Continued therapy for patients with ulcerative colitis should be carefully reconsidered if no evidence
of therapeutic benefit is observed by Week 10 (see section 5.1).

Some patients who have experienced a decrease in their response may benefit from an increase in
dosing frequency to Entyvio 300 mg every four weeks.

In patients who have responded to treatment with Entyvio, corticosteroids may be reduced and/or
discontinued in accordance with standard of care.

Retreatment

If therapy is interrupted and there is a need to restart treatment with Entyvio, dosing at every four
weeks may be considered (see section 5.1). The treatment interruption period in clinical trials extended
up to one year. Efficacy was regained with no evident increase in adverse events or infusion-related
reactions during retreatment with vedolizumab (see section 4.8).

Crohn’s disease

The recommended dose regimen of Entyvio is 300 mg administered by intravenous infusion at zero,
two and six weeks and then every eight weeks thereafter.

Patients with Crohn’s disease, who have not shown a response may benefit from a dose of Entyvio at
Week 10 (see section 4.4). Continue therapy every eight weeks from Week 14 in responding patients.
Therapy for patients with Crohn’s disease should not be continued if no evidence of therapeutic
benefit is observed by Week 14 (see section 5.1).

Some patients who have experienced a decrease in their response may benefit from an increase in
dosing frequency to Entyvio 300 mg every four weeks.

In patients who have responded to treatment with Entyvio, corticosteroids may be reduced and/or
discontinued in accordance with standard of care.

Retreatment

If therapy is interrupted and there is a need to restart treatment with Entyvio, dosing at every four
weeks may be considered (see section 5.1). The treatment interruption period in clinical trials extended
up to one year. Efficacy was regained with no evident increase in adverse events or infusion-related

reactions during retreatment with vedolizumab (see section 4.8).

Paediatric population

The safety and efficacy of vedolizumab in children aged 0 to 17 years old have not been established.
No data are available.

Elderly patients

No dose adjustment is required in elderly patients. Population pharmacokinetic analyses showed no
effect of age (see section 5.2).

Patients with renal or hepatic impairment
Entyvio has not been studied in these patient populations. No dose recommendations can be made.

Method of administration

Entyvio is for intravenous use only. It is to be reconstituted and further diluted prior to intravenous -
administration, for instructions see section 6.6.



Entyvio is administered as an intravenous infusion over 30 minutes. Patients should be monitored
during and after infusion (see section 4.4).

4.3 Contraindications
Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

Active severe infections such as tuberculosis, sepsis, cytomegalovirus, listeriosis, and opportunistic
infections such as Progressive Multifocal Leukoencephalopathy (PML) (see section 4.4).

4.4 Special warnings and precautions for use

Vedolizumab should be administered in a healthcare setting equipped to allow management of acute
hypersensitivity reactions including anaphylaxis, if they occur. Appropriate monitoring and medical
support measures should be available for inmediate use when administering vedolizumab. All patients
should be observed continuously during each infusion. For the first two infusions, they should also be
observed for approximately two hours following completion of the infusion for signs and symptoms of
acute hypersensitivity reactions. For all subsequent infusions, patients should be observed for
approximately one hour following completion of the infusion.

Infusion-related reactions

In clinical studies, infusion-related reactions (IRR) and hypersensitivity reactions have been reported,
with the majority being mild to moderate in severity (see section 4.8).

If a severe IRR, anaphylactic reaction, or other severe reaction occurs, administration of Entyvio must
be discontinued immediately and appropriate treatment initiated (e.g., epinephrine and antihistamines)
(see section 4.3).

If a mild to moderate IRR occurs, the infusion rate can be slowed or interrupted and appropriate
treatment initiated. Once the mild or moderate IRR subsides, continue the infusion. Physicians should
consider pre-treatment (e.g., with antihistamine, hydrocortisone and/or paracetamol) prior to the next
infusion for patients with a history of mild to moderate IRR to vedolizumab, in order to minimize their
risks (see section 4.8).

Infections

Vedolizumab is a gut-selective integrin antagonist with no identified systemic immunosuppressive
activity (see section 5.1).

Physicians should be aware of the potential increased risk of opportunistic infections or infections for
which the gut is a defensive barrier (see section 4.8). Entyvio treatment is not to be initiated in patients
with active, severe infections until the infections are controlled, and physicians should consider
withholding treatment in patients who develop a severe infection while on chronic treatment with
Entyvio. Caution should be exercised when considering the use of vedolizumab in patients with a
controlled chronic severe infection or a history of recurring severe infections. Patients should be
monitored closely for infections before, during and after treatment. Entyvio is contraindicated in
patients with active tuberculosis (see section 4.3). Before starting treatment with vedolizumab, patients
must be screened for tuberculosis according to the local practice. If latent tuberculosis is diagnosed,
appropriate treatment must be started with anti-tuberculosis treatment in accordance with local
recommendations, before beginning vedolizumab. In patients diagnosed with TB whilst receiving
vedolizumab therapy, then vedolizumab therapy should be discontinued until the TB infection has
been resolved.

Some integrin antagonists and some systemic immunosuppressive agents have been associated with
progressive multifocal leukoencephalopathy (PML), which is a rare and often fatal opportunistic



infection caused by the John Cunningham (JC) virus. By binding to the of; integrin expressed on gut-
homing lymphocytes, vedolizumab exerts an immunosuppressive effect on the gut. Although no
systemic immunosuppressive effect was noted in healthy subjects the effects on systemic immune
system function in patients with Inflammatory Bowel Disease patients is not known.

No cases of PML were reported in clinical studies of vedolizumab however, healthcare professionals
should monitor patients on vedolizumab for any new onset or worsening of neurological signs and
symptoms as outlined in physician education materials, and consider neurological referral if they
occur. The patient is to be given a Patient Alert Card (see section 4.2). If PML is suspected, treatment
with vedolizumab must be withheld; if confirmed, treatment must be permanently discontinued.

Malignancies

The risk of malignancy is increased in patients with ulcerative colitis and Crohn’s disease.
Immunomodulatory medicinal products may increase the risk of malignancy (see section 4.8).

Prior and concurrent use of biological products

No vedolizumab clinical trial data are available for patients previously treated with natalizumab or
rituximab. Caution should be exercised when considering the use of Entyvio in these patients.

Patients previously exposed to natalizumab should normally wait a minimum of 12 weeks prior to
initiating therapy with Entyvio, unless otherwise indicated by the patient’s clinical condition.

No clinical trial data for concomitant use of vedolizumab with biologic immunosuppressants are
available. Therefore, the use of Entyvio in such patients is not recommended.

Live and oral vaccines

In a placebo-controlled study of healthy volunteers, a single 750 mg dose of vedolizumab did not
lower rates of protective immunity to hepatitis B virus in subjects who were vaccinated
intramuscularly with three doses of recombinant hepatitis B surface antigen. Vedolizumab-exposed
subjects had lower seroconversion rates after receiving a killed, oral cholera vaccine. The impact on
other oral and nasal vaccines is unknown. It is recommended that all patients be brought up to date
with all immunisations in agreement with current immunisation guidelines prior to initiating Entyvio
therapy. Patients receiving vedolizumab treatment may continue to receive non-live vaccines. There
are no data on the secondary transmission of infection by live vaccines in patients receiving
vedolizumab. Administration of the influenza vaccine should be by injection in line with routine
clinical practice. Other live vaccines may be administered concurrently with vedolizumab only if the
benefits clearly outweigh the risks.

Induction of remission in Crohn’s disease

Induction of remission in Crohn’s disease may take up to 14 weeks in some patients. The reasons for
this are not fully known and are possibly related to the mechanism of action. This should be taken into
consideration, particularly in patients with severe active disease at baseline not previously treated with
TNFa antagonists. (See also section 5.1.)

Exploratory subgroup analyses from the clinical trials in Crohn’s disease suggested that vedolizumab
administered in patients without concomitant corticosteroid treatment may be less effective for
induction of remission in Crohn’s disease than in those patients already receiving concomitant
corticosteroids (regardless of use of concomitant immunomodulators; see section 5.1).

4.5 Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed.



Vedolizumab has been studied in adult ulcerative colitis and Crohn’s disease patients with
concomitant administration of corticosteroids, immunomodulators (azathioprine, 6-mercaptopurine,
and methotrexate), and aminosalicylates. Population pharmacokinetic analyses suggest that
co-administration of such agents did not have a clinically meaningful effect on vedolizumab
pharmacokinetics. The effect of vedolizumab on the pharmacokinetics of commonly co-administered
medicinal compounds has not been studied.

Vaccinations
Live vaccines, in particular live oral vaccines, should be used with caution concurrently with Entyvio
(see section 4.4).

4.6 Fertility, pregnancy and lactation

Women of childbearing potential

Women of childbearing potential are strongly recommended to use adequate contraception to prevent
pregnancy and to continue its use for at least 18 weeks after the last treatment with Entyvio.

Pregnancy
There are limited amount of data from the use of vedolizumab in pregnant women.

Animal studies do not indicate direct or indirect harmful effects with respect to reproductive toxicity
(see section 5.3).

Entyvio is to be used during pregnancy only if the benefits clearly outweigh any potential risk to both
the mother and foetus.

Breast-feeding

It is unknown whether vedolizumab is excreted in human milk or absorbed systemically after
ingestion.

Available pharmacodynamic/toxicological data in animals have shown excretion of vedolizumab in
milk (see section 5.3).

Because maternal antibodies (IgG) are excreted in breast milk, it is recommended that a decision be

made whether to discontinue breast-feeding or to discontinue/abstain from Entyvio therapy taking into
account the benefit of breast-feeding for the child and the benefit of therapy for the woman.

Fertility

There are no data on the effects of vedolizumab on human fertility. Effects on male and female
fertility have not been formally evaluated in animal studies (see section 5.3).

4.7 Effects on ability to drive and use machines

Entyvio may have a minor influence on the ability to drive or operate machines, as dizziness has been
reported in a small number of patients.

4.8 Undesirable effects

Summary of safety profile

Vedolizumab has been studied in three placebo-controlled clinical trials in patients with ulcerative
colitis (GEMINI I) or Crohn’s disease (GEMINI II and III). In two controlled studies (GEMINI I and
1) involving 1,434 patients receiving vedolizumab 300 mg at Week 0, Week 2 and then every eight



weeks or every four weeks from Week 6 for up to 52 weeks, and 297 patients receiving placebo for up
to 52 weeks, adverse events were reported in 84% of vedolizumab-treated patients and 78% of
placebo-treated patients. Over 52 weeks, 19% of vedolizumab-treated patients experienced serious
adverse events compared to 13% of placebo-treated patients. Similar rates of adverse events were seen
in the every eight week and every four week dosing groups in the Phase 3 clinical trials. The
proportion of patients who discontinued treatment due to adverse events was 9% for
vedolizumab-treated patients and 10% for placebo-treated patients. In the combined studies of
GEMINI I and II the adverse reactions that occurred in >5% were nausea, nasopharyngitis, upper
respiratory tract infection, arthralgia, pyrexia, fatigue, headache, cough. Infusion-related reactions
were reported in 4% of patients receiving vedolizumab.

In the shorter (10 week) placebo controlled induction trial, GEMINI III, the types of adverse reactions
reported were similar but occurred at lower frequency than the longer 52 week trials.

A further 279 patients were treated with vedolizumab at Week 0 and Week 2 and then with placebo for
up to 52 weeks. Of these patients, 84% experienced adverse events and 15% experienced serious

adverse events.

Patients (n=1,822) previously enrolled in Phase 2 or 3 vedolizumab studies were eligible to enrol in an
ongoing open-label study and received vedolizumab 300 mg every four weeks.

Tabulated list of adverse reactions

The following listing of adverse reactions is based on the clinical trial experience and are displayed by
system organ class. Within the system organ classes, adverse reactions are listed under headings of the

following frequency categories: very common (>1/10), common (>1/100 to <1/10) and uncommon
(=1/1,000 to <1/100). Within each frequency grouping, adverse reactions are presented in order of

decreasing seriousness.

Table 1. Adverse Reactions

System Organ Class Frequency Adverse Reaction(s)
Infection and infestation Very Common Nasopharyngitis
Common Bronchitis, Gastroenteritis, Upper respiratory
tract infection, Influenza, Sinusitis, Pharyngitis
Uncommon Respiratory tract infection, Vulvovaginal
candidiasis, Oral Candidiasis
Nervous system disorders Very Common Headache
Common Paraesthesia
Vascular disorders Common Hypertension
Respiratory, thoracic and Common Oropharyngeal pain, Nasal congestion, Cough
mediastinal disorders
Gastrointestinal disorders Common Anal Abscess, Anal fissure, Nausea,
Dyspepsia, Constipation, Abdominal
distension, Flatulence, Haemorrhoids
Skin and subcutaneous tissue Common Rash, Pruritus, Eczema, Erythema, Night
disorders sweats, Acne
Uncommon Folliculitis
Musculoskeletal and connective | Very Common Arthralgia
tissue disorders Common Muscle spasms, Back pain, Muscular
weakness, Fatigue, Pain in the extremity
General disorders and Common Pyrexia
administration site conditions Uncommon Infusion site reaction (including: Infusion site
pain and Infusion site irritation), Infusion
related reaction Chills, Feeling cold




Description of selected adverse reactions

Infusion-related reactions

In GEMINI I and II controlled studies, 4% of vedolizumab-treated patients and 3% of placebo-treated
patients experienced an adverse event defined by the investigator as infusion-related reaction (IRR)
(see section 4.4). No individual Preferred Term reported as an IRR occurred at a rate above 1%. The
majority of IRRs were mild or moderate in intensity and <1% resulted in discontinuation of study
treatment. Observed IRRs generally resolved with no or minimal intervention following the infusion.
Most infusion related reactions occurred within the first 2 hours. Of those patients who had infusion
related reactions, those dosed with vedolizumab had more infusion related reactions with in the first
two hours as compared to placebo patients with infusion related reactions. Most infusion related
reactions were not serious and occurred during the infusion or within the first hour after infusion is
completed.

One serious adverse event of IRR was reported in a Crohn’s disease patient during the second infusion
(symptoms reported were dyspnoea, bronchospasm, urticaria, flushing, rash, and increased blood
pressure and heart rate) and was successfully managed with discontinuation of infusion and treatment
with antihistamine and intravenous hydrocortisone. In patients who received vedolizumab at Weeks 0
and 2 followed by placebo, no increase in the rate of IRR was seen upon retreatment with vedolizumab
after loss of response.

Infections

In GEMINI I and II controlled studies, the rate of infections was 0.85 per patient-year in the
vedolizumab-treated patients and 0.70 per patient-year in the placebo-treated patients. The infections
consisted primarily of nasopharyngitis, upper respiratory tract infection, sinusitis, and urinary tract
infections. Most patients continued on vedolizumab after the infection resolved.

In GEMINI I and II controlled studies, the rate of serious infections was 0.07 per patient year in
vedolizumab-treated patients and 0.06 per patient year in placebo-treated patients. Over time, there
was no significant increase in the rate of serious infections.

In controlled and open-label studies in adults with vedolizumab, serious infections have been reported,
which include tuberculosis, sepsis (some fatal), salmonella sepsis, listeria meningitis, and
cytomegaloviral colitis.

Immunogenicity

In GEMINI I and II controlled studies, vedolizumab showed an immunogenicity rate of 4% (56 of
1,434 patients who received continuous treatment with vedolizumab were anti-vedolizumab
antibody-positive at any time during treatment). Nine out of 56 patients were persistently positive
(anti-vedolizumab antibody-positive at two or more study visits) and 33 patients developed
neutralizing anti-vedolizumab antibodies.

The frequency of anti-vedolizumab antibody detected in patients 16 weeks after the last dose of
vedolizumab (approximately five half-lives after the last dose) was approximately 10% in GEMINI I
and II.

In GEMINI I and II controlled studies, 5% (3 of 61) of the patients who had an adverse event assessed
by the investigator as an IRR were persistently anti-vedolizumab antibody-positive.

Overall, there was no apparent correlation of anti-vedolizumab antibody development to clinical
response or adverse events. However, the number of patients that developed anti-vedolizumab
antibodies was too limited to make a definitive assessment.



Malignancy

Overall, results from the clinical program to date do not suggest an increased risk for malignancy with
vedolizumab treatment; however, the number of malignancies was small and long-term exposure was
limited. Long-term safety evaluations are ongoing.

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 medicin hc
professionals are asked to report any suspected adverse reactions via i

4.9 Overdose

Doses up to 10 mg/kg (approximately 2.5 times the recommended dose) have been administered in
clinical trials. No dose-limiting toxicity was seen in clinical trials.

5. PHARMACOLOGICAL PROPERTIES

Pharmacotherapeutic group: immunosuppressants, selective immunosuppressants, ATC code:
L04AA33

5.1 Pharmacodynamic properties

Vedolizumab is a gut-selective immunosuppressive biologic. It is a humanized monoclonal antibody
that binds specifically to the asf; integrin, which is preferentially expressed on gut homing T helper
lymphocytes. By binding to a4B; on certain lymphocytes, vedolizumab inhibits adhesion of these cells
to mucosal addressin cell adhesion molecule-1 (MAdCAM-1), but not to vascular cell adhesion
molecule-1 (VCAM-1). MAdCAM-1 is mainly expressed on gut endothelial cells and plays a critical
role in the homing of T lymphocytes to tissues within the gastrointestinal tract. Vedolizumab does not
bind to, nor inhibit function of, the a4f; and agf; integrins.

The a4f; integrin is expressed on a discrete subset of memory T helper lymphocytes which
preferentially migrate into the gastrointestinal (GI) tract and cause inflammation that is characteristic
of ulcerative colitis and Crohn’s disease, both of which are chronic inflammatory immunologically
mediated conditions of the GI tract. Vedolizumab reduces gastrointestinal inflammation in UC
patients. Inhibiting the interaction of a4f; with MAdCAM-1 with vedolizumab prevents transmigration
of gut-homing memory T helper lymphocytes across the vascular endothelium into parenchymal tissue
in nonhuman primates and induced a reversible 3-fold elevation of these cells in peripheral blood. The
murine precursor of vedolizumab alleviated gastrointestinal inflammation in colitic cotton-top
tamarins, a model of ulcerative colitis.

