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ANNEX1I

SUMMARY OF PRODUCT CHARACTERISTICS



1. NAME OF THE MEDICINAL PRODUCT

Soliris 300 mg concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Eculizumab is a humanised monoclonal (IgG«) antibody produced in NSO cell line by recombinant DNA
technology.

One vial of 30 ml contains 300 mg of eculizumab (10 mg/ml).
After dilution, the final concentration of the solution to be infused is 5 mg/ml.

Excipients with known effect: Sodium (5 mmol per vial)

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Concentrate for solution for infusion.

Clear, colorless, pH 7.0 solution.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Soliris is indicated in adults and children for the treatment of:

- Paroxysmal nocturnal haemoglobinuria (PNH).
Evidence of clinical benefit is demonstrated in patients with haemolysis with clinical symptom(s)
indicative of high disease activity, regardless of transfusion history (see section 5.1).

- Atypical haemolytic uremic syndrome (aHUS) (see section 5.1).

Soliris is indicated in adults for the treatment of:

- Refractory generalized myasthenia gravis (gMQ) in patients who are anti-acetylcholine receptor
(AChR) antibody-positive (see section 5.1).

- Neuromyelitis optica spectrum disorder (NMOSD) in patients who are anti-aquaporin-4 (AQP4)
antibody-positive with a relapsing course of the disease (see section 5.1).

4.2 Posology and method of administration

Soliris must be administered by a healthcare professional and under the supervision of a physician
experienced in the management of patients with haematological, renal, neuromuscular or neuro-
inflammatory disorders.

Home infusion may be considered for patients who have tolerated infusions well in the clinic. The
decision of a patient to receive home infusions should be made after evaluation and recommendation from
the treating physician. Home infusions should be performed by a qualified healthcare professional.



Posology

Adult Patients:

In Paroxysmal Nocturnal Haemoglobinuria (PNH):
The PNH dosing regimen for adult patients (>18 years of age) consists of a 4-week initial phase followed
by a maintenance phase:

o Initial phase: 600 mg of Soliris administered via a 25 — 45 minute (35 minutes + 10 minutes)
intravenous infusion every week for the first 4 weeks.
o Maintenance phase: 900 mg of Soliris administered via a 25 — 45 minute (35 minutes + 10 minutes)

intravenous infusion for the fifth week, followed by 900 mg of Soliris administered via a 25 —
45 minute (35 minutes + 10 minutes) intravenous infusion every 14 + 2 days (see section 5.1).

In atypical Haemolytic Uremic Syndrome (aHUS), refractory generalized Myasthenia Gravis (gMG) and
Neuromyelitis Optica Spectrum Disorder (NMOSD):

The aHUS, refractory gMG and NMOSD dosing regimen for adult patients (>18 years of age) consists of
a 4 week initial phase followed by a maintenance phase:

. Initial phase: 900 mg of Soliris administered via a 25 — 45 minute (35 minutes = 10 minutes)
intravenous infusion every week for the first 4 weeks.
. Maintenance phase: 1,200 mg of Soliris administered via a 25 — 45 minute (35 minutes + 10

minutes) intravenous infusion for the fifth week, followed by 1,200 mg of Soliris administered via
a 25 — 45 minute (35 minutes = 10 minutes) intravenous infusion every 14 + 2 days (see section
5.1).

Paediatric patients in PNH and aHUS:
Paediatric PNH and aHUS patients with body weight > 40 kg are treated with the adult dosing
recommendations, respectively.

In paediatric PNH and aHUS patients with body weight below 40 kg, the Soliris dosing regimen consists
of:

Patient Body Initial Phase Maintenance Phase
Weight

30 to <40 kg 600 mg weekly x 2 | 900 mg at week 3; then 900 mg every 2 weeks
20 to <30 kg 600 mg weekly x 2 | 600 mg at week 3; then 600 mg every 2 weeks
10 to <20 kg 600 mg weekly x 1 300 mg at week 2; then 300 mg every 2 weeks
5to <10 kg 300 mg weekly x 1 300 mg at week 2; then 300 mg every 3 weeks

Soliris has not been studied in patients with PNH who weigh less than 40kg. The posology of Soliris for
PNH patients less than 40kg weight is based on the posology used for patients with aHUS and who weigh
less than 40kg.

Soliris has not been studied in paediatric patients with refractory gMG or NMOSD.
For adult aHUS, refractory gMG and NMOSD patients and paediatric aHUS patients supplemental dosing

of Soliris is required in the setting of concomitant PE/PI (plasmapheresis or plasma exchange, or fresh
frozen plasma infusion):



Type of Plasma Most Recent Supplemental Soliris Timing of
Intervention Soliris Dose Dose With Each PE/PI | Supplemental Soliris
Intervention Dose
Plasmapheresis or plasma | 300 mg 300 mg per each
exchange plasmapheresis or
plasma exchange Within 60 minutes after
session each plasmapheresis or
>600 mg 600 mg per each plasma exchange
plasmapheresis or
plasma exchange
session
Fresh frozen plasma >300 mg 300 mg per infusion of | 60 minutes prior to each
infusion fresh frozen plasma infusion of fresh frozen
plasma

Treatment monitoring

aHUS patients should be monitored for signs and symptoms of thrombotic microangiopathy (TMA) (see
section 4.4 aHUS laboratory monitoring).

Soliris treatment is recommended to continue for the patient’s lifetime, unless the discontinuation of
Soliris is clinically indicated (see section 4.4).

Elderly
Soliris may be administered to patients aged 65 years and over. There is no evidence to suggest that any

special precautions are needed when older people are treated — although experience with Soliris in this
patient population is still limited.

Renal impairment
No dose adjustment is required for patients with renal impairment (see section 5.1).

Hepatic impairment
The safety and efficacy of Soliris have not been studied in patients with hepatic impairment.

Method of administration
Do not administer as an intravenous push or bolus injection. Soliris should only be administered via
intravenous infusion as described below.

For instructions on dilution of the medicinal product before administration, see section 6.6.

The diluted solution of Soliris should be administered by intravenous infusion over 25 — 45 minutes (35
minutes £ 10 minutes) in adults and 1-4 hours in paediatric patients under 18 years of age via gravity feed,
a syringe-type pump, or an infusion pump. It is not necessary to protect the diluted solution of Soliris from
light during administration to the patient.

Patients should be monitored for one hour following infusion. If an adverse event occurs during the
administration of Soliris, the infusion may be slowed or stopped at the discretion of the physician. If the
infusion is slowed, the total infusion time may not exceed two hours in adults and four hours in paediatric
patients under 18 years of age.

There is limited safety data supporting home-based infusions, additional precautions in the home setting
such as availability of emergency treatment of infusion reactions or anaphylaxis are recommended.
Infusion reactions are described in Sections 4.4 and 4.8 on the SmPC.



Refractory gMG
Available data suggest that clinical response is usually achieved by 12 weeks of Soliris treatment.

Discontinuation of the therapy should be considered in a patient who shows no evidence of therapeutic
benefit by 12 weeks.

4.3 Contraindications
Hypersensitivity to eculizumab, murine proteins or to any of the excipients listed in section 6.1.

Soliris therapy must not be initiated in patients (see section 4.4):
- with unresolved Neisseria meningitidis infection
- who are not currently vaccinated against Neisseria meningitidis unless they receive prophylactic
treatment with appropriate antibiotics until 2 weeks after vaccination.

4.4 Special warnings and precautions for use

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

administered product should be clearly recorded.
Soliris is not expected to affect the aplastic component of anaemia in patients with PNH.

Meningococcal Infection

Due to its mechanism of action, the use of Soliris increases the patient’s susceptibility to meningococcal
infection (Neisseria meningitidis). Meningococcal disease due to any serogroup may occur. To reduce the
risk of infection, all patients must be vaccinated at least 2 weeks prior to receiving Soliris unless the risk
of delaying Soliris therapy outweighs the risks of developing a meningococcal infection. Patients who
initiate Soliris treatment less than 2 weeks after receiving a tetravalent meningococcal vaccine must
receive treatment with appropriate prophylactic antibiotics until 2 weeks after vaccination. Vaccines
against serogroups A, C, Y, W 135 and B where available, are recommended in preventing the commonly
pathogenic meningococcal serogroups. Patients must receive vaccination according to current national
vaccination guidelines for vaccination use.

Vaccination may further activate complement. As a result, patients with complement-mediated diseases,
including PNH, aHUS, refractory gMG and NMOSD, may experience increased signs and symptoms of
their underlying disease, such as haemolysis (PNH), TMA (aHUS), MG exacerbation (refractory gMG) or
relapse (NMOSD). Therefore, patients should be closely monitored for disease symptoms after
recommended vaccination.

Vaccination may not be sufficient to prevent meningococcal infection. Consideration should be given to
official guidance on the appropriate use of antibacterial agents. Cases of serious or fatal meningococcal
infections have been reported in Soliris-treated patients. Sepsis is a common presentation of
meningococcal infections in patients treated with Soliris (see section 4.8). All patients should be
monitored for early signs of meningococcal infection, evaluated immediately if infection is suspected, and
treated with appropriate antibiotics if necessary. Patients should be informed of these signs and symptoms
and steps taken to seek medical care immediately. Physicians must discuss the benefits and risks of Soliris
therapy with patients and provide them with a patient information brochure and a patient safety card (see
Package Leaflet for a description).

Other Systemic Infections
Due to its mechanism of action, Soliris therapy should be administered with caution to patients with active
systemic infections. Patients may have increased susceptibility to infections, especially with Neisseria and




encapsulated bacteria. Serious infections with Neisseria species (other than Neisseria meningitidis),
including disseminated gonococcal infections, have been reported.

Patients should be provided with information from the Package Leaflet to increase their awareness of
potential serious infections and the signs and symptoms of them. Physicians should advise patients about
gonorrhoea prevention.

Infusion Reactions

Administration of Soliris may result in infusion reactions or immunogenicity that could cause allergic or
hypersensitivity reactions (including anaphylaxis). In clinical trials, 1 (0.9%) gMG patient experienced an
infusion reaction which required discontinuation of Soliris. No PNH, aHUS or NMOSD patients
experienced an infusion reaction which required discontinuation of Soliris. Soliris administration should
be interrupted in all patients experiencing severe infusion reactions and appropriate medical therapy
administered.

Immunogenicity
Infrequent antibody responses have been detected in Soliris-treated patients across all clinical studies. In

PNH placebo controlled studies low antibody responses have been reported with a frequency (3.4%)
similar to that of placebo (4.8%).

In patients with aHUS treated with Soliris, antibodies to Soliris were detected in 3/100 (3%) by the ECL
bridging format assay. 1/100 (1%) aHUS patients had low positive values for neutralizing antibodies.

In a refractory gMG placebo controlled study, none (0/62) of the Soliris treated patients showed antidrug
antibody response during the 26 week active treatment, whereas in a refractory gMG extension study, a
total of 2.6% overall were positive for ADAs at any post-baseline visit. Positive ADA results appeared to
be transient, as positive titers were not observed at subsequent visits, and there were no clinical findings in
these patients suggestive of an effect of positive ADA titers.

In a NMOSD placebo controlled study, 2/95 (2.1%) of the Soliris treated patients showed antidrug
antibody response post-baseline. Both patients were negative for neutralizing antibodies. Positive ADA
samples were low titer and transient. There has been no observed correlation of antibody development to
clinical response or adverse events.

Immunization

Prior to initiating Soliris therapy, it is recommended that PNH, aHUS, refractory gMG and NMOSD
patients initiate immunizations according to current immunization guidelines. Additionally, all patients
must be vaccinated against meningococcal infections at least 2 weeks prior to receiving Soliris unless the
risk of delaying Soliris therapy outweighs the risks of developing a meningococcal infection. Patients who
initiate Soliris treatment less than 2 weeks after receiving a tetravalent meningococcal vaccine must
receive treatment with appropriate prophylactic antibiotics until 2 weeks after vaccination. Vaccines
against serogroups A, C, Y, W 135 and B where available are recommended in preventing the commonly
pathogenic meningococcal serogroups. (see Meningococcal Infection).

Patients less than 18 years of age must be vaccinated against Haemophilus influenzae and pneumococcal
infections, and strictly need to adhere to the national vaccination recommendations for each age group.

Vaccination may further activate complement. As a result, patients with complement-mediated diseases,
including PNH, aHUS, refractory gMG and NMOSD may experience increased signs and symptoms of
their underlying disease, such as haemolysis (PNH), TMA (aHUS), MG exacerbation (refractory gMG) or
relapse (NMOSD). Therefore, patients should be closely monitored for disease symptoms after
recommended vaccination.

Anticoagulant therapy
Treatment with Soliris should not alter anticoagulant management.




Immunosuppressant and anticholinesterase therapies

Refractory gMG
When immunosuppressant and anticholinesterase therapies are decreased or discontinued, patients should
be monitored closely for signs of disease exacerbation.

Neuromyelitis Optica Spectrum Disorder
When immunosuppressant therapy is decreased or discontinued, patients should be monitored closely for
signs and symptoms of potential NMOSD relapse.

PNH Laboratory Monitoring

PNH patients should be monitored for signs and symptoms of intravascular haemolysis, including serum
lactate dehydrogenase (LDH) levels. PNH patients receiving Soliris therapy should be similarly monitored
for intravascular haemolysis by measuring LDH levels, and may require dose adjustment within the
recommended 1442 day dosing schedule during the maintenance phase (up to every 12 days).

aHUS Laboratory Monitoring

aHUS patients receiving Soliris therapy should be monitored for thrombotic microangiopathy by
measuring platelet counts, serum LDH and serum creatinine, and may require dose adjustment within the
recommended 1442 day dosing schedule during the maintenance phase (up to every 12 days).

Treatment Discontinuation for PNH

If PNH patients discontinue treatment with Soliris they should be closely monitored for signs and
symptoms of serious intravascular haemolysis. Serious haemolysis is identified by serum LDH levels
greater than the pre-treatment level, along with any of the following: greater than 25% absolute decrease
in PNH clone size (in the absence of dilution due to transfusion) in one week or less; a haemoglobin level
of <5 g/dL or a decrease of >4 g/dL in one week or less; angina; change in mental status; a 50% increase
in serum creatinine level; or thrombosis. Monitor any patient who discontinues Soliris for at least 8 weeks
to detect serious haemolysis and other reactions.

If serious haemolysis occurs after Soliris discontinuation, consider the following procedures/treatments:
blood transfusion (packed RBCs), or exchange transfusion if the PNH RBCs are >50% of the total RBCs
by flow cytometry; anticoagulation; corticosteroids; or reinstitution of Soliris. In PNH clinical studies, 16
patients discontinued the Soliris treatment regimen. Serious haemolysis was not observed.

Treatment Discontinuation for aHUS

Thrombotic microangiopathy (TMA) complications have been observed as early as 4 weeks and up to 127
weeks following discontinuation of Soliris treatment in some patients. Discontinuation of treatment should
only be considered if medically justified.

In aHUS clinical studies, 61 patients (21 paediatric patients) discontinued Soliris treatment with a median
follow-up period of 24 weeks. Fifteen severe thrombotic microangiopathy (TMA) complications in 12
patients were observed following treatment discontinuation, and 2 severe TMA complications occurred in
an additional 2 patients that received a reduced dosing regimen of Soliris outside of the approved dosing
regimen (See Section 4.2). Severe TMA complications occurred in patients regardless of whether they
had an identified genetic mutation, high risk polymorphism or auto-antibody. Additional serious medical
complications occurred in these patients including severe worsening of kidney function, disease-related
hospitalization and progression to end stage renal disease requiring dialysis. Despite Soliris re-initiation
following discontinuation, progression to end stage renal disease occurred in one patient.

If aHUS patients discontinue treatment with Soliris, they should be monitored closely for signs and
symptoms of severe thrombotic microangiopathy complications. Monitoring may be insufficient to predict



or prevent severe thrombotic microangiopathy complications in patients with aHUS after discontinuation
of Soliris.

Severe thrombotic microangiopathy complications post discontinuation can be identified by (i) any two,
or repeated measurement of any one, of the following: a decrease in platelet count of 25% or more as
compared to either baseline or to peak platelet count during Soliris treatment; an increase in serum
creatinine of 25% or more as compared to baseline or to nadir during Soliris treatment; or, an increase in
serum LDH of 25% or more as compared to baseline or to nadir during Soliris treatment; or (ii) any one of
the following: a change in mental status or seizures; angina or dyspnoea; or thrombosis.

If severe thrombotic microangiopathy complications occur after Soliris discontinuation, consider
reinstitution of Soliris treatment, supportive care with PE/PI, or appropriate organ-specific supportive
measures including renal support with dialysis, respiratory support with mechanical ventilation or
anticoagulation.

Treatment discontinuation for refractory gMG:

Use of Soliris in refractory gMG treatment has been studied only in the setting of chronic administration.
Patients who discontinue Soliris treatment should be carefully monitored for signs and symptoms of
disease exacerbation.

Treatment discontinuation for NMOSD:

Use of Soliris in NMOSD treatment has been studied only in the setting of chronic administration
and the effect of Soliris discontinuation has not been characterized. Patients who discontinue
Soliris treatment should be carefully monitored for signs and symptoms of potential NMOSD
relapse.

Educational materials

All physicians who intend to prescribe Soliris must ensure they are familiar with the physician’s guide to
prescribing. Physicians must discuss the benefits and risks of Soliris therapy with patients and provide
them with a patient information brochure and a patient safety card.

Patients should be instructed that if they develop fever, headache accompanied with fever and/or stiff neck
or sensitivity to light, they should immediately seek medical care as these signs may be indicative of
meningococcal infection.

Sodium content

Once diluted with sodium chloride 9 mg/mL (0.9%) solution for injection, this medicinal product contains
0.88 g sodium per 240 mL at the maximal dose, equivalent to 44.0% of the WHO recommended
maximum daily intake of 2 g sodium for an adult.

Once diluted with sodium chloride 4.5 mg/mL (0.45%) solution for injection, this medicinal product
contains 0.67 g sodium per 240 mL at the maximal dose, equivalent to 33.5% of the WHO recommended
maximum daily intake of 2 g sodium for an adult.

4.5 Interaction with other medicinal products and other forms of interaction

No interaction studies have been performed. Based on the potential inhibitory effect of eculizumab on
complement-dependent cytotoxicity of rituximab, eculizumab may reduce the expected pharmacodynamic
effects of rituximab.

Chronic intravenous human immunoglobulin (IVIg) treatment may interfere with the endosomal neonatal
Fc receptor (FcRn) recycling mechanism of monoclonal antibodies such as eculizumab and thereby decrease
serum eculizumab concentrations.



4.6  Fertility, pregnancy and lactation

The use of adequate contraception to prevent pregnancy and for at least 5 months after the last dose of
treatment with eculizumab should be considered for women of childbearing potential.

Pregnancy
There are no well-controlled studies in pregnant women treated with eculizumab. Data on a limited

number of pregnancies exposed to eculizumab (less than 300 pregnancy outcomes) indicate there is no
increased risk of foetal malformation or foetal-neonatal toxicity. However, due to the lack of well-
controlled studies, uncertainties remain. Therefore, an individual risk benefit analysis is recommended
before starting and during treatment with eculizumab in pregnant women. Should such a treatment be
considered necessary during pregnancy, a close maternal and foetal monitoring according to local
guidelines is recommended.

Animal reproduction studies have not been conducted with eculizumab (see section 5.3).

Human IgG are known to cross the human placental barrier, and thus eculizumab may potentially cause
terminal complement inhibition in the foetal circulation. Therefore, Soliris should be given to a pregnant
woman only if clearly needed.

Breast-feeding
No effects on the breastfed newborn / infant are anticipated as limited data available suggest that

eculizumab is not excreted in human breast milk. However, due to the limitations of the available data, the
developmental and health benefits of breastfeeding should be considered along with the mother’s clinical
need for eculizumab and any potential adverse effects on the breastfed child from eculizumab or from the
underlying maternal condition.

Fertility

No specific study of eculizumab on fertility has been conducted.

4.7 Effects on ability to drive and use machines

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

Summary of the safety profile

Supportive safety data were obtained from 31 completed clinical studies that included 1,503 patients
exposed to eculizumab in complement-mediated disease populations, including PNH, aHUS, refractory
gMG and NMOSD. The most common adverse reaction was headache, (occurred mostly in the initial
phase of dosing), and the most serious adverse reaction was meningococcal sepsis.

Tabulated list of adverse reactions

Table 1 gives the adverse reactions observed from spontaneous reporting and in eculizumab completed
clinical trials, including PNH, aHUS, refractory gMG and NMOSD studies. Adverse reactions reported at
a very common (>1/10), common (>1/100 to <1/10), uncommon (>1/1,000 to <1/100) or rare

(>1/10,000 to <1/1,000) frequency with eculizumab, are listed by system organ class and preferred term.
Within each frequency grouping, adverse reactions are presented in order of decreasing seriousness.




Table 1: Adverse Reactions reported in eculizumab clinical trials, including patients with PNH,

aHUS, refractory gMG and NMOSD as well as from postmarketing experience

subcutaneous tissue
disorders

Alopecia

Petechiae,
Hyperhidrosis, Dry
skin

MedDRA System Very Common Uncommon Rare
Organ Class Common|(>1/100 to <1/10) (=1/1,000 to <1/100)  |(>1/10,000 to <1/1,000)
(=1/10)
Infection and [Pneumonia, Upper | Meningococcal Aspergillus infection®,
infestations respiratory tract infection®, Sepsis, Arthritis bacterial®,
infection, Septic shock, Genitourinary tract
[Bronchitis, Peritonitis, Lower lconococcal infection,
[Nasopharyngitis, respiratory tract [Haemophilus influenzae
Urinary tract infection, Fungal infection,
infection, Oral infection, Viral Impetigo,
Herpes infection, Abscess?, Gingivitis
Cellulitis, Influenza,
Gastrointestinal
infection, Cystitis,
Infection, Sinusitis,
[Neoplasms benign, Malignant melanoma,
malignant and Myelodysplastic syndrome
unspecified
(including cysts and
olyps)
Blood and lymphatic Leukopenia, Thrombocytopenia, [Haemolysis*, Abnormal
system disorders [Anaemia Lymphopenia clotting factor, Red blood
cell agglutination,
Coagulopathy
Immune system Anaphylactic reaction,
disorders Hypersensitivity
[Endocrine disorders Basedow’s disease
Metabolism and Decreased appetite
nutrition disorders
Psychiatric disorders [nsomnia Depression, Anxiety,  [Abnormal dreams, Sleep
Mood swings disorder
[Nervous system Headache|Dizziness, Paraesthesia, Tremor  [Syncope
disorders Dysgeusia
Eye disorders Vision blurred Conjunctival irritation
Ear and labyrinth Tinnitus, Vertigo
disorders
Cardiac disorders Palpitation
Vascular disorders Hypertension Accelerated Haematoma
hypertension,
Hypotension, Hot
flush, Vein disorder
Respiratory, Cough, Dyspnoea, Epistaxis,
thoracic and Oropharyngeal pain | Throat irritation, Nasal
mediastinal congestion,
disorders Rhinorrhoea
Gastrointestinal [Diarrhoea, Constipation, Gastroesophageal reflux
disorders Vomiting, Nausea, | Dyspepsia, Abdominal [disease, Gingival pain
IAbdominal pain distension
[Hepatobiliary Jaundice
disorders
Skin and Rash, Pruritus, Urticaria, Erythema, [Dermatitis, Skin

depigmentation
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Musculoskeletal and
connective tissue
disorders

IArthralgia, Myalgia,

Muscle spasms, Bone
pain, Back pain, Neck
pain, Joint swelling,
Pain in extremity

Trismus

Renal and urinary
disorders

Renal impairment,
Dysuria, Haematuria

Reproductive system
and breast disorders

Spontaneous penile
erection,

Menstrual disorder

General disorders
and administration
site conditions

Pyrexia, Fatigue,
Influenza like illness

Edema, Chest
discomfort, Asthenia,
Chest pain, Infusion
site pain, Chills

[Extravasation, Infusion site
paraesthesia, Feeling hot

Investigations

Alanine

Coombs test positive®

aminotransferase
increased, Aspartate
aminotransferase
increased, Gamma-
glutamyltransferase
increased, Haematocrit
decreased,
Haemoglobin
decreased

Infusion related
reaction

Injury, poisoning
and procedural
complication

Included Studies: Asthma (C07-002), aHUS(C08-002, C08-003, C10-003, C10-004), Dermatomyositis (C99-006),
eMG (C08-001, ECU-MG-301, ECU-MG-302), Neuromyelitis Optica Spectrum Disorder (ECU-NMO-301), IMG
(C99-004, E99-004), PNH (C02-001, C04-001, C04-002, C06-002, C07-001, E02-001, E05-001, E07-001, M07-005,
X03-001, X03-001A), Psoriasis (C99-007), RA (C01-004, C97-001, C99-001, E01-004, E99-001), STEC-HUS
(C11-001), SLE (C97-002). MedDRA version 21.0.

*See paragraph Description of selected adverse reactions.

2 Abscess includes the following group of PTs: Abscess limb, Colonic abscess, Renal abscess, Subcutaneous abscess,
Tooth abscess, Hepatosplenic abscess, Perirectal abscess, Rectal abscess.

b Meningococcal infection includes the following group of PTs: Meningococcal infection, Meningococcal sepsis,
Meningitis meningococcal, Neisseria infection.

°ADRs identified in postmarketing reports

Description of selected adverse reactions

In all clinical studies, the most serious adverse reaction was meningococcal sepsis which is a common
presentation of meningococcal infections in patients treated with Soliris (see section 4.4).

Other cases of Neisseria species have been reported including sepsis with Neisseria gonorrhoeae,
Neisseria sicca/subflava, Neisseria spp unspecified.

Antibodies to Soliris were detected in 2% of patients with PNH using an ELISA assay, 3% of patients
with aHUS and 2% of patients with NMOSD using the ECL bridging format assay. In refractory gMG
placebo-controlled studies, no antidrug antibodies were observed. As with all proteins there is a potential
for immunogenicity.

Cases of haemolysis have been reported in the setting of missed or delayed Soliris dose in PNH clinical
trials (see also Section 4.4).

Cases of thrombotic microangiopathy complication have been reported in the setting of missed or delayed
Soliris dose in aHUS clinical trials (see also Section 4.4).
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Paediatric population

In children and adolescent PNH patients (aged 11 years to less than 18 years) included in the paediatric
PNH Study M07-005, the safety profile appeared similar to that observed in adult PNH patients. The most
common adverse reaction reported in paediatric patients was headache.

In paediatric aHUS patients (aged 2 months to less than 18 years) included in the aHUS studies C08-002,
C08-003, C09-001r and C10-003, the safety profile appeared similar to that observed in adult aHUS
patients. The safety profiles in the different paediatric subsets of age appear similar.

Soliris has not been studied in paediatric patients with refractory gMG or NMOSD.
Elderly population

No overall differences in safety were reported between elderly (> 65 years) and younger refractory gMG
patients (< 65 years) (see section 5.1).

Patients with other diseases

Safety Data from Other Clinical Studies

Supportive safety data were obtained in 12 completed clinical studies that included 934 patients exposed
to eculizumab in other disease populations other than PNH, aHUS, refractory gMG or NMOSD. There
was an un-vaccinated patient diagnosed with idiopathic membranous glomerulonephropathy who
experienced meningococcal meningitis. Adverse reactions reported in patients with disease other than
PNH, aHUS, refractory gMG or NMOSD were similar to those reported in patients with PNH, aHUS,
refractory gMG or NMOSD (see Table 1 above). No specific adverse reactions have emerged from these
clinical studies.

Reporting of suspected adverse reactions

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

4.9 Overdose

No case of overdose has been reported.

5.  PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Selective immunosuppressants, ATC code: LO4AA25

Soliris is a recombinant humanised monoclonal IgG4x antibody that binds to the human C5 complement
protein and inhibits the activation of terminal complement. The Soliris antibody contains human constant
regions and murine complementarity-determining regions grafted onto the human framework light- and
heavy-chain variable regions. Soliris is composed of two 448 amino acid heavy chains and two 214 amino
acid light chains and has a molecular weight of approximately 148 kDa.

Soliris is produced in a murine myeloma (NSO cell line) expression system and purified by affinity and ion

exchange chromatography. The bulk drug substance manufacturing process also includes specific viral
inactivation and removal steps.
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Mechanism of action

Eculizumab, the active ingredient in Soliris, is a terminal complement inhibitor that specifically binds to
the complement protein C5 with high affinity, thereby inhibiting its cleavage to C5a and C5b and
preventing the generation of the terminal complement complex C5b-9. Eculizumab preserves the early
components of complement activation that are essential for opsonization of microorganisms and clearance
of immune complexes.

In PNH patients, uncontrolled terminal complement activation and the resulting complement-mediated
intravascular haemolysis are blocked with Soliris treatment.

In most PNH patients, eculizumab serum concentrations of approximately 35 microgram/mL are sufficient
for essentially complete inhibition of terminal complement-mediated intravascular haemolysis.

In PNH, chronic administration of Soliris resulted in a rapid and sustained reduction in complement-
mediated haemolytic activity.

In aHUS patients, uncontrolled terminal complement activation and the resulting complement-mediated
thrombotic microangiopathy are blocked with Soliris treatment.

All patients treated with Soliris when administered as recommended demonstrated rapid and sustained
reduction in terminal complement activity. In all aHUS patients, eculizumab serum concentrations of
approximately 50 - 100 microgram/mL are sufficient for essentially complete inhibition of terminal
complement activity.

In aHUS, chronic administration of Soliris resulted in a rapid and sustained reduction in complement-
mediated thrombotic microangiopathy.

In refractory gMG patients, uncontrolled terminal complement activation causes membrane attack
complex (MAC) dependent lysis and C5a-dependent inflammation at the Neuromuscular Junction (NMJ)
leading to failure of neuromuscular transmission. Chronic administration of Soliris results in immediate,
complete, and sustained inhibition of terminal complement activity (eculizumab serum concentrations >
116 microgram/ml).

In patients with NMOSD, uncontrolled terminal complement activation caused by autoantibodies against
AQP4 leads to the formation of the MAC and C5a-dependent inflammation which results in astrocyte
necrosis and increased permeability of the blood brain barrier, as well as death of the surrounding
oligodendrocytes and neurons. Chronic administration of Soliris results in immediate, complete, and
sustained inhibition of terminal complement activity (eculizumab serum concentrations > 116
microgram/ml).

Clinical efficacy and safety

Paroxysmal Nocturnal Haemoglobinuria

The safety and efficacy of Soliris in PNH patients with haemolysis were assessed in a randomized,
double-blind, placebo-controlled 26 week study (C04-001). PNH patients were also treated with Soliris in
a single arm 52 week study (C04-002), and in a long term extension study (E05-001). Patients received
meningococcal vaccination prior to receipt of Soliris. In all studies, the dose of eculizumab was 600 mg
every 7 &+ 2 days for 4 weeks, followed by 900 mg 7 + 2 days later, then 900 mg every 14 + 2 days for the
study duration. Soliris was administered as an intravenous infusion over 25 — 45 minutes (35 minutes £+ 10
minutes). An observational non-interventional Registry in patients with PNH (M07-001) was also initiated
to characterize the natural history of PNH in untreated patients and the clinical outcomes during Soliris
treatment.

In study C04-001 (TRIUMPH) PNH patients with at least 4 transfusions in the prior 12 months, flow
cytometric confirmation of at least 10% PNH cells and platelet counts of at least 100,000/microliter were
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randomized to either Soliris (n = 43) or placebo (n = 44). Prior to randomization, all patients underwent an
initial observation period to confirm the need for RBC transfusion and to identify the haemoglobin
concentration (the "set-point") which would define each patient’s haemoglobin stabilization and
transfusion outcomes. The haemoglobin set-point was less than or equal to 9 g/dL in patients with
symptoms and was less than or equal to 7 g/dL in patients without symptoms. Primary efficacy endpoints
were haemoglobin stabilization (patients who maintained a haemoglobin concentration above the
haemoglobin set-point and avoid any RBC transfusion for the entire 26 week period) and blood
transfusion requirement. Fatigue and health-related quality of life were relevant secondary endpoints.
Haemolysis was monitored mainly by the measurement of serum LDH levels, and the proportion of PNH
RBCs was monitored by flow cytometry. Patients receiving anticoagulants and systemic corticosteroids at
baseline continued these medications. Major baseline characteristics were balanced (see Table 2).

In the non-controlled study C04-002 (SHEPHERD), PNH patients with at least one transfusion in the prior
24 months and at least 30,000 platelets/microliter received Soliris over a 52-week period. Concomitant
medications included anti-thrombotic agents in 63% of the patients and systemic corticosteroids in 40% of
the patients. Baseline characteristics are shown in Table 2.

Table 2: Patient Demographics and Characteristics in C04-001 and C04-002

C04-001 C04-002
Parameter Placebo Soliris Soliris
ete N =44 N=43 N =97
Mean Age (SD) 38.4(13.4) 42.1 (15.5) 41.1 (14.4)
Gender - Female (%) 29 (65.9) 23 (53.5) 49 (50.5)
History of Aplastic Anaemia or MDS (%) 12 (27.3) 8 (18.7) 29 (29.9)
Concomitant Anticoagulants (%) 20 (45.5) 24 (55.8) 59 (61)
Concomitant Steroids/Immunosuppressant
Treatments (%) 16 (36.4) 14 (32.6) 46 (47.4)
Discontinued treatment 10 2 1
PRBC in previous 12 months (median 18.0 (12.0,
17.0 (13.5,25.0 8.0 (4.0,24.0
(QL.Q3)) ( ) 24.0) ( )
Mean Hgb level (g/dL) at setpoint (SD) 7.7 (0.75) 7.8 (0.79) N/A
Pre-treatment LDH levels (median, U/L) 2,234.5 2,032.0 2,051.0
Free Haemoglobin at baseline (median, 46.2 40.5 34.9
mg/dL)

In TRIUMPH, study patients treated with Soliris had significantly reduced (p< 0.001) haemolysis
resulting in improvements in anaemia as indicated by increased haemoglobin stabilization and reduced
need for RBC transfusions compared to placebo treated patients (see Table 3). These effects were seen
among patients within each of the three pre-study RBC transfusion strata (4 - 14 units; 15 - 25 units;

> 25 units). After 3 weeks of Soliris treatment, patients reported less fatigue and improved health-related
quality of life. Because of the study sample size and duration, the effects of Soliris on thrombotic events
could not be determined. In SHEPHERD study, 96 of the 97 enrolled patients completed the study (one
patient died following a thrombotic event). A reduction in intravascular haemolysis as measured by serum
LDH levels was sustained for the treatment period and resulted in increased transfusion avoidance, a
reduced need for RBC transfusion and less fatigue. See Table 3.
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Table 3: Efficacy Outcomes in C04-001 and C04-002

C04-001 C04-002*

Placebo Soliris Soliris

N = 44 N =43 P - Value N =97 P - Value
Percentage of patients with
stabilized Haemoglobin levels 0 49 <0.001 N/A
at end of study
PRBC transfuse@ during 10 0 <0.001 0 <0.001
treatment (median)
Transfusw{)l Avoidance during 0 51 <0.001 5] <0.001
treatment (%)
LDH levels at end of study
(median, U/L) 2,167 239 <0.001 269 <0.001
LDH AUC at end of study
(median, U/L x Day) 411,822 58,587 <0.001 -632,264 <0.001
Free Haemoglobin at end of
study (median, me/dL) 62 5 <0.001 5 <0.001
FACIT-Fatigue (effect size) 1.12 <0.001 1.14 <0.001

* Results from study C04-002 refer to pre- versus post-treatment comparisons.

From the 195 patients that originated in C04-001, C04-002 and other initial studies, Soliris-treated PNH
patients were enrolled in a long term extension study (E05-001). All patients sustained a reduction in
intravascular haemolysis over a total Soliris exposure time ranging from 10 to 54 months. There were
fewer thrombotic events with Soliris treatment than during the same period of time prior to treatment.
However, this finding was shown in non-controlled clinical trials.

The PNH registry (M07-001) was used to evaluate the efficacy of Soliris in PNH patients with no history
of RBC transfusion. These patients had high disease activity as defined by elevated haemolysis (LDH
>1.5x ULN) and the presence of related clinical symptom(s): fatigue, haemoglobinuria, abdominal pain,
shortness of breath (dyspnoea), anaemia (haemoglobin <100 g/L), major adverse vascular event (including
thrombosis), dysphagia, or erectile dysfunction.

In the PNH Registry, patients treated with Soliris were observed to have a reduction in haemolysis and
associated symptoms. At 6 months, patients treated with Soliris with no history of RBC transfusion had
significantly (p<0.001) reduced LDH levels (median LDH of 305 U/L; Table 4). Furthermore, 74% of the
patients without a history of transfusion and treated with Soliris experienced clinically meaningful
improvements in FACIT-Fatigue score (i.e., increase by 4 points or more) and 84% in EORTC fatigue
score (i.e., decrease by 10 points or more).
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Table 4: Efficacy Outcomes (LDH level and FACIT-Fatigue) in Patients with PNH with No History
of Transfusion in M07-001

MO07-001
Parameter Soliris
No transfusion

LDH level at baseline N=43
(median , U/L) 1447
LDH level at 6 months N=36
(median, U/L) 305
FACIT-Fatigue score at baseline N=25
(median) 32
FACIT-Fatigue score at last available N=31
assessment (median) 44

FACIT-Fatigue is measured on a scale of 0-52, with higher values indicating less fatigue
Atypical Haemolytic Uremic Syndrome

Data from 100 patients in four prospective controlled studies, three in adult and adolescent patients (C08-
002A/B C08-003A/B, C10-004) one in paediatric and adolescent patients (C10-003 ) and 30 patients in
one retrospective study (C09-001r) were used to evaluate the efficacy of Soliris in the treatment of aHUS.

Study C08-002A/B was a prospective, controlled, open-label study which accrued patients in the early
phase of aHUS with evidence of clinical thrombotic microangiopathy manifestations with platelet count <
150 x 10%/L despite PE/PI, and LDH and serum creatinine above upper limits of normal.

Study C08-003A/B was a prospective, controlled, open-label study which accrued patients with longer
term aHUS without apparent evidence of clinical thrombotic microangiopathy manifestations and
receiving chronic PE/PI (>1 PE/PI treatment every two weeks and no more than 3 PE/PI treatments/week
for at least 8 weeks before the first dose). Patients in both prospective studies were treated with Soliris for
26 weeks and most patients enrolled into a long-term, open-label extension study. All patients enrolled in
both prospective studies had an ADAMTS-13 level above 5%.

Patients received meningococcal vaccination prior to receipt of Soliris or received prophylactic treatment
with appropriate antibiotics until 2 weeks after vaccination. In all studies, the dose of Soliris in adult and
adolescent aHUS patients was 900 mg every 7 + 2 days for 4 weeks, followed by 1,200 mg 7 £ 2 days
later, then 1,200 mg every 14 £ 2 days for the study duration. Soliris was administered as an intravenous
infusion over 35 minutes. The dosing regimen in paediatric patients and adolescents weighing less than
40 kg was defined based on a pharmacokinetic (PK) simulation that identified the recommended dose and
schedule based on body weight (see section 4.2).

Primary endpoints included platelet count change from baseline in study C08-002A/B and thrombotic
microangiopathy (TMA) event-free status in study C08-003A/B. Additional endpoints included TMA
intervention rate, haematologic normalization, complete TMA response, changes in LDH, renal function
and quality of life. TMA-event free status was defined as the absence for at least 12 weeks of the
following: decrease in platelet count of > 25% from baseline, PE/PI, and new dialysis. TMA interventions
were defined as PE/PI or new dialysis. Haematologic normalization was defined as normalization of
platelet counts and LDH levels sustained for >2 consecutive measurements for >4 weeks. Complete TMA
response was defined as haematologic normalization and a >25% reduction in serum creatinine sustained
in > 2 consecutive measurements for > 4 weeks.

Baseline characteristics are shown in Table 5.
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Table 5: Patient Demographics and Characteristics in C08-002A/B and C08-003A/B

Parameter C08-002A/B C08-003A/B
Soliris Soliris
N=17 N=20

Time from first diagnosis until screening in months, 10 (0.26, 236) 48 (0.66, 286)

median (min, max)

Time from current clinical TMA manifestation until <1(<1,4) 9 (1, 45)

screening in months, median (min, max)

Number of PE/PI sessions for current clinical TMA 17 (2, 37) 62 (20, 230)

manifestation, median (min, max)

Number of PE/PI sessions in 7 days prior to first dose 6(0,7) 2(1,3)

of eculizumab, median (min, max)

Baseline platelet count (x 10°/L), mean (SD) 109 (32) 228 (78)

Baseline LDH (U/L), mean (SD) 323 (138) 223 (70)

Patients without identified mutation, n (%) 4 (24) 6 (30)

Patients in aHUS Study C08-002 A/B received Soliris for a minimum of 26 weeks. After completion of
the initial 26-week treatment period, most patients continued to receive Soliris by enrolling into an
extension study. In aHUS Study C08-002A/B, the median duration of Soliris therapy was
approximately100 weeks (range: 2 weeks to 145 weeks).

A reduction in terminal complement activity and an increase in platelet count relative to baseline were
observed after commencement of Soliris. Reduction in terminal complement activity was observed in all
patients after commencement of Soliris. Table 6 summarizes the efficacy results for aHUS Study CO08-
002A/B. All rates of efficacy endpoints improved or were maintained through 2 years of treatment.
Complete TMA response was maintained by all responders. When treatment was continued for more than
26 weeks, two additional patients achieved and maintained Complete TMA response due to normalization
of LDH (1 patient) and a decrease in serum creatinine (2 patients).

Renal function, as measured by eGFR, was improved and maintained during Soliris therapy. Four of the
five patients who required dialysis at study entry were able to discontinue dialysis for the duration of
Soliris treatment, and one patient developed a new dialysis requirement. Patients reported improved
health-related quality of life (QoL).

In aHUS Study C08-002A/B, responses to Soliris were similar in patients with and without identified
mutations in genes encoding complement regulatory factor proteins.

Patients in aHUS study C08-003A/B received Soliris for a minimum of 26 weeks. After completion of the
initial 26-week treatment period, most patients continued to receive Soliris by enrolling into an extension
study. In aHUS Study C08-003A/B, the median duration of Soliris therapy was approximately 114 weeks
(range: 26 to 129 weeks). Table 6 summarizes the efficacy results for aHUS Study C08-003A/B.

In aHUS Study C08-003A/B, responses to Soliris were similar in patients with and without identified
mutations in genes encoding complement regulatory factor proteins. Reduction in terminal complement
activity was observed in all patients after commencement of Soliris. All rates of efficacy endpoints
improved or were maintained through 2 years of treatment. Complete TMA response was maintained by
all responders. When treatment was continued for more than 26 weeks, six additional patients achieved
and maintained Complete TMA response due to a decrease in serum creatinine. No patient required new
dialysis with Soliris. Renal function, as measured by median eGFR, increased during Soliris therapy.
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Table 6: Efficacy Outcomes in Prospective aHUS Studies C08-002A/B and C08-003A/B

C08-002A/B C08-003A/B
N=17 N=20
At 26 weeks | At2years' | At 26 weeks | At 2 years!

Normalization of platelet count
All patients, n (%) 14 (82) 15 (88) 18 (90) 18 (90)
(95% CI) (57-96) (64-99) (68-99) (68-99)
Patients with abnormal baseline, n/n 13/15 (87) 13/15 (87) 1/3 (33) 1/3 (33)
(%0)
TMA event-free status, n (%) (95% 15 (88) 15 (88) 16 (80) 19 (95)
CI) (64-99) (64-99) (56-94) (75-99)
TMA intervention rate

Daily pre-eculizumab rate, 0.88 0.88 0.23 0.23

median (min, max) (0.04,1.59) | (0.04,1.59) | (0.05,1.09) | (0.05,1.09)

Daily during-eculizumab rate,

median (min, max) 0(0,0.31) 0(0,0.31) 0 0

P-value

P<0.0001 P<0.0001 P <0.0001 P<0.0001

CKD improvement by >1 stage, 10 (59) 12 (71) 7 (35) 12 (60)
n (%) (95% CI) (33-82) (44-90) (15-59) (36-81)
eGFR change mL/min/1.73 m?: 20 (-1, 98) 28 (3, 82) 5 (-1, 20) 11 (-42, 30)
median (range)
eGFR improvement >15 8(47) 10 (59) 1(5) 8 (40)
mL/min/1.73 m?, n (%) (95% CI) (23-72) (33-82) (0-25) (19-64)
Change in Hgb > 20g/L, n (%) (95% 11 (65) 13 (76) 9 (45) 13 (65)
CD) (38-86)° (50-93) (23-68)° (41-85)
Haematologic normalization, n (%) 13 (76) 15 (88) 18 (90) 18 (90)
(95% CI) (50-93) (64-99) (68-99) (68-99)
Complete TMA response, n (%) 11(65) 13(76) 5(25) 11(55)
(95% CI) (38-86) (50-93) (9-49) (32-77)

! At data cut off (20 April 2012)

2 Study C08-002: 3 patients received ESA which was discontinued after eculizumab initiation
3 Study C08-003: 8 patients received ESA which was discontinued in 3 of them during eculizumab therapy

aHUS Study C10-004 enrolled 41 patients who displayed signs of thrombotic microangiopathy (TMA). In

order to qualify for enrolment, patients were required to have a platelet count < lower limit of normal

range (LLN), evidence of haemolysis such as an elevation in serum LDH, and serum creatinine above the
upper limits of normal, without the need for chronic dialysis. The median patient age was 35 (range: 18 to

80 years). All patients enrolled in aHUS Study C10-004 had an ADAMTS-13 level above 5%. Fifty-one
percent of patients had an identified complement regulatory factor mutation or auto-antibody. A total of

35 patients received PE/PI prior to eculizumab. Table 7 summarizes the key baseline clinical and disease-

related characteristics of patients enrolled in aHUS C10-004.
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Table 7: Baseline Characteristics of Patients Enrolled in aHUS Study C10-004

aHUS Study C10-004
N=41

Parameter

Time from aHUS diagnosis to first study dose (months),

median ( min, max) 0.79 (0.03, 311)

Time from current clinical TMA manifestation until first study

dose (months), median ( min, max) 0.52(0.03, 19)

Baseline platelet count (x 10°/L), median (, min, max ) 125 (16, 332)
Baseline LDH (U/L), median (, min, max) 375 (131, 3318)
Baseline eGFR (mL/min/1.73m?), median (min, max) 10 (6, 53)

Patients in aHUS Study C10-004 received Soliris for a minimum of 26 weeks. After completion of the
initial 26-week treatment period, most patients elected to continue on chronic dosing.

Reduction in terminal complement activity and an increase in platelet count relative to baseline were
observed after commencement of Soliris. Soliris reduced signs of complement-mediated TMA activity, as
shown by an increase in mean platelet counts from baseline to 26 weeks. In aHUS C10-004, mean (£SD)
platelet count increased from 119 + 66 x10%/L at baseline to 200 + 84 x10°/L by one week; this effect was
maintained through 26 weeks (mean platelet count (+SD) at week 26: 252 + 70 x10%/L). Renal function, as
measured by eGFR, was improved during Soliris therapy. Twenty of the 24 patients who required dialysis
at baseline were able to discontinue dialysis during Soliris treatment. Table 8 summarizes the efficacy
results for aHUS study C10-004.

Table 8: Efficacy Outcomes in Prospective aHUS Study C10-004

aHUS Study C10-004
Efficacy Parameter (N=41)
At 26-weeks
Change in platelet count through week 26 (10%/L) 111 (-122, 362)
Hematologic Normalization, n (%) 36 (88)
Median duration of hematologic normalization, weeks (range) 46 (10, 74)
Complete TMA response, n (%) 23 (56)
Median duration of complete TMA response, weeks (range) 42 (6, 74)
TMA Event-free Status, n (%) 37(90)
95% CI 77,91
Daily TMA Intervention Rate, median (range)
Before eculizumab 0.63 (0, 1.38)
On eculizumab treatment 0 (0, 0.58)

! Through data cut-off (September 4, 2012), with median duration of Soliris therapy of 50 weeks (range: 13
weeks to 86 weeks).
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Longer term treatment with Soliris (median 52 weeks ranging from 15 to 126 weeks) was associated with
an increased rate of clinically meaningful improvements in adult patients with aHUS. When Soliris
treatment was continued for more than 26 weeks, three additional patients (63% of patients in total)
achieved Complete TMA response and four additional patients (98% of patients in total) achieved
hematologic normalization. At the last evaluation, 25 of 41 patients (61%) achieved eGFR improvement
of > 15 mL/min/1.73 m? from baseline.

Refractory Generalized Myasthenia Gravis

Data from 139 patients in two prospective controlled studies (Studies C08-001 and ECU-MG-301), and
one open-label extension trial (Study ECU-MG-302) were used to evaluate the efficacy of Soliris in the
treatment of patients with refractory gMG.

Study ECU-MG-301 (REGAIN) was a 26-week double-blind, randomized, placebo-controlled, multi-
center Phase 3 study of Soliris in patients who had failed previous therapies and remain symptomatic. One
hundred and eighteen (118) of the 125 (94%) patients completed the 26-week treatment period and

117 (94%) patients subsequently enrolled in Study ECU-MG-302, an open-label, multi-center long-term
safety and efficacy extension study in which all patients received Soliris treatment.

In Study ECU-MG-301, gMG patients with a positive serologic test for anti-AChR antibodies, MGFA
(Myasthenia Gravis Foundation of America) clinical classification class II to IV and MG-ADL total score
>6 were randomized to either Soliris (n = 62) or placebo (n = 63). All patients included in the trial were
refractory gMG patients and met the following predefined criteria:

1) Failed treatment for at least one year with 2 or more immunosuppressant therapies (either in
combination or as monotherapy), ie, patients continued to have impairment in activities of daily living
despite immunosuppressant therapies

OR

2) Failed at least one immunosuppressant therapy and required chronic plasma exchange or IVIg to
control symptoms, ie, patients require PE or IVIg on a regular basis for the management of muscle
weakness at least every 3 months over previous 12 months.

Patients received meningococcal vaccination prior to initiating treatment with Soliris or received
prophylactic treatment with appropriate antibiotics until 2 weeks after vaccination. In Studies ECU-MG-
301 and ECU-MG-302, the dose of Soliris in adult refractory gMG patients was 900 mg every 7 £+ 2 days
for 4 weeks, followed by 1200 mg at Week 5+ 2 days, then 1,200 mg every 14 = 2 days for the study
duration. Soliris was administered as an intravenous infusion over 35 minutes.

Table 9 presents the baseline characteristics of the refractory gMG patients enrolled in Study ECU-MG-
301.
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Table 9:  Patient Demographic and Characteristics in Study ECU-MG-301

Soliris (n=62) Placebo (n=63)
Age at MG Diagnosis (years),
Mean (min, max) 38.0 (5.9, 70.8) 38.1 (7.7, 78.0)
Female, n (%) 41 (66.1) 41 (65.1)
Duration of MG (years),
Mean (min, max) 9.9 (1.3,29.7) 9.2 (1.0, 33.8)
Baseline MG-ADL Score
Mean (SD) 10.5 (3.06) 9.9 (2.58)
Median 10.0 9.0
Baseline QMG Score
Mean (SD) 17.3 (5.10) 16.9 (5.56)
Median 17.0 16.0
>3 Prior Immunosuppressive Therapies*
since diagnosis, n (%) 31(30.0) 34 (54.0)
Number of patients with prior exacerbations
since diagnosis, n (%) 46 (74.2) >2(82.5)
Number of patients with prior MG crisis
since diagnosis, n (%) 13(21.0) 10(15.9)
Any prior ventilator support since diagnosis,
n (%) 15(24.2) 14 (22.2)
Any prior intubation since diagnosis (MGFA
class V), n (%) 11(17.7) 9(14.3)

* Immunosuppressant’s included, but are not limited to, corticosteroids, azathioprine, mycophenolate, methotrexate ,
cyclosporine, tacrolimus, or cyclophosphamide.

The primary endpoint for Study ECU-MG-301 was the change from baseline in the MG Activities of
Daily Living Profile (MG-ADL — a patient reported outcome measure validated in gMG) total score at
Week 26. The primary analysis of the MG-ADL was a Worst-Rank ANCOVA with a mean rank of 56.6
for Soliris and 68.3 for placebo, based on 125 study patients (p=0.0698).

The key secondary endpoint was the change from baseline in the Quantitative MG Scoring System (QMG
— a physician reported outcome measure validated in gMG) total score at Week 26. The primary analysis
of the QMG was a Worst-Rank ANCOVA with a mean rank of 54.7 for Soliris and 70.7 for placebo,
based on 125 study patients (p=0.0129).

Efficacy outcomes for the pre-specified repeated measures analyses of the primary and secondary
endpoints are provided in Table 10.
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Table 10: ECU-MG-301 Efficacy Outcomes Change from Baseline to Week 26
Efficacy Soliris Placebo Soliris change p-value (using
Endpoints: Total (n=62) (n=63) relative to placebo repeated measures
score change (SEM) (SEM) — LS Mean analysis)
from baseline at Difference (95%
Week 26 CD
MG-ADL -4.2 (0.49) -2.3(0.48) -1.9 0.0058
(-3.3,-0.6)
QMG -4.6 (0.60) -1.6 (0.59) -3.0 0.0006
(-4.6,-1.3)
MGC -8.1 (0.96) -4.8 (0.94) -3.4 0.0134
(-6.0,-0.7)
MG-QoL-15 -12.6 (1.52) -5.4 (1.49) -7.2 0.0010
(-11.5,-3.0)

SEM= Standard Error of the Mean CI= Confidence Interval, MGC= Myasthenia Gravis Composite, MG-QoL15=
Myasthenia Gravis Qualtiy of Life 15

In Study ECU-MG-301, a clinical responder in the MG-ADL total score was defined as having at least a
3-point improvement. The proportion of clinical responders at Week 26 with no rescue therapy was 59.7%
on Soliris compared with 39.7% on placebo (p=0.0229).

