALX-0081 TRO43: The interaction of the
A1-Domain of Various Species with ALX-
4.2.1.1-10 |pogq #HARE | FERE
24_A006E_JJJ 0003 Assessment of in
vitro target occupancy and target .
421011 | ralisation of ALX-0081 in support of HARH | FERS
the PK/PD modelling for study ALX-0681-
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421112

ADGE-PHA-JIANR-001-v1: Efficacy and
Safety of ALX-0681 in a baboon model of
Thrombotfic Thrombocytopenic Purpura

. South Africa;
200 E|Ablynx, Belgium

#HHRE

RERE

421.1-13

A0ES-NC-JJ005: ALX-

0681 WWF Aglplatelet Modeling in
baboons, TTP preclinical model (same
report submitted in sequence 0000 in other

. South Africa;
Ablynx, Belgium

#HHRE

RERE

42.1.1-14

AD68-NCO004: Impact of
Caplacizumab on VWF propeptide levels

—

P

Ablynx, Belgium

#HARH

ERE

4212 BRI JEE B

RHES

FEXIT
RiEE

HEEMERA

$EiRes
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42121

ALX-0081 TRO20: Specificity of ALX-0081:
ALX-0081 Does Mot Interact with Human
Blood Cells

Ablynx, Belgium;

| The

Netherlands

#HARH

ERE

42122

ALX-0081 TROST: Specificity of ALX-0081:
ALX-0081 does not block the binding of the
von Willebrand factor to fibrillar collagens

42123

2710027 Study to Assess the Potential
Cross Reactivity of ALX-0081 with a
Selected Panel of Mouse, Rat and Rabbit
Ticcnoes

Ablynx, Belgium

R

il W

R

il W

42124

2710/003: Study to Assess the Potential
Cross Reactivity of ALX-0081 with a
Selected Panel of Guinea Pig Tissues

s

B R

42125

2710/002: Study to Assess the Potential
Cross Reactivity of ALX-0081 with a
Selected Panel of Cynomolgus Monkey
Tizcie

42126

2710f001: Study to Assess the Potential
Cross Reactivity of ALX-0081 with a
Selected Panel of Human Tissues

s

B R

R

il W

42127

ALX-0081 TRO0S: Bleeding Risk
Assessment Study with ALX-0081 in
Baboons and Compansion with Plavix and

42128

ALX-0081 TRO09: Efficacy and
Pharmacology of ALX-0081 in a Folts
Model in Baboons and Comparision with
Aspegic, Heparin, Plavix and Reopro

#HuRE

ERE

Il South Africa;
Ablynx, Belgium;
|
L
I

42129

4.2.1.2-9 Analysis report - SPR analysis:
Simultaneous binding of ALX-0081 and
FVIII to human vWF

—m
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Ablynx, Belgium
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cardiovascular safety assessment
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42211

Validation of a Pharmacokinetic
ELISA based Method for the
Quantification of ALX-0081 in

Guinea Pig Plasma (ADD1-PHA-
MVR-002-v1)

Ablynx NV, Zwijnaarde,
Belgium

MR

ERE

42212

alidation of a Fharmacokinetic
ELISA based Method for the
Quantification of ALX-0081 in

Guinea Pig Plasma (A001-PHA-
(J-MVR-002-v1 amendment1)

Ablynx NV, Zwijnaarde,
Belgium

Ry

B R

42213

Validation of an Analytical
Procedure to measure the
concentration of ALX-0081 in
Guinea Pig Plasma by

ELISA (N E029-044)

42214

Assessment of Stability of ALX-
0081 in Guinea Pig Plasma for 40

Months at -70°C (nominal) (il
I/029-050)

42215

Validation of an Analytical
Procedure to Detect Antibodies to
AL X-0081 in Guinea Pig Plasma

by ELISA 029-010)

MR

ERE

MR

ERE

Eadh gl

B W

42216

Validation of a Method for the
Detection of ALX-0081 in Guinea
Pig plasma (Citrate) samples
Using Enzyme Linked
Immunosorbant Assay

(ELISA) 710-011)