In healthy subjects, ulcerative colitis patients, or Crohn’s disease patients, vedolizumab does not
elevate neutrophils, basophils, eosinophils, B-helper and cytotoxic T lymphocytes, total memory T
helper lymphocytes, monocytes or natural killer cells, in the peripheral blood with no leukocytosis
observed.

Vedolizumab did not affect immune surveillance and inflammation of the central nervous system in
Experimental Autoimmune Encephalomyelitis in non-human primates, a model of multiple sclerosis.
Vedolizumab did not affect immune responses to antigenic challenge in the dermis and muscle (see
section 4.4). In contrast, vedolizumab inhibited an immune response to a gastrointestinal antigenic
challenge in healthy human volunteers (see section 4.4).



Pharmacodynamic effects

In clinical trials with vedolizumab at doses ranging from 2 to 10 mg/kg, >95% saturation of a4
receptors on subsets of circulating lymphocytes involved in gut immune surveillance was observed in
patients.

Vedolizumab did not affect CD4 and CD8’ trafficking into the CNS as evidenced by the lack of

+ +

change in the ratio of CD4 /CD8 in cerebrospinal fluid pre- and post-vedolizumab administration in
healthy human volunteers. These data are consistent with investigations in nonhuman primates which
did not detect effects on immune surveillance of the CNS.

Clinical efficacy

Ulcerative Colitis

The efficacy and safety of vedolizumab for the treatment of adult patients with moderately to severely
active ulcerative colitis (Mayo score 6 to 12 with endoscopic sub score >2) was demonstrated in a
randomised, double-blind, placebo-controlled study evaluating efficacy endpoints at Week 6 and
Week 52 (GEMINI I). Enrolled patients had failed at least one conventional therapy, including
corticosteroids, immunomodulators, and/or the TNFa antagonist infliximab (including primary
non-responders). Concomitant stable doses of oral aminosalicylates, corticosteroids and/or
immunomodulators were permitted.

For the evaluation of the Week 6 endpoints, 374 patients were randomised in a double-blind fashion
(3:2) to receive vedolizumab 300 mg or placebo at Week 0 and Week 2. Primary endpoint was the
proportion of patients with clinical response (defined as reduction in complete Mayo score of

>3 points and >30% from baseline with an accompanying decrease in rectal bleeding subscore of
>] point or absolute rectal bleeding subscore of <1 point) at Week 6. Table 2 shows the results from
the primary and secondary endpoints evaluated.

Table 2. Week 6 Efficacy Results of GEMINI I

Placebo Vedolizumab
Endpoint N=149 N=225
Clinical response 26% 47%*
Clinical remission® 5% 17%"
Mucosal healing’ 25% 41%*
*p<0.0001
p<0.001
$p<0.05

YClinical remission: Complete Mayo score of <2 points and no individual
subscore >1 point

"Mucosal healing: Mayo endoscopic subscore of <1 point

The beneficial effect of vedolizumab on clinical response, remission and mucosal healing was
observed both in patients with no prior TNFo antagonist exposure as well as in those who had failed
prior TNFa antagonist therapy.

In GEMINI I, two cohorts of patients received vedolizumab at Week 0 and Week 2: cohort 1 patients
were randomised to receive either vedolizumab 300 mg or placebo in a double-blind fashion, and
cohort 2 patients were treated with open-label vedolizumab 300 mg. To evaluate efficacy at Week 52,
373 patients from cohort 1 and 2 who were treated with vedolizumab and had achieved clinical
response at Week 6 were randomised in a double-blind fashion (1:1:1) to one of the following
regimens beginning at Week 6: vedolizumab 300 mg every eight weeks, vedolizumab 300 mg-every
four weeks, or placebo every four weeks. Beginning at Week 6, patients who had achieved clinical
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response and were receiving corticosteroids were required to begin a corticosteroid-tapering regimen.
Primary endpoint was the proportion of patients in clinical remission at Week 52. Table 3 shows the
results from the primary and secondary endpoints evaluated.

Table 3. Week 52 Efficacy Results of GEMINI I

Vedolizumab Vedolizumab
Placebo Every 8 Weeks Every 4 Weeks
Endpoint N =126* N=122 N=125
Clinical remission 16% 42%" 45%"
Durable clinical response’ 24% 57%" 52%"
Mucosal healing 20% 52%" 56%'
Durable clinical remission” 9% 20%° 24%*
Corticosteroid-free clinical remission* 14% 31%° 45%"

*The placebo group includes those subjects who received vedolizumab at Week 0 and Week 2,
and were randomised to receive placebo from Week 6 through Week 52.

'p<0.0001

tp<0.001

¥p<0.05

"Durable clinical response: Clinical response at Weeks 6 and 52

“Durable clinical remission: Clinical remission at Weeks 6 and 52

*Corticosteroid-free clinical remission: Patients using oral corticosteroids at baseline who had
discontinued corticosteroids beginning at Week 6 and were in clinical remission at Week 52.
Patient numbers were n=72 for placebo, n=70 for vedolizumab every eight weeks, and n=73 for
vedolizumab every four weeks

Exploratory analyses provide additional data on key subpopulations studied. Approximately one-third
of patients had failed prior TNFoa antagonist therapy. Among these patients, 37% receiving
vedolizumab every eight weeks, 35% receiving vedolizumab every four weeks, and 5% receiving
placebo achieved clinical remission at Week 52. Improvements in durable clinical response (47%,
43%, 16%), mucosal healing (42%, 48%, 8%), durable clinical remission (21%, 13%, 3%) and
corticosteroid-free clinical remission (23%, 32%, 4%) were seen in the prior TNFa antagonist failure
population treated with vedolizumab every eight weeks, vedolizumab every four weeks and placebo,
respectively.

Patients who failed to demonstrate response at Week 6 remained in the study and received
vedolizumab every four weeks. Clinical response using partial Mayo scores was achieved at Week 10
and Week 14 by greater proportions of vedolizumab patients (32% and 39%, respectively) compared
with placebo patients (15% and 21%, respectively).

Patients who lost response to vedolizumab when treated every eight weeks were allowed to enter an
open-label extension study and receive vedolizumab every four weeks. In these patients, clinical
remission was achieved in 25% of patients at Week 28 and Week 52.

Patients who achieved a clinical response after receiving vedolizumab at Week 0 and 2 and were then
randomised to placebo (for 6 to 52 weeks) and lost response were allowed to enter the open-label
extension study and receive vedolizumab every four weeks. In these patients, clinical remission was
achieved in 45% of patients by 28 weeks and 36% of patients by 52 weeks.

In this open-label extension study, the benefits of vedolizumab treatment as assessed by partial Mayo
score, clinical remission, and clinical response were shown for up to 124 weeks.

Health-related quality of life (HRQOL) was assessed by Inflammatory Bowel Disease Questionnaire
(IBDQ), a disease specific instrument, and SF-36 and EQ-5D, which are general measures.
Exploratory analysis show clinically- meaningful improvements were observed for vedolizumab
groups, and the improvements were significantly greater as compared with the placebo group at
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Week 6 and Week 52 on EQ-5D and EQ-5D VAS scores, all subscales of IBDQ (bowel symptoms,
systemic function, emotional function and social function), and all subscales of SF-36 including the
Physical Component Summary (PCS) and Mental Component Summary (MCS).

Crohn’s Disease

The efficacy and safety of vedolizumab for the treatment of adult patients with moderately to severely
active Crohn’s Disease (Crohn’s Disease Activity Index [CDAI] score of 220 to 450) were evaluated
in two studies (GEMINI II and III). Enrolled patients have failed at least one conventional therapy,
including corticosteroids, immunomodulators, and/or TNFa antagonists (including primary
non-responders). Concomitant stable doses of oral corticosteroids, immunomodulators, and antibiotics
were permitted.

The GEMINI II Study was a randomised, double-blind, placebo-controlled study evaluating efficacy
endpoints at Week 6 and Week 52. Patients (n=368) were randomised in a double-blind fashion (3:2)
to receive two doses of vedolizumab 300 mg or placebo at Week 0 and Week 2. The two primary
endpoints were the proportion of patients in clinical remission (defined as CDAI score <150 points) at
Week 6 and the proportion of patients with enhanced clinical response (defined as a >100-point
decrease in CDAI score from baseline) at Week 6 (see Table 4).

GEMINI II contained two cohorts of patients that received vedolizumab at Weeks 0 and 2: Cohort 1
patients were randomised to receive either vedolizumab 300 mg or placebo in a double-blind fashion,
and Cohort 2 patients were treated with open-label vedolizumab 300 mg. To evaluate efficacy at
Week 52, 461 patients from Cohorts 1 and 2, who were treated with vedolizumab and had achieved
clinical response (defined as a >70-point decrease in CDAI score from baseline) at Week 6,were
randomised in a double-blind fashion (1:1:1) to one of the following regimens beginning at Week 6:
vedolizumab 300 mg every eight weeks, vedolizumab 300 mg every four weeks, or placebo every
four weeks. Patients showing clinical response at Week 6 were required to begin corticosteroid
tapering. Primary endpoint was the proportion of patients in clinical remission at Week 52 (see

Table 5).

The GEMINI III Study was a second randomised, double-blind, placebo-controlled study that
evaluated efficacy at Week 6 and Week 10 in the subgroup of patients defined as having failed at least
one conventional therapy and failed TNFa antagonist therapy (including primary non-responders) as
well as the overall population, which also included patients who failed at least one conventional
therapy and were naive to TNFo antagonist therapy. Patients (n=416), which included approximately
75% TNFo antagonist failures patients, were randomised in a double-blind fashion (1:1) to receive
either vedolizumab 300 mg or placebo at Weeks 0, 2, and 6. The primary endpoint was the proportion
of patients in clinical remission at Week 6 in the TNFa antagonist failure subpopulation. As noted in
Table 4, although the primary endpoint was not met, exploratory analyses show that clinically
meaningful results were observed.
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Table 4. Efficacy Results for GEMINI II and III Studies at Week 6 and Week 10

Study
Endpoint

Placebo

Vedolizumab

GEMINI II Study
Clinical remission, Week 6

Overall

TNFa Antagonist(s) Failure
TNFa Antagonist(s) Naive
Enhanced clinical response, Week 6

Overall

TNFa Antagonist(s) Failure
TNFa Antagonist(s) Naive
Serum CRP change from baseline to
Week 6, median (mcg/mL)
Overall}

GEMINI III Study
Clinical remission, Week 6
Overall*
TNFa Antagonist(s) Failure
TNFo Antagonist(s) Naive
Clinical remission, Week 10
Overall
TNFa Antagonist(s) Failure™
TNFo Antagonist(s) Naive
Sustained clinical remission™”
Overall
TNFo Antagonist(s) Failure™
TNFa Antagonist(s) Naive
Enhanced clinical response, Week 6

7% (n = 148)

4% (n = 70)
9% (n = 76)

26% (n = 148)

23% (n=170)
30% (n=76)

0.5 (n=147)

12% (n =207)
12% (n = 157)
12% (n = 50)

13% (n =207)
12% (n = 157)
16% (n = 50)

8% (n =207)
8% (n = 157)
8% (n = 50)

15%* (n = 220)

11% (n = 105)
17% (n = 109)

31%" (n =220)

24% (n = 105)
42% (n = 109)

-0.9 (n = 220)

19% (n =209)
15%* (n = 158)
31% (n=>51)

29% (n = 209)
27% (n = 158)
35% (n=51)

15% (n = 209)
12% (n = 158)
26% (n = 51)

Overall®
TNFo Antagonist(s) Failure*
TNFa Antagonist(s) Naive”

23% (n =207)
22% (n = 157)
24% (n = 50)

39% (n = 209)
39% (n = 158)
39% (n=51)

*p<0.05
*not statistically significant

isecondary endpoint to be viewed as exploratory by pre-specified statistical testing procedure

*not statistically significant, the other endpoints were therefore not tested statistically

'h=157 for placebo and n=158 for vedolizumab
#Sustained clinical remission: clinical remission at Weeks 6 and 10

~Exploratory Endpoint
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Table 5. Efficacy Results for GEMINI II at Week 52

Vedolizumab Vedolizumab
Placebo Every 8 Weeks Every 4 Weeks
N=153* N=154 N=154
Clinical remission 22% 39%" 36%*
Enhanced clinical response 30% 44%* 45%*
Corticosteroid-free clinical remission® 16% 32%* 29%*
Durable clinical remission’ 14% 21% 16%

*The placebo group includes those subjects who received vedolizumab at Week 0 and Week 2, and
were randomised to receive placebo from Week 6 through Week 52.

'p<0.001

'p<0.05

SCorticosteroid-free clinical remission: Patients using oral corticosteroids at baseline who had
discontinued corticosteroids beginning at Week 6 and were in clinical remission at Week 52.
Patient numbers were n=82 for placebo, n=82 for vedolizumab every eight weeks, and n=80 for
vedolizumab every four weeks

"Durable clinical remission: Clinical remission at >80% of study visits including final visit
(Week 52)

Exploratory analyses examined the effects of concomitant corticosteroids and immunomodulators on
induction of remission with vedolizumab. Combination treatment, most notably with concomitant
corticosteroids, appeared to be more effective in inducing remission in Crohn’s disease than
vedolizumab alone or with concomitant immunomodulators, which showed a smaller difference from
placebo in the rate of remission. Clinical remission rate in GEMINI II at Week 6 was 10% (difference
from placebo 2%, 95% CI: -6, 10) when administered without corticosteroids compared to 20%
(difference from placebo 14%, 95% CI: -1, 29) when administered with concomitant corticosteroids.
In GEMINI IIT at Week 6 and 10 the respective clinical remission rates were 18% (difference from
placebo 3%, 95% CI: -7, 13) and 22% (difference from placebo 8%, 95% CI: -3, 19) when
administered without corticosteroids compared to 20% (difference from placebo 11%, 95% CI: 2, 20)
and 35% (difference from placebo 23%, 95% CI: 12, 33) respectively when administered with
concomitant corticosteroids. These effects were seen whether or not immunomodulators were also
concomitantly administered.

Exploratory analyses provide additional data on key subpopulations studied. In GEMINI I,
approximately half of patients had previously failed TNFa antagonist therapy. Among these patients,
28% receiving vedolizumab every eight weeks, 27% receiving vedolizumab every four weeks, and
13% receiving placebo achieved clinical remission at Week 52. Enhanced clinical response was
achieved in 29%, 38%, 21%, respectively, and corticosteriod-free clinical remission was achieved in
24%, 16%, 0%, respectively.

Patients who failed to demonstrate response at Week 6 in GEMINI II were retained in the study and
received vedolizumab every four weeks. Enhanced clinical response was observed at Week 10 and
Week 14 for greater proportions of vedolizumab patients 16% and 22%, respectively, compared with
placebo patients 7% and 12%, respectively. There was no clinically meaningful difference in clinical
remission between treatment groups at these time points. Analyses of Week 52 clinical remission in
patients who were non-responders at Week 6 but achieved response at Week 10 or Week 14 indicate
that non-responder CD patients may benefit from a dose of vedolizumab at Week 10.

Patients who lost response to vedolizumab when treated every eight weeks in GEMINI II were
allowed to enter an open-label extension study and received vedolizumab every four weeks. In these
patients, clinical remission was achieved in 23% of patients at Week 28 and 32% of patients at
Week 52.
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Patients who achieved a clinical response after receiving vedolizumab at Week 0 and 2 and were then
randomised to placebo (for 6 to 52 weeks) and lost response were allowed to enter the open-label
extension study and receive vedolizumab every four weeks. In these patients, clinical remission was
achieved in 46% of patients by 28 weeks and 41% of patients by 52 weeks.

In this open-label extension study, clinical remission and clinical response were observed in patients
for up to 124 weeks.

Exploratory analysis showed clinically meaningful improvements were observed for the vedolizumab
every four weeks and every eight weeks groups in GEMINI II and the improvements were
significantly greater as compared with the placebo group from baseline to Week 52 on EQ-5D and
EQ-5D VAS scores, total IBDQ score, and IBDQ subscales of bowel symptoms and systemic
function.

Paediatric population

The European Medicines Agency has deferred the obligation to submit the results of studies with
vedolizumab in one or more subsets of the paediatric population in ulcerative colitis and Crohn’s
disease (see section 4.2).

5.2 Pharmacokinetic properties

The single and multiple dose pharmacokinetics of vedolizumab have been studied in healthy subjects
and in patients with moderate to severely active ulcerative colitis or Crohn’s disease.

In patients administered 300 mg vedolizumab as a 30 minute intravenous infusion on Weeks 0 and 2,
mean serum trough concentrations at Week 6 were 27.9 mcg/ml (SD + 15.51) in ulcerative colitis and
26.8 mcg/ml (SD + 17.45) in Crohn’s disease. Starting at Week 6, patients received 300 mg
vedolizumab every eight or four weeks. In patients with ulcerative colitis, mean steady-state serum
trough concentrations were 11.2 mcg/ml (SD + 7.24) and 38.3 mcg/ml (SD + 24.43), respectively. In
patients with Crohn's disease mean steady-state serum trough concentrations were 13.0 mcg/ml

(SD £ 9.08) and 34.8 mcg/ml (SD =+ 22.55), respectively.

Distribution

Population pharmacokinetic analyses indicate that the distribution volume of vedolizumab is
approximately 5 litres. The plasma protein binding of vedolizumab has not been evaluated.
Vedolizumab is a therapeutic monoclonal antibody and is not expected to bind to plasma proteins.

Vedolizumab does not pass the blood brain barrier after intravenous administration. Vedolizumab
450 mg administered intravenously was not detected in the cerebrospinal fluid of healthy subjects.

Elimination

Population pharmacokinetic analyses indicate that vedolizumab has a total body clearance of
approximately 0.157 L/day and a serum half-life of 25 days. The exact elimination route of
vedolizumab is not known. Population pharmacokinetic analyses suggest that while low albumin,
higher body weight, prior treatment with anti-TNF drugs and presence of anti-vedolizumab antibody
may increase vedolizumab clearance, the magnitude of their effects is not considered to be clinically
relevant.

Linearity

Vedolizumab exhibited linear pharmacokinetics at serum concentrations greater than 1 mcg/ml.
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Special populations

Age does not impact the vedolizumab clearance in ulcerative colitis and Crohn’s disease patients
based on the population pharmacokinetic analyses. No formal studies have been conducted to examine
the effects of either renal or hepatic impairment on the pharmacokinetics of vedolizumab.