In Study ECU-MG-301, a clinical responder in the QMG total score was defined as having at least a 5-point
improvement. The proportion of clinical responders at Week 26 with no rescue therapy was 45.2% on Soliris
compared with 19% on placebo (p=0.0018).

Table 11 presents an overview of the patients reporting clinical deterioration and patients requiring rescue
therapy over the 26 weeks.

Table 11:  Clinical deterioration and rescue therapy in ECU-MG-301
Variable Statistic | Placebo Soliris
(N=63) (N=62)
Total number of patients reporting clinical deterioration | n (%) 15(23.8) 6 (9.7
Total number of patients requiring rescue therapy n (%) 12 (19.0) 6 (9.7)

Of the 125 patients enrolled in ECU-MG-301, 117 patients subsequently enrolled in a long-term extension
study (Study ECU-MG-302), in which all received Soliris.. Patients that were previously treated with Soliris
in Study ECU-MG-301 continued to demonstrate a sustained effect of Soliris on all measures (MG-ADL,
QMG, MGC and MG-QoL15) over an additional 130 weeks of treatment with eculizumab in Study ECU-
MG-302. For patients who received placebo in Study ECU-MG-301 (placebo/eculizumab arm of Study
ECU-MG-302), improvement occurred after initiating treatment with eculizumab and was maintained for
more than 130 weeks in Study ECU-MG-302. Figure 1 presents the change from baseline in both MG-ADL
(A) and QMG (B) after 26 weeks of treatment in Study ECU-MG-301 and after 130 weeks of treatment (n
= 80 patients) in Study ECU-MG-302.
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Figure 1: Mean changes from baseline in MG-ADL (1A) and QMG (1B) over Studies ECU-MG-301 and
ECU-MG-302

In Study ECU-MG-302, physicians had the option to adjust background immunosuppressant therapies. In
this setting, 65.0% of patients decreased their daily dose of at least 1 immunosuppressive therapy (IST);
43.6% of patients stopped an existing IST. The most common reason for change in IST therapy was
improvement in MG symptoms.

Twenty-two (22) (17.6%) elderly refractory gMG patients (> 65 years of age) were treated with Soliris in
the clinical trials. No substantial differences were seen in safety and efficacy related to age.

Neuromyelitis Optica Spectrum Disorder

Data from 143 patients in one controlled study (Study ECU-NMO-301) and from 119 patients who
continued in one open-label extension trial (Study ECU-NMO-302) were used to evaluate the efficacy and
safety of Soliris in the treatment of patients with NMOSD.

Study ECU-NMO-301 was a double-blind, randomized, placebo-controlled, multi-center, Phase 3 study of
Soliris in patients with NMOSD.

In Study ECU-NMO-301, patients with NMOSD with a positive serologic test for anti-AQP4 antibodies, a
history of at least 2 relapses in last 12 months or 3 relapses in the last 24 months with at least 1 relapse in
the 12 months prior to screening and an Expanded Disability Status Scale (EDSS) score <7, were
randomized 2:1 to either Soliris (n = 96) or placebo (n = 47). Patients were permitted to receive
background immunosuppressant therapies at stable dose during the study, with the exclusion of rituximab
and mitoxantrone.
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Patients either received meningococcal vaccination at least 2 weeks prior to initiating treatment with
Soliris or received prophylactic treatment with appropriate antibiotics until 2 weeks after vaccination. In
the eculizumab NMOSD clinical development program, the dose of Soliris in adult patients with NMOSD
was 900 mg every 7 £ 2 days for 4 weeks, followed by 1200 mg at Week 5 = 2 days, then 1200 mg every
14 + 2 days for the study duration. Soliris was administered as an intravenous infusion over 35 minutes.

The majority (90.9%) of patients were female. Approximately half were White (49.0%). The median age

at first dose of study drug was 45 years.

Table 12:  Patient Disease History and Baseline Characteristics in Study ECU-NMO-301

Variable Statistic Placebo Eculizumab Total
(N =47) (N =96) (N =143)
NMOSD History
Age at NMOSD Initial | Mean (SD) 38.5(14.98) 35.8 (14.03) 36.6 (14.35)
Clinical Presentation Median 38.0 35.5 36.0
(years) Min, Max 12,73 5, 66 5,73
Time from NMOSD Mean (SD) 6.601 (6.5863) 8.156 (8.5792) 7.645 (7.9894)
initial clinical Median 3.760 5.030 4.800
presentation to first
dose of study drug Min, Max 0.51,29.10 0.41, 44.85 0.41, 44.85
(years)
Historical Annualized | Mean (SD) 2.07 (1.037) 1.94 (0.896) 1.99 (0.943)
Relapse Rate within Median 1.92 1.85 1.92
24 months prior to .
. Min, Max 1.0,6.4 1.0, 5.7 1.0,6.4
Screening
Baseline characteristics
Baseline EDSS score Mean (SD) 4.26 (1.510) 4.15 (1.646) 4.18 (1.598)
Median 4.00 4.00 4.00
Min, Max 1.0, 6.5 1.0,7.0 1.0,7.0
anselﬁgeusage at n (%) 13 (27.7) 21 (21.9) 34 (23.8)

Abbreviations: ARR = adjudicated relapse rate; EDSS = Expanded Disability Status Scale; IST = immunosupressant
therapy; Max = maximum; Min = minimum; NMOSD = neuromyelitis optica spectrum disorder; SD = standard

deviation.

The primary endpoint for Study ECU-NMO-301 was the time to first on-trial relapse as adjudicated by an

independent committee who were blinded to treatment. A significant effect on the time to first adjudicated
On-trial Relapse was observed for eculizumab compared with placebo (relative risk reduction 94%; hazard
ratio 0.058; p<0.0001) (Figure 2). Soliris-treated patients experienced similar improvement in time to first

adjudicated on-trial relapse with or without concomitant IST treatment.
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Figure 2: Kaplan-Meier Survival Estimates for Time to First Adjudicated On-Trial Relapse in
Study ECU-NMO-301 — Full Analysis Set

Note: Patients who did not experience an adjudicated On-trial Relapse were censored at the end of the Study Period.
Stratified analyses are based on four randomization strata:

(1) low EDSS at randomization (<=2.0), (ii) high EDSS (>=2.5 to <=7) and treatment naive at randomization, (iii) high
EDSS (>=2.5 to <=7) and continuing on the same IST(s) since last relapse at randomization, (iv) high EDSS (>=2.5
to <=7) and changes in IST(s) since last relapse at randomization.

1 Based on the Kaplan-Meier product limit method.

2 Based on the complementary log-log transformation.

3 Based on a stratified log-rank test.

4 Based on a stratified Cox proportional hazards model.

5 Wald confidence interval.

Abbreviations: CI = confidence interval; EDSS = Expanded Disability Status Scale; IST = immunosuppressive therapy

The adjudicated on-trial annualized relapse rate (ARR) ratio (95% CI) for eculizumab compared with
placebo was 0.045 (0.013, 0.151), representing a 95.5% relative reduction in adjudicated On-trial ARR for
patients treated with eculizumab compared with placebo (p<0.0001) (Table 13).

Table 13: Adjudicated On-trial Annualized Relapse Rate in Study ECU-NMO-301 — Full Analysis
Set
Variable Statistic g\lla:e:);; Ec(;lliugrz)a b
Total number of relapses Sum 21 3
Tot‘aﬂ number of patient-years in study N 5241 171.32
period
Rate 0.350 0.016
Adj judi ARR?
djusted adjudicated 95% CI 0.199,0.616 | 0.005,0.050
Rate ratio
: .04
(eculizumab/placebo) 0.045
Treatment effect* 95% CI 0.013,0.151
p-value <0.0001

2 Based on a Poisson regression adjusted for randomization strata and historical ARR in 24 months

prior to Screening.

Abbreviations: ARR = annualized relapse rate; CI = confidence interval.
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Compared to placebo-treated patients, Soliris-treated patients had reduced annualized rates of
hospitalizations (0.04 for Soliris versus 0.31 for placebo), of intravenous corticosteroid administrations to
treat acute relapses (0.07 for Soliris versus 0.42 for placebo), and of plasma exchange treatments (0.02 for
Soliris versus 0.19 for placebo).

The distribution of changes from Baseline to End of Study on other secondary endpoints favored
eculizumab treatment over placebo across all neurologic disability (EDSS score [p=0.0597] and mRS
[nominal p=0.0154]), functional disability (HAI [nominal p=0.0002]) and quality of life (EQ-5D VAS
[nominal p=0.0309] and EQ-5D Index [nominal p= 0.0077]) measures.

The final analysis of Study ECU-NMO-302 demonstrates a significant and clinically meaningful reduction
in On-trial ARR (as determined by the Treating Physician) on eculizumab treatment, based on the median
(min, max) change (-1.825 [-6.38, 1.02], p<0.0001) from historical ARR (24 months prior to screening in
Study ECU-NMO-301).

In Study ECU-NMO-302, physicians had the option to adjust background immunosuppressant therapies. In
this setting, the most common change in immunosuppressant therapy was decreased immunosuppressant
therapy dose, which occurred in 21.0% of patients. Further, 15.1% of patients stopped an existing IST.

Soliris (eculizumab) has not been studied for the treatment of acute relapses in NMOSD patients.

Paediatric population

Paroxysmal Nocturnal Haemoglobinuria

A total of 7 PNH paediatric patients, with a median weight of 57.2 kg (range of 48.6 to 69.8 kg) and aged
from 11 to 17 years (median age : 15.6 years), received Soliris in study M07-005.

Treatment with eculizumab at the proposed dosing regimen in the paediatric population was associated
with a reduction of intravascular haemolysis as measured by serum LDH level. It also resulted in a marked
decrease or elimination of blood transfusions, and a trend towards an overall improvement in general
function. The efficacy of eculizumab treatment in paediatric PNH patients appears to be consistent with
that observed in adult PNH patients enrolled in PNH pivotal Studies (C04-001 and C04-002) (Table 3 and
14).

Table 14: Efficacy Outcomes in Paediatric PNH Study M07-005

P — Value
Mean (SD) Wilcoxon Signed Paired t-test
Rank
Change from baseline at 12 weeks of LDH =771 (914) 0.0156 0.0336
Value (U/L)
LDH AUC -60,634 0.0156 0.0350
(U/L x Day) (72,916)
Change from baseline at 12 weeks in
Plasma Free Haemoglobin (mg/dL) -10.321.13) 0.2188 0.1232
Change from baseline Type III RBC clone
size (Percent of aberrant cells) 1.80(358.1)
Change from baseline at 12 weeks of
PedsQL™4.0 Generic Core scale (patients) 10.5 (6.66) 0.1250 0.0256
Change from baseline at 12 weeks of
PedsQL™4.0 Generic Core scale (parents) 11.3(8.5) 0.2500 0.0737
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Change from baseline at 12 weeks of
PedsQL™ Multidimensional Fatigue 0.8 (21.39) 0.6250 0.4687
(patients)

Change from baseline at 12 weeks of
PedsQL™ Multidimensional Fatigue 5.5(0.71) 0.5000 0.0289
(parents)

Atypical Haemolytic Uremic Syndrome

A total of 15 paediatric patients (aged 2 months to 12 years) received Soliris in aHUS Study C09-001r.
Forty seven percent of patients had an identified complement regulatory factor mutation or auto-antibody.
The median time from aHUS diagnosis to first dose of Soliris was 14 months (range <1, 110 months). The
median time from current thrombotic microangiopathy manifestation to first dose of Soliris was 1 month
(range <1 to 16 months). The median duration of Soliris therapy was 16 weeks (range 4 to 70 weeks) for
children < 2 years of age (n=5) and 31 weeks (range 19 to 63 weeks) for children 2 to <12 years of age
(n=10).

Overall, the efficacy results for these paediatric patients appeared consistent with what was observed in
patients enrolled in aHUS pivotal Studies C08-002 and C08-003 (Table 6). No paediatric patient required
new dialysis during treatment with Soliris.

Table 15: Efficacy Results in Paediatric Patients Enrolled in aHUS C09-001r

<2 years 2 to <12 years <12 years
Efficacy Parameter (n=5) (n=10) (n=15)
Patients with platelet count 4 (80) 10 (100) 14 (93)
normalization, n (%)
Complete TMA response, n (%) 2 (40) 5(50) 7 (50)
Daily TMA intervention rate,
median (range)
Before eculizumab 1(0,2) <1 (0.07, 1.46) <1(0,2)
On eculizumab treatment <1(0,<1) 0(0,<1) 0 (0, <1)
Patients with eGFR improvement 2 (40) 6 (60) 8 (53)
>15 mL/min/1.73 m?, n (%)

In paediatric patients with shorter duration of current severe clinical thrombotic microangiopathy (TMA)
manifestation prior to eculizumab, there was TMA control and improvement of renal function with
eculizumab treatment (Table 15).

In paediatric patients with longer duration of current severe clinical TMA manifestation prior to
eculizumab, there was TMA control with eculizumab treatment. However, renal function was not
changed due to prior irreversible kidney damage (Table 16).

Table 16: Efficacy Outcomes in Paediatric Patients in Study C09-001r according to duration of
current severe clinical thrombotic microangiopathy (TMA) manifestation

Duration of current severe
clinical TMA manifestation
< 2 months >2 months
N=10 (%) N=5 (%)
Platelet count normalization 9 (90) 5(100)
TMA event-free status 8 (80) 3 (60)
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Complete TMA response 7 (70) 0
¢GFR improvement > 15 mL/min/1.73m? 7 (70) 0*
*One patient achieved eGFR improvement after renal transplant

A total of 22 paediatric and adolescents patients (aged 5 months to 17 years) received Soliris in
aHUS Study C10-003.

In Study C10-003, patients who enrolled in the study were required to have a platelet count < lower limit
of normal range (LLN), evidence of haemolysis such as an elevation in serum LDH above the upper limits
of normal and serum creatinine level >97 percentile for age without the need for chronic dialysis. The
median patient age was 6.5 years (range: 5 months to 17 years). Patients enrolled in aHUS C10-003 had
an ADAMTS-13 level above 5%. Fifty percent of patients had an identified complement regulatory factor
mutation or auto-antibody. A total of 10 patients received PE/PI prior to eculizumab. Table 17 summarizes
the key baseline clinical and disease-related characteristics of patients enrolled in aHUS Study C10-003.

Table 17: Baseline Characteristics of Paediatric and Adolescents Patients Enrolled in aHUS Study
C10-003

1 month to <12 years All Patients
Parameter (N=18) (N=22)

Time from aHUS d1z.1gn051s until first study dose 0.51 (0.03, 58) 0.56 (0.03.191)
(months) median (min, max )
Time from current clinical TMA manifestation
until first study dose (months), median ( min, 0.23(0.03, 4) 0.20 (0.03, 4)
max)

. 5 . .
Baseline platelet count (x 10°/L), median ( min, 110 (19, 146) 91 (19,146)
max)
Baseline LDH (U/L) median (min, max ) 1510 (282, 7164) 1244 (282, 7164)

. . 5 . .
r]iz;ie)hne e¢GFR (mL/min/1.73 m*), median (min, 22 (10, 105) 22(10, 105)

Patients in aHUS C10-003 received Soliris for a minimum of 26 weeks. After completion of the initial 26-
week treatment period, most patients elected to continue on chronic dosing. Reduction in terminal
complement activity was observed in all patients after commencement of Soliris. Soliris reduced signs of
complement-mediated TMA activity, as shown by an increase in mean platelet counts from baseline to 26
weeks. The mean (£SD) platelet count increased from 88 = 42 x10°/L at baseline to 281 + 123 x10°/L by
one week; this effect was maintained through 26 weeks (mean platelet count (=SD) at week 26: 293 + 106
x10%/L). Renal function, as measured by eGFR, was improved during Soliris therapy. Nine of the 11
patients who required dialysis at baseline no longer required dialysis after Study Day 15 of eculizumab
treatment. Responses were similar across all ages from 5 months to 17 years of age. In aHUS C10-003,
responses to Soliris were similar in patients with and without identified mutations in genes encoding
complement regulatory factor proteins or auto-antibodies to factor H.

Table 18 summarizes the efficacy results for aHUS C10-003.
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Table 18:  Efficacy Outcomes in Prospective aHUS Study C10-003
1 month to <12 years All Patients
Efficacy Parameter (N=18) (N =22)
At 26-weeks At 26-weeks
Complete Hematologic Normalization, n (%) 14 (78) 18 (82)
Median Duration of complete hematologic 35 (13, 78) 35 (13, 78)
normalization, weeks (range) ' ’ ’
0
Complete TMA response, n (%) 11 (61 14 (64)
Median Duratllon of complete TMA response, 40 (13, 78) 37(13,78)
weeks (range)
TMA Event-Free Status, n (%) 17 (94) 21 (96)
95% CI NA 77; 99
Daily TMA Intervention rate, median (range) 0.4(0,1.7)
Before eculizumab treatment, median NA DR
) ) NA 0 (0, 1.01)
On eculizumab treatment, median
eGFR improvement >15 mL/min/ 1.73*m? n (%) 16 (89) 19 (86)
Change in eGFR (>15 mL/min/1.73°m?) at 26
weeks, median (range) 64 (0,146) 58(0, 146)
CKD improvement by >1 stage, n (%) 14/16 (88) 17/20 (85)
PE/PI Event-Free Status, n (%) 16 (89) 20 (91)
New Dialysis Event-Free Status, n (%) 18 (100) 22 (100)
95% CI NA 85;100

! Through data cut-off (October 12, 2012), with median duration of Soliris therapy of 44 weeks (range: 1 dose to 88
weeks).

Longer term treatment with Soliris (median 55 weeks ranging from 1day to 107 weeks) was associated
with an increased rate of clinically meaningful improvements in paediatric and adolescent patients with
aHUS. When Soliris treatment was continued for more than 26 weeks, one additional patient (68% of
patients in total) achieved Complete TMA Response and two additional patients (91% of patients in total)
achieved hematologic normalization. At the last evaluation, 19 of 22 patients (86%) achieved eGFR
improvement of = 15 mL/min/1.73 m? from baseline. No patient required new dialysis with Soliris.

Refractory Generalized Myasthenia Gravis

Soliris has not been evaluated in paediatric patients with refractory gMG.

The European Medicines Agency has deferred the obligation to submit the results of studies with Soliris in
one or more subsets of the paediatric population in the treatment of refractory gMG (see section 4.2 for
information on paediatric use).

Neuromyelitis Optica Spectrum Disorder

Soliris has not been evaluated in paediatric patients with NMOSD.

The European Medicines Agency has deferred the obligation to submit the results of studies with Soliris in
one or more subsets of the paediatric population in the treatment of NMOSD (see section 4.2 for
information on paediatric use).
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5.2 Pharmacokinetic properties

Pharmacokinetics and Drug Metabolism

Biotransformation

Human antibodies undergo endocytotic digestion in the cells of the reticuloendothelial system.
Eculizumab contains only naturally occurring amino acids and has no known active metabolites. Human
antibodies are predominately catabolized by lysosomal enzymes to small peptides and amino acids.

Elimination

No specific studies have been performed to evaluate the hepatic, renal, lung, or gastrointestinal routes of
excretion/elimination for Soliris. In normal kidneys, antibodies are not excreted and are excluded from
filtration by their size.

Pharmacokinetic/pharmacodynamic relationship(s) In 40 patients with PNH, a 1-compartmental model
was used to estimate pharmacokinetic parameters after multiple doses. Mean clearance was 0.31 £

0.12 mL/hr/kg, mean volume of distribution was 110.3 £ 17.9 mL/kg, and mean elimination half-life was
11.3 £ 3.4 days. The steady state is achieved by 4 weeks using the PNH adult dosing regimen.

In PNH patients, pharmacodynamic activity correlates directly with eculizumab serum concentrations and
maintenance of trough levels above > 35 microgram/mL results in essentially complete blockade of
haemolytic activity in the majority of PNH patients.

A second population PK analysis with a standard 1 compartmental model was conducted on the multiple
dose PK data from 37 aHUS patients receiving the recommended Soliris regimen in studies C08-002A/B
and C08-003A/B. In this model, the clearance of Soliris for a typical aHUS patient weighing 70 kg was
0.0139 L/hr and the volume of distribution was 5.6 L. The elimination half-life was 297 h (approximately
12.4 days).

The second population PK model was applied to the multiple dose PK data from 22 paediatric aHUS
patients receiving the recommended Soliris regimen in aHUS C10-003. The clearance and volume of
distribution of Soliris are weight dependent, which forms the basis for a weight categorical based dose
regimen in paediatric patients (see section 4.2). Clearance values of Soliris in paediatric aHUS patients
were 10.4, 5.3, and 2.2 mL/hr with body weight of 70, 30, and 10 kg, respectively; and the corresponding
volume of distribution values were 5.23, 2.76, and 1.21 L, respectively. The corresponding elimination
half-life remained almost unchanged within a range of 349 to 378 h (approximately 14.5 to 15.8 days).

The clearance and half-life of eculizumab were also evaluated during plasma exchange interventions.
Plasma exchange resulted in an approximately 50% decline in eculizumab concentrations following a

1 hour intervention and the elimination half-life of eculizumab was reduced to 1.3 hours. Supplemental
dosing is recommended when Soliris is administered to aHUS patients receiving plasma infusion or
exchange (see section 4.2).

All aHUS patients treated with Soliris when administered as recommended demonstrated rapid and
sustained reduction in terminal complement activity. In aHUS patients, pharmacodynamic activity
correlates directly with eculizumab serum concentrations and maintenance of trough levels of
approximately 50-100 microgram/ml results in essentially complete blockade of terminal complement
activity in all aHUS patients.

PK parameters are consistent across PNH, aHUS, refractory gMG and NMOSD patient populations.
Pharmacodynamic activity measured by free C5 concentrations of <0.5 ug/mL, is correlated with
essentially complete blockade of terminal complement activity in PNH, aHUS, refractory gMG and
NMOSD patients.

30



Special Populations

Dedicated studies have not been conducted to evaluate the pharmacokinetics of Soliris in special patient
populations identified by gender, race, age (geriatric), or the presence of renal or hepatic impairment.
Population PK analysis on data collected across studies in PNH, aHUS, gMG and NMOSD patients
showed that gender, race, age (geriatric), or the presence of renal or hepatic impairment.function do not
influence the PK of eculizumab. Body weight was a significant covariate resulting in a lower eculizumab
clearance in pediatric patients requiring body weight based dosing in pediatric patients.

Paediatric population

The pharmacokinetics of eculizumab was evaluated in Study M07-005 in PNH paediatric patients (aged
from 11 to less than 18 years) and in Studies C08-002, C08-003, C09-001r and C10-003 in aHUS
pediatric patients (aged 2 months to less than 18 years) with body-weight based dose regimen.

Weight was a significant covariate resulting in a lower eculizumab clearance 0.0105 L/h in the adolescent
PNH patients. Dosing for paediatric patients <40 kg is based on paediatric patients with aHUS.

5.3  Preclinical safety data
The specificity of eculizumab for C5 in human serum was evaluated in two in vitro studies.

The tissue cross-reactivity of eculizumab was evaluated by assessing binding to a panel of 38 human
tissues. C5 expression in the human tissue panel examined in this study is consistent with published
reports of C5 expression, as C5 has been reported in smooth muscle, striated muscle, and renal proximal
tubular epithelium. No unexpected tissue cross-reactivity was observed.

Animal reproduction studies have not been conducted with eculizumab due to lack of pharmacologic
activity in non-human species.

In a 26 week toxicity study performed in mice with a surrogate antibody directed against murine CS5,
treatment did not affect any of the toxicity parameters examined. Haemolytic activity during the course of
the study was effectively blocked in both female and male mice.

No clear treatment-related effects or adverse effects were observed in reproductive toxicology studies in
mice with a surrogate terminal complement inhibitory antibody, which was utilized to assess the
reproductive safety of C5 blockade. These studies included assessment of fertility and early embryonic
development, developmental toxicity, and pre and post-natal development.

When maternal exposure to the antibody occurred during organogenesis, two cases of retinal dysplasia and
one case of umbilical hernia were observed among 230 offspring born to mothers exposed to the higher
antibody dose (approximately 4 times the maximum recommended human Soliris dose, based on a body
weight comparison); however, the exposure did not increase foetal loss or neonatal death.

No animal studies have been conducted to evaluate the genotoxic and carcinogenic potential of
eculizumab.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Sodium phosphate, monobasic

Sodium phosphate, dibasic

Sodium chloride

Polysorbate 80

Water for injections

6.2 Incompatibilities

This medicinal product must not be mixed with other medicinal products except those mentioned in
section 6.6.

6.3 Shelf life
30 months.

After dilution, the medicinal product should be used immediately. However, chemical and physical
stability has been demonstrated for 24 hours at 2°C — 8°C.

6.4 Special precautions for storage

Store in a refrigerator (2°C — 8°C).

Do not freeze.

Store in the original package in order to protect from light.

Soliris vials in the original package may be removed from refrigerated storage for only one single period
of up to 3 days. At the end of this period the product can be put back in the refrigerator.

For storage conditions after dilution of the medicinal product, see section 6.3.

6.5 Nature and contents of container

30 ml of concentrate in a vial (Type I glass) with a stopper (butyl, siliconised), and a seal (aluminium)
with flip-off cap (polypropylene).

Pack size of one vial.
6.6  Special precautions for disposal and other handling
Prior to administration, the Soliris solution should be visually inspected for particulate matter and

discolouration.

Instructions:
Reconstitution and dilution should be performed in accordance with good practices rules, particularly for
the respect of asepsis.

Withdraw the total amount of Soliris from the vial(s) using a sterile syringe.

Transfer the recommended dose to an infusion bag.

32



Dilute Soliris to a final concentration of 5 mg/ml by addition to the infusion bag using sodium chloride
9 mg/ml (0.9%) solution for injection, sodium chloride 4.5 mg/ml (0.45%) solution for injection, or 5%
dextrose in water, as the diluent.

The final volume of a 5 mg/ml diluted solution is 60 ml for 300 mg doses, 120 ml for 600 mg doses,
180 ml for 900 mg doses and 240 ml for 1,200 mg doses. The solution should be clear and colourless.

Gently agitate the infusion bag containing the diluted solution to ensure thorough mixing of the product
and diluent.

The diluted solution should be allowed to warm to room temperature prior to administration by exposure
to ambient air.

Discard any unused portion left in a vial, as the product contains no preservatives.

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

7. MARKETING AUTHORISATION HOLDER

Alexion Europe SAS

103-105 rue Anatole France

92300 Levallois-Perret

FRANCE

8. MARKETING AUTHORISATION NUMBER(S)

EU/1/07/393/001

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Date of first authorisation : 20 June 2007

Date of latest renewal : 18 June 2012

10. DATE OF REVISION OF THE TEXT

Date:

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.eu/ .
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ANNEX II
MANUFACTURERS OF THE BIOLOGICAL ACTIVE
SUBSTANCE AND MANUFACTURERS RESPONSIBLE FOR
BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

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

Name and address of the manufacturers of the biological active substance

Lonza Biologics Tuas Pte Ltd.
35 Tuas South Avenue 6
Singapore 637377

Lonza Biologics Porrifio, S.L.
C/ La Relba, s/n.

Porrifio

Pontevedra 36400

Spain

Alexion Pharma International Operations Limited
College Business and Technology Park
Blanchardstown Road North

Dublin 15

D15 R925

Ireland

Name and address of the manufacturers responsible for batch release

Almac Pharma Services

22 Seagoe Industrial Estate
Craigavon BT63 5QD
United Kingdom

Patheon Italia S.p.A
Viale G. B. Stucchi, 110
20900 Monza (MB)
Italy

Alexion Pharma International Operations Limited
College Business and Technology Park
Blanchardstown Road North

Dublin 15

D15 R925

Ireland

The printed package leaflet of the medicinal product must state the name and address of the manufacturer
responsible for the release of the concerned batch.

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to restricted medical prescription (see Annex I: Summary of Product
Characteristics, section 4.2).
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C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

Periodic safety update reports (PSURSs)

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

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

Risk management plan (RMP)

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

An updated RMP should be submitted:
e At the request of the European Medicines Agency;
e  Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

Additional risk minimisation measures

The MAH shall agree the details of a controlled drug distribution system and educational material
including a patient safety card with each National Competent Authority and must implement such
programmes nationally to ensure that:

1. All healthcare practitioners who may prescribe eculizumab receive the appropriate educational
material.

2. All patients being treated with eculizumab receive a patient safety card.

3. Drug distribution will only be possible after written confirmation that the patient received or will
receive meningococcal vaccination and/or antibiotic prophylaxis.

4. Vaccination reminders are sent to the prescribers.

The educational material should be agreed with the National Competent Authority and should contain the
following:

e Summary of product characteristics

e Physician’s guides to prescribing

e Package leaflet

e Patient’s/parent’s information brochures

e Patient safety card

The physician’s guides to prescribing should be indication specific and contain the following key
messages:
o Treatment with eculizumab increases the risk of severe infection and sepsis, especially of Neisseria
meningitidis and other Neisseria species, including disseminated gonorrhoeae.
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o All patients must be monitored for signs of meningococcal infection.

¢ The need for patients to be vaccinated against Neisseria meningitidis two weeks prior to receiving
eculizumab and/or to receive antibiotic prophylaxis.

e The requirement to vaccinate children against pneumococcus and Haemophilus influenzae before
eculizumab treatment.

e There is an important risk of Aspergillus infection in patients treated with eculizumab. The
healthcare professionals should be advised to look for risk factors and signs and symptoms of
Aspergillus infection. Practical advice should be included to mitigate the risk.

¢ The risk of infusion reactions including anaphylaxis and advice on post-infusion monitoring.

o The risk of developing antibodies to eculizumab.

e Risk of serious haemolysis following eculizumab discontinuation and postponement of
administration, its criteria, the required post-treatment monitoring and its proposed management
(PNH only).

o Risk of severe thrombotic microangiopathic complications following eculizumab discontinuation
and postponement of administration, its signs, symptoms, monitoring and management (aHUS
only).

o Risk of substantial disease exacerbation or relapse following eculizumab discontinuation (refractory
gMG)

o The need to explain to and ensure understanding of by patients/carers:

the risks of treatment with eculizumab
the signs and symptoms of sepsis/severe infection and what action to take
the patient’s/carer’s guides and their contents
the need to carry the patient safety card and to tell any healthcare practitioner that he/she is
receiving treatment with eculizumab
o the requirement for vaccinations/antibiotic prophylaxis
o the enrolment in the registries
o Details of the PNH and aHUS registries and how to enter patients.

O O O O

The patient’s/parent’s guides should be indication specific and contain the following key messages:

¢ Treatment with eculizumab increases the risk of severe infection, especially Neisseria meningitidis
and other Neisseria species, including disseminated gonorrhoeae.

¢ Signs and symptoms of severe infection and the need to obtain urgent medical care.

¢ The patient safety card and the need to carry it on their person and tell any treating healthcare
professional that they are being treated with eculizumab.

e The importance of meningococcal vaccination prior to treatment with eculizumab and/or to
receive antibiotic prophylaxis.

¢ The need for children to be vaccinated against pneumococcus and Haemophilus influenzae before
eculizumab treatment.

e The risk of infusion reactions with eculizumab, including anaphylaxis, and the need for clinical
monitoring post-infusion.

¢ Risk of severe thrombotic microangiopathic complications (in aHUS) following
discontinuation/postponement of eculizumab administrations, their signs and symptoms and the
recommendation to consult the prescriber before discontinuing/postponing eculizumab
administrations.

e Risk of serious haemolysis (in PNH) following discontinuation/postponement of eculizumab
administrations, their signs and symptoms and the recommendation to consult the prescriber before
discontinuing/postponing eculizumab administrations.

e Risk of substantial disease exacerbation or relapse (in refractory gMG) following
discontinuation/postponement of eculizumab administrations and recommendation to consult the
prescriber before discontinuing/postponing eculizumab administrations.

¢ Enrolment in the PNH and aHUS registries.
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The patient safety card should contain:
¢ Signs and symptoms of infection and sepsis.
* Warning to seek immediate medical care if above are present.
o Statement that the patient is receiving eculizumab.
o Contact details where a health care practitioner can receive further information.

The MAH shall send annually to prescribers or pharmacists who prescribe/dispense eculizumab, a
reminder in order that prescriber/pharmacist checks if a (re)-vaccination against Neisseria meningitidis is
needed for his/her patients on eculizumab.
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ANNEX IIT

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

Carton Label

1. NAME OF THE MEDICINAL PRODUCT

Soliris 300 mg concentrate for solution for infusion
Eculizumab

2. STATEMENT OF ACTIVE SUBSTANCE(S)

One vial of 30 ml contains 300 mg of eculizumab (10mg/ml)

Eculizumab is a humanised monoclonal IgG2u4 « antibody produced in NSO cell line by recombinant DNA
technology.

After dilution, the final concentration of the solution to be infused is 5 mg/ml.

3. LIST OF EXCIPIENTS

Sodium as chloride, phosphate dibasic, phosphate monobasic, polysorbate 80 and water for injections.

See package leaflet for further information

4. PHARMACEUTICAL FORM AND CONTENTS

Concentrate for solution for infusion
1 vial of 30 ml (10 mg/ml)

5. METHOD AND ROUTE(S) OF ADMINISTRATION

For intravenous use.
Must be diluted before use.
Read the package leaflet before use.

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

Keep out of the sight and reach of children.

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

EXP
After dilution, the medicinal product should be used within 24 hours.

9. SPECTAL STORAGE CONDITIONS

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

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

Any unused product or waste material should be disposed of in accordance with local requirements.

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Marketing Authorisation Holder:
Alexion Europe SAS

103-105 rue Anatole France
92300 Levallois-Perret

France

12. MARKETING AUTHORISATION NUMBER(S)

EU/1/07/393/001

13. BATCH NUMBER

Lot

14. GENERAL CLASSIFICATION FOR SUPPLY

Medicinal product subject to medical prescription.

| 15. INSTRUCTIONS ON USE

’ 16. INFORMATION IN BRAILLE

Justification for not including Braille accepted

17. UNIQUE IDENTIFIER - 2D BARCODE
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2D barcode carrying the unique identifier included.

| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC: {number} [product code]
SN: {number} [serial number]
NN: {number} [national reimbursement number or other national number identifying the medicinal

product]
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MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

Single use Type I glass vial

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

Soliris 300 mg concentrate for solution for infusion
Eculizumab
For intravenous use

2. METHOD OF ADMINISTRATION

To be diluted before use.
Read the package leaflet before use.

3. EXPIRY DATE
EXP
4. BATCH NUMBER
Lot
’ 5. CONTENTS BY WEIGHT, BY VOLUME OR BY UNIT
30 ml (10 mg/ml)

| 6.  OTHER
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B. PACKAGE LEAFLET

45



Package leaflet: Information for the user

Soliris 300 mg concentrate for solution for infusion
Eculizumab

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

information for you.

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

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

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

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

What is in this leaflet:

1. What Soliris is and what it is used for

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

4. Possible side effects

5. How to store Soliris

6. Contents of the pack and other information

1. What Soliris is and what it is used for

What is Soliris

Soliris contains the active substance eculizumab and it belongs to a class of medicines called monoclonal
antibodies. Eculizumab binds to and inhibits a specific protein in the body that causes inflammation and so
prevents your body’s systems from attacking and destroying vulnerable blood cells, kidneys, muscles or
eye nerves and spinal cord.

What is Soliris used for

Paroxysmal Nocturnal Haemoglobinuria

Soliris is used to treat adults and children patients with a certain type of disease affecting the blood system
called Paroxysmal Nocturnal Haemoglobinuria (PNH). In patients with PNH, their red blood cells can be
destroyed which can lead to low blood counts (anaemia), tiredness, difficulty in functioning, pain, dark
urine, shortness of breath, and blood clots. Eculizumab can block the body’s inflammatory response, and
its ability to attack and destroy its own vulnerable PNH blood cells.

Atypical Haemolytic Uremic Syndrome

Soliris is also used to treat adults and children patients with a certain type of disease affecting the blood
system and kidney called atypical Haemolytic Uremic Syndrome (aHUS). In patients with aHUS, their
kidney and blood cells, including platelets, can be inflamed which can lead to low blood counts
(thrombocytopenia and anaemia), reduced or lost kidney function, blood clots, tiredness and difficulty in
functioning. Eculizumab can block the body’s inflammatory response, and its ability to attack and destroy
its own vulnerable blood and kidney cells.

Refractory Generalized Myasthenia Gravis

Soliris is also used to treat adult patients with a certain type of disease affecting the muscles and called
generalized Myasthenia Gravis (gMQ). In patients with gMG, their muscles can be attacked and damaged
by the immune system which can lead to profound muscle weakness, impaired mobility, shortness of
breath, extreme fatigue, risk for aspiration, and markedly impaired activities of daily living. Soliris can
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block the body’s inflammatory response, and its ability to attack and destroy its own muscles to improve
muscle contraction, thereby reducing symptoms of the disease and impact of the disease on the activities
of daily living. Soliris is specifically indicated for patients who remain symptomatic despite treatment
with other existing MG therapies.

Neuromyelitis Optica Spectrum Disorders

Soliris is also used to treat adult patients with a certain type of disease that predominantly affects the eye
nerves and the spinal cord called Neuromyelitis Optica Spectrum Disorder (NMOSD). In patients with
NMOSD, their eye nerve and spinal cord are attacked and damaged by the immune system which can lead
to blindness in one or both eyes, weakness or paralysis in the legs or arms, painful spasms, loss of
sensation, and markedly impaired activities of daily living. Soliris can block the body’s inflammatory
response, and its ability to attack and destroy its own eye nerves and spinal cord, thereby reducing
symptoms of the disease and impact of the disease on the activities of daily living.

2. What you need to know before you use Soliris
Do not use Soliris

- If you are allergic to eculizumab, proteins derived from mouse products, other monoclonal
antibodies, or any of the other ingredients of this medicine (listed in section 6).

- If you have not been vaccinated against meningococcal infection unless you take antibiotics to
reduce the risk of infection until 2 weeks after you have been vaccinated .

- If you have a meningococcal infection.

Warnings and precautions

Meningococcal and other Neisseria infections alert

Soliris treatment may reduce your natural resistance to infections, especially against certain organisms that
cause meningococcal infection (severe infection of the linings of the brain and sepsis) and other Neisseria
infections including disseminated gonorrhea.

Consult your doctor before you take Soliris to be sure that you receive vaccination against Neisseria
meningitidis, an organism that causes meningococcal infection, at least 2 weeks before beginning therapy,
or that you take antibiotics to reduce the risk of infection until 2 weeks after you have been vaccinated.
Ensure that your current meningococcal vaccination is up to date. You should also be aware that
vaccination may not prevent this type of infection. In accordance with national recommendations, your
doctor might consider that you need supplementary measures to prevent infection.

If you are at risk of gonorrhoea, ask your doctor or pharmacist for advice before using this medicine.

Meningococcal infection symptoms

Because of the importance of rapidly identifying and treating certain types of infection in patients who
receive Soliris, you will be provided a card to carry with you, listing specific trigger symptoms. This card
is named: “Patient Safety Card”.

If you experience any of the following symptoms, you should immediately inform your doctor:
- headache with nausea or vomiting

- headache with a stiff neck or back

- fever

- rash

- confusion

- severe muscle aches combined with flu-like symptoms
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- sensitivity to light

Treatment for meningococcal infection while travelling

If you are travelling in a remote region where you are unable to contact your doctor or in which you find
yourself temporarily unable to receive medical treatment, your doctor can make arrangements to issue, as
a preventive measure, a prescription for an antibiotic to counter Neisseria meningitidis that you keep with
you. If you experience any of the symptoms amongst those cited above, you should take the antibiotics as
prescribed. You should bear in mind that you should see a doctor as soon as possible, even if you feel
better after having taken the antibiotics.

Infections
Before starting Soliris, inform your doctor if you have any infections.

Allergic reactions
Soliris contains a protein and proteins can cause allergic reactions in some people.

Children and adolescents
Patients less than 18 years of age must be vaccinated against Haemophilus influenzae and pneumococcal
infections

Older people
There are no special precautions needed for the treatment of patients aged from 65 years and over.

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

Pregnancy, breast-feeding, and fertility
If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask your
doctor or pharmacist for advice before using this medicine.

Women of childbearing potential
The use of effective contraception during treatment and up to 5 months after treatment should be
considered in women who are able to get pregnant.

Pregnancy/ Breast-feeding
If you are pregnant or breast-feeding, think you may be pregnant or are planning to have a baby, ask your
doctor or pharmacist for advice before using this medicine.

Driving and using machines
Soliris has no or negligible influence on the ability to drive and use machines.

Soliris contains sodium

Once diluted with sodium chloride 9 mg/mL (0.9%) solution for injection, this medicine contains 0.88g
sodium (main component of cooking/table salt) in 240 mL at the maximal dose. This is equivalent to 44 %
of the recommended maximum daily dietary intake of sodium for an adult. You should take this into
consideration if you are on a controlled sodium diet.

Once diluted with sodium chloride 4.5 mg/mL (0.45%) solution for injection, this medicine contains 0.67g
sodium (main component of cooking/table salt) in 240 mL at the maximal dose. This is equivalent to 33.5
% of the recommended maximum daily dietary intake of sodium for an adult. You should take this into
consideration if you are on a controlled sodium diet.

3. How to use Soliris
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At least 2 weeks before you start treatment with Soliris, your doctor will administer a vaccine against
meningococcal infection if it was not previously administered or if your vaccination is outdated. If your
child is below the age of vaccination or if you are not vaccinated at least 2 weeks before you start
treatment with Soliris, your doctor will prescribe antibiotics to reduce the risk of infection until 2 weeks
after you have been vaccinated.

Your doctor will administer a vaccine to your child aged less than 18 years against Haemophilus
influenzae and pneumococcal infections according to the national vaccination recommendations for each
age group.

Instructions for proper use

The treatment will be given by your doctor or other health care provider by infusing a dilution of the
Soliris vial from a drip bag through a tube directly into one of your veins. It is recommended that the
beginning of your treatments, called the initial phase, will extend over 4 weeks, followed by a
maintenance phase.

If you use this medicine to treat PNH

For adults:

e Initial Phase:
Every week for the first four weeks, your doctor will administer an intravenous infusion of diluted
Soliris. Each infusion will consist of a dose of 600 mg (2 vials of 30 ml) and will take 25 — 45 minutes
(35 minutes + 10 minutes).

e Maintenance Phase:
o In the fifth week, your doctor will administer an intravenous infusion of diluted Soliris at a dose
0f 900 mg (3 vials of 30 ml) over a 25 — 45 minute (35 minutes = 10 minutes) period.
o After the fifth week, your doctor will administer 900 mg of diluted Soliris every two weeks as a
long-term treatment.

If you use this medicine to treat aHUS, refractory gMG or NMOSD

For adults:

e Initial Phase:
Every week for the first four weeks, your doctor will administer an intravenous infusion of diluted
Soliris. Each infusion will consist of a dose of 900 mg (3 vials of 30 ml) and will take 25 — 45 minutes
(35 minutes + 10 minutes).

e Maintenance Phase:
o In the fifth week, your doctor will administer an intravenous infusion of diluted Soliris at a dose
of 1,200 mg (4 vials of 30 ml) over a 25 — 45 minute (35 minutes + 10 minutes) period.
o After the fifth week, your doctor will administer 1,200 mg of diluted Soliris every two weeks as
a long-term treatment.

Children and adolescents with PNH or aHUS and who are 40 kg weight and over are treated with the adult
dosing.

Children and adolescents with PNH or aHUS and who are under 40 kg weight require a lower dose based
on how much they weigh. Your doctor will calculate this.

For children and adolescents with PNH and aHUS aged less than 18 years:

Body Weight Initial Phase Maintenance Phase
30 to <40 kg 600 mg weekly x 2 900 mg at week 3; then 900 mg every 2 weeks
20 to <30 kg 600 mg weekly x 2 600 mg at week 3; then 600 mg every 2 weeks
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10 to <20 kg 600 mg weekly x 1 300 mg at week 2; then 300 mg every 2 weeks
5to<10 kg 300 mg weekly x 1 300 mg at week 2; then 300 mg every 3 weeks

Subjects who undergo plasma exchange may receive additional doses of Soliris.

Following each infusion, you will be monitored for about one hour. Your doctor’s instructions should be
carefully observed.

If you receive more Soliris than you should
If you suspect that you have been accidentally administered a higher dose of Soliris than prescribed,
please contact your doctor for advice.

If you forget an appointment to receive Soliris
If you forget an appointment, please contact your doctor immediately for advice and see section below “If
you stop using Soliris”.

If you stop using Soliris for PNH

Interrupting or ending treatment with Soliris may cause your PNH symptoms to come back more severely
soon. Your doctor will discuss the possible side effects with you and explain the risks. Your doctor will
want to monitor you closely for at least 8 weeks.

The risks of stopping Soliris include an increase in the destruction of your red blood cells, which may
cause:

- A significant fall in your red blood cell counts (anaemia),

- Confusion or change in how alert you are,

- Chest pain, or angina,

- An increase in your serum creatinine level (problems with your kidneys), or

- Thrombosis (blood clotting).

If you have any of these symptoms, contact your doctor.

If you stop using Soliris for aHUS

Interrupting or ending treatment with Soliris may cause your aHUS symptoms to come back. Your doctor
will discuss the possible side effects with you and explain the risks. Your doctor will want to monitor you
closely.

The risks of stopping Soliris include an increase in the inflammation of your platelets, which may cause:
- A significant fall in your platelets (thrombocytopenia),

- A significant rise in destruction of your red blood cells,

- Decreased urination (problems with your kidneys),

- An increase in your serum creatinine level (problems with your kidneys),

- Confusion or change in how alert you are,

- Chest pain, or angina,

- Shortness of breath, or

- Thrombosis (blood clotting).

If you have any of these symptoms, contact your doctor.

If you stop using Soliris for refractory gMG

Interrupting or stopping treatment with Soliris may cause your gMG symptoms to come back. Please
speak to your doctor before stopping Soliris. Your doctor will discuss the possible side effects and risks

with you. Your doctor will also want to monitor you closely.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist or nurse.
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If you stop using Soliris for NMOSD

Interrupting or stopping treatment with Soliris may cause your NMOSD to worsen and relapse to happen.
Please speak to your doctor before stopping Soliris. Your doctor will discuss the possible side effects and
risks with you. Your doctor will also want to monitor you closely.

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

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them. Your doctor
will discuss the possible side effects with you and explain the risks and benefits of Soliris with you prior to
treatment.

The most serious side effect was meningococcal sepsis.

If you experience any of the meningococcal infection symptoms (see section 2 Meningococcal and other
Neisseria infections alert), you should immediately inform your doctor.

If you are not sure what the side effects below are, ask your doctor to explain them to you.
Very common: may affect more than 1 in 10 people: headache.

Common: may affect up to 1 in 10 people:

e infection of the lung (pneumonia), common cold (nasopharyngitis), infection of the urinary system
(urinary tract infection),

e low white blood cell count (leukopenia), reduction in red blood cells which can make the skin pale and
cause weakness or breathlessness

e inability to sleep

e dizziness, taste disorders (dysgeusia), high blood pressure

e upper respiratory tract infection, cough, throat pain (oropharyngeal pain), bronchitis, cold sores (herpes
simplex)

e diarrhea, vomiting, nausea, abdominal pain, rash, hair loss (alopecia), itchy skin (pruritus)

e pain in thejoints (arms and legs)

o fever (pyrexia), feeling tired (fatigue), influenza like illness

Uncommon: may affect up to 1 in 100 people:

e severe infection (meningococcal infection), sepsis, septic shock, viral infection, , lower respiratory tract
infection, stomach flu (gastrointestinal infection), cystitis

e infection, fungal infection, collection of pus (abscess), type of infection of the skin (cellulitis),
influenza, sinusitis, tooth infection (abscess)

o relatively few platelets in blood (thrombocytopenia), low level of lymphocytes a specific type of white
blood cells (lymphopenia), feeling your heartbeat

e serious allergic reaction which causes difficulty in breathing or dizziness (anaphylactic reaction),

hypersensitivity

loss of appetite

depression, anxiety, mood swings

tingling in part of the body (paresthesia), shaking

vision blurred

ringing in the ears, vertigo

sudden and rapid development of extremely high blood pressure, low blood pressure, hot flush, vein

disorder
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e dyspnoea (difficulty breathing), nose bleed, stuffy nose (nasal congestion), throat irritation, runny nose
(rhinorrhoea)

¢ inflammation of the peritoneum (the tissue that lines most of the organs of the abdomen), constipation,
stomach discomfort after meals (dyspepsia), abdominal distension

¢ hives, redness of the skin, dry skin, red or purple spots under the skin, increased sweating

muscle cramp, muscle aches, back and neck pain, bone pain, joint swelling, pain in the limbs (arms and

legs)

kidney disorder, difficulties or pain when urinating (dysuria), blood in urine

spontaneous penile erection

swelling (edema), chest discomfort, feeling of weakness (asthenia), chest pain, infusion site pain, chills

increase of liver enzymes, decrease of the proportion of blood volume that is occupied by red blood

cells, decrease in the protein in red blood cells that carries oxygen

¢ infusion related reaction

Rare: may affect up to 1 in 1,000 people:

¢ infection by fungi (Aspergillus infection), infection of the joint (arthritis bacterial), Haemophilus
influenzae infection, gum infection, impetigo, bacterial sexual transmitted disease (gonorrhea)

e skin tumor (melanoma), bone marrow disorder

destruction of red blood cells (haemolysis), clumping of cells, abnormal clotting factor, abnormal

blood clotting,

disease with thyroid overactivity (Basedow’s disease)

sleep disorder, abnormal dreams

fainting

irritation of eye

bruise

unusual backflow of food from stomach, gum pain

yellowing of the skin and/or eyes (jaundice)

inflammation of the skin, skin color disorder

spasm of mouth muscle

menstrual disorder

abnormal leakage of the infused drug out of the vein, infusion site abnormal sensation, feeling hot

Reporting of side effects

If you get any side effects, talk to your doctor or pharmacist or nurse. This includes any possible side
effects not listed in this leaflet. You can also report side effects directly via the national reporting system
listed in Appendix V.

By reporting side effects you can help provide more information on the safety of this medicine.

5. How to store Soliris

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

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

Store in a refrigerator (2°C — 8°C).

Do not freeze.

Soliris vials in the original package may be removed from refrigerated storage for only one single period
of up to 3 days. At the end of this period the product can be put back in the refrigerator.

Store in the original package in order to protect from light.

After dilution, the product should be used within 24 hours.
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Do not throw away any medicines via wastewater. Ask your pharmacist how to throw away medicines you
no longer use. These measures will help protect the environment.

6. Contents of the pack and other information
What Soliris contains
- The active substance is eculizumab (300 mg/30 ml in a vial corresponding to 10 mg/ml).

- The other ingredients are:
- sodium phosphate monobasic
- sodium phosphate dibasic
- sodium chloride
- polysorbate 80 (vegetable origin)
Solvent: water for injections

What Soliris looks like and contents of the pack
Soliris is presented as a concentrate for solution for infusion (30 ml in a vial — pack size of 1).
Soliris is a clear and colorless solution.

Marketing Authorisation Holder
Alexion Europe SAS

103-105 rue Anatole France
92300 Levallois-Perret

France

Manufacturer

Almac Pharma Services

22 Seagoe Industrial Estate
Craigavon BT63 5QD
United Kingdom

Patheon Italia S.p.A
Viale G. B. Stucchi, 110
20900 Monza (MB)
Italy

Alexion Pharma International Operations Limited
College Business and Technology Park
Blanchardstown Road North

Dublin 15

D15 R925

Ireland

This leaflet was last revised in.
Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu/. There are also links to other websites about rare diseases and treatments.
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Instructions for Use for Healthcare Professionals
Handling Soliris

The following information is intended for medical or healthcare professionals only:

1- How is Soliris supplied?
Each vial of Soliris contains 300 mg of active ingredient in 30 ml of product solution.

2- Before Administration

Reconstitution and dilution should be performed in accordance with good practices rules, particularly for

the respect of asepsis.

Soliris should be prepared for administration by a qualified healthcare professional using aseptic

technique.

¢ Inspect visually Soliris solution for particulate matter and discolouration.

e Withdraw the required amount of Soliris from the vial(s) using a sterile syringe.

e Transfer the recommended dose to an infusion bag.

e Dilute Soliris to a final concentration of 5 mg/ml (initial concentration divided by 2) by adding the
appropriate amount of diluent to the infusion bag. For 300 mg doses, use 30 ml of Soliris (10 mg/ml)
and add 30 ml of diluent. For 600 mg doses, use 60 ml of Soliris and add 60 ml of diluent. For 900 mg
doses, use 90 ml of Soliris and add 90 ml of diluent. For 1,200 mg doses, use 120 ml of Soliris and add
120 ml of diluent. The final volume of a 5 mg/ml diluted Soliris solution is 60 ml for 300 mg doses,
120 ml for 600 mg doses, 180 ml for 900 mg doses or 240 ml for 1,200 mg doses.

e Diluents are Sodium chloride 9 mg/ml (0.9%) solution for injection, Sodium chloride 4.5 mg/ml
(0.45%) solution for injection or 5% dextrose in Water.

o Gently agitate the infusion bag containing the diluted Soliris solution to ensure thorough mixing of the
medicinal product and diluent.

e The diluted solution should be allowed to warm to room temperature [18°C — 25°C] prior to
administration by exposure to ambient air.

e The diluted solution must not be heated in a microwave or with any heat source other than the
prevailing room temperature.

e Discard any unused portion left in a vial as the medicinal product contains no preservatives.

