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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

ATGAM?® (lymphocyte immune globulin, anti-thymocyte globulin
[equine]), sterile solution for intravenous use only
Initial U.S. Approval: 1981

WARNING: ANAPHYLAXIS
See full prescribing information for complete boxed warning.

Antithymocyte globulins can cause anaphylaxis when injected
intravenously. Although ATGAM is processed to reduce the level of
antibodies that will react to non-T cells, physicians should be prepared
for the potential risk of anaphylaxis and monitor patients for signs and
symptoms during infusion.

--------------------------- INDICATIONS AND USAGE

ATGAM is an immunoglobulin G indicated for:

e Renal transplant rejection. (1.1)

e Aplastic anemia (moderate to severe) in patients unsuitable for bone
marrow transplantation. (1.2)

e Limitations of Use: The usefulness of ATGAM has not been
demonstrated in patients with aplastic anemia who are suitable candidates
for bone marrow transplantation or in patients with aplastic anemia
secondary to neoplastic disease, storage disease, myelofibrosis, Fanconi’s
syndrome, or in patients known to have been exposed to myelotoxic
agents or radiation. (1.2)

Intravenous use only.

Indication Dosage

Renal transplant rejection 10 to 15 mg/kg daily intravenously for
14 days; additional alternate-day therapy
up to a total of 21 doses may be given.

@.1)

Aplastic anemia 10 to 20 mg/kg daily intravenously for 8
to 14 days; additional alternate-day
therapy up to a total of 21 doses may be

given. (2.1)

----------------- DOSAGE FORMS AND STRENGTHS------------=-===-=—-
ATGAM 50 mg/mL concentrate for solution for infusion. (3)

CONTRAINDICATIONS

Systemic reaction (e.g., anaphylactic reaction) during prior administration
of ATGAM or any other equine gamma globulin preparation. (4)

------------------- WARNINGS AND PRECAUTIONS ------mnmmmemmmmeeem
Discontinue ATGAM if anaphylaxis occurs. (5.1)

Serious immune-mediated reactions, including anaphylaxis, have been
reported. To identify those at greatest risk, skin testing before treatment is
strongly recommended. (5.1)

Monitor patients for concurrent infection, including cytomegalovirus. (5.2)
Do not administer live vaccines to patients about to receive, receiving, or
after treatment with ATGAM due to a potential of uncontrolled viral
replication in the immunosuppressed patient. (5.3)

ADVERSE REACTIONS

The most common (>10%) adverse reactions are pyrexia, chills, rash,
thrombocytopenia, leukopenia and arthralgia. (6.1)

To report SUSPECTED ADVERSE REACTIONS, contact Pfizer Inc. at
1-800-438-1985 or FDA at 1-800-FDA-1088 or www.fda.gov/medwatch.

DRUG INTERACTIONS

Previously masked reactions to ATGAM may appear following reduced
doses of immunosuppressants. (7)

------------------- USE IN SPECIFIC POPULATIONS --------m--mmmmmmmmeee
Pregnancy: Use only if the potential benefit justifies the risk. (8.1)
Nursing Mothers: Discontinue nursing when administering ATGAM. (8.3)
Geriatric: Start dosing at the low end of the dosage range. (8.5)

See 17 for PATIENT COUNSELING INFORMATION.

Revised: 8/2021
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FULL PRESCRIBING INFORMATION

WARNING: ANAPHYLAXIS

Antithymocyte globulins can cause anaphylaxis when injected intravenously. Although ATGAM is
processed to reduce the level of antibodies that will react to non-T cells, physicians should be prepared
for the potential risk of anaphylaxis and monitor patients for signs and symptoms during infusion.

1 INDICATIONS AND USAGE

1.1 Renal Allograft Rejection

Renal transplant rejection: ATGAM is indicated for the management of allograft rejection in renal transplant
patients; when administered with conventional therapy at the time of rejection ATGAM increases the frequency
of resolution of the acute rejection episode [see Clinical Studies (14.1)].

1.2 Aplastic Anemia

ATGAM is indicated for the treatment of moderate to severe aplastic anemia in patients unsuitable for bone
marrow transplantation [see Clinical Studies (14.2)].

The usefulness of ATGAM has not been demonstrated in patients with aplastic anemia who are suitable
candidates for bone marrow transplantation or in patients with aplastic anemia secondary to neoplastic disease,
storage disease, myelofibrosis, Fanconi’s syndrome, or in patients known to have been exposed to myelotoxic
agents or radiation.

2 DOSAGE AND ADMINISTRATION

ATGAM is intended for intravenous use only.

ATGAM is used with concomitant immunosuppressants. During repeat courses of ATGAM, observe patients
for signs of allergic reactions [see Warnings and Precautions (5.1)].

2.1 Dose

Renal Allograft Recipients

e Renal transplant rejection: The recommended dose is 10 to 15 mg/kg daily intravenously for 14 days.
Additional alternate-day therapy up to a total of 21 doses may be given.

Aplastic Anemia (Moderate to Severe)

The recommended dose is 10 to 20 mg/kg daily intravenously for 8 to 14 days. Additional alternate-day therapy
up to a total of 21 doses may be given. Because thrombocytopenia can be associated with the administration of
ATGAM, patients receiving it for the treatment of aplastic anemia may need prophylactic platelet transfusions
to maintain platelets at clinically acceptable levels.



Geriatric population (=65 years of age)

Select the dose for an elderly patient with caution, starting at the low end of the dosage range [see Use in
Specific Populations (8.5)].

2.2

Preparation and Administration

Preparation of Solution

Visually inspect parenteral drug products for particulate matter and discoloration prior to administration,
whenever solution and container permit. However, because ATGAM is a gamma globulin product, it
can be transparent to slightly opalescent, colorless to faintly pink or brown, and may develop a slight
granular or flaky deposit during storage. Do not shake ATGAM (diluted or undiluted) because excessive
foaming and/or denaturation of the protein may occur.

Dilute ATGAM for intravenous infusion in an inverted bottle of sterile vehicle so the undiluted
ATGAM does not contact the air inside. Add the total daily dose of ATGAM to the sterile vehicle (see
Compatibility and Stability). Do not exceed a concentration of 4 mg of ATGAM per mL. Gently rotate
or swirl the diluted solution to effect thorough mixing.

Administration

Diluted ATGAM should be at room temperature before infusion. ATGAM is appropriately administered
into a vascular shunt, arterial venous fistula, or a high-flow central vein using an in-line filter with a pore
size of 0.2 to 1.0 micron. Use the in-line filter with all infusions of ATGAM to prevent the
administration of any insoluble material that may develop in the product during storage. Use high-flow
veins to minimize the occurrence of phlebitis and thrombosis. Do not infuse a dose of ATGAM in less
than 4 hours. Always keep appropriate resuscitation equipment at the patient’s bedside while ATGAM is
being administered. Observe the patient continuously for possible allergic reactions throughout the
infusions [see Warnings and Precautions (5.1) and Adverse Reactions (6)].

Compatibility and Stability

Once diluted, ATGAM has been shown to be physically and chemically stable for up to 24 hours at
concentrations of up to 4 mg per mL in the following diluents: 0.9% Sodium Chloride Injection,

5% Dextrose and 0.225% Sodium Chloride Injection, and 5% Dextrose and 0.45% Sodium Chloride
Injection.

Do not dilute ATGAM in Dextrose Injection, USP, as low salt concentrations may cause precipitation.
Do not use highly acidic infusion solutions since these solutions may contribute to physical instability
over time.

Store diluted ATGAM at room temperature. The diluted solution must be infused within 24 hours
(including infusion time).

3 DOSAGE FORMS AND STRENGTHS

ATGAM 50 mg/mL concentrate for solution for infusion



4 CONTRAINDICATIONS

Do not administer ATGAM to a patient who has had a systemic reaction (e.g., anaphylactic reaction) during
prior administration of ATGAM or any other equine gamma globulin preparation [see Warnings and
Precautions (5.1)].

5 WARNINGS AND PRECAUTIONS
5.1  Hypersensitivity

Serious immune-mediated reactions have been reported with the use of ATGAM. Clinical signs associated with
anaphylaxis, other infusion associated reactions, and serum sickness have been reported.

Discontinue ATGAM if anaphylaxis occurs. A systemic reaction such as a generalized rash, tachycardia,
dyspnea, hypotension, or anaphylaxis precludes any additional administration of ATGAM.

Skin Testing

To identify those at greatest risk of systemic anaphylaxis, skin testing potential recipients is strongly
recommended before commencing treatment. A conservative, conventional approach would first employ
epicutaneous (prick) testing with undiluted ATGAM. If the subject does not show a wheal ten minutes after
pricking, proceed to intradermal testing with 0.02 mL of a 1:1000 v/v (volume/volume) saline dilution of
ATGAM with a separate saline control injection of similar volume. Read the result at 10 minutes: a wheal at the
ATGAM site 3 or more mm larger in diameter than that at the saline control site (or a positive prick test)
suggests clinical sensitivity and an increased possibility of a systemic allergic reaction should the drug be dosed
intravenously.

The predictive value of this test has not been proven clinically. Allergic reactions such as anaphylaxis have
occurred in patients whose skin test is negative. Also, skin testing done as described above will not predict for
later development of serum sickness. In the presence of a locally positive skin test to ATGAM, serious
consideration to alternative forms of therapy should be given. The risk to benefit ratio must be weighed. If
therapy with ATGAM is deemed appropriate following a locally positive skin test, treatment should be
administered in a setting where intensive life support facilities are immediately available and a physician
familiar with the treatment of potentially life threatening allergic reactions is in attendance.

5.2 Transmissible Infectious Agents
Because ATGAM is made from equine and human blood components, it may carry a risk of transmitting
infectious agents, e.g., viruses, and, theoretically, the Creutzfeldt-Jakob disease (CJD) agent.

No cases of transmission of viral diseases or CJD have been associated with the use of ATGAM.

All infections suspected by a physician possibly to have been transmitted by this product should be reported by
the physician or other healthcare provider to Pfizer, Inc. at 1-800-438-1985.

Monitor patients for concurrent infection. Some studies have suggested an increase in the incidence of
cytomegalovirus infection in patients receiving ATGAM.

5.3 Immunizations

Do not administer live vaccines to patients about to receive, receiving, or after treatment with ATGAM.
Concomitant administration of ATGAM with live virus vaccines carries a potential of uncontrolled viral



replication in the immunosuppressed patient. There is insufficient information to fully define the extent of the
risk, or the period of time during which the risk exists. If administered, live viruses may interfere with ATGAM
treatment.

5.4 Hepatic and Renal Function Tests

In patients with aplastic anemia and other hematologic abnormalities who have received ATGAM, abnormal
tests of liver function (SGOT, SGPT, alkaline phosphatase) and renal function (serum creatinine) have been
observed.

6 ADVERSE REACTIONS

The most clinically significant adverse reactions are anaphylaxis, infection, thrombocytopenia, leukopenia,
arthralgia, edema, bradycardia, and abnormal renal and liver function tests.

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

reflect the rates observed in clinical practice.

The safety of ATGAM has been evaluated in 367 patients with renal transplant and 109 patients with aplastic
anemia.

The renal transplantation and aplastic anemia patients received a similar dosing regimen, and these data were
pooled to obtain the frequencies listed in Tables 1 and 2 below.

The most commonly reported adverse reactions (occurring in greater than 10% of patients) are pyrexia, chills,
rash, thrombocytopenia, leukopenia and arthralgia.

Table 1. Adverse Reactions Occurring in >1% of Patients who Received ATGAM

Adverse Reaction®? ATGAM
Frequency (%)
(N =476)
Pyrexia 39.5
Chills 26.5
Rash 25.6
Thrombocytopenia 21.6
Leukopenia 17.9
Arthralgia 17.2
Urticaria 9.2
Headache 53
Pruritus 4.6
Nausea 4.2
Infection 3.4
Vomiting 3.4
Thrombophlebitis 3.2
Hypertension 2.9




Adverse Reaction®? ATGAM
Frequency (%)
(N =476)
Hypotension 2.9
Diarrhea 2.9
Abdominal pain upper 2.7
Chest pain 2.7
Infusion site pain 2.1
Edema 2.1
Bradycardia 1.5
Back pain 1.5
Lymphadenopathy 1.3
Arteriovenous fistula thrombosis 1.3
Dizziness 1.1
Dyspnea 1.1
Tachycardia 1.1
Liver function test abnormal 1.0

2 Percentages are treatment-emergent all-causality events
b Medical Dictionary for Regulatory Activities (MedDRA) Preferred Terms

Table 2. Adverse Reactions Occurring in <1% of Patients who Received ATGAM

Adverse Reaction®? ATGAM
Frequency (%)
(N =476)
Convulsion 0.8
Pleural effusion 0.8
Night sweats 0.8
Serum sickness 0.6
Hyperglycemia 0.6
Stomatitis 0.6
Renal function test abnormal 0.6
Herpes simplex 0.4
Agitation 0.4
Hiccups 0.4
Proteinuria 04
Asthenia 04
Malaise 0.4
Wound dehiscence 04
Anaphylactic reaction 0.2
Encephalitis 0.2
Paresthesia 0.2
Renal artery thrombosis 0.2
Iliac vein occlusion 0.2
Laryngospasm 0.2
Pulmonary edema 0.2
Dermatitis allergic 0.2
Periorbital edema 0.2




Adverse Reaction®? ATGAM
Frequency (%)
(N =476)
Toxic epidermal necrolysis 0.2

2 Percentages are treatment-emergent all-causality events
b Medical Dictionary for Regulatory Activities (MedDRA) Preferred Terms

6.2 Post-Marketing Experience

The following adverse reactions have been identified during post approval use of ATGAM. Because 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 drug exposure.

Infections and infestations: Hepatitis viral, Localized infection, Systemic infection

Blood and lymphatic system disorders: Anemia, Eosinophilia, Granulocytopenia, Hemolysis, Hemolytic
anemia, Neutropenia, Pancytopenia

Psychiatric disorders: Confusional state, Disorientation

Nervous system disorders: Dyskinesia, Syncope, Tremor

Cardiac disorders: Cardiac failure congestive

Vascular disorders: Deep vein thrombosis, Vasculitis

Respiratory, thoracic and mediastinal disorders: Apnea, Cough, Epistaxis, Oropharyngeal pain

Gastrointestinal disorders: Abdominal pain, Gastrointestinal hemorrhage, Gastrointestinal perforation, Oral
pain

Skin and subcutaneous tissue disorders: Hyperhidrosis

Musculoskeletal and connective tissue disorders: Flank pain, Muscle rigidity, Myalgia, Pain in extremity
Renal and urinary disorders: Kidney enlargement, Kidney rupture, Renal failure acute

Congenital, familial and genetic disorders: Aplasia

General disorders and administration site conditions: Infusion site erythema, Infusion site swelling, Pain
7 DRUG INTERACTIONS

Previously masked reactions to ATGAM may appear when the dose of corticosteroids and other
immunosuppressants is being reduced.



8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy

ATGAM was not teratogenic in rats or monkeys at a dose up to 20 mg/kg. However, 20 mg/kg/day ATGAM for
16 days during organogenesis in cynomolgus monkeys was fetotoxic. No fetal or maternal toxicity was seen
with 10 mg/kg/day ATGAM administered for 16 days during organogenesis [see Nonclinical Toxicology

(13.1)].

There are no adequate and well-controlled studies in pregnant women. It is also not known whether ATGAM
can cause fetal harm when administered to a pregnant woman or can affect reproduction capacity.

ATGAM should be used during pregnancy only if the potential benefit justifies the potential risk to the fetus.
8.3 Nursing Mothers

In animal studies, a single dose of ATGAM up to 40 mg/kg was not detected at the limit of quantification in the
milk of lactating cynomolgus monkeys. It is not known whether ATGAM is excreted in human milk. Because
many drugs are excreted in human milk and because of the potential for serious adverse reactions in nursing
neonates and infants from ATGAM, a decision should be made whether to discontinue nursing or to discontinue
the drug taking into account the importance of the drug to the mother.

8.4 Pediatric Use

Experience with children has been limited. ATGAM has been administered safely to a small number of
pediatric renal allograft recipients and pediatric aplastic anemia patients at dosage levels comparable to those in
adults.

8.5 Geriatric Use

Clinical experience in a limited number of elderly patients (>65 years of age) has not identified differences in
responses between the elderly and younger patients. The dose for an elderly patient should be selected with
caution, starting at the low end of the dosage range, reflecting the greater frequency of decreased hepatic, renal,
or cardiac function, and of concomitant disease or other drug therapy in this age group.

10 OVERDOSAGE

The maximum tolerated dose of ATGAM Sterile Solution would be expected to vary from patient to patient due
to the biological nature of the product. The largest single daily dose known to be administered to a patient (renal
transplant recipient) was 7,000 mg administered at a concentration of approximately 10 mg/mL Sodium
Chloride Injection, USP, seven times the recommended total dose and infusion concentration. In this patient, the
administration of ATGAM was not associated with any signs of acute intoxication or late sequelae.

A maximum therapeutic dose has not been established therefore the definition of overdose for ATGAM has not
been clearly defined. Some renal transplant patients have received up to 50 doses in 4 months, and others have
received 28-day courses of 21 doses followed by as many as 3 more courses for the treatment of acute rejection.
The incidence of toxicologic manifestations did not increase with any of these regimens; however, close
monitoring of the patient is recommended.



11 DESCRIPTION

ATGAM Sterile Solution contains lymphocyte immune globulin, anti-thymocyte globulin [equine]. It is the
purified, concentrated, and sterile gamma globulin, primarily monomeric IgG, from hyperimmune serum of
horses immunized with human thymus lymphocytes. ATGAM is a transparent to slightly opalescent aqueous
protein solution. It may appear colorless to faintly pink or brown and is nearly odorless. It may develop a slight
granular or flaky deposit during storage [see Dosage and Administration (2.2)].

Precise methods of determining the potency of ATGAM have not been established, thus activity may potentially
vary from lot to lot. Before release for clinical use, each lot of ATGAM is tested to assure its ability to inhibit
rosette formation between human peripheral lymphocytes and sheep red blood cells in vitro. In each lot,
antibody activity against human red blood cells and platelets is also measured and determined to be within
acceptable limits. Only lots that meet the acceptance criteria for pyrogens and test negative for antihuman serum
protein antibody and antiglomerular basement membrane antibody are released.

Each milliliter of ATGAM contains 50 mg of horse gamma globulin stabilized in 0.3 molar glycine to a pH of
approximately 6.8.

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

ATGAM is composed of antibodies that bind a wide variety of proteins on the surface of lymphocytes. In
addition, ATGAM binds to granulocytes, platelets, bone marrow cells, and other cell types. The mechanism of
ATGAM-induced immunosuppression has not been determined. Published data indicate that the primary
mechanism is the depletion of circulating lymphocytes, with greatest effect on T lymphocytes. Lymphocyte
depletion may be caused by complement dependent lysis and/or activation-induced apoptosis. In addition,
immunosuppression may be mediated by the binding of antibodies to lymphocytes which results in partial
activation and induction of T lymphocyte anergy.

The mechanism of ATGAM therapy for aplastic anemia is attributed to its immunosuppressive actions. In
addition, ATGAM directly stimulates the growth of hematopoietic stem cells and release of hematopoietic
growth factors such as interleukin-3 and granulocyte/macrophage colony stimulating factor.

12.3 Pharmacokinetics

Distribution

During infusion of 10 to 15 mg/kg/day, the mean peak value (n = 27 renal transplant patients) was found to be
727 =310 pg/mL.

Metabolism and Elimination

The half-life of equine immunoglobulin after ATGAM infusion was found to be 5.7 + 3.0 days in one group of
recipients. The range for half-life was 1.5 to 13 days.



13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
Carcinogenicity studies have not been conducted on ATGAM.

In fertility studies, ATGAM at doses 10, 20 and 40 mg/kg/day was administered to cynomolgus monkeys
(Macaca fascicularis) for 14 days either before (male monkeys) or before and after (female monkeys)
cohabitation with untreated mates. ATGAM treatment was not associated with male or female hormonal or
copulation behavior changes. A decrease in fertility index in female monkeys receiving ATGAM was seen.
Female toxicity, including death, was observed with ATGAM doses of >20 mg/kg/day. While the etiology of
this toxicity is uncertain, it may be attributed to hemolytic anemia due to cross-reactivity of ATGAM to a
monkey red blood antigen.

In embryo-fetal toxicity studies, ATGAM was administered to rats and cynomolgus monkeys for 11 and

16 days, respectively during organogenesis. In rats, hypoplastic cervical vertebrae, a finding consistent with
delayed skeletal development, were observed in fetuses whose dams received ATGAM at doses of

100 mg/kg/day during organogenesis. In monkey reproduction studies, maternal toxicity (vaginal bleeding,
decreased body weight and loss of appetite) was observed with ATGAM doses >20 mg/kg/day after 16 days of
dosing. Fetal deaths occurred in dams treated with 20 mg/kg/day ATGAM earlier in organogenesis (days
20-35), but not when treatment was given at a later part of organogenesis (days 35-50). The maternal and fetal
deaths were attributed to maternal anemia due to red blood cell antigen that humans do not share. Therefore,
this toxicity is not considered relevant to human fetal development.

14 CLINICAL STUDIES
14.1 Renal Allograft Rejection

Renal Transplant Rejection

US Studies

The effectiveness of ATGAM for treatment of acute allograft rejection was evaluated in three different
treatment applications: as a substitute for standard therapy, in conjunction with standard therapy at the time of
diagnosis of the first rejection episode, and in conjunction with standard therapy in steroid resistant rejection
episodes.