5.3 Preclinical safety data

Non-clinical data reveal no special hazard for humans based on conventional studies of safety
pharmacology, repeated dose toxicity, as well as reproductive and development toxicology studies.

Long-term animal studies with vedolizumab to assess its carcinogenic potential have not been
conducted because pharmacologically responsive models to monoclonal antibodies do not exist. In a
pharmacologically responsive species (cynomolgus monkeys), there was no evidence of cellular
hyperplasia or systemic immunomodulation that could potentially be associated with oncogenesis in
13- and 26-week toxicology studies. Furthermore, no effects were found of vedolizumab on the
proliferative rate or cytotoxicity of a human tumour cell line expressing the a4f; integrin in vitro.

No specific fertility studies in animals have been performed with vedolizumab. No definitive
conclusion can be drawn on the male reproductive organs in cynomolgus monkey repeated dose
toxicity study, but given the lack of binding of vedolizumab to male reproductive tissue in monkey
and human, and the intact male fertility observed in f7 integrin-knockout mice, it is not expected that
vedolizumab will affect male fertility.

Administration of vedolizumab to pregnant cynomolgus monkeys during most of gestation resulted in
no evidence of effects on teratogenicity, prenatal or postnatal development in infants up to 6 months of
age. Low levels (<300 mcg/L) of vedolizumab were detected on post-partum Day 28 in the milk of 3
of 11 cynomolgus monkeys treated 100 mg/kg of vedolizumab dosed every 2 weeks and not in any
animals that received 10 mg/kg. It is not known whether vedolizumab is excreted in human milk.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

L-histidine

L-histidine monohydrochloride
L-arginine hydrochloride
sucrose

polysorbate 80

6.2 Incompatibilities

In the absence of compatibility studies, this medicinal product must not be mixed with other medicinal
products.

6.3  Shelf life
3 years

Chemical and physical in-use stability of the reconstituted and diluted solution has been demonstrated
for 12 hours at 20°C-25°C and 24 hours at 2°C-8°C. From a microbiological point of view, the
product must be used immediately. Do not freeze the reconstituted or diluted solution. If not used
immediately, in-use storage times and conditions prior to use are the responsibility of the user and
must not be longer than a total of 24 hours. This 24 hour hold may include up to 12 hours at
20°C-25°C; any additional hold time must be at 2°C-8°C. :
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6.4 Special precautions for storage

Store in a refrigerator (2°C-8°C). Keep the vial in the outer carton in order to protect from light.
For storage conditions after reconstitution and dilution of the medicinal product, see section 6.3.
6.5 Nature and contents of container

Entyvio 300 mg powder for concentrate for solution for infusion in Type 1 glass vial (20 ml) fitted
with rubber stopper and aluminium crimp protected by a plastic cap.

Each pack contains 1 vial.
6.6 Special precautions for disposal and other handling

Instructions for reconstitution and infusion

Entyvio should be at room temperature (20°C-25°C) when reconstituted.

1. Use aseptic technique when preparing Entyvio solution for intravenous infusion. Remove
flip-off cap from the vial and wipe with alcohol swab. Reconstitute vedolizumab with 4.8 ml of
sterile water for injection, using a syringe with a 21-25 gauge needle.

2. Insert the needle into the vial through the centre of the stopper and direct the stream of liquid to

the wall of the vial to avoid excessive foaming.

Gently swirl the vial for at least 15 seconds. Do not vigorously shake or invert.

4. Let the vial sit for up to 20 minutes to allow for reconstitution and for any foam to settle; the
vial can be swirled and inspected for dissolution during this time. If not fully dissolved after
20 minutes, allow another 10 minutes for dissolution.

5. Inspect the reconstituted solution visually for particulate matter and discoloration prior to
administration. Solution should be clear or opalescent, colourless to light yellow and free of
visible particulates. Reconstituted solution with uncharacteristic colour or containing
particulates must not be administered.

(98]

6. Prior to withdrawing reconstituted solution from vial, gently invert vial 3 times.
7. Withdraw 5 ml (300 mg) of reconstituted Entyvio using a syringe with a 21-25 gauge needle.
8. Add the 5 ml (300 mg) of reconstituted Entyvio to 250 ml of sterile 0.9% sodium chloride

solution, and gently mix the infusion bag (5 ml of 0.9% sodium chloride solution does not have
to be withdrawn from the infusion bag prior to adding Entyvio). Do not add other medicinal
products to the prepared infusion solution or intravenous infusion set. Administer the infusion
solution over 30 minutes (see section 4.2).

Entyvio does not contain preservatives. Once reconstituted, the infusion solution should be used as
soon as possible. However, if necessary, the infusion solution may be stored for up to 24 hours: this
24 hour hold may include up to 12 hours at 20°C-25°C; any additional hold time must be at 2°C-8°C.
Do not freeze. Do not store any unused portion of the infusion solution for reuse.

Each vial 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

Takeda Pharma A/S

Dybendal Alle 10

2630 Taastrup
Denmark
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8. MARKETING AUTHORISATION NUMBER(S)

EU/1/14/923/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: 22 May 2014
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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IBREEEMPEANCHE S MUK (IRR) EHBFLAAGERELPRBE L 44 HEZSR), IRR & LTHRESRE
Hx D ERS FEARFE O b, BERN 1%E2BX L0720 > 72, IRR DREITEE ITEETHY
0L, IRREOEETILIZE ST bDIX 1%RFE TH o7, BESN- IRR I L T, A%, KIER
DIFFRBIITTAIC LD | ITIREAINAEZ T 5 Z L BIE Lz, HEAIED KIEOIE & A Sid, silErERLs
P BEAID 2 BRRLAIPIZIEER Uiz, TEAICEE D SURIZOWT, SIS AED b RyID 2 BB LN O BRI,
TIRREEBRELY LR RN A THEEFEICBWNTENS T, EAEI FSDIEE A LIZFERETHY
SRR . UL RRMERESE T % 1 RERILAIPIZHEBL L 7z,

2EIBOHFEFIZ7 v —IFEE 1T 1 HOEERAEFER L LTIRR ARG S (ER E LT FFRIFE,
RESEE, FRYE. WAL, BB, IE LA ROODHBEEMARE Shi), YsFRiT, SR X~vToRb
EHIEL, Fie RZ I VRERE, e RnalF Y U EBETLHZ LI PIRMICABE SN, 0 BERW
2HEBICRRKNY AT %, TORT T EREGEZITEBECONTL, RISOBKREBICIRNFY X~7 2 HKkE
L 72BRIZ IRR ORBLRO LHIFZBO bR o T,

T RRMBRBR TH D GEMINI 1 KU II RERCId, BEIJEDRBFIL, NN A~vT7THEHE TIE 0.85%
per-patient-year 7" 7 & A 5-F38 TiX 0.70% per-patient-year T o7z, F/RUYEIT, SRAR, LRGEKLE. B
SRR ORBEER TH o1, 13EAEDBFIL. BIYEDRIERZICIAN RY X712 X 2155 &k LTz,
77 2 AHAEBRTH S GEMINI T R UM RABR Tl ERRBPMEDEIRIL, NFJ X+ T7HE5EH TiL0.07
per-patient-year, ~7°7 &R 5-HF TiX 0.06 per-patient-year T 7=, EERBRYYEDFKRARIZHEE R LR ITED
LR Tz,

FANBFEEZXRE LIFERRBR T, EEREMENREINTWA, YZFRIT, k. BuliE (B3EW
FLRLAONE) YAERTIHBUIE, VAT Y 7TEMBERR Y A M AT VA VAKRBRPEGEEND,

SRR

77 B RAHBARTH D GEMINI [ RO T RBRTIE, N R U X7 ORBEREERIT 4% (NFY XvT 12 L5k
B2 A L 72 1,434 G5 56 1L T OV T RISV T HHA K ) X~ ZHBBISED bhk) T
o7z, 56 I O BIASFEHEHIC HURBIMER R L GRBED 2 BIBL L CHIA B Y v THRBME 27 LT2) | 33 Bilchi
N R Y X2 T HIGUERRE LTz,

GEMINI 1 352 % O GEMINI 1 SER Tl X KU X~ T OEMEEND 16 #H% G525 2l 04 5 %0
HIRARIEE) ICEFN SR SNEHNR R X~ 7HEREEFITN 10% THh o7,

77 2R TH D GEMINI I KON RBR Tl IBREEEMAAEFFR L LT IRR BB L7z L HHllr L7
BFED 5% (61413 1) 25, FHEAICHS K Y X THREME R L,

BEL T, Hi R Y X THRRER L IR E I EFRE OR S 02BIBD b nanot, Ll
PR RN X2 THEPBE L ZEBEENTLSRON TS, IRENRFHMEEZ T3 2 X TEhol,

MLT, ZNETRBRT B 77 200G ONT/RNPOIE, XN AT REZL BB OV 273 L&
T2 2 LR EN TR, L L EBHEGOBREEN D2 NN A7 ORI GHITROA TN S,
BUE, RUIZEMETRAEESh T2,
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AHN DI FEABZLOREANRON LI FEROBREITIEETH D, ZOREIZEID, AFDOY R - XX T7 4 v b
NIV AERGEIICE=F VT TAHIERARTHD, BEEFMRIZE, fma—H"—F - AF¥—A
(www.mhra.gov.uk/yellowcard) 12X Y. BIERBREON D VW2 FRLFETIZLAROLND,

4.9 REES
FEARRER Cl, &K T 10 mgkg HEREHEDR 2545 BZREIN TS, BRERTIX, HEH REMEITEE
Lo T,

5. KB
AHN DB T D IR IERE - SLEINGIEE, BN EIGIZE (ATC =— K : L04AA33)

5.1 EIIFHIRME

NRY X+ 7L, BERN R IMEER 28 5 2 A FHRAIO—> T, BF—I v 7 ~/8—T J V3B E
ICEBERNCRBT D wpr A T 7 ) ERFRNICHEETAE hE/ 70 —F PR TH D, XKUY X~ T,
EDY U IRERED A T 7V ERERTEI LTI, wpr AT 7V A, BT KL o Mlans
71 (MAACAM-1) IZ#EBT 52 L &2 ETS (L L, MEMEEEES -1 [VCAM-1] [Z8EETE Z &I
DUVWTIERE L72VY), MAACAM-1 X FEIZIBAEMR BB L, MEENTO T Y U Bkl ~DFx—I 7
WCEDLOTHERBEHERET XNV AT AT 7V BP0y A T 7V LA T. £z,
Ih OO BIHE LR, '

why A T 7V R, BRI EE ICEEE L, BBEERBRK O v — 9 (& BICHLE OBEORIEMESR
BENEHERR) OFECHIRIEESIERIT, AEY —~ AT HROMEL OV Ty b EICERET S, X
RU X< 7%, BEEKRKBRBE BT IHBORIELEMT S, ~F)XvTIZL5 wup; £ MAICAM-1 & O
HEMOMEFIZELY, b FUAOBERHICBWT, BR—I 7~ =2 ) —T O MENE B To
FREMEA~OWEHITAES N, BR—I v 78— AF ) —T MBEORMMLTEEIZ. (RNF) X725
Lo lziga i 0 b)) e 35 LA Lic, MBHRBRETLVDO—D2>ThHHEENT IRy Z~< ) U F
TR NT, vTRADXRY X THIBEEOEEGIZ LY | BORIEIFER L=,

TEERERE | IR RIBRBE L7 v — U RBFIZBW T, XY X7 052 L0 | i TER, i EEER,
HFERER, ~/L3—B fifil, MRESEME T, P—F LD RXAET ) —~ LT HifA, HERUIFF2I1F%FT7—
AR ORI FREI ERIERRD b, AmEREIIBIRZ S e o T,

b NS OEREOZRMEECIETT L& AV EBRIOE Qe HiRERERICB N T, XKUY X~ 7, s
BROGEEER ORIEICHEE RIT S ehoTe, NKY X7, BEREROHANSOHURE 51263 5 50k
INECH B RIS 2 oTc (A4 HEZS), ZThizs LT, fREEREICBWVW TR R =713 EE ~0ft
JFE GICH T BN E R E Lz 44THESHR),

I HIEH

2~10 mgkg DHIEFFH TN R Y X< 72OV TR LEZERRRER T, BEOBAEGERICES T 5 ERY v
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FERol, TRODOT—FiE, & NUAOBRBEEMWRFICET 5, TRARROGEERICKIETE
BRRBDOONRhoTefERE—BT 5,

B R B9AT 2

BRI 2

6 RO 52 WRF DA ZMET L RARA o M &I L2 BEAL ZEHER Y 7 2 A% B (GEMINI 1 3&8k) T,
HESENN S ERE (Mayo X I T 6~12 22 OPWREEY 7 2 a7 28 2 DL L) OREA OIS RIB A B
KT DHERIBIT IR AT OFIERNLEENEILEINT, D b 1 DOREKREHE (aVvFaxT
2 A R, BEFATHHEE O XIIH INFo JilRA 7 ) XU~ T I L D10 E) TRIETh - ImBE &2 %Ak
WCEE LT (—KENF 2 &), YERARTIE, REE LT, —EAEOROT I/ H U FAEg, aLFa
AT A REO/ ITHRERTGIEOGRITFFE Sz,

6Lﬁﬁ®zyﬁf4yﬁ%ﬁﬁfét DIZ 374 BN _EHER F TR RY X~7 300 mg BEXILT 7 REEC 3:
DEETEELE SN 0EE RO 2 8B IZHBREOK G 22T, FET L RBEA 2 M, 61 ﬁﬁ@%ﬁ%
BER ([584 Mayo 2T BR—RAF A4 b 3 KA MULEDD 30%LL HIETF, ZHicmz <, mEs7 =
a7 1RA 2 MR T XURMEY 7 2 a7 Ot ER 1 LT ) EERLEZBHEOEE) Thotz, i L7
FHEROREIKH= Y RRA  NOERER 2 1TRT,

% 2. GEMINI I 3Bk 6 BREROABMEDORER

T REAL VR 7T REE NRY X< TR
N=149 N=225

AP &S 26% 47%"

[ R O 2 e 5% 17%

S e 25% 41%

*p<0.0001

"p<0.001

1p<0.05

YERIRIEMRR - 522 Mayo 2R a7 N2 U T ol 4 DH 7T 2a7 Tl 28125 b0ONRRVBHEOE S

VRIS R © Mayo NREEY 7 22728 1 IFOBRE 0SS

L TNFo SLIRIR IR D72 B & 5L TNFo LTRSS TH o 72 BB O 5 CHRRINIGE, BRI E AR K Ok
IR X T 52X KU X~ T OFRBRIEBRD Shiz,
GmmMI%ﬁfi 2O00BFEAF— IR 0OBEHERO2BEBIZRRNY AT O %2%117-, ak— 1 OBRE
. HEMRFTARRY X<7 300 mg BEXIZT 7 B RBICEEALIN, aFh— b2 0BEFIE, FERT TR
%JXV73mng®&5%xitoﬂ ﬁﬁ@ﬁﬁﬁ&#ﬁ#ét DIZ, XKV XA~ T 0EEE2Z1F, 6 HFF
RCERAEELZER L adr— NI K2 0373 623, 6 S “HEMR F T, X KU X~ 7 300 mg 8 ¥
1 [ ERE, XKUY X~7 300 mg 4 # ﬁl@&ﬁﬁli77ff4kﬁl Ml GEET 1:1:1 OIS CTEEALX
niz, BIKHEELER L, 2VFaxTaf ReHGTTHo-HBEFIL. 6 BELLa/VFaxT oA Nl
LA ERGTAUNERD o7, TETY RBA VM, 52 BEAOBKMERRCH -7, dHMEL7-FER
VRIRH T RRA v b OREREH 3 ITRT,



% 3. GEMINI I 3Bk 52 HRF OB DR R

TV RARA b 7T REE NREY X< TRE NRRY v TR
N = 126* (8 A 1 [\I#5) (4 A 1 [E1HES)
N=122 =125

W PR P AR 16% 42%' 45%'

R S E Rk 1 24% 57%" 52%"

LA R 20% 52%" 56%

I A ) B iR o =R 9% 20%* 249%}
aLFazxTaA KRN TORRK14% 31%° 45%'

(B fR

* 77 ERFIZIZ 0EEKR O 2 BB RN AT 0K 22T, 6 MAND 52 E TT 7 A EGHICEE
AEENTHWRE PN EZEND,

5<0.0001

$5<0.001

$p<0.05

TR I E R R 6 R O 52 BB A CRRAIM E DR b - B D ElE

BRI R FHER 6 R O 52 B S IR EM AR Dz BE OEIE

*alFaxTof RAMEM COBRKMNEMRR : XR—X 74 VERICRAOaLFaRTaa RICL3BEEZITT
WA, 6 BEND aLFarTaf Ro#HEEHIE L, 52 BES CHIKMEM A ER L-BE 08 S, BF
BONFIL, 77 BREE: 7261, XKUY X<7 M 1 BIFEGH 70 fl, XRNYX~<7 4 #EH 1 B&EEE
73 45l

RRET U7 EE RO EMICET 28MT — 2 5, IREBMEF I LELR TS, BEDK 1/3 2351 TNFo Wzls%
RAIF ThHoT=, b DBEFED 52 MR OBEKMEMEIL, R X7 8iEM 1 B 5RETIL 37%,

KU X<7 4 @ 1 BEEGEETIE35%, 77 2RBEETIE 5% Th o7z, Hi TNFo HLEIBRICRIETH - - BEE
HIZBWT, B0 RRA » FOEEBRBEO N, FT RS FOFERIZ, N RV X<7 8 1 Bl&E
B, XKV X7 481 B&EGEE, 77 BRABEOEICZENENLUTO LB THo T,

- BERPISCERGLR © 47%, 43%. 16%

< KEREIARR 1 42%. 48%. 8%

- BEIRAYFLARFFEUE © 21%. 13%. 3%

s aLFaRTaA RAERCORBKROERE  23%, 32%. 4%

6 HF R CYHEDEO bR BEIX, FIEHRERRBML, XN X=T 0 4 B 1 B&EEEZ T,

4y Mayo 2 37U K 0 A L7- A5 8. 10 BE O 14 B S OBRMKERIT, IR BRE5REE LIV S (Fh
Fh, 15%K V0 21%) . X RY XA THREHE (EhEh, 32%%039%) OFBEr-o7z, 8 M 1 B GET
NRY X ZIC L DWEBHERLZEE L, FERERRRIIBMTL2IEMNTE, XN X270 4 JHH 1 [H
BHEEZ T, ThHOBED 28 EKD 52 HREAOBKMEMEIT 25% TH -1z,