¢ Diluted solution of Soliris may be stored at 2°C — 8°C for up to 24 hours prior to administration.

3- Administration

¢ Do not administer Soliris as an intravenous push or bolus injection.

e Soliris should only be administered via intravenous infusion.

o The diluted solution of Soliris should be administered by intravenous infusion over 25 to 45 minutes
(35 minutes £ 10 minutes) in adults and 1-4 hours in paediatric patients under 18 years of age via
gravity feed, a syringe-type pump, or an infusion pump. It is not necessary to protect the diluted
solution of Soliris from light during administration to the patient.

The patient should be monitored for one hour following infusion. If an adverse event occurs during the

administration of Soliris, the infusion may be slowed or stopped at the discretion of the physician. If the

infusion is slowed, the total infusion time may not exceed two hours in adults and four hours in paediatric
patients under 18 years of age.

4- Special Handling and Storage

Store in a refrigerator (2°C — 8°C). Do not freeze. Store in the original package in order to protect from
light. Soliris vials in the original package may be removed from refrigerated storage for only one single
period of up to 3 days. At the end of this period the product can be put back in the refrigerator.

Do not use this medicine after the expiry date which is stated on the carton after ‘EXP’. The expiry date
refers to the last day of that month.
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PARNURVVN =%
AFNL, AT Y U AERTKI mg/mL (0.9%) THIRT 5 L&, RREGE240 mLH 72V 0.88 gD~
M) O LEEAET D, ZAUuL, WHORHERET 2 A DT U U AOF K1 HEEUE2 g0>44.0%2F6
T 5, AENE, LT B U U AESHKRL.S mg/mL (0.45%) CTHIRT D &, RKFEGE240mLH 720
0.67gPF M) T LEEAT D, Zhut, WHORHESRET DA DT R U w7 A0 K1 HERE2 g»
33.5%ZAH4 T 5,

4.5 oA E O EER K ORZE D/MOMEEIER

MAEERZRBRIZIER L TR, U Y X< 7 OmERIKIEEfaEEIC T 57 ) X~ 7 0
ERRHEERICHK S, =27 ) XA~ 13 YR T IC PR ENAE ) FIERZRR S & 5
AREMENR B 5,

Eichbl-st hMuErn7 U (Vg BIRNEGICED, =2 Y — Aok 5 IR RMERcE
AR (FRn) (2L D7 Y RvTSE ) 7 a—FAGURO V%1 7 U > ZHENIE S, g
DT ) R T REME T2 TREVER B 5.,

4.6 EFHBEEE. TIRKR O
IR ATRE 2 PRI, IRE T D707 V X~ T REE %55 B UL R b7 0 i) 7258 T v o
ERERNT D L,

LSE0
T YR TN L DI a2 TR A BT )2 R RERBR T S M S T, =
7



U X~ TICHRE LIz DB OEIRICE T 57— % (WIRERIR30061KG) 25, M IEA & O
e BrAERBEEO ) R 7BINIRD 5NRNZ ENRENTWS, L, @l cBabRizsE
B STV RN, KIRE U CRIEFEMEIFIR D, LR - C, R MEICE, =7 ) X~ 7§
BRI R OG- H O L2 DY X7 XX T 4y MoprdfEE S b, RIS Z O L 9 ZRigkn
VELLEZ b5, HFEOHA BT A ANHEVVEBEICRHAKR OIBR 2822452 L,

=7 U X~ 7 OEWAERERIT IR L Ty (53ESMR)

b MgGldt MaBREM AR T2 2 ENMON TS, =7 U X< 73R IRMEER TR
RILEZSISEZTBEAR DD, DD, B ~OARFOBGITH SN BERGEIZRD
Z&,

!
AFLERENIF =420, =27 ) Xv 71kt FORRICHRES LR 2 L ARES LTINS
foi, EIHFOFER LR KT 2 RBITEL LA, Ll AFLEF—2HRONT
WD, IO LR ORI ORI, BIKICE ST U A~ T ORI =— X, 5.5 0
NRICET 57 U Xv T TR0 EREE DL DR Y 5 2 HEFREEBT 2 BER b
%.

AV

AEFERSREICRHE L7z 7 U X~ 7 ORBRITFEM L CTu7euy,

47 EERUBEBROFERIIT 5%

AANT K 2B R OO BE~OREIL, &< 20, T T REEDLTH D,
48 HEIEA

ZEETa 7y ANVDELD

PNH, aHUS, #EJ57 gMG K OY NMOSD % & LeflifR M fEE R B O BE B A x4 & L TAE
1,503 BllCAR 2 &5 U-BERER Gl MBS T) Mo RetET —4 257, kbHREDZH
ST-RWEANIZEER (FICBE5OEAMICHKE) THhY . &b EELFHIVER B EMEBUE C
Hot-,

BIVEH 0 BERF

H 3@ E 72 5 ONZ PNH, aHUS, #E5PE gMG KT NMOSD OB A &ier 7 U X~ 7K AR
GET L7ZRABR) THROOLNEEWEREZE 1 (RT, =7 U X~ 7 ORIWER & 38 A& ik HE R )
(B [very common] = 1/10 UL k| {KAHE [common] = 1/100 LAk 1/10 K., F i
[uncommon] = 1/1,000 LA_E 1/100 i, D TFEH [rare] = 1/10,000 LL_E 1/1,000 Kjii DV NTF0
7)) I8 L, MedDRA OFEAGEIZ L VW ERBEIIRDFEI LICRICE LD D, £, FHEER DS
MCL, mEEENSEWIEICRERZT#H L T\ 5,




%1 PNH. aHUS, EH&ME gMG KO NMOSD DO EERRBR 2 b NS HiR&FERARBR THE SN

7-BIYEA
MedDRA s SR EE h MR TEN
B Al R 4788 [very [common] [uncommon] [rare]
common] | (>1/100 to (>1/1,000 to (>1/10,000 to
=110 [<1/10) <1/100) <1/1,000)
RBRYLER L OV A R ifige, LAGERE | BERERGE b, B |7 AL L ARG o
E e RUEg. | miE, Bof gk AHEE MR o, WIRAE

REASS PRI
YL, [~V
R

vav ., K,
TRIER, HERK
Yu A )L ARG,
MR o, el A
TN W HLE

P4

TSRS, A T v
T YRR, WS

7]

Gr, I SPER
B, BB XU MR, TR
TR DY) JEAGERE
(BREORY
— 7 EBETe)
MR LY 73R AMERIE, | M/MRIBAAE. U | pRifx, EefER 755
== o~ SERIE /L
s i 7 SERBAE HRERERE, B 55
R R EE TF7 4% —
S, 1BBUE
N IEE R KRR
Rtk L Ok EE BRI
YErfEE ARHRSE 5 OR, AN, Ry |BE A, MEIREE
Bt
MR REE SE FEIMED E U, | SRR, R P
IRfEE T b LI
B L UskKREE Hng o [EldspE D F 0
DR E i
S EE MRS, (L [
E. IETYH ., iRk
MR R, BIERIS & NZWk,  CRENREE | AR RS, S,
\ IR B
OIS Ji ;%H'?'J{%(,m AR
B E T, MEM E | SR, HIEARR, IE |ERERER R,
L, 8 AT ]
FPREE RS FE.
FZJEF K O T HEfR B, O RS, RLBE, AUk R, RN
s JE. PLEE i, ZHE. FE
7
HERRB LUHEES RIER . AP | AREhiE, B, Es B DREE
KE R . FEEVE. BORE
IR, VUBm
BB L OURKESE BHREREE . HEIRIA
MR
AHR B L UL ER H J& a3 g A RpEE
=
—% - EFEEB X FEN PR, A | I, MR TREG, MEERE. AL R
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MedDRA mIEEE  [ESEE £ MO TEN

B R4 4H [very [common] [uncommon] [rare]
common| (>1/100 to (>1/1,000 to (=1/10,000 to
(=110) |<1/10) <1/100) <1/1,000)
U EHALDOIREE YN YRR | RE, MR, AL [, BV
P PR, e
HRARRRE TI=rT N7 |7 — A ARERE

VAT =T —EH
m, 7 ANRT X R
TI)NTUAT =
F—En, y-7
ZINVITIUARAT =
Z—BHEhn, ~~< b
7V >y Mg, ~E
ZA=1=2 %%

BE, FERLIU HEAZHE D BOG
BEAPHE

EENLHER M (C07-002) . aHUS (C08-002, C08-003, C10-003, C10-004) . FZf&fHzc (C99-006) . gMG (C08-001,
ECU-MG-301, ECU-MG-302) . fAEEHK A7 b7 AEE (ECU-NMO-301) . IMG (C99-004, E99-004) . PNH
(C02-001, C04-001, C04-002, C06-002, C07-001, E02-001, E05-001, E07-001, M07-005, X03-001, X03-001A) . #zfif
(C99-007) . RA (C01-004, C97-001. C99-001, EO01-004, E99-001) . STEC-HUS (C11-001) . SLE (C97-002) ., MedDRA
version 21.0,

* RFEOREWEM OffF] OBEESROZ L,

a H%L; ECLFORAFENEEND « WUBNRE. RS, BG. B RIS, oMy, APMRs:, BRI, R,
RO IR IZLL T OEATEN G £ 5 - RS H 1% ﬂiﬁé BEMSI A PERUILAE . BB B PERENR A . T & U TRk,

IR WS TREE S - RIERL

5 E DO EINEH] O figin

ARG EEITBNT, B TORKRR Chie b BERBWEANL, SRR EBIYEICZVER TH
L BEER HPERE CThHh -7 (44 HSH)

Neisseria gonorrhoeae. Neisseria sicca/subflava, FEMIARHO T A& ) 7IEIC L HDMIEZZ O, T

A&V TIRDOEDMDIEFDEE STV D

ELISAEIZ L WPNHEE D2%Z, F7-. ECLZ U v 77 v A28k YaHUSHEE D3% Kk )
NMOSDH%'%‘@z% « ARFNCHRET D PUR R Lz, #EVEMEeMGO 7T & ANk FEER Tl AHAl

2% B Pkl iif"tﬂéﬂ&ﬁxoto BTOH N7 ERIAF &R, RN Z FEA T 5 FTREMEAS
b,

PNHEGRFER Tl AANOFG A £ 72 IXEBIER I TOWMOIEF S @E S TWD (44HS
M)

aHUSEG R ZRER Tl . A O L 54 F 72 1B IR 0 C 0 Mg P40 IS 45 i 22 A DRIE O 5E 5] 23 4
HEEINTND @4EHZR) |

NGRSl

PNH 7B M07-005 (ZFAN B2/ NER OFEDLED PNH BE (11 5%LLE 18 mR) DZeatt
a7y AE, AD PNH BE LEEETH 7=, /NERE IR BHEBICHmE S -mER I
R CThH-oT,

aHUS #B& C08-002, C08-003, C09-001r., C10-003 (ZHH AN SNT-/NEEHE (E#H24 H LLE 18
WAl) OEETa 7 AN, RARELFREETH -2, NEEFEOFERHY T 'y MHOR
T 7 A iE, HELTWnWbs L9 THhD,

HVEMEgMG X ONMOSD O/ N R T % T~ 5 AR A FIZ DUV TG STV 72R0,
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i R
BRI, HHRMEgMGREE I T o 2aMid, mld (65l E) L EFEE (65 & DM
IZEIIERD b o 7- (51HESMK) |

Z DO OB D B

DGR H DZEET— 5

PNH, aHUS, #6MgMGF 72 IINMOSDUSN DB D BEFEEMICHBNT, =7 VA7 &2 #E 5 L
7293401 % G e 121F DR AR (& T L72ikBR) MO RN et r — % 257, TR
FEhts U TR WREFE PRI R BRARBHE o R AN RN R B BB 2% 2 J8iE L 7=, PNH, aHUS. ¥R
PEgMG % 72 IINMOSD LIS D B D (B3 T S V72 BIEM 1L, PNH, aHUS, #75MEegMG % 72
IINMOSDEE THE SN-REIWER L R TH 7= (EIBM) . ZhbDEKRRR CRES
BWER T2~ 7=,

BIWEH 23 5o 5 RER] D e

R SRR ICEWERA N DN DEFICHOWTEET A Z LITEETH D, ZhbDREEZEL
T, BEEGORRT 4w bV ARTDONRT L AERGHINCE=R ) 7 TED, EFREMFITX
L. BIEFADEEDN D RIEFICHOWT, 1k V I SN -ENRESELZ N L THfET52 &
RO HILD,

49 BERS

G OWE LR,

5. FREEEARE

51 %

SWIEIRFH M RIRAY SN, ATC = — | : LO4AA25

AENE, & MliRZ XV E C5ITHEG L, BRMEROIEE ZHET 2 #s Az v MuE
J 7 a—F ) IgGuux TR TH D, AANL, & MEFHEKE L N7 L— AT — 27 OREH - HEH AT
IREIRIZEA Lo~ o AR EER O Gk D, £7o, 2 AROFEH (7 /R 448 ) L 2K
OEH (7 /7 214 ) TR S, 0 FEIZB LZ 148kDa Th D,

AHENL, ~ 7 A BHEE (NSO MR BRRALVEAL, 774 =T 41— A F o~ b
T 74— X 0TS, F. ST FEEROBGERTRICB W T, FRED U A NV ADRIE K
OBREOTRELH D,

VbR Y

AHNOENKS ThH DT U X~ 1E, MR E R BCSITEWBRME CRRMICHE ST AR
MR EERTH D, Lo T, C5alCShDBAZEAPLE L, FERMIRE A IRCSb-9D A5k & FH.1E
T5, =7 VA TIIMED DA TV = A & GEEAIROBREICAR AR 22 OMIRTEEAL 2
g sS85,

AFNL, PNHEF TN T, HHEHRRE R AR RIS YA IS K DA EVE O A8 RS L O FEIE 2
LI 2,

%< OYa. METOT 7 Y X~ 7 IREDKI3S pg/mL THRAH AT EME O M8 AL 2 FEE RIS
TEEHETE D,

PNHTE, AHIDORHIGIT LY | AEMTEPER ISP D S0l 2 S RHGE R R 7 D LTz,

aHUSERE TIE, B REE R RIS ML X DR FEMETMA D RIE & LI 35,
HERAB OG- 21T > 7242 TD aHUS BE ICRENSEH A 2 R ARTEYE DR F AR S A, 1
DT ) X~ TN 50~100 pg/mL THARAMARIENE 2 FEMICZLMETE 5,
aHUS Tld, AAIDOREHIREIZ LY | MR EMETMA ORI ) D RGN 72800 235 B LTz,
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FEIAMEGMGHEFE Tld, HIERRE e MORMIIRTEMEILIZ K - T M5 (NM)) CTIRREES
& (MAC) {RAFMED MKV IE M O'CSalKAFMED RIESIS N E U MR EREFICE D, AHID
BHIHEIC LY Bl SR TRARERMREM O E RO b (=27 ) XA=xT7 D
I 7E PR EE 23 116pg/mLLL E)

NMOSD 3 Tlk, AQP4 IZxf3 5 H EPUIRIC X 0 K ARRE & 72 o TR IR OIS L
MAC BERL S0, CSa IRIFMERIENAE L D, TORER, FUOA Y 257 RathA FEL U
BHIZETS T T2, T A b A b OEEFE KOG IMEI Y O F i@ U E RN = 5, AHFIDF
BEGAC X SERMARIEEN G, Ee» ORI E IS (=2 U X~ 7 OMmigHRER
116pg/mLLL L)

BRI A S & 22 A

PNH

RIS HAILHPNHEE ToReM L FohtE%E2, 2608 OBIELLL, —EHEMR., 77 RxHR

AR TR L7 (C04-001) , F7=, 2O HEEERER (C04-002) &, EWifkieatlk (E05-001)

ZIEME L, PNHEF AR Z G Uiz, AFIERGANC, RBRICH AN BT I LR E v

JF L OEMEER LTz, ZNHETORBRICEWT, AHKI600 mgz7 + 2H 24/, Fv T

900 mg# 7+ 2H (2, LAREIZ900 mg# 14 + 2 A BRI T F TR G L7z, AANX, 25~45%
(3543£1047) M CHEIRNERTE L7z, $£72, RIBEOPNHEFZ D FF 2 7 /0 e 2 KU — & KA
L BT OERIT 7 N LR A LN T 5720, PNHEE 255 &+ 28150, JEN
ALY A K U (M07-001) 23BRIE S 7=,

Bk C04-001 (TRIUMPH) <TiX, #BREiD 12 » AMIC 4 BILLEO#IME, 7a—H3 A 2 Y —
A CHERS S 72 10%LL o> PNH MifE, K OU/MRERAS 10 J5/ul LAk & vy 9 SRih %2 Tii7- 3 PNH
BEEZYV YRR 43 6)) 7T vREE (44 ) ITHIELTEID YTz, BIEALRTC, 28

FNT LI ZR A 2 % T CL AR MBI O S B2 fEER L, P NT S m B BE (B b

AV R) OREEITV, FEEO~TT e rORE bl fmmoOEREZH I Lz, ~E/ e

VIBEDOY v bARA V ME, BIEROBRETIE 9g/dLLLT, EEROBRE TIX 7g/dL LT E LT,
ARMEO FHEFMEA X, ~ €72l (By MRS U M2 ~E7 v BV REOHE

FrlOY 26 R 2@ U CORMERG M 2 [F18E U 7= 8838) Sl o BpE & Uiz, 57 &l B
T HAEIEDOE (QOL) 1%, FIKFHEIEHE & Lz, Wi, ElCmyg LDH EOREIZ LY, Fiz,
PNH RIMEROLLFRIT, 7ua—H A XA N —THIE LT, X—RT A 2BV THEEEA & 28

HarFazxroaf RERAPTHZEBEIX. THOEAORMZik Lz, BEOFER—

AT A URRET, HEELL TV (23 H)

HExTHEEARC04-002 (SHEPHERD) Tl, sBRA1D24 5 A LINIZ A7 < & b IE Ol ED & 1 |

M/ IREL I3 7 /L, 2 7R U7 PNHIBE AR 2 520 il - L7, 63% D B F 3 HLiliie 34 |
A%DBEENEFV LT axT o REHHL W, BEDOR—ZT A UHEMEERATTRT,
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2 C04-0013RBR & C04-00238BR (23317 5 BE etk
C04-001 C04-002
FR 77 e R ORES - WPES
N =44 N =43 N=97
L5l (SD) 38.4 (13.4) 42.1 (15.5) 41.1 (14.4)
Ricke-tett (%) 29 (65.9) 23 (53.5) 49 (50.5)
HERNRTER L & 7o (S B8 S O VEIE R 0D 12273) 8 (18.7) 29 (29.9)
BETEIE (%)
AR OO (%) 20 (45.5) 24 (55.8) 59 (61)
2T aA R« GEMSIANC L D6 (%) 16 (36.4) 14 (32.6) 46 (47.4)
BhH Ik 10 2 1
8 E120 H AN O R IR i Bk i 547 5 18.0 (12.0,
(i (Q1,Q3) ) 17.0 (13.5, 25.0) 24.0) 8.0 (4.0, 24.0)
v hARA > N TOHgb I (g/dL) 7.7 (0.75) 7.8 (0.79) N/A
(SD)
1aWATOLDHE (TP RfE, U/L) 2,234.5 2,032.0 2,051.0
R—R T A U TCOHH~E7a ey (P 46.2 40.5 34.9

fili, mg/dL)

TRIUMPHERE: ClX. 7T BAREE L Wl U=~ 27 1 B 22 BAL O B R N OVR ifn BR gy i, o> 4 B

DWPIZ L > TRENTZL D IT,

VYU ARBEIRELAAEICEAS L (p <0.001) . BAlLAK

LU (EIBH) . 29 LEZEIE. 30 OBERTR M ERE MR EE (4~14H07 ; 15~25H
AL > 25HL) DT N—TIZH LTz, 3B OARANT K DIEHEZITI T OWME TR L,
FER# quality of life (QoL) &k L7z, MARMFGITKT 2 AFI O TIL, EREH N OVE5

WIOMBEIC L VA LNCT S Z LT TE o 7-, SHEPHERDER Tl

KA 9THIH96

BIERZE T Ui (FNIMARPEERORAERIZHELT LZ) o MIFLDHALIC & > TR &/
BB MO TIEF IR e U, S EDEEAS N U 2R i Bk ifn. o> w4 B K OV 55 13080 L

77 FTIEBZMDOZ L,

3 C04-0013Bk & C04-002RBRICBIT A HIMEDFER

C04-001 C04-002*
TR | YUY R YU YR
ic3 ic3 pfE ic3 pfE
N =44 N =43 N =97

HEBRE TIFICA~E S r E Y
e (LA PR L 7o BB IS 0 49 <0.001 N/A
TR R oD PR ISR 1. BR iy
i () 10 0 <0.001 0 <0.001
NVA A Shde
ﬁf}ﬂwﬁﬁ o> i [ 0 51 <0.001 51 <0.001
BRHL T I OLDHIE

(fhdffi. U/L) 2,167 239 <0.001 269 <0.001
ABR#& T RFOLDH AUC

(i, UfLx ) 411,822 58,587 <0.001 632,264 <0.001
AR TR DR~ 7 1
b (. mgdL) 62 5 <0.001 5 <0.001
FACIT-Fatigue (%h3%&) 1.12 <0.001 1.14 <0.001

*C04-002 FBROFE RI1T.

RBRATR D HBHETH 5,

13



C04-00175R, C04-00255R., S UMD FIHIEER 2> 5 D HBF 195 DN, AHH 505 % K ke
A (B05-001) IZHFkLTz, & TORGBEEN, 10~545 HOXRAEGLMMPIC, W& NE
MR B ORI & HEFF U=, ARRGRTO R & el U<, 5 il HERoRIEN D
ehole, LLZeRb, ZHIUIIEIREARBR ORI fRTch o7,

PNH L2 U (M07-001) ZFIH L., ARifEREMED 720y PNH B T3 5 ARF DA 2h I
DWCEMIE L7z, HBEid, FAEHSMEAE < (LDHESEFME ERO 15/FU EThbr 2 &
AWRMOEME UTER) « BHET SEKIEROWNT ) (FEY, ~E7r VR, W, BY)
o (R REE) | A (~EZ e EUfE < 100 g/L) . EEME TS (MRGESTe) | Wk FEE
PEAREA LTV,

PNH L ¥ 2 b U Tk, ARANZ L D155 EE S ML OBIESER Orb 235588 iz, ARl ek
IMAED 72N BF TR 2 AANT KL D16 6 » ARR T, LDHIEZAE (p<0.001) (&
L7- (LDH HURE 305 U/L, % 4) . & bIZ, AANC K DR 22T IiiiE D 2 W BE O 74%
2% FACIT-Fatigue A 27 C, %72, 84%7%% EORTC Fatigue A 27 TZNENEFRIIZERDO H %
& (FACIT-Fatigue 217 ®D 4 KA > FELED B KO EORTC Fatigue A=27°0D 10 ARA > b
ULEDIET) #2 L7,

#4  MO7-001 RERIC I T DEME D 72\ WPNHEE OF R EFMEE OFE (LDHER U
FACIT-Fatigue)

M07-001
INTGA—F VAR iR Q P
N—RAF A COLDHfA N=43
(FfE, UL) 1447
6% H R OLDHIH N=36
(fFfi, U/L) 305
R—2 7 A > TOFACIT-Fatigue A =1 7 N=25
(gL fiE) 32
A TF A HE 72 B #& FE Al IRE AT o FACIT- N =31
Fatigue A =277 (1 4uE) 44

FACIT-Fatigue |% 0~52 O A =27 CHIE Ziv, ERREWIE EREITTEIMRNZ & 2R,
aHUS

aHUS HBE DOIGFEICB T D ERFNOFRIEIZHOWT, 4 kDT 10 27 T ¢ TR EEGER TO A
100 ] (4 C08-002A/B. CO08-003A/B. C10-004 #kBR TlIak A « HAERE Z %5, C10-003 &
B CII/NE - HOEREEMNE) KO 1 oL ha 2T F o 7TEER (C09-001r) TOHRE 30
BT — 5 % VTG L 7=,

C08-002A/B R 1L, TMA RIEDEKAI T T 2 2038 VW . PEPLIZH 7303 & F /MY 150
x 10°L LLF, LDH fEK OMLiE 7 V7 F = BN ERE ERAZ R 28 0 aHUS BE /AN
7o, T AR T 47 FEEM, RTEERRTH D,

C08-003A/B #BRI%. TMA O S R ERKI T BT o A X720 A, aHUS FEEBENE < . PE/PL %
EWICh 0T L Cnd (RARIRE SR OD 72 &b 8@z, 2 @ 1 BIELEAD 1
Mz 3 [N D PE/PI #HE1T) BEZMANT, 7 rAXT T 07, HER. *BELERBETH
Lo M7mART T o 7HREBRE b, BEIIIAFZ 26 BEEEG L, Koo RBFE L~ EWIEER
WEGERBR ISR L=, 2 HEME D ADMTS-13 fElT 5%% Ela]l-> Tz,

B, ARG HIEREY 7 F o OBfE, 7213, V7 F oS 2 AR E CEyleh
BT L 2 BRI B RYIE O TR IE 21T o 72, RREBR TORRA KL OFE DA aHUS BE T T 5
AFNOFH- &1L, 900 mg & 7 + 2 HEHC 48[, VT 1,200 mg %0 7+ 2 HiZIZ, VURRIER
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BREIREIAE TE T 1,200 mg & 14 £ 2 Hig L Uiz, AANX, 35 5500 BT CHIRNEE L7, (RE
40 kg RlEO/NEENEFVFEEZTORIEROCHEIZOW TR, E#Eiierr) (PK) v Ialb—
T a TSV THEREA R L REICE S EEA S Vo — VR EBICRE LT 42HSH) |

C08-002A/B B COFHFHMIEIAH 1X, N—RA T A O OM/IMRIBOHER & L, C08-003A/B &
BRTIE, TMAA XY F7 U —& LT, BIRGHEER & LT, TMA A &2 —_2>Ta UMK
FHIER AL, TMA OFERTE, LDH EOHER, BHREL Y QoL & L7z, TMA A X 7Y —
I, ROMBELODEER, e bt REMALNRVIRIEE Lz : R—=2XT A4 05
25%FA D M/ MR ERY . PEPL, #7272 3T, TMA A v Z —_ 3 g 0%, PEPL £721387270 %
Br OB B L7, MEFEIER L &%, 4 8L EoWIRIC 2 BILL E o L2 T
FRgtrIz I/ s LDHEO EFIEAHER SN D Z & & Uiz, TMA OSE&ERIL, MigFHIiE
kL LCER L, 4 ML EOWIFIC 2 FILL B Lo RAEICBS W T, g7 V7 F =8
D3 25%LL EoE & Lz,

BEDOR—=RT A VM EE 5177,

%5 C08-002A/B & CO08-003A/B RBRIZ 1T 5 BE LB K Ok

RS A—H C08-002A/B C08-003A/B
YUY YR YU UR
N=17 N =20

WD T aHUS &MWL Thb A7 U —= 10 (0.26, 236) 48 (0.66, 286)

Y7 ETOMM, AEPRE B, &

R)

TMA OEFRIIFIEDN DAV ) —= T F <1(<L4) 9(1,45)

TOHIMH

HErP e O/ &R)

TMA HIER TO PE/PI fifTEI%L 17 (2,37) 62 (20, 230)

guiE /b, k)

= ) R PR 7 B0 PEPLEH °0.7 29

B, RfE (RN &KR)

N—=2F A OM/ME (x1090) | 10962) 228 (78)

fii (SD)

R—27 42O LDHE (UL) . VA 323 (138) 223 (70)

(SD)

AR T RN B IR WEFE (%) 4 (24) 6 (30)

C08-002A/B #RER Tlx, AAlZ 26 HFLLEEE Uiz, F1DD 26 BRI DOIEHEK TH, KEEDHE
F B AN B - A ke LT, 4% BR CoO RS HIRI P EX, 5 1008 TH - 7=
(%6 - 2~145R) .

NR—=R T A LR LT, REBGZIC, BERMRIEEOIR T & /MO M R s, #%
KAHARIEEDIR T, BGBAH%OBREEHNIED bz, C08-002A/B Bk TOA ZMMEDEK)
3 6 \ T, ARMRHMEEE O TOEGIE, 2 FMOREER CUGE, 213, #FEShT,
TMA DOFFEN RO REFICB W TCEREMNHERF Sz, 158 % 26 HFLL EfkE L7 BRI,
B 2 BloEED LDHEDOER(L (1 4]) LMiE7 L7 F=EOKT QH#)) ICXhrEhd,
TMA 5E &R A2 R L, HEFF L7,

AH G HIZ, eGFROJIERE R 5 ERERE DO UE L HERFDARO b LTz, RERBAAEFICENT
ZLE L U B SHIRABNIE, AFE GBI PISEN 2 IET 5 2 E N TE I, 18NS HBET
MHEL L Te o7, BE D DREEFEBLEQOLA W | LT & ol 25T 7=,

C08-002A/BiXER TlT., MR FEAE A2 a2 — NMbT 28I FEROFE )DL BT, AFH
WX 2 BEOKISIXFEEECTH - 72,
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C08-003A/B REA TIX, AFZ 7 &b 260 WG Lz, REBRUIHO 26 HEK T%, KEH
D B Z kBRI AIL, 52k L7-, Y co& 5T Eian 148 Th -
7o (EEPH - 26~129 #fH) . C08-003A/B RERDHIEIZ OV TDORERER 6 ITRT,
C08-003A/B ilB Cix, MAFHEIN FEAEZ 2 — MeT 28 FEAROFRIZO»DLT, K
FZxtd 2 BEOKIGILRBETH o 72, AFIOF G5, BE2HN BV TRRRMIRIEME DR %
WOl AHEOFHMEE B IX, 24EMOBFEER T TUE, 213, #FFSN, TMA OFf#
DR LN ERFICB O CREEMAMER Sz, 1RIFRE 26 8L Bk L72BI2, FiZ 64
DOERENR, MiE7 VT F = EOBIZ LV /REND TMA OSERE iR & R OHERF L=, T
S EmNT B LB T W e oo, ARFIBG MM T, eGFR F9efEic £ 0 JIE L 7= B inE
\ZHGEN A DI,

#£6 TuARRYT 47 aHUS #BBR C08-002A/B ¥ C08-003A/B (21T DA ZhEFEE E DOFE R

C08-002A/BFABR C08-003A/BERER
N=17 N =20
263 H 2H! 263 H 2R!
BB BT O/ M O TE 14 (82) 15 (88) 18 (90) 18 (90)
n (%) (95%CI) (57-96) (64-99) (68-99) (68-99)
N2 T R EOBER. nn | 13/15@87) 13/15 (87) 1/3 (33) 1/3 (33)
(%)
TMAA X2 7 U—_ n(%) 15 (88) 15 (88) 16 (80) 19 (95)
(95%CI) (64-99) (64-99) (56-94) (75-99)
—H 4720 OTMA AR
T Y R~ 7P 5 B AR P S 0.88 0.88 0.23 0.23
(/. J|K) (0.04,1.59) | (0.04, 1.59) (0.05,1.09) | (0.05, 1.09)
T R TP E4% O gL 0(0,0.31) 0(0,0.31) 0 0
(/b BeR)
Pl P < 0.0001 P < 0.0001 P <0.0001 P <0.0001
1 AT — VUL Lo g 10 (59) 12 (71) 7(35) 12 (60)
(CKD) DthiEn (%) (95%CI) (33-82) (44-90) (15-59) (36-81)
eGFRfE (mL/43/1.73m%) OHE : 20 (-1, 98) 28 (3,82) 5 (-1, 20) 11 (-42, 30)
M (D)
eGFRAH Ok 2315mL/453/1.73m? 8 (47) 10 (59) 1(5) 8 (40)
LLE. n (%) (95%CI) (23-72) (33-82) (0-25) (19-64)
TS0 B EOHERS 7320 g/LiE, 11 (65) 13 (76) 9 (45) 13 (65)
n (%) (95%CI) (38-86) (50-93) (23-68)° (41-85)
(LR 7RI IE AL 13 (76) 15 (88) 18 (90) 18 (90)
n (%) (95%CI) (50-93) (64-99) (68-99) (68-99)
TMA D 5545 fi% 11 (65) 13 (76) 5(25) 11 (55)
n (%) (95%CI) (38-86) (50-93) (9-49) (32-77)

1F—% 9y A7 (201244 A 20 H)

2C08-002 7k : BB 3N, =7 U X< T ehtk, FRifERE mAKIA 755 (ESA) oG E2H 1L

72

3C08-03 3Bk : BAE 8 B AR ML ERE MR IR+ 8UAK (ESA) o5 FIEL, 25 3R ) X<

TiEETOFIETH T,
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aHUS 388k C10-004 1%, MM MRS (TMA) OENTRD b b B 41 fl AN T
FEhi L7, RBRTIX. EMCbi-5% 19?@4% PEASIE S | /RN IE S E T BRAS Ly
LDHED L5772 EOE MO T A | Jﬁl?%ﬁ LT F = AN IERAE FIR A 2 2 R A ks
BlE Uiz, BEOERP T 35 5 (FPH : 18~80 /%) ., AmBRICHHAN = 2RI
ADAMTS-13 7N 5% CTdh o7z, HED 51% . HIRERETIR i X DB T AR E T A OB
KERDT, Ft 354 DEBEMN, =7 )xv7m&5~ﬁu PE/PI &% %3 1 Tz, ABRICH
ANTBFE D=2 T A 2 TOEIRERRAFFM: R OVE BB U7 ftE 2 R 71077,

7 aHUS RBR C10-004 |[Z81F D BREFBEDR—R T A ik

HUS 3Bk C10-004
PG A= RHUS Pk
N=4]

ZWrH J—= = 5. = N =

z;gUS@ Wrine 227 1 Y ETOHRE PRE (b, & 0.79 (0,03, 311)
i 3 ) N>y AI S % . el

TMEA @Enj%éﬁ%éﬁrb 5Y VY ZAOHEIE S ToH K, FgE 0,52 (0.03. 19)

(/. J]KR)

R—=2F A4 L TOM/ME x10°0) | R G/, &KR) 125 (16, 332)

N—RF A CTO LDH fE (U/L) . HFHRME (/b FR) 375 (131, 3318)

R—RF A2 TO eGFR (mL/53/1.73m2) . HHRfl (Fe/b, H&K) 10 (6, 53)

AR TIZ, AFZ 26 HELL RS Lz, F100 26 B OTEFEE T, REROBHEITK LT
KA OG- Z ke LTz,

NR=2F A L LT, ERMRIEMEOPD & i MRE OIS, KA 55412588 Bl
F. N—RT AU D 26 B F TIT, FEHIMAMEL ORI XV R S A RIENTEYE TMA O
WEI A LT, ASRERIZEBUVL T, 11/3@4 W (£SD) (X, X—RAT7 A4 TD 119+66x 10°/L
G 1O 200+ 84 x 10%/L IZHIN L7z, ZOzhRIE, 26 B 4@ L CHERr sz (26 1
HOSEH) M/t (£SD) @ 252+70x 10%L) .

eGFR fE CHIE X115 BHEREIL. AAE G W PRI EmN B DTz, ERBALARE SN 2 B &
L7583 24 filFh 20 IR, AFIEGHIMPICENT 2L 5 2 LR TE 7, aHUS B C10-004
OEIMEOFRERZFE SICE LD,
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# 8 aHUS RER C10-004 [Z81) 3 FRMFAMIE B O R

BEENTG A—F

aHUS 3Bk C10-004
(N=41)
26 H

268 B £ Tolfi/ Mgk oHER (10%L1)

111 (-122, 362)

MR FHIIERF L, n (%) 36 (88)
IEFALO AR, 3 (R ! 46 (10, 74)
TMA DO5EREME, n (%) 23 (56)
SERTMOEEIMME, () ! 42 (6, 74)
TMA A X2 h 7V —_ n (%) 37 (90)
95%CI 77,97
—HY720 O TMAST A, el (FEFH)

T ) X~ T EE i 0.63 (0, 1.38)

7 ) X< 75T 0 (0, 0.58)
VF =271y hAT7 (201289 H 4 H) | AFIOIEFHIE AT 5008 (FEFE : 13~86 1)

AFNC L DR ORES L QR sl 52 8, &P 15~126 ) (T, BN aHUS &
FITBT DHRICERO S D85 & LTEIG NN Uiz, RFIOIEFRDN 26 % 2 721
T, 612 3FI0EE GF 63%DHEE) 7 TMA OEREMICEL, 4 F Gt 98%DHEE) 12X
MG FRIEF AL 23880 72, B &FHAmER S Tl 41 Bt 25 B (61%) 7% eGFR D_— AT A L)
5 15mL/53/1.73 m? L EDOUcE % R LT,

B eMG

HEIAYE gMG A OIBIRICBIT D AANOE NI HOWT, 2 thDF 1 227 T ¢ 75 R
(C08-001 &2 T* ECU-MG-301) KON 1 oI EMmERIMRER (ECU-MG-302) DB 139 D
F— & & HWCEHME L7,

ECU-MG-301 R (REGAIN) (X, AIVAENESTH Y | JERPHE L TWDRBEEE RS E L=,
26 WO “HEMR, BIEA, 77 BaRxi Zhsg LS AR CTh -7z, 125 FlF 118
Bl (94%) 26 @ OEHHMZ5E T L, 11761 (94%) 23 ECU-MG-302 ik (& TOREFITA
HaEG L, EMEZeEROANEEZHMIT 2IEEM. ZiistdtFE, Eufkatin) (Cikke L <
FALL LT,

ECU-MG-301 #RER ClE, MiEFHIMRA THL AChR HUiA%:. MGFA (Myasthenia Gravis

Foundation of America) F@RDEENN 7 T A II~IV, MG-ADL A a7 6 "A > hLL EDETH
-9 gMG BE %, KH (626 £/-1x7 IR (636 OWTIMNTEEL LZ, Mk
BRI AN OGN 2 TORBEDEENE gMG BETHY . LNOFRNCHE LI EEICEE LT,

D) VELLEIZD S 2 U EOREMEARE (BFRE £ TTHARRE) DNEDRESE (R
FEMHIFRIES b 230 vb 63 B AETREMEREE 2 Fife L TV 5 5

ERtnt
2) 1 FEFALL E O b AIEE S S T, ER = 2 b r— WS 7o A A B L (PE) &

720X WVIg IZ X DA ET 2 8F BE 12 » Alcbiz, MR TOEED=HIZ 3 » AT 1
ELL EOESIZ: PE £7213 IVIg I L DR EE LT- )
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BEITIE, AFIOBGBIGRNCHERE Y 7 F o 28T 50, 0T 7 F U HEfE: 2 BEN
%Zziﬂa“éifﬁﬁ@ﬁ#.i%%%&ﬁ L7z, ECU-MG-301 &% ECU-MG-302 7k Cix. pl A
16 gMG BEIZHR L CTAAI 900 mg & 72 HAFZ 4380, H\ T 1,200mg & 7+2 H% (Week
5) 1T, LIBEIT 1,200mg % 14 +2 B ISR T TR E- Lz, RFIL 355000 THARN
tEs u‘_o

ECU-MG-301 #RERIZHAN BT HHENE eMG BBEDR—RA T A UREE R 91277,
# 9 ECU-MG-301 RERIZB 1T 5 BERME

YU URE (n=62) 77 A #E (n=63)

MG 2 (%)
TR (B, Bk 38.0 (5.9, 70.8) 38.1(7.7,78.0)
B -ZtE, n (%) 41 (66.1) 41 (65.1)
MG BRHE (F)
THE (B, B 9.9 (1.3,29.7) 9.2(1.0, 33.8)
R—25 4D MG-ADL #2277

S (SD) 10.5 (3.06) 9.9 (2.58)

L fE 10.0 9.0
R—2FL D QMG AT

F-2)E (SD) 17.3 (5.10) 16.9 (5.56)

e 17.0 16.0
WA D S B BN AR R A3 3 FEEE LA
. n(%) 31 (50.0) 34 (54.0)
ZELUBEOFIR, n (%) 46 (74.2) 52 (82.5)
ZHILED MG 7 ) —E, n(%) 13 (21.0) 10 (15.9)
ZWLAEDOHET BN, n (%) 15 (24.2) 14 (22.2)

)%%ﬁf}ﬁm (MGFA 23387 7 A 11(17.7) 9(14.3)

*EEIFNC IV FaxTa Sl R, 7THFATFY v, Sa7z /)=, AL Xdg—h, &
JuARY v, H 7 AbA, VIOARAT 7 I RREREENDN, ZHHIZREI N,

ECU-MG-301 758k 0 - ZEEAIE H 1X, Week 26 ¢ Myasthenia Gravis Activities of Daily Living profile

(MG-ADL) #Ax =27 (gMG TNUF— &Sz, BEOHCHEICLDHEE) OX—2X 54
B DOELE L Uiz, 125 Bl %5 L L= Worst-Rank ANCOVA % iV 7= MG-ADL @ = ZE iRt
Tix, EHNENIZ Y U U ABET 56.6, 7T BAREET 683 TH-o7= (p=0.0698) ,

F2RIRGENE B 1%, Week 26 @ Quantitative Myasthenia Gravis score for disease severity (QMG)
AT (gMG TNY 7 — b aniz, ERFHHIC L 2568 OX—2T7 4 b0 bEE L
72o 125 fil& XI5 & L7 Worst-Rank ANCOVA % V72 QMG O FE AT ClE, FEIANLIE Y U
U ARET 547, 778 AREET 70.7 TH-o7= (p=0.0129) ,

FANTEUE LIZEEET T XD AMED FE R ORIKEHNIE B OffR R 4R 10 1R
\ﬁ—‘O
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#10 ECU-MG-301 RBRICBIT 25 EFTMEEE (Week 26 DRX—RXF A4 UL OE{LE) D

fE R
A 2R JU Y REE TR | VIV RBE-TT .
H : Week 26 D (n = 62) (n=63) £ REE P
R—=RF A h (SEM) (SEM) B/N_FHE (KBEHIEET V)
SOMA T D nE
(A= (95%CI)
MG-ADL 4.2 (0.49) -2.3(0.48) 1.9 0.0058
(-3.3,-0.6)
QMG 4.6 (0.60) 1.6 (0.59) 30 0.0006
(-4.6,-1.3)
MGC -8.1(0.96) ~4.8(0.94) 34 0.0134
(-6.0,-0.7)
MG-QoL-15 -12.6 (1.52) 5.4 (1.49) 72 0.0010
(-11.5,-3.0)

SEM = fE#ERRFE . CI = {F#HIX[i]. MGC = Myasthenia Gravis Composite score, MG-QoL15 = Myasthenia
Gravis Quality of Life 15-item scale

ECU-MG-301 # & Ti%, MG-ADL #2227 OEEIK)7Z: responder %, 3 "1 ML RdGE L7 &

FLEEFR LT, Week 26 DL AF 2 — 5 & 1T TV WERIKRAIZL responder OEIE X, Y U U R

BET 59.7%., 77 BAREET 39.7% Th-o7- (p=0.0229) .

ECU MG-301 #ERTIL, QMG A 27 OEFRAI7 responder %, 5 "1 > MoA RS L7 &
F L7, Week 26 DL AF o —{REE T TWORWERKRAZ: responder DEEI1X, Y U U AFET

45.2%\ 7T RREET 19% TH-o72 (p=0.0018) .

26 M OG- R PR B[N GO BN T-BAE LN A% 2 — 18R A2 VI L L= BE O
EAEE 11ITRT,

% 11 ECU-MG-301 FRBRIZB T ABERE(L R L R F o —15E

TR | VYV B

(N=63) (N=62)
EERAVEAL TR b= BE OEIS n (%) 15 (23.8) 6 (9.7)
VAX o — R A L LT BEOEIG n (%) 12 (19.0) 6 (9.7)

ECU-MG-301 #ERITHAN LT 125 B0 5 6 117 G EM#EGE (ECU-MG-302) (ZHA
o, BEHREGABR CIX e TORBENARAZE G Sz, ECU-MG-301 3B CAKIZ & 5 3 1
7-BFEIX, ECU-MG-3028 5 TAKIZ S bz G- a7z 130 @8Iz, £ TOHEE (MG-
ADL. QMG. MGC KT MG-QoL15) TAAKIOZh RN R L7z, ECU-MG-3017882 T~ 7 R M
BhHESn=H8#E (ECU-MG-302i8BrD 77 v R/m= 7 ) X~ 7 /) Tk, ECU-MG-302:BR (2B
T/ U R~ T HEEFIEHICEN RO B, 1300 L EFigE L7z, ECU-MG-301:88r D5
263 1% }2 O'ECU-MG-302785% O£ 5-130# %  (80%1) (2815 2MG-ADL (A) KX T'QMG (B) DX
— AT A4 OB EEKIIRT,
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A ECU-MG-301 ECU-MG-302

Change From Baseline
MG-ADL Total Score

w

Change From Baseline
QMG Total Score

-8
BL1234 8 12 16 20 26BL1234 8 12 16 20 26 40 52
(F VI T PP 2P P8 el el el el el d
Double Blind Double Blind Open Label Eculizumab
Weeks
-l Eculizumab  -@- Placebo 4 Ecu/Ecu -@- Placebo / Ecu

1 ECU-MG-301 X' ECU-MG-302 BRBRIZI1T 5 MG-ADL (A) B QMG (B) OX—X 5
A V0o DEHEE

ECU-MG-302:&8 Cid, ERNGEIMHIFNC X 2 EGRA2HES T2 20 Lz, ZORN
TC. BED65.0%N VHIELL E oy (IST) O1HHEZMEE L. EH D43.6% 08 EAT
DISTZHIE L7z, ISTHEDOZAEFHHR & L TR HZD 2> TZDIIMGIER DS ETH - 77,

AR RER CAK &2 & G- S - mlnE (65 ?ﬁzzﬁﬁ) DUERYE gMG BEIT 22 6 (17.6%) TH-o1=,
LANE L OIS AR B L 72 21338 b e o T2,

PEPIFREBRIR R N2 | 7 AfE

*HHEEER (ECU-NMO-301 #Br) B3 143 FlR OIEE Rk (ECU-NMO-302 5k) Tk
fot L= 119 BT — % % T, NMOSD VRIS 1 2 K| DA Zhit K OVZ2 2 % 5l L 7=,

ECU-NMO-301 #Bi%, NMOSD & A xiGe s L- —HEH., &b, TR B, £
FALE], 2 AR CTH - 72,

ECU-NMO-301 #ERTl%, HT AQP4 FLAD MG FHIRRAIGNE, 5 12 » ARNC 2 BILL EO I E
72T 24 5 ARNC 3 BILLEOFERID A7 U —=2 7 KELURTO 12 5 ARNS 1 [BILL 0%
DOREEEE, 72 & N Expanded Disability Status Scale (EDSS) ™A =7 7 LT NMOSD B4 %
2: 1 DRTAF n=96) /21X 7 78R (h=47) 1T F DITE i,

AeRBRR, BEICEMEE L LT EOMEROHE CRIEMGIFRIELZ EET 5 L2 afEs L
77 HL, UYF <=7 KO b4 bagibel,

B, AH O G-64E 2 BELL ERNCHIERE Y 7 F o 28T 20 £33V 7 F o
% 2 JEMRET S E CHORTIEEL PG T 2honTnrEiTolz, =7 U AvT
NMOSD FgRBH%E 7' 1 77 F 5 Tld, NMOSD A ITxE L TAA] 900 mg & 7 + 2 AT 4 38[#,
T 1200mg & Week5 + 2 HIZ, LAKEIE 1,200 mg % 14 = 2 HAEITHE Uiz, AANE 35000
THEIIRNEE - L7z,

BEDRY (90.9%) DEMETH T, FIFEEDBAN (49.0%) T -7z, AABRIEOYIEE 5K
DB O IAENL 45 5% Th - 72,
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% 12 ECU-NMO-301 35t : BEDORBER NN —R T A VT

= TR EO/ 8B Savd a3
HH et (N=47) (N = 96) (N=143)
NMOSD /&
NMOSD D 4JJ% i ik NS SLEN
FELR DS O LT AE (SD) 38.5 (14.98) 35.8 (14.03) 36.6 (14.35)
(%) FH LA 38.0 35.5 36.0
S UNEN
P 12,73 5, 66 5,73
NMOSD DOHIZHER | FHE
Ay (SD) 6.601 (6.5863) 8.156 (8.5792) 7.645 (7.9894)
NOIRBIEOREYIO | FIpE 3.760 5.030 4.800
BEEZZTHETO | H/ME.
W (E) P 0.51,29.10 0.41, 44.85 0.41,44.85
A7) —=v7UHI|
D 24 1 A LN O (SD) 2.07 (1.037) 1.94 (0.896) 1.99 (0.943)
FEOFMFFHE R LA 1.92 1.85 1.92
B/ IME,
o 1.0, 6.4 1.0,5.7 1.0, 6.4
N—ZX Fo A
_—25 4 EDSS | E¥HE
e (SD) 4.26 (1.510) 4.15 (1.646) 4.18 (1.598)
i 4.00 4.00 4.00
S UNEN
P 1.0,6.5 1.0,7.0 1.0,7.0
;;;;ééé;ﬁf v R n (%) 13 (27.7) 21(21.9) 34 (23.8)

W&5E : ARR = SRR BRI L 0 HE S 72 F%E2, EDSS = Expanded Disability Status Scale, IST = & #iil

YL, Max = it KME. Min = fo/ME, NMOSD = fifiRF ik A7 b7 LREE, SD = [E#EF =

ECU-NMO-30155k O EERME H1X, B FOMFHMIE BT X 0 HE S = #E O iR
HRETOHMTH oMz, I RBLHEBE LT ) X~ 7T, M FHMEEESIC LV HE
SNTHEIOIEFR TR E COMBICHT 2 HRERDENRD vz (R A7 #094% 5 2~
P— R 0.058 ; p < 0.0001) (X 2) , =7 U X~T7 %5 LZAECTIE. OHH IST oG %4/}
O, MR E ST X 0 HE SN 0RO IEER P £ COBIMIC R 2 EN RIS
5Tz,
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12 T 1 1 1
L, t ) t
| Tk 96.4% 96.4%
: 0s — - i i i
g ] a a
05+ _—— : :
= —— 1 1
= B32% e 17 :
c ! " '
ﬁ 0.4 | 514% _‘
1 1 45.4%
e i i i
o 1 1 1
0.2 -{ [Froporion Respse Free at i i
48 Waeks (95% CI (1,21 1 1
0632 (0,465, 0758)  Logrank pvake (3): <0.0001 ! —— — Placsho :
0579 (0916, 0.955)  Hazand ratio (55% CI) 4,5); 0.0S8 (0.017, 0197 ! — Eculizumak !
D.I] - T T T T : T T T : T T T : T T T T T T
o 12 2 S & &0 72 8 E 03 120 13 14 156 156 180 132 MM 26
Time in Study Period [weeks)
Mumber at Alak:
RAacebo 47 % 30 2 M 18 13 10 a 3 s 5 4 3 3 3 3 1
Ecutzumat 95 5 a2 2 & &0 E =2 5 41 32 24 » 18 14 ] 2 1

X 2 MITFMEERITE Y HE S NWHEOERFTERE TOHM D Kaplan-Meier Survival
Estimates — B RDOMHTRIRER (ECU-NMO-301305%)

NI E R AIC LV HIE SNERBRTERDBO SR o - BE L, RBREIMKR TRICIT BYIY & Lz,

JERRNTIZ, 4 2OT X 2MEBID T ORERIUES, T80 () 7% LMERFAT EDSS RfE (<= 2.0) |
(i) 7 ¥ ALK SCEDSS @ifl (5=2.5~<=7) M OiRARER, (i) 7 > % L{LKF CEDSS &fE (>=2.5~

<=7) IOEBEDOHENHRUT IST Mk, (v) 7 ¥ MMERHIEV EDSS (5= 2.5~<=17) N OEITDFIE

LIBRIZIST 288, IZHES0 TN 5,

1 Kaplan-Meier {£IZ35 <,

2 complementary log-log transformation (233 <,

3@k e 77 o U BB,

4 JERI Cox Il ~Y— FET IS,

5 Wald {545 XH,

W55 © CI=134HKX[E. EDSS = Expanded Disability Status Scale, IST = % #iffill R

T RARBICHT A U A T HOMNFHIE BRI LV HE SRR PR EREE  (ARR)

DL (95% CI) 1% 0.045 (0.013, 0.151) T. ZAUTMNFHMEZE ST L D HE S L7Z ARR 23,

TR LTy U X TRECHXIC 955%IK T4 2 L2 RLTW1S (p<0.0001)
(#13) .