A randomized controlled trial of the use of ATGAM as a substitute for standard therapy for treatment of the
first acute rejection episode was conducted at one transplant center in recipients of living related renal
allografts. A total of 22 patients were studied; 11 in each of the two treatment groups [ATGAM versus standard
therapy (bolus doses of Solu-Medrol®)]. Patients randomized to the ATGAM group received 14-21 doses of
ATGAM therapy, starting on the day the rejection was diagnosed. ATGAM was administered daily according
to a dose-by-rosette regimen which resulted in a mean daily dose of approximately 15 mg/kg. Patients
randomized to the control group received Solu-Medrol® at a dosage of 15 mg/kg starting on the day the
rejection was diagnosed, administered either daily or on alternate days for 3 to 7 doses to complete a maximum
total dose of 5,000 mg for the course of the rejection episode. In this study, ATGAM was at least effective as
standard therapy for treatment of acute allograft rejection. All 11 ATGAM treated patients achieved resolution
of first rejection compared with 10/11 control patients. At one year, the functional graft survival rate was 91%
in the ATGAM group (10/11) and 64% in the control group (7/11). Patient survival was similar in the two
treatment groups (11/11 ATGAM patients versus 10/11 control patients).
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The effect of ATGAM when administered in conjunction with standard therapy at the time of diagnosis of the
first rejection episode was studied under two different protocols with cadaveric and living related renal
transplant patients. The results from these studies demonstrate the efficacy associated with the addition of
ATGAM to standard therapy for treatment of the first rejection episode in renal allograft recipients. In Study 1,
a randomized controlled, two center trial of ATGAM use for treatment of acute rejection in cadaveric renal
transplant patients, the addition of ATGAM to standard rejection therapy (methylprednisolone sodium
succinate) resulted in an increased frequency of resolution of the first acute rejection episode which was
statistically significant (p <0.01). ATGAM-treated patients achieved a rejection resolution rate of 80% (36/45)
compared with 54% (25/46) in the control group. There was a statistically significant improvement in functional
graft survival favoring the ATGAM group (p <0.01), and a statistically significant steroid sparing effect during
the first rejection episode among patients in the ATGAM group. There was no difference in the patient survival
rate between the two treatment groups. Study 2 was a randomized controlled trial conducted at five different
transplant centers. In this study, the addition of ATGAM to standard rejection therapy (bolus doses of
Solu-Medrol®) for treatment of acute rejection in recipients of living related renal transplants resulted in an
increased frequency of rejection resolution and improvement in functional graft survival. Due to the small
sample size, the difference between the ATGAM group and the control group in functional graft survival rate
did not achieve statistical significance. Marginal statistical significance was demonstrated in rejection reversal
rate and intravenous steroid sparing among ATGAM patients (p=0.10 and p=0.07). Patient survival rates were
similar in the two treatment groups.

Results from randomized controlled trials in patients with first acute renal allograft rejection episodes refractory
to conventional steroid therapy have demonstrated that ATGAM, when administered in conjunction with
standard therapy, yields efficacy results superior to those of standard therapy alone. One study investigated two
different regimens of ATGAM; immediate and delayed therapy. Patients were enrolled at the time of first
rejection episode and randomized among three treatment groups: control (no ATGAM), immediate ATGAM,
and delayed ATGAM. Patients in all three treatment groups received standard rejection therapy in the form of
bolus doses of Solu-Medrol® 15 mg/kg/day IV, while patients in the two ATGAM groups received ATGAM
therapy in addition to Solu-Medrol®. In the immediate ATGAM group, ATGAM administration started at the
time of diagnosis of rejection (concurrent with standard therapy). In the delayed ATGAM group, ATGAM
administration started on rejection day 4 (following the first three doses of Solu-Medrol®). Patients in both of
the treated groups received from 10 to 21 doses of ATGAM. Results favored the two ATGAM groups (and
particularly the immediate ATGAM group) in both outcome of first rejection and functional graft survival. The
improvement in functional graft survival was statistically significant (p=0.05). There was also a statistically
significant difference in patient survival rate favoring the ATGAM-treated groups (p=0.02).

The effectiveness of ATGAM for reversal of acute renal allograft rejection was also demonstrated in other
controlled studies performed in various medical centers. In these studies, ATGAM was administered at time of
diagnosis of the first rejection episode at a range of 10 to 15 mg/kg per day for 14 to 15 days, followed by
alternate day therapy for a total of 21 doses in 28 days.

14.2  Aplastic Anemia

The use of ATGAM for the treatment of moderate to severe aplastic anemia in patients who are unsuitable for
bone marrow transplantation is based on data from three controlled studies.

The effectiveness of the ATGAM therapy in the studies described below was evaluated by the hematological
response and survival rates (Table 3).
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10 to 20 mg/kg daily for 8 to 14 days

Study 1

A total of 41 patients with moderate or severe aplastic anemia ages 6 to 69 years, who were not candidates for
bone marrow transplantation were enrolled in a randomized controlled study. The objective of this study was to
determine the efficacy of ATGAM as a single agent, in restoring hematopoiesis in patients with moderate to
severe aplastic anemia. Twenty-one (n=21) patients in the ATGAM treatment group received 20 mg/kg/day for
8 days, while control patients (n=20) were observed for 3 months. All patients were given oral prednisone

(40 mg/m?/day) starting on day 8 then tapered over 1 to 2 weeks.

At 3 months post-study enrollment, 11 patients in the supportive care group who showed no improvement
became eligible and were crossed over to receive ATGAM therapy. Efficacy was evaluated as sustained
improvement in peripheral blood counts within 3 months of entry into the study. A statistically significant
(p<0.01) difference was observed between the two treatment groups in hematological improvement based on
the investigator’s evaluation; 11 of 21 (52%) patients in the ATGAM group responded, compared with no
patients (0 of 20) in the control group. Six of the 11 crossover patients from the control group showed
improvement after 3 months of therapy. Overall, of 32 patients in both the ATGAM group and the control group
who crossed over to receive ATGAM, 17 patients (53%) had a hematological improvement. Estimated 1-year
survival rate was 62% for all 32 patients treated with ATGAM. The 2-year survival rate was 100% among the
ATGAM responders [17 of the 32 patients (53%) compared to 14% for the nonresponders].

Fever, chills, and erythematous or urticarial rash were seen in all ATGAM treated patients. Platelet counts
decreased during ATGAM infusion and daily platelet transfusions were necessary. Serum sickness occurred in
all patients within 6 to 18 days of ATGAM initiation and was well-controlled with standard therapy. Three
patients experienced transient hypotension.

Study 2

A randomized double-blind, placebo prospective, controlled study was conducted to compare the safety and
efficacy of ATGAM and androgen (oxymetholone; OXY) immunosuppressive therapy with the combination of
ATGAM, androgen (OXY) and an infusion of HLA mismatched bone marrow in patients with severe aplastic
anemia who were not candidates for bone marrow transplantation. Allocation to treatment group was based on
the availability of mismatched bone marrow donors. A total of 42 patients, ages 1 to 69 years were treated.
Eighteen patients received ATGAM at a dose of 16 mg/kg/day for 10 doses with concomitant androgens (OXY)
at a dose of 3 mg/kg/day for a minimum of 3 months, and 24 patients received an infusion of bone marrow from
an HLA-mismatched donor 48 hours after the completion of ATGAM treatment.

At 3 months after entry into the study, 51% of patients with disease of idiopathic etiology (21 of the

41 evaluable patients from both groups) showed improvement based on investigator’s evaluation of transfusion
requirements and peripheral blood counts. Hematological response rate (complete/moderate based on sponsor’s
evaluation) at 3 months for the ATGAM and androgen group was 44% compared with 43% for the group
receiving ATGAM, androgen and bone marrow infusion. The group of patients who received mismatched bone
marrow infusion had better estimated 1-year survival rate, although the difference between these estimates was
not statistically significant (p=0.14); 83% at 12 months for the group receiving bone marrow infusion versus
59% for the ATGAM and androgen alone group. Estimated 1-year survival rate for both groups combined was
73%.

The most commonly reported adverse events were rash, fever, arthralgias, chills, headache, myalgia and
pruritus.
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A pooled analysis of data from Studies 1 and 2 revealed an overall estimated 1-year survival rate of 69% in
ATGAM-treated patients.

Study 3

A total of 53 patients (3 to 76 years of age) participated in this randomized, placebo-controlled, double-blind
study to determine if androgens add to the efficacy of ATGAM in providing favorable hematologic response
rates in patients with moderate to severe aplastic anemia. All patients were treated with ATGAM 20 mg/kg/day
IV for 8 days, and were randomized to receive the oral androgen (oxymetholone 4 mg/kg/day or
fluoxymesterone 25 mg/m?/day) (n=26), or a matched placebo (n=27). Both groups received oral prednisone
(40 mg/m?/day) beginning on Day 8 which was tapered and discontinued in 1 to 2 weeks. A group of historical
controls from previous studies (n=68; 1 to 72 years of age) who received ATGAM (20 mg/kg/day IV for

8 days) without androgens were included for treatment results comparison. The proportions of subjects who
presented complete or partial response at 6 months were 42% in the ATGAM plus androgen group, 44% in the
ATGAM plus placebo group, and 51% in the historical controls. The difference in response rates was not
significant (p>0.9). Survival at 2 years was also comparable in the two groups for patients with severe aplastic
anemia; 55% in the ATGAM plus androgen group compared with 50% in the ATGAM plus placebo group
(p=0.65), and 56% for the historical controls. In patients with moderate aplastic anemia, two-year survival for
the ATGAM plus androgen group was 63% compared with 100% in those receiving ATGAM plus placebo and
72% in the historical controls who received ATGAM alone.

Adverse reactions in both groups were comparable and included rash, chills, gastrointestinal disturbances, and
joint pain during ATGAM infusion, as well as symptoms of serum sickness in all patients. Five patients had
asymptomatic sinus bradycardia; six patients required antihypertensive therapy. Alanine transaminase or
alkaline phosphatase levels increased to >2 times the upper limits of normal in 7 patients receiving ATGAM
plus androgen, and in nine patients receiving ATGAM plus placebo.

Table 3. Key Studies with ATGAM for the Treatment of Aplastic Anemia
ATGAM + comparator or No. of Response rate % Survival rate % P Value
Study . . P Value . . (or 95%
other therapy Subjects (endpoint)* (time point) CI
10 to 20 mg/kg/day for 8 to 14 days
ATGAM 21 4711/ 528% (3 mo) | <0.01t/<
__________________________________________________________________________ . §
Study | Control 20 67/0% 3mo) | 0015 627 (12 mo) NA
Study 2 _ATGAM + Bone marrow infusion | 24 ... 8BCmo Not | 83(12mo) ~0.14
ATGAM 18 44 (3 mo) reported 59 (12 mo)
______ ATGAM + Androgen | 26 |  42(6mo) | _ o | 55°Q4mo) | _,
Study3 | ATGAM +Placebo | 27 | 446mo) | N 507 (24mo) | T
ATGAM historical controls 68 51 (6 mo) NA 56 (24 mo)

* Hematologic response was defined differently in different studies.
+1 Sponsor’s evaluation of response

§§ Investigator’s evaluation of response
§ This survival estimate includes the 21 subjects who were randomized to receive ATGAM, plus another 11 subjects who were crossed over from the

control group.

** Patients with severe aplastic anemia only.
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16 HOW SUPPLIED/STORAGE AND HANDLING

ATGAM Sterile Solution, containing 50 mg/mL lymphocyte immune globulin, anti-thymocyte globulin
[equine], is supplied as follows:

5 — 5 mL ampoules NDC 0009-7224-02

Store in a refrigerator at 2° to 8°C (36° to 46°F). DO NOT FREEZE. Store in the original carton to protect from
light.

For storage conditions of diluted solution, see Dosage and Administration (2.2).
17 PATIENT COUNSELING INFORMATION

Advise patients receiving ATGAM that they will be monitored in a facility equipped and staffed with adequate
laboratory and supportive medical resources.

Inform patients that ATGAM may cause serious allergic reactions, infection or abnormal liver or renal function.

Serious Allergic Reactions

e Advise the patient to discontinue ATGAM and seek immediate medical attention if any signs/symptoms of
an allergic or immune reaction occur /see Warnings and Precautions (5.1)].

Skin Testing

e Despite screening and testing, products manufactured using components of human blood such as ATGAM
may carry a risk of transmitting infectious agents (e.g., viruses). Discuss the risks and benefits of therapy
with patients before initiating treatment [see Warnings and Precautions (5.2)].
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Infections
e Aduvise the patient to discontinue ATGAM and report any sign/symptoms of leukopenia, thrombocytopenia,

or infection (e.g., fever, sweating, chills, muscle aches, cough, shortness of breath, diarrhea or stomach pain)
[see Warnings and Precautions (5.1), (5.2), (6)].

Healthcare providers should refer to labels.fda.gov or DailyMed for the most updated version of the labeling.

This product’s labeling may have been updated. For the most current prescribing information, please visit
www.pfizer.com.

U.S. Govt. License No. 1216

LAB-0019-10.0
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[ FEfR 7 (13.1 1H) ST

TR % kE G & LY 2kt IRBE 2 B L7 BRI NG LT R\, AR AR~ 5 LB
BRI RIS £ 7 AR~ DB RN Th 5,

BRIk LT, BTERIARR T 4y RBRIICR T DHEN U R 7 % BRI D GEIZ O B AA %
BH5THZ L,

8.3. %L

=7 A PO TZRER CAK 2 fe Kk 40 mg/kg THIEIR G L2 L 2 A, ARFIOFLHHIEEIX
EE FIRERBCTH o7, AFDOE FAHTF~OBITHIIRATH D, %< OHAIN e MILit
HICBITT 528, £, AT OHARB L ORLIRICAR O BEZLBIVER SR BLT 5 alGetE
NHDHZENDG, RHMRICHT2AFNOEEMZZE LT1-9 2T, BAEZFIET D50, KFOE
R i S RS WARY o | T RS RPN

8.4. /NR

INEA~OEREBRIIIR SN TV D, AN, DEO/NEORBEBBHES B L OHERRESE
MAFIZH LT, RALRAFEOHETLEICEG SN TN,
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8.5. mEhE

DR OmEREE (65 LI L) (IZRT DR HRBR T, sl &I ERRE ORI TRISDZE
IR S TR, miﬁ“'%% IATHERE, BHEBEEITODRENME T LTV D Z &n% <, ff
REBNH -T2, MOFWRIEZZ T TN T2 L6202, miBE s 2 H&E
IREEIOERL, HEfAORIEAENOHGT S Z L,

10. BEHRE

AR ORI &L, EOEWFHHEICEY, BEZLICR D LTS, BE (B
LB ) IS LEZEHBL TV SRR T BHEE, & 10 mg/mL OJRE (USP ik
%k)ﬁAE%WT%ﬁ)fﬁﬁéhtﬂmmgﬁ,:m&%ﬁ%%%%&@&k%f®7ﬁ
Tholz, ZORFIZ, AFOMERGIZ X 22 E £ 72I3%BBEIEOBIEITED HiLen-o
7o

AFN DI RIBEH BTN STV RN T2, ARAIOEER 5 O ERITIAMIZHR D STV

W, BBMEEOFIZIE, AMERERISOIREDO =0, 4 5 A THRAKA 50 BO#K 5525177

BEDWIL, 28 Ha—A T2l RIOREEZ%1T70%, SHIC3 a—A0EGE2Z T EEH N
Do TNHOWTNOL YA THEMIERORBBRBEEIL LA LRdo7ond, BE OB RE

=X TRHEREIND,

11. PR

AFIH e Magile < E a7 ) v ea a5, AFNITE FIRY CERTRE SR
U~ OEESREMIE N ORER, BiE WEShr~rn7 )y, FICHEEKRIGE Th o,
AANTEHA D DT INTAREHDKMEZ R BEE T 5, ARNTEG~MIREA E TG E
T, FTERTHD, RFTITOTNREBRCR E72ITEA RO N LEC DGR HD [
Bl O 2.2 H) ZH]

ARHND It 2 IEHEINE T D TIEITHENL STV 772, JEMER T » M K- THERZR 5 68
MR 5, AFlOEKEa v MIEERAICHE T 2 RN T, invitro Tt FRIE U /3K
LY URMEKIZBIT Sty MEROBEFEHBRIESN TS, Fry MIBWT, B b
ARIMERFS L O/ MRS T 2 FURTEE B HE S 7, FREHNTH S Z LRI TN D,
FEWEYE O ERMEICES L, ik MG X7 BHURE X OPURERIA I EEGUAR D3R
MDRtEow v SOZR N IS,

AFNIImL bz o~Hor~ra7)r50mgaahiL, 03F/LD7Y 2 HTpHKI 68T
LZELINTWD

12. ERAR KB
12.1. YEFI P

$ﬂm,UVNW%E®§%&&VN7”’#A?é%ﬁkﬁmfﬁﬁéﬂfwéoik,$
Bk, /K, BRI E X O OMOMBICE AT 5, ABNC X B0l oI
%%#K&ofw&w@,ﬁiiﬁ&& ZENE, ERERERFE LT, BERIMLFO T U R
BRICERBMAERL, Vo EREHD S8 2 LR ENTWD, UL BRoA L, Mk
KT DAIRE T2 1 TTEHALEE T R F— AL > T X B INAHREERH S, X BIT,
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FEEMHNTIT Y RIS T 2HURDREE R MAEL TW D ATREMENR H Y, T U LR ERDER/THY
TEMELR L OERNIRERFEIND EEADBND,

FAERBME MIZKT D2 ABOMERBEFL, GEMEER L botEZXLND, SHICK
AL, EMESHEOMEER IO 2 —a A F o3 0hiEK - v~/ a7 77—y an =—jfiligKE
F7p oK T O 2 BRI 5 Z LR STV D

12.2. pEhRE

/\ﬁ

N

B R 27 BT AR E 10~15 mg/kg/ B2 CAifEFIRINGE G- L7z & & Ofcmm g 1
727 +310 pg/mL CEAE + ¥R Th o7,

3 K Okt

AR SRR GO U~ 7 a7 ) ORI, 1 BORBRSIINETS7+3.0 H
CEHE + ¥R ZZ) THY, 1.5~13 HO®FHATH > 7=,

13. FEERER 2
13.1. BAJRME, BRI, ZIEEkEE
AFN O AJEMFRER 1L FEHE L TR0,

ZHRRERBR TIE, Z =7 A ¥/ (Macaca fascicularis) [ZAKIZ 10, 20 35 X OV 40 mg/kg/ H O H &
T, EAEEY & OFRERT (M) EoEFRERE ) (2 14 ARG L, AAloREIZX -
THERED RVE o E TR BATEI O ZALITFE O b o Te, KAl &G Loy LT3 é‘z
DIRTHFRD Bz, AFNL 20 mgkg/ H UL EOHET, T EELHENHICERED N, 2
OEMEDIREIIARHATH B0, ARV L OIRMERGUR & RO T 5 Z &1 & 2 i ha i
WCRET 2 EELX BN,

R - BBV EERER T, ARIZWMEREIOT v RBLO =27 A4 ¥uic, ZhEi 11 BB
FOV16 G- L7c, 7 v FTIE, BB REIMICAAZ 100 mgkg/ H TG L& Z
A, BRIRICHHEHES ORI RATES DI, ZIUTBEHIEEORE L —HT 2R Tho7,
VW AEREER T, 20 mgkg/ AL EOHET 16 &G Lk 254, BEwicEN: (E
Hil, ARERED B X OEEBOR) 23380 b, BRI (FER 20~35 A) 1T 20 mg/kg/
A%z &5 L7-REW CIRIEFE SR b=y, SREERIAGY (R 35~50 A) 1285 Lz
Bal mb%n&ﬂoto!%%%io%ﬁ@%tm,tb?ﬂ%ﬁbﬁmf@%ﬁﬁmi
LEESHOBMICERNT I LD EEZ LN, LER-T, Zo@Etkide MERREE~DIF
P b ot EZLND,
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14. FRPRRER
14.1. B REIFEBHL A HEME S
BB OS

K [E D7

SERITERAL A HEAESOS OIRIRIC R 2 AR O Z 3 SO LG BRERIEOMURG
PR, AIEHERESOS ORI AR ERIE & OF 27058, b NC AT v A NEFUEEERISIC
XY D ARERE & O 2 160) TR L7,

WIEl AR R T DR HERRIE DR & U CARKI 248 4 2 VR A Lo B 2, ffgd
MAREBML > M2 RICBHEE 2 —1 gk TEM Lz, 522 #8335 8k xt
Gl X, 2 ODIRREE [AAI L YRR (YL« A Ra—L*DR—F 2% h5) ] I2FEnEh
1 BIRNEID T Sivtz, AFIBHCEIELEI T S B80T, B 2SN EnG
KA 14~21 [ 5 Uiz, ATy MISUEHEL DA L THAKE L, Vi1
A &K 15 mg/kg Th o7z, FRERICEERRIMN T S 72 B38 12X, ElEUG L 2rs T
e, YL« A Ra—/1L%% 15mgkg OHETHER /213 A T3~7 05 L, fEKSD
PRI Z B TRAR G- 135 m 5000 mg 122 Lo, ARRBRICIRW T, ARANTSMERFEBAHEL R i
FOROIREE LT, Diled & GEERERE & RIREOFMERR D biviz, #IEFEMSOEIE
TRk LT, RREECIX 1L Bl 10 Bl CH - T=olext L, AFRETIE 11 eI TH-
Too 1 FERROBHE T AERIL, AFFETIZ 1% (11 FlH 10 1) , SHEEEETIE 64% (11 filH 7
) ThHotz, BEDOEFRIT 2 SOOIGERECTRIRE TH o7z ORFIRE 11 H1F 11 41, *FRRRE
11 % 10 f31))