HAKRG2BEEICN N AT OREGE2ZT T RICBANGEZER L, 0% (HAPLS2HHET) 7
7%:1‘%1‘ TEEAIN, KEPHEE LCBRIDIFERERRRIIZMNT L2 LN TE, XN X704 1
1 BIG%2%ZT e, b DBEOBKTEMRIL, 28 HIFA T 45%, 52 HRFET36%ThHoT-,



Z @# FRIERABR TlL, Mayo Oy 2 a7 | BRRAVEMEE L OEBRISERIZ L0 Fl L2/R, R X
CEDIBESRDERK 124 BERD Hh iz,

ﬁﬁ%q‘%‘fﬁéﬁﬁfx FERED— D> TH D RIEMBRBEME (IBDQ) W NI —RHZRFIRETH S SF-36 KO
EQ-5D 2 &V, fEMHEIE QOL (HRQOL) A3iHli S#v7z, PRERHIMRNT Cik. N RV X~ 7R ERICERIKIICER
DHHHENED B, EQ-5D X7, EQ-5SDVAS 27, IBDQ ¥ 7 2a7 (BOJER., e, HiE
HORERE K O URERE) . W N H RHIEIm ® QOL ¥~ U —RZ 27 (Physical Component Summary:PCS) & U%#E
FRERIE D QOL #~ U —Z =27 (Mental component summary:MCS) % & ¢ SF-36 D&Y7 2 2 72 -3 < Ffl
WZEDe, 6KV S2BERFRTT 7 ERHLER L THARIIRESEEINL I EMRHLNITR STV,

71— %K
2 PR ORERFAER (GEMINI I 38R K& OV GEMINI I 38k) T, BADOHEEN G EEDTEEH/ v — B E (7
2 — IRIE B E[CDAL R 2 7 A% 220~450) 16RIZxIT 52X KU A= 7 OR IR OLZeEmNiTHi SNz, b
RS EB 1 ORI (aFaxTaf R, GEREHEED/ UIH TNFa FUkA 7 ) X~ 7I2 X 518
W2 E) THRIEThHoTBEEZYSARICEER L (—KEDGILET), YZABRTIE, JPAKE LT, —
MEORN aNFarxTaAf N GEREEEOTAEWEOFERPTFR I,
GEMINI 11 i8R IZ, 6 L2 BEEOFMMT L RBA > M &7 5 EEAL  HER T 7 B RARARTH
oto%&m# BEMRTFTARKRY X<7 300 mg BEXIEL T 7 B HRBEZ 32 OIS CEREAILINOOER RO 2 E
WEIRBRIEOR 55 %Z1T 72, 2 DOFEBETY RRA > ME, 6 HRLAOEKEMEE (CDAI R 27 D 150 KA
/FUT®@T&E%§M5%@%%RLk%ﬁ@%%)&U6ﬁﬁm@%f%&§¢(aMJX37®m~x
FTAUPHD 100 KA MALDOIRT & ER SN D ERMETT LI2BEOEE) (R4 25 Th o7z, GEMINI
NARTIZ, OEBERVC2HEBIIRNY AT OREELZITH 2 DOBEFEaFR— MRFRESNTZ, aF-—HF1 O
BEX, —HERFTRXRY X7 300 mg BT 7 7 v ABICEEAL S, 28— 2 0BFIL, HEERT
T«h)2773mng@&5%xitoﬁ BRSO IMEE M T B0, XRY AT OR5%%T, 6
B S TR E (CDAI A7 OR—AT A InED 10 RA > MALEDIET L EREND) ZER LZaR
— M1 RO2 D461 3.6 BEO ZEHER T T. XK X~7 300mg 8 HH 1 Bl EE . X KU X~7 300 mg
1 ERESREITT 7 2R 488 1 BRERIC 1:1:1 OBE TEEAL SN, 6 BR A CHRKNWENRD
6nt%%i\:w%:XTD4F®Mﬁ%%%¢5%Eﬂ%otOEgi/b$4/bi‘ﬁﬁ%m®ﬁ%%
FRETHoT- (ES5E2BH),
GEMINI I 3BT, D 72< &b 1 DORERIBETRISTH Y . 23250 TNFo FLEIERIZARIETH o7 (—KED
Blagte) LEBRBINDBEY T II7N T T, D b 1 DORERIBE TR TH Y 5L TNFo FLIRTE
BEZT TR mBELELEREEM AN L LT, 6 BEO10 B AOA S 2 FHET 5 2 & H O A
AL _EHERT 7 ERERR TH o7, 416 6 (5 H. K 75%D351 TNFa FLEIEHRAIRHE) 3, —EHERTFT
N RYRX<7 300 mg BEXIT T T AR 1:1 OFIG CHEEALII0.2 K6 HEBIZFIRREDOR G 2Z1T72,
FHEx L RRA > M, HLINFa FLABERICARIE Th - I BESERICBIT 5 6 BE S OBKNEMRE TH-
Tro BAIWRULIZE DT, BV RRA Vv M SRR o123, REOMEFT 51, BERMICERDOH D
FERDBPGE LN EBRALNIZR>TND,
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=2 RFARA K 75 R ~FY X T B
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6 I L D ER IR I FE AR
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TNFa FLERIBRICARISTH - T-H

4% (n=170)

11% (n=105)

TNFa JURIEEZ =T T ieho

9% (n=176)

17% (n=109)

6 IR DB S

26% (n=148)

31% (n=220)

23% (n=70)

24% (n=105)

TNFa HURIEHFEZ ST T 2o
7-HBE

30% (n=76)

42% (n=109)

NR—=ZF A5 6 @A ETHOME CRP ENZE(LE (meg/mL)

SEEEH 0.5 (n=147) 0.9 (n=220)
GEMINI III 3Bk

6 JHRE s D ERE PR ) ELARE R

ESt e ANy 12% (n=207) 19% (n=209)

fi TNFo HUATBRIZARIE TH > 72
%1[

12% (n=157)

15%° (n=158)

FL TNFo HLAIEHE 21T T\ iehvo
T-HE

12% (n=50)

31% (n=51)

10 1 EF S DO RE R EfR R

£l e Pl

13% (n=207)

29% (n=209)

HL TNFo HFLEIEERICRIG CTH -T2
%L'ILI

12% (n=157)

27% (n=158)

HL TNFo BLEIEREZ T TV o
7-HBE

16% (n=50)

35% (n=151)

BB 0 21 e o

EEAEH

8% (n=207)

15% (n=209)

PL TNFo HLiEIBRIC ARG TH - T- A
%ﬂ,z

8% (n=157)

12% (n=158)

PU TNFa BTG 217 TWiehv»o
T

8% (n=50)

26% (n=51)

6 TS DO RS ESR

BHE M

23% (n=207)

39% (n=209)

£
#L TNFo HLIATBRFRICARIS Th o T2
i

22% (n=157)

39% (n=158)

PL TNFa HUEEEEZ ST T o

24% (n=50)

39% (n=51)
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*p<0.05

AR E B i e o T

PRIKA T KR A v Mid, ERNCHE L MEHRE FIEIC L W R R BA v e R END
SHREHFHNCE B IR o, DTy REA v MIKHICRE S h A ho T

7T RRE 157 B, XKUY X< 7R 158 4

PR IR O R TR 6 T R O 10 3B OB S CRARIIE AR AR b= BB O EIS
NEREIT L RARA K

%% 5. GEMINI 111 35 52 HE A OB MO R

7T R N RY X< TRE R R X< TRE
N=153* (8 WM 1 Bl¥5) (4 R 1 Bl 5)
N=154 N=154
HR PR O BLAR R 22% 39%" 36%"
BRI S ER 30% 44%* 45%*
aFaRrTaAf KRR CTOREK|16% 32%* 29%"
) fi S
W R O B f R 14% 21% 16%

*Z77ERBEL, 0 BER V2 BB N AT 0O&KG%2%1F, 6 HENS 52 BETT 7 v REGRICEME
AL SN HRENEEN S,

'p<0.001

*p<0.05

§:/v6‘:~x?m4 RAE ] CORRRIIEIRR . X=X T A VIR O avF axTaAf NZLDIEEE%I1TT
WS, 6 EEMNSaNFaxTuf RO E2MIEL, 52 BES CHRARMEMREZER L-BEOES, BE
BONR ; 77 2R R 82 6], ~XFNUX=7 8HM 1 [EE5H : 8241, XKUY X~7 4 A 1 B#E5E : 80
il

TERIR M AR e R « BeiokBbe (52 EH) &5 CREERED 80%LL L CHRIRAVEMASERD b= BE OIS

RBOMNTCIE, R RV A~ T XD EMENIIRTDarFazrT o REROSGEERTGERE oA o Rz
WORBT &N, PHARE, fFlcalrFaxTaf ReoPfiR, (BEMRIIBWTT 7R EE L oEITNE
Mofe) NRY Xw TR S IRERESE L OFRES L 0 b, 7 e —Rict T 2 EMEANCEHTH S
&%xr‘oné GEMINI I FBR Tld, N KU X~ 785 6 HIF R OBKAEMEEIL, aLFaxTaAf e
Lo GEI1E 10% (778 REHDZE 2%, 95%ClL: -6,10) THoDIZRL, aLvFarsaAf K
P Ltbﬁ/\ 1X20% (77 BREEDZE  14%, 95% CI : -1,29) TH-o7-, GEMINI III‘%“x"‘ﬁﬁ’C“:t NRY X
~ 75 6 BHEO 10 BRESOBROEMRIL, avFaxTal R L rsHBEIxEhFh, 18%
(778 REEDZE 3%, 95% CI: -7, 13) KO 22% (77 R HEEDZE : 8%, 95% CI: -3, 19) Thol-DlTxt
L. avFazxsaAf R LEGEIZIEZEREN., 20% (772 RE5DZ 1%, 95% CIL: 2,20) K 135%
(7R EEDE : 23%, 95% CL: 12,33) Tholz, £, LEFHEOHAEEOFELM DT, DX
RNREBED LT,



AT L BRI EEICET 2 8M7 — &2 2, SREEIT 55 64TV 5, GEMINI I HERTIL, BEOK
PEHHL TNFo FLRIBERISFITH 72, T b 0BED 52 BEEROBEKRMEMRIL, <K X~7 8 HH 1
EE@#T&%%\AFJX774 HHE 1 BERERETIE 27%, 77 BRBETIL 3% Tholz, NKU X7 8
A1 EERERE, NRY X~7 48 1 BERSEE, 77 2AHOIEIC, BKRPZERIT 29%., 38%., 21%., 7z,
anFaxTaA RAEH CTOBKRPITMFERIL 24%. 16%, 0% Th ol
GEMINI 11 3RBR Cld, 6 RS CUEN RO LN TmBF IS EXHEERRICBML, XRKFY X~7 D 487 1
Bl HA2% 0 72, 10 BEO 14 B8RS OBERNEERIT, 77 R BEEE (ZRTh, 7%k 12%) L0 b,
NRRY XwTEEBE (ZRFN, 16% KL UN2%) OFNEN-T-, TSN T, BRMEMRRIZ, RER
M CHRMICEROH D EZITRD bR o7, 6 HRFATIIHE L TR 57253 10 8 XX 14 B R CokE
LTe B R4 & Uiz 52 AR RO BRRIVEFE O HI1X, (6 BEER TG L TR o7r) 7 a—fRk
FHIT 10 B R TONRY AT EERERTHH RN H D Z ARSI T 5,
GEMINI 11 3ERCIE, 8@ 1| EEERE TR NI A~ T L B2 WENHA L-BEF L, HERIERRRIZSNT
HTENTE, RNY X704 1 BEEGE2ZT, ZhbOBEORKEMARIL, 28 HEFR T 23%., 52
HEF T 32% Th o7,

OEHKRVO2BAICRNRY AT OEEEZ T - %ICEKAKELER L, £0% EE»S S2EEET) 7
T BRI, WEPHER LZETIIFERERFERICBMT L LN TE, XY X704 5EM
1 EEEESZ T, 2 b OBE OBKRIEMEIL, 28 BIFA T 46%, 52 AR T41%THoT2,
ZOHFERIERARTIL, BEICEIRI AR OERLEEN KK 124 BEFED b,
GEMINI I BERDOERBHIRENT NS, N KU X7 0 4 88 1 BlEGHEKL U8 HH 1 BEGRICERHICERZDO D
HEENRRD SN, EQ-5D A7, EQ-5DVAS 227, IBDQ A7 K NIBDQ 7 227 (JEOJER, &5
BEEE) 2oV T, R—=RT7A4 006 2BEEETT IR LEBR L TARICKELSHEBEINTZZ EBRHAL NI
o T35,

/N R
RN RIS T, EBEERBRE O o— W/ NEBREEFAO 1 >DE3EBEOV T2y hERHHRETEHRY
A< T DBARRBROBEROBHBEEHRE L TWD G2HEESHR),

5.2 KYEHRREE

BEEEAERE K N EAE) & EIEDTEEINEGM ARG REE XL/ v —RBEEMNGL L LT . XNV X=T O
R G K O 5RO IEMEERRF ST 5,

038 B K2 BIZ 30 20T TR KU X< 300 mg DFFIRN ATEE 52 2T 7= BE O 6 B RO FEE MmiE ~ 7
TR, BEERIBREE TIX27.9 meg/ml (SD*15.51), 7 a— KB HE TlL 26.8 mcg/ml (SD*17.45) TH
o7, 6 AND, BEIIN KUY X7 300mg @ 8 M 1 [5G X 4 HH 1 B&5 2% 7=, BEEXGRE
HOEFRERORKNY X~T7 OV ME T 7REIX, §HM 1 FHHRGED4EM 1 W5 2% ) -8BETE
NZFh, 112megml (SDE7.24) K383 meg/ml (SD£24.43) Thotz, 71— IREEDEFIRERF D
Mg~ 7 7REX, 8HEM 1 EHEEGE4EM 1 A5 2% -BETENF, 13.0meg/ml (SD+9.08) KN
34.8 mcg/ml (SD=*22.55) Th-o7=,

A

RHEMEDBNEMNT N DIE, X R A~ T ORHRENR S Lkg THDH I LRI TS, XKUY X~w7 Dl
B L RTFESIZOVWTITEME S LTV, RRY X< 7%, 1BENE 2 7 a—FAFiko—o>Th Y . g
B R LR LW E TRRENS,




NRY Rw7E, BRI 5% I MM £ @8 LRV, N R X< 7 450 mg & EARPSEE 512,
FERERR A OEEBER T TR R ) Xw Z IR S had- 1z,

GE 211

RHEMEDEERIT 02 H1X, X NY X~T0O2F 7 V77 A13K 0.157 Liday, Mig¥EBEEIZ25 B THBHZ L
PREINTND, NKY X< T7 OEMRPREREIITATH 5, BEMREYBRBMIT N OIZ, T4 7 I EMMK
VW, RENEV, JLTNFo HiRIZ L DEEBERH D, UIHR R A~ THERZ LN A HEIZIE, XKUY X<
TDI VT T RHMERTTHAMEMNRH D Z EBRBINTNDA, Z0 X5 REEBOREIL, BKWIZERIT
nNEEZILND,

ELRRE
M5 P A2 1 meg/mL M X 254, R KU X~ 7 ORYEREILRE CH 5,

Rk 2R M

REMEDEREMENT O RIS L HEERBRABER N o —HEEIIBWT, XRRYURXT07 V7T
T R T DEBOEEIIZRD bR, XK X~ T OB T 5B XUIFEEOXE L BT 5 1E
AZ2RBRIL N E TITER STV,

53 FEBREEMT —%

EREO R EMEIRBERER, KER G BERBRE OVEFRAEFBERBROSRICESE, EHKT -2 00T, XKV
A2 TR MIEFEEZRIZSRNZ ERHLNIRZRSTVNA,

T 7 a—FAHRICEEZIC ST 2EHET VIITFEELRNZD, XKUY X~ T OREEEZ M2 E8
BRI ER S TR, EEZPWCEIST 28WED 1 ECTH LI =2 4 F % v iz 13 EE K26 8
O FEMERER CIx, SRR & B9 2 ATREME 0 & 5 Ml il U T 25 M E R B OFEILITR D b e d o 72,
512, invitro T, wp; A 77U V2B T2 e NMEEMIEEOBEIEE ITMRBES IR X~
TOEBIRBD N1, BERNWTERNRY X7 OZRRERBRIIFHCER I T, A= 14 %L
RV RERGHEERBR T, BARSRICE L TRENERITE NP oo, XN X2 T B3Ok
AT A Ve MO BHARMBRE AT BRA T 7V ) v I T U A~ RAOBEZIEREN X N X<=7
WX o THRELNRPSTIE2BETHE, XN AT EIBUEUIHOZIRERICEE L KT IRV E PHRX
nd,

HRFOIZE A EOHBICBWTHRE =7 A PR R Y AT 2 &5 LR, XK X~ 7 BRI,
HARORBER AR 6 Al E COHLRDORAEITEEL RITT LW I FHLUIFEO beholz, 2B T &I
100 mgkg DAETRRY X~T O % e =27 4 %N 11 0L 3 ILOFH T T, 2% O Day 28 12, K
= (300 meg/L Kiifi) O RY X< TR EN723, 10 mgkg OHETRXRY X~vTO&KGE2Z T h=7
AP NVOAHFTIIRBE EINhotz, XKUY X7k hOAHFIZEEEIND 0 E S FARATH 5,

6. BFIFHIRE

6.1 Wny—%

L-E XFT

L-&t 2F T MR
L-7 V¥ = R
FbE



RY YV A_— k80

6.2 BAER

AL G ZALABR &2 i L 2 WS EITIE, ARl EMoERG RE LT3k blwn,

6.3 AR

3 FH]

i IR IR - AR U7 ARSI O ER), BRI R E 2 WL, B 20 D 25 T 12 W, BK 2 &
2D 8 ET 24 KM THDZ LRI NTND, MAEMFEH RN D WE%IIAR Z B SIS L2
BV, BRI E ORISR A R LienZ &, BEBITHER LRWGEE, o ARKIER ORI 5
EOMRFREIZOWTIiX, EREREEEZAS DO L L, 24 B ZBX TR L T bev, T ORK 24 K
MORESRME LCE, 2FBE CIHBR 20 ENS 25 ETHRIFELTHL LW, 2L, 2B, LFEK2
EDD 8 FECHRAE L 2T ide 57220,