42217

Eadh gl

B W

Validation of an Analytical
Procedure to measure the
concentration of ALX-0081 in
Cynomolgus Monkey Plasma by

ELISA (N E029-020)

|
Eadh gl

il W

42218

Assessment of Stability of ALX-
0081 in Cynomolgus Monkey
Plasma for Six Months at -70°C

{nominal) (EEEE029-049 )

42219

Validation of an Analyfical
Procedure to Detect Antibodies to
ALX-0081 in Cynomolgus Monkey

Plasma by ELISA (I 029
005)

MR

B R

MR

ERE

422110

Validation of a Gyrolab Based
Bridging Assay for the Detection of
Anti ALX-0081 Antibodies in
Cynomolgus Monkey

Plasma_(AD68-NC-20j§-005)

United Kingdom

Ry

il W
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Validation of a Method for the
Detection of ALX-0081 in Primate
plasma (Citrate) samples Using ‘_2-“ E )
4221-11 Enzw_.rme Linked Immunosorbant - m _ United ‘ttmiﬂ ﬁmiﬂ
Assay (ELISA) (NENEEC710- B |Kingdom
005)
200N
Validation of a Ristocetin Cofactor
422112 | HARS | BERS
Assay (29910) 2000H| I UK
Proposal for Threshold Value for
Ristocetin-induced Cofactor
Activity as Pharmacodynamic
Marker for ALX-0081 in - -
Abi NV, & rd .
422 1-13 |Comparison with Ristocetin- ?|M|Beg?jm P CWINEETEE | s | SRERS
induced Platelet |
Aggregation (A001-BSTANR-
008-v1)
Validation of Ristocetin cofactor ml
4.2 2 1-14 |activity in Cynomolgus Monkey I ) F_ HARHE | EERE
Plasma (ADS8-NC-20Q-002/15) h E“ elgium
Qualification of a Method for the
Determination of Ristocetin I
4.2 2 .1-15 |Cofacter Activity in Cynomolgus I The #HARHE | TERE
Monkey Plasma Netherlands
Samples (AYX215EL-092153-A)
Wuahnhicaton of a Method Tor the
Determination of Ristocetin
_1r |Cofactor Activity in Guinea Pig - 20NV %
422.1-16 | 3 I The #HARHE | FERHE
Plasma Samples (AYX216EL- 200 B EINetherlands
092163-A)
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4222 lin
EiEise B 3 3
REES W B e HBREST | CoEs IR
1]
Serum Fharmacokinetics of ALA- -
. Ablynx NV, Zwijnaarde,
0081 in the Balb/c Mouse after a -
Bel !
Single Intravenous or ;_2“ w
42221 |Subcutaneous || E— R | PER
Administration (AD01-PHA-JHSR ] ]
001-v1) Germany
Phamrmacokinetic Study of ALX- I
0081 After a Single Intravenous or & N I .
42222 |gybeutaneous Administration to h 200N | | R | FERE
Balb/c Mice (Il 22300} [ G_-
ermany
Flasma Fharmacokinetics of ALA-
. : ) Ablynx NV, Zwijnaarde,
0081 in the Guinea Pig after a Bel /
Single Intravenous or i“ _e-g|um I
4222-3 |Subcutaneous P oy —— #HARHE | FERHE
Administration (A001-PHAJHSR [ ]
002-v1) Germany
Pharmacoklinefic Study of ALX- I
0081 Following Single Intravenous il I i
4.2.2.2-4 |or Subcutaneous Adminisiration to P I i FERE
Guinea Pigs (Il 22344) ——
Germman
Pharmacokinetic Study of ALX- I
0081 Following Single Intravenous i I )
42225 |or Intramuscular Administration to P I | AR | R
Guinea Pigs (Jjjj21724) _Germanv-
Ablynx NV, Zwinaarde,
Belgium / NG
Phamacokinetics and ]
Immunogenicity of ALX-0081 upon i ] .
42226 Repeated Administration in = 200 ] HARH | FERS
Baboons (ALX-0081 TROOT) N —
I
South Africa
Fhamacokinetic Analysis of
Plasma Samples from the PK
Study of ALX-0081 in Guinea Pigs - I
42227 | (g study No. 202164g) - Re- = m'semany HARSE | FERE
Analysis Based on GLP Data (AB- L]
2)
amacckinetic analysis of ALX-
0081 Nanobody in plasma Ablynx NV, Zwijnaarde,
samples collected in a 200 |Belgium / I
pharmacokinetic study following ! ] .
42229 |iopeated subeutameous or | [opmmy — VK | $FRH