WIEHEHE SIS D2 WAL & 0P L7258 OARRI O R %2, B BRES & A RSB
BELZRE LI 2 DORRDIGRERMFTEEDO T TR Lz, 2o 0RBROFEN L, B
R OYIEFERESS I LT, BEEREICAKZ OFH L2 IR O A IMER RS T,
B 1L, FERB RS 2 XU BN ROG DIRIRIC KT 2 KB O 2 et L7, 2 figk
TOREAILERBR TH D, AR T, S OEERE (aIBEATFLT L K=
nrF R L) WCAREIZFH LI E 25, SHOBYEEARSDOEIE R HEINCA EIC L
F L7z (p<0.01) , $EHSOGCFEIERIE, SHHEEET 54% (46 fiilF 25 f5]) Tho7zDIZHkL, &K
FIBETIL 80% (45 il 36 i) TH o7z, AFIBETIL, B AHFROMFICH BERUENR
Do (p<0.01) , HEHEHERIGEO AT 04 FERZIELMHNICEE Th o7z, BEDAE
FRIT 2 OOWBHEREM TEIT R o7z, RBR 21X, 5 OORR DB ¥ —CHEia L7-EI1E%
{ELERBR T - 72, ARBR 1L, MigE BA RSB O 2SI 2188 & LT,
FEHERRTE (VL » A Ra— 20 R—F 2 h) ([CRAIZDHH LTz, ZORE%E, iSOG RIE SR
D FHBIOBHEA EEROWENTRD bz, NS DRNoTT280, B AER TR
D HAVTEARFIRE & 5 RREO I EHICHE B Tld e o 7o, AFIRETIE, EHSISEIERE X
OEEAT v A REFIZIRICBE LT, FEHMicbhb I RmgEgEZnranz (p=010BLW
p=007) ., BEEFERIL2 OOIBERECRBRE Th-o 7=,

TERD AT v A NEEIHGIME 2~ H)E] O SR RFERAR F eGSO E 2kt & LT i
TERALIBGRBR DR RIS, AHNAAFZWERIE L OF L2561, BEEREHME Y BN A
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EDFERNGOND Z LR ENTe, 1 HHEORBR T, AANC X 2 BIRFEE & BIEIRED 2 5
@ﬁ&évyxyﬁ@ﬂéhto%%i@@ﬁ%ﬁm%ﬁﬁ*mﬁkﬂ KERHE (ORA 72
L), AHIOBRRFAERE £ 72 (LB G HEEED 3 DO R GRECIAES B (11572, 3 DOIEHE:
DOWTHNHEBHFITIE, Vv A Re—/®15 mgke/ H DEFRN A — 72&5 K DR 7o fE A
FOSTEREZITVN, 2 OOARKIFEOBEITIL, Vb« A Ra—A® Mz TARZ S L=, A
D BIRHRIEHE ClX, fEMRRISOZWIRHICARI O 5-2 80 L (EERE L OFH) o AAl0E
FEYRIERE T, fEHSUSTHELO 4 B BICAKIORG 246 L7z (Vv « A Ra— L 2OFEH)D 3
FZ&E L7%) . WINOFRGEETHARAZ 10~21 [ 5 Lz, fERIL, wEHERSE X
UOBHAAERONT ORI S, 2 DORARE (FrlCBIRHSEEES) IRl b DO TH o7, B
TR AEEROUGEIHAANICER TH o772 (p=0.05) , BEEFRLAFICAR2BR L 22
0, WEHNICEEZRZDRBO LI (p=0.02) ,

SVER RIFER AL F FEHE SO O BB 63 D ABNOFZIMEIL, BRx ZpERE sk CIh L= ot
@ﬁ%f%réﬂfwéo;ﬂ%®ﬁﬁfi,@Eﬁ@ﬁﬁ@%ﬁ%ﬂ%ﬁﬁ%m~
15 mg/kg/ H D& T 14~15 Hf#G L721%, RAES 217\, 28 HETAEF 21 Blo 5%
1T-77,
14.2. BARB M

BRI S 72 WO R EE ) S BE O AR BYEE M OB KTT 2 ARAN O HIL, 3 H0o bk
RERDT — X PRHLE 72> TN,

LUF OFRBRIZIS T 2 AANEHR OAZNIET, Mk FRIOGER L OEFRICE > TRl L 7=
(Table 3) .

10~20 mg/ke/H % 8~14 HIH

FHR 1

HEE D EIEOHARNRMEGN T, FRBMHOBES & 72 57220 6~69 kDB, F 41 il % fE
VEAAL LLEGRER I B8k Lo, ARBRO BEOIX, EAED D BIEO AR BMEA N AHE O fi[m]
BT 2 AR B DG NEAE M2 2 & Th o7, AAIBED 21 FI21% 20 mg/kg/H % 8 H
BH L, *HEEEO 20 611X3 » HFBIZ L7z, SHALO T X TOEFIZT L R=Y v

(40 mgm? H) ORROHEEGZBLAL, 1~2 B T L 7=,

ARERRGERL 3 H OFFST, XERRERO Y B, WENRO Lo Tz 11 I & o7
72, RFEGIZ7 a A4 —_— LT, AT, SEREEND 3 » H LN ORI M ERER D Fr
ﬁ%&%&bf%ﬁbto%%f&c%*iémﬁiﬁﬁi®ﬂﬁ’%6% 2 DOEHRERIZ
MEtAEZ (p<0.01) RO LT, ARFIEETIE 21 FF 1161 (52%) BRIGER LD
%L, R CIIRISE R LIEEBFE TV o7- Q0 F1F 0 F)) o et S 7 1 2 F— 31—
L7= 11 Birh 6 i, 1893 » HRICUGEE R LTZ, e LT, KRFIBEDEE &N O A
FIREIZ 7 B A A —R_— L CARFIB G 2% T RBEE AL 26095, 1761 (53%) TIiE
PRI ENRD BT, RAIOR G2 Z 1T 72432 BIOHEE | FAEFRIT Q2% TH -T2, 244
FRIT, AFNCUGE R LTZBETIE 100% TH - 7= [32 Fild 17 61 (53%) , B & /RS 7R
Mo T2 A T 14%]
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AKENZ G LTe T T OBEITRE, HIERS L ORLBEME RS £ I 3ZFHREREZ 03380 b
7o AANOF G-I Tl MR D LTc 7o, @B Ol Mg s LB T - 72, ARAID
FHBRMAE 6~18 HLUINICT N TORBFICMIERNFEHI L7Ds, BEAERIETHoIC BB e T
otz 3PN —iEMERm =R LT,

FHR 2

FIEFEARBRMEEM T, BHMBMEOMEIN L R LR WBE LRI, KAl T > Fary (Fx
AR Y OXY) IR AREMRREOR ML X OFE M A e S mEkbUR (HLA) i
AEBERME (LU, I A~y FEEEBHE OHAETCHET 720, EEAL —HEM,
7T AR, A E i ERER A I LT, G RESOFIMIT X, NEASER N —oF I
HASNWT T o7z, 1~69 ik £ TOF 42 Blic 5 21T o7, 18 BlZAKI % 16 mg/kg/ H DHET
10EFEEL, TREHFHALTT > Rrsy (0XY) 3mgke/ H 2K 3 » ARG L=, 24 4l
WZIEARAKNEE 552 T O 48 R #4112 HLA N6 R —0 /B8 2 35h6 L 7=,

ARRBRA~OHMANDS 3 5 HOFEST, FRMEEARNBEEMERF O 51% (WREO T rT§E 7
B 41 B 21 ) T, IRBRE(LEM OIS X, #ii oSS e X ORI EkE otk
ENRRO DNz, 3 AREROMRTFHIKIGE (RBIKHES OFHMIZ IS < 5220/ A5 K
W) 1%, FEOEHEE CKFI+7 v RaFy) TlE4% ThoT-DITkt L, I A~ v F BB
A (REI+7 > Rabdy) TE483%Thote, HE | FAEMFRIT, I A~y TEEIBHEIH
BOFN@EP-Tn, Z0OHEEBEOZITRIIICHRE TIERro7e (p=0.14) (12 » HEF
RT, I Ay FERBMHITHEE 83%I2xt L, FEOFHREE 59%) . MilEaa LI-HeE 1| 447
KT 3% TH -7,

WS SN E B ERLRL, BB, FE, BETR, EE AW, SRRBLRZEIFIETH-
776

R 1 B L ORER 2 OF — X 2 OFEHNT LT8R, ARG ERFEOHETE 1| F24FIL 69% T
%/)7}:’_0

A% 3

HRAEE D & BE O FAE R BMERMAESE 53 6] 3~76 i) ZXxIGUs, 7 kas v Eofffick
DARBIOFIERER L, BRI FEIRIGEDTGONLNE I 0EFMT 5720, EIES
b, 77 AR5, “HERRBRA I L2, TN TOBEIIAHF 20 mg/kg/H % 8 A HIFHIRA
BHETHZLEEL, TryiurbFy (FFTA My dmgkg HEIZTNNVAF U ART B Y
25mg/m¥ H) PEAEE Q6 61) E£72137 7 vAROFMEE 27 61) IZEERIZEIO T2, 8 HAMN
LTV F=Y Yy W0mgm¥H) ORROFEGERGL, 1~2 BT THE L, HikL
Teo WMEDREBRTT v FaZ OO 72 LICARZ %5 (20 mgke/H % 8 AMFIRNEE) L
e A RU v ar ba— LR E (68 6, 1~725%) ZHRGAEROLEIZE DT, 6 5 HFRATRE
B FE T IS DBO LT BEOEEGIL, 7 FaZ U OFHBET 42%, 77 R0
BET44%, AR AL ary ba—AHETS51% ThoTz, KIGEROEIAE TIERNo7
(p>0.9) . EEFENRBHEAMEH O 2HELEFRL 2HMTCERETHY, T Far 0
BETIL55%, 77 B RAEHBETIZS0% (p=0.65) , EA MU ar ha— BT 56%T
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Hol-, PEIEOHAERBMREMBE O 2EAGFRIE, 7T R U HHETIE63%, 77t&

ROEFEETIX 100%,

EARY Ay br—AETIE 2% Th o7z,

R CRO ONTZEWEMIZFRIEETH Y, AFOEAFITHB LI-3E, BE HEEZEBIO
BEHTR O1Z 7>, MIER QIR T X CORBFITHED bz, 5 BN HEGMEOTMERAIRDZE O 6
A, 6 BIDNREERIER AT Lz, BEME ERO 228227 7= 70 AT7 IS —EF
TETNHVERRAT 7 Z—BOLEHART  FaZ U ftHABED 7B X077 2 RGEHBED 9 4

IZFE 8 LTz,
Table 3 BARBRHEMBEE L TORADOERRER
P &
B AH| + HRE | IFRS BISHEY% Pk EFR% (E7ix
FloihoRE | mEEK | FMEEE) * (RER) 95%
CI)
10~20 mg/kg/ B % 8~14 H
4711/5288
O G ol Gan) | <o 62 R
e S 2 61170 <0015 (12 % 1) N
o G A)
AHE + BRI 24 43 3 % H) 83 (12 » A)
FRBR 2 frmmm WERL |- =0.14
AF 18 44 3 % H) 59 (12 % A)
AHl + T RFn 55"
2 26 42 (6 % H)
--------- G B N Ry _"_ﬁ%%égﬁ?"_" ~0.65
AR | ARK + T TR 27 44 (6 » A) 24 5 A)
SISV P B R IR
S haen 68 51 (6w 1) NA 56 (24 » H)

* MRS DO ERITRBR T L IR D,

T IBBRICTEA 1 L B SUS DO

§§ TEBREALERMIC L 5 KGO

§ ZOHEEATFRITIE, AFIBHCEEZIZEIS T Sz 21 FloiEnic, BN S 7 2t —"—17 11
BIREGEND,

** FE O AR BRI L RE D2,

15. 2E3CHR
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16. 83 R IFER L OHER

ATGAM JEHE KL, 50 mg/mL OHik MulRHifa Y ~@Ere 7 ) 2568 L TEk0, Pl
T TOEEY TH D,

N
Ol

5-5mL 7 7 NDC 0009-7224-02

2°C~8°C (36°F~46°F) THBEIZRTT L, W LW Z &, SeElET CTHABIC AN TRE T
HZ &,

FRIER DIRAFSAFIT DN TUX, WAL LA 2.2 1H) 25O L,

17. BE v ) v TER

RENOEH- 252 5 BEIE, EURBREENH Y, o772 - NEREIRIZ L D ZEIK
HINEE ST figk CE=H VU 752D K95z b2 L,

AFNIELRT LA, &Y, IR R IIBREORE 25| SR TN H 5 2
EEBAEICHMAT L &,

HERT LIV —KIG

o T UK —RUSFE TITRSE RSO TR DFRD SN HAITIE, ARloB S5 2 HIEL,
HICERDORZE 22T D L YBEe T D2 & [BLEBELOMEH EoEE (5.1 H) £

o AV V—= U TBIUORBRESITOTNTY, AKOLHIZ, v MLKEORS %6 L CHlys
SNBMBICH, BUFER (YA NARYE) ZEHSED Y A2 5D THEAD S, ¥
AP BN, HIROY X7 E~XT 4 MioWCBELIELAE D 2 & [HEBLT
EH O (5.2 ) B

PFIZER CONFIDENTIAL
Page 14



PF-06462700
KERA SCEFIER

o HMERIAME, M/NMEIAIE £ I IR GO REIR (GERN, FEIT, EFE, RE, WK,
B, TRELIIERERLE) RO LNSEE, AFflokGzPIEL, @E+T5L 54
B RT DL [BERLELOE Lortg (127, (22, #FEH 627 =
]

o

FEHAR I I IIHT D 7 XY 7 % labels.fda.gov £ 7213 DailyMed THERT 5 = &,

ARG D T NY TIFHFEHENTWD ARENN S 5, B LT ERIC OV T,
www.pfizer.com Z S D Z &,
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SUMMARY OF PRODUCT CHARACTERISTICS



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

1. NAME OF THE MEDICINAL PRODUCT

Atgam 50 mg/mL concentrate for solution for infusion

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
One mL contains horse anti-human T lymphocyte immunoglobulin (eATG) 50 mg.
Each 5 mL ampoule contains 250 mg of eATG.

Purified, concentrated, sterile gamma globulin, primarily monomeric IgG, from hyperimmune serum
of horses immunised with human thymus lymphocytes.

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM
Concentrate for solution for infusion (sterile concentrate).

Transparent to slightly opalescent, colourless to light pink or light brown sterile aqueous solution for
dilution prior to administration.

The solution pH is in the range of 6.4 - 7.2 and the osmolality is > 240 mOsm/kg.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Atgam is indicated for use in adults and in children aged 2 years and older for the treatment of
acquired moderate to severe aplastic anaemia of known or suspected immunologic aetiology as part of
standard immunosuppressive therapy in patients who are unsuitable for haematopoietic stem cell
transplantation (HSCT) or for whom a suitable HSC donor is not available.

4.2 Posology and method of administration

Only physicians experienced in immunosuppressive therapy should use Atgam. Facilities equipped
and staffed with adequate laboratory and supportive inpatient medical resources should be used.

Posology

Adult patients and children aged 2 years and older
Dosage recommendations are based on body weight (bw).

The recommended total dose is 160 mg/kg bw, administered as part of standard immunosuppressive
therapy, as follows (see sections 4.4, 4.8 and 5.1):

e 16 mg/kg bw/day over 10 days or

e 20 mg/kg bw/day over 8 days or

e 40 mg/kg bw/day over 4 days



Monitoring and management of adverse events

Patients should be carefully monitored during and after treatment for adverse events.
Recommendations for monitoring and management of adverse events are included in Table 1.
Treatment of the adverse events should be instituted in accordance with local guidelines.

Table 1. Recommendations for Monitoring and Management of Adverse Events

Adverse Event Recommendations for Monitoring and Management
Anaphylaxis, including To identify those at greatest risk of systemic anaphylaxis, skin
respiratory distress testing of potential recipients before commencing treatment is

strongly recommended, especially if the patient is atopic.

Patients should be carefully monitored for anaphylaxis,
including respiratory distress, and treatment should be
discontinued if anaphylaxis occurs (see section 4.4).

Cytokine Release Syndrome If CRS occurs, discontinuation of treatment should be

(CRYS) considered (see section 4.4).

Thrombocytopenia and If there is evidence of severe and unremitting thrombocytopenia
neutropenia or neutropenia, discontinuation of treatment should be

considered (see section 4.4).

Special populations

Renal and hepatic impairment
Specific clinical studies have not been performed to assess the effect of renal or hepatic impairment on
the pharmacokinetics of Atgam.

Paediatric population
Currently available data in children less than 18 years of age are described in sections 4.8 and 5.1.

Elderly (> 65 years)
Clinical experience in elderly patients has not identified differences in responses between the elderly
and younger patients. Therefore, no dose adjustment is recommended for elderly patients.

Method of administration

Atgam is intended for intravenous use and should be administered preferably, via a high flow central
vein.

Pre-medication

It is recommended to administer pre-medication with corticosteroids and antihistamines prior to
infusion of Atgam in accordance with local treatment guidelines. Anti-pyretics may also increase the
tolerability of Atgam infusion (see section 4.4).

Administration
Atgam should be diluted prior to infusion and administered using appropriate aseptic technique (see
sections 6.3 and 6.6).

Diluted Atgam should be at room temperature (20°C - 25°C) prior to infusion. Atgam should be
administered into a high flow central vein through an in-line filter (0.2-1.0 micron). An in-line filter
(not supplied) must be used with all infusions of Atgam to prevent the administration of any insoluble
material that may develop during storage. The use of high flow veins will minimize the incidence of
phlebitis and thrombosis.



The recommended infusion duration for the 40 mg/kg dose regimen is 12 to 18 hours. Atgam should
not be infused in less than 4 hours. Increasing the infusion duration may minimize adverse reactions.
The patient should be kept under continuous observation during and after the infusion for possible
allergic reactions (see sections 4.4 and 4.8). Following administration, it is recommended to flush the
intravenous line.

The infusion volume of the diluted solution should take into consideration factors such as patient’s
haemodynamic status, age and weight.

Concomitant immunosuppressive therapy
Atgam is most commonly administered with ciclosporin A.

4.3 Contraindications

Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.
Hypersensitivity to any other horse gamma globulin preparation.

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.

Special considerations for Atgam infusion

Atgam should be administered into a high flow central vein through an in-line filter (not supplied).
Atgam should not be infused in less than 4 hours. Increasing the infusion duration may minimize
adverse reactions. The patient should be kept under continuous observation during and after the
infusion for possible allergic reactions (see section 4.8).

Infection

Due to the nature of the disease and the immunosuppressive effects of Atgam, opportunistic infections
(bacterial and fungal) are very common. Sepsis has also been reported. The risk of infections is
increased when Atgam is combined with other immunosuppressants. There is an increased risk of viral
reactivation (e.g., cytomegalovirus [CMV], Epstein—Barr virus [EBV], herpes simplex virus [HSV]).
Patients should be carefully monitored for evidence of infection and treatment should be instituted in
accordance with local guidelines.

Immune-mediated reactions

In rare instances, serious immune-mediated reactions have been reported with the use of Atgam.
Clinical signs associated with anaphylaxis, other infusion-associated reactions, serum sickness and
associated symptoms such as rash, arthralgia, pyrexia, chills, and pain have been reported (see section
4.8).

A systemic reaction such as a generalized rash, tachycardia, dyspnoea, hypotension, or anaphylaxis
precludes any additional administration of Atgam.

It is recommended to administer corticosteroids and antihistamines prior to infusion of Atgam (see
sections 4.2 and 4.5). Antipyretics may also be administered to increase the tolerability of Atgam
infusion.



Cytokine release syndrome

There is a potential risk of cytokine release syndrome, which can be fatal (see section 4.2).

Anaphylaxis/skin testing

To identify those at greatest risk of systemic anaphylaxis, especially if the patient is atopic, skin
testing of potential recipients before commencing treatment is strongly recommended. A
conservative, conventional approach would first employ epicutaneous testing with undiluted Atgam. If
the subject does not show a wheal ten minutes after pricking, proceed to intradermal testing with

0.02 mL of a saline dilution (1:1000 v/v) of Atgam with a separate saline control injection of similar
volume. Read the result at 10 minutes. A wheal at the Atgam site of 3 millimetres or larger in diameter
than that at the saline control site (or a positive prick test) suggests clinical sensitivity and an increased
possibility of a systemic allergic reaction.

The predictive value of this test has not been proven clinically. Allergic reactions can also occur in
patients whose skin test is negative. Also, skin testing done as described above is not predictive of
future development of serum sickness. In the presence of a locally positive skin test to Atgam, serious
consideration to alternative forms of therapy should be given. The benefit-risk ratio must be carefully
assessed. If therapy with Atgam is deemed appropriate following a locally positive skin test, treatment
should be administered in a setting where intensive life support facilities are immediately available
and a physician familiar with the treatment of potentially life-threatening allergic reactions is in
attendance (see section 4.2).

Thrombocytopenia and neutropenia

Treatment with Atgam may exacerbate thrombocytopenia and neutropenia (see section 4.2).

Renal and liver function tests

In patients with aplastic anaemia and other haematologic abnormalities who have received Atgam
abnormal tests of liver function and renal function have been observed.

Concomitant use of vaccines

The safety and effectiveness of immunisation with vaccines and treatment with Atgam have not been
studied. Vaccination is not recommended in conjunction with Atgam therapy as the effectiveness of
the vaccines could be reduced. The prescribing information for the respective vaccine should be
consulted to determine the appropriate interval for vaccination in relation to immunosuppressive
therapy.

Excipients

Sodium content
This medicinal product contains less than 1 mmol sodium (23 mg) per total dose, that is to say is
essentially ‘sodium-free’.

Atgam may be further prepared for administration with sodium-containing solutions (see section 6.6)
and this should be considered in relation to the total daily intake from all sources that will be

administered to the patient.

Transmissible Agents

Atgam is made from horse plasma and also employs human blood-derived reagents in the process.

Effective manufacturing steps for the inactivation/removal of viruses are employed in the Atgam
process and these steps have been validated to clear a wide range of both human blood-borne and



horse viruses, using a virus panel approach. This covers the complete virus spectrum from small,
non-enveloped viruses such as parvoviruses and Hepatitis A to large enveloped viruses like Herpes
Simplex Virus. Despite this, when medicinal products prepared from horse and human blood are
administered, the possibility of transmitting infective agents cannot be totally excluded. This also
applies to unknown or emerging viruses and other pathogens.