6.4 REICET A RR R
B (B2 ENS ) IRETH L, XD DIINAAL TAENERNICTRGET S 2 L. AR OWRRE
%R OF RS ORTERIZONTIE, 63 EHEBRBOZ L,

6.5 BHDEEKR VAR

KHIDOEIE, TIRF v 7 fF v v P TRESNIZTLBA Ny =R OTAI =Ly ) UG &EH TR
NA T 20ml) (EU FREZX A7 1) ThHbH,

1 EHEEICOE 1 L TV EET,

6.6 FEER OEOMOBHR T 5 RBI 2 ER

ViR Jy OE A7 1

AFNT, RiR B 20 ENDS25F) THMEIHI L,

1. RS 2 R 2213, BEICERT 2, NS TAD7 ) v T 7% v v TENL, I
AeREE T NV a—WHERTHERT 5, 21~25 F—TV O1EHEH 2 D 72585 % IV TSR A BE K
48mL 2R TR RY XA~ T 2T 5, UUTICESKORBIZOWTHIAT 2,

2. NATNAOILEOFRICEREZRIA L, RIS A2 BT 572012, EFAREKE A T ILNEE
> THEAT B,

3. 15 BEILL AL T EBRONITIEVIRE D, MULIE-=VEGERf L2V &,

4. AFIDEEMRLUSTSEITHERT D X012 20 LS TAEEHET D, ZORIZ, ST AVERVEINLT
WL CWAZ L 2R LTH IV, 20 5312, ERICEM L TORWESIZIE, 51210 RBEMmLTYH
Ly,

5. BERNC, R L ZRIRICREMERRL T R OEARA LN L 2 B CHRT D2 L, Wik, BIHX
ARV | BENLHEEEAORK TR TERLT, BIZRAZX MB35 > TR b, AR
BOWRIZOWNWT, ERICEELBRWATHS 7D | R BALNDHEITIE, Tx&5LaenT &,

6. BRI DARBIEIR & /3A T A BIERECTREIT BRI, 7S T % 3 BfERCHICEBIRNIT 2,

7. . BIR U= ARIAE 5mL (300 mg) & 21~25 7 — VDO iEFE o IR E VRS 5,

8. AR LT-AAIEH 5 mL (300 mg) %, EANY ZICTTHANTEZ 0.9%BKE BHK 250 mL (212 TH#
DATHR VIR D RAIEIK 5 mL &89 2 RS JEAS Y 77005 0.9% 8K S mL & & A LB 20,




AL B OTEANBE UL R FFHEE v MCHOERBZ MR RN &, 30 52t TEARERET 2 (421
=M,

AHENT, BRIEFEE L2, WREGROEANRIL, TEARTRELERTHZE, Ll BB RO, FEARE
24 B E CIRAEL T LV, T 0K 24 Re] OPRAFSRMFE L CiE, 12 FER £ TIXEEK 20 B D 25 ETRAEL
THEV, L, ZRURBERIE, LFEEK2ENS §ETREFELRZTNERZRL 2V, B LN &, —#RAE
RAOEARITRLT, BFEAZENE LTIRIFELRZVWI &,

BT LT R TEWVETTH D,

REEADEIRMUIFEED T T T, FEOBHEMFICIE> TATTD &,

7. BUEIRTERE
Takeda Pharma A/S
Dybendal Alle 10
2630 Taastrup

Denmark

8. BUERTTARE T
EU/1/14/923/001

9. FIEIARREGR ABEHH
WIEZRFH : 201445 H 22 A

10. AXEDOHETH
201548 A 20 H
AFNCET DR ERIL. BRNERSTOY =794 ~ (http://www.ema.europa.eu) b CAFREETH 5D,
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1.7 BRERMG—ER HKAEGIEHKASHT
MLN0002

BXx
17 B R R R B B oo oo 2
=
#1711 RERDE—ER (RFYXAYT GEEFHERZ) . 74 UX< T (GEEF#HE
L ) ) e e 3
#£1.7-2 RERSGE—EBERXR (FFIVLYTT BEFHERZ) . 107Ux>7T GBE
A R ) ) oo 13
#£1.7-3 RERSDE—ER (VLT GEGFHEZ) ) e, 41
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1.7 BRERSA—ER HAZELITEHRARH
MLNO0002

1.7 AiERM A —EXR

FFERISE LTT 2 ) XA~T GEETHBRZ) (X437 UCaHEEHE30mg) | 74
Va~T (EETM#HL) (29 TFE20mg >V 204ml, € = I 5% FIE20 mg
U2 02mL/ b2 5% FE40mgs Y P 08mL, 2R FEOmMg LY v
04mL/ t=3IF%FiE80mgs VU >208mL, b =I5 FiE40mg-2>04mL/ t =
IO TFIESOME R 08mL) . A7 VX7 (BEFMML) (LI — ROEHEE
ERI100) . 2V A= (BaFEEEZ) U R=—CKTFEOmgT YY) o485%
BE LT, 4 " ORMIELZRMN L,




#£1.7-1 RERAMGR—ERXR (RFUJXTT EGRFHEBRZ) . 72UV X7T EEEFHERZ) )
— MR H 4 BR NRFY)X=7 GBETHIEZ) TV RA~=T (BEFHEBRZ)
MR7e4 T XA B A REEREA 300 mg A YT ) B EE 300 mg
RS 4 HEES TERKSH NAF Dz o Dy RUBRKRES
KEREH B - 2014 43 H24 B
e A — -
BEATA
X 5 A4 h R Bl WMGEEER AmskBlE B aFZEEESR
1 HEE X 53 F 7 CoaseHoooaN172002036Sas (F /7R 7 E 4y, 4 AR EH)
A e 518 1 9 150,000 771 1 146,178.16
7TE

AR a8

INATARIENRY X=T (BIEFHEBEZ) A2 331.2mg 2 E8H T
DHBNLIEE AL ABORIITHR (BRAEERRA)

1 NATASmL FF5 % ) X~v7 GBREFHEBEZ) AHES 300mg 28
B9 5 EAERA~MAOGDOREA

Bhhe - ZhE R O BUE OB RIBR DR R OHERRRYE (BRI CHRA T | ZEMELEOBE P RO RHBEo®Tmm
BB D) L <HIHE - RICBIE T A Lo > :
D <2hEE - BBICBET DA LokE> : LAANL, 0% EMBILERRECHARYESEL NV UTA |
VBECHERICEWNT, oEBEE (RFuA N, THEFFTY %) | @@ m%w&ék%xené%n\hb<ﬁ%$%@ﬁﬁﬁw%'
D DB AR IEE AT T b, %$ (T 5 B B s AR BRBRAE R ASFR 1) | CORERT B &,
DR OGS LRI LA R 5T 5 2 L, (l%%ﬁﬁl@%i zEﬁ“%%i@kﬁ’ﬂ?é$ﬁ@ﬁw@&vﬁéﬁﬁﬁiénf
L B ; VNN,
FE - HE . mAkm«r)xv7(ﬁm%mmx>aurlﬁmwg&aﬁ% WH, BRACIZTF 2 ) XA~7 (BEFHE#%EzZ) L LT11E300mg % 44
ET 5, Pk, 28, 6BICfKRE L, LA 8 MR CAMMIES 5, | I 1B 1R M T Ol e e
D <FE - AECEES S Eons > Dl <M - HECHET A EoEE>
(1) AFl%Z 3 EHRE LTHRBERERBLONRNES, WRIELES || KA L 2 B8 ITEE TV, 025 MEALE R E L h i mE
T3k, ([ERRRSRE DHESHR) § AR LRV L (BMEREBEORRE BIE LIEHOAT v A |
(2) AFNL, BREERIE GEHED ThY. KEANCERBERAK FAIDBEAZIRS)  (FAIOREFROERE FIEE 12 BREITRER |
ERVGCHEM LS, ARAESRECARYT 5, A% ORARE | ~ORMEZRMEEAICL Y, PML 2 B DBAESBR SN BT |
% 30 LA AT CHEBRIRNES T 528, (TEAEoER) NI D, B, AANCHD S RPERELAE BB UL S I A % -
______ DESE) L RELELEOPROMBEIRF S TR
ok 1 RZs. BUMIE ., BEDOBEERBIENRE SN TS & ROARNT | 1 AFIOEESIC L 0 EFHEZEEAEME (PML) . ~A 2R M L8E

K a SR ST LHA TRV L 2BFICHSFHA L, BENHEM LI
_e%% L7 BT IBR EOFREDSERMEE LB D BTSN D5
WCOREETDEZ L, T2, KR OBREIZBWT, BEELBEWERAR D
%rbné ENHDOT, BRAREO LA+ 4 7T 72 EFE i ek & O\ EFRf

REENRH Sbi, AT XITEEDEEIIE AN BRESIN TS,
INLDOFEREBEZFICTDICHA LRE 257 LT, RANZ X BIEEN
WY LW SNDGRICOREZEETEHZ L, £z, AN X BBEEICE
Wi, TN QRERIC LV G RRiBELEDT E83HDDOT,
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= 1.7-1

RERMG—ER (NF)XTT GEGFHEBRR) . F2UVXTT GEGFMEEZ) )

(&)

— R4 B

N R Xw7 (BETHBRZ)

TV RA=T (BinFHsx)

2. RRIDOWEE 21T 5 Hillz,

OEBEHEOL L THEAL, AAIBSHICEERNRER LZHAIIL,
FIREICEET I OBEFICEREZ 52D L,

ATF A FXIXRERGRHSOER %+ oB%
T2 L, T, BENZOWT O+ L BB RBRIEEORR
EOLOEMMBERT I L,

PML %F D EEREIERAICHARMIETE 2EHEMB BT, AR DL
HEROEMEIZ DN T O+ Mm% & SR LEDOIBERRE &
EEOHETRETHE [ 145 EHERS) HEEALARKHEE]
TEXZEER) omEs®] ,

PMLBEIED Y R7HFE LT, HLICUA LR (JCV) HiikBEH%TH B

&, HEMERIC L SREREET A ENRESATVS, AFD
BERBIZBELTIX, ThoD IV RAVRFOFEEZERL, IBRLOE
IWHENERMEE LR D VEEICHIBT5 2 8, £7. HICV FUik s Bk
DBEFICBNTL, AAOEHEOELE S PMLREIED Y X 7 RF &/
DIENBEINTND D, BE5FITEMBICIER OB L AR
MRS L, R EMEOEOMEIC W TEEICHIFT Ao [ T&ER)
MEERSE) HELREARWEER) TEAAREMER OESRE] .

AFNOBEIZER L TIE, PML Z/RI2T 2 186k - SEAR (R BRI, UL fi JRREE |

AR REREE . KIE, RERES) ORBIHIEEL, 20X 5%k
B - ERA S SN IIEAIIE LIRS 2 W L. PML OREOH &
ERERTHI L, 2B, PML OBENHER TE R Mo BBV AESL B
B, AROREZHEET, BREZ2ERT 2L [ R Mg
kb)) [HEEREARNEER] TERALERIER 0EBHR] .,

P
el

ARHN DR ST x U E ORBUE DB D H D BE

4.

ARBIDO RS UIRBUE DSERERED H 5 B
CETHEZ B A ERNE (PML) OBRENIIZFOBEROH 5 HBE (PML

PEEXIIHERT ORI H D) [ [EE) TEEREANEE) (E
R7Z2BIEH ) DESR]

SRR AR TR OB L 8 ORISR b

5% (PML 28 0RMENFRSNIBENRH D) [ ML) [E
R AEANER) TERZEER] 0ESR]
EERBBIELZ A LTV EE (BRAESHBLEMNERIBTH

BHz) [ MEE) TEXREER 0ESHE]

FHEOEER

1 HERE ROBEFIIIEEICRETDH L)

(1) RRYE D BE ITRIUEN b S BE [ AR GERIS 2B
ZIEAZA L, EERBEISEICHEL EX DAEENHD DT,
F+HcBET L, ] ([BE] . THEELREANEER RO TE
REFIER] OESR)

(2) EOBRERRE (FIHEOBRERO S 5 BEHEROH L 7

1

CEERS ROBHEICTEREICEREFTHZ L)

(1) HICTA AR (JCV) FRBEEDREE (PML OREEY X7 BNEWT
LRI TWD) [ 18E) THEEREANEE] [TEXARE
YER 1 DEBHE]

(2) BYPJEZBH L TWIARZE UIRMENRDON S BE URYEN 1Y
BIsB8ENNHD) [ MEE) TEXRZEMER] 0EBE]

LRI R OH 2 8E) [(MEEZEBMLSE28E00355, 1| Q) SREMEOREBICH 2EE BMENBRINIBETNRD D) [
((EE] |\ TEELEANEE RO TEXLREEA 0EHBHR) &) TEXZAEMH OEHSM]
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RERME—ER (RFUXTT GEEFHEBRR) . 72 UXTT GEGFHEERZ) )

(=)

— R A TR

NNY RX=7 (Ba1FH#EZ)

T4V A<T7 (B FHEBRZ)

2. BEELREARNEE

(1) BENL 0B A T 7V EE LY U REROWBEEERET B0,
BRYE IR T BB RIC B2 RIET NN H 5, Bk, BULE,
YA AT A NVAE Y, VAT Y THELOCE LRGSO EE
DBRYYEBFZFICOWTIE, BYEN > br—L &N 5 TRHFD
BLEERB LN &, RAIOBREIZEL T+ BE851T0,
BRYEDFEBOWMBEIIEETH 2 &, ARBREPICEERRPES
BB LEGAICE, EONICHEY LB EZITV, BREENa Y e
NV TEDEHERDZETCRHEBEEEFIETE L, £/, BEICH
L. B2 BEREN’DSLbNEHAICIE, BT EMICHETT
ZEoETH L, ([EE MEE#EES) RO TERAREIE
H1 OESR)

(2) AL > TREZICET 2+ a2 RO L Y 7R
BIZMz, AV F—7xn gy EERBRTY V7 ) U RIGHRE
ATV, BEME CTRELS 21T LIV, MR ROFELE
RBTDEL, BEROBER2ETIHAROEERENGEDLNL D5
BIZiE, BEOBERBREH DEMICHKT S L, UTOWTR
AORBEIIE, KAl E UTARR OB E S e i Es &S5
5Tk,

1) B EBRRE COBRIBEEZICERT 2N EESNIBEELET D
BE

2) WEEORRE (MK EETL) 253 5H8%F

3) A F =Tz vy R Y L0 U U RIEREZEOREIC
X0, BRGNS BN D BRE

4) WEZBE L ORBEMEL AT LHRE

Fo, AAIBE SRS, WL A URESOE YRR 2 TN
AT I EREZORBIITH DI EE L, BFICH L, e 5>
FERDFE Lo hE (B 2%, BEASE) ICEe,hIc BRI E

(4) HiF 42 V) A= THUEBGHERRHRIICR D b b BE (REIO 8%
BWHT L, BBUEDREY A7 BNELRBZENRESNLTVS]
[ TEEREARNEE] OHEBRE]

(5) AAIOEHHREZICERYMBEEZPWH L TCWEEBE (REOH®R
HBIFICBBIEDHIEY A7 BEL R ERRESNRLTWD) [ (&
ERERNER] OESRE]

(6) mlnE [[EEE~DORY | OEBE]

2. BEELREKRNEER

(1) RAOHEIZLY, EBITHESEEAEMNE (PML) 23H5bh, 5
CXIIEEOREICE AN RE SN T DH20, KAIOB 5B
BEET, BEFROBREF EBIIUTORICEET S & [ [E4)
M) MEEES) TEXREMER] 0EZR] ,

1) AENZEBPMLEEDNY AJHF+E LT, HLIC VA4 /LVA (JCV)
PFIRBME, REMBIFIC L 2REEDH Y, BB OBRERED S
NTNW3, TNHDOTRTORFEHETIHEE, EiX0EmE
BN & BIRBBBRIZZ VA, BLICV HLEMAE < . 2o ARK D bk
BAEVWEBEIZEBWTPML ORIEY A7 RN L) EWT L #E
ENTWD, VAT ERXT 4 v hOBEIZEL T, KFO%K
U R 7 RTFRAEBERO PML BAEREL GEEMHT A B &)
EHERTH L,

2) FLICVHUEEMETH D Z EBNHL L RGEAZBRE B 5BMARTIC
FLICV HIEDOBREZITW REBREZAFL T LHR S5 2B
22k, £z, PLICV HiRRMEERE TIX. FIRBREX X BEED
AEMEEZEE L, 6  AZLICEREZITY Z &,

3) PML OBEICHR TH D720, BE5RBHT R RS R EHMIC
®HO MRI B A2 AFT 52 ¢, PML U R 7 BEWVERE T,
MRI DHEEAZBEROT I L E2RFNTH 2L,

4) BEH%ITIPML 2R D145 - fEWR T RREE, TURKRREL, %0
HEREREE, RFEE. HEMES) oRFUT+HDICEEL, Z0 X
S 7R - ERB D L bNGAIIELICREE FRTE &,
F7-, ARFIFE D ILEZ PML 2 REBT 5T RNRBD 5o
TEREICRBWT, BEREBICPMLARIELZEWIRERD
L7, REBERIE#HDRL EY 6 5 Ak, PML 2/7R/1B3 5
& - EROBRIZHHICEETDHZ &,
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BER RFUXTT GEEGFHEBRZ) .