intramuscular administration to ] ]
guinea pigs (reanalysis of study Germany
AB-JJJ02) (GLP-0067)
Pharmacokinetic Study of ALX- I
0081 Following Repeated i 200w ]
4222-9 [Subcutaneous o Intramuscular B I | AR | FERS
Administration to Guinea 20 1 1
Pigs (202160 i Germany
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Analysis of Guinea Fig Flasma
(Citrate) Samples from the acute
toxicity study (Jjjij study No. ‘_2-“ E
4.2.2.2-10 20216/ for the Detection of ALXJ || ey (i #HARH | FERS
0081 Using ELISA (N [ Kingdom
2710/028)
Analytical Determination of
antibodies to ALX-0081 in Guinea 200 -
Pig PI Sampl . I
422011 | e — — o — v | Es
Pharmacokinetic GLP Study [ - UK
2[]216“.’[]29—0[]9]
4223 9%
e B4 34
RHi 82 i B = HERIRE | CRas IR
FARE
Clearance and Biodistnbution of Ablynx NV, Zwijnaard
AL X-0081, Free or in Complex with nx NY, Zwinaarde, .
42231 Human VWF, Evaluated in m BE|QIUH"I / _ #‘1 A ﬁﬂ ﬁﬁiﬂ
Mice (ALX-0081 TR038) M France
4224 KM
BLuRELL
4225 St
BB Bl R
RS WE pteid B RusiEss | SREe IR
R
2-Week Subchronic Toxicity Study
in Cynomolgus Monkeys 200NN
(LPT20095): Qualitative Detection -
42251 [of ALX-0081 in Urine = 5‘.‘]] ‘;gg'i’:mw’ Zwinaarde, | o s | mERE
Samples (ADO1-NC-20fj-005 B
06)
4226 EDEELHOEDBEER (JEEEK)
ELRHEEL
4227 FO O EDEINEHE
BLRHELEL
423 BMEER
4231 BEESEEGE
B Bl
REES W el I HBREST | Phas IR
R
IR =port No. 20093/l - Acute 200000 E—
toxicity study of ALX-0081 by . | & .
42311 single infravenous administration h 2000 mn HARH | FERH
to guinea pigs | ] ' Y
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I S tudy Mumber 2710/012-
Analysis of guinea pig plasma
(citrate) samples from the acute a“
423 1-1a [toxicity study (EElistudy No. |y | HARE | FERS
20093 for the Detection of ALX: 20N IVH| . UK
0081 Using ELISA i
AB-Jl-01-Toxicokinetic analysis of 200000
_41, |plasma samples from the acute In | .
423.1-1b toxicity study of ALX-0081 in (B . Germany #ARE | #ERE
guinea pigs (Jiistudy No. 20093) TH)
IR cport No. 20094/} - Dose-
escalation-study for a 2-week 200000
subchronic toxicity study of ALX- i - I .
42312 0081 by repeated intravenous P 2000 mn HARHE | FERS
administration to cynomolgus | | ' Y
monkeys
ADJFU > Pharmacokinetc |
., [analysis of plasma samples from [ ] N
423123 PK study of ALX-0081 in h (s [MENE. Germany HARS ( $ARE
cynomolgus monkeys TH)
Analytical determination of
antibodies to ALX-0081 in 20
4.2.3.1-2b |cynomolgus monkey plasma [T g['.,|_ UK HARY | FERE
samples (=5 of -
GLP study 200948
IlReport No. 22630/1 - Acute
toxicity study for ALX-0681 and 200000 .
Al X-0081 after respective single i | B N
42313 subcutaneous or infravenous P 200000 B, German HARH | FERS
administration to cynomolgus | | " Y
monkeys - multi-site study -
4230 FEBESEHEE
HEa= Rl W
REEe W AR ® HBRESS | SRae IR
R
(IlR=port No 23023 - 1-week
subchronic toxicity study of ALX- 200000 [
0081 by repeated subcutaneous i - .
42321 administration four times daily at Bh 20000 mn HARHE | FERS
hour intervals to gquinea pigs - multi | | ' Y
site study -
I-Re_pvo?ﬂm ~2-week
subchronic toxicity study of ALX- P
_ |0081 by repeated intravenous i N
232 0 e g — | s |
hour intervals to cynomolgus ' Y
monke
|i5tua|_.r Number 27 10/006
Analysis of primate plasma ;
4.2.3.2-23 | Ciirate) samples for the detection r- . UK HARH | FERS
of AL X-0081 using FLISA
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Report No.- AB 04
Pharmacokinetic analysis of