# 13 MITFHMBEERE S L 0 HE SRR ERBERE — RROMBITRRER (ECU-NMO-30135%)

- 75 REE Ty Y A~THE

HH what R (N=47) (N = 96)
o ER 2 Sum 21 3
BRI O PY #%L n 52.41 171.32
WSTFHERE BRI L0 e Shi | Rate 0.350 0.016
RS ARR? 95% CI 0.199, 0.616 0.005, 0.050

Rate ratio

(eculizumab/placebo) 0.045
TR 95% CI 0.013,0.151

p-value <0.0001

AT LB T OEBRIULER KL ONA S ) —= ZLETD 24 5 ARBIOEFED ARR IZOWCHHEE L 2R
7 RIS,
W&5E © ARR = FfIE%E, Cl={5HEXH

T ) A THEBETIIT T AREEBEICHT, ABROEMBEROEKT (V1)) 2R
0.04 vs. 7’7 BAREE 031) . AROZMEIBEO DD a )N F axT oA REFRNEEG OFERSE
23



MEEDOMT (VU U RRE 0.07 vs. 77 BAEE 0.42) K OMIEAZHIRIEOF R TR EOET (VY
U ARE 0.02vs. 77 BAREE 0.19) 23580 b,

NR=2F A P BRI T £ TOZXOMOENKEHNLE B2 2L ENAMIT. 2 TOMRTR
FEEOHEIE [EDSS 227 (4HED p=0.0597) ] . mRS (%4 H ED p=0.0154) ] | BehepsE
DOFREE [HAI (4 H LD p=10.0002) 1. 7FVT 447747 DFE [EQ-5D VAS (4 H LoD
p=0.0309) KON EQ-5D Index (4% H LD p=0.0077) 1 iZBWT, 7T REIVbzr ) X~7
DI HBEI TV,

ECU-NMO-302 Bk D & fifhr Tk, #%ED ARR (ECU-NMO-301 #BRD 2 7 U — =1 7 LI#f
24 5 AR DoOE{bEOFIAE (/M. HoRfE)  [-1.825 (-6.38,1.02) , p<0.0001] (255
X, 27 VAT EEICLDIEHRT ARR OF BN DOEKRMICEROH HIKT (BRI Y EAHIC
L DHE) BED LT,

ECU-NMO-302i&BR Ci%., ERA S mmlFIC L 2 iR s+t anaE Lz, 20 XD
TRRPUC BN T, SEIHIBRIEOEE L L TRbED0 > =Dl mEMEFREOHERETHY . &
HD21.0%IZHBL LT, 52, BHEDIL 1%DBEFOISTZH 1R LT,

ARA| (=27 U X~<7) 1L NMOSD B3 OFIEIZxT 5 2aEHIARIC B9 258k IX 32405 L Tuvh7auy,

PNH

PNH R M07-005 (23T, Bt 7B O/NEEFEICAF 285 Uiz, i b/hREIORTE SR8
I% 57.2 kg (#iPH 48.6~69.8 kg) . 4FHnlL 11~17 ik (FHRAE 15.6 %) THoT-,

INREBETH T D FE R O &ICHE > TRFNC L D18 Z2 1T - 7260, i LDH fEIZ X 0 #lE
SN ENIEIM OIS 2 DALz, £, Wil O3B 2K E 72 1 XBERL S FE 8 S av, B IREERE
BRNYGEHR & 72 o7, PNH/WNEBRFE TORFOAEZIMEIX, PNH O R Z LR (C04-001 &
C04-002) TORNBFIZBEINT-AMEL —F LTz (3, & 14) .
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7z 14 PNH 38 M07-005 : /NEBF RS 55 0 HEFHGIE B OR5 R

pfE
-H)(SD) Wilcoxon ST D 3 5

JEAE TS -1 E
R—=R T A 5 12586 F TOLDHfED -771 (914) 0.0156 0.0336
## (UL)
LDH AUC -60,634 0.0156 0.0350

(U/L x Day) (72,916)
N2 T A 5 1238 ) E T
st EAEOHER (D) 2103 (21.13) 0.2188 0.1232
R—=2AF A U PHOIRMERY 7 — %A
X (PNH% A 7'II) OHER 1.80 (358.1)
(HHMIES)

NR—=R T A 5121 F TOPedsQL™
4.0Generic Core Scale (H2%) Q 10.5 (6.66) 0.1250 0.0256
N— 2T A )b 128 METO
PedsQLTM 4.0 Generic Core Scale (fri# 11.3(8.5) 0.2500 0.0737
)
R—=R T A 51210 F TOHOPedsQL™
4.0 Multidimensional Fatigue Scale (,%?%A) 0.8(21.39) 0.6250 0.4687
N— 27 AV b 12 WEToO
PedsQLTM 4.0 Multidimensional Fatigue 5.5(0.71) 0.5000 0.0289
Scale (PRFEF)

aHUS

aHUS 3R C09-001r (28T, & 15 B/ N (A2 H H~125%) ICAKlZ#&E5 Lz, =

ORI 47% I AT 12 KX 2 BIE T AR E 21T R EZ7B 07z, aHUS OZE»N G
AFNE G- F TOMBOFRIEL 14 5 H THo7= P <1~110 » A) , BAFT25 TMA SER
DRBNOARFWIEE E TOYBOP R 1 » A @i : <1~16 » H) Thot=, AFIOHK
S OmRET, 2mRmOHRE (n=5) TiX 16 HME &P : 4~70M) . 2L E 125K
DOEE (n=10) Tix 31 @AM (HFPH : 19~63 HH) Tholz,

NSRBI TORAOAZMEIL, aHUS O E7RZ ViR C08-002 & C08-003 (3% 6) TOHAA
FICBE SINT A LR —E L T\, AFIE G 7oIc@E T2 nEm e Lo/
TV o7z,

# 15 aHUS #8% C09-001r : /NEBEIZBIT 28OV TORER

2SS 2T | 2 mPAE 12 FoR 12 7% LA L
AT A =2 (N=5) (N=10) (N=15)
M/ IMREL D IEE AL n (%) 4 (80) 10 (100) 14 (93)
TMA DOFEETIFE n (%) 2 (40) 5 (50) 7 (50)
—HY7~0 TMA ST AR, fife
fiE (P
T Y R T B A 1(0,2) <1(0.07, 1.46) <1(0,2)
T Re T HE D <1(0,<1) 0(0,<1) 0(0,<1)
eGFR [0k 2 (40) 6 (60) 8 (53)
15mL/%3/1.73 m* LA b, n (%)
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=7 U A7 OFGENC, BE TMA ER OB EE TH - 7o/NEEE T, Ao 52
X 5. TMA Ol LB REOdEN N R b (B 15) o

[FIAEIR DR BRI DRI T - 7o/NEEE TIE, AFOHRLGICE Y TMA OMFIAED BT,
LorL, &GHID O ORAHEFAREOD, BEEIZE R 6ol (R 16) .

7 16 aHUS 3B C09-001r : EHE TMA MERFEHRMMICHE C 7o/ NEBE TORIEORKER

HED TMA FEROFEEHIH
2 % AR 2% AMUE
N =10 (%) N =5 (%)
M MR D AL 9 (90) 5 (100)
TMA A X2 k7 U — 8 (80) 3 (60)
TMA D FER TR 7 (70) 0
eGFR EOH&E 15 mL/%y/1.73m? LA | 7 (70) 0*

*1 BN ERARTRIZ eGFR IEDUE 2/ L7,

aHUSEBRC10-003 (2B W\ CTRagt224 /N « HAOSFEBRE (AE%SH H~17%) ([CAR = &5 LT,

AP CIX, MRS E R AEREFH O TRRA, My LDH fEAN IEFEFPE O FRZ 8 % T L5
THREDEMOTET VA, BHINCORE 2N OMLEM.ENRR2N, G2 LT F = AERFRO
97 N—t U F AN ETHDBEEHANT, BFHEOFRPIMEIL 6.5 (FiPH : 55 H~17
%) . ADAMTS-13 fEIE. 5% B Th o7z, BED 50%2. MEHERFIC X 58 FERE-IT
HOPURZERD T, B 10 4 D—BED, i&)xv7®&5m PE/PLREiEZ =T CTe, AR
BRICHANTZBFE DR—R2 T A 2 COEREGRAFRE L ORI U282 % 17 1R,

% 17 aHUS RBR C10-003 IZ B 2 RFHBEDR—R T 4 55

e Rl A~ 127 EBE

At (N=22)
(N=138)

aHUS OZWrnH A7 J—= 7% TD ¥,

il (e, BeR) 0.51(0.03, 58) 0.56 (0.03, 191)

TMA OFIENS Y U U ZADHEE-FTDH

B ol (B ) 0.23 (0.03, 4) 0.20 (0.03, 4)

AT A A COIE GO 110 (19, 146 91 (19,146

P (B, k) (19, 146) (19,146)

oATA T LDHAE (UL 1510 (282, 7164 1244 (282, 7164

gl (b, k) (282,7164) (282,7164)

R—Z2F A L TD eGFR A (mL/%y/1.73

md) | bl (R ) 22 (10, 105) 22 (10, 1053)

AR AN T 2BE ICAK 2260 L B 5 LT, BBy 26 8K Tk, KEHD
BEIIS XX B G~ = L 2RI LT, RFIOBGRIEHRIC, ERMRIGEHEOJRD 2342
BEICED LN, N—RAT A U0nB26HEME £ T, EBIM/ *ﬁéﬁ&@%bﬂfﬁéﬂé%ﬁﬁi £
PE TMATEPED R A Uiz, i MR (+ SD) I, XR—ZF A TD 88+42x 109L)>
O, 1HERE D281 £ 123 x 10%/L 2N L7-, Z O%hEIE, 26 B %8 L CHERF Sz (26 # R
H OS5 i/ (£SD) @293+ 106 x 10%/L) . eGFR 1 Jufll THlIE T 2 BHERE 1L . AHIF 51
MRlCdEwEN A DI, =R T A VBN T 2 ST L L2 BE1EIF9 FI2s, A o#&E15H
BIZENT 2R IET D Z ENTE T, RESORISIE, EHBSH H~17 O BE 2L TR TH -
Tz ARERTIE, MAERHFHERFEAEZIT HRF~0 A CHikZ 22— MuT 28 A RO I
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Wb 5, BEORFNT 5 RISIZFEETH > 77,
aHUS &% C10-003 (28T D HIMEDRE R AR 18177,

# 18 7RI F 47 aHUS 2B C10-003 (2331F 2 A ZMESHE B OFE R

ARl A ~12 7% ERE
BOMENRT A —F A (N=22)
(N=18) 2618 H
26 3 H
MR 7522 Ew L, n (%) 14 (78) 18 (82)
IEFALO WM el A (FEH) ! 35 (13, 78) 35(13,78)
TMA O5ERER, n (%) 11 (61) 14 (64)
SRRSO I E, B (FEE) 40 (13, 78) 37 (13, 78)
TMAA X2 F 7Y — n (%) 17 (94) 21 (96)
95%CI NA 77; 99
—HM720 D TMASTAZE, FRfi (GEpH)
b e NA 0.4 (0, 1.7)
T U XA~ 7GR, Wi E 00, 1.01)
Ty Y R 7RG, IR s NA T
eGFR fE® 15 mL/53/1.73 m?> L EOUGE, n (%) 16 (89) 19 (86)
26 H[E H D eGFRAE (15mL/43/1.73 m?>LL k) @
HERG . PR 64 (0,146) 58 (0, 146)
PE/PI A X2 k7 U—_ n(%) 16 (89) 20 (91)
2723 A X b7 U —. n (%) 95%CI 18 (100) 22 (100)
NA 85; 100

VF—%7y bA7 (012410 H 12 H) . AFIOIRFEHIF HIET 44 8 (FiPH : 1 BloREGOH~
88 i)

AHNZ L pipEME ORI QR REssE, &A1 H~107 #) 12, AEROFDF
aHUSHEF IZB I 2 WRIICERO H 5 W ELE B LB NN LT, ARAIOIGHFN2610H % 8 %
ST, E5IICIBI0BEE (FH68% D HEE) NTMADEREMIZEL ., 26 (FF91%DEE) 1
IR A IE AL 2R 7o, Bof&aHmiE s Cik, 226191961 (86%) 73%eGFR D N— R T A L)
5 15 mL/53/1.73 m?* UL EOdEZ ik Uiz, Fii-ic@E iz LEm e LIZBE I W o Tz,

5 MG

HHAYE gMGO/NRBEITRS 2 RFLE I OV TImF ST,

BRONEESR LTI L 0 HEEMEMGO/ N BEEM 2 55 & U CAAIZ 5 U 7= Bl O f HizE
BTN G2 bz ONRBEFICHT 2 ARKFOERICET 2 1EHRIT42EZH)

HIFHRBERIR RN | 7 AJEE

NMOSD D/ NEBE %3 2 ARAN O HITRE STz,

RN = FE AT L 0 . NMOSD/NRUBF R 2 %4 & 3 2 ARA O TR AR O F& HH 375 1213 T 1]
NEZ 6 TS UNREFITHT H2AFOMERIZET 2 EHIT 42 HESH)
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52 FyEhRe

|

i

BV AN )

AR

v MURIE, AR T = A h =R &% 5, =27 VAR TIERRT IV BOH
O AL, BEMOEEREIZR Y, b MUK, R, VY Y= ABRICI VRS T TF
ET I BIZELEND,

ES 21

AFIORF, B, i, ML TOHEE « ROV T, FHliZ1T-> T, EFEETIE, fiik
PR S T, PR A XK E W OlEE S R,

T ENRE /HK ) 7 D BER

PNH BFA0B] & %502, 1a /8= AV FET A E AT, KEKRSGHOKYEME T X —X
Rl L7z, 27 U 7T 2 213031 £0.12 mL/hr/kg, P AREIT110.3 £ 17.9 mL/kg, “FHITH
JCEEHIX11.3 £ 34 HCTH o7, PNHORAH OG- LY A 2 HWT, 4% F TICEFIK
REICRET D,

PNH & TOEIPEHRIGIE, =7 ) A~ 7 OMmighisE & EHECHBE L TR Y . REHD
BEIZBWNT, M7 7 35 pg/mL DL EAMERFT 5 2 L1280 EANICELZ EEHIETE D,

Wiz, FEEE0ET, 3B C08-002A/B & C08-003A/BIZIWNT, HELED K O EIZHEVAFH]
Z G- DaHUS B 3761 2 56t A KB RE 2 ittt L7, ZDE 7 /L Tld, KET0 kgD T 72
aHUSHEE D7 U 7 F 2 A130.0139 L/hr, /A AAFEIXS5.6 L, {EEF-EHE 297 BEfE (89 124H) T
HoT,

ZOFET VA, aHUS 3R C10-003 123\ THERED FITE K OH B2 > T % aHUS /MRS 22
B COREHRGOEYENRET — Z T Lz, AFOZ VT T AL MAERIT, KEICEY AL
FENsd, ZbOFEfEE/NREEDOERERX IC K DRIEFHOREFE L Lz (42 HSHR) |
aHUS /NREBFIZBIT OARAO 7 VT 7 AMElL, KEHTO0 kgTIE10.4 mL/hr, 30 kgTIE5.3 mL/hr,
10 kg TIH22 mL/hrCh o7z, £, DMAMIT. ZNENOEREIZH L523 L, 276 L, 1.21 LTH
ST, HREITKHST D IERIEIIE, 349~378FfH (FI14.5~15.8H) OHIPALINT, KEIZLD
BAIXIE E AL ER BTz,

TV RX2TOU VT T ALEREIE, MERBEOBIZIBWTHEHME L7z, Mgz kX590
AMNIEFZIC =7 U A< T REFRN 50%I2, R38R/ L=, PERPIZ T 5
aHUS BEFICAKN ZH 5T 256135, AFOMAEREGBHERI D Q2HESH) |

HELEOD R R OB SID » TR G- %252 1T 7-aHUSERE RHI . EARM TS 00 Zud H > e il
TR A BTz, aHUS B ICB T 2 ARF O FHRINE, =27 V) X~ 7 OMiEHiRE & 1
PO H Y . b T ZER 50~100 pg/mL ZAERFT 5 Z SIC XV . ARSI ATE LD
SegfiilECcE B,

S ENE /T A — XX, PNH, aHUS, #iAMEgMGK ONMOSDEEHEMIZBWT—E L Tz,
PNH, aHUS. #H&M:gMGK ONMOSDEE Tld, WEHECSIREL230.5 pg/mLAT O H ) F RIS IE,
TR R AREN AL O 5E 2 E I LTz,

PSRBT

PEONFE, Rl (ElnE) B - IFEEOAEICESWEREDBREENICRB VT, Kdhkes

RT3 2 RREBRIL I LTV /vy, PNH, aHUS, gMGK O'NNMOSDEFE & x5 & L7 ilBr CUE L

T —Z BT R a L—a UPKAETIC L 0 R AR, File (SiRE) | E - IFEEO

BN Y ) X~ T OPKICEEE RIES RN EAURENT, NEBE CIIEEIXAERLE

BThHHZ b, NEBZETEI= VIV AT D2 VT T A FTNEL, KEIZESS HER L
28



HTHoT,

AT

MO07-005 FRERIZIBVTPNH RS (11~ 185 AKm) %, C08-002, C08-003, C09-001r Mz X
C10-003 BRI CaHUS/NEEE 24 H ~18 AR #xt5 L L, HREICES < HiELOH
BERAWCTTZ 7 U X~ 7 O ENRE % 3145 L7,

PNHO HVHEBE TIL, RENEYHEOAERLEER THY, =27 VA~T D7 VT 7
> A130.0105 L/hr EARAE & 72 o 72, (RE40 kgAim O/NLBE O EIX, aHUS/NEEH T T 5
MEEEARIZLT,

53 JEEREZEMHET—X
b MIEFRCSIZKT D= U X< T7 OREERIEIZONT, 225Din vitroiklik Trlfi L7z,

t MR SR L OISR O~ DRI LV =7 ) A~T D FARERIGE N L, Mzt
BRCRAr L7- b MRk SV EOCSHBUI, EIEih. B, BRI ERCOCSHBLNTR
oD ETHREE—ET D, HEINOMBEAR AT R N7,

T ) X~ 7 TOFYATERRIT, & LS OEIE THEIEE TR SR no % LT
fcﬁb\o

~ 7 ACSITH T 2GR Z FW e~ U 2 To26 MmN T B-AIR 512 L 2 52883,
WTIDFNE T A—=ZT B DRI o7z, BT, M~ 7 232 WiiiEPE o 20 R 22 R
ERRD BN,

CSPHED AR Z M ZFHE T 27D L, ~ U A EZ W~ U ACSIZHT 5% a 57— MM
RIZ & D AFEEMERBRIC W T, 3EKAI 52 B3 2 IR R E 08 FROSIEBIE S Tuneny,
NG ORBRIZIX, ZHREE. FIIRRA, AT D AR R O AR E OFEN %2 5 D
77

IRETHENC B D PURIC &R LRI, mHEORFE ((FREHREZ S L10, Afloe ML
e HAEORME) M > - BB O HAF230VC 2P IR AR . 1ICITFE A~ =7 233
Do, UL, PURERERICE DBAEEEITHEMFEC T o T,

T Y A= T DAL LB ARTEME K OFEFENE 2 RT3 2 72 0 OB FEBRIT I L TV 720,

6. BT
6.1 &MY

U Ulg—KFEFT MY ¥ AEKFY
UUlg—KFEFT MY T A—KFY
X ol NN

ARY Y _— K80

S AK

6.2 EAER

ABGENL, 6.65HIZFLE D & 5 WAL LA D EH L LRA L TIR 57220,

6.3 fEAHIR
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30 » A,

FRBZITEDIEHT A Z L, (HL, HHOLFR R OB Z2 @M iE, IE2°C~8°CIT I\ T4 HF
[IES THE R

64 HRELOBER

BIERETH 2 (2°C~8°C)

W LN &

AL AN, B L THRET S

ARBEFEFOY Y Y 2L T, 1REF3IABE THBRETFRENOIRH T Z LN TE 5,
WHHARE T, ARG ZWRRFEICRT 2 &, B OERFEICHOVTIL, 63HEZBRT 2
ZE,

6.5 ZBEOMERUESE

e GV al BT FL) RORT7 ) v T F 77Xy v R 7 Lby) ff&— (7=
T L) BRI ANAT IV (XA TIH T A) ITHEMEKR30 mL,

FIRERANT 154 T L
6.6 REERMEALOBEE
BERNC, VU U AR TSR R OB AN WA BRI THERT S 2 &,

T -
WIEZRED SN FNECHE Y, FRCEEFRICEE L, AFOFEE, miRa21T9 2 &,

BEL ) v PERER L TEEEZNA T ANLIKEERS,

HELEFH B 2N > ZICFE DX D,

FIRANZ9 mg/mL (0.9%) kT b VU o7 AWK, 4.5 mg/mL (0.45%) ik BV o AFEHHR,
FT2IE 5% 7 R UMK Z RS v 7SR L, SRS mg/mLIZ72 5 K 9 ICmRT 5,
BRI EES mg/mL D Y U U AR EIL, #% 58300 mg, 600 mg, 900 mg, 1,200 mglZ%f L T,
FHEH60mL, 120 mL, 180 mL. 240 mL T 5, AKX, EABHTH D,

ARG OFFRIBH NN - T2k 7 2§ s U, 3RA & AR & &2+ 2B 5,
AAFIBEHRNC, FHREEZ ISR L, BRI 5,

AHENIBLIEFN 2 L TRz, S 7L dICERIET 2 K0 I3 EET 5 2 L,
FAEFHHE 7= 1T T, B DO BEFERR Tt > CTHEET A 2 &,

7.  EEGTTRARDEE

Alexion Europe SAS
103-105 rue Anatole France
92300 Levallois-Perret
FRANCE

8. K

&

L

EU/1/07/393/001 7458 H /&R Hr H
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HIAGR 200746 H20H
SBEHH 20124F6 H18 H

9. XEHFETH
HAT

ARG OFEB 2 F R, BINEERBTOA =Ry b¥A MTHEHSATVD,

http://www.ema.europa.eu/
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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

SOLIRIS® (eculizumab) injection, for intravenous use
Initial U.S. Approval: 2007

WARNING: SERIOUS MENINGOCOCCAL INFECTIONS
See full prescribing information for complete boxed warning

Life-threatening and fatal meningococcal infections have occurred in
patients treated with Soliris and may become rapidly life-threatening
or fatal if not recognized and treated early (5.1).

e Comply with the most current Advisory Committee on
Immunization Practices (ACIP) recommendations for
meningococcal vaccination in patients with complement deficiencies
(5.1).

+ Immunize patients with meningococcal vaccines at least 2 weeks
prior to administering the first dose of Soliris, unless the risks of
delaying Soliris therapy outweigh the risks of developing a
meningococcal infection. (See Warnings and Precautions (5.1) for
additional guidance on the management of the risk of
meningococcal infection.)

Vaccination reduces, but does not eliminate, the risk of
meningococcal infections. Monitor patients for early signs of
meningococcal infections, and evaluate immediately if infection is
suspected.

Soliris is available only through a restricted program under a Risk
Evaluation and Mitigation Strategy (REMS). Under the Soliris
REMS, prescribers must enroll in the program (5.1).

INDICATIONS AND USAGE
Soliris is a complement inhibitor indicated for:

. The treatment of patients with paroxysmal nocturnal
hemoglobinuria (PNH) to reduce hemolysis (1.1).

e The treatment of patients with atypical hemolytic uremic syndrome
(aHUS) to inhibit complement-mediated thrombotic
microangiopathy (1.2).

Limitation of Use
Soliris is not indicated for the treatment of patients with Shiga
toxin E. coli related hemolytic uremic syndrome (STEC-HUS).

e The treatment of generalized myasthenia gravis (gMG) in adult
patients who are anti-acetylcholine receptor (AchR) antibody
positive (1.3).

e The treatment of neuromyelitis optica spectrum disorder
(NMOSD) in adult patients who are anti-aquaporin-4 (AQP4)
antibody positive (1.4).

DOSAGE AND ADMINISTRATION
For intravenous infusion only
PNH Dosage Regimen: (2.2)
aHUS Dosage Regimen: (2.3)
gMG and NMOSD Dosage Regimen: (2.4)

DOSAGE FORMS AND STRENGTHS
Injection: 300 mg/30 mL (10 mg/mL) in a single-dose vial (3).

CONTRAINDICATIONS
Soliris is contraindicated in:
e Patients with unresolved serious Neisseria meningitidis infection
4).
e  Patients who are not currently vaccinated against Neisseria
meningitidis, unless the risks of delaying Soliris treatment
outweigh the risks of developing a meningococcal infection (5.1).

WARNINGS AND PRECAUTIONS

e  Discontinue Soliris in patients who are being treated for serious
meningococcal infections (5.1).

e Use caution when administering Soliris to patients with any other
systemic infection (5.2).

. Infusion-Related Reactions: Monitor patients during infusion,
interrupt for reactions, and institute appropriate supportive
measures (5.5)

ADVERSE REACTIONS
The most frequently reported adverse reactions in the PNH randomized trial
(>10% overall and greater than placebo) are: headache, nasopharyngitis, back
pain, and nausea (6.1).

The most frequently reported adverse reactions in aHUS single arm
prospective trials (>20%) are: headache, diarrhea, hypertension, upper
respiratory infection, abdominal pain, vomiting, nasopharyngitis, anemia,
cough, peripheral edema, nausea, urinary tract infections, pyrexia (6.1).

The most frequently reported adverse reaction in the gMG placebo-controlled
clinical trial (>10%) is: musculoskeletal pain (6.1).

The most frequently reported adverse reactions in the NMOSD placebo-
controlled trial (>10%) are: upper respiratory infection, nasopharyngitis,
diarrhea, back pain, dizziness, influenza, arthralgia, pharyngitis, and contusion

(6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Alexion
Pharmaceuticals, Inc. at 1-844-259-6783 or FDA at 1-800-FDA-1088 or
www.fda.gov/medwatch.

See 17 PATIENT COUNSELING INFORMATION and Medication
Guide.
Revised: 11/2020
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FULL PRESCRIBING INFORMATION

WARNING: SERIOUS MENINGOCOCCAL INFECTIONS

Life-threatening and fatal meningococcal infections have occurred in patients
treated with Soliris. Meningococcal infection may become rapidly life-threatening
or fatal if not recognized and treated early [see Warnings and Precautions (5.1)].

e Comply with the most current Advisory Committee on Immunization
Practices (ACIP) recommendations for meningococcal vaccination in patients
with complement deficiencies.

* Immunize patients with meningococcal vaccines at least 2 weeks prior to
administering the first dose of Soliris, unless the risks of delaying Soliris
therapy outweigh the risk of developing a meningococcal infection. [See
Warnings and Precautions (5.1) for additional guidance on the management of
the risk of meningococcal infection].

* Vaccination reduces, but does not eliminate, the risk of meningococcal
infections. Monitor patients for early signs of meningococcal infections and
evaluate immediately if infection is suspected.

Soliris is available only through a restricted program under a Risk Evaluation
and Mitigation Strategy (REMS). Under the Soliris REMS, prescribers must
enroll in the program [see Warnings and Precautions (5.1)]. Enrollment in the
Soliris REMS program and additional information are available by telephone: 1-
888-SOLIRIS (1-888-765-4747) or at www.solirisrems.com.

1 INDICATIONS AND USAGE

1.1 Paroxysmal Nocturnal Hemoglobinuria (PNH)
Soliris is indicated for the treatment of patients with paroxysmal nocturnal
hemoglobinuria (PNH) to reduce hemolysis.

1.2 Atypical Hemolytic Uremic Syndrome (aHUS)

Soliris is indicated for the treatment of patients with atypical hemolytic uremic syndrome
(aHUS) to inhibit complement-mediated thrombotic microangiopathy.

Limitation of Use

Soliris is not indicated for the treatment of patients with Shiga toxin E. coli related
hemolytic uremic syndrome (STEC-HUS).
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1.3 Generalized Myasthenia Gravis (gMG)

Soliris is indicated for the treatment of generalized myasthenia gravis (gMG) in adult
patients who are anti-acetylcholine receptor (AchR) antibody positive.

14 Neuromyelitis Optica Spectrum Disorder (NMOSD)

Soliris is indicated for the treatment of neuromyelitis optica spectrum disorder (NMOSD)
in adult patients who are anti-aquaporin-4 (AQP4) antibody positive.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Vaccination and Prophylaxis

Vaccinate patients according to current ACIP guidelines to reduce the risk of serious
infection [see Warnings and Precautions (5.1 and 5.2)].

Provide two weeks of antibacterial drug prophylaxis to patients if Soliris must be initiated
immediately and vaccines are administered less than two weeks before starting Soliris
therapy.

Healthcare professionals who prescribe Soliris must enroll in the Soliris REMS [see
Warnings and Precautions (5.1)].
2.2 Recommended Dosage Regimen — PNH
For patients 18 years of age and older, Soliris therapy consists of:
e 600 mg weekly for the first 4 weeks, followed by
e 900 mg for the fifth dose 1 week later, then
e 900 mg every 2 weeks thereafter.
Administer Soliris at the recommended dosage regimen time points, or within two days
of these time points [see Warnings and Precautions (5.4)].
23 Recommended Dosage Regimen — aHUS
For patients 18 years of age and older, Soliris therapy consists of:
e 900 mg weekly for the first 4 weeks, followed by
e 1200 mg for the fifth dose 1 week later, then
e 1200 mg every 2 weeks thereafter.

For patients less than 18 years of age, administer Soliris based upon body weight,
according to the following schedule (Table 1):
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Table 1: Dosing Recommendations in aHUS Patients Less Than 18 Years of

Age
Patient Body Weight Induction Maintenance
900 mg weekly x 4 1200 mg at week 5;
40 kg and over
doses then 1200 mg every 2 weeks
600 kly x 2 900 t k 3;
30 kg to less than 40 kg g weekdy x g at week 55
doses then 900 mg every 2 weeks
600 mg weekly x 2 600 mg at week 3;
20 kg to less than 30 k
g fofess Han 8 doses then 600 mg every 2 weeks
300 t k 2;
10 kg to less than 20 kg 600 mg weekly x 1 dose g &t wee
then 300 mg every 2 weeks
300 t k 2;
5 kg to less than 10 kg 300 mg weekly x 1 dose g atwee
then 300 mg every 3 weeks

Administer Soliris at the recommended dosage regimen time points, or within two days
of these time points.
24 Recommended Dosage Regimen — gMG and NMOSD

For adult patients with generalized myasthenia gravis or neuromyelitis optica spectrum
disorder, Soliris therapy consists of:

e 900 mg weekly for the first 4 weeks, followed by
e 1200 mg for the fifth dose 1 week later, then
e 1200 mg every 2 weeks thereafter.
Administer Soliris at the recommended dosage regimen time points, or within two days

of these time points.

25 Dose Adjustment in Case of Plasmapheresis, Plasma Exchange,
or Fresh Frozen Plasma Infusion

For adult and pediatric patients with aHUS, and adult patients with gMG or NMOSD,
supplemental dosing of Soliris is required in the setting of concomitant plasmapheresis or
plasma exchange, or fresh frozen plasma infusion (PE/PI) (Table 2).

Table 2: Supplemental Dose of Soliris after PE/PI

Type of Plasma Most Recent Sup pleme.n tal Soliris Timing of . .
. . . Dose with Each Supplemental Soliris
Intervention Soliris Dose .
Plasma Intervention Dose
Plasmapheresis or 300 mg per each Within 60 minutes
300 mg .
plasma exchange plasmapheresis or after each
5
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plasma exchange
session

600 mg per each
plasmapheresis or

plasmapheresis or
plasma exchange

>
2600 mg plasma exchange
session
. . 60 minutes prior to
Fresh frozen plasma >300 mg 300 mg per infusion of each infusion of fresh
infusion fresh frozen plasma
frozen plasma
2.6 Preparation

Dilute Soliris to a final admixture concentration of 5 mg/mL using the following steps:

e Withdraw the required amount of Soliris from the vial into a sterile syringe.

e Transfer the recommended dose to an infusion bag.

e Dilute Soliris to a final concentration of 5 mg/mL by adding the appropriate
amount (equal volume of diluent to drug volume) of 0.9% Sodium Chloride
Injection, USP; 0.45% Sodium Chloride Injection, USP; 5% Dextrose in
Water Injection, USP; or Ringer’s Injection, USP to the infusion bag.

The final admixed Soliris 5 mg/mL infusion volume is 60 mL for 300 mg doses, 120 mL
for 600 mg doses, 180 mL for 900 mg doses or 240 mL for 1200 mg doses (Table 3).

Table 3: Preparation and Reconstitution of Soliris
Soliris Dose Diluent Volume Final Volume
300 mg 30 mL 60 mL
600 mg 60 mL 120 mL
900 mg 90 mL 180 mL
1200 mg 120 mL 240 mL

Gently invert the infusion bag containing the diluted Soliris solution to ensure thorough
mixing of the product and diluent. Discard any unused portion left in a vial, as the
product contains no preservatives.

Prior to administration, the admixture should be allowed to adjust to room temperature
[18°-25° C, 64°-77° F]. The admixture must not be heated in a microwave or with any
heat source other than ambient air temperature.

Parenteral drug products should be inspected visually for particulate matter and
discoloration prior to administration, whenever solution and container permit.

2.7

Administration

Only administer as an intravenous infusion.

Do not administer as an intravenous push or bolus injection.

Administer the Soliris admixture by intravenous infusion over 35 minutes in adults and 1
to 4 hours in pediatric patients via gravity feed, a syringe-type pump, or an infusion
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pump. Admixed solutions of Soliris are stable for 24 h at 2°-8° C (36°-46° F) and at room
temperature.

If an adverse reaction occurs during the administration of Soliris, the infusion may be
slowed or stopped at the discretion of the physician. If the infusion is slowed, the total
infusion time should not exceed two hours in adults. Monitor the patient for at least one
hour following completion of the infusion for signs or symptoms of an infusion-related
reaction.

3 DOSAGE FORMS AND STRENGTHS

Injection: 300 mg/30 mL (10 mg/mL) as a clear, colorless solution in a single-dose vial.

4 CONTRAINDICATIONS
Soliris is contraindicated in:

e Patients with unresolved serious Neisseria meningitidis infection [see
Warnings and Precautions (5.1)].

e Patients who are not currently vaccinated against Neisseria meningitidis,
unless the risks of delaying Soliris treatment outweigh the risks of developing
a meningococcal infection [see Warnings and Precautions (5.1)].

Reference ID: 4704804



5 WARNINGS AND PRECAUTIONS

5.1 Serious Meningococcal Infections

Risk and Prevention

Life-threatening and fatal meningococcal infections have occurred in patients treated with Soliris.
The use of Soliris increases a patient's susceptibility to serious meningococcal infections (septicemia
and/or meningitis). Soliris is associated with an approximate 2,000-fold increased risk of
meningococcal disease in comparison to the general U.S. population annual rate (0.14 per 100,000
population in 2015).

Vaccinate for meningococcal disease according to the most current Advisory Committee on
Immunization Practices (ACIP) recommendations for patients with complement deficiencies.
Revaccinate patients in accordance with ACIP recommendations, considering the duration of Soliris
therapy.

Immunize patients without a history of meningococcal vaccination at least 2 weeks prior to receiving
the first dose of Soliris. If urgent Soliris therapy is indicated in an unvaccinated patient, administer
meningococcal vaccine(s) as soon as possible and provide patients with two weeks of antibacterial
drug prophylaxis.

In prospective clinical studies, 75/100 patients with aHUS were treated with Soliris less than 2 weeks
after meningococcal vaccination and 64 of these 75 patients received antibiotics for prophylaxis of
meningococcal infection until at least 2 weeks after meningococcal vaccination. The benefits and
risks of antibiotic prophylaxis for prevention of meningococcal infections in patients receiving Soliris
have not been established.

Vaccination reduces, but does not eliminate, the risk of meningococcal infections. In clinical studies,
2 out of 196 PNH patients developed serious meningococcal infections while receiving treatment
with Soliris; both had been vaccinated [see Adverse Reactions (6.1)]. In clinical studies among non-
PNH patients, meningococcal meningitis occurred in one unvaccinated patient. In addition, 3 out of
130 previously vaccinated patients with aHUS developed meningococcal infections while receiving
treatment with Soliris [see Adverse Reactions (6.1)].

Closely monitor patients for early signs and symptoms of meningococcal infection and evaluate
patients immediately if an infection is suspected. Meningococcal infection may become rapidly life-
threatening or fatal if not recognized and treated early. Discontinue Soliris in patients who are
undergoing treatment for serious meningococcal infections.

REMS

Because of the risk of meningococcal infections, Soliris is available only through a restricted program
under a Risk Evaluation and Mitigation Strategy (REMS). Under the Soliris REMS, prescribers must
enroll in the program.

Prescribers must counsel patients about the risk of meningococcal infection, provide the patients with
the REMS educational materials, and ensure patients are vaccinated with meningococcal vaccine(s).

Enrollment in the Soliris REMS program and additional information are available by telephone: 1-
888-SOLIRIS (1-888-765-4747) or at www.solirisrems.com.

8
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5.2 Other Infections

Serious infections with Neisseria species (other than N. meningitidis), including disseminated
gonococcal infections, have been reported.

Soliris blocks terminal complement activation; therefore patients may have increased susceptibility to
infections, especially with encapsulated bacteria. Additionally, Aspergillus infections have occurred
in immunocompromised and neutropenic patients. Children treated with Soliris may be at increased
risk of developing serious infections due to Streptococcus pneumoniae and Haemophilus influenzae
type b (Hib). Administer vaccinations for the prevention of Streptococcus pneumoniae and
Haemophilus influenzae type b (Hib) infections according to ACIP guidelines. Use caution when
administering Soliris to patients with any systemic infection [see Warnings and Precautions (5.1)].

53 Monitoring Disease Manifestations after Soliris Discontinuation

Treatment Discontinuation for PNH

Monitor patients after discontinuing Soliris for at least 8 weeks to detect hemolysis.

Treatment Discontinuation for aHUS

After discontinuing Soliris, monitor patients with aHUS for signs and symptoms of thrombotic
microangiopathy (TMA) complications for at least 12 weeks. In aHUS clinical trials, 18 patients (5 in
the prospective studies) discontinued Soliris treatment. TMA complications occurred following a
missed dose in 5 patients, and Soliris was reinitiated in 4 of these 5 patients.

Clinical signs and symptoms of TMA include changes in mental status, seizures, angina, dyspnea, or
thrombosis. In addition, the following changes in laboratory parameters may identify a TMA
complication: occurrence of two, or repeated measurement of any one of the following: a decrease in
platelet count by 25% or more compared to baseline or the peak platelet count during Soliris
treatment; an increase in serum creatinine by 25% or more compared to baseline or nadir during
Soliris treatment; or, an increase in serum LDH by 25% or more over baseline or nadir during Soliris
treatment.

If TMA complications occur after Soliris discontinuation, consider reinstitution of Soliris treatment,
plasma therapy [plasmapheresis, plasma exchange, or fresh frozen plasma infusion (PE/PI)], or
appropriate organ-specific supportive measures.

54 Thrombosis Prevention and Management
The effect of withdrawal of anticoagulant therapy during Soliris treatment has not been established.
Therefore, treatment with Soliris should not alter anticoagulant management.

5.5 Infusion-Related Reactions

Administration of Soliris may result in infusion-related reactions, including anaphylaxis or other
hypersensitivity reactions. In clinical trials, no patients experienced an infusion-related reaction
which required discontinuation of Soliris. Interrupt Soliris infusion and institute appropriate
supportive measures if signs of cardiovascular instability or respiratory compromise occur.
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6 ADVERSE REACTIONS

The following serious adverse reactions are discussed in greater detail in other sections of the
labeling:

e Serious Meningococcal Infections [see Warnings and Precautions (5.1)]
e Other Infections [see Warnings and Precautions (5.2)]

e Monitoring Disease Manifestations after Soliris Discontinuation [see Warnings and
Precautions (5.3)]

e Thrombosis Prevention and Management [see Warnings and Precautions (5.4)]

o Infusion-Related Reactions [see Warnings and Precautions (5.5)]

6.1 Clinical Trial Experience

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

Meningococcal infections are the most important adverse reactions experienced by patients receiving
Soliris. In PNH clinical studies, two patients experienced meningococcal sepsis. Both patients had
previously received a meningococcal vaccine. In clinical studies among patients without PNH,
meningococcal meningitis occurred in one unvaccinated patient. Meningococcal sepsis occurred in
one previously vaccinated patient enrolled in the retrospective aHUS study during the post-study
follow-up period [see Warnings and Precautions (5.1)].

PNH

The data described below reflect exposure to Soliris in 196 adult patients with PNH, age 18-85, of
whom 55% were female. All had signs or symptoms of intravascular hemolysis. Soliris was studied in
a placebo-controlled clinical study (PNH Study 1, in which 43 patients received Soliris and 44,
placebo); a single arm clinical study (PNH Study 2); and a long term extension study (E05-001). 182
patients were exposed for greater than one year. All patients received the recommended Soliris dose
regimen.

Table 4 summarizes the adverse reactions that occurred at a numerically higher rate in the Soliris
group than the placebo group and at a rate of 5% or more among patients treated with Soliris.

Table 4: Adverse Reactions Reported in 5% or More of Soliris Treated Patients with PNH
and Greater than Placebo in the Controlled Clinical Study

Reaction Soliris Placebo
(N=43) (N=44)
N (%) N (%)
Headache 19 (44) 12 (27)
Nasopharyngitis 10 (23) 8 (18)
Back pain 8 (19) 409
Nausea 7 (16) 5(11)
Fatigue 5(12) 1(2)
Cough 5(12) 49
Herpes simplex infections 3(7) 0
10
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Sinusitis 3(7) 0

Respiratory tract infection 3(7) 1(2)
Constipation 3(7) 2 (5)
Myalgia 3(7) 1(2)
Pain in extremity 3(7) 1(2)
Influenza-like illness 2(5) 1(2)

In the placebo-controlled clinical study, serious adverse reactions occurred among 4 (9%) patients
receiving Soliris and 9 (21%) patients receiving placebo. The serious reactions included infections
and progression of PNH. No deaths occurred in the study and no patients receiving Soliris
experienced a thrombotic event; one thrombotic event occurred in a patient receiving placebo.

Among 193 patients with PNH treated with Soliris in the single arm, clinical study or the follow-up
study, the adverse reactions were similar to those reported in the placebo-controlled clinical study.
Serious adverse reactions occurred among 16% of the patients in these studies. The most common
serious adverse reactions were: viral infection (2%), headache (2%), anemia (2%), and pyrexia (2%).

aHUS

The safety of Soliris therapy in patients with aHUS was evaluated in four prospective, single-arm
studies, three in adult and adolescent patients (Studies C08-002A/B, C08-003A/B, and C10-004), one
in pediatric and adolescent patients (Study C10-003), and one retrospective study (Study C09-001r).

The data described below were derived from 78 adult and adolescent patients with aHUS in Studies
C08-002A/B, C08-003A/B and C10-004. All patients received the recommended dosage of Soliris.
Median exposure was 67 weeks (range: 2-145 weeks). Table 5 summarizes all adverse events
reported in at least 10% of patients in Studies C08-002A/B, C08-003A/B and C10-004 combined.

Table 5: Per Patient Incidence of Adverse Events in 10% or More Adult and Adolescent
Patients Enrolled in Studies C08-002A/B, C08-003A/B and C10-004 Separately
and in Total

Number (%) of Patients

C08-002A/B C08-003A/B C10-004 Total
(N=17) (N=20) (N=41) (N=78)
Vascular Disorders

Hypertension® 10 (59) 9 (45) 7 (17) 26 (33)
Hypotension 2 (12) 4 (20) 7 (17) 13 (17)

Infections and Infestations
Bronchitis 3 (18) 2 (10) 4 (10) 9(12)
Nasopharyngitis 3 (18) 11 (55) 7 (17) 21 (27)
Gastroenteritis 3(18) 4 (20) 2 (5) 9(12)
Upper respiratory tract infection 5(29) 8 (40) 2(5) 15 (19)
Urinary tract infection 6 (35) 3(15) 8 (20) 17 (22)

Gastrointestinal Disorders
Diarrhea 8 (47) 8 (40) 12 (32) 29 (37)
Vomiting 8 (47) 9 (45) 6 (15) 23 (30)
Nausea 5(29) 8 (40) 5(12) 18 (23)

11
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Number (%) of Patients

C08-002A/B C08-003A/B C10-004 Total
(N=17) (N=20) (N=41) (N=78)
Abdominal pain 3(18) 6 (30) 6 (15) 15 (19)
Nervous System Disorders
Headache 7 (41) 10 (50) 15 (37) 32 (41)
Blood and Lymphatic System
Disorders
Anemia 6 (35) 7(35) 7017) 20 (26)
Leukopenia 4 (24) 3(15) 5(12) 12 (15)
Psychiatric Disorders
Insomnia 4 (24) 2 (10) 5(12) 11 (14)
Renal and Urinary Disorders
Renal Impairment 5(29) 3(15) 6 (15) 14 (18)
Proteinuria 2 (12) 1(5) 5(12) 8 (10)

Respiratory, Thoracic and
Mediastinal Disorders
Cough 4 (24) 6 (30) 8 (20) 18 (23)
General Disorders and
Administration Site Conditions

Fatigue 3 (18) 4 (20) 3(7) 10 (13)
Peripheral edema 5(29) 4 (20) 9 (22) 18 (23)
Pyrexia 4(24) 5(25) 707) 16 (21)
Asthenia 3 (18) 4 (20) 6 (15) 13 (17)
Eye Disorder 5(29) 2 (10) 8 (20) 15 (19)
Metabolism and Nutrition
Disorders
Hypokalemia 3(18) 2 (10) 4 (10) 9(12)
Neoplasms benign, malignant,
and unspecified (including cysts 1 (6) 6 (30) 1 (20) 8 (10)
and polyps)
Skin and Subcutaneous Tissue
Disorders
Rash 2 (12) 3 (15) 6 (15) 11 (14)
Pruritus 1 (6) 3 (15) 4 (10) 8 (10)

Musculoskeletal and Connective

Tissue Disorders
Arthralgia 1 (6) 2 (10) 7(17) 10 (13)
Back pain 3(18) 3 (15 2(5 8 (10)

2 includes the preferred terms hypertension, accelerated hypertension, and malignant hypertension.

In Studies C08-002A/B, C08-003A/B and C10-004 combined, 60% (47/78) of patients experienced a
serious adverse event (SAE). The most commonly reported SAEs were infections (24%),
hypertension (5%), chronic renal failure (5%), and renal impairment (5%). Five patients discontinued

12
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Soliris due to adverse events; three due to worsening renal function, one due to new diagnosis of
Systemic Lupus Erythematosus, and one due to meningococcal meningitis.

Study C10-003 included 22 pediatric and adolescent patients, of which 18 patients were less than 12
years of age. All patients received the recommended dosage of Soliris. Median exposure was 44
weeks (range: 1 dose-87 weeks).

Table 6 summarizes all adverse events reported in at least 10% of patients enrolled in Study C10-003.

Table 6: Per Patient Incidence of Adverse Reactions in 10% or More Patients Enrolled in
Study C10-003

1 month to <12 yrs Total

(N=18) (N=22)

Eye Disorders 3(17) 3(14)
Gastrointestinal Disorders

Abdominal pain 6 (33) 7 (32)

Diarrhea 5(28) 7 (32)

Vomiting 4(22) 6 (27)

Dyspepsia 0 3(14)

General Disorders and Administration
Site Conditions

Pyrexia 9 (50) 11 (50)
Infections and Infestations

Upper respiratory tract infection 5(28) 7(32)
Nasopharyngitis 3(17) 6 (27)
Rhinitis 4(22) 4 (18)
Urinary Tract infection 317 4 (18)
Catheter site infection 3(17) 3(14)
Musculoskeletal and Connective Tissue
Disorders
Muscle spasms 2(11) 3(14)
Nervous System Disorders
Headache 3(17) 4 (18)
Renal and Urinary Disorders 3(17) 4 (18)
Respiratory, Thoracic and Mediastinal
Disorders
Cough 7 (39) 8 (36)
Oropharyngeal pain 1 (6) 3(14)
Skin and Subcutaneous Tissue
Disorders
Rash 4(22) 4 (18)
Vascular Disorders
Hypertension 4 (22) 4(18)

In Study C10-003, 59% (13/22) of patients experienced a serious adverse event (SAE). The most
commonly reported SAEs were hypertension (9%), viral gastroenteritis (9%), pyrexia (9%), and
upper respiratory infection (9%). One patient discontinued Soliris due to an adverse event (severe
agitation).

13
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Analysis of retrospectively collected adverse event data from pediatric and adult patients enrolled in
Study C09-001r (N=30) revealed a safety profile that was similar to that which was observed in the
two prospective studies. Study C09-001r included 19 pediatric patients less than 18 years of age.
Overall, the safety of Soliris in pediatric patients with aHUS enrolled in Study C09-001r appeared
similar to that observed in adult patients. The most common (>15%) adverse events occurring in
pediatric patients are presented in Table 7.

Table 7: Adverse Reactions Occurring in at Least 15% of Patients
Less than 18 Years of Age Enrolled in Study C09-001r

Number (%) of Patients

<2yrs 2to <12 yrs 12 to <18 yrs Total
(N=5) (N=10) (N=4) (N=19)
General Disorders and
Administration Site Conditions
Pyrexia 4 (80) 4 (40) 1(25) 9 (47)
Gastrointestinal Disorders
Diarrhea 1 (20) 4 (40) 1(25) 6 (32)
Vomiting 2 (40) 1(10) 1 (25) 4(21)
Infections and Infestations
Upper respiratory tract infection® 2 (40) 3 (30) 1(25) 6 (32)
Respiratory, Thoracic and
Mediastinal Disorders
Cough 3 (60) 2 (20) 0(0) 5(26)
Nasal congestion 2 (40) 2 (20) 0(0) 4(21)
Cardiac Disorders
Tachycardia 2 (40) 2 (20) 0(0) 4 (21)

% includes the preferred terms upper respiratory tract infection and nasopharyngitis.

Generalized Myasthenia Gravis (gMGQG)

In a 26-week placebo-controlled trial evaluating the effect of Soliris for the treatment of gMG (gMG
Study 1), 62 patients received Soliris at the recommended dosage regimen and 63 patients received
placebo [see Clinical Studies (14.3)]. Patients were 19 to 79 years of age, and 66% were female.
Table 8 displays the most common adverse reactions from gMG Study 1 that occurred in >5% of
Soliris-treated patients and at a greater frequency than on placebo.

Table 8: Adverse Reactions Reported in 5% or More of Soliris-Treated Patients in gMG
Study 1 and at a Greater Frequency than in Placebo-Treated Patients

Soliris Placebo
(N=62) (N=63)
N (%) N (%)

Gastrointestinal Disorders

Abdominal pain 5(8) 3(5)
General Disorders and
Administration Site Conditions

14
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Peripheral edema 5(8) 3(5)
Pyrexia 4(7) 2(3)
Infections and Infestations

Herpes simplex virus infections 5(8) 1(2)
Injury, Poisoning, and Procedural
Complications
Contusion 5(8) 2(3)

Musculoskeletal and Connective
Tissue Disorders
Musculoskeletal pain 9 (15) 5(8)

The most common adverse reactions (=10%) that occurred in Soliris-treated patients in the long-term
extension to gMG Study 1, Study ECU-MG-302, and that are not included in Table 8 were headache
(26%), nasopharyngitis (24%), diarrhea (15%), arthralgia (12%), upper respiratory tract infection
(11%), and nausea (10%).

Neuromyelitis Optica Spectrum Disorder (NMOSD)

In a placebo-controlled trial evaluating the effect of Soliris for the treatment of NMOSD (NMOSD
Study 1), 96 patients received Soliris at the recommended dosage regimen and 47 patients received
placebo [see Clinical Studies (14.4)]. Patients were 19 to 75 years of age (mean 44 years of age), and
91% were female. Table 9 displays the most common adverse reactions from NMOSD Study 1 that
occurred in >5% of Soliris-treated patients and at a greater frequency than on placebo.

Table 9: Adverse Reactions Reported in 5% or More of Soliris-Treated Patients in NMOSD
Study 1 and at a Greater Frequency than in Placebo-Treated Patients

Soliris Placebo
(N=96) (N=47)
N (%) N (%)
Events/Patients 1295/88 617/45
Blood and lymphatic system disorders
Leukopenia 5(5) 1(2)
Lymphopenia 505 0(0)
Eye disorders
Cataract 6 (6) 2(4)
Gastrointestinal disorders
Diarrhea 15 (16) 7 (15)
Constipation 9(9) 3(6)
15
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Soliris Placebo

(N=96) (N=47)
N (%) N (%)
General disorders and administration
site conditions
Asthenia 5(5) 1(2)
Infections and infestations
Upper respiratory tract infection 28 (29) 6(13)
Nasopharyngitis 20 (21) 9(19)
Influenza 11(11) 2(4)
Pharyngitis 10 (10) 3(6)
Bronchitis 9(9) 3(6)
Conjunctivitis 99 4(9)
Cystitis 8 (8) 1(2)
Hordeolum 7(7) 0(0)
Sinusitis 6 (6) 0 (0)
Cellulitis 5(5) 1(2)
Injury, poisoning and procedural
complications
Contusion 10 (10) 2(4)
Metabolism and nutrition disorders
Decreased appetite 5(5) 1(2)
Musculoskeletal and connective tissue
disorders
Back pain 14 (15) 6 (13)
Arthralgia 11(11) 5(11)
Musculoskeletal pain 6 (6) 0(0)
Muscle spasms 509 2(4)
Nervous system disorders
Dizziness 14 (15) 6 (13)
Paraesthesia 8 (8) 3(6)
Respiratory, thoracic and mediastinal
disorders
Oropharyngeal pain 7(7) 2(4)
16
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Soliris Placebo

(N=96) (N=47)
N (%) N (%)
Skin and subcutaneous tissue
disorders
Alopecia 5(5) 24
17
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6.2 Immunogenicity

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

The immunogenicity of Soliris has been evaluated using two different immunoassays for the
detection of anti-eculizumab antibodies: a direct enzyme-linked immunosorbent assay (ELISA) using
the Fab fragment of eculizumab as target was used for the PNH indication; and an electro-
chemiluminescence (ECL) bridging assay using the eculizumab whole molecule as target was used
for the aHUS, gMG, and NMOSD indications, as well as for additional patients with PNH. In the
PNH population, antibodies to Soliris were detected in 3/196 (2%) patients using the ELISA assay
and in 5/161 (3%) patients using the ECL assay. In the aHUS population, antibodies to Soliris were
detected in 3/100 (3%) patients using the ECL assay. None of the 62 patients with gMG had
antibodies to Soliris detected following the 26-week active treatment. Two of the 96 (2%) Soliris-
treated patients with NMOSD had antibodies to Soliris detected during the entire treatment period.