THUXIT GEGFHEEZR) )
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— XIS TR

NREY X7 (B HEEz)

7LV RA=T (B FHA#Z)

(3)

(4)

(5)

WIDLOMAT DL, BB, BEOEHULERINLZHEI
AR ZES LW L,
AHBEEPRORE| B EET % 2REMLUNICRERET AT 7407 %
L —=%° Infusion reaction (FRULIH#E, K[E R, #ERPS, WL, &
%, MEES, LEEENE) +HoEET 22, AR
T 7 4T % —HEE O Infusion reaction DI IR 2 TRERIZ
F 7S ERTEL R EITo/2D A TR L, BERTH LA
YA (IE. WRE, RS | ﬁ%ﬁﬁﬁ&@ﬁ@ﬁrﬁ
L BEOREEZ+SICEBETIZ L, BERREDLNIZHAI
EbICEGEEHPW L, EYRAEBEITS & LB, f"«UWNEHE‘J‘Z)
FTCHEZTRICBET DL, £, BEXZBHT BT
VEIZSCTRSEEZB U TCHEECERET &, ([£R] &
W TERZEIEA] OESR)

oA T 7) HERETHDTHZ ) X T ICB W THEITHES B
HEBIE (PML) OFENRRLEINTWAEEZD, T4 U Xv T &il
BIIREEINTZBFICAAEZBRET 5L PML OXERIZ+oEET
5Tk, Flh, TEHIVRX=T2EEINTWLRETIE, KElLD
PERZBETDZ L,

AH| Lo EMEER %283 5 29BN ORI OV TR
EEM L TWinied KAl ot %52 L,
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(3)

(4)

(5)

5) PML % F&HE U 7o AF G410 KT, AFH G P 1% T iEss
B X D AKIBRERE B » S HGAB LANIC RS B ERIER
IGHEREEE (IRIS) DOFRIENFED N TV 5, IRIS [T EIER O
HLLCAHEICHETAZ ALY, EELRHBERELRL, 3

WCELFREMEND 5, AFIRE D L% T MERBREIC L DA
RIBRE#IL IRIS ORIEICHDICEE L, BEXRDONZHE
Wik, BEILRMEEITY Z &

E%ﬁéﬁ%@ﬂr(7+747%/w%)%a@ﬁmrﬂbab
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MR EEE, B, ERBE) ’HOLLRIEARELICRE R DI

L. BYIRAEBEEITY Z &, BERRICBOWTERL DRGNS

RGN 2 RFFEILINIZRE LTS [ (2R TEXAREIE

Al omEER] ,

KRN T BP0 % V) Xv THEBESFHRICERD b 5548 (6

BML EORIERRE T2 BRH) X, AFIOFMESEE L, @

JEORIEY R 7 BEL BB ENREEINRTWDS, FiFF U X~=7

VW®@$m&bné%Au FBE O F B A MR L, FiER

BHERED bNTZEEIL. AR ORELZMET L LDY 27 KW

NRRXT7 4y NEHEBICEETDIZ L, T, AR ZEBRR SRS

EWIRARE LZBE T, BRERIGBBIEDORIE Y X 7 Kk OHE

BEAVRIBEL R ENRESNLTWS, BREBIZALD

V27 %2EBL, BEICEETH L [ MEERE] OEBH] .,

AHEIOEEIZL Y, AMREELNH L b, mAEICHSbhr

LOWENDD, ARICKHIZELELH BT, ARG HE S

HBZEAE+TITO ZE, BEICH L, HAET, B, EEFEML,

IRBEEDIERE A LN BAITITELHICIRBEMEDZ LR L 2T

285, BETBHZ L,

EHNL, v AZ—BANCIEREIO n—= 0 TRERDEANN Y

7 DREFRIZBWT, VUVREMEEZ, v RAZ—BANV T ROY

—F TN OB Y KBRS (ETVT I V)

EFRWTHEISNTZ D TH D, 215 L, (GEMEMEERENE (TSE)
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3. tHEAEH

PHEE BFACEETDZ L)

(6)

HRAMIE, BRERELORS E LTITEERTWARY, -, AA
DEEIZEY TSEMRE MIEHB LI EDREITRV, L LENG,
TSEREOHRHI U A7 2RI EETE RV LG, BHEO
BEEOLEREZ+DICRFNO L, RKFZHRET 528, REICE
LT, ZOBRDOHEE~DOURBEEZEET L &,

AENE, v ARF =N T ROT =% TN 7 OVERIEZ,
BEHp -8 e LT MIUEAKRBRY THE E R FTF 272
CEERALTVWED, ARIOKETRECTHEASN TR LT, fkil
RO E LTIREER TV, 2 be MEHERRSICS L
TIRMAEZE KT & U BRI I3 L TV 2R as, fiEsem
BREIZLZD VAN ZADOFRIE T A VR T DEHREETH D
ZEEHERLTWS, B, Zhbt MLEARRS RO 2 Y X
<7 (EEFHBRZ) OBz T, BHEOTRICEY TA R
D% - RiELE LTRY KRG~ BEFR VA VX (HBV) |
CRIFF K AN A (HCV) KOt MMuERL T L VA (HIV-1 B
HIV-2) IBADEREMIIEBO TEW, £/, E NS0 2 720 0D
BUEICKETHRM Lz PIEZAWTWSE R, AFIOREIZLY
REMEMEARRIMAE (TSE) 23t MBI Lz & @& <, TSE 2
B 28R ) R 7 FMEIL, —EOREMEHAET 2 BERICE
LTEY, KFNC LD TSEEFED U 2 7 138D TRV, AAIOBE
WEBLTIE, ZOE0BREXIIFDOREE~DHPALEETHZ &,

3. fHE/EM
BERTE BERICEET B L)

AL % BRIRAEIR - HEEH L WE - faRET EAA% ERIRAEAR - HEEHIE W - fARKT
KO Fv LAV FUOORRICE | AV IF L3 EUIFURIEEE | BRELEAEVIFUDRE | U F UERICRT
SERBEER LZHAE, | BYYERR O THE BEUIFV WICESSERBERL | 2REBTHTH Y,
WYIRMBEEITH Z &, MHERTBETE R0, (BCG U 7 F . FBAIITENRNEE | 2. £V F L
RYVAU I F o, 122 &, B WBRENBEET
WU 7 Fr, A ER/AN
BU YT %)
REID 7 F U U F U DOMBERT S
(BRI 7T | BEBZEAND D,
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£171 RAERME—ER (NRFUXYT GEGFMEBRZ) . T2 UX7T GEETFHBRR) ) &)
—AREI LR RRY AT (BREETHHEZ) T4 ) X~T (EETHBEZ)
4. @IfEH . BItEA

AR E COENBRKRRBRICB UV TARA 300 mg 2#5 X7z 293 4 71
Bl (24.2%) WKERAREEOZRE A FLANERALSRD LN TRY, Eiea
ERITIRBMHERIBR 761 (2.4%) | BAER 761 (2.4%) KORIETEZK 6 ]

(2.0%) TH-oTz,

F iz, EABRRBRIZE W TAA 300 mg & £ 5 S 7z 620 65 200 4

(32%) WRAREMEORE ZETREEANBEDOONTEY, EREIEH

ILEETE 3201 (5%) RO LEREREE 176 3%) Tholz,
(1) EXLEMEA

1) Infusion reaction (3.5%™% )
77 4 T % ¥ —=° Infusion reaction (FEURR#E, K&, 2R
B, WAL, %, MEES)., LAKENE) BHobhd Il &b
DT, BEOREEZHDIBETDILLBIT, TT74F7Fv—
L& E O Infusion reaction 3FE D SN ZHEITIL, ®EEHIEL, B
Bi7pE (BRI A, FEA. MESRA. BIBRERLVEVFHO
BEE) 217528, ([BR] RO TEEREANEE] 0HES
)

2) EERBYYE (0.8%"°)
Mg, BRIMAE. #EkE. URT U TIE, A b AT T AL ARG,
AFRBAEOEERBRIMEN D LN ERNHDEOTHEREDIR
BEr+oicBlgE L, REPED LRSI, 5T IEE0EY)
RMBEEITHZ &, ([EE] . TEEES) RO THEERERY
HEl OEBR)

3) EATHEZEMAAEME (PML) (0% )
oA T 7Y HERETHD T U X~ TIZB VT PML DR
WEINTNWEDOT, BELTSIZITV, R, MRS, 8%
HEREREE . LEIE, HEMBESDO PML BRONDIERNEBD iz
BEITERCHICHREERIEL, BEARALEEZITH>Z L, ([EHE
REANEE] OEBR)

(2) ZofhoEIER

UTFO LS REERABPRD SNEHAICE, KBTS, BE5E2P 1T

DR U RLEEITY &,

ENTEM S8 T ARBREOCRHFGERERBRICE VDT AR 2 8%

B &7 90 Bilrh 31 6l (34.4%) IZEIER AR bz, ERBIERIX,

B 3Bl (3.3%) . FE3HE (3.3%) . RIHEEL 2461 (2.2%) . Fi

AIARR 26 (22%) . BB 261 (22%) . BRAES 26 (2.2%) .

mMPTNHIVERT 72 —BHEM2H 22%) . 7T 74 FF>—Kin

2 B (2.2%) | GFEEERBEANIE 2 B (2.2%) . ¥ A 275 R < &Y% 2 f (2.2%)

TH-oT,

WA CEM S N2 N AHARBRE R GER SRRV T, KHl%

BhE Xz 886 il 343 1] (38.7%) IZRIERANRD bz, EREIE

FiZ, 838 7941 (8.9%) . 7% 3441 (3.8%) . Elr 3241 (3.6%) .

FEIMED F 0 23 41 (2.6%) |, ETRFRZ 20 51 (2.3%) | BEE 16 61 (1.8%) |

KRB 16 41 (1.8%) . %5 15 41 (1.7%) . Z 5 MEB{LET % 14 41 (1.6%) .

EREKY 146] (1.6%) THolz,

(BERZEMER) RO T2 oBIER ] ORBBEEIX, FICEHO R

WERY . FREOFELENNERBRBROEREAE L,

(1) BEXZBIMEA

1) EITHEZREAEME (PML)  (0.4%%Y) | /NMEER A0 fE E
(granule cell neuronopathy : GCN)  (BHEEAREAES) : PML 23%
LD ERHBEOT, AROBSHE TR OB SR THIT
BEOREEZ+DICBETDH I &, AR, TORRRE., 850
REREE, KRFEE, SEEE. MNER GEBLH. BIES) %
DIERD S SbNZHEeIE, EbiIc&52Fhk L, MRIWCX 3
ER 2T, MEBERREZICLY PMLEEDOHELHRAT S L
EHICMERRBEOWE RLELITH 2 &, £, KRR H
FETICVIZL D GON BHE I N TWD, /MRER® H bbbz
BEIZGON OFEMERH D LICHETDIZ L, . KA
B R OSSR AT L B ARKIBR BB IR EB R RIE RS
EMBEORIEIC D EETH L [ 18E) [#5) MEEH
B THEHEREARNEER) OHEBE]
1 FEEIIREREE CIIER SN2 T X TOENERRBRD
mRICESL
2) RRYME (11.9%) : BRIBYME, ~V SRR % & TR Y E )

bobNDIERHDLIDOT, BEEL+HITITV., BEBRDL
NG RIITBENRABEITI L, B, BEERBIMENR
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£1.71 RERMR—ER (NFYXTT EGEFHBRZ) . 72V X<T GEEFHEBRZ) ) ()

— W4 TR NRFY R T (REBEFHBEL) 4 ) A<T (EETHARL)
N RERER o —= & WEANTTERAITIE, ~ SRR USSR SR B b b,
R . i RCUFREOREICE A RE SN TS [ 5] (4

— e B TEERSE) [EE2EAWEE) OHESB)

3 gg% ;ﬁ@fﬁgzw 3) BBUE (3.6%) : TFHT7 4 IXFV—EOEEREREED, K
) e =y € IHIE : M, @ME, KR, MSARE, SRR, RE. #EsS
5) - A BARR, # E, DU : DBBIEDIER D8 NG Z L RbDOT, BEE M
6) Z ot SUHEA, SRR, REIR, LRIERK VW, BESTED ONEAEE LIRS AL L, B RLE

W, AN Y BIEER. BT

1 5) AFIOERSRRRBRIZI T 2 5E

5)

oz e [ 85 TEERE) HELERANEE 1%
DOMOBIER] OEBR] ,

FEE (0.2%) : MFEE. A2, BT, ZESOEER
EENETNIZHLLNDZENHED T, LI U THTHEEE
MEZIT O R PBEEZ 21TV, BRENSEDLNEEEICE
BEAZFILTEREOFENRLELZITH>Z &,

ZMEMEEESE (acute retinal necrosis: ARN)  (JEEEARBAE?) . &
PEHEBEEIER H SN EBHDHDT, HAKRT. BE. &
A, IRBEOERE S Db =HEIcIE, BEbickssd
WL VRBHRESICL Y ARNBEOCF BEMHRTH & L HIT,
WERAEEZITO L [ [EEREARNER) O0BEBR]

(2) = othoaIEM

KOL D RBWERDPRBO DNHBRIIZ BEE2T T2 E0MH
YIREEZITH Z L,

>5% 1%~5% <1% HETRH
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—RRICE R TIX AT (BEEEES) BIETLTWED T, BRIRE
ZORWERAORBICEE L, +ORBIEZITY 2 &,

6. i, PElw, FIWE~DOES

(1) $E857 XO3AEHR U TV D RTREME D B 5 iz id, 1B L oo x4
DHEBENRBRIR~OFERMEEY EED LB S BEICORRE
T5Z 8, [BRBR (V) TEEHEFTICAR 2RSS L8
Yy D5 i\ HAF D MLIE 2 O AR B RH Sz, RF O EIZ
B3 2 LM idmes LT, ]

(2) AL P OLMHIZIZ, BEEORB~OFR/RMEEHATOIR~DEE
MRfEREEBR L, RAOMETFEEZRFTTL L, [EF
THHF~DOAEFOBITHRHE SN TWDB, "ARBOHEILHF DL~
DOEBIRPTH B, ]

7. NERE~ORSE
EHARER, HER, LR, SR IT/NRICH 5 Rt LT
WV (ERRBR V)
8. WH LoEE
AR OFRIL, EEABIETITO> Z &,
(1) ¥fig
D) WAV 7Y T A T7F%y v TERVHNL, TLRHET

BB & BRI

O AL R

b

Z ol TR BRI
">

T2 EERENAERRBRUA OWS R RR CRE L BIEA 2 TR

FE 3 HEAE R BT S T O E AR

5. B E~DRKE
—RIZERE CITAEBEBENMET LTV T, BEOREL D108
BLANOHEEICRETSEZ L,

6. {EiE, PR, BARS~0#KL

(1) R IR L C WD ATREME D B B 1R AT, IR OB RN
WtEd ERS EHB SN BBRICORBEET S &, HERO#K
BIZET 2 RN LWV, BIERIZEWT, BEAR
D18 1% (RHEBEBEBEMRE) ©, ZTHRECRKRTROUFHAEROLEFR
DIET (FLEy b)) BREINKTEY, BEARD S (BE5E
) THEROHEM (FAN) PREINTWS, 7=, BEKAE
DI181% (RHEBBEERE) 2855 BE8M» A ENBIE
() ILBWT, BEOAIM, M/ MIEDORD . BIREEOSM,
A ONZ R D B A& it D SN, P iR oD 5 B OV oD 6 41385 1f. oD 3k
b LR LB R OBIREE OV BARLE SN TND, ]

(2) BT OLMITiZ, BLADIEESESZ L, [ FEALP~BITT
DT ENBMEEINTNDS, RBIOHMHH L OMKEMIZET ST —
ZII/EN TRV, P TOWELEBH L EE L, AFIRS
PROBEKES% RBERIRLEZFIET 58T L, (TR
MERE] DESR) ]

7. NRE~OES
EHAMER, AR, LI, SN RICH T 5 ZeMIIms L <
Wiz, MERARBRS RV, ]

8. WH LoEER

(1) FRaurs
1) AFNTEAER~BAEORIEKR Th 2, AR/ SA TAfic

BOEREA. XFEROEER B LNZEAIFEHA LRV &,
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RERMR—ER (RFUXTT GEEFHEBRR) . 72 UX<T GEGFHRZ) )

(&)

— XIS FR

NRY X7 (B Z)

TEYA=T (B FH#RZ)

L

Na— A CTRERS, TLROPLEEL TSA TANIZ 18
~25 = UEHFE O Y U UREAL, [IEBAELRNEL DI
ARESNAAK 48 mL /34 TIVOBERE IR > THAS L 51T
AT 3B,

2) NATNEISHLUED-L Y Lnllz S, FFETRIA 2 Ef
T5, TOBIINAL TNV ERGEIS Y ETICKEBIER20NT
Lo RIBEHRKIEHEDIZ, NATAEKH 20 pHBHET S,
20 WRICEMB AR+ Th o 2HAIIE, BiZEEGE I 2%
10 B ET 2,

3) B UZERIRITEA X TLAER S Y, BALLEBHRETH
LI L EHRT D, BASKTFNRD LNHAITIIEH L
Wwzo e,

4) BRBITESCHIZHERT DL, Rk 2 THRMBESHICH
RLUZRWIEAITIX, 2~8°C THRAF L. Wit 8 FFFEILINIZAIR
THIE,

(2) #W

) B LEERERERBENI AL, T ZEMI3EETRIES
T, HEEICTIRAT 5, WM L723EHK SmL 234 7m0 18~25
GVt E OV o UTHRERY, B RAEBERER 100 mL T
TR D, Ny 7 aBEETIIRESY, ECRETLHZ L,
A LR TiXZe b,

2) KENIRFEREZEH L TWARWED, HRBITECHICHEHRT
5 &, RUEBTHRBESCHICE S LR WGAIIL,
IR CILER R A OB MR% 12 LN, XiE 2~8°C
(BfE SH2\V) TORTE TR mREA OEMm% 24 BRI
NiIZEET5Z L, RERADIFEETSZ L,

(3) BERF

1) AFNL 3050 BT TRE#IRAKRE L, 2fRE I Thln
&,

2) BERTEIZZ, 74 VEEHAREKIOML Ty I vy 2T 3
ek,

9. ZFDMDEE
(1) ENAERKRRBRICBWN T, BEHERON TV EBARFICKHT 5461

WOEAPRREIN TS, ( [BEREHE] 0BEBR)

(2) AEANBERAESNR L LA RRERICBWT, AAEERE L

(2)

2) AFNTARAEAEK 100mL CARFYULEHATL - &, &K
We LT, ABBERUMNMIEA LN &,

3) AR EFHRRET 2RI EFENICRIET S L,

4) FRFROFRBIZEMLIIBE S Lz e,

5) Al RAE LR L,

6) FARBITELIZRET 52, XX 2~8°C DWEIE TIRIFE L -5
AL 8 KRNI ER T2 Z &, RBENLIRVH LGRS
ANCERICRET Z &, BLR2NZ &,

B0

D FHRBETICEHORA, ITEBOECHEHR LN HEIT6H A
LWz &,

2) AWK ZEK 2 mL/5r OFEE T A1 REE AT CTREFET LI &,

3) BEEEXIIFIRNKER G2 LW &,

4) BERTH, ABREE CTRBIA DT 590 T ®ITH T
L,
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YERAEA