4.5 Interaction with other medicinal products and other forms of interaction
No interaction studies have been performed.

When tapering corticosteroids and other immunosuppressants, some previously masked reactions to
Atgam may appear. Under these circumstances, patients should be observed carefully during and after
treatment with Atgam.

4.6 Fertility, pregnancy and lactation

Pregnancy

There is a limited amount of data from the use of horse anti-human T lymphocyte immunoglobulin in
pregnant women. The outcome of pregnancies cannot be determined. Studies in animals have shown
reproductive toxicity (see section 5.3). These effects are not considered relevant to humans.

As a precautionary measure, it is preferable to avoid the use of Atgam during pregnancy.

Women of childbearing potential should use effective contraception during and up to 10 weeks after
cessation of therapy.

Breast-feeding

It is unknown whether horse anti-human T lymphocyte immunoglobulin is excreted in human milk.
Available toxicological data in animals have not shown excretion of horse anti-human T lymphocyte
immunoglobulin in milk (see section 5.3). As a risk to the breast-fed child cannot be excluded, a
decision must be made whether to discontinue breast-feeding or to discontinue/abstain from Atgam
therapy taking into account the benefit of breast-feeding for the child and the benefit of therapy for the
woman.

Fertility

Administration of horse anti-human T lymphocyte immunoglobulin to cynomolgus monkeys (Macaca
fascicularis) at doses comparable to those used in clinical studies was not associated with impairment
of male or female fertility (see section 5.3).

4.7  Effects on ability to drive and use machines

No studies on the effect or ability to drive or use machines have been performed. Horse anti-human

T lymphocyte immunoglobulin has a moderate influence on the ability to drive and use machines.
Given the potential adverse reactions that may be experienced (e.g., dizziness, convulsion, confusional
state, syncope), caution should be taken when driving or using machinery.

4.8 Undesirable effects

The most commonly reported adverse reactions from clinical studies (occurring in greater than 10% of
patients) are infections, neutropenia, serum sickness, headache, hypertension, diarrhoea, rash,
arthralgia, pyrexia, chills, pain, oedema and abnormal liver function test (see section 4.4). Adverse

reactions listed as frequency unknown are from post-marketing experience.

For safety information with respect to transmissible agents, see section 4.4.



Tabulated list of adverse reactions

In the following table, adverse reactions are listed by MedDRA system organ class and preferred term.

Note: Frequency categories are defined using the following convention: very common (> 1/10),
common (> 1/100 to < 1/10), uncommon (> 1/1,000 to < 1/100), rare (> 1/10,000 to < 1/1,000), very
rare (< 1/10,000), and not known (cannot be estimated from available data). Within each frequency
grouping, undesirable effects are presented in order of decreasing seriousness.

Table 2. Adverse Reactions
System Organ Very Common Uncommon Frequency Not
Class Common Known
Infections and Infection, Sepsis, Hepatitis viral,
infestations Localized Herpes simplex Epstein—Barr
Infection Virus

Cytomegalovirus
infection

Blood and Neutropenia | Haemolysis, Thrombocytopenia | Pancytopenia,

lymphatic Leukopenia, Granulocytopenia,

system Lymphadenopathy Haemolytic

disorders anaemia,
Anaemia,
Eosinophilia

Immune system | Serum Anaphylactic

disorders sickness reaction

Metabolism and Hyperglycaemia

nutrition

disorders

Psychiatric Agitation Confusional state,

disorders Disorientation

Nervous system | Headache Convulsion, Encephalitis,

disorders Syncope, Dyskinesia,

Paraesthesia, Tremor
Dizziness

Eye disorders Periorbital oedema

Cardiac Bradycardia, Cardiac failure

disorders Tachycardia congestive

Vascular Hypertension | Hypotension, Vasculitis, Iliac

disorders Thrombophlebitis vein occlusion,
Deep vein
thrombosis




Table 2. Adverse Reactions

System Organ Very Common Uncommon Frequency Not
Class Common Known
Respiratory, Pleural effusion, Laryngospasm,
thoracic and Dyspnoea, Pulmonary
mediastinal Epistaxis, oedema,
disorders Cough Apnoea,
Oropharyngeal
pain,
Hiccups
Gastrointestinal | Diarrhoea Gastrointestinal Gastrointestinal
disorders haemorrhage, perforation,
Abdominal pain, Oral pain
Abdominal pain
upper,
Vomiting,
Stomatitis,
Nausea
Skin and Rash Pruritus, Dermatitis allergic | Toxic epidermal
subcutaneous Urticaria necrolysis,
tissue disorders Night sweats,
Hyperhidrosis
Musculoskeletal | Arthralgia Myalgia, Muscle rigidity,
and connective Back pain Flank pain,
tissue disorders Pain in extremity
Renal and Proteinuria Renal failure
urinary acute,
disorders Renal artery
thrombosis,
Kidney
enlargement
Congenital, Aplasia
familial and
genetic
disorders
General Oedema, Chest pain, Infusion site Infusion site
disorders and Pyrexia, Malaise erythema swelling,
administration | Pain, Infusion site pain,
site conditions | Chills Asthenia
Investigations Liver Renal function
function test | test abnormal
abnormal
Injury, Kidney rupture,
poisoning and Arteriovenous
procedural fistula thrombosis,
complications Wound
dehiscence

Paediatric population

Data from published studies of differing designs suggest that the safety of Atgam in paediatric
patients with aplastic anaemia is similar to that of adults, when treated with dosages comparable to
those used in adults over similar treatment durations.




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

The maximum tolerated dose of Atgam would be expected to vary from patient to patient due to the
biological nature of the product.

A maximum therapeutic dose has not been established therefore the definition of overdose for Atgam
has not been clearly defined. Some aplastic anaemia patients have received up to 21 doses as
additional alternate day therapy for another 14 days. The incidence of toxicologic manifestations did

not increase with any of these regimens; however close monitoring of the patient is recommended.

No signs of acute intoxication or late sequelae have been observed at a single dose 7,000 mg in one
renal transplant recipient treated with Atgam.

There is no known antidote. Treatment should be symptomatic.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: selective immunosuppressants, ATC code: LO4AA03.

Mechanism of action

Atgam is composed of antibodies that bind a wide variety of proteins on the surface of lymphocytes.
In addition, Atgam binds to granulocytes, platelets and bone marrow cells. The mechanism of
Atgam-induced immunosuppression has not been determined. Published data indicate that the primary
mechanism is the depletion of circulating lymphocytes, with greatest effect on T lymphocytes.
Lymphocyte depletion may be caused by complement-dependent lysis and/or activation-induced
apoptosis. In addition, immunosuppression may be mediated by the binding of antibodies to
lymphocytes which results in partial activation and induction of T lymphocyte anergy.

The mechanism of Atgam therapy for aplastic anaemia is attributed to its immunosuppressive actions.
In addition, Atgam directly stimulates the growth of haematopoietic stem cells and release of
haematopoietic growth factors such as interleukin-3 and granulocyte/macrophage colony stimulating
factor.

Clinical efficacy and safety

The use of Atgam for the treatment of moderate to severe aplastic anaemia is based on five clinical
studies, and published reports.

Atgam was evaluated in 5 clinical studies that enrolled a total of 332 patients with aplastic anaemia
who were evaluable for efficacy, including patients who had aplastic anaemia of idiopathic or
presumed immunologic aetiology, secondary aetiology including post-hepatitis, pregnancy,
paroxysmal nocturnal haemoglobinuria (PNH), and other causes. Of these, 252 patients were treated
with Atgam 160 mg/kg which was administered in equally-divided doses over 4 or 8 or 10 days;

115 patients (46%) received Atgam as the only immunosuppressive agent while CsA was
co-administered to 137 patients (54%).



The response rate in individual studies ranged from 39% to 68%, with the higher rates seen in the
more recent studies that included CsA (see Table 3). Atgam has induced instances of partial or
complete haematologic recovery and improved survival in patients with aplastic anaemia of known or
suspected immunologic aetiology in patients who are unsuitable for bone marrow transplant.

160 mg/keg (total dose) administered over 8 or 10 days

Study 3-197, Study 3-198, Study 5000

In three controlled clinical studies completed in the 1980°s, 115 evaluable patients with moderate
(Study 3-197 and Study 5000) to severe (all 3 studies) aplastic anaemia who were not candidates for
bone marrow transplantation were administered eATG at 160 mg/kg bw over 8 days or 10 days;
patient ages ranged from 1 to 76 years. Haematologic response rates for eATG-treated patients ranged
from 39% to 52% in these three studies, and survival rates were 50% or more. See Table 3 for more
details.

160 mg/keg (total dose) administered over 4 days

(Scheinberg 2009)

A total of 77 patients with severe aplastic anaemia, 4 to 78 years of age, participated in a prospective,
randomised study comparing eATG/ciclosporin (CsA)/sirolimus with standard eATG/CsA
immunosuppressive therapy. Thirty-five patients received eATG/CsA/sirolimus and 42 patients
received standard eATG/CsA. Intravenous eATG was administered at a dose of 40 mg/kg bw/day for
4 days and CsA was given at 10 mg/kg/day (15 mg/kg/day for children under 12 years old) for

6 months. Based on randomisation, oral sirolimus was given at 2 mg/day in adults or 1 mg/m?*day in
children under 40 kg for 6 months. The primary endpoint of the study was haematologic response rate
at 3 months, defined as no longer meeting the criteria for SAA.

After a planned interim analysis of 30 evaluable patients in each arm, accrual to the
eATG/CsA/sirolimus arm was closed, as the conditional power for rejecting the null hypothesis was
less than 1%. The overall response rate at 3 months was 37% for eATG/CsA/sirolimus and 57% for
eATG/CsA, and at 6 months was 51% for eATG/CsA/sirolimus and 62% for eATG/CsA. The overall
survival at 3 years for patients in the eATG/CsA/sirolimus arm was 97%, and was 90% in the
eATG/CsA arm. See Table 3 for more details.

(Scheinberg 2011)

A total of 120 treatment-naive patients (60 per arm), with severe aplastic anaemia, 2 to 77 years of
age, were randomised to receive either eATG at 40 mg/kg bw/day for 4 days or rabbit anti-thymocyte
globulin (rATG) at 3.5 mg/kg/day for 5 days. Each treatment arm also included CsA at 10 mg/kg/day
(15 mg/kg/day for children under 12) given in divided doses every 12 hours for at least 6 months, with
the dose adjusted to maintain trough blood levels of 200 to 400 ng/mL. The primary endpoint was
haematologic response at 6 months, defined as no longer meeting the criteria for severe aplastic
anaemia.

The observed rate of haematologic response at 6 months was in favour of eATG compared with rATG
(68% vs 37%, respectively [p< 0.001]). The overall survival rate at 3 years differed significantly
between the two regimens: 96% in the eATG group compared with 76% in the rATG group (p=0.04)
when data were censored at the time of stem cell transplantation, and 94% compared with 70%
(p=0.008) in the respective groups when stem cell transplantation events were not censored. See
Table 3 for more details.
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Table 3. Key Clinical Studies with Atgam for the Treatment of Aplastic Anaemia”

eATG+ Survival
comparator No. of Response rate
Study orlz) ther subjects rate P Value (time P Value
thera analysed (endpoint) oint)
Py P
160 mg/kg (total dose) administered over 8 days or 10 days
Study 3-197 47%"/ 52%°
______ eATG )21 ey | <001t< | 629 (12 NA
(20 mg/kg Supportive 20 6%°/ 0%° 0.01¢ mo)
for 8 days) care only (3 mo)
eATG + OXY
Study 3-198 + Bone 3 43%°/ 39%° 83% (12
marrow (3 mo) Not mo) ~0.14
(16 mg/kg ___infysion [ | reported | '
o/b 0/ ¢ )
for 10 days) cATG + OXY 13 44%°/ 39% 59% (12
(3 mo) mo)
eATG + 0 55%° (24
Study 5000 | __Androgen | 0 | Brelmo) |____mo)
>0.9 o/ ¢ =0.65
(20 mg/kg eATG + 27 44% (6 mo) >0%° (24
Placebo mo)
for 8 days)
160 mg/kg (total dose) administered over 4 days
)
CATG CsA 35 51% (6 mo) OTH (36 | 5
Scheinberg sirolimus | T | TR Not | mo) (log-
()
2009 eATG + CsA # 62% (6 mo) | reported | 90 Iﬁ’o()% rank)
eATG + CsA 60 68% (6 mo) 96%%/94%"
Scheinberg [~ <0.001 _.(36mo) __} =0.04%
0 : 0/2/700,h | = h
2011 FATGE+ CsA 60 37% (6 mo) 76%%/70% 0.008
(36 mo)

Abbreviation: OXY: oxymetholone.

* These clinical studies were conducted from 1979 to 2010.

*Haematologic response was defined differently in different studies, confidence intervals added where

available.

b Sponsor’s evaluation of response.

¢ Investigator’s evaluation of response.

4 This survival estimate includes the 21 subjects who were randomised to receive eATG, plus another
11 subjects who received eATG after crossing over from the control group.

¢ Patients with severe aplastic anaemia only.

fCsA was discontinued at 6 months in the rATG group.

¢ Subjects who had stem cell transplantation were censored.

" Subjects who had stem cell transplantation were not censored.

Antibody against horse IgG was assessed in two clinical studies performed in renal transplant patients
treated with Atgam; 9% to 37% of treated patients show detectable levels of anti-horse IgG antibodies.
The incidence of anti-horse antibody formation in aplastic anaemia patients and of their neutralizing
potential is unknown and its clinical significance has not been established.
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Paediatric population

Data from published studies of differing designs suggest that the efficacy of Atgam in paediatric
patients with aplastic anaemia is similar to that of adults, when treated with dosages comparable to
those used in adults over similar treatment durations.

However, based on data from a compassionate use program, achieving haematological response could
be less successful in children between the ages of 2 and 11 years in the subgroup of very severe
aplastic anaemia paediatric patients compared with older children or adult patients with very severe
aplastic anaemia.

5.2 Pharmacokinetic properties
Distribution

During infusion of Atgam at 10 to 15 mg/kg bw/day, the mean peak plasma horse immunoglobulin
level (n = 27 renal transplant patients) was found to be 727 + 310 pg/mL.

Elimination

The half-life of horse anti-human T lymphocyte immunoglobulin after infusion was found to be
5.7 + 3.0 days in one group of recipients. The range for half-life was 1.5 to 13 days.

5.3  Preclinical safety data

Non-clinical data reveal no special hazard identified for humans based on conventional studies of
repeated dose toxicity, genotoxicity, and fertility.

Carcinogenicity, and pre-/post-natal development studies have not been conducted with horse
anti-human T lymphocyte immunoglobulin.

Pregnancy

Atgam was not embryotoxic, fetotoxic, or teratogenic in rats, after doses similar to doses used in
humans. In monkey reproduction studies, Atgam was embryotoxic and fetotoxic. These effects
occurred in the presence of maternal toxicity (observed with Atgam doses of 20 mg/kg/day, with
maternal deaths occurring at doses of 40 mg/kg/day). Foetal deaths occurred following maternal
treatment during the first part of organogenesis, but not during the latter part of organogenesis. The
maternal and foetal deaths were attributed to maternal anaemia due to a red blood cell antigen that
humans do not share. Therefore, this toxicity is not considered relevant to human foetal development.

Lactation

In animal studies, Atgam was not detected at the limit of quantification in the milk of lactating
cynomolgus monkeys.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Glycine

Water for Injections

Sodium hydroxide (for pH adjustment)
Hydrochloric acid (for pH adjustment)
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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

Unopened Ampoules

2 years.

Chemical and physical in-use stability been demonstrated for 24 hours at 25°C. From a
microbiological point of view, unless the method of opening/dilution precludes the risk of microbial
contamination, the product should be used immediately. If not used immediately, in-use storage times
and conditions are the responsibility of the user.

6.4 Special precautions for storage

Unopened ampoules

Store in a refrigerator (2°C - 8°C). Do not freeze. Keep the ampoules in the outer carton in order to
protect from light.

For storage conditions after dilution of the medicinal product, see section 6.3 and 6.6.
6.5 Nature and contents of container

5 mL of concentrate for solution in an ampoule (Type 1 glass).
Pack size: 5 ampoules.

6.6  Special precautions for disposal and other handling

Instructions for dilution

Once diluted, for intravenous administration only.

Atgam (diluted or undiluted) should not be shaken as this could cause excessive foaming and/or the
denaturation of the protein. Atgam should be diluted prior to infusion by inverting the container of the
sterile vehicle in such a manner that the diluted Atgam does not come in contact with the air inside.

Add the total daily dose of Atgam to an inverted bottle or bag of one of the following sterile vehicles
below:
- 0.9 % sodium chloride,
- Glucose solution/sodium chloride solution:
- 50 mg/mL (5%) glucose in 0.45% (4.5 mg/mL) sodium chloride solution,
- 50 mg/mL (5%) glucose in 0.225% (2.25 mg/mL) sodium chloride solution.

Due to possible precipitation of Atgam, it is not recommended to dilute with glucose solution alone
(see section 6.2).

The diluted solution should be gently rotated or swirled to effect thorough mixing.

The recommended concentration of the diluted Atgam is 1 mg/mL in 0.9% sodium chloride solution.
The concentration should not exceed 4 mg/mL of Atgam.
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Diluted Atgam should be allowed to reach room temperature (20°C - 25°C) before infusion. Infusion
volumes of 250 mL to 500 mL may be used. Atgam should be administered into a high flow central
vein through an in-line filter (0.2-1.0 micron).

An in-line filter (not supplied) must be used with all infusions of Atgam to prevent the administration
of any insoluble material that may develop in the product during storage.

It is recommended that once diluted, the solution be used immediately. Diluted Atgam should be
stored at room temperature (20°C - 25°C) if not used immediately. The total time in dilution should

not exceed 24 hours (including infusion time).

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

Atgam should be inspected visually for particulate matter and discoloration prior to administration.
Atgam can be transparent to slightly opalescent, colourless to light pink or light brown and may
develop a slight granular or flocculus deposit during storage.

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

7. MARKETING AUTHORISATION HOLDER

{Name and address}

<{tel}>

<{fax}>

<{e-mail } >

<[To be completed nationally]>

8. MARKETING AUTHORISATION NUMBER(S)

[To be completed nationally]

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
<Date of first authorisation: {DD month YYYY }>

<[To be completed nationally]>

10. DATE OF REVISION OF THE TEXT
<{DD month YYYY}>

<[To be completed nationally]>

Detailed information on this medicinal product is available on the website of: {name of Member
State/Agency}
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18 IR D/NECTHRAES LN TWAT —X % 48 THB LN 5.1 THIZEHT 5,

e (>65 ii%)

EERE BT D IR FHRRBR T, Ml & B RE O TS DZEITMER STV
VW LT T, BB IR 2 AERE ISR IR0,

ik

AFNIFHNRANEERTH Y, Wi TohIITMREDmWHLOFIR DR ET 52 L,
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VeSS
BEOIBIETA RIA4 2H, AFERGRICcarTFazrTaf RBLUOWE A% I VHE|IZ L

DR ZAT O Z e R EN D, MBEOLARKRGOEEMELEO L5680 (44 HS
M) o

RGI
AFNLAETEFERNCAR L, WUREEEEZHWCERET 2 (63HEBLO66HSHR) |

TR U 7= AR SRR =R (20°0C~25°C) (29562 &, ARAINX, 41T 7 4 VH—
02~1.0I7vy) ZHEALT, MBEOESWFLEIRICEG T2 2 &, REPICRANCRE
PEVENFAET DA RN H D Z e D, REMEMEOEAZR T2, KElZ mifEii+ 25
BRCIEMT A TA 7 B — GERT) 2T 28, MEOEWEIREEHT 52
LTk, FIREE X OMARIE DR A Z B/ NMRICI X Db,

40 mg/kg TOFEH- L2 A > OHESESHRF T IT 12~18 Bl TH 5, AANT 4 BERLL 2T TR
FHET D2 &, AR ZR< T2 T, BEFRZR/NRCIZ b D R rH o, 71
NF—FOSREBLT D AIREMDN H D720, 5P LR GRZITEE LBz 52 &
(44 B IV 48HBM) , &EH, BIRTA 27T v aT 22 R HERIND,

TR OFENENL, BEOMATERE, £, KEREORTE2EETLHZ L,
SSERNHNIEL D
AFNI 7 ZARY A EPEFHTHZ LB,

4.3. 25

ABNOF NS F 7213 6.1 IR TUIFI O WT I T D IBHEUEN H 5 B
o~ o~ ra7 ) AN T 2EEUE O H 5 BHE

4.4. B REBEEB I OER EOBRE
FL—H%EU T4

EPEREIDO N L —F BV T 4 A ED AT, B LR OATE LU0y F&E 4]
R o R R

ARFNHE G- (2 B9 5 Rl 72 5 8 A I

AENE, A TA T4 F— GERM) Z2EHLT, miEORmOHLEIRICEGT5 2
Eo AANT 4 BFHLL BT TREEFHET 2 2 &0 MR ZR <25 28T, BEMZ&R/NR
A BND RN DD, 7 VAT —RISHREET D ARNEN D D720, &GP LIRS
RITEE 2R ICBIZ T 5 2 L 48 THEM) |
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BSOS

PREOMWE B L OARBOREMHIERNG, BRREY GHEMER X OEEME) BNIEFICLL
oD, BLESHE SN TWD, KA ZMoREmiEE & O L2 8Ee, B ) 270
FREFT D, VANAOEIESL (VA A Tav A LR (CMV) , =T RAZ A2 « N—T A )L
A (EBV) , Hfli~L_X2ATA)LA (HSV) | OV AT H@EED, BEIEOBEN W INEE %
HEESBEL, BENEHE LESSIISEOTA KT 4 Ahl-> CIREEBGET D Z &,