An ECL based neutralizing assay with a low sensitivity of 2 mcg/mL was performed to detect
neutralizing antibodies for the 5 patients with PNH, the 3 patients with aHUS, and the 2 patients with
NMOSD with anti-eculizumab antibody positive samples using the ECL assay. Two of 161 patients
with PNH (1.2%) and 1 of 100 patients with aHUS (1%), and none of the 96 patients with NMOSD
had low positive values for neutralizing antibodies.

No apparent correlation of antibody development to clinical response was observed.

6.3 Postmarketing Experience

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

Fatal or serious infections: Neisseria gonorrhoeae, Neisseria meningitidis, Neisseria sicca/subflava,
Neisseria spp unspecified
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8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Risk Summary
Limited data on outcomes of pregnancies that have occurred following Soliris use in pregnant women

have not identified a concern for specific adverse developmental outcomes (see Data). There are risks
to the mother and fetus associated with untreated paroxysmal nocturnal hemoglobinuria (PNH) and
atypical hemolytic uremic syndrome (aHUS) in pregnancy (see Clinical Considerations). Animal
studies using a mouse analogue of the Soliris molecule (murine anti-C5 antibody) showed increased
rates of developmental abnormalities and an increased rate of dead and moribund offspring at doses
2-8 times the human dose (see Data).

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

Clinical Considerations

Disease-associated maternal and/or fetal/neonatal risk

PNH in pregnancy is associated with adverse maternal outcomes, including worsening cytopenias,
thrombotic events, infections, bleeding, miscarriages and increased maternal mortality, and adverse
fetal outcomes, including fetal death and premature delivery.

aHUS in pregnancy is associated with adverse maternal outcomes, including pre-eclampsia and
preterm delivery, and adverse fetal/neonatal outcomes, including intrauterine growth restriction
(IUGR), fetal death and low birth weight.

Data
Human Data

A pooled analysis of prospectively (50.3%) and retrospectively (49.7%) collected data in more than
300 pregnant women with live births following exposure to Soliris have not suggested safety
concerns. However, these data cannot definitively exclude any drug-associated risk during pregnancy,
because of the limited sample size.

Animal Data

Animal reproduction studies were conducted in mice using doses of a murine anti-C5 antibody that
approximated 2-4 times (low dose) and 4-8 times (high dose) the recommended human Soliris dose,
based on a body weight comparison. When animal exposure to the antibody occurred in the time
period from before mating until early gestation, no decrease in fertility or reproductive performance
was observed. When maternal exposure to the antibody occurred during organogenesis, two cases of
retinal dysplasia and one case of umbilical hernia were observed among 230 offspring born to
mothers exposed to the higher antibody dose; however, the exposure did not increase fetal loss or
neonatal death. When maternal exposure to the antibody occurred in the time period from
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implantation through weaning, a higher number of male offspring became moribund or died (1/25
controls, 2/25 low dose group, 5/25 high dose group). Surviving offspring had normal development
and reproductive function.

8.2 Lactation
Risk Summary

Although limited published data does not report detectable levels of eculizumab in human milk, maternal
IgG is known to be present in human milk. Available information is insufficient to inform the effect of
eculizumab on the breastfed infant. There are no data on the effects of eculizumab on milk production.
The developmental and health benefits of breastfeeding should be considered along with the mother’s
clinical need for Soliris and any potential adverse effects on the breastfed child from eculizumab or
from the underlying maternal condition.

8.4 Pediatric Use

Safety and effectiveness of Soliris for the treatment of PNH, gMG, or NMOSD in pediatric patients
have not been established.

The safety and effectiveness of Soliris for the treatment of aHUS have been established in pediatric
patients. Use of Soliris in pediatric patients for this indication is supported by evidence from four
adequate and well-controlled clinical studies assessing the safety and effectiveness of Soliris for the
treatment of aHUS. The studies included a total of 47 pediatric patients (ages 2 months to 17 years).
The safety and effectiveness of Soliris for the treatment of aHUS appear similar in pediatric and adult
patients [see Adverse Reactions (6.1), and Clinical Studies (14.2)].

Administer vaccinations for the prevention of infection due to Neisseria meningitidis, Streptococcus
pneumoniae and Haemophilus influenzae type b (Hib) according to ACIP guidelines [see Warnings
and Precautions (5.1, 5.2)].

8.5 Geriatric Use

Fifty-one patients 65 years of age or older (15 with PNH, 4 with aHUS, 26 with gMG, and 6 with
NMOSD) were treated with Soliris in clinical trials in the approved indications. Although there were
no apparent age-related differences observed in these studies, the number of patients aged 65 and over
is not sufficient to determine whether they respond differently from younger patients.

11 DESCRIPTION

Eculizumab, a complement inhibitor, is a recombinant humanized monoclonal IgG2/4 antibody
produced by murine myeloma cell culture and purified by standard bioprocess technology.
Eculizumab contains human constant regions from human IgG2 sequences and human IgG4
sequences and murine complementarity-determining regions grafted onto the human framework light-
and heavy-chain variable regions. Eculizumab is composed of two 448 amino acid heavy chains and
two 214 amino acid light chains and has a molecular weight of approximately 148 kDa.

Soliris (eculizumab) injection is a sterile, clear, colorless, preservative-free 10 mg/mL solution for
intravenous infusion and is supplied in 30-mL single-dose vials. The product is formulated at pH 7
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and each 30 mL vial contains 300 mg of eculizumab, polysorbate 80 (6.6 mg) (vegetable origin),
sodium chloride (263.1 mg), sodium phosphate dibasic (53.4 mg), sodium phosphate monobasic
(13.8 mg), and Water for Injection, USP.

12 CLINICAL PHARMACOLOGY

12.1 Mechanism of Action

Eculizumab, the active ingredient in Soliris, is a monoclonal antibody that specifically binds to the
complement protein C5 with high affinity, thereby inhibiting its cleavage to C5a and C5b and
preventing the generation of the terminal complement complex C5b-9.

Soliris inhibits terminal complement-mediated intravascular hemolysis in PNH patients and
complement-mediated thrombotic microangiopathy (TMA) in patients with aHUS.

The precise mechanism by which eculizumab exerts its therapeutic effect in gMG patients is
unknown, but is presumed to involve reduction of terminal complement complex C5b-9 deposition at
the neuromuscular junction.

The precise mechanism by which eculizumab exerts its therapeutic effect in NMOSD is unknown, but
is presumed to involve inhibition of aquaporin-4-antibody induced terminal complement C5b-9
deposition.

12.2 Pharmacodynamics

In the placebo-controlled clinical study (PNH Study 1), Soliris when administered as recommended
reduced serum LDH levels from 2200 + 1034 U/L (mean + SD) at baseline to 700 + 388 U/L by
week one and maintained the effect through the end of the study at week 26 (327 £ 433 U/L) in
patients with PNH. In the single arm clinical study (PNH Study 2), the effect was maintained through
week 52 [see Clinical Studies (14)].

In patients with PNH, aHUS, gMG, and NMOSD, free C5 concentrations of < 0.5 mcg/mL was
correlated with complete blockade of terminal complement activity.

12.3 Pharmacokinetics

Following intravenous maintenance doses of 900 mg once every 2 weeks in patients with PNH, the
week 26 observed mean &+ SD serum eculizumab maximum concentration (Cmax) was 194 + 76
mcg/mL and the trough concentration (Cirough) was 97 + 60 mcg/mL. Following intravenous
maintenance doses of 1200 mg once every 2 weeks in patients with aHUS, the week 26 observed
mean + SD Cough was 242 + 101 mcg/mL. Following intravenous maintenance doses of 1200 mg
once every 2 weeks in patients with gMG, the week 26 observed mean + SD Ciax was 783 + 288
mcg/mL and the Cirough Was 341 = 172 mcg/mL. Following intravenous maintenance doses of 1200
mg once every 2 weeks in patients with NMOSD, at week 24, the observed mean+SD Cmax was
8774331 and the Ctrough was 429+188 mcg/mL.

Steady state was achieved 4 weeks after starting eculizumab treatment, with accumulation ratio of
approximately 2-fold in all studied indications. Population pharmacokinetic analyses showed that
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eculizumab pharmacokinetics were dose-linear and time-independent over the 600 mg to 1200 mg
dose range, with inter-individual variability of 21% to 38%.

Distribution

The eculizumab volume of distribution for a typical 70 kg patient was 5 L to 8 L.
Elimination

The half-life of eculizumab was approximately 270 h to 414 h.

Plasma exchange or infusion increased the clearance of eculizumab by approximately 250-fold and
reduced the half-life to 1.26 h. Supplemental dosing is recommended when Soliris is administered to
patients receiving plasma exchange or infusion [see Dosage and Administration (2.5)].

Specific Populations
Age, Sex, and Race:

The pharmacokinetics of eculizumab were not affected by age (2 months to 85 years), sex, or race.

Renal Impairment:

Renal function did not affect the pharmacokinetics of eculizumab in PNH (creatinine clearance of 8
mL/min to 396 mL/min calculated using Cockcroft-Gault formula), aHUS (estimated glomerular
filtration rate [eGFR] of 5 mL/min/1.73 m? to105 mL/min/1.73 m? using the Modification of Diet in
Renal Disease [MDRD] formula), or gMG patients (eGFR of 44 mL/min/1.73 m? to 168
mL/min/1.73 m? using MDRD formula).

Drug Interactions

Intravenous immunoglobulin (IVIg) treatment may interfere with the endosomal neonatal Fc receptor
(FcRn) recycling mechanism of monoclonal antibodies such as eculizumab and thereby decrease
serum eculizumab concentrations. Drug interaction studies have not been conducted with eculizumab
in patients treated with IVIg.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Long-term animal carcinogenicity studies of eculizumab have not been conducted.
Genotoxicity studies have not been conducted with eculizumab.

Effects of eculizumab upon fertility have not been studied in animals. Intravenous injections of male
and female mice with a murine anti-C5 antibody at up to 4-8 times the equivalent of the clinical dose
of Soliris had no adverse effects on mating or fertility.
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14 CLINICAL STUDIES

14.1 Paroxysmal Nocturnal Hemoglobinuria (PNH)

The safety and efficacy of Soliris in PNH patients with hemolysis were assessed in a randomized,
double-blind, placebo-controlled 26 week study (PNH Study 1, NCT00122330); PNH patients were
also treated with Soliris in a single arm 52 week study (PNH Study 2, NCT00122304) and in a long-
term extension study (E05-001, NCT00122317). Patients received meningococcal vaccination prior
to receipt of Soliris. In all studies, the dose of Soliris was 600 mg study drug every 7 = 2 days for 4
weeks, followed by 900 mg 7 + 2 days later, then 900 mg every 14 + 2 days for the study duration.
Soliris was administered as an intravenous infusion over 25 - 45 minutes.

PNH Study 1:

PNH patients with at least four transfusions in the prior 12 months, flow cytometric confirmation of
at least 10% PNH cells and platelet counts of at least 100,000/microliter were randomized to either
Soliris (n = 43) or placebo (n = 44). Prior to randomization, all patients underwent an initial
observation period to confirm the need for RBC transfusion and to identify the hemoglobin
concentration (the "set-point") which would define each patient’s hemoglobin stabilization and
transfusion outcomes. The hemoglobin set-point was less than or equal to 9 g/dL in patients with
symptoms and was less than or equal to 7 g/dL in patients without symptoms. Endpoints related to
hemolysis included the numbers of patients achieving hemoglobin stabilization, the number of RBC
units transfused, fatigue, and health-related quality of life. To achieve a designation of hemoglobin
stabilization, a patient had to maintain a hemoglobin concentration above the hemoglobin set-point
and avoid any RBC transfusion for the entire 26 week period. Hemolysis was monitored mainly by
the measurement of serum LDH levels, and the proportion of PNH RBCs was monitored by flow
cytometry. Patients receiving anticoagulants and systemic corticosteroids at baseline continued these
medications.

Major baseline characteristics were balanced (see Table 10).

Table 10: PNH Study1 Patient Baseline Characteristics

Study 1

Parameter Placebo Soliris

(N=44) (N=43)
Mean age (SD) 38 (13) 42 (16)
Gender - female (%) 29 (66) 23 (54)
History of aplastic anemia or myelodysplastic 12 (27) 8 (19)

syndrome (%)

Patients with history of thrombosis (events) 8(11) 9 (16)
Concomitant anticoagulants (%) 20 (46) 24 (56)
Concomitant steroids/immunosuppressant treatments (%) 16 (36) 14 (33)

Packed RBC units transfused per patient in 17 (14, 25) 18 (12, 24)

previous 12 months (median (Q1,Q3))

23

Reference ID: 4704804



Study 1

Parameter Placebo Soliris
(N=44) (N=43)
Mean Hgb level (g/dL) at setpoint (SD) 8(1) 8 (1)
Pre-treatment LDH levels (median, U/L) 2,234 2,032
Free hemoglobin at baseline (median, mg/dL) 46 41

Patients treated with Soliris had significantly reduced (p< 0.001) hemolysis resulting in
improvements in anemia as indicated by increased hemoglobin stabilization and reduced need for
RBC transfusions compared to placebo treated patients (see Table 11). These effects were seen
among patients within each of the three pre-study RBC transfusion strata (4 - 14 units; 15 - 25 units;
> 25 units). After 3 weeks of Soliris treatment, patients reported less fatigue and improved health-
related quality of life. Because of the study sample size and duration, the effects of Soliris on
thrombotic events could not be determined.

Table 11: PNH Study 1 Results

Placebo Soliris

(N=44) (N=43)
Percentage of patients with stabilized hemoglobin levels 0 49
Packed RBC units transfused per patient (median) 10 0
(range) (2-21) (0-106)
Transfusion avoidance (%) 0 51
LDH levels at end of study (median, U/L) 2,167 239
Free hemoglobin at end of study (median, mg/dL) 62 5

24

Reference ID: 4704804



PNH Study 2 and Extension Study:

PNH patients with at least one transfusion in the prior 24 months and at least 30,000
platelets/microliter received Soliris over a 52-week period. Concomitant medications included anti-
thrombotic agents in 63% of the patients and systemic corticosteroids in 40% of the patients. Overall,
96 of the 97 enrolled patients completed the study (one patient died following a thrombotic event). A
reduction in intravascular hemolysis as measured by serum LDH levels was sustained for the
treatment period and resulted in a reduced need for RBC transfusion and less fatigue. 187 Soliris-
treated PNH patients were enrolled in a long term extension study. All patients sustained a reduction
in intravascular hemolysis over a total Soliris exposure time ranging from 10 to 54 months. There
were fewer thrombotic events with Soliris treatment than during the same period of time prior to
treatment. However, the majority of patients received concomitant anticoagulants; the effects of
anticoagulant withdrawal during Soliris therapy was not studied [see Warnings and Precautions

(5.4)].

14.2 Atypical Hemolytic Uremic Syndrome (aHUS)

Five single-arm studies [four prospective: C08-002A/B (NCT00844545 and NCT00844844), C08-
003A/B (NCT00838513 and NCT00844428), C10-003 (NCT01193348), and C10-004
(NCTO01194973); and one retrospective: C09-001r (NCT01770951)] evaluated the safety and efficacy
of Soliris for the treatment of aHUS. Patients with aHUS received meningococcal vaccination prior
to receipt of Soliris or received prophylactic treatment with antibiotics until 2 weeks after
vaccination. In all studies, the dose of Soliris in adult and adolescent patients was 900 mg every 7 £ 2
days for 4 weeks, followed by 1200 mg 7 & 2 days later, then 1200 mg every 14 £ 2 days thereafter.
The dosage regimen for pediatric patients weighing less than 40 kg enrolled in Study C09-001r and
Study C10-003 was based on body weight [see Dosage and Administration (2.3)]. Efficacy
evaluations were based on thrombotic microangiopathy (TMA) endpoints.

Endpoints related to TMA included the following:

platelet count change from baseline

hematologic normalization (maintenance of normal platelet counts and LDH levels for at least
four weeks)

complete TMA response (hematologic normalization plus at least a 25% reduction in serum
creatinine for a minimum of four weeks)

e TMA-event free status (absence for at least 12 weeks of a decrease in platelet count of >25%
from baseline, plasma exchange or plasma infusion, and new dialysis requirement)

Daily TMA intervention rate (defined as the number of plasma exchange or plasma infusion
interventions and the number of new dialyses required per patient per day).
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aHUS Resistant to PE/PI (Study C08-002A/B)

Study C08-002A/B enrolled patients who displayed signs of thrombotic microangiopathy (TMA)
despite receiving at least four PE/PI treatments the week prior to screening. One patient had no PE/PI
the week prior to screening because of PE/PI intolerance. In order to qualify for enrollment, patients
were required to have a platelet count <150 x 10%/L, evidence of hemolysis such as an elevation in
serum LDH, and serum creatinine above the upper limits of normal, without the need for chronic
dialysis. The median patient age was 28 (range: 17 to 68 years). Patients enrolled in Study C08-
002A/B were required to have ADAMTS13 activity level above 5%; observed range of values in the
trial were 70%-121%. Seventy-six percent of patients had an identified complement regulatory factor
mutation or auto-antibody. Table 12 summarizes the key baseline clinical and disease-related
characteristics of patients enrolled in Study C08-002A/B.

Table 12: Baseline Characteristics of Patients Enrolled in Study C08-002A/B

C08-002A/B

Parameter (N=17)

Time fi HUS di is until ing i ths,
1me.e rom.a iagnosis until screening in months 10 (026, 236)
median (min, max)

Time from current clinical TMA manifestation until screening in

<1 (<1,4
months, median (min, max) ( )
Baseline platelet count (x 10%/L), median (range) 118 (62, 161)
Baseline LDH (U/L), median (range) 269 (134, 634)

Patients in Study C08-002A/B received Soliris for a minimum of 26 weeks. In Study C08-002A/B,
the median duration of Soliris therapy was approximately 100 weeks (range: 2 weeks to 145 weeks).

Renal function, as measured by eGFR, was improved and maintained during Soliris therapy. The
mean eGFR (+ SD) increased from 23 + 15 mL/min/1.73m? at baseline to 56 + 40 mL/min/1.73m? by
26 weeks; this effect was maintained through 2 years (56 + 30 mL/min/1.73m?). Four of the five
patients who required dialysis at baseline were able to discontinue dialysis.

Reduction in terminal complement activity and an increase in platelet count relative to baseline were
observed after commencement of Soliris. Soliris reduced signs of complement-mediated TMA
activity, as shown by an increase in mean platelet counts from baseline to 26 weeks. In Study CO8-
002A/B, mean platelet count (= SD) increased from 109 + 32 x10%/L at baseline to 169 + 72 x10°/L
by one week; this effect was maintained through 26 weeks (210 + 68 x10°/L), and 2 years (205 + 46
x10%/L). When treatment was continued for more than 26 weeks, two additional patients achieved
Hematologic Normalization as well as Complete TMA response. Hematologic Normalization and
Complete TMA response were maintained by all responders. In Study C08-002A/B, responses to
Soliris were similar in patients with and without identified mutations in genes encoding complement
regulatory factor proteins.

Table 13 summarizes the efficacy results for Study C08-002A/B.
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Table 13: Efficacy Results for Study C08-002A/B

Study C08-002A/B at 26

Study C08-002A/B

Efficacy Parameter wks! at 2 yrs?
(N\=17) N=17)
Complete TMA response, n (%) 11 (65) 13 (77)
Median Duration of complete TMA response, weeks (range) 38 (25, 56) 99 (25, 139)
eGFR improvement >15 mL/min/1.73 m?, n (%) 9(53) 10 (59)
Median duration of eGFR improvement, days (range) 251 (70,392) ND
- — 5
gggf‘;g llgilrcaSSLII;?LZ:IE;?(;]E;gozlormalization 13 (76) 15 (88)
’ 37 (25, 62) 99 (25, 145)
weeks (range)
TMA event-free status, n (%) 15 (88) 15 (88)

Daily TMA intervention rate, median (range)
Before eculizumab
On eculizumab treatment

0.82 (0.04, 1.52)
0(0,0.31)

0.82 (0.04, 1.52)
0(0,0.36)

1-At data cut-off (September 8, 2010).
2. At data cut-off (April 20, 2012).

aHUS Sensitive to PE/PI (Study C08-003A/B)

Study C08-003A/B enrolled patients undergoing chronic PE/PI who generally did not display
hematologic signs of ongoing thrombotic microangiopathy (TMA). All patients had received PT at
least once every two weeks, but no more than three times per week, for a minimum of eight weeks
prior to the first Soliris dose. Patients on chronic dialysis were permitted to enroll in Study CO8-
003A/B. The median patient age was 28 years (range: 13 to 63 years). Patients enrolled in Study C08-
003A/B were required to have ADAMTS13 activity level above 5%; observed range of values in the
trial were 37%-118%. Seventy percent of patients had an identified complement regulatory factor
mutation or auto-antibody. Table 14 summarizes the key baseline clinical and disease-related

characteristics of patients enrolled in Study C08-003A/B.

Table 14:

Baseline Characteristics of Patients Enrolled in Study C08-003A/B

Parameter

Study C08-003A/B
(N=20)

Time from aHUS diagnosis until screening in months,
median (min, max)

48 (0.606, 286)

months, median (min, max)

Time from current clinical TMA manifestation until screening in

9 (1, 45)

Baseline platelet count (x 10%/L), median (range)

218 (105, 421)

Baseline LDH (U/L), median (range)

200 (151, 391)

Patients in Study C08-003A/B received Soliris for a minimum of 26 weeks. In Study C08-003A/B,
the median duration of Soliris therapy was approximately 114 weeks (range: 26 to 129 weeks).

Renal function, as measured by eGFR, was maintained during Soliris therapy. The mean eGFR (£
SD) was 31 + 19 mL/min/1.73m? at baseline, and was maintained through 26 weeks (37 + 21
mL/min/1.73m?) and 2 years (40 £+ 18 mL/min/1.73m?). No patient required new dialysis with Soliris.
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Reduction in terminal complement activity was observed in all patients after the commencement of
Soliris. Soliris reduced signs of complement-mediated TMA activity, as shown by an increase in
mean platelet counts from baseline to 26 weeks. Platelet counts were maintained at normal levels
despite the elimination of PE/PI. The mean platelet count (= SD) was 228 = 78 x 10°/L at baseline,
233 £ 69 x 10%/L at week 26, and 224 + 52 x 10°/L at 2 years. When treatment was continued for
more than 26 weeks, six additional patients achieved Complete TMA response. Complete TMA
Response and Hematologic Normalization were maintained by all responders. In Study C08-003A/B,
responses to Soliris were similar in patients with and without identified mutations in genes encoding
complement regulatory factor proteins.

Table 15 summarizes the efficacy results for Study C08-003A/B.

Table 15:

Efficacy Results for Study C08-003A/B

Study C08-003A/B

Study C08-003A/B

Efficacy Parameter at 26 wks! at 2 yrs?
(N=20) (N=20)
Complete TMA response, n (%) 5(25) 11(55)
Median duration of complete TMA response, weeks 32 (12, 38) 68 (38, 109)
(range)
¢GFR improvement >15 mL/min/1.73 m?%, n (%) 1(5) 8 (40)
TMA Event-free status n (%) 16 (80) 19 (95)

Daily TMA intervention rate, median (range)
Before eculizumab

0.23 (0.05, 1.07)

0.23 (0.0, 1.07)

On eculizumab treatment 0 0(0,0.01)
Hematologic normalization*, n (%)
Median duration of hematologic normalization, weeks 18 (90) 18 (90)
(range)® 38 (22, 52) 114 (33, 125)

1- At data cut-off (September 8, 2010).

2 At data cut-off (April 20, 2012).

3 Calculated at each post-dose day of measurement (excluding Days 1 to 4) using a repeated measurement ANOVA model.

4 In Study C08-003A/B, 85% of patients had normal platelet counts and 80% of patients had normal serum LDH levels at baseline, so
hematologic normalization in this population reflects maintenance of normal parameters in the absence of PE/PI.

Retrospective Study in Patients with aHUS (C09-001r)

The efficacy results for the aHUS retrospective study (Study C09-001r) were generally consistent
with results of the two prospective studies. Soliris reduced signs of complement-mediated TMA
activity, as shown by an increase in mean platelet counts from baseline. Mean platelet count (£ SD)
increased from 171 + 83 x10°/L at baseline to 233 £109 x10%/L after one week of therapy; this effect
was maintained through 26 weeks (mean platelet count (£ SD) at week 26: 254 + 79 x10°/L).

A total of 19 pediatric patients (ages 2 months to 17 years) received Soliris in Study C09-001r. The
median duration of Soliris therapy was 16 weeks (range 4 to 70 weeks) for children <2 years of age
(n=5), 31 weeks (range 19 to 63 weeks) for children 2 to <12 years of age (n=10), and 38 weeks
(range 1 to 69 weeks) for patients 12 to <18 years of age (n=4). Fifty-three percent of pediatric
patients had an identified complement regulatory factor mutation or auto-antibody.

Overall, the efficacy results for these pediatric patients appeared consistent with what was observed
in patients enrolled in Studies C08-002A/B and C08-003A/B (Table 16). No pediatric patient
required new dialysis during treatment with Soliris.
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Table 16:  Efficacy Results in Pediatric Patients Enrolled in Study C09-001r

<2 yrs 2 to <12 yrs 12 to <18 yrs Total
Efficacy Parameter (N=5) (N=10) (N=4) (N=19)
Complete TMA response, n (%) 2 (40) 5(50) 1 (25) 8 (42)
Patients with eGFR improvement > 15
mL/min/1.73 m2, n (%)? 2 (40) 6 (60) 125 9 (47)
Platelet count normalization, n (%)" 4 (80) 10 (100) 3(75) 17 (89)
Hematologic Normalization, n (%) 2 (40) 5(50) 1 (25) 8 (42)
Daily TMA intervention rate, median
(range)
Before eculizumab 1(0,2) <1 (0.07, 1.46) <1(0,1) 0.31 (0.00, 2.38)
On eculizumab treatment <1(0,<1) 0 (0, <1) 0(0,<1) 0.00 (0.00, 0.08)

I Platelet count normalization was defined as a platelet count of at least 150,000 X 10%L on at least two consecutive measurements
spanning a period of at least 4 weeks.

2. Of the 9 patients who experienced an eGFR improvement of at least 15 mL/min/1.73 m?, one received dialysis throughout the study
period and another received Soliris as prophylaxis following renal allograft transplantation.

Adult Patients with aHUS (Study C10-004)

Study C10-004 enrolled patients who displayed signs of thrombotic microangiopathy (TMA). In
order to qualify for enrollment, patients were required to have a platelet count < lower limit of normal
range (LLN), evidence of hemolysis such as an elevation in serum LDH, and serum creatinine above
the upper limits of normal, without the need for chronic dialysis. The median patient age was 35
(range: 18 to 80 years). All patients enrolled in Study C10-004 were required to have ADAMTSI13
activity level above 5%; observed range of values in the trial were 28%-116%. Fifty-one percent of
patients had an identified complement regulatory factor mutation or auto-antibody. A total of 35
patients received PE/PI prior to eculizumab. Table 17 summarizes the key baseline clinical and
disease-related characteristics of patients enrolled in Study C10-004.
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Table 17:  Baseline Characteristics of Patients Enrolled in Study C10-004

Study C10-004
(N=41)

Parameter

Time from aHUS diagnosis until start of study drug in months, median
(range)
Time from current clinical TMA manifestation until first study dose in

0.79 (0.03 — 311)

0.52(0.03-19
months, median (range) ( )

Baseline platelet count (x 10%L), median (range) 125 (16 —332)
Baseline LDH (U/L), median (range) 375 (131 -3318)

Patients in Study C10-004 received Soliris for a minimum of 26 weeks. In Study C10-004, the
median duration of Soliris therapy was approximately 50 weeks (range: 13 weeks to 86 weeks).

Renal function, as measured by eGFR, was improved during Soliris therapy. The mean eGFR (£ SD)
increased from 17 = 12 mL/min/1.73m? at baseline to 47 + 24 mL/min/1.73m? by 26 weeks. Twenty
of the 24 patients who required dialysis at study baseline were able to discontinue dialysis during
Soliris treatment.

Reduction in terminal complement activity and an increase in platelet count relative to baseline were
observed after commencement of Soliris. Soliris reduced signs of complement-mediated TMA
activity, as shown by an increase in mean platelet counts from baseline to 26 weeks. In Study C10-
004, mean platelet count (+ SD) increased from 119 + 66 x10%/L at baseline to 200 + 84 x10°/L by
one week; this effect was maintained through 26 weeks (mean platelet count (+ SD) at week 26: 252
+ 70 x10°/L). In Study C10-004, responses to Soliris were similar in patients with and without
identified mutations in genes encoding complement regulatory factor proteins or auto-antibodies to
factor H.

Table 18 summarizes the efficacy results for Study C10-004.

Table 18:  Efficacy Results for Study C10-004

Efficacy Parameter Stu(:)l;s‘tllﬂ)-OM

Complete TMA response, n (%), 23 (56)

95% CI 40,72
Median duration of complete TMA response, weeks (range) 42 (6,75)
Patients with eGFR improvement > 15 mL/min/1.73m?, n (%) 22 (54)
Hematologic Normalization, n (%) 36 (88)
Median duration of hematologic normalization, weeks (range) 46 (10, 75)
TMA Event-free Status, n (%) 37 (90)
Daily TMA Intervention Rate, median (range)

Before eculizumab 0.63 (0, 1.38)

On eculizumab treatment 0 (0, 0.58)
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Pediatric and Adolescent Patients with aHUS (Study C10-003)

Study C10-003 enrolled patients who were required to have a platelet count < lower limit of normal
range (LLN), evidence of hemolysis such as an elevation in serum LDH above the upper limits of
normal, serum creatinine level >97 percentile for age without the need for chronic dialysis. The
median patient age was 6.5 (range: 5 months to 17 years). Patients enrolled in Study C10-003 were
required to have ADAMTSI13 activity level above 5%; observed range of values in the trial were
38%-121%. Fifty percent of patients had an identified complement regulatory factor mutation or
auto-antibody. A total of 10 patients received PE/PI prior to eculizumab. Table 19 summarizes the
key baseline clinical and disease-related characteristics of patients enrolled in Study C10-003.

Table 19:  Baseline Characteristics of Patients Enrolled in Study C10-003

Patients .
Parameter 1 month to <12 years Al(l;zztl;)nts
(N=18)
Time from aHUS diagnosis until start of study drug in
months, median (range) 0.51 (0.03 —58) 0.56 (0.03-191)
Time from current clinical TMA manifestation until first
study dose in months, median (range) 0.23(0.03-4) 0.2 (0.03-4)
Baseline platelet count (x 10%/L), median (range) 110 (19-146) 91 (19-146)
Baseline LDH (U/L) median (range) 1510 (282-7164) 1244 (282-7164)

Patients in Study C10-003 received Soliris for a minimum of 26 weeks. In Study C10-003, the
median duration of Soliris therapy was approximately 44 weeks (range: 1 dose to 88 weeks).

Renal function, as measured by eGFR, was improved during Soliris therapy. The mean eGFR (£ SD)
increased from 33 £ 30 mL/min/1.73m? at baseline to 98 + 44 mL/min/1.73m? by 26 weeks. Among
the 20 patients with a CKD stage >2 at baseline, 17 (85%) achieved a CKD improvement of >1 stage.
Among the 16 patients ages 1 month to <12 years with a CKD stage >2 at baseline, 14 (88%)
achieved a CKD improvement by >1 stage. Nine of the 11 patients who required dialysis at study
baseline were able to discontinue dialysis during Soliris treatment. Responses were observed across
all ages from 5 months to 17 years of age.

Reduction in terminal complement activity was observed in all patients after commencement of
Soliris. Soliris reduced signs of complement-mediated TMA activity, as shown by an increase in
mean platelet counts from baseline to 26 weeks. The mean platelet count (+ SD) increased from 88 +
42 x10%/L at baseline to 281 + 123 x10%/L by one week; this effect was maintained through 26 weeks
(mean platelet count (£SD) at week 26: 293 £ 106 x10°/L). In Study C10-003, responses to Soliris
were similar in patients with and without identified mutations in genes encoding complement
regulatory factor proteins or auto-antibodies to factor H.

Table 20 summarizes the efficacy results for Study C10-003.

Table 20:  Efficacy Results for Study C10-003

Patients All Patients

Efficacy Parameter
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1 month to <12 years (N=22)
(N=18)
0,
Complete TMA response, n (%) 11 (61 14 (64)
95% Cl 36, 83 41,83
Medlan1 Duration of complete TMA response, weeks 40 (14, 77) 37 (14, 77)
(range)
eGFR improvement >15 mL/min/ 1.73*m?sn (%) 16 (89) 19 (86)
- — 5
Complete Hematologw Normalization, n.( %) 14 (78) 18 (82)
Median Duration of complete hematologic
L 38 (14,77) 38 (14,77)
normalization, weeks (range)
TMA Event-Free Status, n (%) 17 (94) 21 (95)
Daily TMA Int.erventlon rate, median (range) 0.2 (0, 1.7) 0.4 (0,1.7)
Before eculizumab treatment 0(0,0.01) 0(0,0.01)
On eculizumab treatment a T

1 Through data cutoff (October 12, 2012).

14.3 Generalized Myasthenia Gravis (gMG)

The efficacy of Soliris for the treatment of gMG was established in gMG Study 1 (NCT01997229), a
26-week randomized, double-blind, parallel-group, placebo-controlled, multi-center trial that enrolled
patients who met the following criteria at screening:

1. Positive serologic test for anti-AChR antibodies,

2. Myasthenia Gravis Foundation of America (MGFA) Clinical Classification Class Il to IV,
3. MG-Activities of Daily Living (MG-ADL) total score >6,
4

Failed treatment over 1 year or more with 2 or more immunosuppressive therapies (ISTs)
either in combination or as monotherapy, or failed at least 1 IST and required chronic
plasmapheresis or plasma exchange (PE) or intravenous immunoglobulin (IVIg).

A total of 62 patients were randomized to receive Soliris treatment and 63 were randomized to
receive placebo. Baseline characteristics were similar between treatment groups, including age at
diagnosis (38 years in each group), gender [66% female (eculizumab) versus 65% female (placebo)],
and duration of gMG [9.9 (eculizumab) versus 9.2 (placebo) years]. Over 95% of patients in each
group were receiving acetylcholinesterase (AchE) inhibitors, and 98% were receiving
immunosuppressant therapies (ISTs). Approximately 50% of each group had been previously treated
with at least 3 ISTs.

Soliris was administered according to the recommended dosage regimen [see Dosage and
Administration (2.4)].

The primary efficacy endpoint for gMG Study 1 was a comparison of the change from baseline
between treatment groups in the Myasthenia Gravis-Specific Activities of Daily Living scale (MG-
ADL) total score at Week 26. The MG-ADL is a categorical scale that assesses the impact on daily
function of 8 signs or symptoms that are typically affected in gMG. Each item is assessed on a 4-
point scale where a score of 0 represents normal function and a score of 3 represents loss of ability to
perform that function (total score 0-24). A statistically significant difference favoring Soliris was
observed in the mean change from baseline to Week 26 in MG-ADL total scores [-4.2 points in the
Soliris-treated group compared with -2.3 points in the placebo-treated group (p=0.006)].
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A key secondary endpoint in gMG Study 1 was the change from baseline in the Quantitative
Myasthenia Gravis (QMG) total score at Week 26. The QMG is a 13-item categorical scale assessing
muscle weakness. Each item is assessed on a 4-point scale where a score of 0 represents no weakness
and a score of 3 represents severe weakness (total score 0-39). A statistically significant difference
favoring Soliris was observed in the mean change from baseline to Week 26 in QMG total scores [-
4.6 points in the Soliris-treated group compared with -1.6 points in the placebo-treated group
(p=0.001)].

The results of the analysis of the MG-ADL and QMG from gMG Study 1 are shown in Table 21.

Table 21: Analysis of Change from Baseline to Week 26 in MG-ADL and QMG Total
Scores in gMG Study 1
Soliris-LS Placebo-LS | giris change relative to
Efficacy Mean Mean placeb-o — LS Mean valies
Endpoints (N=62) (N=63) Difference p-valu
(SEM) (SEM) (95% CD
MG-ADL 4.2 (0.49) 2.3 (0.48) 1.9 (-3.3,-0.6) (0.006% 0.014Y)
QMG 4.6 (0.60) -1.6 (0.59) 3.0 (4.6, -1.3) (0.001 % 0.005 )

SEM= Standard Error of the Mean;

Soliris-LSMean = least square mean for the treatment group;

Placebo-LSMean = least square mean for the placebo group;

LSMean-Difference (95% CI) = Difference in least square mean with 95% confidence interval;

p-values (testing the null hypothesis that there is no difference between the two treatment arms a: in least square means at Week 26
using a repeated measure analysis; b: in ranks at Week 26 using a worst rank analysis).

In gMG Study 1, a clinical response was defined in the MG-ADL total score as at least a 3-point
improvement and in QMG total score as at least a 5-point improvement. The proportion of clinical
responders at Week 26 with no rescue therapy was statistically significantly higher for Soliris
compared to placebo for both measures. For both endpoints, and also at higher response thresholds
(>4-, 5-, 6-, 7-, or 8-point improvement on MG-ADL, and >6-, 7-, 8-, 9-, or 10-point improvement on
QMG), the proportion of clinical responders was consistently greater for Soliris compared to placebo.
Available data suggest that clinical response is usually achieved by 12 weeks of Soliris treatment.

14.4 Neuromyelitis Optica Spectrum Disorder (NMOSD)

The efficacy of Soliris for the treatment of NMOSD was established in NMOSD Study 1
(NCTO01892345), a randomized, double-blind, placebo-controlled trial that enrolled 143 patients with
NMOSD who were anti-AQP4 antibody positive and met the following criteria at screening:

1. History of at least 2 relapses in last 12 months or 3 relapses in the last 24 months, with at least
1 relapse in the 12 months prior to screening,
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2. Expanded Disability Status Scale (EDSS) score <7 (consistent with the presence of at least
limited ambulation with aid),

If on immunosuppressive therapy (IST), on a stable dose regimen,
4. The use of concurrent corticosteroids was limited to 20 mg per day or less,

5. Patients were excluded if they had been treated with rituximab or mitoxantrone within 3 months
or with IVIg within 3 weeks prior to screening.

A total of 96 patients were randomized to receive Soliris treatment and 47 were randomized to
receive placebo.

The baseline demographic and disease characteristics were balanced between treatment groups.
During the treatment phase of the trial, 76% percent of patients received concomitant IST, including
chronic corticosteroids; 24% of patients did not receive concomitant IST or chronic corticosteroids
during the treatment phase of the trial.

Soliris was administered according to the recommended dosage regimen [see Dosage and
Administration (2.4)].

The primary endpoint for NMOSD Study 1 was the time to the first adjudicated on-trial relapse. The
time to the first adjudicated on-trial relapse was significantly longer in Soliris-treated patients

compared to placebo-treated patients (relative risk reduction 94%; hazard ratio 0.058; p < 0.0001)
(Figure 1).
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Figure 1:

Relapse — Full Analysis Set

Kaplan-Meier Survival Estimates for Time to First Adjudicated On-Trial
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Note: Patients who did not experience an adjudicated on-trial relapse were censored at the end of the study period. Abbreviations: CI =

confidence interval

Soliris-treated patients experienced similar improvement in time to first adjudicated on-trial relapse
with or without concomitant treatment. Soliris-treated patients had a 96% relative reduction in the
adjudicated on-trial annualized relapse rate (ARR) compared to patients on placebo, as shown in

Table 22.
Table 22: Adjudicated On-trial Annualized Relapse Rate — Full Analysis Set
. N Placebo Soliris
Variable Statistic (N=47) (N=96)
Total number of relapses Sum 21 3
Adjusted adjudicated ARR? Rate 0.350 0.016
Rate ratio 0.045
Treatment effect® (eculizumab/placebo) )
p-value o <0.0001

2 Based on a Poisson regression adjusted for randomization strata and historical ARR in 24 months prior to

screening.
ARR = annualized relapse rate

Compared to placebo-treated patients, Soliris-treated patients had reduced annualized rates of
hospitalizations (0.04 for Soliris versus 0.31 for placebo), of corticosteroid administrations to treat
acute relapses (0.07 for Soliris versus 0.42 for placebo), and of plasma exchange treatments (0.02 for

Soliris versus 0.19 for placebo).
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16 HOW SUPPLIED/STORAGE AND HANDLING

Soliris (eculizumab) injection is a sterile, preservative-free, clear, colorless solution supplied as one
300 mg/30 mL (10 mg/mL) single-dose vial per carton (NDC 25682-001-01).

Store Soliris vials refrigerated at 2°-8° C (36°-46° F) in the original carton to protect from light until
time of use. Soliris vials may be stored in the original carton at controlled room temperature (not
more than 25° C/77° F) for only a single period up to 3 days. Do not use beyond the expiration date
stamped on the carton. Refer to Dosage and Administration (2) for information on the stability and
storage of diluted solutions of Soliris.

DO NOT FREEZE. DO NOT SHAKE.
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17 PATIENT COUNSELING INFORMATION
Advise the patient to read FDA-approved patient labeling (Medication Guide).

Meningococcal Infection

Prior to treatment, patients should fully understand the risks and benefits of Soliris, in particular the
risk of meningococcal infection. Ensure that patients receive the Medication Guide.

Inform patients that they are required to receive meningococcal vaccination at least 2 weeks prior to
receiving the first dose of Soliris, if they have not previously been vaccinated. They are required to be
revaccinated according to current medical guidelines for meningococcal vaccines use while on Soliris
therapy. Inform patients that vaccination may not prevent meningococcal infection /see Warnings
and Precautions (5.1)].

Signs and Symptoms of Meningococcal Infection

Inform patients about the signs and symptoms of meningococcal infection, and strongly advise
patients to seek immediate medical attention if these signs or symptoms occur. These signs and
symptoms are as follows:

headache with nausea or vomiting
headache and a fever

headache with a stiff neck or stiff back
fever

fever and a rash

confusion

e muscle aches with flu-like symptoms
e eyes sensitive to light

Inform patients that they will be given a Soliris Patient Safety Information Card that they should
carry with them at all times. This card describes symptoms which, if experienced, should prompt the
patient to immediately seek medical evaluation.

Other Infections

Counsel patients about gonorrhea prevention and advise regular testing for patients at-risk.

Inform patients that there may be an increased risk of other types of infections, particularly those due
to encapsulated bacteria.

Aspergillus infections have occurred in immunocompromised and neutropenic patients.

Inform parents or caregivers of children receiving Soliris for the treatment of aHUS that their child
should be vaccinated against Streptococcus pneumoniae and Haemophilus influenzae type b (Hib)
according to current medical guidelines.
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Infusion-Related Reactions

Advise patients that administration of SOLIRIS may result in infusion-related reactions.

Discontinuation

Inform patients with PNH that they may develop hemolysis due to PNH when Soliris is discontinued
and that they will be monitored by their healthcare professional for at least 8 weeks following Soliris
discontinuation.

Inform patients with aHUS that there is a potential for TMA complications due to aHUS when Soliris
is discontinued and that they will be monitored by their healthcare professional for at least 12 weeks
following Soliris discontinuation. Inform patients who discontinue Soliris to keep the Soliris Patient
Safety Information Card with them for three months after the last Soliris dose, because the increased
risk of meningococcal infection persists for several weeks following discontinuation of Soliris.

Manufactured by:

Alexion Pharmaceuticals, Inc.
121 Seaport Boulevard
Boston, MA 02210 USA

US License Number 1743

This product, or its use, may be covered by one or more US patents, including US Patent No.
6,355,245, US Patent No. 9,732,149 and US Patent N0.9,718,880 in addition to others including
patents pending
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MEDICATION GUIDE
SOLIRIS® (so-leer-is)
(eculizumab)
injection, for intravenous use

What is the most important information | should know about SOLIRIS?

SOLIRIS is a medicine that affects your immune system. SOLIRIS can lower the ability of your immune system to

fight infections.

* SOLIRIS increases your chance of getting serious and life-threatening meningococcal infections.
Meningococcal infections may quickly become life-threatening and cause death if not recognized and treated
early.

1. You must receive meningococcal vaccines at least 2 weeks before your first dose of SOLIRIS if you have not already
had this vaccine.

2. If your doctor decided that urgent treatment with SOLIRIS is needed, you should receive meningococcal vaccination as
soon as possible.

3. If you have not been vaccinated and SOLIRIS therapy must be initiated immediately, you should also receive two
weeks of antibiotics with your vaccinations.

4. If you had a meningococcal vaccine in the past, you might need additional vaccination before starting SOLIRIS. Your
doctor will decide if you need additional meningococcal vaccination.

5. Meningococcal vaccines reduce the risk of meningococcal infection but do not prevent all meningococcal infections.
Call your doctor or get emergency medical care right away if you get any of these signs and symptoms of a
meningococcal infection:

o headache with nausea or vomiting o headache and fever
o headache with a stiff neck or stiff back o fever

o fever and arash o confusion

o muscle aches with flu-like symptoms o eyes sensitive to light

Your doctor will give you a Patient Safety Card about the risk of meningococcal infection. Carry it with you at all
times during treatment and for 3 months after your last SOLIRIS dose. Your risk of meningococcal infection may continue
for several weeks after your last dose of SOLIRIS. It is important to show this card to any doctor or nurse who treats you.
This will help them diagnose and treat you quickly.

SOLIRIS is only available through a program called the SOLIRIS REMS. Before you can receive SOLIRIS, your
doctor must:

» enroll in the SOLIRIS REMS program

» counsel you about the risk of meningococcal infection

» give you information about the symptoms of meningococcal infection

» give you a Patient Safety Card about your risk of meningococcal infection, as discussed above

* make sure that you are vaccinated with the meningococcal vaccine and, if needed, get revaccinated with the
meningococcal vaccine. Ask your doctor if you are not sure if you need to be revaccinated.

SOLIRIS may also increase the risk of other types of serious infections. If your child is treated with SOLIRIS, make
sure that your child receives vaccinations against Streptococcus pneumoniae and Haemophilis influenzae type b (Hib).
Certain people may be at risk of serious infections with gonorrhea. Talk to your doctor about whether you are at risk for
gonorrhea infection, about gonorrhea prevention, and regular testing. Certain fungal infections (aspergillus) may also
happen if you take SOLIRIS and have a weak immune system or a low white blood cell count.

What is SOLIRIS?

SOLIRIS is a prescription medicine called a monoclonal antibody. SOLIRIS is used to treat:

» patients- with a disease called Paroxysmal Nocturnal Hemoglobinuria (PNH).

+ adults and children with a disease called atypical Hemolytic Uremic Syndrome (aHUS).
SOLIRIS is not for use in treating people with Shiga toxin E. coli related hemolytic uremic syndrome (STEC-
HUS).

» adults with a disease called generalized myasthenia gravis (JMG) who are anti-acetylcholine receptor (AchR) antibody
positive

» adults with a disease called neuromyelitis optica spectrum disorder (NMOSD) who are anti-aquaporin-4 (AQP4)
antibody positive.

It is not known if SOLIRIS is safe and effective in children with PNH, gMG, or NMOSD.

Who should not receive SOLIRIS?

Do not receive SOLIRIS if you:

» have a meningococcal infection.

» have not been vaccinated against meningitis infection unless your doctor decides that urgent treatment
with SOLIRIS is needed. See “What is the most important information | should know about SOLIRIS?”

Before you receive SOLIRIS, tell your doctor about all of your medical conditions, including if you:
» have an infection or fever.

» are pregnant or plan to become pregnant. It is not known if SOLIRIS will harm your unborn baby.

» are breastfeeding or plan to breastfeed. It is not known if SOLIRIS passes into your breast milk.
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Tell your doctor about all the medicines you take, including prescription and over-the-counter medicines, vitamins, and
herbal supplements. SOLIRIS and other medicines can affect each other causing side effects.

It is important that you:

* have all recommended vaccinations before you start SOLIRIS.

» receive 2 weeks of antibiotics if you immediately start SOLIRIS.

» stay up-to-date with all recommended vaccinations during treatment with SOLIRIS.

Know the medications you take and the vaccines you receive. Keep a list of them to show your doctor and pharmacist
when you get a new medicine.

How should I receive SOLIRIS?

» SOLIRIS is given through a vein (1.V. or intravenous infusion) usually over 35 minutes in adults and 1 to 4 hours in
pediatric patients. If you have an infusion-relatedreaction during your SOLIRIS infusion, your doctor may decide to
give SOLIRIS more slowly or stop your infusion.

» If you are an adult, you will usually receive a SOLIRIS infusion by your doctor:

o weekly for five weeks, then
o every 2 weeks

» If you are less than 18 years of age, your doctor will decide how often you will receive SOLIRIS depending on your age
and body weight

» After each infusion, you should be monitored for one hour for infusion-related reactions. See “What are the possible
side effects of SOLIRIS?”

* If you miss a SOLIRIS infusion, call your doctor right away.

» If you have PNH, your doctor will need to monitor you closely for at least 8 weeks after stopping SOLIRIS.
Stopping treatment with SOLIRIS may cause breakdown of your red blood cells due to PNH.

Symptoms or problems that can happen due to red blood cell breakdown include:

o drop in the number of your red blood o drop in your platelet o confusion
cell count counts o difficulty breathing
o kidney problems o blood clots o chest pain

* If you have aHUS, your doctor will need to monitor you closely during and for at least 12 weeks after stopping
treatment for signs of worsening aHUS symptoms or problems related to abnormal clotting (thrombotic
microangiopathy).

Symptoms or problems that can happen with abnormal clotting may include:
o stroke o confusion o seizure o chest pain (angina)
o difficulty breathing o kidney problems o swelling in arms or legs o adrop in your platelet count

What are the possible side effects of SOLIRIS?
SOLIRIS can cause serious side effects including:
e See “What is the most important information | should know about SOLIRIS?”
» Serious infusion-related reactions. Serious infusion-related reactions can happen during your SOLIRIS infusion. Tell
your doctor or nurse right away if you get any of these symptoms during your SOLIRIS infusion:
o chest pain
o trouble breathing or shortness of breath
o swelling of your face, tongue, or throat
o feel faint or pass out
If you have an infusion-relatedreaction to SOLIRIS, your doctor may need to infuse SOLIRIS more slowly, or stop
SOLIRIS. See “How will | receive SOLIRIS?”
The most common side effects in people with PNH treated with SOLIRIS include:
e headache e back pain
e pain or swelling of your nose or throat (nasopharyngitis) e nausea

The most common side effects in people with aHUS treated with SOLIRIS include:

e headache e stomach-area e low red blood cell e nausea
e diarrhea (abdominal pain) count (anemia) e urinary tract infections
e high blood pressure e vomiting e cough e fever
(hypertension) e pain or swelling of e swelling of legs or
e common cold (upper your nose or throat feet (peripheral
respiratory infection (nasopharyngitis) edema

The most common side effects in people with gMG treated with SOLIRIS include:
muscle and joint (musculoskeletal) pain

The most common side effects in people with NMOSD treated with SOLIRIS include:

e common cold (upper respiratory infection) e joint pain (arthralgia)

e pain or swelling of your nose or throat (nasopharyngitis) o throat irritation (pharyngitis)
e diarrhea e bruising (contusion)

e back pain
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e dizziness
e flu like symptoms (influenza) including fever, headache,
tiredness, cough, sore throat, and body aches

Tell your doctor about any side effect that bothers you or that does not go away. These are not all the possible side
effects of SOLIRIS. For more information, ask your doctor or pharmacist.
Call your doctor for medical advice about side effects. You may report side effects to FDA at 1-800-FDA-1088.

General information about the safe and effective use of SOLIRIS.

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

What are the ingredients in SOLIRIS?