COOONTN

FE-TREEEE L)

BSEUETEERY



€l

®1.7-2 FERMG—ER (FHFVLYT GEGFHEBRZ) . 107UF27T GEETFHRZ) )

— X4 R THY AT (BEFHEBRZ) A7V Fo~7 (BlaFl#kz)
MRTE4 t2IFEFE20mg ) Y 04ml VI — FaEM#ETEA 100

ta2ITFETFE20mg > ) Y 02mL

taIIHETFHE4mg ) Y 0.8mL

taITHETFE4OmMg Y Y 0.4mL

ta2IFHFESOmg Y Y 0.8mL

b= I 7K TFHE40mg XY 0.4 mL

b2 IJKETFHE8Omg < 0.8mL
IRFEE A4 7 v U4 ARt M0 = 2Rt
AWBEHRAR 20mg VY 04mL 201147 H 1 H 200241 B 17 H

20mg V> 02mL: 201842 A 5 H

40mg VY 0.8mL:20084E 4 A 16 A

40mg VY 04ml: 201646 A 17 H

80mg U 0.8mL : 201646 A 17 A

40mg ~2> 0.4mL : 201747 A 28 A

80mg 2> 0.8mL : 20174E 12 A 19 A
FRRTAT R A - HHEAFEA 20174 12 A
BEEFA
B X 5 AT BIEK WG EERIKN EmRE BRI ASFEERES
bR E
57 FK 7B : #9 148,000 STE : #9149,000
DR

AR - a8

1YV PXERVPIITHY sv T (BIBTFHE%BZ) AR
20mg ¥V ¥ 0.4mL : 20 mg

20mg >V ¥ 0.2mL : 20 mg

40mg ¥V >3 0.8 mL : 40 mg

40mg >V > 0.4mL : 40 mg

80mg V¥ 0.8mL : 80 mg

40 mg ~ > 0.4 mL : 40 mg

80 mg <> 0.8 mL : 80 mg
PEETHEOBANIILTNICIAREREOLAXE R T HRDOE
HE (LT ANV RV Y P RAIRY)

1IN TR 7 ) Fo~T (BiaFHERL) AR 100mg 2 &8F
THEEOHE (HELRS —F) OEHA

BEE - 2R

E2ITETE20mg >V Y 04ml
t=2IJKFTFE20mg Y Y 02mL
2SR FHE4mg > U Y 08mL

B CORAN 372 TR A
B ) v~F (MESOMENREDOILEZ &)
N—F =y MR L DERMEREES & O BER
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*®1.7-2 EERZM

—ER (FHJLTT GEGFHBRZR) .

1270 F%037 GEEFHEBRZ) ) &)

—xHIF PR

TEY) L~T (BiaFH#Z)

A7V Fo<T (EBrFEEZ)

142

b2 IR FHE4Omg > Y Y 0.4mL
t=ITRETFHE40mg <> 04mL
BEFIRRE CHRA+ 7R TiRS

% B

t=2IJKFTFHE4mg Y Y 08mL
oI T FHE4AmMg Y Y 04ml
taI7KTFHESmMg Y Y 08mL
oI 7K FHE40mg XY 0.4mL
t oI 7K T8 mg2 0.8mL
MY v~F (BEfioMENEEDO L% ET)
BB COIRA A TilKRA
JEMEELRE, BISUEMER., B R

/,

J

SR T HER

IEER_—F = v M

FEREY M D T R

BESUIS & D IRR

BB A 5 HEMES RS R

¢%f¥@if@ﬁﬁ% %57D VRO EREAR OHERRRE (BE

. L <ZhEE

IR CRIRA 5 2R %)
¢%rXﬁEr@h%@ﬁ%ﬁ®ﬁ%(%T%%Tﬂ%7+ FRBGEIC
fR2)
(33%)
t oI TR TE
20mg >V 40mg>Y [80mgY
Y 04ml |[40mg> U | Y 04mL | Y 0.8mL
20mg Y | ¥ 0.8mL | 40 mg XY | 80 mg >
> 0.2mL 0.4 mL. 0.8 mL
M) v~F — @) @) O
2T ERLRE
B © © ©
REMEHFHER — ©) ©) ©)
% IS B
AT D EFEM O O O -
K6 BAET R
IHERN—F =
> bF © © ©

JHERRE, AEEMERE, AR, SRR E
TRELPEFHER
BERAN—F = v ME, RN —F = v MF, MEHS—F = v MFE
J B985 0> Btk 5
ROWTNDDOREEZRT 7 10— RO IEEE OHERRE BEEBE T
RA+5725GE8ICRS)
FEENSEEOIEDHICH 5 H8E
NEEZ BT DHEE
RERE D b B OEBHERBROEE BEFRETHRERT+0REEIZR
cBHRICEETAEA EOEE>
<BEfV v~F> !
1) BEOEFICBNT, AT v FHERREAR RO Y 7 |
v FE (A M PrFY— MFHEEE) FIZL 5N REHRE |
ToTh, KBICERT W b0 RBRERNZ L HAICES
BITHZ &, E2, A b PUaY— MUK AR E LR S
TEDVRY - R_NRT 4y bEYE L ETHEATA L, A
B X B RIT, BERERBELS VRAMNICBELNEZZ L
BHERINTWD, 14BLNIZELFENELNRRVIEES,
HWECESHBOEREZIT> THLHENE LN L2WEAITIT
BRAEOIREHBE OMEE 2 HEICHEE T2 L,
2) AFNET ARG T (Blatfz) ORI TRV &
( TEERZEANER] OHE13) B2R)
<N—F oz v MFIC L D EEIAMEREBLS & 5 Bk > :
BEORRIZBNT, MoBEYRE (7 uRRY %) SoE
B2 hR AT Th, ﬁ%kt@#é%amﬁm%rmmﬁé%i
BIARKN OB EEITH = L :
< i > 5
BEOHRIZBWT, BMFOEHRE GRABRRIEEZET) B0 !
ﬁ@&%%%ﬁof% BB WERERED 10%L EICHFET 25 |
%b<m%m%®&%\@%E%Xﬁ%ﬁ%ﬁ#é%@mﬁ5
ﬁ@&ﬁ%ﬁﬁ_ ;
< SRE ML > :
BEDHBICENT, MOERDFRIE GERAT oA FEFRAKEHS) |
DB RGBT > Th, KAEICERT 28 5 AR ERERS
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®1.7-2 RERXR—

BER (7HYLTT GEGFHEBRZ) . 1070F23T GEGFHEER) )

(&)

— XI5 TR

TEY L~T7 (B FHHBRZ)

A7) Fv<T (BEFHEBRZ)

7 a— — ©) ®) ®)
G MERE R — o ®) ®)
FEREGE O o ]

B, B E LIRS - O O ©)
£ RR

D <ZhEE - P RICBEET DHEM LoEE>
g v~

(1) AN OERIL, B & UCHEBECHRR B v~F |||
BECRET S &, 2L, BEOBENBEORERENE ||
FRENDBEICKH LT Y U FRIC KL ABERN NG |

BTHHEHATE 225,

BHOHA R4 5% BRB LIz LT, A |
FORREEITML., AR OFEROLEE L EEICHT 5L, |

(ﬁKﬁ&Tﬂ&t7b(ﬁh%mﬁx)wﬁﬁiﬁbkw‘kUi;g

R EANEE] OBEBZH)
SRR, BIEEME R, IR R

(1) 272< &b | BEOBEE DR EEE SABREEAT) T+ |||
RPEBBONT, KBHBEREH (BSA) © 10% LI k55 1|

HBIBRETBH L,

(2) BREDR S, BEERIEREEZET 25885752k,
BAR B M A 2

BEOBHFICE VT, BRI GERXT v FEFARERS) 10k |
BB RIEREIT> Th ., RRICEET 50 6 0 REBRERSE DS |
BltBETBHZ L, :
SRAEICIEBME 2 A 5 BEM RS R &% ;
BEOHEBICENT, PR ED 1 HDOHY v~vFE (EWEH 25 |
) BIZXHHEYRIBREIT-Th, KRICERT 28 LR BRHRIE |
WAE D BRI ET B 2 L, RYTEEIER RIS & IC OV T,
BERERIC KT 2B MR R BMENRHESL L TR WD, REIER |
MWRE L, SEHANTEROBEICHET S L, ‘
BERMSR—F = v MR
WEDOBBIZIBNT, BRI (A7 oo NXUTRERTAL) (o |
LD RIBE AT Th, REICER T 20 522 BRER S ES |
BEICHRET D L, '

BAGEIWAROREEIT> Z &
<%%ﬂ«~%m/bF\W%W«~%xyFﬁ\m%@&~%1
v MF >
WEDRRICBWT, tMOERYBIESE OB REEEZIT>TH,
BRRICERT 20 02 REBRERNSEIBEICARORS 2175
ZE,
< IRFH5 DB >
BEDOREIZBWT, /a7 ) VU RES21ToThH.,
ERT 20 LD RERERNEDBAICAROE LS 21T
<zZa—rE>
BEDBFIZEBWTC, KBRIE, thoRyRE -7 /73U F
WA, AT uA R TYFATY F) SO RIBEET |
S TH, REICERET W0 0REERIERNEZ D HEICAR O
55Tk 5
BB, HARMERR G IIBRLITOTRBZEELANGITI 2 &,
<IBEMERE2 > :
WEOIREIZBWT, tMOEMEE (5-7 3/ %) FOUBREAL |
X?D4F\T%%ﬁfuy%)%®ﬁﬂ&ﬁ%%ﬁofh\ﬁ§
BICEET 20 60 RERIERVBE L HE AR OREZITI T |
& RRRAER S RITHER SN TV RW D, EAREARITIIAA |
@M%&%@ME@%@#L MDOIBFIE~DUEX 2 BET D |

B
NP

ZO0ONTIN
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9l

BEDOEIRITBNT, KEHE, MORDIRIE (-7 I/ V) FARE |
BE, 270 R, THYFATY %) B LLENREHET->T |
b, REICRRET 2O pRRARERNEL BEICRET L, &)
B, BAMERRSITERETOTRBEBELRNDITI 2 L, :
BRI R ;
() BEDERICBNT, OERBWIIE (AT 0 N, THEFATY |
V) B XD RIEREITo TH, ERICERT 2 62 |
AR AR B A ICEET B 2 b, L, AALL Y BRI |
DHLTNF BANC L 1M EEET 52 & [ENBERRRICR |
TEEHHEA DO 1O THLEG SHERFORMERTIIT 7 R |
EDEIFIRD LTV ( THKRAE 0ESR) 1.
(2) BN RITMR I TOARND, R L LN L,
HERRPNED RIS, B SUTILE & 5 Bk :
BEDHBICE VT, BEFRRE (X—F =y MRICL 25 L HBE |
Ty 7 nARY V% ZOMOIRBIER L ) BRTHRAAT 1 |
A FEI%) X DBERBREIT> T, RBICRET 50 50720 |
FAER BB DB ARG T 5T L, :

A A& ta2I K TFE20mg ) Y 04mL <MY veF>
b2 K TFE20mg Y Y 02ml BE. A7 IVF VT (BETHEBRZ) L LT, AE1kg¥7Y 3mg
t2ISHETFE4Omg ) Y 0.8mL ZI1EORERL LAHBET S, PEKRS%, 28, 6 @ICHS L,
t2ITF TFE4mMg Y)Y 04mL Ltk 8 M OBIRTEREEITH> 2 &, 2B, 6 HOEELIE, BHRA+
b= FHETHE40mg 2 0.4 mL SXIIRBET L HE I, G EOHESCH 5 MR O EHE T hE
Z M IR A A T 2 B EM SRS R ThHd, INHLOREEOHESKRGMBOEMRIIEMBNIZITY, 1E

WE, 74 )b~ (BEFHEMEZ) & LT, KH 15kg LLE30kg R DEE 1 kg Y720 OF 58O LRIT, SEBOME THNIT 10 mg, #
WOHBEIL 20mg 2, KE30kg A EDOBAIT 40mg 2 2 iZ 1A, K EMEE2EGELIZRAEThOhiE6mg £ T5, /7. REOHREREIX

THEST 5, 4 EMET D, AENLX, APPUFT— MR K BHEBICHALCH
b= TR TFHE4mg > ) Y 0.8mL WhHIZ &,
ta2ITHETE4Omg ) Y 0.4ml <N—F =z v MRIZK DEEMERS & 5 ER>
t2IFHEFESOmMg Y Y 08mL BE. A7 VX V~T (EEFERZ) E LT KE kg%~ Smg
b= I 7K FE40mg 2> 0.4mL Z1EIO®BSEE UABHET S, PlEHRS%, 28, 6:@IcE L,
t =2 THE 80 mg 2 0.8mL Ltk 8 M OB TR EEITO> 2 L,

MY vvF < HLHE >

BE, BRAKETZ ) A~7 (BETHEEZ) £ LT40mg % 258IC 1 BE.AVZIXV~T7 (EEFHEBRZ) E LT ARE1kg%/zY Smg
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A2070F37 GEGFHEBRZ) ) xE)

— X4 R

TE)L~T7 (B FH#EZ)

A7 VF o~ (ElcFHEEZ)

Ll

B, BRTESRT 2, BB, DRA+525E. 16 80mg F THETE
5

SEMEERE, BEESUEMNLE, BEkR

WH, BRACRETZY o~7 (Bar#z) & LTHEIC 80 mg & 5
THHFL, %22 1E, 40mg 2F FERNT S, 28, DER+5
B AIZIT 1E 80mg £ THETE 5,

WE MBS

WEE, BRAKETZY A~7 (EaFHEBEZ) &L T40mg % 28T 1
B, RTEST D, B, DREA+0RGE, 1H80mg £ THETE
s

BERAN—F = v MR

WHE, RACETEY A~ (EETHEEX) & LTHREIZ 160 mg %,
HIEH S 2 BEE%IC 80 mg & X FHEHNT 5, #IEES 4 8% AR,
40mg % 28I 1 |/, R TFEHNTS,

7 a— ¥R

WE, RACETFY A~ (BETHBZ) & LTHEIC 160 mg %,
YIE S 2 BE%IC 80 mg & K TIEHNT 5, #IEHES 4 @E% LS,
40mg Z 2T 1B, RTENT D, B, IRBEH LAEBEICIT]
Bl 80 mg ICHEETX 5,

BB KB

BE. BRACRTEY A7 (EETHEBEZ) & LTHIEIC 160 mg %,
YIE G 2 BEFE%IC 80 mg 2 FHEH T 5, #IEES 4 @8M% %R
40 mg & 232 1 [|, K THEST 5,

R D RS, BT S & D Bk

BHE, BRAET7TFY A~7 (BEFHEBEZ) & LTHIEIZ 80 mg %,
BE G 1A% 40 mg 2 K THENT 2, #E#ES 3 EE%LET,
40mg & 2 I 1B, R TFEHNT S,

USRI - R RICEET B ER EOTEE >

() AADEEGHIAI DT TiE, ERBERICHNT, LPEMICL |
Sin, EMOBEEOEEOSL &L TRELITI L, ARICL DA
FBAAATL ., BRATIC L 0 A AR Y &Kl Sh - BEICOWTIE,
HOBRELAETHS ( [EEREANES] 0ESR) , |

(2) BEHBICERTMEEZ D L, Tio. BEBNBURRE, KRG
WKREOHDEMN (B, B, KR, EHEOEN) | EREOW |
ROACIEER L & (A EoRE)] 0EBR) |, ;

Z1EOBEEE UAHHET S, YlEFS%, 28, 6 8IC®REL,

uﬁsﬁﬁwﬁ%f&ﬁ%ﬁﬁh o B, 6EOEEL%, HRA+
SFXAIBREDBE L HmE I, B 5B O ESK 5RO EHE S 7T EE
Thd, INOLOREEOHECKRERBOEMHIIEZEOREBIZGEC T

BMERNCAT O, 1 EIOBE 1kg Y720 0REED LIRIZ. 8 BEMDBE
ThiL 10mg, BE5EMRE2EHLIZEATHNIT 6mg L §5, F7-,

HKEOHRGHERIT 4 8B T 5,

< BREMEFEHEL >

WE. A7 VFo~7 (EETFHEBLZ) L LT, wglmétDSmg
Z1EOBREGEEE UAHHET S, YEHRS%, 28, 6 8ICKREL,

Ltk 6~8 A DOMBTHREEITOZ &

<[5%E ﬂmwfm/br\@ﬁmAW?x/Fﬁ\m%@N*?:yFﬁ>

BE.AV7IXV~T7 (BBEAEBRX) E LT, HAE 1kg¥7/2Y 5mg
Z1EIO®RGEE LREHET S, PEZRSH%H, 28, 6 @IS L,
u%8ﬁﬁ®ﬁ%1&5%ﬁ5_ L, B, 6 EOEEL®, HRERRT
SIAEBRBET LB/ BT, RE 1 kg2 10mg % 1 BORS
BLTBIENTESD,

<R D 2R >
BEAVIIX VYT (BEEFHEBRZ) E LT KE kg2 5mg
% BRSO ERET 5,

<Zu— %>
BE. A7V RU~T (BETHEBEX) LT, KE1kgH7zD S5mg
Z1ROREEL LRAHHET S, PlEES%, 28, 6@Ic&kE L,
U 8 EMOMBTREEITH 2L, ok, 6 AOBRELI%, ZENH
BLEBAICIR, REEOHE IR EMBOEHKNIETHD, BE
BEWMETHIHAE. FE1kg%4720 10mg %z 1 BOBREELETED
EBRTED, REMBEZEMRT 5561, KE1kg X720 Smg % 1[5
OREEL L, REAEROBBTERETHZENTE D,

<EBHERBEK >
WBEAVT7IVXU~T (EEFHEBRZ) E LT RE1kg¥/2Y S5mg
ZlEORSEE LAMBET 2, YE&E%, 28, 6 @IS L,
Lt S MO TREEZITOZ L
B, RABEEIZIL, szam/uT@xy7?y74wy—&m
WA VY TAL T 4N E— 5B LTHERETEZ L,
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A7) R~wT GEETFHEBZ)