TN TEVE RIS

ENTEH 20, AKOEANAENEE R GENTEMESOERRE SN TN D, 7T 74 7%
IR DR, £ OMOIEANTHE D BOS, iR, 2 bONIIE, B, FE,
HIEI LUV 72 EOBEER DS HE STV D 8 HEBM) |

BEMERZ, SR, PEREEE, KiE, 77T 4 7F R EORHRISHIEB LIS EIT,
AFI DB HITTE 20,

ARG THRNCaLFarTof RO 22 I VEERET L EPHERIND
(42 HB LW 45 HZM) , AL AFIRGOREMLEL®mD L0, BE LTI,

P A DA IRHERE

FA MU A IRHIEBREOEIERI Y 27 0350, YA A VIHYEBRREIZ X - TIICED ]
MR DH D 42 HBM) |

T 7 4 Tx—RERR

BT FT7 4 TF =D U AT PNEFITEVEEEREET 5720, R5RBRNCERE T ER
FORERBREEMT 2 ERMIHERIND FRIZT LAX—FROH 5 EE) . RFI7R
FEE LT, ETRENOAFZ FW - L ERER 2 LT 5, 2245 10 0% ICEBE IS
DD B2 WEEIE, AFIO 1 :1000 viv (FE) EHEEAKARIK 0.02mL 2 HWT, [F&E
DR Z R E UCERNRRE T 5, 10 0%OFRREMR L, RFESEA O Z
DENEFLEH K BTSN OZ OBELA LY 3mm UL ERE WSS (F/237Y v 7B
BPEDLGE) 1%, BRI ENRIB S, 2FMET LV —ENRBLT 5 /RerEn @m0y,

R RER O TR IXERRICGE SN TR 6T, RERBRABRMEOBRE THL T LAXF LM
EZ DN S D, £z, ERO XS R EREBRE2 £ L CTH, TOROMFKEOEEE T
W5 Z LT TRV, KENCKT D RATEEREBR DO 6, BIOIRREZ 3 et
L, XRx7 4w K+ URTDWHEREFHFICEETH L, RFTEERBRIBEEDBFIZBNT
RPN X D10 EY) &l S 72561, SRR AEMMEREEENE LI T, Ami
BT ABEEOH DT VA= OIEHICRE L EMAWIRE TR T2 42HES
)

i/ RIBD SE S L UM R BRI E

AFN OF GAT ML MEIRAAE R & O BRI E 2 B L SE L M H 5 (42 THSH) |
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B EERR A R & O AT RER A

AR R M EOMBFNRE Z2H 588 T, AROKRGICLY, e L OEHKAE
MRAMEFE DD 5TV D,

U 7 F o & DR G

U F AR & OAFI O FRH G- OL VR KOAEZMEIBT ShThwvy, U7 F - OR%)
PEPME T T D ARMIEN D D720, AHIFE LAROU 7 F U ERITHR SRV, ThZho
U7 F DU EREZIR L, REMHIREICEE S DT 7 F B OmE L) 22 k2 IE T D
Ze,

]
AV

AFNDOF b U v LEFEITREGSEDHTZD 1mmol 23 mg) KimTHV, HAMIZ [FHRU D
L7 V—] Thd,

ZIZL, ARG L8, TR U LAEEHETLRE (6.6 HBR) THMT 5720, Zo
REZEEBLT, BHEICERGSNLITXTOMGHEND | BOREREZEZ DBERH D,

JEG A
AFNT U~ N ORIESH TR, [WETRTE MURICHR T 2EBEHN L TWD,

AFNIOIE BB T, VA NVARRE - AMEETEMEAINTEY, b0 TR,

T ANVANRFNVOFEERNT, B MUEHRB X O~ HROM GO~ 720 A )V A ZrE
THZLERANYTF—RENTWD, ZHITIE, 7SLRTA L ABIONABFR R Eo/NRIDIE
TR —F A ANG HSV R EDKRBD - R —F 7 A )L AE T, 577 A LA AR
7 MVBEESNTWD, ERROTEEZRETWVNTY, VvBXLOE hoMmiEm»biEE Iz E
LRSI 550, BYYRREOEREO REM 2 52 2ICHRT 6 Z L ITTXevy, Ko v
ANAR, Zw— T A NAEIORZEOMOIFFEIRICR L THIRETH 5,

4.5. D EXKT L OHEERAB IO oMOHEEEH
FAAVERRBR IS LTV,
aNFaRxTaAf R XOMMOREMHAIZEH L 72 & &2, v A7 SRTWIEARANCKT 5

FOSHNERNDL Z 085D, 20X )RR T, AFOREDRE I ORERICESEZTEERES
BEdsz L,
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4.6. ZRRHEE, HTIRB L ONZH
MR

im~ofte Ml Y < 7 a7 ) S OERICET 27— 3RO TV D, AEIROER
JREWIET 5 Z LT TE RV, B CI3AGEEES RO TS G3HEEBM) , Zihb
DRI N EOBEERITRVWEEZ BN D,

THHEE & LT, IRPIIAFRIOMER ZEET 2 Z ENEE L,
PERR ATRE 7R 20, HG-HIM TR L ORGP IEE 10 £ T, AEHEEEZEN T2 L,
i

ik Mail Y ~ 0 a7 ) o SR ASOBITHRIIAATH D, B TR LN E
PR — 2 Tk, Pie MR Y ~fE 7 a7 U o O3 R ~DOBITIZR O S TR
(53 HSM) , BILFOALIRIKT DU R 7 DR TE 7207z, I T 2L o~x
74 v FERBUCKTT AIREDOREX T v NEBE L) 2T, AEZPIET B0, KFlOH
R i S RS WARY o | T B TP

X AaE

=2 A VIV (Macaca fascicularis) \ZERRRER CREH L2 RIS Y T2 &0H . Nl
VxR a7 ) s EERE LT L&, MEOZRERICEEITEEO bk ol B3 HSBH)

4.7. BRI L UBRERERE 11T Rt B P&

H & F O TEHRE 36 L OB OBAERE )69 2 5B 2 A9~ 2 7l B3 50 L Ty, ik
N R Y~ e 7 m 7 A, BBV OERREE /IS K OB OB ERE IS PR OB A
B4, BUWER GrEtho v, 8, SEELIRAE, Kehia L) MRBT LN H 5720,
HE O EICHEMOBMEZ T 255 1T FRIEET 5 2 &,

4.8. BIYEH

ERPRAABR T SN B CRBURIE 10%) 13, R, AFPERMAE, MivR, o
W, E, TR, e, BIETE, R, I, W, RIS L OIHERERE THD (44
HBIE) . BEERHE LRk L BRI IS OB ERICIE S Lo Th b,

ERYRFURIZ BT 2 aEEHIc OV TIE, 44 HEZZROZ &,

U 15

i

EIVEM 2 MedDRA DB IR /35 X OFEEARGERNZ UL OFRIZRT,

R BEBEEOBEITRO LBV EFKT D, Very common (10%LL E) , Common (1%L4 E
10%A4i5) , Uncommon (0.1%L2L E 1%A0i%) , Rare (0.01%L4 1 0.1%A#) , Veryrare (0.01%
AKii) , BEARH (\Foh/e7 —2 b3 HERE) . BEBEEORSEANTIE, EEEZOR
VIR BIEA 27397,
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Table 2 BIVEH
B RIRDE C(?:;:Zon Common Uncommon RIS PE R
JEYUER X O | R, FRUIfLIE, v A L AT,
A HUE P Sy 1 J e i~ L~ TS AHA
IR T A L A Y
A b AT A
Jb A JE G
MEF LY > | FHERBE | i, I/ ISR LI ER A E,
RS M 1 BRIsME, W BR R E
U > 3 EiiE PR ImMAER I,
A,
LR ER S N
oy R E IR} TF747F Y —
Bt
R LU 5 I
[
T T BEELIRRE
]
R R PR et A 2%,
KA, P SV
FEIMESD F
IR i 2 IS i J] PR
N e IR, 9 o M4
BENR
Jii=g e e Ifn R+, Mm%,
AR M ER RS Wi ER R EA 2,
DR R AR E
e, MaERis MK, M DR R A
X OVt R b ISR R fii A,
S, R,
ST 1 ZEnE SRR,
Loo<Y
HIEE T B I H LB 2 1L,
N9, A FENTR
R,
M -,
AN,
AL
REBL O T | %5 % 9 FEIE, T UK MRS | R AR
HH b E- /37 K fiEIE,
BT,
ZITIE
ERRB L O | BAHER % P JFa 7 [ 44,
it ARk P I TRIRE 50T
DU e Ja
PFIZER CONFIDENTIAL
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Table 2 BIfEA

B RIRDE C(?:;:rzlon Common Uncommon RIS PE R
BB L OVR B AR SMER A,
= R B R IMARE,
IR R
PR, FhEME TERRAR 4
B L OB
— - 2HEE | T, Mg, TENEALALBE FENERAENR,
BROEGHENL | FEEL, Ey=NR TEAGBOLIE T,
DARAE Y9, A ) iE
BIDES
b R AR AT IS REMR A I | B RE MR AT L
it
BE, PRl X RS i 2,
OViLE A OFHIE B S AR
BB B
ANV

xR T A LV ORRINTZRBROT —20 5, A ERZEOH& CRBEORS WS LT
e, BARBMEEMO/NEEFE T EARBNOZEMITMALFETH D Z ENRBINT
WA,

BIEH OBV DT

IS OEBZICRAEHORWEZRET 5 Z LITEETH L, ZNICLY, EFELDOR
T4 b URING U ALRRGRANCE=Z U 7T 52 LRTE D, EBRUEHEET, 8V
(CRE S NI ERNRE AT 22 LT, BIEIRRDN O FREWMET 22 LARO BN
Do

49. BERE

AR DI RN EIL, FOEMZHIMEICLY, BEZTLICERL EFHIESNS,
BRIBFEABEIIMEL STV RN, AFIDOBER G O EFITAMIIRD STV R,
ARBMEIMBEOTII, BMOFEAKEREGLE LT, &5I1C14 B0 2507, &K 21 [H

DOEHGE2ZIFTT-BEL NS, ZHHONTROL YA THEMEROIBESFEE T FH L
MNoT=y, BEOWREBRE=X ) U IRHEREIND,

B L =2 b 1 HIDAH] 7000 mg O HLAIEE G- %2521 7228, SWEFTE E 7213 RR B AE O
RO N2 hoT,

BER OMETANL 2, IBFRITRHERE L T 5,
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5. B A Redt:
5.1. 2R Rt
AN FARE - SRPUEINHIF, ATC =— R : LO4AAO3

TEHTEY

AKENE, U EREmDSERRS N T BITH AT D8k RPUE TR S TS, F2, K
FNTHERIER, /s X OVERERIRIZRE &3 2, ARANS K 20l O I3 620072 -> T
WRWDS, ARICERZe ST LA, ERIEAMFE LT, HRLFO T U o BRICR bR AE
AL, VoA EDSEDLZENREBRENTWS, Vo SEROBA I, MR O3 £
TIXEMALFET R b= A k> THIEREZ SN WHEMERH D, S 512, HREMHNICIT
U 2 SERIZH T 2 HUROFEE NITEL T D A[EEMERH YV, T U 7 EROE i E(bE L O
GERNNENFEIND EEZDLND,

HAEAR BRI AR OMERBERFL, REIHERIC LD b0 LB b5, SHITK
AL, ML OHEER K OA o F—m o F 3 RRIER « v 7 n T 7 — Y an = —HIIHIA
T 72 EOEM RN F OB 2 EERET S Z L RS TN D,

HRARHIA ZIPESS & OV et

A > B T O BT BRI VAR R B AFIOBE Y, 5 SOBIRMIRE LAk sn
RSN TN,

AFNT 5 SOERARRER TRl STV 5, BBRICIE, FPRMEE I3 mZ PR R A HEE S D
BARRMEMERE, RO WCFRRE, Mk, BEEEMA~TZ v BV RIE (PNH) 72 &% R
KET2HAEARNRHEAMBEEZRIGE L, ARWMEORHEN AIeE/RBE 332 il 2/l AT, Z
D H 5252 B, AA| 160 mgkg DHEEL 4, 8 721X 10 HMiZh > THEI&R S Lz, 1154l
(46%) (ZIX S IblE & UCARKIZ B G L, 137 6 (54%) (Zixs 27 v 2K U > (CsA)
POFR#&S LT,

{iEl 2 OFRBRIZ IS 1T D SOHRIT 39%~68%TH Y, CsA & Tehilt ORBR T, X SHICEWKIG
LKNFRDH - (Table 3 BHR) . AFNC L - T, SEZAHRRNPBESEIIRbN I HERR
PRI A H T D BRI E S 2V EEICB W T, oM E I ai g EE N FE S
, BEOEFENLELTWND,

160 mg/kg (o 5-5) % 8 HIMFE/-1F 10 H &5

3-197 #k, 3-198 7k, 5000 #Alk

1980 FARITHE T L7z 3 DO LLERIREBR ClX, BHIBEOMEIL & 72 bW EE (3-197 FRERE
L5000 HER) o FEE G FRBRTRTC) OFAREMEE M OFAMNrTREZREE 115 BITAH
160 mg/kg KB4 8 AR E 721 10 BREE Lz, BEOERMIT I~T6ThoT-, THHD 3
BRI BT DAKIE 5 BE O MRFIISHEIL 39%~52%Th 0, AFRIL50%L ETH-
77 FEAMIZOWTIL Table 3 D Z &,
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160 mg/kg (¥ 5-5) % 4 HES

(Scheinberg 2009)

4~78 % £ COEIEFAER B MAETF 77 Bl 2812, KKl +CsA+ 1 U ARZARAF CsA
(2 L D AEAER S NS & b3 2 Al & MR 2 bakBR 2 FE0E L 7o, 35 BlCAH] + CsA+ &
72U AR, 42 FICEEERRIEDOARR] + CsA 285 LT, AAl%Z 40 mg/kg/ H O HET 4 H HERIR
W 5L, CsA % 10 mg/kg/H (12 A O/NNETIL 15 mg/kg/H) OMHET 6 4 HREEE L

oo BAERERTICESE, vr U AR AIZIZ 2mg/H, 40 kg KliiD/NRAIZIE 1 mg/m?/ A
OHET6 » ARIRO#EE Uiz, ARBROFEFARE 1T 3 » H RSO MRFENGERTH
V, MK T EE AR BRI O EAEZ - SR D 2 L LER LT,

BHE 30 ORI FTRER 2t G2 & L 72 3By 72 R AREHT D%, AH +CsA+ > a U A ZAFE~D
BERITE T Ui, IR IERGEE 2 B80T 2 S S T 1% AR CTh o7, 3 AR ORKIG
L, AH +CsA+ > r U AABET 37%, AH + CABETS7%THY, 6 » HRFROBRIGH
X, AH| +CsA+ v U AARET51%, AAl +CSABET 2% Th o7, AKl +CsA+ >l
BARED 3HERE R ORETRIT 97%, K| + CsA BEIL 90% TH - 7=, FEMIZOUVNTIE Table 3
EBRBOZ L,

(Scheinberg 2011)

2~77 DRI O BEIEFA R B M AE 120 # (KRE 60 6) %, AAl 40 mgkg (KFE/H % 4
A G2 E T Fhie Mgl 7 a7 Y > (tfATG) 3.5mgkg/H % 5 HRE#& 5
THHEONTNMNITIEES IR 7, £, HEHBEGHEHTIE, CsA 10 mgkg/H (12 5k AT D
ANRIF 15 mgkg/H) (1285 12FR T 0nEbG207:< &b 6 » A TV, HEIZMH N7
7 PEFEDY 200~400 ng/mL (ZHERF S D K O IR L7, FEFHMIEEIX 6 » A RO MK 71y
FOGTH Y, MEFHSOGIEEE AR BER MO EEE - SR kb 2L EER LT,

6 #» A FFE TR LM FEI RGN R, TATG (37%) X0 L AR (68%) DIFnEIL TV =
(p<0.001) , 3FREEOEAFRY, BHEBHEOR S TT —2 2500 & L84 T,
ARHFIEED 96%, rATG HED 76% T (p=0.04) , ¥l Z T DI & Ll 723546 T,
ARFIEEN 94%, rATG BEDS 70%THY (p=0.008) , WEEMICHEZENRD bz, FEMcoW
TlX Table3 #&MRDZ &,
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Table 3 BARBRMEZMEEE L TOEF D ERERRAR
. FRAT KGR
= A + SRR | it AR
ﬁ% T:@j:'f‘m@iéﬁ% Xj‘% (Fl:l:'ﬁﬂia@ P{E (ﬁ,“.‘—f’;) P{E
RS H)
160 mg/kg (R#xEE) % 8 A E7/2i% 10 AR E
0/b 0/cC
PR 3197 Al 2! 48%%? <0.01%/
(20 mg/kg  [--mmmmmemmmm e oo <0.01¢ 62%4 (12 » A) NA
% 8 HIH) TR IE D 20 BEH% '
S, 0/b 0/C
0 3-198 ‘Kﬂ;%§§+ﬁ 23 4%%2? 83% (12 % 1)
(16 mg/kg -------"HJ:-?-E'"""""""""14(3252?;'95)'0" #*f&nﬂ:u:fcﬁ | R ERREEEEEEEEEEEEE =0.14
% 10 ATH) KHF +0OXY 18 GEH; 59% (12 % H)
K 5000 ﬁﬂ*;zypm 26 (;?%) 55%¢ (24 % )
(20 mg/kg oot ""4'0/ """ >0.9 |y =0.65
% 8 0 KEl + 78R | 27 (6ﬁ%) 50%¢ (24 » A)
160 mg/kg (R 5E) % 4 AFES
AFH| +CsA+ v 51% . _
Scheinberg DUAXSS _______ 6»A) L 97A)(3677H) _____ (?;;32“
2 % - -\
009 AH| + CsA 42 %ﬁé) 90% (36 #» H) Z7)
68%
96%8/94%"
Scheinberg AA +CsA 60 | (6xHA) 0001 (36 » A) - 008
11 """""""""""""""""""""" o, ’ '""""0 """ 0"1; """ = V.
arccn | @ | G, o

FEOXY: AxFT A by
* D OEERRBRIL 1979 F22 5 2010 FI2EhE S iz,
MR FER)SDOERITRBRIC L > TR S, AIEThIVUXEEREZEBM LT,

b IRBRIKHEE T X D BUS O RFA,

¢ JRBRITEERNIC & 2 BUG O,

4 Z OHEEAETFRITIE, ABIBHCIIES BT Sz 21 FloiEmie,

HEND,

o FREDO AR BYEE B D &,
f rATGBETIL 6 » AR T CsA 1L L7,
e BB Z 2 - BE 2T U0 & LA,

hESHIABAE A T BB AT Y0 & Leh o2 h,

SHBEEN S 7 0 A4 —"— L7z 11 F)

BBMEEE AR 2 &G Lz 2 DOKHRER T, v~ 1gG I T DHREZRHME Lz, B5EE
D 9%~3T%I AR AIBEZR L~LDHL Y ~ 1gG UL RO vz, BHARBRMEE BEITHIT 5
LU~ HUREADOBE R LOHFRRIE A TH Y, ERIERITHE L STV,

/NREEF

xR T A L ORRINTZRBROT —20 5, A& RZEOH& CRBEORS B SE LT
e, BARBMEEMO/NEEFEICT H2ARFOEIMEL, MALFEHETH D Z ENRBIN
TWa,

PFIZER CONFIDENTIAL
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LrL, 2Ry yarx— ha—2A0FHBIIL DT —XIZESX, EFICEEOHERNBER
M/NREEY T 7 —T7 0 2~11 EO/NRETIE, FEFICEEOHARBMHE MO 12 5L ED/
WEBE FITRAERE LT, MRS ER SIS WIREME R B D L EZ B,

5.2. BB FH)RRi

PAKii]

R R 27 B AR E 10~15 mg/kg (KFH/ B I CREERNE G LIz &0~k r/ar
U > Ofgm i P T 727 £ 310 pg/mL CE¥IE + EHF2E) ThoT-,

Pttt

AFREIRN B 5 O e NIRAIIL Y ~ 508 7 1 7 Y o OWEISERINE, 1 BEOIBRSIIE
T5.7+3.0 A CHYE £ 17ERE) THY, 1.5~13 BOHEHTH 72,

5.3. FERRL 2T — ¥

HRRRT — & T, WEH O G AR, BImERERE L O ERRICESE, B R
(X2 R R E R D e ipo T,

e MR Y < g a7 ) ACOWT, BARMERER, 7o b NIRRT KO AR O
FEAEITRE T D RABRITFEM L TUeuy,

b

Zv MZbe NCHEMATHOHEICHY T AHEOARF ZHRE L L X, It - RIEEMEE I3
FEHEIX AR Do Tz, PV ERWTZARER T, AN X DR - IRIEEESRD bz,
ZNHOERIZ, BEpErE (K% 20 mgkg/ B TR HiL, 40 mgkg/ H CREMELT LTD)
DIFAE T THRAE LT, SREERATICHESICEE LGS, RIECARD NN, =
FERBINC R E LG A TR LN o7, BEWB X ORKEOITEIE, b FTIEEE LR
WIRIMERGLFIC X 2 E o MICER T b0 L Ex bz, LienoT, Zomkite
fIRFEAE~OIMFRIZ N D EE X BRD,

=0 AP HONTZRBR T, AR OFLT i B 30E & T RIERT Th - 7o,

6. BIH Rttt
6.1. TInA—&

7

TS K

KEg{bT U v L (pH %Al
sl (pH FREEHA)
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6.2. B &R