o, |Plasma samples from the 2-week
42322 subchronic multiple dose toxicity
study of ALX-0081 in cynomolgus

[ (=&
#78)

|, Germany

s

HERH

monke No. 20095)
T a8 7
Analytical determination of
antibodies to ALX-0081 in
4.2 3 2-2c¢ |cynomolgus monkey plasma
samples (I-hase of
multi-site two week subchronic
toxicity GLP Study 20095

R

il W

eport No. - 2-week
subchronic toxicrty study of ALX-
0681 by repeated subcutaneous
adminisiration 6 times daily at 4-
hour intervals to cynomolgus
monkeys - multi-site study -

42323

#HHRE

RERE

[EEReport No. 24024 - 13-week
subchronic toxicrty study of ALX-
0081 by repeated subcutaneous

hours intervals to cynomolgus
monkeys with 8-week recovery
perod - multi-site study -

4232-4 |administration four times daily at B—P

. Germany

#HuRE

ERE

ARDI337 - 20-week repeated
dose toxicity study after three

4.2 3.7 [times daily subcutaneous
administration of ALX-0081 in the

13-week recovery period

cynomolgus monkey, followed by a

Il France

#HARH

ERE

AAY3337 - Onginal bioanalytical
study phase report- Analytical

4.2.3.2-5a |ALX-0081 in cynomolgus monkey
plasma as part of the pre-clinical
multi-site GLP study number
AAS333T on Gyrolab

determination of antibodies against

2ﬂ-'lfll- UK

#HARH

ERE

4233 REEMHE
4.2.3.3.1 In Vitro 2B
EE ] gt B
42332 InVivo B
e g

4234 BAEHEE
42341 BRAAAFIERE
BLEELL
42342 EHRIZPANALFEERE
ELEHLL
42343 FOOREE
BriEELL
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BuRHLL
423620 - iERFESI-ET SEE
BB Bl R
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R H
IR eport No. 20179/} Study
of embryo-fetal development in
guinea pigs with ALX-0081 by 2000
intramusclular administration - in . | 3 "
423521 contance with the ICH guideline h |2n-||r| mny HARH | FERS
S5 - - embryotoxicity | "
study/segment |l study - - mulh
site study -
[IlReport No. 25265 -
Toxicokinetic and
pharmacodynamic study of ALX- 20N
4235 2-2|0081 following repeated daily L m- I #HARE | HERE
intramuscular administration to 2000 | . G=rmany
pregnant guinea pigs - multi-site
study -
423653 HEMBEUHERORES I FHEOMEICMT IEHER
BuRELL
42354 EBHERV-HER
BLRHELL
4236 BEPMEHE
BB BT A 4
REES W A e HBxEER | SRES [ sER
A H
o Mo 200 Toc
tolerance test of ALX-0081 in 2000010
rabbits after a single infravenous, - ;
423641 intramuscular intraarterial, h 200N ﬂn}f HARH | RERS
paravenous and subcutaneous || '
administration

4237 FO O BEERE

42371 fiEHR
BEETL

42372 SfEttEE
BriEELL

42373 BNSROEFICATIRE
ELEHLL

42374 EHEHHR
BLEELL
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B RAL

42376 FHMOEEHE
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