8l

(3)

(4)

(5)

(6)

(7

(8)

B Y v~ F R OBRE MR IV CUARBNC L 2 ISR,

E RGBS 12 BUAICEOND, 12 BUNICEREUES |
BONARVEE T BECHMHBOMELHECHETH L, !
Eo, WRET> THHRBBONRVEE, BUEOHMHED |
WA EEICHEET D L, 5
SRR, RIS R R O R IC BV T, AT L B
RS, BB EBANS 16 HUNIZE LN S, 16 @UA
ICHRFR SR8 DR WAL, BE D BHREE Ok 2 EEIC |
BETDHIL, $7-, MEEZToTHHEMEOLNRVEE, B |
1EDIRHE E DML E IEICEE T 5 = L, §
ZEIEICIE B R T 5 EEMES RS RIS VT, FAIC L
DIGEREUS T, @ RSG5 2 BUNICELRD, 128 |
PUC IR B G 2378 DR WA, BIE ORI B O ki 4 & |
CHEETDHZ L, i
JEERINR—F = v MRICBWT, 12 B AR ICERRIER L N HSEAT |
R LD BBRENE SN WAL, ARIORMERE O %HE |
A EECEETHI L, E
70— RIS T, AFNC K D WIEUSIE, BE GRS |
LN SN D, 4 B CRARIER LRSI RSIC L 5 |
BEISHIE DNIRVERIE, ARIOMGEREOLEMEZREFL, |
MOIBRIE~DURZ EZERTHZ L, £72, 80 mg ~DHEEIL, |
40mg IZ L BDIBBMTHRERDO LN L OO, MEFHRETICHE |
D LIZBEICHLTITIZ L, 80mg iCHBE L THAENE |
SRRV, AROMEREOLEE A ECHEET S, |
TBMERIBRICEBN T, AHNC & B IRIREUS I, BB G BRGAD |
HELAICHOND, 8 EFFA THRAIERCHRMBATREICL |
5L AREEDRI/EONRNGEL, AROREEFIET S |
NP :
AFNL 1L EICRREHEATHZ L,

1)

2)

3)

4)

5)

§<ﬁ%oﬁ§ﬂ%ﬁ#éﬁﬁt@&%>

VR R O U 1
AN 13 T HT D 10 mL O BRESR K THEES 5, BEOD |
WENOHRE L LR E 2 R TH 250 mL, EH 25 kg
R D /NYLEHK 50 mL, 25 kg BLED/NTIEHK 100 mL o A /AR |
BEBICHRL, toOEFRA, BRESIZRA LRV L, KE
B100kg 2 B2 5 BFICHETIEASIT. HREDL LT Y X !
S TWEN AmgmL B2 AVWE D BRABARKOREZT |
Bwyror, ([EALOES] OEBH) =
B 55 ;
AFNTIN LI 7 A A k0 JRRL, 2 BRILLE 2 200 TR
WICHMEET S 2L, ([EALOEE) OHEBR) ;
AR bLsd— NUKOHE (WEY v ~F) !
EANE N OBERARBRICE Y, A b LSd— MUKIHEHCO |
EHMRORLHENHR SN TWS, ENBEERRICBTS A |
MU — MUKIOGA R, 6mg/AUETHY , A KR LFY
— MERBEOASNIT DHUEDEERIEL, A M ML Y — R IE
BRI L Y bl o7z, 7235, BIfIY U~ FHHFICBT DA b b |
L — NUEILSAN OB Y v~ FIEGEH OF A LTy
20N, :
MY 7~ T30 T, AL, 208, 6 M5 E T 10 mgkg & |
~OWBEEIIIThbRWI &, /-, HMEICL Y BRYEDORIIE
ENEELBRNNH D20, BEEORKIITII+HEET LD
Eo N0mgke SEOERABEZMEHRENOITH> LIk, BE |
BREMEDORBEENEE - OMENRH D [ZOMOEE] |
DIE 4) BHR) !
ERECIN T, HIEL 28, 6B S E TIE 10 mygkg B~ |
BHEITORWS &, $, MBI L BRIYEORKBBENEH E |
ZRNN D D10, BYEORKRICE+HEET L (Y
U TFREFIZBWT, 10mgkg FOFEAEEVIEIRENDLITH Z |
kY, BEERBIMEORBBEENEE- L EORENDH D, |
(ZDMOEE) OE4) BR) , AFNCLIDEBERBDS |
NERWEER, BECR SRR OB EZIT> CHOIRROEENR |
D LRSI, BEOREHEOMGE L EEICHEET S - |
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®1.7-2 RERMG—ER (FH¥)LYT GEGFHBRZ) .

1A2070Fo37 GAEGFHEBRZ) ) xE)

—RRE AL FR

TE) LT (B FHEBZ)

A7) F <7 (BFEBRZ)

Lo .
6) MERA—F = v MF, REAS—F = v MERRLEHA—F |
=y MRIZBWT, flEl, 238, 6@ EE TIE 10 mgkg ~DH !
BRGRITORN &, MEET-TH, EROREFTROKE |
MO HAROVH BT, BUE DRI B OGS HEICH ST |
5T &, :
7 7 u—=VRICEWT, ARl ERG%, 28, 6 HLKRE L
% BRSRAERCRBIBEAT LI & 0 MBI R BT 2 2 L, 2 |
RBBEDLRRVBAITIE, & OITHEHRS 21T > T HHRBE |
LRRWTEMERD ) | MOWRIEEZBET 52 &, ik, §
10 mg/kg ~ DI BRHE G MR OB IL, 5 mg/kg 8 BRER L2 X !
BIAIIC L 0 BRITFD ST b DD, MERHET I BRI |
U, RO BRI b N BFIK LTIT S 2 &, MBXLR |
G HWROEMEE T CHOHMRNBED LRBVEEICIE, oK |
EEBETDHI L, -
8) BHMERIBRICK VT, AREZMERG%, 28, 6 BEKEL |
7o, 8 W AUCERERIE RSP BIRT RS & 0 A R % BRI |
THIE, PRBBRD ONAVEEICE, & OICHIREET- |
THHRDBBLNRVTEMN S Y | OWRIEEZET 5 2

.................................................................................

53
o

1. AFIFGIZ X0, R, ik, BULE % & £0 88 A BYE K OB 7R &
DOF T RAES LTEAENRRE I N TR AH & oB#EMEIH S
DTV, BEHEEORBR LME I TV D, RAIMDERZ 588 S
HHHA TRV EHLED, TNOLOFEREBEICHOHBA L, BEM
R L2 2R U LT RO RESERMEZ LE S Lk
SNDBARCDOREET DL L, /-, AFOBEIZBWT, EERE
ERICE Y, BMiRBRBE2ZEDZ L BHEDOT, BEAKOXRA T
NEREREREHR A OCEMOBEEE&ED G & THEA L, AFIR %I
EAMBRE LS. FREIGER T L) BEICEEL2525
L,

2. [RYLIE
(1) EERRYAE

BMAE, i, BEBERYEZ & e B Fn RURYE S O B ay iy 7o B E
BREINTVDID, +RRBELTOIRERPEORECHEE

) AFFEEIZL Y, B RIEZ SO EERBIMEROUERBOE
RERHLLNDZ ERH Y, AHFI & OREMEILII S 2TV,
EHEEBORBELWME SN TS, RAIMKERZ 5EE S8 5 EEIT4%
WIEBHED, ITAOLOBREBFICTFSMAL, BENEM LD
LEMRLEZET, WEEOFRENARME LEbb LHBaNn?
BERKOHREBEETDH &, £, RAOREIZRBWT, EBELEEA
WCEY, HHMRRBE-EDZENHHDT, BRABIZIDICHE
TXHEEMREOEMOL & TRE L, AAIBRS%ICRIERNEH
LB Aiid, THRECEK T L) BECEER2E5 2D &,

2) RRYLE

O EEREYYE
LSE . EERRE S &4 B RURRMES OBIEMRBERERH b
PRDEI LRSI, THRBELITI R PRPEOREICEER
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®1.7-2 RAERMG—ER (7HF)LTT GEEGEFHEBRZ) . 107UF27T GEEFHEBRR) ) )

— AR5 B

TEY LT (B FH#Z)

A7 )F <7 (BlaTHEEz)

(4

T5Z L,
(2) 5tz

WA (GERAER) ROWISMER (B, U "E%) 280
WEMABEL, BEALRD LN TS, BEOBEREE TIER
DHEENMEOCEILOBENRH D0, RKFEG I - TR
BT 5 +02MZ RO X BREIZNZX, A V¥ —Txnaryiff
HERBR LY~V 2 ) VRIGRE Z1TV, BEERTE CTRAES 21T
DT LXKy, BEBRROFELHIBETH I L, £, EEOBLRK
I, PR o®RSE L LT, ARERETSZZE, YN
NI URIEEORESEBEOBE BT, BE®REHMEHEELS
HBOOLNHLHEINTND,

- BEBER A (B RMEEES) ORKRIER - B2 OB/ 2sgd b L

HTEAED, AR 2 EB0H INF RAICH LN L OBRERH L, Bl
RE (ZREFVES) ROZOREREOH BB ITIIRE LN &
L. BBREZEES BECHKKEL AT 2B CRET HHEITL.
HWHEGZEEORELERT 20 E, +oRBELTI L,

LB U FRE TR, ARIOBRREIT ORI, L eb 1 Ao

V- FREDHEH 2 +OMETLHZ L, £, KRN VWTD+457%
MLV v~FIREORRE L OEMMAEH L BECREDEESLEFD
BHFEOL L THEATSEZ L,

. B VERCRE, BAETE M R R ORIV RORE O BB TIEL AAI DGR 21T

IR, BB O2ERE (RIMVRREZED) OEAZ O IHET S
& RO RERBRE R OEM & AFORIER ~OHIFIZ DN T4
RAEBEETOEMEDHEBOL EHEHATHI L HORSOHAL D
NODOEMOEREED Y L THEATH 2 &,

. SRIEVERHER Tk, AFIOWBI AT S B, BEFIRRE GERAT A K

MHRIERE) OFA2+o8RT 2L, T2, KBV TO+4
TR MEMEEROBE R EEORRE L OEMMAFEAL, BE
BEOGELZOEFHIBEDOL L THEATEZ &,

. ZHEECIESM 2 AT D HEIEA R BEEIR O B T AR OBEE

ITHORMIC, PR b 1K) v~TFEKEDFERE+oBHRT S
Lo T, ABENZ DN T O+ 72 5ch & BEMER R BETRIEHE ORER
EFLOEMMAEAL BERSOEALEZOFHEEOL L THERATS
ZE (WNRE~o®E | DEBR) ,

HERN—F = v METIE AFI OB AZIT RS, AT v A Pk

THI L,
©

WA GRS ROMAMERE (B, MiE, Vo 8%

EEUOHEENBEEL, EUALEOOLNTWDS, BEOERRE T
IEROBELEROCBLOBENRH D120, RFFEGIZHETT-T
REICET a2 RS L Y NP UREBICNA, 4 & —
7 = v -y WEBERBR LY NS ) VU RUSRAE 2TV, EEME CT
BMEEZTOEIZLY, BEBRLROFELHERTHZ L, JIIGRK
BEIZENT, ARHOREGICRBEETLIHEIE, il &bt
DB, WMLy MUREBESEEITI ZEICED, BERROR
HETDICHERT L&, -, HROBEREEIZIZ, FiEEED
BH5E2LZLT, AKRERET DL, YRA7 Y URIGEORE
MBREEOBFICBNT, BERTEHMEEESRD LR LHE S
naTns,

3) AHIEGICEET B KIS
@ Infusion reaction

AAE R H VI HE G T % 2 RRELINIZHEL 3 5 infusion
reaction D H B, BERTF 7 4 T F U —RFER (FRRERE, JEX
g ME B, EET, MERE, 57 —8, KEERE, ¥
B, HEHRPZE) |  BERLLDLNAZ ENDH D, AFITRARICL
DRIMIGDOTE D RE Lir L CHREE2BBL., B5KTH LTS
MBS EITHY Z &, 7=, EE: infusion reaction NI E LIZHEIZ
3. AFlOREGEPIEL, BURLEEZITIZ L, [ [BEERER
MIEE) DIES) S]]
Q@ EBEREMEEE (BE5O5E

AABEE% 3 AU ERBBRICEE RO 2EEREREE (W
M. BB, BB, LBEE. TOFE. T AREE, WTIEE #
W2, WER, RS Bhobhdl bbb, BREICILESR
MRBUEORBICH A, +oRBEE2TI &, [ TEERELRY
EE OIE8) BH)

4) BB B ORRKRER KR O XL @izl EoEn, KF%E T TNF
MHEERZA8T2EKANTHLDLNULAZ EBDH D, DBERR (LR
{LiEE) RUEDOBREEOS 5 BFITIERE LinwZ &L L, TR
BERIBERLRERZAT2EFICRETAGAICIE., EEHEEZ
WEORESFEMT DL, +aRBIEEITOIZ L,
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®1.7-2 FRERMG—ER (F¥)LTT GEGFHEEZ) .

A270Fo37 GEGFHEBZ) ) xE)

—REIA T THEY s~ (EETHEBEZ) A7) F w7 GEIETFHEBEZ)
BREREOFERE FoBET 22 L, 2, AFNZHOWTO+4r7a | 5) BE ) v-FRBE T, ABOEBERITHRNC, EXT oA FEEHL
MEBERS—F =y MNERERORREZ L OEMAEHAL BERED FERI R OO ) v~ FREOERE2+0BET L, -, AH
BELEOEBRBEOL L THEAT I &, WZOWTO+imiEe ) y~FREORRE2 L OEMMAMER T2 Z

9. 7 B — R TIE, RAIOEBRZIT O AC, REFEE, A7aA( N, @K L.
HERSEOERAETDWBET DL L, 72, AFNCOWTO+HSRE5 | 6) N—F = v MEICK HHEHERES L 5 A TIX. ARIOEBEEIT
Loa—URREORBRE L OEMMAEA L, BCESOBAELZTOE AN, BEFIBRIE (L 7uexRY %) offz+oMRT5 2L,
HEEEOL L TCHEATHZ L, Flo, N—Fxzy MR X DEEMEREES LS EROIEERRE o

10. EEHERBR TIE. KFOIBEEIT OIS, A7 a4 FXIaE R RBHE & AFNZOWTH R MmEEET2NREOEMMABE & BR
REDHERE+PBMERTI L, £, AR W TO+irkmiEk s W L CHoiEEr L 0ERT 2k,
BEERBRIEROBREZ L OEMMAFEHAL, HCREDOHALZFD | 7) HEETIL. RKFOEELITIRNC., BEFEOLHEE (SN REESS
BHEEDYL L THATDIZ L, i) OFERE+SBERTI L, £, GEROBERRRABOEN &

11. FERREMES & 5 R TIL, AR DIREEIT S ANC. BEFIREE (R— AENZOWTH oG E BT HEMPSESEEZ L VEHTE 2L,
Fxzy MRIZEDEEIRRTIIL 7 AR Y %, TOMODIERKY | 8) MEMEFHR TIL, RAIOIHREITIRNC, BEFREEK GEXAT oA
HELEESFERTERORAT oA FEZ) A2 +IBMRTIZ L, FHERREAS) OFERE+oBRTH L, £, RFIZO>VWTD
T, FANZOW T O+ 7k & FEEE S & O BERIBERORR % TR ER L IREETHER OB R ORI OB E L OERMAMEA T
HOREHE & ARBNZ DWW THo 2 E b ONBEDERIN B & 5T ¢,

BFIZH L CHy@EEE2 DAL, BERSEOHEELZOEHEE | 9) BEREN—F = v MR, MR —F v MEROLEHN—F = v
HBOLETHEATSZ &, METIE, AFIOWEREZITO IS, BEFEEEEOHEA 2 +oBET S
ZE, Fl, AR OWTO+ 7 mi L BERAN—F = v MR, M
BRENR—F = v MEXIZMERNSN—F = v NRIBEO 572558 - &
BaEboOEMBERATLZ &,
10) IR BE TiX, ARROEREIT OIS, REse T ) VRESDE
WAk +SBETHZ &, iz, RANZOWTO+53 22 m#E &) IFRIR
BORBE bOEMMBFERATEZ &,
11) 7 a—REE Tk, RBOEREZIT I RN, BEFREEOHH %+
DWRTEZL, -, KANZHOWTO+Smik e 7 o — U iRiag
DR E bOEMMBERTZZ L,
12) EBEERBRBE TIX. RAOEEREZITOANIC, BEFREREOHEH %
+oBRT B L, . AANTHOWT OS5 & BEEREA
BEROBRBRE L OEMMHERTEZ L,
® B 1. EERYE (WINES) 0BE UEREZBAIEIBZNNH S, ] | 1) EELRME (WLES) 0BF ERZELIEIBENAEH D, )

2. IEBMERE O BE UERZEBLEIEIBENALEH S, ]

3. RBIORRSTCR UIBBUE OBEERE O & 5 BE

4. BIBERA (ZRMEMLVES) RUOZTOREROH 5 BE
UEROFREROBLLOBENLBH D, ]

2) EEMREEOBRE UERZE(LSEI28ENEH D, )

3) AFOEI T~y ABEOERE (v Y AM, FAFH b MU
WE) TR BBEDCREREDH 5 BE

4) BiBERE (ZRMUEEES) ROZORERDOH 28 UEROHR
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®1.7-2 RERMG—ER (FH¥)LYT EEEFEBR) . 12070F0TT GEETFHERR) )
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—RHIA R TE) L~T7 (BinFH#EZ) A7V x =7 (EEFHERZ)
5. oMtk AREDBRE DEREZE(LSEIEZNLEH D, | ROBlODBZENRZH D, ]
5) doMmtELREDRE UEREBMISEIRZANH D, [ZoMo
EE] 0H2) 3R]
EALEOERE | 1. HERS ROBHFCIEREKRETDHZL) 1 EHERES ROBEICTEBEIREGTL2L)

(1) RYEDBEXIEIHEN BN D BE [ARNIRERIS 2T
LERZH L, EXRRBEINEICREL 52 DFEMENHD DT,
B RNE L+ RBENLETHD ( [EELEANEER] OE
W) . ]
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