AFNL, 6.6 HIZFEEH INTWDHDOEERE, MMoOEHEGLERES LTI 520,

6.3. HZhHEAR
KBEOT T

2

25°C TERTF L72 & =12, 24 B £ TIEFEMB LOWENICLZE TH D Z E PR STV 5,
WA FRBLEN S, BIE TR O TIEIC L o THEMIBYRD U 27 BT A58 %2k, K
FNTHELHIEH T2 2 &, WM TE 2 WG A ITIIRITR R 3 X OVRFR M BT 2
BRIIMEHEICH S,

64. RE L0 EE
KBEOT T

BEE (2°C~8°C) TIRfFETAHZ &L, B LW &, 7 v 7 UTEERET THFEIC AL TR
Braz L,

TR DORKNOIRAFESAEZHONTIE, 63 HBLV66HESROZ &,
6.5. BEHRDOEELB L UONEY

TUTN (XA T N HTAR) \ZERMER S mL 254,
BEEY A X 5T T

6.6. BEER XL O Z DM OBV MZEE T 2 8B R EE

R IT

TR IIEFIRN S A TH 5,

FRATRIC» DD LT, ARZRORNT &, IRE ST DL, MWRILEAEZITF T HD
EVEREC DGR DD, AAlZ RIEFHERICHIRT HBE, AR L2 ARAIR N O & B
il L7pn & 91, RSB O B4 TR L TR 5,

LUF DOWT IV OIRE RS AN > Te AR FVETTI Ay 72 RS, AFID 1 A5 &2 00
2%,

o 0.9%MH T R U U AVERK
o T NUBEEM AT N U ATRIR
e 50mgmL (5%) 7 NUBREKZ 0.45% (4.5 mg/mL) T b U » ARIRICIRS

e 50mg/mL (5%) 7 NUBHAKZ 0225% (225 mg/mL) H{b) F VU o AERICIERA
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PF-06462700
I S it e PR R

AFNILRES D2 WREMEDS D D728, 7 FUMERIRO A THRT 5 2 L3R S ey (6.2 HS
LEYI

AR U 7o ViR % 65 3 IRlHE & 72 13 mlhE S E CRAeIEET 5,

FR U7 AB ORELERFE X, 0.9%HE T N U o AT T 1 mgmL ThH b, AFIOREIX
4mg/mL ZEER RN &,

AR U 7= AR TSR SRR =R (20°0C~25°C) 1295 Z &, 250~500 mL O s s A
HAT&E5, AXFNL, A IFA4 07 40%— (02~1.03I7vy) ZFEHLT, MEEDE VT
FRICEE S35 2 &,

R BB NE Y E DR AT D et o 5 Z LD, NEMEWE OIEAZR T2
AHN o HFHET DERICIILTA T A T 4 v F— GRRY) 2T L,

ﬁﬁbt*ﬁ BIHEAT 2 Z ERHERRE SN D, FRLI2AAZ T I LG Aii=s
(NTN%%)fﬁﬁﬁé_&oﬁﬁ%&®é#%ﬁ%ﬁimﬁﬂ(ﬁ@%ﬁ%a@)%ﬁ
2fuﬁ%ﬁwo

WA FERIBLE DD, BEB L OFIRO HIEIC X » THMEMERO U 27 555F 5548 2%
=, AFNFEDIERTSZ &,

&ﬁﬁﬁéz*ﬁ%%%gk‘iU“Q—E@b%@b\?ﬁ), Az BEMRAET D 2 &, AFNTEE~BRGEL
I, BHBL LUIOTNCHLABRZET DR TH Y, RFEPISTH TR EBRR £ 72133 ko
/Iﬁm%ﬁxébé%/\ﬁ%éo

REEFH OEIES F I TREED X, HIBOBHIIE > THIET L2 &,

7. BRGEAGREGE
{4 B X OMERT

<{FEaf}>
<{FAX}>
<{e-mail}>
<[&FETHRAP

8. IRFEAKRBE S
[#[E TREA]

9. FIEIARRH /A EH A
<HIEEAEEH - {SEA A }>

<[#ETiRAP>

PFIZER CONFIDENTIAL
Page 14



PF-06462700
I S it e PR R

10. ACKETH
<{#EHH}>

[EETRAP

AHNCBT 25pMiEHRIE, NBEBEEOATRI DY = 7% A TR TH 5,

PFIZER CONFIDENTIAL
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LYMPHOCYTE IMMUNE GLOBULIN,
ANTI-THYMOCYTE GLOBULIN (EQUINE)/

ANTI-HUMAN T LYMPHOCY TE IMMUNOGLOBULIN (¢ATG)/

HORSE-ANTI-HUMAN T LYMPHOCYTE IMMUNOGLOBULIN (hATG) BB
CDS Version

PREPARED BY PFIZER INC

cps EFFECTIVE DATE: [JHI 20}

Date of Superseded CDS: .—.—20.

LYMPHOCYTE IMMUNE GLOBULIN,
ANTI-THYMOCYTE GLOBULIN (EQUINE)/ ANTI-HUMAN T LYMPHOCYTE
IMMUNOGLOBULIN (eATG)/ HORSE-ANTI-HUMAN T LYMPHOCYTE
IMMUNOGLOBULIN (hATG)

CORE DATA SHEET

VERSION [}
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PF-06462700
1.7 [FIFE[Rhdn a3k

M 7e4 TN LSRR R 250 mg PFAE7 0T ) UOETEEEN 25mg | R A — T LN AIE 10%
XA =T NP0 mg 1 7L
XA =T N®25 mg 1 7L
XA =T V50 mg 1 7L

— 4 pre Maggia o v sa 7y v pre Maggia X aE a7y v (v ARY

s 7 7 A P —EA St B 7 RSt VT 4 AT 7 RSt

ZNRE - DA HAERE LA B D RN B i

OFEELL EO AR BIEE M

O3 s R AR O B %

Oi& MRt O SPERBAR A %15
T

O FRED BB AE & O BPEFEHESUS O
=R
B, I, DB, MR, B
BAE, /NEBAE

(XA —=F /1 10mg 71 7k L)
(XA —F /0 25mg 71 7L
(XA—F /v 50 mg 1 7k V)

O TR DB I 1T DM ED
Pl
BB, R, DRBAE, R, e
Trl, /NG

OB MBI IT B ML K O AE
JkHE R o dmi

OR—F = v ME RERDOH 55HE) ,
K OZE OO IEREGMES E 9 Bk (BE
FIRECHRER+THY, KT
DEBEND B 5 IEENE O H S X
BRI S & ) JERIZIR D)

O = MERLRE (BZ BN EE D 30%LL Eic
5D 55 WVITEEEOLE) | IR

PRI RRE, WM RE, RS M

OFAREMEIN, FRIFEKEE

Ox 7 a—BIEMER: BEEIFREH 50
AT v A NIt 2R354

O 45 R B Efh 0 (M fRfE % ok
FRIZEBWNT, AT aA RAIOEE- 3%
Ay, UIBIERIC X » K25
&)

O7 FE—MEEER BEFIEHR C o7
RN SN2V ERE)

OB LE S G0 UG O P

PFIZER CONFIDENTIAL

Page 1




PF-06462700
1.7 [FIFE[Rhdn a3k

(A —F VNI 10%)
O FREDE#FEAEIZ 1 B HEHa OGO
i

BN, R, OB, MAE,
o, /NSAE
OB MBI DML K AR
Fr 6t & 595 i

OR—F = v Mi (IRIEROH 255,
K OV DA FEEGNE S &5 5k (BE
FIRECHEA o TH Y, FHET
DEBZIND H HIEENH: O TR
B DIER IS E D FRERIZIR D)

O = FMHERLHE (BB N EH D 30%LL i
k5L DOH D WITEREOSLS) , IR
S VERRE, WOREMERLRE, FAEEM
Jie
OfAERNRMEE M, JRIFERE;
Ox 7 v —BIEMRE BERIFREH 5\
AT v A NIt 2R354

O 4B R E 7 B 3. (M PR H % iR
FRIZEBWT, AT aA RAIOEE- 3%
RARA4r, ATEWERIZ X0 K75
)
O7 M —MERER BEARFECHa72
EIE Y ISP aWANAY- T )
OJINIFHE OZ2MES (EIETH Y, HEIR
BEEDFRAEDERN B 5 5H)
OFMBIRERE AL © FE RS O Bl

fERK - SETHA

2022 -6 AGET (B 1R, AEEHTR)

2022 4F2 HelgT (B85 2 Wi, ZhAEZEH,
FENOHEZET)

k=3

PFIZER CONFIDENTIAL
Page 2




20224 6 HEkRT (45 1ML, HHARHE)

H AR i i 0 o

B kMR, 2~8TORA
HRER 1 36 )]

Se A

ik MalRElRT ¥ RE o007 >R

876399

R

Wi5e b g

22000AMY 00004000
20084111
D0354603

EYRRRGF. B, RHZEEER IR -ERFOLFEICLUERTE L

" " ®
YA ET T e oome

Thymoglobuline® L.V. Infusion

1.

i3

F==%

AEL. RRFICTHOMRTEIEERRICHEVT, BE
ARMEN, EMNHAEBEEREECET 9%
i - BEBREFOEMOS & T, FEPET EHIKE N B
EBHICOVWTDAHBET B &, . BERIBICKILS.
BEXEFZORECHEDIERVERIEZ +2HAL. AE
ERTPOHRETH L,

.82 (ROBHFICEFIHBELAEWVI L)

2.1 AHNOHEBHG T 3 v 7 RESOBBIEN RO SN
BE 7.1 2]

2.2 HHERRGE (%%, mAES) = &L w2 BE &
YEDBE LG E 25 2 DD b

2.3 I [9.5 ]

2.4 §53ET 7 F v RS h o8 [10.1 3]

3. #HRK - MEAR
3.1 8%
) N 1347V A
157 45 e fiti %
. ik M > ¥ R
A7 W) K 53 a7 Y 25mg | 7 FIL R
gy 50mg -
D-~vv=bt— 50mg -
WO Al | AU Y ILR— 180 25mg -
2| RPN 10mg -

pH i 2 W5

AANGREE TR T OB ORIk Z M L CT» 2,
3.2 EHE DR

FifaZe v LILA G OSEERRAICH 5. AHZ 0
SR CHM L& &, M LRI oL
DI HIRE L7l E b

S

pH™ 65~7.2

BLEIEIE" | #9509 (R RT 5 1b)

i) HIBTEGHK 5 mL TRtk

4. SHEE IR R
OHFEEL EOBERRIEAD
O&EmEiEraEE O aR
O MmO 2SR X8 R
O TR DR HER OSBRI DRE
BistE, FTigHE. OB, fistE. BESAE. MEBAE

5. %BER IR ICEIET 2EE
(FHELU EOBERREAN)

5.1 ARHANE T RE O ERE PRI & 5 e DL b 0 FRAER RAE#
ML 5T Lo

SANOFI 9

TRAAS B O oD B9 15 AL e
(VLA 577 8 24 Mo 3 REVR 8 o O e 5 R A 72 BE A e
CRIR164EEEIE) )Y
I ER200/ LA 2 Ty MU0 1IHH LR %723
MARILER 20,000/ uL A
MR 20,000/ uL A i
PUFo 2 HE M E &7z 3
HARIER 20,000/ uL A
FrpEk 500/ uL A
MR 20,000/ LA
DUF o 2 BHP 272 Ly 100 72 5 M Bk i 2 203 &
35
MARIMER 60,000/ uL A
ek 1,000/ uL A
M/NBE 50,000/ uL A i
PUF o 2 HH B R &7z 3
HARILER 60,000/ uL A
IFrpEk 1,000/ L i
MR 50,000/ LA b
TEAE ZRUSD S D

) SEMIY Ze R M BRI & (395 2 HALLL E O A WA S e & & 2T

(EMBHHEREEEOIMBERNEER
5.2 2704 FREC Lo TO A RMRPREL N WILES
DHBHEZRT B Lo

(AT HETR O SRR RIT DA )
5.3 AHNE, FAIE LCTAT A FHERETHH RGBSR SE
SNV EITENTHZ &
5.4 JEHIE LT, BRI BOG O B 2 IS A K & 555 5
Z&,

A

HAE

R R0 HIE

ThAE

6. HiERURE
(FEEYU EOBERRIEEI)
ML L H 1 MAT 1 ked 72 ) ik MRIIE > 4 £ 7
07 v & LT25~375mgk ., ABMARHKIIE5%T K
TEAHEE00mL TAHL Ty 6 1FRILL L2 AR 12 i i i 5
%o WML 5 HME T %o

(EMmEB MRS EORAE

W, 1 H 1 BMERE 1ked 72 0 ik BTG & 4 F %)% &
7)) e LC25mgx, AMAREIE5 %7 N BT
500mLCABR L Ty 6 gl L B2 U 82 4R IS Rl 5 %0 %
SRS E AR RS N L) 4 A E T %,

(EMmEBMREEED2 B NEER
WL 1 H 1 BMERE 1kgd 72 0 ik bIBHIIE & 4 F %)% 7
7Y v & LT25~37mgx ., ABAIFHEIIZ5%T Kbk
TESHES00mL AR L T 6 We ] DL k20 U il i 2 niii e 5
b0 BGHIMIES HMET 50

(FaTEHEE O 2 MBI RIS DA

RO
M. 1 H1EMKE Lked 2 ) Hie b BHII > 9 50
ryua7) e L<lbsmgk. 154 7V (Bik b Kl
FFEIEs T 7Y v LC2me) Ho . AR X
5%7 Ko BEESHES0mL TARL Ty 6 W DL L2 i R ik
W RHEHE T B0 BGMIMNE 7 ~T4HB L3 5,

(1]

o



PR, MR, R OVNG RO Y565
M. 1 H 1 BRE 1 kegd 72 0Pk b FaIRAIRL 7 5 5%
ryua71) e LTlomgz. 154 7V (Fik b
FEFGEE T 2 LT28mg) Hh ., ERATE L
5%7 By BEESHES0MLCAR L Ty 6 B LLE 2 ik fa
W RTEEE T %0 G WM RKI4HE E T 5,
DBHLO S
M. 1 H 1 BRE 1 kegd 72 0Pk b FaNRAIRL 7 5 5%
ra7) v LTl5~25mg%. 154 7 (i -l
fawr#EE a7y e LT2mg) H7z 0. ABErE
NiE5%7 F 7 BEESHES0mML AV L T 6 BRI LL_E AT
FEARIC IR T 20 G HIMIIRKI4H R L %,

7. ERUVHAZICEET 28
(GhEeHE)

7 7F747F Y —50MPIERERI T I ENHBDT,

LT, To2MZidir)Ledbil. o0 LoAR
Hl OG- 2179 2 &,
RGBT AH LS 7OV E B RESIAK 5 mLICTHE
s, Z005mL (i Mhsiie Y - FhEsra 7y v e L
T25mg) & 100mLOAM AR CAML T, 1KLL 2T
THTHEET 20 RS HIZERIA B OREE + 5108
2L, BeleilETsI L, [2.1 B3]

7.2 KRNI 7 H F G WA O3 GO b 5 BHITAH %
KL BT HEG T 2B, #5E- To ARANCHHT
PR H MR MRS 55, LERLEEZFE L2 LT, Kl
DT LBEOL L5 T2 L, [8.6 B3]

(2RO A MIERRIC DA
7.3 KAl 253 B2, /MR & A B AE 1 15
L. MR AESE 2 S E (2, @Y R 0EEZT) 2 L,

(1) 1/~ A % A% 50,000~75,000/mm? X 13 ET I ER £ A% 2,000~
3000/ mm’ e, AROREZEET B L,

(2) FEr TEE O M/MURAIE (<50,000/mm®) i 14 i Bk
WAEE (<2,000/mm®) D3FH SN e, AH OG-k
EEETHI L,

7.4 DB O 2R RS O BRI B VT, 15me/kgd D b

B EZ LT 2 0 MIE. 8O IR RE o e & 8
Bz, 5 HMEFTE#HZICTAZ L,

8 EELEXMIEE
GhREHE)

8.1 Yav/SEELRAMEMZEZITZL2H LD T, K50
¥ a vy ZERBBEOKBIMEN K EER L TBL I L,
BHPEERELTHER L, Ei2SEEE o Bligds 2 &,
[11.1.1 =&]

8.2 KA OF G-HIIEGHIEDFRD b N6, BGE O R %
B L. BEOWRENE L. AREEG T L, T/
P G-l NS H G2\ TR e BE (7 A OV A JEGE, A
JEYYE, HWRIYES) 2SBET 2000 5. [11.1.3-11.1.6
2]

8.3 MEMMAZKEIT I LIH2DT, Kl IR, KX
BRSO EHERIIERE T 5 2 &0 [11.1.7 2]

8.4 KA G- OWMPNCHEE, I, IPULKEE, B, e, R
BEAR. AR, SIE. BRI 5. HRSrS SbND
CENBHHDT, TOREEZIHODP LOFMLTHELZ
Lo F72. HEJEOinfusion reaction (%4 b A ¥R
o) Ahobh, EELOEESLHES (GHME 2
P 55 0 AE R B, MiAKIE) ICEL 2 ERHDHDT, K5
FEHEEBRBEICBRET AL, NS OEREBRS 57
O, HoDLOREIFRERNVE VIS R2ESTHIENE T
Lo /2. MEHL Bte 2% 3 YHIOGEH S KK o540
WNCHFET 5 2o 0fERE TR T 5. [11.1.2 ]

8.5 AL HF 1222 PUBEBUR I N9 % M/ IMIGK A3 2 &
i, MR 2SHET 25205 50T, gl
WEEWEL, BHEOREL HI2BIET L Lo [11.1.8,
11.1.9 ]

8.6 AHIH G o Ty AH M 7 ¥ F il 5 O 165
O M2 LR T 52 Lo T, AFORGHRIZIF, &
By FMGERAN 255 LB+l E572012,
S IIIVEE ST LRk A By NN S v DA E B ] N AN
HBEMAZRLA L, BEFR T RICHEREE LTRES &
LA ORERE BB IWEST L, [7.2 2]

8.7 AST. ALT® L5 BEE 2 IFRE, M/MGRD. 1
MERIRA DB b b 2 ED3d 5 DT, EHMICMmE A %
1192k, [9.30 11.1.8, 11.1.10 &)

8.8 BB ELNDHSDLNLI ENHLDT, H5ITHIE-T
BEDVPRRBIZ 2N 2R T 5 Lo [11.1.12 ]

LRENEREZEII2BREICHTIEE

9.1 AHHE - BMEEEZEDH 8%

9.1.1 FEI IO H X MBFRHADIREEDH 5 EE
Tav s ERITBENED S,

9.1.2 IV ABEDEE
AR OGEIHIVERC X D REL B ST BEN0DH 5,

9.1.3 MERFEDEE
AR OGEIHIVERIC L D REL B ST BEN0DH 5,

9.1.4 ERRPEDEE
AR OGEIHIVERC L D RELZ B ST BEN0DH 5,

9.1.5 EWBBEDEREEEDH 5 HE

9.1.6 7LILX—FKREADH 5 BH

9.1.7 DREDH 2 EHE
LR LS BENDD 5,

9.1.8 EMFHIFEREINEFRVAIIVIZ v U T DEE
SIEPIHIA %2 P 5 SNABRIF AT A VA Sy ) TOBRKICE
W, BRFRY A VZAOFELIC L 2RSS S D S
LB B F72. HBsHUEREMED BE BT, Qs
OG- BB ICBEFTF 4 4V 2 OFIEVEALIC X 2 045 % 589
L7EBDS S S Twbde o CHIFRYANVAF XYY T
DBFHITBT, RIEINEH OF - PR I CRUT R o AL DS
AONDLZENDH DL, HWETANVZAF XY 7T OREFIZAHZ
B53 25603 WREBRAEEP TR A VAT - —DF
=5 YT RAT) B E. BEITRY A VA O FIEEILR CRT
ROFALOWBEREIROFBIEET 52 L, [11.1.3 ]

9.1.9 AMBEREOERMENDEVES
KGR ORGHEEZ DR D727 T EBEE L,
[11.1.12 B&]

9.2 BiREEEERE
BRI S BT D 5o [11.1.12 ]

9.3 FFEEREERE
kR 2 AL S €2 BTN H 5. [8.7, 11.1.10 ZH]

9.5 itiw
T IR LT 2 WD & 2 KIETIE, &5 Laws
Lo [2.3 M

9.6 HIlm
B EOARRIE N OCREFLRBO AR Z Z R L. 2L okt
ik 2§56 2 &

9.7 pRFE
HEIHGTH L. AREENGE L RRRBIIER L
TV,

9.8 EEE

BEORELZBISR LD bETEICRG 52 8. —MITAEM
HeRe (EbrE. IFHERE. SWEMERES) METLTw 2,



10. HE1ERA
10.1 BHARE BHRALEWVLIE)

S 44 55 FRPRAEIR - $5 18 51k B - bR T
Wk s F v ARA 5. §972E T | AH o 0 B
BlesdhE, BB, | 7T R ERT A 12X 5,

JHZE RN ORE | I2E, BET BT
7 F B b

(2.4 ZH]

10.2 HEREE (BFRICEET S L)
B EA AR - S5 5 i Wy - fahrKT
Ttz o> 532 B OGP X B | AN SR IR

VIR ARY

JEYSE D B I Vo8

FHAMEGR S N2 T e

W B R RS D | D b,
fabtkdid 5 0T PE
iR ap <R R A S Y
BTz L,

1. BUEA
ROBMIEH A S bNS = EhHHOT, WEEE TR,
AT & RIS B T LT B % K L
1152k

1.1 EXAEIER
1M1 2avyy BEARH). 7F7145%2— (04%)

WO R e, EAS R, BRSO RH A0 S a3
Lk L, @RREE4T) &, [8.1 BlH]
11.1. 2 EE Dinfusion reaction (1 b h 1 > RHBEREZET)
(BHEEATT)

HEE 0P ER MRS COMMEZE, SRS E R,
KIE) ICE2 T LhH2OT, B, BHE, TR EE, L,
Wik, THL HUR, KIE, SIE. BRE. 5. FS
DORFEHED SN IS 2k L, Y 72 s % 47
)Tk, [8.4 B
11.1.3 BPiE (R, BUES) (11.2%)