Active ingredient: eculizumab

Inactive ingredients: polysorbate 80 (vegetable origin), sodium chloride, sodium phosphate dibasic, sodium phosphate
monobasic, and Water for Injection

Manufactured by Alexion Pharmaceuticals, Inc., 121 Seaport Boulevard, Boston, MA 02210 USA. US License Number 1743

This Medication Guide has been approved by the U.S. Food and Drug Administration Revised11/2020
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X ERIETH o= (61)

NMOSD O 7 F & R RERBRIC B W TliE Sz ERRIER (10%
PLE) X, RRGEREY, RWREEZE. THI. R, FEIMED E W,
A TN Y BETR, HEELORETH-72 (6.1) ,

BIVERREDNDBAIL. 7T V7 A 4B | 1-844-259-6783.
F721%. FDAKEESERKLFB[ES : 1-800-FDA-1088, H— A
~N— : www.fda.gov/medwatch|{ZBHET 5 Z &,

BEMTEREIERGTA FEB3RTIIL 175
AT : 202042 11 A

AFIGATE - B *
B EECHERERIE

1 ke - R

1.1 RN A~T 7 0 U RIE (PNH)

12 FEMABAE MR IESEGERE (aHUS)

1.3 2HREERTEIE (gMG)

14 fHARERR A7 b7 AREE (NMOSD)
2 Hi&E-HBE

2.1 HERIND TP O PR

22 HESER YL - PNH

23 HEGER L - aHUS

24 HEEREE - gMG U NMOSD

25 TIRAwTxb—U A MBS, F i

R T 2 B T 00 R

2.6 FHHd

27 5
3 FERUAIM

5.1 EELGHEIREXEREE D RE
52 ZDMOREE
53 AFIFREDLEZEOERKEOE=2) T
54 MABEDFHEEE
5.5 Infusion-Related Reactions
6 EIERA
6.1 BERIREAERTORER
62 RERME
6.3 TREAERE
8 HHRLGBRELEHATOER
8.1 WEiw
82 ®ILIF
84 INE~ADFEA
85 EEE~DEHA
11 #ARL - IR
12 BRRER



13

16
17

12.1 {ER#F

122 Ehz

12.3 EWEHE
JEERRE1E

13,1 ZARANE, BREE, K OVEFIRSRER EE
ERPREAER

14.1 PNH

14.2 aHUS

143 gMG

144 NMOSD

#ia. RERUEREL
BEM TIER

* RAXERORIBRERE. EHE L TR,




ACE

B ERHIER ERIYE O RE

AR ORGP ORET., BambR iERERBRIMEOREFIBHE Sh TS, HERER
JYEIZ, BHIOERLIGREZTORTE, SRICEMEEDIPTH LLBRICEDIRBEN
Bho, HEERERCEALOEEZZR (5.1) ]

o TFEEROEMIOVWTOHBMERS (ACIP) OHERIZHEV, MERBBEICHER
W TR Z T 5.

o AR OMEHREDDR &Y 2 EMANCHEERE TEEE RS 5, HL. FFRE
DEIEY R B, BIEREBIYEDTAEY X7 & EFIZHEEIRLS, [REIREKAERIVE
DY A7 EBRIZOVWTOFEMIL, ERCHBERERMEORELZ SR (HERERME
HLEDIEER (.1)) ]

o FEHHERICL o THEREBRPEDCRBY X7 2ETEIRIZLIXTEX S, BLICH
DR Z LI TE R, HEAERLEDOMYMELZBE L, BRMERRDNZHAX
EbiZBgETsZ L,

AFB LI, U R 7 FHE - BFEK (REMS) OMKEANTOERBIIESL, YUY R
REMS 707 7 A~ORGENLETH D, [HERGZRMEFLOREE (.1) 2R] XYM
7aEHIL, EES - 1-888-SOLIRIS (1-888-765-4747) . E£72iddh—AbR—Y
www.solirisrems.com (Z CAFABETH 5,

1 ZheEE « ZhE

1.1 RVEMERBA~T 7 g EVRE (PNH)
AFNE, VIR D 7= DI RAVEMER B ~E 7 v © U RIE (PNH) SBEOEREICETT 2,

1.2 FEBLTUYR i M PR BEAE e AE (aHUS)

AFNE, G FENE AR PR L FE 5 & B 97 2 72 6O |2 FE BRI if MR R T diE S e i
(aHUS) BEOIBEICHEMT 5,

i FH O #IFE

AFNT, EEFBEREAMRGEIC X DRI R FFEEMERE (STEC-HUS) DGR Z i & L
720N,

1.3 2 HTEENEIE (gMG)

AFNE, BireF ez ) U2/ (AChR) HUikEGIED 2 EREEAE (eMG) R
HOIRPRICEA T 5,

1.4 RARERR AT b T AEE (NMOSD)

AR, 77T ARY
4 (AQP4) HURBGIEDOBIMREAIHER A~ & T LPEE (NMOSD) Al AEH OIEHRIZIHE M3
50




2 A - BE

2.1 HEE S B TR KR OV FRhEk

BATD ACIP A X AW » THERE~DO TR A S L. EEREGLUED Y A7 21K
THZ b, [HEFEH EOEE (5.1 KIN52) B

AR OG- ZEHIZRRGT DBEND L5 KROU 7 F oAk 28RS 2 & SKAHID
BE 2RI 25613, BEICHEEO TGz 28 FEwT D,

RHFNZASTT 5 ERAEEE 1L, AA] REMS IS88: L2 iudie v, [BHR O Eo
EE (1) =M

2.2 HERRBYE - PNH

18 kLA EDBEIZIH W, AANTLLT D X 9 IikE3 5,

e 1[0]600 mg Zi 1 [FORKET 40 4#EM) &5T 25, 51&F

o 1[E900mg % 5 B IZH&ET 5, &IZ,

o THLFE, 111900 mg % 23T 1 BIOMECTHREGT 5,
AFNL, ML HEECED LN TPER, £20d, PERO 2 AW T2 L, [#
I EOFERE (5.4) ]

2.3 HEER B3k - aHUS
18 LA EOBEIZIBNT, AFNILLTO XL S IR 5T 5,

e 1[81900 mg i 1 [FIOENET 4B 4H#EM) F5525, 5l&kix,

e 1[F1200mg % 5HBICEET 5, WIZ,

o ZTHLAKE, 118] 1200 mg & 2382 1 BIOREME T 535,

18 BARMDBEE Tid, HEIZES TREOKREE (1) TFAERET D,

it

=

=N

£1: 18 iR D aHUS BE T 2 HERER H1k
rHE BAHAE MR E
EEIZ I 2 JER S
40 kg DI LRI 900 mg % 4 8 53 HIZ 1200 mg & Lr;lgu[& 2 S 1200
30kg LIl 40 kg K | 13EMIZ 600 mg & 238 | 3EHEIC 900mg & L, LI 2 #EEIZ 900 mg
20 kg LLE 30 kg A0 | 1 #EMIZ 600mg & 238 | 3#HEIZ 600mg & L, LI 2 HEREEIZ 600 mg
10 kg AE 20 kg A | 1HRIC 600mg % 138 | 23HBIZ 300mg & L, LAFE 2 HREEIC 300 mg
Skgllb 10kg K | 13RI 300mg % 138 | 2#HEIZ 300mg & L. LK 3@MEHC 300 mg

AHNE, HRERGIETED NI FEHR, £2F, FEAD 2 AURNICEEGET 52 &,

2.4 R 5 - gMG KO NMOSD

gMG Xi% NMOSD N EBE BN T, AANTLLFO L 9 12857 5,
e 1[81900 mg Zi# 1 [FORENET 41 (4HHE) &5T5, 5l&kix,
e 1[E1200mg % SHHEICEET 5, WKIZ,




ZHLARE, 18] 1200 mg & 2382 1 BIORERE T 535,

AFENT, R GIETED DN TER, £72id, PERO 2 AURNICEEGET L2 &,

2.5
D HEFRE

FIRRT7 2=V A, MBRBHE, K 7o i3OG I S & A T

aHUS i A, aHUS /NEEE KON gMG Xk NMOSD i A E TlE, 77 A~ 7 =L —v
AFTATMIERHL, & DT RESRS Y (PE/PD OOFH FClX, ARIOMFE G-

%\%“@3@6 (i’% 2) o

F2: MIRAHE 72 13 MERETE (PE/PI) % OAF|OMFER S
. MmN 1|40 D
MAE A DTSR EEDAFIHAE N AT G- R
ST~ T L — A
300 mg F I RMAEAH 1 BN N .
& 7= M A TR~ T A | - ’ﬁ%‘ 7
> 600 mg F IR 1 Bl
% 600 mg
e ek PSS AT 1 AL | FTREEGRS AT 1 B
HTREBRGRS e >300 mg % 300 mg TERRAS 60 437
2.6 Gk

AANTHRAEIEEE 5 mg/mL 12

AL HIT,

PLF O FINEIZHENFIRT 5,
NATANLEET Y VI BRI XS,
HESEF B 2 s N > ZICBEAT 5,

o HE (FWRAEFANIFE) D 0.9%HE kT N 7 ATESRK (USP @ KEFRR
J7) . 045%H T R Y 7 AVESHRE (USP) | 5%~ N okEEgtik (USP) . F£7-
U VERE (USP) Zie S~ 20N L. BRI Smg/mL (2725 &

AT B,

HAEATBUREE 5 mg/mL OARFIAAIGE KL, 57 300 mg, 600 mg, 900 mg, 1200 mg (=
®LT, ZNFH 60mL, 120mL, 180mL, 240mL TH 5 (% 3) .

K3 AHK| DFR R
AHHE FRBEE FRBEORMRERE
300 mg 30 mL 60 mL
600 mg 60 mL 120 mL
900 mg 90 mL 180 mL
1200 mg 120 mL 240 mL
AFNEA DAL N - ToM@iE S 7 2 FN AR U, 354 & B & 2 o2 BRd 5,

AFNIBGERN 2 LTV RW=8, A TIOVRICEEET 2 R HRITEIET S 2 L,

AFNFERNC, FRIK 2 =RIRICET (18°-25°C ; 64°-77°F) , #HRIKIT. B Lo P ED
JE PR R LI OBJE CThNE L TIEZR B 720,

IR PR R OB 220 0na BRI THEGR 2 2 &,




2.7 &5
BT ERSEETRETB L,
BEFE IV push, N—F XJEN) BGZITHRINDE S,

ARNDOFRIEIIL, EEY , EHERAR 7, 8RR 7 2R L, RAERE T 3508
b F L NREE TR 1~4 FEET CTRIRNEE G- 5, BURIRIE, IRE 2°~8C (36°
~46°F) KOV T 24 W2 EMNMET- N5,

AFN G- HRICRWER 23384 LTG0, ERTOHIENC L0 #kNGHELZES 5, £
TG Z2HIET 5, HEAREZES LSAiE. BAEE TITREARA 2 R 28 % 7
WEIZT B2 &, EHRIERIT. < Eb 1 FMIZEE D infusion-related reaction DFE{E
AT DO L,

3 KB B U A
TS - BEE R 7 082 300 mg/30 mL (10 mg/mL) O HEAIEBRIRIK & & A,

4 23
KOBEIIARRE S LD L,

o  HEMHIEREIEYYE I CRE URMEDRE, [BEELRMEH LOEE (.1)
=)

o HHIRRE T Z I L TV W ERE, H L, AFERG ORI X7 A3, B
REBYHEDIIE ) A7 & LR BGE 5L, [BEEROEH FotE (5.1)

e A
5 EERUEFERALDIEE
5.1 BB 72 BEIER B RRYIE DR
U 27 KO TBA

AFNC X DR BE CEE F 7213 BSEMH O RIRER FIKYYE N RS ST b, AFIOMEHIC
L0 EERBEMRRFERIYE MAEEER OV, 72320 ;) ICRE LT
KBHRBINNHDH, RFNTLY | BEERFEEGIED U A7 3 — 70 K E L O[5
AR (Q0154ETAE 10 HAH 0.14 A) ITEASK 2000 EH04 5,

TRAEFEAZ B S (ACIP) 1T XK A EH OHELZIZHEW, #IAKIEABF TR L THIBE R E Y
JF R ETI ) Z &, AFERGHIRIFIX, ACIP OHELZIZHE L CTU 7 F o O HERE L i
T+ &,

BEER D 7 F v OB O I W EFITIX, AFOPIER G007 < b 2 EERTE TITT
PhiEfE 21T 5> 2 &, REMOBEICAFOER G 2R214T770 556, TX 572l I #fifls
RET 7 F o OEFEZITRV, BEICHEERO P& % 2 BREERT 52 &,

Ta AT 4 7REBRTIL, aHUS B3 100 Bl 75 B, REIRRE T 7 F 86 2 B
DA T DRNCAFI N G-Zd, 2O 156IFO 64 Blicxf L, V7 FrgEfkobe Lt
2BMNIE, YURLEGYE T OO OPEEZ &G LTz, AFIZEEGT5EFITHBWT, §filE
REBEGIED TR T D PUHIEEE G- DR 7 ¢ b & U AT [T S VTR0,



FRHEERRIC &> TR R HRISE DAY 27 2T SEH 2 LI TX 5N, ERICH0 KR
< Z EETERY, BKRRBRICEBW T, PNH BE 196 Bl 2 Fl23AFNC X 5 IR IC &
BB FRYE 2 RIE LT, W& b U 7 FUfae i Wiz, [AIEH (6.1) &
M1 F7-, PNHLUSOBRFEZ WG E LIZRBRICB W T, U7 F U REERO 1 BN BEIRA FH
YUEDFEEBL L7, BT, AFNC X DEEMMEFRICY 7 F U EEREOH 5 aHUS B 130 i
3 BNCBEMER FIYYEN I U=, [FIEA (6.1) ]

BANE AR BRGYE O I 2 R BIR S BIE L, BUYEN RO D G EIXEDICHE LT D
T &, BIRRERIYET, R ORA LIREThRTE, S A e ) LBSENE &
IRLBNDN DD, HEEEIRBEIER EEGYE ORI T, AROFK G245 &,

REMS

AFNE, BEERERGYED Y A7 Z£EH DT, U A7 FHE - $EfEKE (REMS) Fo~7 o/
Z LOBFAANTOFHIZR B TW5, AUHEIX, AHl REMS Db & 7'm 7T A Gk%E
LT 5730,

WFEITBE IS LT, BIIRRERYED ) 2 7 I1I2OWTE L. REMS O#E &4 2 ik
L. BEERE T 7 F o OV 2 M2 £ L2 iE7e 570,

AH| REMS 7' 1 7T A~DGk & Z O MiEdIX. &E56 : 1-888-SOLIRIS (1-888-765-4747)
F 7213 AR— A 2— : www.solirisrems.com {2 CAFA[RETH 5,

5.2 F DA D JRYLSE
FEAREMERE RLE 72 &, T AR Y TR (BEEAE LN OEERELENRE ST 5,

AFNL, FERMRIETEZLET 2720, BRI AGIEIC X 2 BYYENFIE LT < 725
AREMER D D, I BT, BERERHTERBD B HA LN D EBE T, T AULE)L A EYHE N
FHHELTWD, KEIERGHONLBEFETIEL, MRV EREOCNETZ LA - AT
P b A (Hib) (ZHEK T 2 EERBRYYEDIRIE Y A7 BN 280085 5, PRIERERR
MZB% (ACIP) DA A RT7 A AZHEL, Mgk L P ERE LK O Hib ICE R T 5 EYYED T
Pigsfia FhE 35 = &, REMHRYMEL AT D EBE~ORFE LT, HEC/TDRT IR
BN, (BB FodE (1) 2]

5.3 FHBEHIEBRORBIKMEDE=FV 7

PNH BAE OO 5 H ik

AANOEHF %L, WA RHT 572012, D7 &b s HITEET 5,
aHUS BF O 7= D # 5 ik

AFOBGPIHIT, H72< &b 12 BE, MARTERNLERE (TMA) O 0K %
B2 %, aHUS B 215 & LR cIE, 1861 (ZOW SHIIZ 7 m 222 5 ¢ 73
BICEGR) AARIORG % Bk L7z, S FIRARIORIERIERIC TMA SIHEZZL, 55 4
BIASAF D4 5% TR L7,

TMA OGRS} OSEIRITIE, KEHuRRE D2 b, F&1E, PlE, MR IR #EE, MARSE7Z &
N5, BT, LTOEKKRE NT A —2 DN TMA D2 TE 5 : X=X 7
A EEIIAFNC L DIRBF O E— 7 E & el U7z /M3 o 25%8L Lo ; ~—=2
A ANEETNIAFNC K DR OF/IME & i L2 Mig 27 L7 F =10 25%LL Lo ;
HHNIRN—RAT A MEFETIIARANC X HIRFEP O&/IME & g U721 LDH fED 25%LL
EoEimowFngs 2 oF Ty 1 OO ERIER 5,




KRN OG- L% TMA SPHEN RSN 5HE81E. AAoF#RS., iggEE (F7 X<
7z bL— U A FE T T MW S D\ RS MR [PE/PT)) o 7 VX ) 22 B #R R S0 72
KEHRIEE BB T D L,

5.4 IMARSE DF-Bh & B

A B G- OPUEEEIF D452 G- 1112 & 2 RIS STV, 1E- T, AAFIR G
LY PUEEERIEZ A E S RE TR,

5.5 Infusion-Related Reactions

RADOEEIZED, TF7 40 7% —F 20 RKIG 7 & D infusion-related reactions 737
XEIINAEND DD, AR T, AFREOF LE2 ML T2 infusion-related
reaction & & L 72 BF IV R0 T, REZELIGERENAE F 70 XM AR EOBEN R o =55
X, AFOEE 2 FWr L, @URsHERIEEZT/R Y T &,

6 El{EH
UTOEBZREWEMIZOWTIE, IMISCEDOMOE THMICEEH I TV D,
o EME/RBENR BEIRYYE « (B L LOVEE (5.1) 2]
o TOMOBYRYE : (B EMEH LOER (5.2) /)
o KA GHILEORBIMEDE=2 ) 7 [ B LOVEE (5.3) B#]
o MIRFEDTBE LB « [BE LN LOVEE (5.4) B
e Infusion-Related Reactions : [ 24 & &/ L0/ EE (5.5) BH]

6.1 FEPRRRER CORRER

BRURERIRIT SIS D7 5 Sl FTITDR T2, % 3A DRI RE TR b= BN %
B A A O BRI CRRD DAL b O L BRI C X . BRI ORI S L2 JeBE
WS VARV TTREREDS B 5,

BEMOR BRI L, ARG o BEICRBLT 28 b EERFEIER TH 5, PNH OEEKFER
Tk, BEREY 7 F o OB E AT 5 2 FIABEIRA EIERUIE 2 FE L 7=, PNH LG
BELLRE LRI, BEREY 7 F 0 RO 1 BB BRI 2 39 LT,
F72, BREBREO7 0 —7 v 7HBFIZ aHUS O L k1 A7 7 ¢ 7RI A B LTz,
T 0 F AR A O 1 FIDSBEER EERUIE 2 580E UTe, [ B ROMEH LoER (5.1) &

PNH

AFIRPEG-Z Tz 196 B> PNH &R (FFElN 18~85 1%, &Mk 55%) OF — % LI TR
9, BN A PN ML O M OJEIR2SZE O Hivt-, 77 AR HRRER (PNHRER 1. AH
BE 43 0], 7T BAREE 44 51)) | HEEEGERER (PNH RER 2) K OE Mk RAER (E05-001 35R)
Z N L, 182 BINCARIN 1 ELL B G Sz, BN AR OHERE & K OVHEICE =&
B5.%2%F7,

77 R ARRE L R U TAAIREOFEIRN L0 @ < . AFFETORERD) 5% ETH 728l
RO X LOZHE 4177,



*4: PNH OXFBRBR CAFIREED 5% LA ETHRBE L, » 207 7 EREEX Y HEHRHN

o T-BIfER
BlIfER% AHIRE 75 B REE
(N=43) (N=44)
N (%) N (%)
SRR 19 (44) 12 (27)
/S 10 (23) 8 (18)
GRESL 8 (19) 4 (9)
GV 7(16) 5(11)
il 5(12) 1)
IR 5(12) 4 (9)
B~ /L~ R R Ge 3(7) 0
Rl e 3(7) 0
RGBT 3(7) 1(2)
(& 3(7) 2(5)
A 3(7) 1(Q2)
VU e 3(7) 1(Q2)
A VTN T R R 2(5) 1)

7T R RERER T, AFIRE 401 (9%) & T TBREE OB (21%) ICHEEREIEHANR
Sz, EEZBIERICIL, BYUEK N PNH OEITHAE TN TV 5D, AFIEEGH I, 5B
TROMBRER I o708, IR ES 1l ERNHAS Tz,

HARERBR & 72 1B I B W TR 2 B 5 L= PNH B3 193 BilloEss Sz gIEA I,
7T B ARRBEBR O OHE LR TH o2, N HRBRICHENT, BED 16%ICEHE LRI
TERMRHE LT, b BEBICHRE SNTREIERIZ, A VARG 2%) .« 8 Q%) . &
M (2%) ROFEE 2%) Thol,

aHUS

aHUS BBRE BT AARFNORENE LY, T u 275 7 B 435 (kA - FOFES
FAaxG L L= C08-002A/B #tBR. C08-003A/B iR (N C10-004 3Bk, /NE -« HOEBRE L
®G L L7z C10-003 #tlk) MOV b A7 T ¢ 73 B 138k (C09-001r 7AER) TEHE L 7=,

IFOTF—421%, AR OFHDHFD aHUS BF 78 fila x5 & L7z C08-002A/B ik, CO8-
003A/B iR &L Y C10-004 R HFT- b DO Th D, 2FIH, HEEHE TAFOR G %251
7oo BGWIRPIET 67 B ThH o7 (HiPH : 2~145 HR]) . C08-002A/B 7k, CO8-
003A/B BB K TN C10-004 FBROIREEZ D 10%LL L THE SNE-AEELOF L DEE 5
WZRT,



*5: C08-002A/B #RBR. C08-003A/B 3RER, C10-004 3Bk : AR OFESEREZED
10% L ETHE ESNT-FEEES

BEHE (%)
C08-002A/B  C08-003A/B C10-004 &t
(N=17) (N =20) (N =41) (N="178)
M REE
P I 2 10 (59) 9 (45) 7(17) 26 (33)
{NIER 2(12) 4 (20) 7(17) 13 (17)
FRYSER & OVFAE BE
KRR 3(18) 2(10) 4 (10) 9 (12)
LA EEDS 3(18) 11 (55) 7(17) 21 (27)
GLZES 3(18) 4 (20) 2(5) 9 (12)
R ARGE R 5(29) 8 (40) 2(5) 15 (19)
PR i G 6 (35) 3(15) 8 (20) 17 (22)
BB E
T 8 (47) 8 (40) 12 (32) 29 (37)
[FA 8 (47) 9 (45) 6 (15) 23 (30)
L 5(29) 8 (40) 5(12) 18 (23)
HE 3(18) 6 (30) 6 (15) 15 (19)
PR RIEE
GIEbE) 7 (41) 10 (50) 15(37) 32 (41)
MR LY V3 REE
2. 6 (35) 7(35) 7(17) 20 (26)
I BRI i 4 (24) 3(15) 5(12) 12 (15)
RS
RHRSE 4 (24) 2 (10) 5(12) 11 (14)
BEREES
Ly T 5(29) 3(15) 6 (15) 14 (18)
JREH 2(12) 1(5) 5(12) 8 (10)
FERER. SR X UWERRRES
IS 4 (24) 6 (30) 8 (20) 18 (23)
2HEER LB ERET
97 3(18) 4 (20) 3(7) 10 (13)
ENUELREAI 5(29) 4 (20) 9(22) 18 (23)
FEEL 4(24) 5(25) 7(17) 16 (21)
1779 3(18) 4 (20) 6 (15) 13 (17)
RFEE 5(29) 2(10) 8 (20) 15(19)
Rt L OREREE
BV v AfE 3(18) 2 (10) 4 (10) 9 (12)
Bk, B, BB OHAEY
(BREORY) —T&ET) 1® 6 G0 L20) 8019
BRER L O TR E
W% 2(12) 3(15) 6 (15) 11 (14)
% O FERE 1 (6) 3(15) 4 (10) 8 (10)
B X O A HREE
A i 1 (6) 2 (10) 7(17) 10 (13)
GRSL 3(18) 3(15) 2(5) 8 (10)

a. MedDRA JEAGEO @ILE, HEFTHERME, B e 2 5 e,



C08-002A/B k&, C08-003A/B 7K U8 C10-004 FER A AT 60% (78 i 47 ) |
RARAHEER (SAE) B0 b7, RbBREICRE SNCEERAEFSRIL, BIYE
(24%) . @l (5%) | BIEEARE (5%) | BHERERE (5%) Thoto, BF 5HINA
FEFLOOEEETIE L GF] BHEEDE, 1] 2T ) 7~ =T 2A0H
eoWr, 1B BERRAR mPERERR )

C10-003 &ERITIZ, 2201 (95 12K 1841) D/NE KO DESRE ZHAIL, 2HFIC
AFNOHESEH B2 B G U, 58I RfEix 44 8 (FEPH @ 1 [B1~87 #f) .

C10-003 FRERDO GBI D 10%LA ETHE SN2 TOREEFLE2E 6 ITRT,

#6: C10-003 3Bk : 10%LL LDBEIZHHA L-BEHER
A1y A~12 5% &t
E ] (N=22)
(N=18)
RpEE 3(17) 3(14)
B REE
i85 6 (33) 7(32)
TR 5(28) 7(32)
[FAR 4(22) 6 (27)
HIEAR R 0 3 (14)
2HEER L OGS
T HN 9 (50) 11(30)
BEYER L OFAEBE
R AGE R 5(28) 7(32)
ELREA S 3(17) 6 (27)
B 4 (22) 4 (18)
PR 3(17) 4 (18)
71T —T AR B 3(17) 3 (14)
BB X O A HRRESE
A 2(11) 3 (14)
PR RIEE
SR 3(17) 4 (18)
BB L IREKEE 3(17) 4(18)
FER . MIERES X UWEHREE
IS K 7(39) 8 (36)
1 N SRR 1 (6) 3(14)
KRB R L O TR
5IL 4(22) 4 (18)
MmEREE
e I 4(22) 4 (18)

C10-003 FERIZIBT, 59% (22 fFild 13 ) OBREFICEELAEES (SAE) BNERH LN,
OB SNAEERERIT, SE 9%) . A LVAERBEE (9%) . FBE (9%) |
FRGEEGE (9%) ThoT-, BE 1R, BEFESR (EEOWME) X KFo#kE5 % |
kL7,

C09-001r 7R (N =30) [Z8BELI/PNELKORANBENO L R AT T 0 TITNE LA
ERERBOT—HOMAT LD . RAOZEET a7 7 A E, 2 2>DOT a AT T ¢ TERERIC
BWTHBZEINEZLDO LFETH -7, C09-001r iBRICIE, 19 Flod 18 AT /N HEE )
EENTW, 2ERMIZE T, C09-001r B IZEGE L7/ NEEF BT 2 ARKA|OR 20T,



MANBETOREMEEFRED X D ThoT-, /NEEFITRLHEICRIE L (15% L) fH
EERLLR TIORT,

*7: C09-001r 3REX : 18 AT D BE D 15%LL EIZFRIE L=RBIfEA
BER (%)
2 Bk 2L 12 ﬁku: oz
N=9) lé\;ﬁjﬁ;ﬁ liﬁi{)ﬁ (N=19)

2HEER LU 5

FEEL 4 (80) 4 (40) 1(25) 9 (47)
B E

T 1 (20) 4 (40) 1(25) 6 (32)

Mg M- 2 (40) 1(10) 1 (25) 4(21)
BYWER L ONFAE BE

FRGERG @ 2 (40) 3 (30) 1(25) 6 (32)
FER R, BERES X OWEmRES

IS 3 (60) 2 (20) 0 (0) 5(26)

&P 2 (40) 2 (20) 0 (0) 4(21)
DEE

R 2 (40) 2 (20) 0 (0) 4(21)

2 MedDRA FEARFED 5GE Y K OERIHEESR & & Te,

gMG

gMG B %58 b L CAFKIOARME AT L7 26 807 7 & AR (MG #8 1)
Tl 62 BINHESEH & CTAROE G 25, 63 BN T 7RO %2% T 1= [HiK#k

(14.3) 2/ . SGBEOEMOFIIL 19~T9 R TH Y . 66%NLETH o7, gMG R
BR 1128V T, AFIEED 5%UETRBEL, o7 7 REEL D bAFIRE CORRRNG
Mo BIERZ#R 8 1TRT,

x8: gMG RBR 1 : BFIBED 5%LL ECHBEL, o7/ FERBEL ) RERRE
o T-BIVEAH
AHEE 752 REE
(N=62) (N=63)
N (%) N (%)
BREE
il-253) 5(8) 3(5)
—f - 2HEER L OREEHA
DIRER
RAHVETEIE 5(8) 3(5)
FEEN 4(7) 203
BYER & ONF A BUE
Bl LA 7 A L R Y 5(8) 1(2)
BE, FEBIOUESHHE
S 5(8) 2(3)
BERRR L U SRk E
B F TR 9 (15) 5(8)

gMG HBR 1 ORMIMRFR 5B (ECU-MG-302 #RBR) 1ICBW\W T, ARIOFRE 22T 2B
D 10%LL ECHILZEIERD S B, £ SIZEENTW R WESRL, 8FE (26%) | S0HgHE
% (24%) . T (15%) . BEEE (12%) . BSGEREE (11%) ROVED (10%) Th-ol=,



NMOSD

NMOSD &Kk D AR DO R AN T2 77 AR AR (NMOSD #Br 1) TiX. 9%
B D BE DHER S G1E TARBI OB G252 F . 47 BN T T ROE5 2% ) 7= [ AR

(14.4) /4] . BEOEEIT 19~75 % (¥ 44 %) T 9% N LETH -7-, NMOSD &
B 1 ICBWTAKIEED 5% ETHRERL., hoF I REEL D BRENE - -EWER A2 E
9|77,

£09: NMOSD 3B 1 : AFIBED 5%LL ETRIAL, »OF TR REL Y EKERR
moo T BIVERA
AFIRE AN ;-
(N =96) (N=47)
N (%) N (%)

B BE 1295/88 617/45
MEB LY V3R fEE

H i B E 5(5) 1)

U 2 SERBME 505) 0(0)
ARFEE

H PR 6 (6) 2(4)
B BEE

T 15 (16) 7(15)

{5 R 9 (9) 3 (6)
—f - RHEEER X OBEHAOR
i3

) 5(5) 1(2)
RRYWER & OVF A BUE

AGE Y 28 (29) 6 (13)

BEEEDS 20 (21) 9(19)

Sf TN 11(11) 2 (4)

W5 2 10 (10) 3(6)

RSk 9 (9) 3 (6)

S 9(9) 4(9)

fEEmES 8 (8) 1)

ZRINE 7(7) 0(0)

RN TN 6 (6) 0(0)

W% 5(5) 1)
BE, PEBLUWESHHE

P15 10 (10) 2 (4)
KRB L OREREE

BARIEOE 505 1(2)
ERERE L U AR E

GRESL] 14 (15) 6 (13)

Sl 11(11) 5(11)

A& TR 6 (6) 0 (0)

RE 5(5) 2(4)
PR R R

FEMED 14 (15) 6 (13)

PR 8 (8) 3(6)
FERER. BERES & OMithRRE S

2R R TR 7(7) 2(4)
B L O TS

i B 505 24



6.2 SR R

bOWD & Ry BRI RRRIC, SERIMERIEAET D iRt b D, FURPEADORIIL,
HETEDIREE M O RIEICRE KAFT %, 7o, HOMEETHLONHUE (hindikz
ate) BEORIRT, WIESTE, RO, BAERI, OFHEE, EiRER L
DN DIPDRERF D ELZZ T TWDAREMND D5, ZNLOMMENG, LU R ER &
LOFRER & DO, SUIMOEG & DR TH= 7 ) X~ THURDO B R 2 e 5 Z L1,
Ao T BRSO 72N D ATREME DS B D

AFN ORI, 2 DR 50 EEIC L Vi r U X~ 7Rzt U CEEm L
77o PNH OWISIEIZH LTIE, =27 UV XA~7 D Fab 7 T 7 A v M & fER & L THW - EE#H G
PEW AR EE  (enzyme-linked immunosorbent assay: ELISA) #ffffl L, aHUS, gMG K&}
NMOSD DO IESCHT 7272 PNH &Ik L TiE, =7 UV A~T7 00 +#ERE LTHY
7= E A FF (electro-chemiluminescence: ECL) 7'V v ZiEZ{#H A L7, PNH EHIC
FUT, ELISA ETIE 196 Bl 3 6] (2%) 12, BECLIETIX 161 Bi1F 561 (3%) &, AANC
KT DHURA I Sz, aHUS BRE Tl, ECLIEIC LY 100 #1361 (3%) (ZAHKNZ %4
LPUER I & Tz, gMG EE 62 61D 5 6, 26 BRI OARAIBEGZITAREAN T DU R
HESNBE T\ o7, BEGHIFT, AFlEZH 5 L7z NMOSD EF# 96 il 241 (2%)
TARANZ T PR BT,

F7-. ECLIEZHIZ LT 2 meg/mL OIS TCOFFPUARIEIC L Y, ECLIETHI=2 V
R THURGM: & 72> 7= 541D PNH B, 30> aHUS FBF KON 2 > NMOSD #.3 O i Fl
Piikz Rt L7z, PNH & 161 filth 2 5] (1.2%) KON aHUS B3 100 B9 161 (1%) (2
FIPUR DRGBT435, NMOSD B4 96 Fll FFIFTIR OB G IEILFRD D7
Mol

WTHOBERE TS, FUATEH & BRIRZIR & O e BERRIIEIZE S h R o Tz,

6.3 TRt D A RRER

AT ORIWER DR, AANEKERZOFEHFFICHERINLTWS, ZUbLDRITERIL. FEFIE
MARMEE 72BN D HEANCHRE SN0, BT LS RBBEE NHERICHEE T, AA
B5 L DOREEMEDBNGETE 5 H D TILZRW,

BOEEH) ST EFE 7 YIE © Neisseria gonorrhoeae, Neisseria meningitidis, Neisseria
sicca/subflava, FEARBHD 1 &V 7 jF

8 BHRGTBREEATOER
8.1 105
PEVE RS

SRR 69 2 A % OIEARESIRIC B 2 7 — Z IZR T2 28, BT AEICBT 5%
EDHERBFOBMRIRBD b ole (F—FDESM) , IWIRIZBE L TE, RIggD
RIEERFA~T 7 0 BV RAE (PNH) N OESRA Ve R FAETEGRE (aHUS) (ZfF D REA
FOWRB~DY 27 3o % (MKRHIEELSDHZN) o KEIDFO~ T AT D HEEWE

v v R C5 HUR) Wil Tid, & PHED 2~8 0558 THIERFOHA
W COEIGHEIN LT (77— DEHZEMH),

WS BFE R T 5 EREREFE R OARREICH T H2HESNLIE R AZIIRHATH
%o BRTOMFRICIE, REE, MEXITIZFDMOEEREIFOY R 27 RNb 5, KET
I, —REMRNCB W TR LD IEIR TO MR T M O ERIREDOHEEY ) A7
I, TRERN 2~4% KT 15~20%TdH 5,



BRIK A& 52

TN D BHER O IV B D ) X 2

HRF O PNH I XLV . MEREAE DB, ket A X b, JYLE, i, BRGEE K
FHRDOIE T KON EORMEKOF E0ERIF, 2R T K ONREER EORIEOF EH
IFRBD BTV D,

RO aHUS IC KV . FRRTHE M QR PE & ORHMEOA E 25 L OB IR R B BT
(IUGR) . MBI K OMEHEREZ EOMRIR / BrA R OfF ERERFNZEO b T\ 5,

F—y
fie— 4

AHFNOE G- %52 F T2 HFE LTz 300 Bl 282 D0lmDT —X 27 a AT T 47 (50.3%)
LV ha AT T 47 (49.7%) \TUUE L CT— Uit &2 £l L7- & 2 A, ZetEiciEd

DRI E NI oTz, L, TIH DT —XITHEBREBBIR N TWAH 2D, 1k
FOEANEET 5 U A7 ZMEEITRINT D 2 LILTERY,

By T —4

ey 2 C5 Pk T, <~ U A CEMWARERRER 2 550t L7, ARRBRTI, RERE 2 &
2. b MERHEOR 2~4 % (KH&E) & 4~8 % (FHE) 2~ U RIC&E L, KRR
D OIEIRAI £ T2 G LIZBE13, B R ITATERROIR T IIA b ikhoTe, WEIF
AN BB G LT aE. s B A &S Lo B o AL 230 Pt 2 PLIHEIRIE AL
BRI~V =T RO e, L L, FURRBRIC L DRI TR
DHINE IR > Ty TUR~D BB SZHEINER D CEERL £ TOHM TH - 72 H A%, HEHA
FOZ ATHWBEETITIE TGO S/ G 25 PTrh 1 D8, (A& 25 DB 208, &
R 25V SU8) o AEfF LICHAEF O3 E L ATERREIZIEE Th o7,

8.2 YL
Y 2 fgE

BDIRNART =X O ) b T PICRE R LV Oy ) X~ T 2 HiET 55 03
WS, FHARD 1gGlde FOAHTHICFET L2 ERMbN TS, AFREEZRIEFHRN A+
727, BILRICHT D27 )V AT ORBEHLINNCT S Z LT TERY, It okt
THTY YR T ORBIIET 57— X3, BEELOERE EORILONET v M,
REBLOBEIR _ EOARFN OMTEES, ARFISUIRIEIZ & D RHROIRREN LI T LIS 2 BHE
H7e G EER & SRITRFTT 2 0ERH 5,

8.4 INBA~DEH

PNH, gMG, XIX NMOSD O/NEEE OIRHFIZBW T, ARAIOZENE & A WEITMEL ST
b\fcﬁb N,

aHUS O/NEBE ORI TIX. AFNOL SN L GINERMHEL ST 5, aHUS /WNEBEE I
KT DARFNOMIL, aHUS (253 2 AHN D22 M OV bt 2 3l U7z, w8078 il A &
Wz 40D ER (%2 H A~170/NREER 4762 ETe) O BT v AL EBAFT
5TV D, aHUS IRIRICxH T DAKI D22tk & Ahhix, /IRESE L RARE & DO T%
NINL O EBond, [FITEA 6.1) | A (14.2) 5]

B E . R L UV EREE RNET 4V - L7 FE b B (Hib) 12k4 5 T84
BfEA ., ACIP DHA RIA NN~ TEMTDH &, [BEEEEH E0E (.1,52) 2]



8.5 A ~DEH

HGR S T ISR B O BER BRIV TL 65 L Lo 5141 (PNH 15 3], aHUS 4 i,
gMG 26 ], NMOSD 6 ) (ZAFM A G- LTz, T35 DORGKRER TITFEEIZBhET 8] 520
TRFEEIXRR D DAL o 1203, 65 LA EOBEFEE N AR+077cd, L 0B WEE L
THRAIFNNCERN S D E I DB W25 Z LN TE R0,

11 #HAK - R

WEEEACH L7 ) A~ 713, < U A Mg L0 A S, EEN R A
A7 AN CHRE I BB A e MEE S 7 n—T L gGAGUATH D, =2
UA<713, & b [gG21gG4 BF Db MEF K, KOt 7 L—AU— 27 OBRE - EHH A
PSRRI L 7=~ 7 AR EREIR N B 72 B, F7-. 2 AOEY (7 ik 448 H) &
2AOEES (7 /B 214 8) THEK S, DFREIIBLZ 148kDa TH D,

AREHFHF (=7 ) X=7) 1%, EE, EEEH, RAABHERNOFERBE®K (10mg/mL) T
HV . 30mL OHEEER A TV TREESD, AANX pH 7.0 DIFETH Y . 45 30 mL /34
TR, =7 X~7 300mg, RV VA —| 80 (6.6mg) (HEMHiR) | HikT ~U
v (263.1mg) . UrEE—KEF N ALK (534mg) . VU UEETAKFEF R L
—KF (13.8 mg) . KEFKRTHERHKE &L,

12 ERERIEE

12.1 YEFt%FF

AHNOBHE DRSS THAHATY U R~ T1E, MiRkZ 78 C5 & OE it CRRIICHEST
HE ) JO—FAHETH D, - T, Csa & C5b DEARAPHE L, #ERMIEESIE C5b-9
DA ZFLIET 5,

AANL, PNH BEICHT 2R TEMEO MAE NI ML 2 #6135, £72. aHUS BHFIZE
WL FATTEME D MARPER N L E EE  (TMA) OFEIE 2 #1192,

eMG HBE TIIARBNOIEEN R T 2 F OFEMIT AR TH D05, MRRHEAE TORKE
WIAE AR C5b-9 DY OREENHERI S TV 5,

NMOSD B35 CIEAA|DOIEEZN BT 28 OFEII AR TH 523, HL AQP4 HUKRIZ LD
FR SN EARMESIE C5b-9 OFHEDEG-RHER SN TW5,

12.2 EHZ

PNH B Z x5 & L7 7 A ERRHER (PNH 3Bk 1) 128\ T, HESEH & AR % #
H LR, _R—ZA T4 CoIfiLfE LDH fE 2200 + 1034 U/L (E#JE + SD) 2385 1 H £ Tl
700 +388 U/L 12 L, & 26 B Of&H 0 (3271433 U/L) £ TARAIOZFENHERF S LT,
PNH B# 2 x4 & Lo Bt (PNH 3k 2) Tlk, AFIOZhEN 52 BEEw Uiz, [#AK
Ak (14) /)

PNH. aHUS, gMG }&U" NMOSD & Tl C5 AN 0.5 meg/mL Klifi Ch o722 &b,
HERMRIEMEDNERICHE SN2 2 LRSI,
12.3 FyEE

PNH & (2% LT, AFIOMER R L LC 1[E 900 mg % 2 W EEICEIRNIEE G- L- & &
26 B E Tl EINTZ= /7 )V AT OREMIETIRE (Chna) OFIIE £SDIX 194 +76



meg/mL, N7 7IRE (Coouen) DOFHIME £SD 1L 97 £ 60 meg/mL T -7z, aHUS BEFITH L
T, AFNOHERFAREE LT 18] 1200mg % 2 REICH G Lz X, 260 B £ TIZBE S
77 U AT D Cough DA +£SD 1% 242 £ 101 meg/mL Th o7z, £7-. gMG BHITH
L. AFIOMEFFHAE S LT 1E1200mg % 2 BFEICE G Lz &, 26 H £ TIcBiggsh
7o U AT D Crax DFEME £ SD 13X 783 +288 meg/mL, Cirough P F-EIE + SD 1%,

341 £ 172 meg/mL Td -7, NMOSD HBHF I3 LT, AAIOHERFHE S LT 18 1200 mg %
2EMHREICHFRIRNEE G- Lo e &, 24 B ETICBIE SN U AT D Chax DY

1 £ SD 1% 877 £ 331 meg/mL, Ciougn O I + SD (3 429 + 188 meg/mL TH -7z,

AANOEGFIAH 4B CEFRBIZE L, MG L2 TOREME CREITN 25 Th o7z,
R = b—3 a VIR BhREMAT OFE S, AFIOIEYERE T A — XX 600~1200 mg O &
HPH CHRFMIHEAFR 22 ' I 2R L, ERREENT 21~38% Th o7z,

I

{KEE 70 kg D72 B CTOLAARMEIL 5~8L TH- 7=,
T

T 7 ) X< T ORI 270~414 FEEICTH - 7=,

MAEAH ST LY, =7 VAT D7 V7 7 234 250 512 BA- L, RN
1.26 R HEME L7z, MR AS ST M E 252 1) 2 BE AR 2B 5 25613, AFO
WA PRSI D ik - & 25) 22/ .

FED 2B LE [T TR B RE

D, PER R AT -

s (1R 2 0 H~855%) . MERISUIAFE L, AAOIEYERRIZ L2 KT S RN L AVR
Shiz,

EREREPEE R

PNH 2% C Cockcroft-Gault XA W CHH L7z L7 F=27 V7 T A 8~396 mL/5y
TdH o7, F7-. Modification of Diet in Renal Disease (MDRD) =% F\WTHEE L 7= 54
BRIAJEIE & (eGFR) 1, aHUS #& T 5~105 mL/%3/1.73 m?, gMG BE T 44~168 mL/%y

NBM* TholoZ L, BHREREEOH BIIAK ORYBIREIC L KT I NI &5
manTz,

A A

g7 a7 ) O REFEREE (IVIg) 2k, =27 VX7 DX 57T /) 7 a—TF ko
TV RY—HIBTHHER Fe /K (FcRn) O U YA 7 U o FERENFLE S5 aTaert
NHY, TOHTY YA~ TOMETEREME T2 /MRS 5, Vg 2&5 LB
T, =7 U A= 7 OIWHE AAEROFRBRITFE i S 1T,

13 JEERERE1E

13.1 RPN, BRI, ROETEEREER SN

T 7 ) A= T % W28 TORMEWIE D AR, R OEEENRBRIE, FEiShTwn
fcﬁb\o

Fio, AERE~D T U X~ T ORBZHOWT, BRBIIERI A TH Ry, L, K

Hloe MAYHED 4~8 FTH~ U A C5 Julkz it Uit~ 7 21280\ T, REFIT
AR ERERIZ A BN o T2,



14 ER R ER

14.1 PNH

RO HLDH PNH BE TOREM L A% 26 M OEERL, —HEHR, 78R
SFRFRBRIZ W TR L 7= (PNH 382 1 : NCT00122330) . F7=. 52 @M D HEREAER
(PNH 8% 2 : NCT00122304) & . EHfkiiaABR (E05-001 B : NCT00122317) % 3@ L.
PNH BEIIAK 2 Be 5 Uiz, AFIEGENC, SEBRICHAN T B IHIREKAE T 7 T2 OB
Bzt e, ZTRHETOREBRIZIBWT, KA 600 mg %2 7+2 HEIZ 48], VT 900 mg
Z 7+2 BIRIZ, DK 900 mg % 14 +2 H IR T £ TG L, KA, 25~45
o3 % DT CEARNIEAZIT > T2,

PNH #% 1 .

HERATO 12 » A< &b 4 B0, 7a—3 A4 X N —REIZTORED
10%® PNH #Hfid Z ffeid, KO/ M D72 < &b 10 J5/ul &9 G:b 2079 PNH B3
EARAIRE A3 4)) &7 TRAREE (44 6) IEELTEID T, BIEALRTC, 2EFI
s UM I 2 5% 0 €, RMmEREM O VB 2R L, P ~TE e e RE (kY
FRA M) OBEIEEITV, FBREDO~E 7 1 B OLEL L Moz 2 fwr Lz, -~
T/ REOY Y MARA Y M, AREROBRETIE 9gdL LT, BIEROBRETIE 7
gdLLATF & Lz, WIMIZONWTOT Y RARA » ME, ~EZ v B2 E ik L BE
PR MEREG % 51T U7 B, 9T, BERRICREE 5 ETEDE (QOL) & L7z, ~E/mrE
VREALDZERIL. By hARA LV M EBZ DTS 0 B UM OHER KON 26 R &2 L2
RMEREG ML O [EHEE & U7, AL, FiCmiE LDH EORIEIC XLV, F7=. PNH #RinEko
KX, 7a—HF A A M) —THIE L7, XR—RAFA BV THERA & 2T HhaLTFa =z
T4 RERATTHTEBEIL. 26 IRFN ORI & ke L7z,

AKEFEL 7T B RHEOBRED L/ _R—A T 4 URPEL, BELL T2 (B 10 2H) |

# 10 : PNH #5 1 BEDOR—R 5 A Vi
PER 1

5 X — A 2 A

TAS (N = 44) (N =43)
A4S (SD) 38 (13) 42 (16)
PRI - 22t (%) 29 (66) 23 (54)
HARBMEZ M £ 72138 8 2B EERED 12 (27) 8 (19)
BEFERE (%)
MARSE DBEEEE  (F5%0) 8 (11) 9 (16)
PEEEHI OO (%) 20 (46) 24 (56)
AT A R« EIHEHIC L5168 (%) 16 (36) 14 (33)
B 12 5 A LINO B & 72 D OPRIE R ifn Bk 17 (14, 25) 18 (12, 24)
BN (R (Q1,Q3) )
Ty FARA 2~ (SD) T Hgb *FHfE (g/dL) 8 (1) 8 (1)
18%A10> LDH fE (1 ofi, U/L) 2,234 2,032
NR—=2T A U TOWHE~E 7 1B ( FRAE, 46 41
mg/dL)

AR ERETIZ, I ERBEL B LT, ~E V8 B L ORENE & AR MRS .00 L EE DK
W B SN DWMAFEZICED L (p<0.001) . BilokEE L7507 (F 115

FR) o Zozh Bk, HERENc, RiEkEm &I XV IES T 3 70— (4~14 Bfr, 15~
25 Hifir, 25 Hififd) NN TRO b, ARAERE 3 EMZIC, 357 ORI & R



DAIEDOE (QoL) Dlal LAWY S, PERAHE RBRBIR OB, MizFERIZoN
TORADNRITHIWT TS 2o 7,

#F11: PNH 38k 1 OFER

7S REE AF £

(N=44) (N=43)

~NE ST EUEELE R LT RE S 0 49
BEH1- 0 OREERmEREGD (hoE) @) 10 (2-21) 0 (0-16)
i O [FTBE (%) 0 >
SRERYE THO LDH 5 (RfE. UL) 2,167 239
RERAE T OWHEAT 7 0 B (Pefi, me/dL) 62 >

PNH 3451 2 J% kit st -

RERATD 24 » ALINICA < &b 1 BIOEMENRSH 0 | M/ IME A &K 30000/ul %7~ L7-
PNH A& (CAFKIZY 52 G Shiz, 63%0BENHEEEAZ ., 40%DBE NG MEaL
FazxTuA REJFHA LT\, #E8RE 97 FiH 96 FIAGRERAZ T Lz (1 ik Fgic
K VFLE) . MiE LDH % BICHIE U7 NI oW E, R 28 L CHERF S .
7R i R 1. D 4 B &% 55 BE O D D3GR BTz, ARAE G- S BE 187 BilILE Wik
ABRICHAN DTz, AFITORKEORHM (10~54 » H O#iPH) Z@E U T, 2F123MmE N
WML ORI A HERE LTz, ARSI, AFIEGRTORBIF & g LT Lz, Lo, K
RO B DBHEEER Z O L TR Y . FEEHIZ 0 LG a TORAIDFIZ DT
IRl S e ino T, [BEHEEH EFoFE (5.4) /)

14.2 aHUS

aHUS FBF 28T D2 RKFN Otk L G2 27291, SHOOHERER 4 >07'm R
Ry T 4 TR TH D C08-002A/B ikBR (NCT00844545 K TF NCT00844844) . C08-003A/B
B (NCT00838513 K& TN NCT00844428) . C10-003 & (NCT01193348) . C10-004 55k

(NCT01194973) ] &, L haAXT T 4 7RERTHD C09-001r iR (NCT01770951) ]
O LT, B, ARIREANCHBERE Y 7 F L O EZ T 50, HHWITER)ND
2 % F CHEEO PG E21T- 72, &R TOMRAK OFH DERE IR DARK D%
X, 900mg & 7+2 HEIZ 48R, KW\ T 1200mg 2D 7+2 H&IZ, LIEBIE 1200 mg
Z 14x2 gL Uiz, K 40 kg R0/ NEBFE /A A= C09-001r 3B L O C10-003 734
B E; OHEILZ, KREICEKESWTHRES N, [HE - HiE 23) #58] KAIOHF%
PERFAGIE, MmARPERUN RS (TMA) Z3HlEE & Lz,

TMA ([ZESHET 2 FHBE B IZLL T2 & i,

NR—=Z T A NS DI I DOHERS
MIRFHIERAY ()L LDH B IE 7 H 35 4 15/257#F)
TMA DSERTME (M iEDIEE L E MJF2 LT F=AED 25%MD 25 4 H/EHEF)
TMA A X b T V= (N—=XZ1 2725 25%EBD 1/ R ED DR 12 B[4 5
0, MHEESHEFE 7 1T Al SN, R OV 7 e 3 2E)

o 1HDEVD TMASTAR (1 H1AFDLEY, MGESHE Tl IERE, K OF 7

TRBHT DLENEAE U 7 15 & E7E)

MR (PE) & ifuifimyE (PD (ZHditEER3 aHUS FBFE (C08-002A/B 3ABX)
C08-002A/B &%, A7 V—=270 | HEENZD72< &b 4 [0 PE/PIFEIEDEMIZ S H>
M 5T, TMA OBENRHLNDBEERGRE Lz, BE 16X PEPI IZARME CTH-T-7
W, A7 V—=27 1 BREBNCYIBE 2 T e o Tz, /MDY 150 x 1%L LA, IfLig
LDH @ E5H-72 MO HEER T & DB MA AR L, MiF7 L7 F = AERNIERFE LRZ EES




LEMORBT 20 L L WVBEEZEKE L, BEOFER TR 28 % (FiPH : 17~68
%) CT. ADAMTS-13 OJEMED 5%% kA% = & 28 L L, W5k CoflE@EsET 70~
121%CTdh o7, 76%DHEHEIC, MIATHEN ICEh#ET 2 E B 7213 8 ChiRn R S iz,
C08-002A/B FRER DB ERBH NI DERIR « RO L0 _X—X 7 A VREEZ R 12 1277,

=12 : C08-002A/B FRBRIZB T D HEEDOR—RF A Rk

C08-002A/B

A tancd (N = 17)

aHUS OZWnb A7 U —= 7 £ TOHM
AFRIE (B, B&R)
TMA DFIENH AV ) —=2 7 F TOHM A Foh il

10 (0.26, 236)

o o <1(<1,4)
(/b JwK)
NR—2F A L TOM/ME (x10%/L) e (PH) 118 (62, 161)
N—2F A CO LDHE (UL) HRfi (&) 269 (134, 634)

C08-002A/B AR TliL, AAHl% 26 HELL LR G L=, IR OPRAEL, £ 100 AR (G
(2~1453Hf]) ThoTz,

AFN GBI P, BHERE Dk L HERF )Y eGFREDMIE N S8 T, eGFR FEHHE
(£SD) 1%, N—RAF A D 23+15mL/43/1.73 m> 226, 26 BB HIZIE 56 +£40 mL/%3/1.73
m? (I L7=, S o RIE, 2 FERHERF S (56 £30mL/%3/1.73 m?) . N— AT A B
BT B L L BE S 4B0%, Ere kT2 8N T,

NR—=2 T4 LI LT, RAEIBGZIC, ERMEIEMEOIR T & f/ M OHE NN R 67,
AHN L BRI TEME TMA JEEORUD R EZ, N—ZX T A > onh 26 B H F To /Mt
HIMEDOEIND HRER T E 72, C08-002A/B i BR Tl M/IMIENAN—A T A4 L TD 109 +32
x 1%L 25 1EBIH® 169+ 72 x 10%L £ THEIN L7z, Z ORI, 26 #E (210 + 68 x
10%L) . BEIZ 24/ (20546 x 10%/L) HEFFS ALz, AFIOB G %, 26 W[ % 2 Tk L
2B, EICHE 2 BN MK FAIIE R AL R O TMA OSe R B4R LTz, AANC UG %2R
Lo BEREIN, MRFER{LE TMA OSERTMR AR Uz, ARRBRCIX, #iAHHEIRH
FH NI E e a— RTHBETFOFEI» D LT, KANZxT 5 RBE OGN LFERET
Hotl,

C08-002A/B iR COHMMEDFERIZ OV T ORER ZFE 131287,

#13: C08-002A/B B TOHRIMEIZ OV T DREER
C08-002A/B 3%k | C08-002A/B Ak
BT A—F 26 AR 1 240 2
N=17) N=17)
TMA OFERTEMR, n (%) 11 (65) 13.(77)
TMA OSEARBMROHIM I, 8 () 38 (25, 56) 99(25,139)
eGFRAEDOUED 15 mL/%3/1.73m2 LAk n (%) 9 (53) 10(59)
eGFR fEUCEO WM R, ¥ (FipH) 251 (70, 392) ND
MR FRER{E, n (%) 13 (76) 15 (88)
MR FHIEF L OB e fiE, B () 37(25, 62) 99 (25, 145)
TMA A4 X2 b7 U —_ n (%) 15 (88) 15 (88)
—H®HZH O TMAIT AR, fofE (HiPH)
T ) R~ Py 5 B AR 0.82 (0.04, 1.52) 0.82(0.04, 1.52)
Ty ) R~ T b 0(0,0.31) 0(0, 0.36)

L= — %9y hA7 (2010459 H 8 H)
25 —% ey bAT (2012454 A 20 H)




PE /PLIZRZMEDH 2 aHUS BE (C08-003A/B 3ABR)

C08-003A/B #lrI%, KMICTH7=V PE - PLIREA T, 1BYERZ TMA DI 5N 720 E
FhaxtB e Lz, BERBIN, KA @fﬁﬂlﬁl&“ﬁﬁﬁ@ﬁz{& SIEM E iz, MmAEREEZ 1R

3 AR TH DY 2 MEFICHAR 1 BTS2 Tz, EHEHT T 0 B 0 43535~ D Bk
A LTz, BEOEMPRAEIL 28 M ThH-o7- (#iPH : 13~63 %) . ADAMTS-13 IHMEN
5%% klalp Z & aEMEE L, RBRCOREEFRPHIL 37~118% Th o7z, 70%D BEIZHiA
HEIR I LD BETEREITE PR v, ARBRICH AT aHUS B3I
T B R - REBEHO ERNRN—RAT A VREEEE 14 17T,

#14: C08-003A/B FRBRICBIT BRBEDX—R T A Utk
e C08-003A/B 3R
NTRA—XH (N = 20) B
aHUS OZWiINH A7 U —=2 7 F TOHIH
AP (B, B 48 (0.66, 286)
TMA DOFIENS A7 ) —=1 7 % TOHIR A FdhJo
Gl oK) 0 (1,43)

N—=2F A L TOM/MRE (x10%L) FJufE (FipH) 218 (105, 421)
N—2F A4 CPO LDH fE (U/L) "Rfi () 200 (151, 391)

C08-003A/B #liR Cix, &A% 26 WRELL EHG Uiz, #&5HRIPRMITN 114 BHEThH -7
(%[ - 26~129 W) .