TANA (TF /T4 VA AL P AFTTATALIVA, AR
AE) . M. BE (7 AU ENRE) Sk 5 T kY
WERHODLNDLZ WD b, Tz, REHHIFZH%E Sh72B
RIZCHIF £ 4 VA F %) 7TOREITBWT, BEFEY
AV ADFGHEALIC X B IFRPCHFROBEALYDH Sbh b
LB Bo [8.2, 9.1.8 BH]
1.1, 4 FEMIFRERRDE BHEAD)

[8.2 BH]
1.1.5 EITHSEMAERE (PML) (HEARD])

AHN O TG R ORI T R IR ORI BlgE
L. BB, SRR, BREEIR O RRE. DUEORE) . 5
FEBEESEOMIRD D S b N7z B A d. MRUC X 2 W{R5 W &%
OIME B A1) & & bia, #5 2k L, @Yz uE
#1192k, [8.2 B3]
11.1.6 BKY IV ABEE (HEAH)

W E PG A IR L, YRR AT 2k, [8.2 BE]
11.1.7 BEEMHE (21%)

FEE, Wk, DR, S XA A R AR SRR S s
iE, #SERIRL, @Y AREETT) 2L, [8.3 K]
11.1.8 M/MRiEA (31.0%). B BHEAH)

[8.5. 8.7, 13.1 ]
11.1.9 HimfEm

B (1.7%). T, EEHEL (W db12%). < BT
Wi, M, MR (3T 04%) HoMimstd S b
NBZENdHb, [8.5 2]
11.1.10 EELFEE (62%)

[8.7. 9.3 ZH]
11,11 U /N RE  (1.2%)

FEHG U VSRS AT SN AR, HY R LE 2
192 &,

11.1.12 2MBEEE BELRH)

B REMAEME (BUN, i 2 L7 F= 2 4) OEAL, REMRK
LHRD SN Y E I G AR L, EYRLEET) S
o [8.8, 9.1.9, 9.2 B

1.2 ZOfOEIER

40%L\ I 10~40% A i 10%A 1
e B 2D B foi . ALBE, L
yﬁwm
FEBJ O | FERh, B | BUE. BIEE. CEE |
7 }1«:1:‘.‘/
PHHEIRT
it i IFrp BRI A, ) V8 ER
WA MRS AT A
RIMERRA ~N< 2
)y MR NETT
EYRA, mAY T A
e
R EUE e RETEIRE
DIV
H At & UL W, TR FE
LIS Ji ASTHIIN, ALTHMm. | AP, € v
LDH#m SV ) 1]
[ BiE, e A MEART . HiR
it e fiflR ¢
Z o fu|CRPRM | B KA. RAETEVE | HU, VRN,
i UL (=N
BB %
di MR, ALBE)

D) R E A VE RSO TR S D,

H2) R ANE AL BEFIROTE 28 3 L HISEO G TR
Ehd,

H3) FEE. F&5. BAEE. MK R EomEREMNES . BB, S0
SERIE RSB T 256055 205 RIERE RV E Y HlO%S
THRPICER I NS,

12. BFRRERRICRITTHE
KHNETH FHZ 724 57 T v A % EOBRARERIC
SR PATT RN D 2o

13. BEHRE
13.1 fEK
KA OBEEGICE D, AMERD, /MR D38BT 5
CENBHHOT, HEROCHRICED SN TV LG RE B
ATHRG LAV &, [11.1.8 2]

13.2 &
AN O EEG D FED N, Wi, mgcE K - Hi
JEASEE OG- FOSFHREZAT) T & T LEIBL
WA ZZE L. Ml b 2 BT v, B 0 RE
EHoICBIERT AT L

14. @R EDEE

141 EXFAREOXE

14.1.1 8%

(1) AANCHREEHAKSmLEMAZ %0 BRI EIHERT S
FT. TELEFAEZ VTV HLICHZH X5 12n
LCHMRT 5, BMaIREEMRE TSI L,

(2) AANIEARATH D720, ZOWEWETDTHIRET S
CENDH LD, RAOEMIIEEZ RITS RV, BB, 2
NUADOIBL E DR RO AR L awZ &,

() AANZIZPIBH B E TN TV ARV T, BRBITHEL DI
52 &,

14.1.2 FR
(GhBEE)

(1) ABAR UL 5 % 7 N 7 BEAESHE LLY o 3] & OBLA 1k
5k,



(FFELULOBERRMEN. ENBMARBEORARE. &
MmE AT HER O MBI W EER)
(2) AR IUL 5 %7 B 7 HHEFHRES00mL TAMS 5 2 Lo

(255 1ETE O SRR RGO A #)

(3 1234 7 (Bie MakHle Y 3 FiEsra 7)) v e LT
25mg) &7z 0. EFAKH 5 %7 By HEES50mL TA
NG R

14.2 EHIBRS5HOIE

14.2.1 1O 513 6 BRI BT TIEAT S & 9 k% % e
T5HIE,

14.2.2 MMEET B, Mty McA vy 94 v T
y— (B7HA4 X023 70y) 2HTLIE,

14.2. 3 IEARRICHR - 7258 BREST 5 2 &,

15. ZDDEE

15.1 ERER{EA(ICE D < E3R
WA IR O RS2 B W CRAI 51 o B R IR A T
BIIF25 w7 £ )V A DS 1T d o 7256125 1 Bl ShTw b,

15.2 FEEREREABR(ICE D 155K
2 BRI AEE RN G- 3E (FV) 128V TRINEK SS x —
7 RMERE. A< 27Uy b ANEZOE YY) ORDHA
b7z,

16. EMEhEE

16.1 MHEE
FPEE DL O AR BB MEH 2 x5 & L7z EIPES TAHERIR
RERIZBWT, ' 17 »25me/kg/H K 183.75mg/kg/H
. 5 HL 120 M LA EAT TRl L7z & & o3k shig
EME LRI ToLBY) THotze KHGREICEBITS
Cmaxi, $5-mOMIMIE- 72 LRS00 57z, M A
70T VR &G IIMER R4 EA L RS

THEPOBREMNICHE LT £720 A TR T VG514,

W% 5-BEO1VEFINC B Cl4H H BURED & Sk o B0
Y (A
FHEAR R EC B 5 BB E /35 A =5

w5 B Cmax (ug/mL) T, (day)
25mg/kg/ HEE 2] 1190 81"
(n=6) Hh-Jk 46.7-2340 39-143"
375mg/kg/ H#E g 1735 78
(n=9) o 52.0-500.0 20-160
1) n=4
17. BRER AR 18

17.1 AERUREEICET 555
(FFELULOBERRMEN. SMBHMARBEORARE. &
MmE M iER O 2B W TEER)

17.1.1 ENE 1R

(FHFEYU EOBERREE)

FAEE DL L O PRAEAR BV BN 2ok e & L 72 [EI A TR A

B CBSREBIEL - A161) (2B 2 R Z328BITH 1) |

6 » QHOARE (FR]+THRAEBIE) &, 25me/ke/HEE
H13.3% (2 /156). 3.75mg/kg/ H#EA23.1% (3 /1361) TH
0. AETIX179% (5/28%1) THhol.

(EMmE RS EOFIAEE)
HRBRLEE 25 & LS TARRR S (S S L -
TEER 2 Bl 2 S 010760) (284 2 2EGVHD I o A R 1% i
Prxf GALTIE), 28 DA IMERAT R RIZT0PI T - 72 B
GVHDO I A E, 7 L — F I U Lo 2EGVHDIEE R (&
25mg/kg/H¥%5-T183% (13/7181) Tho7zo 7L — FIILL
L oZYEGVHDSERERIF25mg/kg/ H¥5-TI9% (7 /714)) T

B otz HAEFII25mg/kg/ HI%-T814% (57/7081) Tdh -7z,

(EmEBHREEEO2MBERNEER
HREEMBROBM)TNE T (GVHD) BEEZNF L L
P IARRRR BB (B S 5 - 4081) 12381 2 AR IEMAT
TGS BRI B & E 2 5 N BEGVHDRE 2461 T &
Do AR (TFR I+ TR E B 1325me/ke/H #E A
615% (8 /13f). 3.75mg/kg/H#EAT2.7% (8 /1161) TH Y.
AR TI266.7% (16/24%1) THh -7z

FEIPC B 5 B RPN, 335 i sl N R A o0 i i 90 I O
T IR R A 1 0 BB R X i 0 1R 3 B TR R T
DA VER IO G AEBI16051 15961 (99.4%) 1234431 D HEIVE
M (BEREMEEY 2 6t) 2R bhk, Bl
38 B14561 (90.6%) . 4 K12061 (75.0%). F1 1 Bk 98 412061
(75.0%). CRPH4IN11361 (70.6%). T r 5k ik 8761 (54.4%)
HTHoTl,

(23T 1EE O 2 HER RIS DA )
17.1. 2 BV EERREAER
MENZ BT 2 BRMZOBEIEHIOEOHEREE B E L2
HEEMILEGRBRIC B W T, BRBMSICAESOS A% 4 L
7oA, SIS B . AFILSme/kgx 1 H 1 IR
WG L7, Mg 27 L7 F = U2 8 L L7z et
878% (72/821) T o720 B, AFIOB HE (poefii [
ML, KAE]) 1Z10H [3 H. 14H] Th o7
2 G VR B R G B 0 9 B AR HI A3 5 S 728201 HHR26
(100%) 29401+ o FI/E A (B 2k Asunlikely®» & O % & Er)
DR BNz, R BIMERIE. EIEA0H) (48.8%). FiE38HI
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WAE #5A)  LAE %2260 (26.8%) . FEEA2001 (24.4%) .
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17.1.3 EINERRHZ
BRMRICA T O A P02 SUS A3 563 L 72 %
Wy SEEIHIFI BN T ARLSme/kg® 1 H 1 BIFIRM % 5-
L7z H, B 5 RTU4HBOMTE 7 L 7 F = Va0 He5-1iE
LD BN EZOHAEIE857% (6/7H]) THotze %bB.
RANOFG A5 (hofi /M, ekfiE]) &7 0 [5H.
10H] TH-720
17.1. 4 JFRehE, ORHE. MR, BERHE. /MR AL O Sk
Hi B O TR FE N 331 B BT 58 BUSEE ASWE Bl & 70 2 B iR
TN L TR,

18. ZEhZEIE

18.1 fERRF
A HE, THI MR 206 $L 8 (CD2. CD3. CD4. CD5. CD7.
CD8. CD25, TCRaf) UNIZEIMERFEHLE (CD1la) 124
LEMMEA R L72YY, 720 v b o SEREIE G S 2k 510
BOTHMAFAET ) A REFHEHSE2Y Doz s,
AFNE, & P THREGURICRE A L. SRR o Ml &
EERSELTEICE), FAERREEIMIE O ICGVEDIZ B
HBLTwWATHIRZ A S8, ZOMEI NS OBREBICH LT
MEERTEELEZOND,

18.2 Saizinl{ERH

18.2.1 & MU NERHRREZMEER (in vitro)
Y UOSERISRS 2 HARARAE I o N 5 0 & M L 7z
B ARHFI20pg/mLIF BB & L TY ¥ 8RO G %
25% 4N & w72,

18.2.2 E-O€ v MERBERIESER (in vitro)
v b URERE I WZE- T ¥ v MER IR 2 BT L 7
By ARHIR5ug/mLIEBEME R L IR L CEu ¥y MEKE
50%30f L 727 o

18.2.3 HIVICH T 2 EEHBEREBELERHE (in vivo)
KA (25mg/lL) (F, HIVICBIT B REBH ARG S RS
FTOHMELEE S, invivoTOIERS 2 3% L 70,
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D RE Al BRARILE.2006 : 47 (1) : 27-46

)R T AR RERIEE TOSEYEIRE (20084 7 H
16 HARGE, W EEEEA.(2) 1))

3)Gaber,AO.et al. : Transplantation.1998 ; 66 : 29-37

DFNER e TR BT BAIE (20084F 7 16 H KGR,
WA ORI R (1) 2))

5)Tsuge.l.et al. : Current Therapeutic Research.1995 ;
56(7) : 671677

6) FE NEEL - R ) BB AR (20084F 7 H16H ZKGE. HIGS &k
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ae . T . ! v ! v v o v I
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e~ - _ N _ YLy rZya | =, V7 a
TWBDT., YoTF1 I roRAFICYHaZ B _)L‘/Efi,ﬂc_): 5. é:@ﬁ —}lxi@%ﬂj-f‘
. >0z RKy>om$iEE (AUC. Cmax) OER mﬁ/ﬂ\ W SR I 1%%* H IR mﬁ/*“‘ W IR
o2 Dy _ D e BEERY 70 | BEER S | BB 2
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ERRRERFOEMENH ETITI Z & gy | FA IV AA =N [RA =T W[ RA =7 V50mg
—FH. KEHPSHLT I 2 AR YBRZIZONT oL P 10% 10mgh 7N | Bmgh 7+l | #17€N
N SN U ~ e M~ | WREE0L | #REOER | HEARO RO
B, > 7OZR) > OWTFREFETT S EFBHID BEENON | ROBEH | Db AW 1 | B87T£LTHR
T RFRIE LTI RZZITDEVC & HICBIERE e | ROWT, M| TV THR | THVTHR | BIIBCDH
Tl RERRICL > TERREEPERT 55 Th1H B IR | Zlpuad | Ribeath
%, [7.1, 8.2, 16.1.1. 16.1.28H] 5o ° °
WER - BB~ MR EWOMRORT, VD5,
2. B2 (ROBHBICEIHBBELEWVI L)
2.1 RHIOFAHR LS EEE O BT D & 5 HF
22 yruy nx WHAEZRL) . EFNRSYF L, TR il :
ATV, Ry, TVAXFL Y, TAFTTLE Q O Q
W NZT LBV, FIVTLEN, XY T 4T F—} T VR I e
. 7 el T — ¥ - mg mg
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2.3 I B ICEEDH A BHF T, ave T v 2 IH ?%)\ - B 6.7mm | 4% 8.2mm 1% : 8.5mm
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24 B o F v L w2 e [10.123] 4. PEEEHE
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3.1 #sk e (24— L50mgH T+ L)
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e A H10% 10mg7 7tV | 25mg#h 7)) | 50mgh 7V O'FEEGDHE%E%%ELJ?h‘éiﬁﬁﬁ&ﬁ}@}Tﬂ
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1 FEIOHBED RN RISEMERIC KV RERISE)
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(FF—FIVAE&10%)
OTRDRERIEHEIC S (T BRI O]
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OSEHER (REPL2FN0%ULICRSEDH D00 18

BHEOSS) . IREMEZE. TBEMARE. BEEMTE
OB4&AEBRMEN. FFIRE
Ox 70— tERE (ERBEHREHZWIXTO4 FICER

HERTIHS)

O2BUEEHENE MEHEZROEBECSVT, 270

1 FEIOBEPHRERTS. RIZEHERICKY R LI5E)
O7 hE—MEER BIEAETTHA MRS BOIhEVESE)
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* % OIFAFERE (S RIER SO IF]

5. MBEX IR ICEEET 2 EE

(BEARRMEI)

5.1 BETA I 4 Y HEORTONEHE BEI1, KHOFGH
WL M SN BE TG TH T L 72, BERBITAEH]
P G- A bR TR L 72 72 0T 5 2 56 OF R E R VR4
PEZDWTIE, T RFHELHEL L T awo T, BEDIR
FEZ DB IRIE L OBE RN BT 5 L HIM S DA
DIEEGTHZ L,

(% 7 O—tEERE

5.2 BB EAIVE CHNBISIET 5 b OOBENIFHFEE D
B XEVE R ROV L RIEE IR A R T RS
IZBRL Z &,

(2B EIEEHENE)

5.3 RH & BT L 22O A D TR 2
CHSEN TRV,

(7 FE—MEBR)

5.4 2570 A FHHFIR Y 7 0 ) & 2V AHE OB GR T
FHRNEBEES T, BRVISE R £ O BE MR R D 30%
P ERIcRSEEEZRICTH L,

QIR O SR

*5.5 EHERRIEZ O 7)) YAISHISUIENERRE T 7)) VR
IETFHEIBNCHST 52 L,

*5.6 FSIRBRTHUAICHG 2T 52 &2 E L,

6. AERUVA=E
(B%iE
WE, BHlIHm2S Y 70 AKR) & L CTIH®EI~12mg/
kgZ 1H2[NZ 3 TREEH G- L. DAL H2mg/kgd 2 d =
T 5o MFFRIZIH B4~6mg/ kg% i &4 595, FEIRIC X
Y E T S o
(FF#&iE)
W, BHELHE 2570 AR v & LTl1H=14~16mg/kg
Z1IH2ENZ 5T TR 3 5 DEEA R L, MR
1HES~10mg/ kg% 1M X 575, FERIC X B EHRT 5,
(DFEHE. FfehE. BEREHE)
HE. BHLIAM S Y 70 AR) v & L TIH®10~15mg/kg
IH2MNZ G TRIOE S 3 5, DBEAIHEL, HiiFe
IF1HE2~6mg/kg% #3475, FERICE D B ERET S,
(INETsHE)
WEL. YO ARY e L TIH®EL4~16mg/kgx 1 H 22551
TR 35, DiEe L, MRrmldlH=5~10mg/

kg2 L 5575, JERICK DB EEMT 5, 72720, @FER
FELHRI2 5 2 7 0 AR EEFI TR G- 2 L. AR RE
Lo 7 RITTE L AT LI TROF G0 2 5,
(BRI

W, BHELIHE 2GS Y70 AR & LTIHE6~12mg/
kgZx 1H2MNI A0 CRECIH G- L. 3~67 Hfkfi L. £
B2 LRIk T %,
N—=F v MERUZDMOIEBESMERE S BER)

. Y7 uARY &L ClIHEmg/kgZx 1 H 20245501
TR 2B L. Mikly A1 H1~2me/kgd D
BXIIHMET 2, HEEIXIHES~5mg/kg® E# L 325
5. HERIZ XD AT %,
(&8

EE . 1HEbmg/kg% 2[R0 CROK S 3 5. BhAITH
LN HAEly HEIZ1HIme/ kg3 20 L. MR 1310
w3mg/kgHIEME L T 5, B, JERIC L ) BEEHEET 5,
(BEREHEMm

BHE. Y7 ARY vk L CIH®E6mg/kgx 1 H 2124551
TR T2, b, BEOREIZL ) EEMKT 5.
(% 70— HERE

HHEL, Y7 UARY v ELTTROMAEA 120250 TRE
545, B, ERICE ) EEHERT 5,

(1) HEFEER 0% FI
BANICIZIH =1 .5mg/kgx #8532, $72. NEDOEZAEIC
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(2) AFuA NI % R4 R

BNIZIETH #3mg/kg e 559 50 72, MNEDOLEIZIEL
H®=5mg/kgx %53 %,
(2B EEEHENE

BE, Y7 uAKRY) e LTIHEmg/kgx 1H 22431 T
B GT Bo RIEDA LN GE IR A 1= L, MR
133mg/kgZ EHE & 54, B, ERICE D EEBRT 5,
(7 FE—M4EER)

WE, BAICIEY s aARY) v L CIHE3me/kgx1H2
ENC T TRIORS- 35, 2B, ERICL ) SEEBERT 52
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* ISR D 2R
W, Y7 uARY & LU CIHEbmg/kg% 1 H 2012551
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* % (HRRREHE (£ S & RS DI

FRAE RS O FE L O HE U R D S
%o

7. BERUBEICEET 3EE

(ZhEEH @)
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ATHEETAEE1Z, FAHIE LTl 1ot (mg/kg/H) T
Yz ST, 7 a AR ColifiEE (AUC,
Cmax) 2’ LA L CRWEHZ BT 2BEN0H 5D T, Y
0 Iz mifRC IR R O flE N O RR A (g2 L7 5=
Vo MMES) #HEENCFTD & & BICEEDREE o6
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Eo [1.3, 16.1.1, 16.1.2Z&0#]

7.2 RFEIOBGZH7--> itk s 5 7fE (trough level) %
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B R ARV E AN E R T S A%, BE AT HAICE
KEOMHIZ—Ed 52 &,

(7 hE—HRBX)

7.7 TG TE AR EHEICE Lo b 2k, AFIOES
AR R O O BN & ERICAT ) 2 ko SO
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ME D _EF T OIERDOEALA S ST b,

9.1.3 BLIEDH 2 BH
TGN £ ) EAYEDTEAL T 2 BZ NN D 5,
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(ng-hr/mL/mg) 34.4£11.14 | 29.4+14.19| 22.7+20.8
Cmax/Dose (ng/mL/mg)|11.00=2.944 | 8.61=4.701 | 45.6=47.9
Cmin/Dose (ng/mL/mg)|0.749+0.427 [ 0.701=0.420 | 8.8%17.0
Tmax (hr) 1.1+0.21 1.6+1.57 | -12.9£31.0

CFHME=S.D.)

16.1.2 F > 71 3 2 ¥ THHFHRE T O BFRAEF T, H

TA X a2 VITRIARZRT206012, ENFETIRALT

Wt T I a v EFAEORKET YT 32k

I U AF — NG L7k (1H2Mm 120/ 4) . 41

Y7 a AR REERRIAEIC L) M L CHER L 724

Ry HAEGEL ) OEYBEENT X —FI3EROLB

D ThH-o7" (IPURER : dose normalized AUC1-su7S

10ng - hr/mL/mgbl N % 25 JLHEfE & L CTREGIMGI & C
Hog) [1.3. 7.1, 8.2, 8.3&H#]

INT A—=4 AA—=TFN | FrTa3av] BLE (%)
AUCo120:/Dose
(ng-hr/mL/mg) 32.2+8.3 17.4+6.8 |105.6+74.5
Cmax/Dose (ng/mL/mg)| 10.49+3.00 | 3.931.87 |248.6+239.8
Cmin/Dose (ng/mL/mg)| 0.77+0.26 | 0.58+0.23 | 38.3+26.9
Tmax (hr) 1.4+0.5 2.4%1.1 |-32.9+27.8

CFHfE+S.D.)