EHEREIL. eGFR OWIERE RN RT L 51, AFOEGEHM PR SNz, "—ZAF7 AT
31+ 19mL/%y/1.73 m> T o7~ eGFR%’Jfﬁ (£SD) %, 26 (37+21 mL/43/1.73 m?) .
KON, 24ER] (40418 mL/%y/1.73 m?) Zil L CHEFF STz, F-ICBa LB L LI BEIT
W o 77,

KRN O 5-BREHIZ, BERHNTIBNT, ERMAETE i@ﬁf&ﬁb s, £, =2
TA LMD 26 ﬁF"ﬁT@Tri’JJI[L/J BECDHMDBRT L 912, ARENC L DA TEME TMA 5
DEAEDRY R S iz, PUPEWEED FIEIZ & 73)» zom“\ I/ T IR CHRERF S
72o I/ MRS (£SD) X, N—A T4 T 228+78x 10°/L, 26 #HEHH T
233i69x109/L\ 2FETIL 224 +£52x 10°/L Th o7, AFIOFE %, 26 F M 28 2 Tkt
L7=BRI T 6 flD TMA OERREMAZER LT, AANKISE R LT BE R TMA
@%/ﬁ%ﬁq:&m«ﬁz%ﬂfjm%ft@fﬁﬁmh&bEm‘_o ARBRIZIN T, FIRFRER 1% > X7
Bra— RT5BIETEROFEIC)» )DL T, RANCKHT 2 BEOSISIFEBI L T\,

C08-003A/BEER DA NMEICONWTOFRER DO E &L DA FK 15177,

# 15 C08-003A/B RER COFERIMEIZ OV TORR
C08-003A/B RBr C08-003A/B 2B
BIENRT A—F 26 ERKE ! 24EH ?
(N =20) (N =20)
TMA OFEREME, n (%) 5(25) 11 (55)
TMA DO5ER R MO MM Rl - 8 (FEH 32(12, 38) 68 (38, 109)
GFR EDOSEN 15 mL/43/1.73 m* LA L, n (%) 1(5) 8 (40)
TMA A X2 h 7V —_ n (%) 16 (80) 19 (95)
—H®HZY D TMAN AR, fhfl (6
T Y X~ 7 5 BLAR] 0.23 (0.05, 1.07) 0.23 (0.05, 1.07)
T ) A= T Eh 0 0 (0, 0.01)




C08-003A/B B C08-003A/B B
BRMENRT A—H 26 EWE ! 24H ?
(N =20) (N =20)
MRFHIEFL 4 n (%) 18 (90) 18 (90)
MEFRIEFE ORI P JefE - 8 (&) 3 38 (22, 52) 114 (33, 125)

LF—&2 DKy bA 7 (201049 A 8 H)

2F—2 DAy AT (2012464 H 20 H)

SAERIE ANOVA EF V&2 HNWT, #&5H%ZIZFHAE (Dayl~4 13540

4C08-003A/BRABR TlEL, X—RA T A BT, 85%@%%@@4 WREUZEFE TH Y . 80%DBE DMk
LDHEH EH TH o7z, o T, ZORBMEMICE T 2 MIRFWERFIL, PEPLIGR Z{THOTICEREE
M Az Ltk RENS,

aHUS BEITBIT AL b 27 F 4 73 B (C09-001r 3ER)

WESRERIZ BT D EMEIZ OV TORERIL, 2507 1 27 F ¢ TREBOFEE & h—
L7, =R T A 2D OB M MREL DRI &R Zduizd %D A ENE TMA EPED
BRI Lo, ARG 1 EBZIC, SEH Mg ESD) 1X, X—ZXF A4 Th 171
+83x 10%L 7225 233+ 109x 10%/LIZHIIN L7z, Z ORI, 26 M 218 L CHEFF S v
(26 B Ol M (£ SD) 1 254+79x 10°L) .

WZaBR X, B 19 B/ NIREE (B2 H~175%) IR Z &G Lc, BEHIOF
BAETE, 2R OEE (n=5) TiE 16AM (&P 4~70 HRE) | 2Ll E 125K (n=
10)

TiX 31 AR FERH - 19~63 M) . 12~18 ARl (n=4) TiX 38 MM (#iPH : 1~69 HfH)

Thole, NNREBEED 53%T, MEMEIR I K DBIn AR E 2T A CRENHEE S L,

T H/NRBE TORFOEZMIL, C08-002A/B #-lER & 1Y C08-003A/B BRI B Gk LT- B
THIERSNIZAME MR —B LT\ (F16) . BEHIMPIC, BBt 2 g e+
HINREBE TN 2o T2,

%16 : C09-001r FEBRCO/NRBHEICBIT 2 EMEIC >N TORER
. 2wl b 122k 2
EBE <5 A — 5 DB | sk | 18 sk et
N=35) (N=10) (N=4) (N=19)
TMA OFEREMFE, n (%) 2 (40) 5 (50) 1 (25) 8 (42)
eGFR EOE 15 mL/%3/1.73 m?
S n () 2 2 (40) 6 (60) 1 (25) 9 (47)

M/ MO TEFL n (%) ! 4 (80) 10 (100) 3(75) 17 (89)
MEFHERF{E, n (%) 2 (40) 5 (50) 1(25) 8 (42)
—H%Y) TMA M A, i

(G )
T Y R~ 7 Bt 1(0,2) | <1(0.07,1.46) | <1(0,1) | 0.31(0.00,2.38)
T ) R~ T Eh <1(0,<1) 0(0,<1) 0(0,<1) | 0.00(0.00,0.08)

L MR O TEFE L O E 1L
ThoHI L,

2eGFRE, A7e< &b 15mL/43/1.73 mA ek Lz 9 il 141
Bl 1N, BRSO FREE L CARIRE S Sz,

4 AP B 08 U TR 2 [BIofefl 12 3 T MRS AR 150,000 x 10971

. BRI A s L ST & S LT,

aHUS fRABFE (C10-004 FHEY)

C10-004 552 TlX, TMA OBIEN RO b5 EE 258Gk LT-, R i, B o/ MmN
EFE FRA TH Y . Iy LDH O FHZ2 EN SR TE RN B, MiF7 VT F
= UEMNIE R EFR A BRI D BB A LI L LR WA A Ui, BEOFE




HPELE 357% (P : 18~807%) . ANFERICHE SR L= 2B 1TIX. ADAMTS-13 i 5%# %
Rl Uiz GRERCOMEEEF 28~116%) , BFED 51%I2, FHRHREIA 712 L 2851
ﬁ;‘%if_ TH IR EZR O, BEF 354 0BFEN, =7V 177 ‘O 5HIIC PE/PIREE

ZF TV, KRB TOBREDR—R T A o TOERBERIEE K OWE BRI B U7 Bt 4
# 17 2R 7,

#17: C10-004 EBRIZBFEINTZBEDOR—R T A VRt
TS c1?N0244‘§t&
aHUS OZWis HIRERMER G BRMGE Co A%k, HHoefE (FipH) 0.79 (0.03-311)
TMA OFIED HIRBREAIRIE G £ To ¥, i (FpH) 0.52 (0.03-19)
N—=2F A L TOM/ME (x10%L) | e (FiPH) 125 (16-332)
N—2F7 A TO LDHfE (UL) . FHfE (&) 375 (131-3318)

ARRER T, AAKZ 26 AL EEG LT-, BGHIMPIEITN S0l ThH -7z (FiPH
~86 ) .

AFH GIAMF . eGFR fE LV JIE L 7-BHEREIC S EH N A O 4172, eGFR FHIfE (i SD)
N=ATA 2O 17+£12 mL/53/1.73 m* 6 26 HHERIZIT 47 +£24 mL/23/1.73 m* (ITHN L7z,
N=RAT A THENTZLBEE LICEH 24 Bl 20 B2, AFIOEGHIFHIZ, ErzH kT
HIZENTE,

NR—=2 T4 LI LT, RAEIBRGZIC, ERMEIEMEOIR T & f/MREOH NN R 67,

AENT L D HENEME TMA TEMEIL, RX—2 T4 b 26 8 B £ TOFIM/MEL OB
ART L OIS, ZOMENED Lz, RBRCIX, SEf/MiEk (£SD) WNR_R—R T A T

D 119+ 66 x 10°/L 7»HH&5 1 #H FTIZ 200+ 84 x 10Y/L IZHIIN L., ZO%hFIE 26 HEIC

Dl MRS 6 H TOYLIM/ M (=SD) 252+70 x 10°/L) , AFRERIZIBNT,
AN 2 > 7 E 721X HRF~O B Chilk%E o2 — R 2@ OB b 5T,
AN T HBEDOISIEFER TH -T2,

C10-004 ;ABE COHMEDFER 2T 18 (TR T,

#18: C10-004 FRBRIZBIT 2 EHEICOVTORER
SR, S 2 C10-004 3B
BIMENRT A—F (N = 41)
TMA OFERTEME, n (%) 23 (56)
95% CI 40,72
TMA DFEREARO B Il - H (GEHH) 42 (6,75)
eGFR fEDOUGEEDY 15 mL/53/1.73 m? Lk, n (%) 22 (54)
MEFHIEFEE, n (%) 36 (88)
MR FHIEE AL O W ol - & (FEPH) 46 (10, 75)
TMA A X2 b7 U —_ n (%) 37 (90)
—H¥%Y TMA S )\4 e (RPH)
T ) R~ 7RG BhART 0.63 (0, 1.38)
T ) A~ T Fhh 0 (0, 0.58)

aHUS /NER OFAERE (C10-003 3BR)

C10-003 &R TlE, M/ IEFE FIRA CH Y . IEFE LRA# 2 5 1mjE LDH fED
FRREDOHEERTE DIRIMN A B, G 7 LT F = AERFERD 97 /3—8 X A )LLL




FTHLLREHOBIT 2 VB L LARWEEZ B CHEM Lz, BEOERT ML 6.5 5%
Tholz (A ; E%S5H A~175%) . ARBROBEEH TIL ADAMTS-13 i 5% % Zit:
L

(FBR COMNEMEH 38~121%) . 50%DHBE CTHETHE K I L 2B AR F 21X
CHUANHER STz, BEBRE D TR R_— AT A BT DR R & R B R 2 3%
19 1257557,

#19: C10-003 RBRIZBIT DBEDR—RX T A UFRFE
BE
NG A—H A#1% A ULk 125 il
e (N=22)
(N =18)
aHUS O bR o fttE o A%,
Sl () 0.51 (0.03 — 58) 0.56 (0.03-191)
PO TMA OEGREAIFEEL D 5 RBR I D 9%
e 0.23 (0.03 — 4) 0.2 (0.03-4)
R—=RA T A 2 CTOM/MEE (x 10%0) | H
) 110 (19-146) 91 (19-146)
R—25 4 TO LDHE (UL) . il
Gl 1510 (282-7164) 1244 (282-7164)

C10-003 #Br CTlE, AFZ 26 AELLEBE L=, AFIOKSHAM P REITR 44 BRE (G
1 [E~88 ) Th-o7=,

A GBI FIZ, eGFR ECHIE L= BHERICEEN R bz, X—RZF 42T 33+£30
mL/%3/1.73 m?> T o7 eGFR FHIME (£ SD) 1. 26 AEIZITIL 98 £44 mL/53/1.73 m? [ZHEAN
L7z _"—RAT AT CKDAT—V 2L ETH7=H8E 2064 176 (85%) (2, 1 AT —
VU EOYUGENRD b, o, N—A T AT CKD A7 —Y 2 EThoT2 A% 5
H~ 12 R OERE 16 FlF 1461 (88%) 23, 1 A7 —VLL LodEE#ER Lz, HiZ,
R

TA L TENEME L LIZEBE 11 FF 9 FIRn, AAEEGRICETE2FIEd 52 LN TET,
AANKIT DEO0NE, AEHSH H~1TROBERIRCTRETH -T2,

AHN G IERMARIEEDIR T A EEF T ST, AR X 2 IR TEE TMA TS
DONTIE, N—=ZF A U5 26 B A £ TOEHIM/ I OHEMNA S RENT LT, #
ORI U=, I/ R (£SD) 1%, N—RA T4 L TD 88+42x 10°/L nH& 5 1
WTH ETIZ 281 £42 x 10L SN L, Z Ozh5E 26 BREMER: S v (26 8 B O i
MEHC (£SD) 293 +£106x 10°/L) . AFBRICEW T, MRIHEIN 2 > 87 B E7213 HIA
F~DHEHEEZ 2 — R T 2B OFEIC)» D BT, AKFNHT 5 BE O FEET
Hol,

C10-003 FRBR TCOAMEDFER ZF 20 1237,

%20 : C10-003 RERICB T 2 FMEIC OV TORR
BE
AR5 Ay A A OE g | SO
e N=22)
(N =18)
TMA O5ERFME, n (%) 11 (61) 14 (64)
95% CI 36, 83 41, 83
TMA OSERTEMOMIM T IE - 8 () ! 40 (14, 77) 37(14,77)
eGFR EDOUEN 15 mL/43/1.73 m? LA B, n (%) 16 (89) 19 (86)
SERTL MR FHIER{E, n (%) 14 (78) 18 (82)




SERTL MR IEF L OB H Il - 31 (FEPH) 38 (14,77) 38 (14,77)
TMA A X 7 U —. n (%) 17 (94) 21 (95)
—H®H7=0 O TMA P A, Fdefil (FiPH)

T 7 ) R~ TP 5 AART 0.2 (0, 1.7) 0.4 (0, 1.7)
T/ Y R~ T Eh 0 (0, 0.01) 0 (0, 0.01)

LS — & h oy NAT 20124E 10 A 12 H

14.3 gMG

eMG BFE X5 & U TARZ 26 RI&R 5T 5, ZhusxLREEA ZEERT 7 R
WATHER L ERBR [gMG 3B 1 (NCT01997229) ] 2BV T, gMG BE TOARFIDOHZHE
MRBD NIz, A7V —= ZRHCLL T DR E A 7 3 2 88k L7z,

1. MEFAIRRE THT AChR HUAN B
2. CKEEEREIPEMIEME (MGFA) MR 7 T A TI~1V

3. Moyasthenia Gravis-Specific Activities of Daily Living profile (MG-ADL) #&AZ =27 7% 6 R
A FPLE

4. VU RO 2 MR EogEmbilApRE AST)  (GFRFRESOIEAERE) 5
B, SUF 1 L, O IST 28D T, Sl = > b v — WSk e 7T A~ 7 =
L= AL MBRSHRE (PE) SUSuE7 n 7 U Rk (IVIR) 2345

AGRERTIE 62 BINAHIRES, 63BN T T B ARRHTEI VAT bivTe, W4 (M &
H 380%) . MR (RAIRET 66% 03 &tE, 77 BARRET 65%03 &) KU gMG O fedpi il
(RAIBET 9.9, 7T ERBET 924) REDR—AT A VRIS HH CRE TH -
Too HHRGRED 5% E A HBENT EF L) T RT F—F (AchE) MLEHZH G S
NTEY, 98%EHZ HHEEN IST 2%F T e, £z, FHEREEEOR 50%0 BENBEEIC
3FMELL D IST 251 T\ i,

ARBRTIE, L - MBS > TR R RS LT [ - A 24) 2]

HMEO EEFMEEE CTHh 5, 26 MEIZKITS MG-ADL AT DRX—RAT A4 VINDDOE
L& SREB Tl L=, MG-ADL IZ. gMG JERIZ L » TR EEZIT 5 8§ D
AHEIEE 23T o7 TV —RETHL, FHHEA, 0 (EHW) ~3 (Y45%E8h%17 O 1e

IRN) D 4 BRPECIMET S (AT 1 0~24 KA k) . 26 BB S MG-ADL #
AAT DR—=ATA D OELEOEEEIL, RKEFET-42, 77 BFRHET23THY,
MEEMICHEFENEEEZRNRD L (p=0.006)

AR O EeRIRFHEE B X, 26 B IZH17 5 Quantitative Myasthenia Gravis score for disease
severity (QMG) ¥R AT ORX—A T A4 b0 b E LTz, QMG I KT 274 5
BEAOAT7TIA)—RETHY, KHEE 0 ((HIER) ~3 (GEOHIMET) O 4 B
TR+ 2 (A7 : 0~39KRA b)) , 260 BIZEBITD QMGHRAIAT DR—RTF A
MO DAL EDOFIEIL, ARIFET4.6, 7T RAREET-1.6 TH Y, MEEMIHIFIAE
ZEMFRD B (p=0.001) .

gMG Bk 1123517 %5 MG-ADL X U* QMG DM R4 21 127,



#21: sMGREX1: 2688 D MG-ADL XU'QMG AT DR—RF 4 ) HD
L&
) (Z'N‘f”ff) 7L ;f* A7 52 KRR
FORFHIRER | gt | mo—sopw | 1 PAEOR P
(SEM) (SEM) ’
MG-ADL -4.2 (0.49) -2.3(0.48) -1.9(-3.3,-0.6) g%%
QMG -4.6 (0.60) -1.6 (0.59) 3.0 (4.6, -1.3) ((%)(?51;
SEM = EHf o> [ izt 5
pE QBERNCZENRNE W IIREAGELO S & TRIE, a: KERIEET VE AW 26 3 B Of/h 5V

IS < pfE, b: Worst-Rank fif# & Vo 26 3 B OJEALIZ

MG #B% 1 Tlx, MG-ADL #8221 71 3 AR A > ML Rkl L7z i,
BRI 72 responder & EFE L72, 26  HH DL A% = —1RE L%
I, WTNOEETH, 77 B AR & bl U TAAIRE
responder DEfE % L V) 15 <
10 RA >

A v FLLRgGE LT R
TR W ERIRAY 72 responder DFEIE
fjuﬁ%mﬁ??};ﬁ‘

<E <,
L7=%
kML@&%)

SR

PEFOLND ZEDPRBEINTND

14.4

L,

T. NMOSD ##

1. BEOFIN,
7 U —= 7 RBERTD 24 H HREIC

NMOSD

T AQP4 HiUABE TR 7 ) — = IR LA T ORI
FUAME_EER T T EARAEEBR TH S NMOSD Bk 1 (NCT01892345) (2
ﬂj‘éz{gﬁl ODﬁ)‘jJ iﬁ) Pt LD %j/bfx_o

Ay —= T KBERID 12 % ARIZ
3 \EIPLERRD B,

O LTz, WTILORMEIEE T,
4 (MG-ADL : 4, 5. 6. 7. 8 "A > ML L ooiksE,
b, ERRAYZ responder DEIAIE,
o lz, ANFARERT =25, @E., AFH

RS pHE)

(Z X DinMBIIATR 12 1 £ T

Eixyj“—*/y;‘élzﬁﬁﬁ@ 12 ﬁﬂU\W Lnu&)roj/bﬁ_

2. Expanded Disability Status Scale (EDSS) A= 7 7LLF (D7a< & b B %2 W<
RO ERBEZ BT TE DIRRE L

EE)

QMG : 6, 7, 8, 9,
—HLTT 7 AL iR L TAAIRET
ZHR PRI 72 S

QMG #Aa 7L 5K

AEcd 5 NMOSD #3143 fil 2 xt5g &

2 [AILL EFBD BT,
Mo, XD B H) 1

3. SEMGPEE (UST) 2% TV a5GAaE, G- HEl—ELTnsH 2k
4. aFarToA FOHEHN 1 H 20mg L FICHIRIN TS Z &

5. 27 ) —=
FoEE, XT3 EELAIC

B 96 il & KA
NR—R T A O N OFEFHFRVRRE & OVE BREE

O
24% D BE T

76% D &1L

WZREWREE LTz,

(1) .

VIREBERTO 3 oy HUWNIZY Y R ~T7 XIS bV bu o EA2%
IVIg % 5-% 5 1) 7= B 13RI L=,

CBE BRI RRICENTETNT X NE AT LT,

RGBT T AR T, AER
ISTOFH (2 FaxTuAf NEMEGEZET) 2170,
X IST XiZavFaxTeA REFEGOFRIIITORN o1,

AR e WL G5 % - & 2.4) 2]

NMOSD 7k 1 O FZFEIE H (X, M FHEE B S L0 HE S PIRIOBBR P R £ T
O TH 7=, HIEIOIRBET R E TCOMMIX, 77 BARRE L R L TAFIRETEEIC
Motz (FHRFY 27 1% 94%IK T, ~3— REiE 0.058. p<0.0001)




-~ = =N N = - K %
1 WATREMEB ST X v HIE S ARl OEE P ER £ ToHR O Kaplan-
Meier Survival Estimates — fx X O fENT o G H
104 "
s !
L
L

05
g -l-—l-“_ "
[
o] Loy
3 o5 +ﬂ—+-|»—L+
o O e
g b o — e ——— e e —--————
= 041
=)
=
=}
S e Proportion Relapse-Free at
& 48 Weeks (95% CI):

TT 7T Placebo 0.632 (0468, 0.758) Log rank p-value: <0.0001
] = Eculzumab 0.979(0.918, 0.955) Hezard ratio (95% Cl): 0.058 (0.017, 0.197)
b T T T T T T T T T T T T T T T T T T T
o 12 o 38 ] 50 72 1 8 108 120 132 N 156 168 180 192 204 211
Time in Study Period (weeks)
Num b er at Risk
Placebo 47 % 30 24 # 16 13 10 B 8 5 5 4 4 3 3 4 1

Eculizumak 86 92 B3 8 68 60 58 H2 48 H 32 24 22 18 14 8 2 1
o rEMEESIC L VHIEEN LR THERBED NG BE L. BERERE TR 8D b
LiE,

WE3E - Cl= {EHEKEM

FAFECIE, FFRBEOFE ) H e T, WM EE S L Y HIE SN AR OEEF
BEITOHBAICRBRECHESFED LN, FEFICBY AMTFMEESIc LV HEX
FLI-IEB A PENERE (ARR) (I, 77 REEE LT, HMIT 96%IETF L7~ (&
22) =

F22: RFREERSIC LV HE SRR ERNFRE - RROMITHRERH
T e RR AR
HA SER-E (N =47) (N = 96)
R el 21 3
M mEE S LV HE g
S FEE ARRS BRI 0.350 0.016
BREOCH
N (Iﬁuigj/iﬁﬁ 0.045
pfE . < 0,0001

S F LB T OBREEEE AT U o FLETID24 0 ABOIEFEOARRIZ OV THE LR T

wENRCEDS L,
BE3E - ARR =FHFHE

AHBEBETIL T 7B AREBEF AT, AROFEBBERVET (VU U AE 0.04vs
FIEAREE 031)  BREROASEHEES LTOarFazxTo L FIESEEOET (YU U A
BE007vs 77 BAEE 042) |\ ROMBAERBEOET (/U U A 002vs 77 2R

0.19) ZFE&H LI,




16 e, RERTEEL

KRESRA] (27 V) X=7) 1%, BE, REBHERN, BEBHOBRK THY . 152 300
mg/30 mL (10 mg/mL) DOH[EIFEH A 7L 1 ARKAD (NDC 25682-001-01) THEftsi s,
AFISA T E, R E THIBIRE (2°~8°C36°~46°F) TARGLFIC A L, ML T
RETDHZ L, ARBE R ORE A T E, 1A 3 B E CHIE S -=IRT (25°C
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COMPANY CORE DATA SHEET

SOLIRIS* (Eculizumab) I

COMPANY CORE DATA SHEET

SOLIRIS® (Eculizumab)

300 mg Concentrate for Solution for Infusion
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. A =T VEETIE13.8% (1261/8781) THh o7z, &
ZEWERIZ. A4 — T VEECTIEEERRIES.4% (361/8761)
B OINGR3. 4% (3M51/876H1) T =727, [7.2.35H]
FIVIGHE T O By 1 70 © 48K [ #2 12 K137 . 5T i &
o 72tk HONGHEO EEAEIROFEH & & L IZ5E L,
MO FEBMAR BN EENTH > 256
17.2 BERFTHRAES
(Bi%HE)
17.2.1 HHE

YT I DO REANOY Y I ZAEBNC BT D
e 2 B ORI HZBFRIZ4.71% (1361/27661) T, HR
W72 BIVER OFBIERD o 7z. Y102 ol
b7 ZEEEREO L H P8 55813174.10 3. 38mg/ H
(3.18+0.07mg/kg/H) #*5165.55+2.78mg/H (3.00
+0.05mg/kg/H) AT LA (p<0.001). T
Wz Bolp 7 7S AEIEKT LA (p<0.05) 25,

AUC, CmaxIlZHEAEITBOON o7z, 72, Y10
ZIEBNZ BT B RAME OLEE 2 AR E L72A%281499.6%
(27561/27661) T - 725,

- T oipaw | OIRAR

A S gmes B | (THHLS.E)

i b7 748 (ng/mL)| 262 97.80+2.56 91.96+2.51%
Cmax (ng/mL) 41 502.91+43.20 546.69+30.41
AUC (ng‘h/mL) 10 1,471.46+329.77 | 1,411.06+235.94

#p<0.05 (thE : Y)Y LRI &8 ) R 2 2D L)

18. FEHEIE

18.1 1ER#FE
KA OVEFARER LN 2 MR EEIC L 2 0 TiER
<y ) oNERICH LR R 2O B L. i) 7%
SEREIIHIE I 2 7R o AFNEE AN =THIFL O AL
T BA5, F 7Ly —THIBLOE L E HE L 2w
ZEMPRENT VD,
FANITHILC BTy 7 a7 1) v EHEARET L .
THUBIEELD > 7 F IV mEICB W THEERZEHEZ R L
TWAANYZ2a—) YIHEL, AV =a—1) Y Oif
MALZET 5, ZNIZE > THY) YERMEIC X 2ES R F
NFATOMIBBE R OBARATAHIE S, 1>y —1ag
X U2RFENLTA ML LV OFEEIIHI SIS,

18.2 ¥4 b T RIBICK B U 2/ NERETEIFIER
KRENIAE A D~ A b Y= AL Y fIEEEIL s ) v
ISEROBGE S & BI$ 5 (= AWML i vitro) o

18.3 1 >4 —0O4F%>-2%6DY 1 bHA > EENMHIER
ARANITHIHTEN - CTH b A > 7 —0A( F 2-250H 1
N A COEAEZEHITLZEDPRENTNE (T A
AL i vitro. ex vivo)o

18.4 ~NJLN—THIRAIC X § 2 RIRAGMEIER
RHFNETEE LTy AV S=THIFLO AL 2 #0845 A%,
FTLyH—THIROEE L HE L 2V & RENT
W2 (& MR ¥ 238k i vitro) o

18.5 BEETILADEA
RENIFIICB T, B (7% F, 420 F (1 2).
FEE (VHFE Ty M) L (T (). B (A
). A (4 R) OFETER R O L7 AL A % I
B, BHBAICB 2B EERRO T (7
FF) ROE#E (T ) ®ERERT,

18.6 EERMBECREM T FVEX (EAU) ~DEH
ARANIRGE TR (SHUE) Ik o ChlEkRI NS
FEENECHRIENET FUER (EAU) DFHER ORERK
IBERPHIT 52 EARENTVDE (T2 Mo

18.7 BB ERBEBEX — N AADEA
HMEEORERZ X — <7 AT 5 & %S
<7 ATIEEEMAI, RERE, LB % & O
DM R AR T DK L, ARG~ ATIEINS
DRI E R E 2\,

18.8 BAEARRMEMKEIER
FAARRMEIMESE S L W8 LT v oxskr o
— X EIM AT BRI D vitrolZ BT A au = — L E
FlL. KHNZZOTY vosskra— il khaan=—JEK
PP A& AR L 720

18.9 HIGBMBRETILADEH
RENIPRBRMAILEREE (GBM) Hik$% 512 X W EK L 72
BRETIV Ty MIBWTRPELPREE, JRPNAGHNE,
M I VAT 0=V ZT S, BRI % &
HEE DL, TOERIZAIMERY 7€ v b ORRKEED
POE O BURREAE QI £ B Z L AVRIEES TV b,

18.10 7 hE—MHEBRETILADIEA
K% 7 FE—HEERETF VY A (NC/Ngav 7 A)
IR G L 723 B v T o BB TR R A
ATDVEERBMEER L. T ) HEATEIRI IR
IREE & LT 2 & ARFIT 58 TVl 2 7R 525520 6
N7zo BRSO Tl IBEE & bl L TEE OO
SA - RBEOWEREDIH L CHETH 572,



19. BRI ICET 2R

B I E
71 AKR1) ~ (Ciclosporin)

1be244
cyclo {- [(25,3R,4R ,6E) -3-Hydroxy-4-methyl-2-
methylaminooct-6-enoyl] -L-2-aminobutanoyl-V-methylglycyl-
N-methyl-L-leucyl-L-valyl-NV-methyl-L-leucyl-L-alanyl-D-
alanyl-~V-methyl-L-leucyl-~V-methyl-L-leucyl-~V-methyl-L-
valyl-|

VN aEN
CezHi111N11012

e
1202.61

LGN
HEBOBAT, 7MYV, 2% )=V FT sy ) —) (95)
RO THEITR T, VIF LT —FVIZETR T, Kicize
A EBET v

bt

H CHs

OH
-H
’*AlafoAlaneLeufMeLeufMeVal *ITI

Abu-MeGly-MeLeu-Val-MeLeu
CHs O —‘

Abu= (25)-2-7 3 / &
MeGly=N-AF)I 71>
MeLeu=N-AF)LOA 2>
MeVal=N-AF )L\ >
20. BURWEDEE
(MA®
FI20CLUTFTHRIET 2B —RICRDLZ EDDH D, TOHAEIC
1320C YL E oS IRIC THEMAHRMEH T2 2 &,
(B7EI)
WX D D TR VDAL L 72 . EFT LY — UHEIST
LI ENHLHOT, RINERE CPTPEED T FMRET L &0

22. ‘A
(XA —ZIVAR#E10%)

50mL [13]
(%A —3IL10mgh 7T &)

1007 7w [104 72 (WH7 VI =27 APTP) x10]
(FF—FI25mgHh T +IL)

100 72 [64 7t (WE TV I =7 APTP) x20]
(%7 —FI50mgH T +IL)

100 7 [64 7)) (WE7 )V I =7 APTP) x20]
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yastellas

*RORMCEEZSRT D 2 L

%% 2020 4 BAAET (BB 2 AR)

* 20194 6 Be&:ET HAZEEmAn EES
s O e
H AL )R
BISE, L EE RSN 1 J # 7 EN05mg | H 7L 1 mg
A O L Yl LA 7)) REBES | 20800AMZ00693 | 20500AMZ00157
{15 % = & 19035 6 11

70na“57%7°t’b0.5mg BR5ERA%A | 19964 8 H

209357 n7ening

frik  EiRfRAE

Prograf® Capsules 0.5mg - 1mg

HEHERRS - 3 4F
1B 3.2 BIFID IR
(ZhEELtiE) W | | AMB - BB EmE#a— K
1AKBEOBREICHWT, BELEER (BFRL, 0FRL.
BE, £, BHEE. PR MM mEEs. TRITT BT | —1 @
RMBGRIES) (C&V), BRWERBE-EBZENH # 7 N05mg | Ll | T TH | EE
BNT. BEBICHAICHB T 3EREBIRUASICD 5% | #93mg
WTOHHEMBERBRETTIEMPERET 32 &, D

128 ED TEIVOENZHNERER RIS A TVELD
T, YWHBARUGRICEL TR, OHEE2AET S
EICEWEENCL2MNOEFH A LW & EFERBTH &,
[16.1.10 &H8]

(E2sTE1E)

1.34XFDHEE1F, RENFEERVBEHEEENESIEICER
LTWAERXIEZDIRED S ETITH 2 &,
(REER 7= F)

1TABEU Y FARABICHEBEL TVWAIEMD AN ERT 3 &
EBHIS, BEICH L TABIOBRERAFI DR S H EHAIC
Hh1-32 B EEFHIAHAL. BEIPEBLLEZEE
MEBLELTEETZ2E, £/ A5 HLPOEEFBHS
hi=GBEI1Ilid. BREEHRIET R EEHIC. BEBICERMISE
L. BREMCLOEEBEEAD &,

Qv—TZBR)

1.5A8FDEE I, W—TIABROBECTSEEL TV
EEDHETITIZ &

(ZRMUGR - KEHRICAHT Z2BEMRL)

1.6 AFNDEES X, ZRUEHR - KEHRICEHT IHEM
FRDBEECTIMEEL TVWBEMOH ETITIZ &,

2.2 (ROBEIZEBELEWZE)

2.1 RH OB R UBHEUE O BEFEE D & 5 B

22 70K YT KEY ¥ UG doERE [10.1 ]
2.3 1) 7 AMEERERIRFR G- o B [8.2, 10.1 ]
24T 0 F U EERE LAV E [10.1 ]

3.8k - MR
3.1 48R

HRssr (1572 A

7 an) LAKKHY 05lmg FUBERAI, e 7O A0 —
(#7107 K2k LC05m) AL 7D7\77)vxm~%a-
R MU AL ATTY VBV
TUTTIAT RN, . TRy A X¥TF LT
5o LKA L02ME | o) g | o

(#70)AAELT1lmg)

T 57 Hh TNV
0.5mg

1mg

Targ 7 A7
A7)V 1mg | EIVE]

[ShEA 2 e [H617
5% | #93mg

4. WX II TR
O T DIERREHEIC & | 2 IR ISOHF
BBtE. FTtE. DBE. MiBtE. BERBAE. BB
OBBEBAEIC & 1T B IEHERIC K UBAE 33 8 R OHIH]
OEEHENE
OBl v~ F BIFAETCHRATHLHEICRS)
ON=T2BH (X701 REIODBREFHRA+5. XIE]
ERIC & W RERI5E)
O#hat (X704 NEHME. X704 NMKTFHE) OEEHH
BBERBR (RHE~EEICRS)
OZRMHR - REGRICEH T 2EEMEME

5. WEENIIHRICEIET 5EE

(BBERAE)
5.1 HLABE SRS CIIAH 2 5 — @ L d L an 2 &,
(BIERFEHIE)

5.2 KA BEACHH L7268 R OA T 0 A FEERIGEGZ A
L 72358 OF MK O I L T v, REIOE
MAEF K OV 78 A RHIFREREBNZ B A H o7
Uy,

(REES U < F)

5.3 \BEDHEIZHE T, FFAT O A FEFLRAER K Mo Bt
) FEREN L DY R ERE T Ch L BRAICERT S
S R ERDIE A YA A 2 &

OQu—T ZEBL)

5.4 2 CHRBISEIE O BRI L 22O ARF O AR
LSRN X PR RVAY (AT AR
GEBMXRBR)

5.5 {ERIGEH S A BE I, WA (A7uq FIERUE. AT
A PRI ThHI ERMEHRTH &,

5.6 ARHANC X A HEFRREO AN O VR L T,

6.AERVHAE

(BEHEDIZE)

. BAE2HETL Y ¥ 701 42k LT 1H0.15mg/ke%
1 H 2 mEOHRS32, igmilicizy ra) axe LTl
[M10.15mg/kg% 1 H 2 \IFECO#H5- L. Mk, B4 I0ET %,
HMEFFE L 1 [M006mg/kg. 1 H 2 MG %128 L 3 % 9%,
FERIZIE UM T %,

47813SgK
PRG31102Z31
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(FFtEDIHE
B, MEZEy 70y 4 AL LT 1 HO015mg/kgx 1 H 2
MRS 5 5. Plfh, e lmm L, Ml =
0.10mg/kg % BE#e & 9~ 2 7%, FERITIS U CHEENIET 5.
(LEHEDISE
W\, Iy 20 4 A& LT 1 HI0.03~0.15mg/kg %
1 H 2 MRO%S3 5. F72. IEHISIEEBICAH 0P
ERGT AHA1CE, #@E. ¥ 0) A& LT1IH0075
~015mg/kg#x 1 H 2 MIFEOH# 59 5. Dz, ERIBCT
E I L. 0 LIRSS O N2 I, e lciE L
THIRY R CTHERFT 5,
(EEDIGE
W, Iy 20y 42 LT 1 H0.05~0.15mg/kg &
1 H 2 BEEOHRG3 2. D, ERIZ0 CCREBEm L, %
ELIZIRED S S L2211, 4 o L TR =T
HeFES 20
(ERHEDIHE)
EE. Ay 7 e ) 4 2L LT 1H0.15me/kg® 1 H 2
OS5, Dith. oo L CRAid = CHERE S
%o
UNBBHEDISE
W, Ay 70 4 2L LT 10.15me/kg® 1 H 2
OS5, Ditg. H4 I0E L CHARA = CHERE S
%o
(BHERHEDISEE
W, B 1A LYy 270 42k LT 1H006mg/kg?
1 H 2 AFROHS 3 5. BEMIIZIEsy 70y 228 1LC1
[110.06mg/kg%x 1 H 2 BIFOHRG- L. Uik, 4 2&ET 5.
F 70, B HE BRI BICARF OG- 2 BGT 24812
Z, BR, 70y s AL LT10O015mg/kg® 1 H 2 [M#E
353 %, BB, ERIS U CHERE®T 5.

HB. FROKEORGRORIIE—ELTBHT, BFHICX
DEANZEDSD A OC. MO & WA ORIWER IO
FREEE MR35 G O FUG K Ol 1 90 O 5831 % Bl
Sz, BEORIS U THEELZIIEL, v5 71N
)V (trough level) DIMHEE*ZE |2 L TG mL HETT
52l FRICBHE LD 5\ IS B TE 2 (38 L2 i A
FHEZIT) S ENE T L, B, MH N5 7D
20ng/mL% i 2 AWM 2SR WG, RIEHPSEI LT <
HHDTEETLHI L,

(EEHENEDSE

WEL, ORACIE Y 7Y A AL L C3mgk 1 H 1Y &%
IZREORES-3 5,

(FAE5 U 7= FDIFE)

WHEL BAICIE 7o) A2 L C3megr 1 H 1Y £
IR 5 T 5, 2B, B#EI2IEL5megx 1 H 1Y &k
RIS, HBE L. ERICEY ITH 1M 3megE CHET
&5,

V=T IBRDBE

WE, RACIZZ 7Y 428 L TC3mew 1 H1EYAHE
RO S-3 5,

GEBMRBRDBE

WE. RACE, iy sy a2 s L TR
0025mg/kg#x 1 H 2 MEI&HZ LY ERISEIIRS T 5,
LIth 2 R, BHAEMd » T 7 E%10~15ng/mL& L, i
MhS7ilEYE=Y Y 7 LKk EEEHMT L, %
LAt 2 ML, BiZEmd b5 7% 5 ~10ng/mL
LSRR AET 5o

(ZRMUBR - EEHRICEHT IEEMMADZES

HE, RACIE, mHicE s sy ARl L TLHE
0.0375mg/kg# 1 H 2 [IEA&H L OV BRISREORS T 5,
Pite, BEMmP T 7#E% 5 ~10ng/mL& L. i b Z
TREETE=Y) T LR SRS R HHIT S,

7. HERVHABICEHEST 35
GhEEL@)

7AMEHRDY 78 A ADS AIRMERT 5T 5720,
KEN OG-8 % T BT Mg L MET s 2 &,

7207 VEMEHTHICS 25 TE, ROEICEET L L,

7.2 1 YR & A 72V O EYFFE S EIIRGE S LT e vy,
LHERL O 1 72 WA § A Cmaxtt K OFAUCH O FI91E 1% %
NZNLI8K U108 5 16.1.10 2]

7.2.2 7 7 EJER.OY) ) 2 K OPERICE L Cld, Mg
FERMET B 2 L2 X ) BFHN X AWINDOEF BN L %
WRRTHZ s B, WIDIEZ DB WVIIBEHICEE ) WL ZE
B A S NEEICIE, LEIS D TRGEEZFMTL &,

7.3 BN EE S FT 25 A ICBERENRO LN TWED
T IMAERE (B X ZH%5 128/ ) % T% 4 721320ng/mL
PIFICHEE T2 28, [11.1.1 B8]

7.4 D EEHHIFE & OBEHIC X b | WO SR o W e
Wb B2, BEBHEIZB W T 3H D A Wit 4 F oGz
I 2 $L A A 7o SR EIEINHIRE 2 1T ) a1, RH)
DM SR RET L EDTRELRE L H LD, B
TG OIREE R OB & A o Sl Fl o ffsE - 5=
HREBLTHETLZ &,

(FTietE. BRER U BBEEE)

7.5 TRZEOFEIZ BV CTKR SN/ I AR 2 55
L2 IS LN TWEDT, HGEBEORICEET S
Lo [16.1.1.16.1.2,16.1.4,17.2.1, 17.2.2, 17.2.6 Z:H4]
(& BETEAE)

7.6 7 L7 F = MEDPHGRIO25% L E EH L72GAa1d, R
F1925% L _E iR IS O MY 2 Ll % EE T 5 2 &,
[11.1.1 1]

7.7 MRS SIS 58 FRARDO 5N TN 50
T B e IS L s R 2 T & B 21710~
20ng/mL&ET 5L,

(EEHENE)

7.8 FMWER OB AR o, GBI T HIZ 1 7 HI1C1
|\, PIRRIEEINICE & Z3H5 120 M £ o M AR 2 M52 L.
BGEERASTLIZENET LV, 72, KFNZL D 0%
BRI S NHE 2L, ZORESHEFFTE L E T TR
EBETAHAIENET L\,

(REER ) oy~ F)

7.9 EEE I, S BB4A% T T HlomgkG & L TR
e Lz LT, RS 6I2E. 1 H 3mgllis
THIEDNEFE L, T2, WETLHAICIE. BIEHOR
HER 2o, BXAHE128MEoMPEEZRE L, #%
SEZHAMTLZENET LV, [9.851]
QL—TZEBL)

TAOBMER ORI ET <0, %GB 3I AL A
1EL, DIRIZEIAYIC B & 235 5120 M 2 oo iR 1 % 5
L, %5EEMHTLZENET LV, $/20 KHIZ 29 H
VLRGBS L Ch ., IREA L & OB LR R O s
BT R TR D S b N WA, 852 Hik3 55,
MOEFEIET T LI EDLE L, —, AFNZ L)+
BHREESNLSEICIE, TOMEIH TS HE S
TRETHIEDNET Ly,

GEBMEARB)

7 A1 BN RN I N T 7 E 2 HE LIRS
TH720, AEXIZFCEL 2SR T TS5 2 L8
YLy

71250, 1 HS 20 oG5 Eo FR%03mg/kgd L. i
WROBIGEE L CHEZRETTAZ L, [17.1.12 ]

7121 FEIBES» > 2 BEE T
- A G- 1 21 B I OS24 o Ifiih N T 7R EIC RO X

1M HOH=RE % FEET 5o

- 1B OHBEHAEIEY R ED 2 HU ERBZIHE SR
722 Holidh b5 7EEICHEO X, 2 BOHERE Y FE
9y 5o
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- 2 HOBERG 2 S15H L EREZIHIE S
721 oIk b5 7RIS X, 28E (3H)
O ETH % T 5.
7.12.2 2;5BLIE
-G BMG 2 R (3EE) OfEME,»S 1M
R T 72 0E L. AR % EiE
$ho Tz, HGBAG 4L 4RI 1 % H
ek L, sEMMCd b 7IRERZAET L LN
ZFE Ly
7123 HERAEICH 72 o TIIREHRO AFSM (LK
¥ G/ el s) SE LI T 7iEEY HW b,
713 5 T2 VEIOZ %, 05mgdl A D5 % P
T5HT L,
7.14 2MAS L CHBBRIEROWEEDI RO Sk w
Wi, 5 EmIET s b,
7.5, 3AHTTCOHRKEGETHEI L,
(ZRUHL - KEHRICEHT 2BEMEMA)
716 1 Hd 72 o580 FIE#%03mg/kgd L. IfiH
N 7BEICER S &G R ANT A L,
717 7 TR VHIO B F V. 05mgdl] A D¥k 55 % PJeE
T5T L,
7TA8 F GBI EAI & LT AT a A NRIZBEHS 5
ol Fo, ERPEELBICIEATOA R O#
WEEET LI &, [17.1.13 B11]

8. EELEARIIE
(hEESLE)

8.1 HFEDIHHEA T O T, M FERE (7
L7F=Y,BUN. ZL7F=220T75 A, J}
HNAG, R p,3zvara7) o) 2479 k&
FZORBER BB 5 2 L, BHCHRSEICIZE
OB EET A L, [8.11, 8,12, 11.1.1%
iy

8.2 N ) Y MIFENFHHT L Z LB LH DT, BN
MiEH )7 LOREERITH 2 ko B, ) 7 L
PERRA (A¥BQ S vo, AUV IBEY) T A,
)T ATFLY) OUEFHD DL CIEH ) 7 L0 BRI
#fibhwz e, (2.3, 10.1 BH]

8.3 I, JRAESE OB HEREE O BB E D EH O T,
BN BRI A (MRS, ZefgmrmplE, 73 5 — ¥,
PRYESS) %479 R EEEOREE HICEET L2k,
oS omicix oI +oEET L 2k,
[11.1.14, 11.1.15 4]
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MAERNF R (P +SD.)

F72. ENORAME ) v ~FBEITa 7T 7h 7eV15k
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3 0.06 27 1654 | 23 1133 0.85 0.69
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FREED 2 VIZBITIC L B L2 Z T v,

16.7 EMHEEER
KANEEE L CHEM B ECYP3AL TR X N5 720 . CYP3A4L
THRBEN A MDY & OBFHIZ X Y AF DM EED FA$ 5
WHEMED D 5o F/2. CYP3A4AZFFET LI EOPFHICL YR
HOMPEEIMKT T AEENER D L. —F . KHIHCYPIALT
DR FMEST L2 L12E ), CYP3SA4THRA S N A MO D
M LA SELWREMENH 5. F/2. RFO MRS
F13988% LA I VT, MAEEH L OBRIEL RV IEH L
MHEALEH O R D % o

17 . BRIRF#E
171 BERURSHICET 2 8
(FetEsEs)
17.1.1 BREHEIC B 1 B RIS OINE]
(1) ENETHASE 1188 (3561). EIREIASE THRE (697). E
R MARLEEEEER (82131)
TR TORRAER (1990~19944F) 12B W T, BRIEH%DO—
UIEFRNFIL. 18661 THES S, 1 EERBAEGFERL ] 4E R
HFEFRIZFNENITI% S V93.0% TdH > 720 JHM IS 1374/186
B (39.8%) TIE~IOLME & & 417102092
(2) EREMAERER
FOF B IE I SUER CUIBEAE ST X 4 ke 6 95 5 TRk 73 i 151 104450 1 2
TUr T 7 GEEHE - 7 7)) sG-S, 5561 (529%) TIA
W MEoB#ENE S P,
70 7T 7 R R 1TENZ 12 B G L TR L 7R (1996~
19984F) . A #5%1394.1% (16/1761) . $HHE RS 2556 8L L 72 FE B
132/1761 (118%) Thole TUT T TH TIPS DE N

-7/12-



2B (1961) ToOMFETIE. O CRAE LA G AHERE S, 5 UG
FEH L Ao 727,
17.1.2 FF#E4E(C & 1t 23R4S O INH]
(1) ERHER
HKERIE £ CORIREER (1990~19914E) 12 BT, [ENTEMEERS TR
MFEM 2, 7ar757 QRS- 7 7 Rn) HHE5 Sh7z246 0 6
7 H BREEAFERIZ656% Th o720 ZDH L SBNIFIKIERETH - 720
HAELUE 3472460 (167%) THER 7 A SNA, WTFNLEETED
LD EZREATOA ROV 2R L DERZV LB L2, £
72. LREO R & S 1990~ 19954F (2 E P C AR R IF R Al & 52 1T
Turzs 7 (EEHE - 7)) S EN2120000 6 1 A EFFREIE
81.7% T o 72%%,
Ta 77 7 R T ENZ 128 MG L CRRE L 2R (1997~19984F)
HEAEERIL100% FEHS A L 7ERNE4/76) (B571%) THo7z0 7
Oy o707 bou )iz g (86)) TomE Tid., &fl TBAL
DB DR S L AEREBUSIZSB L 2 o 7257,
1.3 0BHEIC B 1T BIEMERICOINH
LEBIICB 270757 GEFHE - 7 7)) OISO Ifs) 5
MR EN TV Y™ JHEAT— ),
.4 BhRBAELC 1 B IEMERIC D HNH
B 270757 GEFHE - 7 7)) OIS O If%) 5
RSN TRV PEAF—5),
1.5 BERBAEIC B 1T B IEMERIC DO HNH
BRI BT 2707 T 7 GEE - 7 7)) OISO B4
MR EN T JHEAT— %),
1.6 /NBTBAEIC 5\ B IEFERICDHNF
NGBS BT A T a7 GEGHE - H 7 2v) DR RUR O ENE%)
EAERENTOET™ FLEAT—%),
17.1.7 BEERZHEIC &\ DIEIERIC KR UBAER 118 EROIMH
[FRitE5]
(1) EINETHASE T8 (216)). ENEEALE T1EHE (386)). ERED
1EEE 8B (6611)
HGERE F TORRRER (1991~19964F) 1I2BWT, HHB%EOBMA
wHEERH (GVHD) o FHi% Bz 7ar 57 (GESE - 7 78 N) %
P L 72126B0, FRICEESY RITL, BENLE L % baradel MLk
OGVHDOFSIEIX18H] (144%) Td - 722",
Tu 7T 7HR A 9 NG L TR L 7oA (1996~19984F) . grade I
LLEOGVHDD3EBIEI2333% (3/9%) Ta -7,
AR s]
(2) ERHR
KGRI F CORMURRER (1990~19934F) 2B\ T, EHiH#E%OGVHD39
BIKT L7075 7 QESHE- 7 7)) 25 L ArEGVHD7/1346 (53.8
%) R OMEEGVHDIZ2/2661 (462%) 2EHIM LR H AR L7,
(EEFHENE)
17.1.8 EINATHISE T AR R U ERE MARLL SR
MIRRFERR OB IZB VT, AT 04 FRIOHEGIZ X > THREAT5
SOFEMWEIZ &) 270 A R T O HS N 8 7 42 B 75 RE 7 ) AE 14
BUCIEAESEK] (A7 a4 FHI, i3 Y2275 —PHI%) 2miz, 7
07575 T ViE LR, 100 CHiSowss o, 70,
ZIE 57 RO E R ABSEE = A% { ST ER TSR 251 fg
Ll olfld Hon?,
AT 8 A FHITIERDLED TGS I T 0B kR b L 3l IEm
o EEMHENESSE 2 RE LABIMHRAETIE, Jurss a7k
LV ER2SEMPES L. AT OA FRIOFG 8% 75 L ARBEE L7,
KA TIE, Smg/fH/ 4 BOEAETATOA FHIZE L. EKROZE
ENHERFTEXLWEEICIE, A7 04 FRIOMEZIT-72, ZO8EFE. ¥
700 AABETHE, EROLEZMFEL72EF AT 04 FRIOHHE %2
O B G AN 28 K OB G T 4 BB O A T a4 NG (7
L F=va SRERE) 1E, 2REn491mg/ H % 0881mg/ H CTd - 72,

AT a4 PTG (mg/H) O

1

~

1

~

1

-

1

-

Z ) L AR PR PALFE DT D7
[n=40] [n=40] [95% 15 HHIX ]

5 Bl 1378 3958 13883545 -
G -158

123878 4914041 6514889 [-3342~0.184]
Epacs KON i —348

pop 381 =4.066 7.23+7319 (6010~ —0953]

DAV Y D % N (¥ +SD.)

XXy 70 AR - T 7 2 RE
1.9 BN MRFF SRR

AT HA FRIOFEGI L > TORRA 5T W I bE o EAE 7 )
SERFIORIC, 7a s 7% 7Rl &28EE G L2 A RERIC B W
T, 8BICTHIJI (BARIQMGAa7) OW#ELED. IBITHAAT T A
FHIDSRE S 7 (hREEHD ™,

1

)

AFQMG A a7 DR

Epeaiil Gl TR ZAb
[n=10] [n=10] [n=10]
133+517 106+6.17 —27%226
(F#H+SD.)

(g o~ F)

17.1.10 BN HAEE T S E SRR UEIAEE I AE b8 KEk
WEOFRFIZBWTI) v~ FHEOL &S LHNZ LY o R%hEs
BoNahozME ) v~ FEBEIZ, Tur I 70 7V EERIETH
B CIX16 M, 55 MAHEEE ClE28E %5 L7z ZOfE%, 7ur o
T TV OEMAHRBFRII BT 2 KE) 7~ F%45 (ACR) DA
fli5 i TD20% L FHEH OEE (ACR20ELEHR) (X, FEEEIHE T1349.0%
(50/10281) . T 1350.0% (27/5481) T o 727,

ACR20%EH (FEmiind)

. — [
AR 75K 15mg 3mg
T A ERERR | 964 (141) 14/57 (24.6) 28/58 (48.3)
&5 A Lt g™ - - 50/102 (49.0)
&t 9/64 (14.1) 14/57 (246) | 78/160 (488)

[easml /% (%) ]
MIEEWE T 707770 TR VORES N1 HHEZ, #% 3mg
Thb,
X% FEHE T HE TR

ACR20E#5¢ (Flid)

—H#Ga"
g 15mgfika
1omg g mgzommm|  3ME
P15 T AH et kB 9/27 (333) - 11/25 (44.0)
£ I AH s i Bk - 27/54 (50.0) -

[l /fEmEx (%)]

MEEE N T A 7077 7h TRV OKRBEN 1 AR, #@H15mgTdH
D, HERICE Y 3mgE TRIETTH b,
Qv—T2BR)
17.1.11 ENEE MRS ER

AT A NHEIFET TG KR8 C R B S B PRI 5 OV S0 54 1Y B
WEET LV TABRBECSH ZNRE L, 707578 7 LIVEES
B, 7T REESHNC28BE G- Lze 70T T T h TRIVEIZBITA
A OB BTG EIEG R A 2 7 F ORI -329% TH V) . FRBEEE %
i, SEFEBEORIECH S 1 HIREHE. fifk (C3) o%EjlE
DEALRIIE % —608%. 164% ThH o720 BB, ZJLTF=V2UT T
¥ A (Cer) DZALEIE —220%Tdh -7,

S ou) ANARE | TR REE HEMZED
[n=27] [n=34] 959% 151X ]
HBADIEATA DT 0
% 1&% (%) meantSD, | ~829%310 33+382 -
1 HIREF RO FENED 608 87
AL (%) Foil - VDN IPRG [~1150~ —487]
(5 LIt 8 3 g | (73T 372 | (-140. 900)
Wik (C3) DEMED L4 og
AL (%) HUfil ) _ g [85~26.7]
(5 1 1057 % 3 IS (103, 275) | (111, 182)
gy PRAP
;C;:{)E%(EM[E@411E* (%) — 920" 14 [ 305~ —34]
(85 1 DU % 3 IS (=335, —42) | (-193. 169)

MEBEHIEEFE A 2 713 1 HIR& P, JRPRMERE, 7 L7 F=>
PLdsDNAJLIE, #ifhk (C3) OS5HHD AT (F40~3 KO 4ER) »

bbs
HXCerlZ DWW T DAY 7 1) 4 ABEOFHIE KL 2661
CEBMERBL)

17.1.12 EAFE MELEHBR R VOCEAFE NEFEEREE [7.12 0]

PR U OB TEE S R R EEe2B R L L. Tu s T T
ST VBB, 7T L REEI0FC 2 EERES L (LR . Sa s
T 7 TRV BIT AUER (DAIZ 2 TIZX AWEE) 3ER1OL
BYTh-72%, F72, WEOHAMEEBEE AN ZEELFI, Tar
T I7h TN E 2EERG L GEERRE) . EE (DAIAITTIZ
X BUIERE) 13455% (5/1161) Tdh - 72%, Wae & A3 1
0025mg/kgl H 2@ % A& E L, 20% BT 7% (10~
15ng/mL) & 725 &5 H&#E L2,

F72, HIMAHREREED & 7 0 A ABEBRE & OEREO G EREER
BB, 2HUBEOHE NS 7% 5 ~10ng/mLE LTy 5
T H TN F SRR H MG L R G S B 1) Ak (DAL
ATTID K BUERE) 1, F N 2I61.9% (13/2161)% 2 166.7% (6/9%1) 5
Tholz,
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#1 DAIR I 7ELER
/R (%)
&7 1) AARE 7T R
DAIA 2 7|2 & g™ 16/32 (50.0) 4/30 (133)
¥DAIA I 712 B CHEER S, M, FEHLENBENR. Eilio 2 iIRE
flio> 4 HH 4 CTHeE L a4 [dsk] & L7z,
1) 5 AR ERER © o0 S i o
UTFotByHExHEL. L% & b&GMEH 25 2 AMIERERO AF
St (BOE/ME) 3223, ABRERT TS L, £iM4%4#t, 1H
PG FRIZHE N T 7REIESN% L $03me/kg/ HMY & L7z,

T T mgigj_ﬁzﬁ;ﬁg PR
%Eﬁ‘ﬁ 3‘;'7 gpg |BF1RE (2RO ?58;%;)1/2 2 3)
w2 S o i
rZﬁlnul}H $510H B (1;;!5 @EI?\ %82H\ 53> Hfzﬂ HH;; | Drew=Dua ¥ 125/C
%3 e |-

Doa © AREIHT O G4 (5c5-BAAARE20.025mg/kg) o S S L7 HO/NEUTELT
FEEIMERA L, 05mgZlH T bIEWliE § %,
G BIGRE O3

_ 30=~ 500=~ 700=~ 900=~
(k) <500 <700 <900 <1000
P

(/D) 1 15 2 25

Duew : #EiB2 O G40, SEH SN/ NIT LT 8 A % U H A L. 05mg
AHTHROENEET %,

¥1: ConAVE R FBRAE A S KB OB A, Con® FIV: 723K 5 Doew=Doa X 12.5/
(Comx25) XV, F/Conh B F R ARG UIRMOYE. CrnZ FH W
72385 Daew=Doa X 125/ (Ciznx 4) £ 0 2 HOMHREZHH T 5, HIZE
B FBRARI I RO EI1ZIE, EE TRIEOFMEE RA L TEPD
RIZX BT 5,

X2 IR S NS ROMINGA L HEEESO 250 1 %2 54
Ao i b T 7 REE DRI 10ng/mLEL L O E I RS, F 72
10ng/mLA M OHE NG % 1 M HERERS O 2501 L35,

%30 C*H375ng/mLEL E15ng/mLARM OB A 1213, BEOHE %2 #2066 (=
75/1250%) L-HEE T 5,

CP: 1 HDHA,S 2. 3 HEBEAIZHET 5 2 501h b5 7 #EEDF
il

C* 1 20 HOFEA 5 15H UL ERBIFTIZ BT B I ~ 5 7R, 2855
Ba &% Tk,

Cuougn © 2 LI BT, HEERIES (5 ~10ng/mL) % &M L7zl b5 7
WA,

B 2B X TORGEME - FERT T 2

k.

|
[P 5 ) e i
24 i

(ZRUEHE - EEHRICAHGT SEEMRM)
17113 ERNZEMHL - EEHRICEHTIEEMMARICHT 2EMEE
AR (BEEOZREERA — 7 HER) [7.18 2]
S5 ER S - BRI R\ AR 2 VR R S BB 25001C. AT a4 R
COBHTTCTUS T T h TRV RS2EMES L, ZORE, #1552
JAHA BT B SRR OIS TE A RS IE 2 2 88.0% b 1NT64% T
5729,
17.2 BLERGERAESE
(& tEtEE)
17.2.1 BREAEIC & 3 2 E@RICOIMF] [7.5 1]
(1) fERRERE - NRIFRRE - RESFIFRE
T ORAE (1996~20064F) (Z81F 5 1 4FERRAEFF RO 1 4FE Rk
FHRIE, WA (1.23301) TlEZIL211986% K 18958%. /N (2056)
TIFZI2N99.3% K 1N97.3% T - 729,
17.2.2 FF#AEIC &\ 2 3E@RICOIF] [7.5 ]
(1) EARERE
W OMA (1993~20034F) 125172 6 7 A SERAEFRIE, WA (244
B) TIET741%. N (5041) TIZ879% TH 727,
17.2.3 1DBAEIC 1 2 IRHERIC D HNH
(1) EHERERE - REBFFIEZE
T OMAN B 2 OB —KIGHES] (1061) 128 BARAAE K
U2 FFEAERIE VT NS 100%. 12:8 FFEEHE FUS 583 2213240.0% T
Botze Tl SERMAEGFRLVIERBEERKIIVTNDL100%. 3
A BHERG OIS S HER1350.0% T - 72,

17.2.4 BHBHEIC 3 1T 3 3E#ERIC D3
(1) FEGERRERES
IO B 2 A — KGR (1261) @ 3 FREEFER
O 3AERFEAEZFFRITNTNDG825%. 3 F RIS FEIEIL75.0% T
o729,
17.2.5 BEREAEIC & 1+ 2 IEFE RIS DI
(1) HBEGERERERE
T OFRATN BT 2 BB — R GHES] (3561) O 4 F R R AL
100%. 4 4F BAE A A HI3783%, 4 F B RHEAE IS S B IE377%. 4
EREA A Y HERERIZ955% Td - 727
17.2.6 BBEZHEIC H T D IEIERIC R UBER MEEROME [7.5 2]
(1) fERMRERE - NRIFRIRE
[(FRh# 5]
RO (1999~20044F) (2B1F S grade T L EOGVHD O #AFE 588
O(BAEBI00F ) 3. A (21661) Tidd441%. /AR (11761) T
13408% T - 727,
B, AKRREE E CoRREE I, HLA®M A [F L MR HEA%64.0% % 5D
Tweolzxt L, hlHEOFHETIZ21% TH - 72,
BEEE]
Tt O AT (1994~20044F) 12 B1F 2 A PEGVHDIZ R 3 5 H R F 1%,
56.8% (42/7481) T 72",

18. ExhHIE

18.1 fEFHER
Z o) AR, THIIBZHRSE OO 7 FIMEEZ Jr L 72 Rk
VERICEEABETHLIIN Y Za—) VEHET LI LT, Y4 A
A 2 FEREII R O 2 AU D BB E R 2 RS

18.2In vitrofE A

18.2.1 THIFEHIE . X A THa 50 v ¥ —a (%> (IL)-2/0A > % —
7xay (IFN)-y DA% 5§, EHEENT a. IL-18 K OIL-6% 0
A I 5™

18.2.2 53 5 DAL o & B S o WG L2 0t 3 2 IR 155 < SR
L0 B EIREEASR ST v ™,

18.3B4E(ZX ¥ 3 1EH

18. 3 1 A EIFREET L (A=2AFLD, 427 59 1) 12BIF2
BB OS2 300 L. A2 TR S5,

18.3.2 7 v MEANFOMRE L A X PIPRGE SRS & 2o I8, 5250
Fe Koo BTN PR L k9 5 BEBIARERD R A 5 278,

18.3. 3B HEERET N (A%, 59 ) oBwC, B G
FRIBEIHIL . AFHEEIER S5,

18.3.4HBMEF L (e, 429 59 1 9) LBHEEFL (Fv M),
MiRghiE 7L (4 2)™ ROWRBHET L (£ 2)% 12851 5 BHilkE G
HESS 2 HH L. A TR S S5,

18. 4RI R IS T B 1EH
MEIRET IV (T v 8) 2B EEMT A M A iEEZ IR L, B
B R OV - S s RS 5%,

18.5 BRICH T B1EH
BRETIV (77 A) 2B BT ESDNABURRE A % O H O A5
OIT 230 L. SAEREEJORE O BAL T ORE I O L5 % 505 50,

18.6 KEBRICH T 2 1A
FAEMBEREBE TV (Y 2) 1I2BWVT, KIBHEO G AL THIE A &
DOIFN-y OREE % LY K Jemae & 8+ 5%,

18.7 EE MMM (3T 2 ER
MEMEMEETIV (7 A) OB 2 THIEIZER 3 % 2% K5
B OHALZ 385 70 F 720 WiBEETV (7 X, 4 %) OELF
REYET 7Y,

18.8 EEMENIEICK T 2 EA
EEFHESIETTV (5 b)) I2BWT, IU7EF Va3 ) v 2EEPik
OFEEZIHIL . H SN, O 3RIE & S+ 217,

19. %R ISR 2 IB{EFRIFR

—f%  F 7)) L AKF (Tacrolimus Hydrate)

b4 ¢ (3S, 4R, 5S, 8R, 9E, 12S, 14S, 15R, 16S, 18R, 19R, 26aS) -
5, 19-Dihydroxy-3- {(1£)-2-[ (1R, 3R, 4R)-4-hydroxy-3-
methoxycyclohexyl]-1-methylethenyl} -14, 16-dimethoxy-
4,10, 12, 18-tetramethyl-8- (prop-2-en-1-y1)-15, 19-epoxy-
5, 6,8, 11,12, 13, 14, 15, 16, 17, 18, 19, 24, 25, 26, 26a—
hexadecahydro-3H-pyrido[2, 1-c] [1, 4]oxaazacyclotricosine~
1,7, 20, 21 (4H, 23H)-tetrone monohydrate
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TR

TR

il

Hs

: CuHeoNOn2 -
1 822.03
M1 130~133T

H:0

SECAREL 1 100080 L (1-4 27 & 7 — )V /7KF)

PR 7 m ) A AR s ORI OR R T
Bbo AY 7 —NIETy 7 — ) (995) |ZHROTHELT
TN N-VAFNVEVALAT I FXEZy ) — v
(95) IZHEITFRT <L KIIFEAEE TV,
20. BURW EDEE

AEIET VI L) MBERFEZ I o T0AHDT, TV I8
BHZIIRAERTTRET A L,

22. 3%
(70957 H7+EI0.5mg)
1007 7w (107 7k)L x 10, SEHIAD)
(7095 7HTEI1mg
1004 S (104 7Hu x 10, EEFIAD)

23. FE Xk

1)
2)

3

=

4

jg

5

N?

6

=

-3
~

8

<z

9)
10)
11)
12)
13)

14)
15)

16)
17)
18)
19)

20

=

21

=

22

=

23)

Saegusa, T. et al. © JEAE & R 1992; 26 (3) : 969-981
[PRG-01148]

Zheng, S. et al. : Br. J. Clin. Pharmacol. 2013: 76 (6) :
988-996 [PRG-36798]

Coscia, L.A. et al. : Best Pract. Res. Clin. Obstet. Gynaecol.
2014; 28 (8) : 1174-1187 [PRG-36799]

Jain, A. et al. : Transplantation 1997; 64 (4) : 559-565
[PRG-05533]

Fung, J. J. et al. : Transplant. Proc. 1990; 22 (1) Suppl.l :
6-12 [PRG-00191]

Garg, V. et al. : Hepatology 2011; 54 (1) : 20-27
[PRG-28255]

Curran, C. F. et al. : Transplantation 1996: 62 (9) :
1376-1377 [PRG-04546]

Mrvos, R. et al. : J. Toxicol. Clin. Toxicol. 1997: 35 (4) :
395-399 [PRG-05400]

FNEREE D T v b - S (DIR940072)

FEES il BBAE 1994; 29 (3) : 294-313 [PRG-02352]
ARG NEE R - SEYERE (DIR080173)
MRS ERAEE - EWEhEE (DIR030174)
McDiarmid, S. V. et al. : Transplantation 1993; 55 (6) :
1328-1332 [PRG-01716]

FNERESEE  IFRREE - W EhEE (DIR080175)

Jain, A. et al. : Transplant. Proc. 1994; 26 (3) : 1609-1610
[PRG-02370]

FNERSS  FRMRAEE - EYEEE (DIR080176)
HNERES T EREGEEEE - S EhEE (DIR090173)
ARG FER IR - BB (DIR160018)
MRS BT v~ - S ERE (20054F 4 H11H
TR RS ERMEE AN —1-2) — (1)) (DIR050001)
R BT v~ B - B (20054 4 H11H
KR HEE BRI ZEA -1-2) — (2)) (DIR050002)
ARG BIE) v~ 7R - S ENEE (20054F 4 H11H
AR HEHLERHEZEAN ~1-2) — (3)) (DIR050003)
FNERSES Vv — T A REE - S EEE (20074 1 H26H
72 CTD 2.7.2) (DIR070003)

LS R 2B - 3B (DIR090108)
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24)
25)
26)
27)
28)
29)
30)
31)
32)
33)
34)
35)
36)
37)
38)
39)
40)
41)
42)
43)
44)
45)
46)
47)
48)
49)
50)
51)
52)
53)
54)
55)
56)
57)
58)
59)
60)
61)

62)

LN L SIS 2E - B SIS A RS B VTR 5
B - R ERE - =R (DIR130021)

EE SRR At - 4 H o#HE 1999: 12 (5) © 537-543
[PRG-08414]

Dressler, D. et al. : Clin. Pharmacol. Ther. 1996; 59 (2) :
151 [PRG-03974]

AR E SR 2R - S E)RE (20094E 7 H 7 H
KGR CTD 2.7.233) (DIR090109)

Twasaki, K. et al. : 3E¥@h7E 1998; 13 (3) : 259-265
[PRG-06905]

Christians, U. et al. : Transplant. Proc. 1991: 23 (6) :
2741-2744 [PRG-00688]

Venkataramanan, R. et al. * Transplant. Proc. 1991 23

(6) : 2736-2740 [PRG-00687]
R L i A 19945 29 (6) -
AR b A 1994; 29 (6) :
TGN b A 19945 29 (6) : 682-697 [PRG-02757]
KEfii— it : B4 2001; 36 (1) : 20-38 [PRG-10222]
AR Al BRI 19935 17 (8) : 1087-1089
[PRG-01833]

Tnomata, Y. et al. : Transplantation 1996: 61 (2) : 247-252
[PRG-03643]

AP Al 0 A H RN 1999: 12 (4) : 445-451
[PRG-08155]

AR Al 4 H OFAE 20005 13 (2) : 185-194
[PRG-08973]

Reichart, B. et al. : J. Heart Lung Transplant. 1998; 17
(8) : 775-781 [PRG-07233]

Taylor, D. O. et al. : J. Heart Lung Transplant. 1999; 18
(4) : 336-345 [PRG-07960]

Mentzer, R. M. Jr. et al. : Transplantation 1998: 65 (1) :
109-113 [PRG-06237]

Pham, S. M. et al. : J. Thorac. Cardiovasc. Surg. 1996; 111
(4) : 764-772 [PRG-03803]

Keenan, R. J. et al. : Ann. Thorac. Surg. 1995: 60 (3) :
580-585 [PRG-03344]

Reichenspurner, H. et al. : Transplantation 1999: 68 (1) :
67-71 [PRG-08173]

Gruessner, R. W. G. : Clin. Transplant. 1997: 11 (4) :
299-312 [PRG-05540]

Corry, R. J. et al. : Transplant. Proc. 1998; 30 (2) : 521
[PRG-06437]

Atkison, P. et al. : Pediatr. Transplant. 1997: 1 (2) :
111-118 [PRG-08067]

w4 H R4 1997: 10 (4) © 527-536
[PRG-05378]

Kareem, M. A. et al. : Ann. Surg. 2009; 250 (4) : 567-581
[PRG-25785]

614-631 [PRG-02754]
650-681 [PRG-02756]

SR FEOfh 0 4 H ORAE 1997; 10 (4) : 593-604
[PRG-05380]
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. ﬁDy;\g TR L, kR, AIREE, BRI O
D FRE, VURCRRED) . SRERESORERD D 5 bh
(8.7 %] 7ot MRLUC X 2 BRI K O B B i e
oL o EREE S AR R E RO BFH LIS, B EFIEL, HOLLE LT
LA B TR | (AR T Do
HHOT, MEFN | ENb, 111 12BKY A1 L XBE GHEAH)
Uy Al % SR 11.1.13 U > /BEOEMRES (01~ 5 %Kil
[ E S A Epstein-Barr™ £ v A ZBE L 72 1) > 7R BAFE
AICEET A, BHHVIEY VE R 5B, ) Lo SH

MPEANC & D AAHEICAMDBEE S 1,

R S LAY B MDD %o
FORPEANZ & D 7 2= b A > OIHPREED ER L7z & O
EhbH (AN,

ZUNTE DIl

JERE) BHS5bNALIERHLDT, TDLH
RIERD S & b HEI2I1E, BE - RIES 0w
Y@ s179 2 Lo FFIZHLY ¥ 3 BRPUR OB
B BWT, EHOWRMESE V. T2, BED

1. 8IfFH SIRIIHNC X0 EMEREIEBLO M REEANE £ 5

WOEWERDH bbb Z E23d A DT, BlEx
T ATV, BE DD S N A I Id RS R
IET 5% EBYRMEZIT) 2 &

1.
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ZERDH DL, [8.7. 9.7&H]
1.14 R (0.1~ 5 %K)
[8.3 &)



MNA NS ERFRUOERFDOEIL (01~ 5 %K) .
=m#E (15% L F)

(8.3 2]

11.1.16 FHHEERES. &E (IO HEBEARH)
AST. ALT. y-GTP. AP, LDH®# L\ k&
SR RS, TEAH L DNDLZ DD
5o
(EERHENE)

1M1.1.17 70—+ HERH)

FERAD & b7 AI121E, AT %24TH &
o
1.2 Z DD EIER

5%LLE | 01~5%KiE | 01%Ki |SHEARH
Bl |T OB E | RER. WR. R BIR

(BUNLH.| % &

JLTF=

MR- N

L7Fy

INT Ty

A& R

&M (231

%)
RHE | BHIVIL | TYF=VA B CK k5

MfE, BIR | 2 VAT T =)V
FRIAE, A | ) o BRIAE |
<7 Ay &) VERIMIE,
A MLE 7 u—VIE, &
VY AE
AV v W ILE,
AR P ME, K
N ALGE, &
7)Y L E, &
PSRN}
E. KA

e

=

VERE, SR, B | fRAR
LEMEF, ME
KT

% | MELF

Tt | R LU, RS K| oFw, IR | EE)kH,
R AR, EAR, R SR | S

AN, BRI | AR, I
B Tt {6
MR, ekt
NSl
g

e P EmhEE, | T kSR
AR, T, HALE
i B, 1= 1fi
LN VS
HA %, ol T8
I LR

Bl g

IR EANIR i
(AST F5-
ALTEH.,
AP L5,
LDHF 5.
y-GTP L
)

Mg AL MMBIE S | V) > Bk | Rk
M/ L | & v
K%, MR

»

a7 5. fLHE %9
., BT

5%DE | 01~5%Ad | 01%A | HEAH
ot T, JEOK. W | WIGRBEERATT | e, JE
TR EHBRRE, | R A, | 7RI,
FERDITY. | B, | ZT. O
A##% HEW GRS
Jji
FEHVBE IR O FFRE M, B RN OB RS C o B R
Bl O OFRA AN HED VTV b,

13. BE®RS

13.1 MK
BUNLH., 7 L7 = > LA, Elo. FIRE,
B EASDHE ShTw ™Y,

13.2 08
FROLMBHERI LV BMMZL o ThRESNZ
Vi,

15. Z Db DEE

15.1 BaRfERA IC & D < 158,

1511 SEEIRIFNIC X iR 2 2 BE Tl &
PERESS (85120 2Nl EHRS) OREEDNE
WETLHEDRD S,

15.2 FEERARRBR (ICH D < 158k

15.2.1 9 v + (10~30mg/kg. ¥ F#%%5) T, ¥F
OB R OKEFEBREDIR T2, - HER
TIREGERROBE KT 25380 bh Y,

16. B EhRE

16.1 MeERE

16.1.1 B#4E (7.5 =]

(1) AT E COBRKRABRICB T, RATBEESZ9

Bz 7Fa 75 7h 7 N016mg/kgk FROFS L7z &

XOEWBE T A — T ITKDLEBY TH-7217,
Tmax Cmax AUCpzn | kT 7fE* ¥
(h) (ng/mL) | (ng-h/mL) | (ng/mL) (%)

[
=
3]

42+29 | 44+45 | 274+198 16+12 | 20+178
X12BF [ B b R RE (P4 =SD.)
ORI 2

(2) WREOFAEIZ BT, NEERMEEE 5B (P
FHG9RE) K7 ur 77 (PS5 =0218mg/ke)
R ] AT & IR R G L & 2 o3BT
RIA=FRKDEBY TH-7,

Tmax Cmax AUCo-12n F*

(h) (ng/mL) |(ng-h/mL)| (%)

EHAC 1 WEMIEG | 1605 | 51+24 24785 |119+37
W% | 28+08 | 28<11 20578 |100+39

SRR (F¥H=SD.)

() MWHZEOFAEIZ BT S NIBAN O Gm L
Mo 7RO E BY ThH o722,

0.50

o
=
o

—RA#5& (me/ke/A)
o
8
(w/8u) EE W

o
o

C~15mik5 8 0 16~#5R
Ao ~ 15 MPRE —e— 16/~ MPiRAE

Q3
‘Ir hRfE
Q1
16.1.2 fF#&4E (7.5 SlE]
(1) /NERFRBREEE CPEERLI®) 2BV Tid, K
MNZHEAREERE CT27T~ 4415 OB % 5= TR E
DME AR S N2 BHEATOTa s 7%
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TENFEGHOT— ),
(2) WREZEOREICB TS N-BMMHOR S5 &
Mo ZEIRRDEBY TH o7,

0.50 30

m

<

W 040 20 B
o ki)
E o030 10 %
i} —
1 020 0 2
= 3
'3|1 0.10 z

R

CO~15mik5 8 0 16 ~#HE51
- ~ 15 M FIRE —e— 16/~ MR

16.1.3 /\I2F4E
NGRS CFEERZ%) 128w Tid, K
M AR FE L TLI~ 25/ Ok ¥ 5- & TR AL
DT EAE S N2 BHEATOTa s 7%
T NGO TFT— %),

16.1.4 BBER4E (7.5 &=H]
HERGEOR GG oORSGEE N5 7HITKD
EBYTHH7Y,

0.50

o - 30
S
w 040 B
® 20 F
o =
€030 F | 9+ 14 |/ T1i \ Vi
- 10 M@
| A A k- & -
Ip 020 - 1, @
o 3
= g
| 0.10 {.‘ |

0 L L L 1 L L |

0 1 2 3 4 5 6 7

’5REH» 5> DA

Q3
R o T ] e

16.1.5 EEMHENIE
I F CORIRSERIC BT, BT E 5 ) 5 B
FHBIZ TS 7H T 3megh RIS L&
X 058 ~ 161 [H £ @ 139 1M v i 134.19ng/mL
(0.65ng/mL~2244ng/mL) T& > 7z, % B, T

R A Ong/mLEL 2 7R L= BB 261Cdh - 7217,

WRBEOTRIC BT, 7a7 57 (I 7k k)
3 mg# R G- L 72 TAE 7 45 ) i B 53961 oo i ] 52
FETIZ BT A FI M A& 134.73ng/mL (B H BR AL LA
T~ 142ng/mL) THh o720 B, T iEEH
10ng/mLEL %R L2 BE X176 TH - 72,
16.1.6 7AF S5 7H 7w ETOYT S TERDLLE
WANBBEEEIBICTa S 7 h TRV Ta s
F 7R A R HER S L7z 8 X OEYEIEE/SS X — %
BRDEBY TH -7, [1.2, 7.2.1 ]
717V Eipe I (Fiki/ 7 72 v)

REB] | B

e | (ko) Cmax | AUCy1z| Cmax | AUCy-1z

R (ng/mL) | (ng'h/mL) | (ng/mL) | (ng-h/mL) Cmax | AU
1 003 | 10 427 | 18 944 | 180 | 221
2 002 | 10 7021 93 | 686 093 | 098
3 006 | 27 1654 | 23 1133 | 085 | 0.69
4 002 | 14 1056 | 72 | 418 | 051 | 040
6 0.02 99 615 | 14 692 | 141 | 113
7 003 | 13 920 | 13 1038 | 1.00 | 1.13
8 0.02 62 | 367| 68 | 276| 110 | 0.75
9 0.02 41 | 326| 38 | 341 | 093 | 105
10 | 004 | 20 230.8 | 42 3200 | 210 | 139

Pl ~ B B ~ 118 1.08

+SD. +050| 051

16.2 IRUN

fREFERE AN TR & 2 RBIIEYBE/ T X — 5 ~D
WERWE L2 A, AEE L RO IR

¥ 5 L 723 A3 22 I8 1 2 A 212 Cmax L (FAUC
DIKTHA SN, TmaxlZEE L 722 WEATFT—% ).

16.3 2%

16.3.1 KA IMAEE AR A FIZI8IB L TH - 726

16.3.2 IR M 2 OIZFLIR 6 B CTERKI O LI R AT 2 M
FLE A, PIMIETIEE DRSO BITIRD
Szt WHEAT—%), [9.6 ZHR]

16.3.3 5 v MIZMCHE 4 7 1) A 20.32mg/kg % #HE L
7o AL SARICITNETIEIZIZ & A & OERIZREAT
L. HRICEIE. M. GO, BHIRBICE o7 BITL
TR IR M RO & & b ICHER L7 BB,
Ky ARG EE OFEATHSRED H AL, HUATRE D
Jel3 B o 72,

16.4 <3

16.4.1 RFNTF & L TEYRHBERCYPIAA TR S
5o [10. ]

16.4. 2 JFRAEEE Colnd ., R K OHEI AL 3
ELTHEA F VERR OKREEALIETH - 727 (JHEAF
—%)

16.5 HEtt
B ORIZBERE A R X . R ko SR
PRI 1 UL F T o722 WEAT—%)o 8.
AFN DML B D 5 WILBITIC L A8 %%
F 7\,

16.7 EMHEEEH
RFNGEE L CHEMRBEERCYPIAA TR SN 72
O, CYP3A4THRH S A MY & OfFHIC L A&
HOMPBEEL LATL2WEEND 5, F 72,
CYP3A4% 4 23 & P IC & ) AK i i
EAME T T AW REMNE DD 50 — . BEIDCYP3A4T
OREHET LI LI2XY), CYPSAATR# S NS
fiOZEY DIk fE % LA S WEEEDH Do T2,
AFH) D MU IR O 3R13988% UL b & Ev oo T, I
B L OBAEDTRGEEF] & OMESEH O et D
5

17 . BRERRRHE

171 BMEROLRLMICET 355k

(FeHEFEIE)

17.1.1 BREHEICS T 2RI OINE]

(1) ERRTEIZE I 1855 (35451) . EIR14HASE 11 B ER (69
). EREMALERR (82f))
KN E TOMRRER (1990~19944FE) 2BV T, &
Bt O—RIEFEIL, 1866 THET s h, 143
FEEAFR K O 1 4R RS E S RIZ 2 N2 N973% K O
93.0% Td - 720 M 1L74/18661 (39.8%) TIE
101 & 721020

(2) EANEMIEEER
FOF GRS TR & 2 fkFeia e oS IR B 72 i
B104Bz 71 75 7 (GEEHE -7 7 1) G- Sh,
5561 (52.9%) T [H&)] LoD SN2,
77T 78R E 17THNC 128 M #HG- U CTRGT L 72k 5
(1996~19984F ), A= #&=1394.1% (16/1761) . FHHi
ISASFEBLL 2 E22/176) (118%) THh o720 71
75T H TN EOE) B (196]) TOMETT
X, EfCEBREIIAESHER S, BRI EE
L 72: ﬁ") 7:19)27)0

17.1.2 BFFRSHEIC & 1T B 3EER IS O

(1) ER=E
KR E TOMKRER (1990~19914E) 2B\ T,
W THEAE TR TR 220, 7a 79 7 (QEghk-
B TRN) DG ENT24B D 6 B ] BREEAERI
656%TH o720 TDHH BNIFHIFHIEETH > 720
A B 13 4/2451) (167%) THENT (A& 57245,
WINHBETZDOI D1 RIEZHRE AT A K29
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AFRFNZ L D E R G LRI L 720 720 RREOKE
g, 1990~19954F 12 EIN TR R R % 521 ) .
Tur g7 GEFHE - B T RV) G & 7212060
D6 H HAFZIL8LTU Th - 7227,
s g 7 kA 7N 128G L CRE L 7k
(1997~19984F) . A ZIX100% A IS AFEH L
THEBNZ4/7TH (571%) Tdholze 7T 5 THT
sz B (84]) TOMETIX, &flT
%%*jﬁuﬂfwﬁk%ﬁf%ﬁ% S, HEHRISIEFEEL 2 h o
7!:30 31 R

17.1.3 DIBHEIC $ 1T B3RS DN
UEBHIIZB A 792757 QESHE - 7 7)) Oif
SIS OFIHIRI R DL X T 22 (SHE AT —
%)

17.1.4 FHf8H8(C 3\ B 3EERIC O ME
BiRHEC BT S 70757 (G - 7 7 kIv) O
i S OHIHRI R AL X T 2395 (SLE AT
—%)

17.1.5 BEFEHEIC 35\ BIEER IS O ME
WA C B A 70757 (EERE - 7 7)) Off
S O B S T W Y (SLEIA 7 —
%)

17.1.6 /NRTEHEIC B T BRSO IE
INGWEIC B Tar ST GEghE - 1 7R LV) @
HiA SIS QI AR S T W B0 JLEIAT

—% > o
17.1.7 BBERAEIC B 1T B IEMRIC KR UBHER MEERD
b
[FRE#%E]

(1) ERATHRLES 1185 (211)) . DA HASE T 48548 (38
). EREMABLERR (667))

TR F TORBRRE (1991~19964E) 1I2BWT. B
BERAR R OBAR A 0HE 9% (GVHD) OFBi% HAYIZ
Tay 57 QEEE - hTRN) RS L 7126605,
FRICEEZ LI L., BRI EL % HaradeI LI L
DOGVHDDIHEIF186] (144%) Td - 72979,

7u 7T 7R A 9 BNIBS L O L7 (1996
~19984F )., grade Il Pl - ®»GVHD® 38 Bl % 12333 %
(3/9#) TH -7,

[asEiRsS]

(2) ERRER

FKEBIEF TOMRHE (1990~19934E) I2BWT, &
TR % OGVHD3BIZX L7075 7 (FEEHE - 7

1 6 4 S g E

TV) E¥E L, AMGVHD7/1361 (538%) MUY
12 PEGVHDI12/2661 (462%) 23H %) UL Lo F % /R
L7,

(EEFHENIE)

17.1.8 EINATEIEE I B R R CE NS MAB k& ER
W DBRIC BT, A7 a4 FRIOFG1Z X
S THREART. TEIERIZE Y A7 a4 FEIT
DGR i 7 4 By 8 T 7 48 )0 9 14490 1 2 B A7 SE A1)
(2704 K&l fiay) > 275 —BH%) 12z,
TaT T T h TN mEG LR 106 CRIIED
UER BT T2 BIRFEOUER ABLEET 4
B { SNTOIERI CRIGIER AT RE L 72 5 7261 %
AN (AN

AT 04 FHITIEIRDZED TS S LT B itk
b L I3l R o EiER R 2w R L L7
HBMAAREBRTIE, 0279780 7% 28BMES L.
BEHAT O A FHlORGEEY 7T 2 REEL LB L 72,
AREETIE, Sme/fRH/ 4 BOESGTATO A KA
i L. ERORENHF TE R VEAIZIE, AT
04 NRIOMEZIT-72, ZO/FE, #2701 4 A8
Tl EROGEZMIF LT T AT 04 FHIOWHE
R, PG TR 208 B O G TR 4 AR o A
FO4 FPEESE (XL Fovo s iEs) &, £
N2Nn491mg/H ) 1381mg/H Td - 72*,
A7 a4 FPEEHSEY (mg/H) OHER
Yo WA 7T KRB | HEBFEOTY0ES

[n=40] [n=40] [95 % 15 X i ]
5 5-Fla e | 13.78 +3.958 | 1388 +3.545 -
AL T HT - 158

1oy | 491 A0 | 6S1=ABI | 5500 01841

PR H —348
Lmpy | S81=4066 | 72327319 | o T oo
X7V F=vo g (*F¥=SD.)
Wy ) AAFE—- T T L REE
17.1.9 ENE MEEERHER
AF A FHIOFEGAZ L > TOEAT T, Mk
MO BEREFHEELELRC, Tars7h T
% 28 M P G- L 72 S MAHRERIZ BT, 8 BT (&
FFQMGA 2 7) oeExT . IFITHHATE A
FRIASEE S (PR ) ™.

HFFQMGR a7 DR
e G BAaf F I ZAbE
[n=10] [n=10] [n=10]
13.3+5.17 106+6.17 —27x226
(*F#+s.D.)

17.2 8LERGERAES
(FerEsEE)

17.2.1 BBHEIC S T BIEHRCOME [7.5 8]

(1) FEHERERE - NNRIFRIRE - REIEFIRAE
TR OFA (1996~20064E) (28135 1 4E BB
RO FEBRRAERIL, A (1,2336]) TlEFh
ZN986% K 1M958%. /MR (20561) TlRENER
99.3% K 10M97.3% Ty - 72",

17.2.2 FF#4EIC &\ 23R RICOIME] [7.5 2]

(1) EHERERE
TR EOFAT (1993~20034E) 1235135 6 71 HBFE
FERIE, A (24461) TIE741%. /NRE (504%1) T
13879% Tdh - 72,

17.2.3 DEEHEIC B 1T B IRMERISDOHNH

(1) FHRERE - REUEFIERAE
B OMATIZ BT 2 LB RIGEER (10681) @
128 BREAAFR R 128 BZREERIZT OIS 100%.
1278 BAEIEH SOBFEBLRIZ400% TH > 720 T72. 3
HERRE AR N O3 ERBFEERIZT TN H100%.
3 4R BREHEAG SUSFEBLERI350.0% T - 2%

17.2.4 FHTEHE(C B T B3RSO HE

(1) BEERRERE
TR ZOMAEIZ BT DB —IIGHER (1261) @
SERBETRL O SERBESERITTNH825%.
3 AR BAEHEAM SB S BIERI375.0% Tdh - 72,

17.2.5 BERHEIC & 1T B IEMBRICOINH

(1) BSE(FERRERE
B OMATIZ BT 2 R —RIGEIER (3561) @
4AF BB ATERE100% . 4 4F Bk AE 25 %12 78.3% .
4 AR BRGSO ZEHEFIE377% . 4 FR2MEA A
VHEBER12955% Tdh - 725,
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17.2.6 BEEBHEIC B T BIEHRRICRUBHERSBEERD
Ml [7.5 0]

(1) EARERE - NEERREE

[FRH% 5]
TR %O T (1999~20044F) 12 3B1F Bgrade I VL 1
OGVHD O RSB (BALZI00H B 1, A
(21561) Ti3441%. /KR (11761) Tiz408% TdH -
7—:56)0
B, KR E COMKEETIX. HLA®M A R M
BHED64.0% % EOTWzDl2xf L, HilgEoHHET
1321% Th - 770

[AEERS]
T OFA (1994~20044F) 12B1F 5 APEGVHDIC
X B EREIL, 568% (42/7411) T 72",

18. ERHEEIE

18.1 EFtER
Z ) AAL, THIRSERE LSO 7 viniE
AL RIETCEEICEE AR CH LIV Y =2
— ) U RMAESTLET, A A v EERIE R
ZAUHED S IIRIE R 2 RS

18.2 In vitrofEF

18. 2. 1 THIBE RIS Ic L 2 THIBE 220 4 % —a A
(L) -2k 04 > % —7 0y (IFN)-y DA% bHF,
PEBSESEIN T a . IL-18 K O'IL-6%% @ i A b ¥l 3

éSS)\GO)O
18.2.2 5% % LIGL o> B B 25 O Bl | 26§ 2 A

VS L RIS T 2 R AT S LT Y

18.3HEIC ¥ B 1EH

18.3.1 [ RAE L (D=2 4 FLY | 4 2%
F v M) 2B B BRI EEAG SOG & B L A
HIMZITEE X5,

18.3.2 7 v NEANTFOMRAE K O A X PIPRFETR I X 2 il
LEHEOAIE, 52 O BN TN k3 2 B s
HER R T2,

18.3. 3B HmERET L (A7, 59 %) 12
BT, BRER hE G 2 B L AR A T E
28D,

18.3AFRMETIL (L, 4270 59 1) L8
HWEFIL (5 M2, eV (£ 2)® RO
BHETL (4 2)™ 12B1F B B OG22 30
L, AHFHEEZIEE XS5,

18.4 EEMHENEICH T 2 /EH
FIEHIENIEETI (T b)) I2BWT, Hi7T kT
I SRR OTEEZBIHI L. B SSEERINERE
MOEEEZLET S,

19. B3RP ICET 2 BIEZHAR

—fk% & 7 a) A AR (Tacrolimus Hydrate)

1b42% © (3S, 4R, 5S, 8R, 9E, 12S, 14S, 15R, 16S, 18R,
19R, 26aS)-5, 19-Dihydroxy-3- {(1E)-2-
[(1R, 3R, 4R)-4-hydroxy-3-
methoxycyclohexyl]-1-methylethenyl} -14,
16-dimethoxy—4, 10, 12, 18-tetramethyl-8-
(prop—2-en-1-yl1)-15, 19-epoxy-5, 6, 8, 11,
12, 13, 14, 15, 16, 17, 18, 19, 24, 25, 26, 26a—
hexadecahydro-3H-pyrido[2, 1-¢][1, 4]
oxaazacyclotricosine-1, 7, 20, 21 (4H, 23H) -
tetrone monohydrate

473 0 CuHeoNOy: - HoO
T - 82203
B0 130~133T

SEAREL 100080 (1-F 27 % 7 —)v/7K%)
PRy 7 m) A A KL L O 55 5 DA
HoHKRTHDL, A=V NiFTsy ) —
)V (995) I2HED THEITRT (. N, N-V A
FIVRNVLAT I FXE s 7 =) (95) (2
WFRT <, KIZIFEAERE TRV,

22 .34
(7B 5 75E0.2mg)

504
(7047 7 1 mg)

50,

23. EE Xk
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9) FMHRERE 5 v b - AEREEYE (DIR940072)

10) AfEES b FBAH 1994; 29 (3) : 294-313
[PRG-02352]

11) MRS - NEE RS - S ERE (DIR080173)

12) HAsis#  BRBARE - EWEE (DIR080174)
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(DIR160018)
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400mg/kefRE/H, 5 HIEEH L5 OA DT, 95.4% (145/152) T
»H, 200mg/kefhdE/H, 5 HIMEEHEGHD87.1% (128/147) 12k L,
HEIZER T GEDI5 % IEHHIX 114.0~10.8%) °.
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1M N=2 Tk Sen TR
PGSR 54y AL | [95% 2 HEX ]

(ZFéi‘E}ﬁ;WII) 61.8+10.6 | 73.6+9.7 | 11.8£8.0 19
(70__];§ 14f51) 64.7£9.0 | 74.6+10.9 | 9.9+8.3 [-48, 8.5]
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N=2 T BEHE
F4 v Ralilis | [95 % 3 HEIX R
AHIHE
(23f3i)) 18.0+7.3 14.7+6.1 | -3.3+3.4 0.2
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. BRICKHT BRR"

C proteingB8M~ 7 ZfHJRETNIZEB N, 7L F=vua Dt
12 & O AR~ o J i M e A3 & 7z,

. ERNEEHENEICHT 3R

FAWGAZ LD, T v b IR A C R TS E T T LIS 0D
T, BATEREOIKT 280 L 7.

. 1gG2IC K B MEH DB BEMN R

i 2 BRTAT G AR o3 BERR L= U €, A M DIgGH 72 7 2 D CidIgG2
PSRRI R L, FhEkOaGBRERzEETI L L8, <
¥ Z ML A & OMIE B OWD % 78 7=

. HIRF—ROHREICT BB ENRY

HLA-A2EEEETIL VY 7 2280 T, AFNZHHEIKIFIIZHIHLA-A2
ik 2 i & 8, MARAEERTO S5 2 Sl L 7=,

[REV EDixE]
SRORIE « ARNTHEEMHR BN T 2 e s, ARIERG L

7=

Hiaid, B (Roet), oGRS (vy ES), 5 LR

P AR 2 REORY, EASELEL, Dkl L b20FMERT 52

L.

* [EEBEM]
PR ) 2 2 BT A FOEO L, WU FEEY 5 2

1.

IS

SN TIEERS Y502 35 1 % 2,000mg/ kgt EE 1 181 5-C o gIlEH R 81,
FRRAIAREIZB S 2 7 — 2 2 4UET 2 BT, st 2 il 2 52
g sz L.

HLNF— BB 5 T 2 HTRIBREME

PN F —HURBPER A 35 0 2 TSR I DV T, EINTORER
IEFI AR TIRE N T Zen s, BLEIRGER, —ERDIERIZ R
57 — ANEMEND F TOMIE, ARG % 51 6T R A 4 9
Mg Z ik, KAORENROANEZBET 27— 5 & FH
WL, AAROWEIEMHICBE L EEH TS Z L.

(& %]

#7707 2 IH5%%85%0.58/10mL 10mL 1K
#7071 2 IH5%E5E1g/20mL 20mL 1K
#7071 »IH5%E852.58/50mL 50mL 1K
#7871 2 IH5%E8E5g/100mL 100mL 1K
#7071 > IH5%#85E10g/200mL 200mL 1K
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EERAICIE, T2 Y X7 7 GRIEETHER) & LT, 1E600mg
55 & BT 5. I 54 . 8 L E OB CHERS % &0
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16.1.1 EAZEIIHEEHER C07-001 (AEGIS study)
FOEEBANE 70 €Y RIERE ICAFI600mg % 3 1 8] TEH4H.
Z D A% 5 A8F1900mg % 25812 1 [ O 5EE TEFSEERIR %
ELZROMEPBEEZ. TROX D ICHER L. 2. %5128
BICBIAIMEFR T 78EZ116.5210.934g/mLTdH >
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FEHERMAE 7 0 E 2V RIERE (436)) 12 AAI600mg % & 1 [H
TEHEL Z 0 A% 2 5 AKF900mg % 23812 1 B0 SEE TEH1 1
EFERARS LzBOMEF > 7EEIX %5 LHER4S. 1+
3.81 pg/mL.#54HK113.5+8.70 u g/mL. #5638k 104.3
+8.65 ug/mL.#%5128196.5+9.38 u g/mL. % 52658k
101.8+10.84 ug/mLT® - 7z (n=40~42),

16.1.3 ;&515511#E55%8 C04-002 (SHEPHERD study)
FRIEEREANE T O E VRERE (976]) 1ICAF600mg % 38 1 [0]
TEH4MEl. Z o LER# 2 5 AF900mg % 23812 1 [l O 65 T 524
EERAZES LzEBOMEF N5 7EEIL &5 1ERKR45.8+
3.00 pg/mL. #5458 K104.5+5.08 1 g/mL. #5638k 100.6
+5.77 ng/mL. ¥ 5128892.6 +£5.36 ug/mL. % 5260
98.4%+6.63 ug/mL.#%552EK110.3£8.92 ug/mLTdH -7z
(n=92~96),
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AR F 5 5 v o FE S A S I BR B A RE 1% B AR 35 IS AR A 1 [m]
600mg X 14 1200mg# 23812 1 [ S TEIRAIL S L 7= IO 1%
5120 g g E = 8E Lz,

. [BE2ER o mEEE (1g/mL)
w | BE | ERSE S S
8% 27.3kg 600mg 553.6 352.1
6% 18.9kg 600mg? 524.1 384.8
31% 53.9kg 1200mg 517.1 377.1
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FE RIS M PR ERERE MR BE R (1741) ICARFI900mg % 3E 1 [ T
Ft4MEl. Z 0 AR 5 A#]1200mg 2 23812 1 [ O S TEIRN
BELROBSIHEOMER Y — 7 BEIX188.3+47.1 ng/
mLTH 0. MEH N T 7 BEERE4ERE152.661.8 ug/mL.
5263 K194.8+83.1 ug/mLTH -7 (n=13~16),

16.1.6 8515511185158 C08-003A/B
FEBTVA M PR BREREARBE B (2041) ICAAIO0O0mg % E 1 [ T
gt4lml, Z o A% A 5 AKF#]1200mg 2 23812 1 [8] D 4HE TEIRN
BELZEOBSIHEOMEF Y — 7 BE13222.7£489 ng/
mLTH 0. MER b T 7REIIHR54ER222.4£53.3 1 g/mL.
B 526i8K276.8+101.0 ug/mLTd -7z (n=18~20),

(2 SREEHEIE)

16.1.7 SIIMEEEFHEFER ECU-MG-301
LG RIEEHBAERSE (626 (HARANBEIfZE L)) ICARA
900mg % 38 1 [\ TET4[El, Z D LK # 2 5 AFI1200mg % 23812 1
B OSEE TEIRNIS Lz RORSIHEOMER Y — 7 BEIX
336*x112ug/mLTH Y. IMEH ~ T 7 REIIHRG4ER373+
135 ug/mL #&526/88341 172 ng/mLTd - 7z (n=57 ~
61). HARAEE B oMiEF L — 7 EBERCIES b 7EE
EHEABED5~958—t > ¥ A LOHENTH - 720

*%16.1.8 SIIEERFHLRHR ECU-MG-303

12~ 17 TIRE30kgM Lo ST BEREFHENERE (114 (B4
NEBE3I% & t)) 12 fkEICHS & AFI600mg X i2900mg %58 1
[BlTET2 13400, £ @ AR Z » 5 £FI900mg X ik 1200mg = 2
B EOHE THIRNES LZRORSIHEOMEH L -2
WEIE523£213 ug/mLTH Y MEF 7 7RE IR G4EE
484+111 pg/mL.#52658K434+172 pg/mLT&H - 7z (n=9
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16.1.9 SIIMEEFHEFHERECU-NMO-301
RERERRARY b7 ABERE (OSH (HARANEE 2 &
) ICARRI00mg % @1 B TEH4E. Z @ 1B %D 5 KA
1200mg % 25812 1 B OSEE TEIRNI G L - RO 51 HE oIl
BEHRE— 2 BEIE359£103ug/mLTH Y. MiEF T 7 BEX
BE54ERA322169 ng/mL . #5488KF420+218 pg/mLT
» -7z (n=65~94) . HANEE (9f) D MIEH ¥ — 27 R E R UL
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17.1.1 EAEEIEEEER C07-001 (AEGIS study)
W 2EE DI R MERER M A8 AT & I & 1, R Bk O GPIRIE
ARIER 7 0 — > (PNHY 1 711 OFFEL A 10%LL EOFKIE®R
BIANEZ O C Y REBRE296 %265 & L. AFI600mg%E1 [EHT
Ft4ME. 20 1A% A 5 AKFI900mg % 258 12 1 Bl D48 TH5EE
MRS L7z oN— 2 T A > OLDH (58 [R/ME. R AE]) &
1,814.0U/L[627.8U/L.3,642.5U/L].# 512588 ®LDHIZ
244.0U/L[187.0U/L.2,715.0U/L1 T&% 9 .LDHOE T #58%
5N 7z (p<0.0001, WilcoxonD & SHEREE) >,
BIVE PSR 13 ARA 58 T93.1%(27/298) TH > 1= E 7
BIfERIE B8R (51.7%)  BRIRTE S (37.9%) B (20.7%) TH -
7z

17.1.2 ;B EEII1#E588R C04-001 (TRIUMPH study)
BEIEMICD L & HAERMBREM 22 TB Y RIMERF O
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