16.2 BRYR

ARFENIH VT4 32 v LB L T mE R AR L
BLEBEZITII WE OHENH B0,

16.4 X35

TyTARY EFEELTF b a—24P450 3A4 (CYP3A4)
TRH S, RERBIEE e Fad ik, Ve sy
K N-BEXF AR TH - 722 (BHEADT— %),

16.5 HEiitt

TIUARY VIFEE LT EALCHE SN D,
BEEEDMR /2N TV A BHFIPH- v 7 0 2R ¥ &R

HU4A. REERIE6% T, REILEKE LT3k
#HD0.1%Th o7 (6E:HHE) © WEADT—5),
17. ERERRRHE
17.1 BEHHERVOREMICET 55458
(BF51E)

17.1.1 EINERRHER
HBLE G B (AAREATE,. SEARESHI) IS8T B 1EAR
I A (Kaplan-Meierd) (X, AKE CT94.8% K
U8100%. FEARE T93.3% K UF100% Td - 720 FEHEFUS A
FEH L EBNE, AR TIE51.1% (2461/4761) . FEARYE
TI353.3% (8f1/1561) THhot:o F T4 I 205D
G0 ez BICld, Bat L 725560 4k CRAE o A4 % Aok
Fr&hz:1e1m

(FF#54E)

17.1.2 EREEFRRER
BT 3arTiRYZ7aAERY) oM IEESREE
HBH12B Y 7 1) A A ORI RIEA B B B
HYF AR L L. NS IEHI S DY) 1 2 R A FE it
L7z, RAN OB EE O IR LREE %
BETRIE Ao 7218720

(DFEHE)

17.1.3 S EEERHER
AF—=FGNEF T4 I 2y ORBOBIEE TS L
L 72 % ik — 5B MO L BGRBR I B U1 2 BB A6 7 H
FCoORME T, BROMIBES S (ISHLT) OmEAER
HHETT L — FIAL LOEMS BRI, A4+ —F 0
TE42 6% (80%1/188%) . > 74 3 = »#E41.7% (805
/19260) TH o720 Fho EFFEIE AL — T VHIZ. 1%
(17561/188%1) . + > 71 X = »BE92.7% (178f/192%1)
Thol. Blth6» A TIZ7.1% (2761/380%1) DB
AR L72AS, 20 E 2 TR AR (1261) . B
e (461) . EYERES (2B1) THh o722,

17.1.4 S EERRHER
DR RLEE 139G O 3FIBE I (70 AR ¥+ T
FAT) v+ ATEAR) 2K L REE IR, AtkiE
HESUB 2180122500 (BEL7200.18[[]) &Rk iHEHE
(v ruzxR) y+ 2704 F, BEL7-00.84/0)
IZHARFEBUEE DR A SN T2, HEEFERIT
92%. SHEEAFFIL85% . SEAEGFHRITT8B TH o720 —
T BHORETEIZ O W TIIRER OB BEIC A, G
S TEVEIEE OSBRI T % 20 722,

(T HE)

17.1.5 S EERRHER
P AS AR E 7360 L OSSRl AR 58BI ORI 131611 B 1)
BUEAGFRIE, ZNEN8TU K UT6%. 24EEHFFRITZ
NZENTU R V3% TH - 720 Ak i28% (1141/13141)
DBEHIE L72A, ZoRERGEE 361) . LR
B 7T ANV FN ARG (261) . 5 EAB O R AL
FREERER 0. SGEADHE (181) Tho722,

17.1.6 S EEEFRRER
Fr il 3 il A A 4400 & ATG (PrlaBi sl sy 7 o
TUY) B (Y7 uARY Y+ THFETY) v+ AT 0
A4 F+ATG) EIEATGH (P70 AR+ T7HF4+7
Uy + AT HAR) ICEERICED A RERMET L7
By MiAEBIZE B 7L — NI YRS PEM RS D F8 3]

I, ATGHEET23% (561/2261) . JEATGHTH5% (1261
/2260) EATGEECHE (p=0.03) 1Zd%h o7z, iz,
AR T OS24 AR AF BRIE AT GRECT68% I 1M64%. FEATGHET
1373% K 0°68% Cd > 720 — i BALBZEDEKIGED 5\ X
TEVERTR O SE B I TR CRMECTH - 722,

(PR 1E)
17.1.7 S EEERHR

TR [ RS R AR B ATO B D14 BAE L 10 AEARER L, &
NZEN96.5%. 88.9% M UNT9.5% Td > 720 F7-. FEAHERE
DIUE, ERT0EEERIT, TN2N87.9%. 78.9% %
68.4%. BAHE CTlx. Zi1E188.4%. 81.0%% U63.5%
Tholzo BIBEOITOTEARFRIE, OO R E
(46%) . HridiE (16%). MEVEEE (13%) TH o722,
17.1.8 S EERRHER

i B R R R B 5060 2 ATGEE (Y7 a0 AR v+ 7
FF 7))+ A704 F+ATG) LIEATGHE (27 uax
KV U+ THFEFFT) v+ A70A F) [TEESIZED
AT AR RS L 72/ AR LA £ CORMBEICH T 5
SRR SO T & D 2 <L BRI 5 S
BB ATGHES6% (9%1/2561) . IEATGHT6% (1941/25
Bl) EATGHCTHE (p<0.01) X hholz®,
(I\EtgiE)
17.1.9 S EEEFRRER

WAHZBWT, MBEBRLICBIT 22 7 0 AR v o
BUSOIIHIEH B L T S Tnw 7%,

(BREHNE)
17.1.10 EANEEFRZER

PRGN LTy v T 3 2 R OARH &
%5 LORE L2 R,. 7 L — F2L Lo A & 15
TS (GVHD) O RfESEZR (Kaplan-Meier:) 1
B CTOBAET22.3%., FEIMMFHT26.7%TH - 722,
(N=F 1 v MR)
17.1.11 EANEEFRHR

M GH (166]) comEclx, s (Tt L
1) 1381.3% (13%1/1661) Td - 7%,

(&)
17.1.12 EANEEFRZRER

BEPG6 (1661) OB TREOUEMEIBD SN
2o 74 320508 )2 FITORMETlX, 27
B GBI CRE S ATHERE & 723192,

(BAEREMEN. FFEHE)
17.1.13 EANEEFRRER

EAEFEAR BRI, FRFHREBENOIFHIL G- 056 T
13, FAERBMEIMOIBT [Minimal responsel. <3
B O 16 Tl MRS FRLE S A SNz T4 3
20PNz E (196]) Ti, 1861 T - KRk
% S PRRRA R MR S 2
17.1.14 EANE I/ DHEER

FREELL L OATGRIGRO AR LA MEE % 0t 5 &
L7cz)v b i v R 7 oENERRERIZB VT, ATG,
PraARY YR TV b a R O3RN &G L7
B ZRERITT0.0% (TH1/106)) Tholze BB, ExhR
FEMA (IR Ao IR OWwE) P nizis
DHEIELEFRLIY,
17.1.15 EAE I/ MHEER

FREESE DL 200 I/ N ER30 , 000/ uL Al O ATGIR R % %
V72 DSE BRI L EH RS ATGIEEZ T 5
TWHAEARABUHEMBEZ R E Lz ha v KRRy
OENIEERRERICBWT, Y70 AR) VG5 ROELED
75.0% (661/861) 12 5-BAA26E K |2 M 1) BUG 3 O
YEEASRRO b, B, MRS RUGEIL LR Lo
IMmERIZ S LR EAY>20, 000/ 1L EE IS /NG 1L
JKAE, ~NEZ T A1 . 5g/dLEEIN (% 5-HifitiA"9g/
ALARMG O 6) ST AR MERER ML 34 I h Bk s>



100% (¥ 5-1i il AS00/ uL A Oy 6) L1x =500/ u LI
DI B, 12U EFY] 2RO BEOEALERLED,

(% 70— UEEE)

17.1.16 EMEERZER
FHGHICIE, BEEEER AL chEE (U] M
F) 2%69.2% (9F1/1361) . A7 14 FIRFUMEEE T
FINT5.0% (9BI/1261) THotze T4 320060
Iz plicid, MRHEEEEO18%)., A7 14 NIk
PLEREE O3B O VTN ORERFI T b S EAERE S 2™

(7 FE—HERBX)

17.1.17 ENE DR
BANDTRERED T b E— VLR REEEZ R RIT, At —
J )W3mg/kg/H (2~5mg/kg/H) Z1H2[RNZ455F T8
RO T5 77RO RBERB L £ L 72, Rk
BEEEAIATON=ZAF 4 H 5 OELROBFERZE (&
T = NE-T 5 2R B, TR OVl (95%(E1E
XH) 13-30.3% (-41.1%~-19.6%) TH V. K%5H:H
WCEBEZEDRO LNz (p<0.001. TGO % WHHRGE) o
o, MICRIHEHAZ 27 ON= 2T 4 ¥ b DB
DOFEMZAEDOFIME (95%EHEXE) 13-21.8% (-32.8%~
-10.9%) TH Y, HLHHEICAEEESEO LN (p<
0.001. MIEDZWVtHE) . U EXD, A+ —FVEDT
T & RN 5 A A T N ORI A 3 7 el

R G R (A

FHAEH gy AT NATA ORI EltR0RHE
BT THELSD.  THESE Tl B%EEKHE pl
BIEEATT

AE-gVE 44 54041630 -63.0£3.43

7otA# 45 51121613 -32.6+4.18 03 HLI~BE Q.0
AT

M-IV M T42514.60  AL4x408

TIvAE 45 69.0:1275  -19.5+3.71 213 (25109 0.0

EREFEA 27 L ATHH OBRRATR, (RL3E - 08 G2E) . R,
WM. S - BEL) 28w AT Bk S T & IZ4BER (0-3)
THEAL (A Ait96)

TEHHPA 27 82 IO HEH S (EH T 55 Tk
1Z4B R (0. 1/3. 2/3. 3/3) THEAL (RAME100)

NSO 2D

*17.1.18 ENE MHHER

NS O 70 7)) ¥ RIS TS 2RI,
%7 U 7)) v OFERNES- LT AEY v o0 o
BEREE (IVIGEE) &, IVIGHEOEEICMA T, w4 —7
Whmg/kg/H (FHIE L CH#% 530 B o1l H 4% 55w 1
M~ 7% #5%E L. 60~200ng/mL% HiZ& L CH%
HaoWizmits L7z) #1H2MNI454 ChH Mk
528 (A F—FVE) L OIEEMRILERER Y EiE L
7oo EEFHMIEH Th HEEIRFEE O A PREAIE. IVIG
#D31.0% (2761/8761) 2%t L. 4 — F VEIL14.0%
(1261/86B1) THY . +F—FVHTHEI KL -7z
(Mantel-Haenszel 5. p=0.0101) #iEESILH O
I LR EIOEIAIE, TVIGHELS.0% (761/5461) . A
—JVIE32.4% (2361/7161) T o7z, EIVERFIINE
. 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. B3RS ICEET 2IB{EEAER 13) Combalbert,].et al. : Drug Metab.Dispos.1989:17 (2) :197-

— AR 207 [19966834]
27 AR ¥ (Ciclosporin) 14) Wood,A.J.et al. : Transplant.Proc.1983:15 (4) (Suppl.1/2)
b4 :2409-2412 [20049036]
cyclo {- [(25,3R 4R ,6E) -3-Hydroxy-4-methyl-2- 15) Beveridge, T. : Cyclosporin A : Pharmacokinetics and
methylaminooct-6-enoyl] -L-2-aminobutanoyl-V-methylglycyl- metabolism of Cyclosporin A .1982;35-44 [19966455]
N-methyl-L-leucyl-L-valyl-N-methyl-L-leucyl-L-alanyl-D- 16) ¥THFNAIZA : 5 HOFHL.1999:12 (Suppl.) :65-77 [20000069]
alanyl-V-methyl-L-leucyl-NV-methyl-L-leucyl-N-methyl-L- 17) KEM—ITH 1 5 HORH.1999:12 (Suppl.) :43-64 [20000068]
valyl-f 18) WBARZIIA 1 4 HOMHE. 199912 (Suppl.) 99-107 [20000072]
= 19) WBEREZIID 0 4 HORA.1999;12 (Suppl.) :109-115
Co2H111N11012 [20000073]
e 20) FEWEARFLEEE D © A4 H O . 1999;12 (Suppl.) :117-123
1202.61 [20000074]
(LN 21) Eisen,H.J.et al. : Transplantation.1999;68 (5) :663-671
HEOMKET, 7= )L, 2%/ —}1/1 Iy — (95) [20006172]
WO THEITRT . VIF VI =T VIZEITR T, KiZiFk 22) Olivari,M.T.et al. : Circulation.1990 ;82 (5/Suppl.IV)
A EBEIT TR, :276-280 [20006173]
LA g 5 23) Cooper,J.D.et al. : J.Thorac.Cardiovasc.Surg.1994:107 (2)

H 460-471 [20006174]
n 24) Palmer,S.M.et al. : Chest.1999;116 (1) :127-133 [20006368]

Ala-D-Ala-MeLeu-MeLeu-MeVal —N Abu-MeGly-MeLeu-Val-MeLeu 25) Odorico,J.S.et al. : Clinical Transplants.1997;1998:157-166
I tn_© ] [20006175]
Abu= (28)-2-7 3 / B4fe 26) Cantarovich,D.et al. : Kidney Int.199854 (4) :1351-1356
Moo N F e 25 (20006369
MAVIENTATIY = 27) Grant,D.et al. : Lancet.1990 : 335 :181-184  [20006176]
20. BURL EDEE 28) Jan,D.et al. : J.Pediatr.Surg.1999 ;34 (5) :841-844 [20123825]
(RAR 29) HHIEA 4 H O 199912 (Suppl.) :87-98 [20000071]
FI20CUTCTHRIET A EE) —RICRDZERDH D, TOHEIC 30) Fujino,Y.et al. : Jpn.J.Ophthalmol.1999:43 (4) :318-326
1F20C DL L ORI CHEBHREHT 52 &, [19995252]
(h7T &I 31) JEHBRARENE 2« VEH A B FEEF. 199860 (6) :832-841 [19990057]
WL TR HAL L2, &EFTAHLY ) —UH ? Kol 32) JEHHBAREN 32> © VEHAEZ FEEF. 199860 (6) :842-848 [19990058]
B LHBHHOT, IRAEHE CPTPAED F FET 52 L, 33) %1% : Biotherapy.199812 (11) :1459-1472 [19986782]
- 34) AR - EIPNGE T/ AR RHER (ETB115E1202545%)
2. a¥ [20170502]

(XA —ZIVAR#E10%)

50mL [13]
(FF =5 IW10mgH T+ IL)

1007 7w [104 72 (WH7 VI =27 APTP) x10]
(FF—FI25mgHh T +IL)

100 72 [64 7t (WE TV I =7 APTP) x20]

35) /NMUFTRITD L EHT. 199845 (6) :823-836 [19990014]
36) A —TIWIZE BT b E—VERE SRS - BRIRECE R

.2009:63 (1) :73-82 [20090397]

*37) HNER  EINFSIIAHERR SR (CHI-CsA-004:5#%) [20190564]

38) AENEEL © A A — T VOB 2550 [20085663]

(% F =5 I50mgHh 7T +IL) 24, XHEEKERVBUVWEDEL
1004 7 [57 7t (ljH 7V 3 = APTP) x20] IINNVT A AT T =R SNV T e AY AL b
T105-6333 HEERHEE X/ [1-23-1
23. EEHK
1) Baxi, L.V. et al. : Am. J. Obstet. Gynecol. 1993;169 (1) OVARTLS DIRECT ©
33-34 [20180291] 0120-003-293
S{J6509 : A~% 9:00~17:30
2) Burrows, D.A. et al. : Obstet. Gynecol. 1988 ;72 (3) (RERUSHARER)
459-461 [20180292] www.novartis.co.jp
3) Lowenstein, B.R. et al. : Am. J. Obstet. Gynecol. 26. BUEERS R
1988158 (3) : 589-590 [20180293] 26.1 BERRSE
4) Flechner,S.M. et al. : Am. J. Kidney Dis. 1985 ;5 (1) : INIVTHR 7?_7**itg*i
60-63 (19966522 RRBBEE/PI1-23— 1
5) Coscia, L.A. et al. : Best Pract. Res. Clin. Obstet. (26)
Gynaecol. 2014;28 (8) :1174-1187 [20180295]
6) FEWNEE v bu v R TE Y 7 a AR Y OSEYFEAER
(2015837 5%) [20160747]
7) FEPVEOR BN I/ ARRA SR (ETB115E1201545#R)

[20170501]
8) FEEERIE A ¢ A H OFA . 1999:12 (Suppl.) :5-24 [20000066]
9) EELABIZY 0 4 H O 199912 (Suppl.) :25-41

[20000067]

10) HAERL  FFRBARE B 2L, T OSSR
W7a7 10— [20000085]
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1.8. 1 iR 3# (%)
20XX 4 XX AR (35 130
BF 3k 2~8CTRE
BHHEIRE 18 » A
E2UIEPS (TN IVE T A

) HE-EMSOLSEICL VAT

S HIF
HE MEIRERY T RE Y 0T Y L SRR
7 LR R TR 250mg

ATGAM® Intravenous Infusion 250mg

BAREBM N HES
876399

RRES
BRTRALE —

o l]u|e§

1.

AH li RERITTHARISTESERERICENT, BE
FEMEBMICET 5+270HM# - BREFOEMOL &
T. REIABEY EHESNBERCODVTOARET H T
Eo Fi=. RERBICKILL. BEEXIZTOREICEMNE
&U\ﬁﬁli%‘f— YERBAL. REZEBTHLERET S &,

2.E3 (JEO)*%‘( FTEE LA L)

2.1 AFN O BBOE DO BN S 5 B [7.2, 8.1,
9.1.1 BM]

22 ~wiE a7 ) CRFNREUE OB EIER & 5
BE (7.2, 9.1.1 8]

2.3 BIERYYEZ BOF L TV DA [JRYWIE S BT U By
MERLBZENRH D] [8.2, 9.1.2, 10.2, 11.1.2&

i

24400 F R L2V L [10. 1 2R]

3. HRL - K
3.1 #88k
Wsed T B AR AR 250mg
P L7 7 Gl
RSy Hie MEIRHE Y ~ g s m 7Y oY 250 mg
7y 112. 6mg
A
Zoft, ol HEAEZEHT 2

) AL, BEETRTE MEREIL, ~ 0> (FH R, Uik, b
FRIBR KON R AR LT 2,
3.2 WA DK

W54 7 BT LR 250mg

. e ~HoRESOIBED, BERE L 3bIhrclats 25

i3
pH 6.4~7.2
2T 12 CEBLEIRIRICR3 2 b)

4 HEERITHR
PEEUEOBETREEM

5. SRERILEHRICBIET 5FE
BRATA RTA VEDEEFDOEREBEIZ, KR OGN
WY MW S BFICHERT A L, [17. 1.1 &MR]

6. RERUVAE

A, 1 H 1 [EAE kg &)t Pt bHIRHIAE Y~ sa)E 7 v
7Y & LT A0mg ZRERICARHET 5, WX 4H
Med 25,

1. BERUVAEICEES 5EE

T1VIIER, Yav s, 774 7% — YA bhA Uk
HJEBERESE O Infusion reaction 23 bbb Z L3 H 5D
72, UToEBOxET5Z &, [8.1, 11. 1.1 &HR]

< AR OB BB RERLE R e 2 X I KIS
ERGTLH L,

* RFNOWEEEERIE, BE5-RT0 B R O IR 5
BEATE | BRI D TRRIRICIR 5T 2510 L 0 BRMEETE
BOETHICEELTEETDL L,

C ARANT AR ENT TR T 52 L, 12~18 IFFH2NT
TEEGTDHENEFE L,

1.2 RF IO 7~ iiERA OB 5O & 5 BEIZIE, it
Fbskobie MalgiiaeE s a7y CREIORE S ERE
L7z B¢, R0 B FAR 25T 2BICi%, B2k
ST, BRULEXREO VBB ZH L, ERO+4537e
BEOb LEEICES TS, (2.1, 2.2, 9.1.1 &)

8 EELEAMIE

8. 1 ARAIDFEI 5 5-Fiil 2 & 3R & Ehi - 285412
DEBVRIETHZ &,
ﬂ%?ﬁ%ﬁ@zfiﬁﬂi’ﬁﬁb‘ff) v 7 RBRE EHET B, D
[5 10 % ﬁé %/ Z))uu(y)%ﬂﬁ_ E/\ 7DU /7%ﬁ5ﬁl%ji‘l\¢&$”
Wi 5,
7Y 7 RBRICB W T RRBO DR WEAIE.
WCHENRBR A LT 5, BRNRRIL, ABEAEK T 1000
fEZR UT=AHA] 0. 02mL, M O%FHE & L CRIEO AR K
TN G %, NS 10 %12, AEFR G A
BRI OB GERAE & Holle LT AR S DI X Vg
WRD HNTHE . RNRBREEME & M5, [2.1, 7.1,
11. 1. 1 ]
8. 2 J&YiE (HFn RUSHIE 2 &de) DB L <1k, X
VAT 7 A NV A DFHEMALC I L TR S b b
ZEMRHBHDOT, KA G > TFR T A NV AEDRK
PeOFMAEMR L. AFBRGANCEE) 2 0E 2175 2 &
[Z&QJJ\NZ 11.1. 2 BH]
8. 3 ‘Fritimil, . BHEREREE K OIS REREE S B O b
6:&%%5@1 ZIK%I&ELEP&U&EL%&T?&(D - TE A
IEEMIC MR ARIRE 21T O %, BEOREZ /5108
2452 b, [11.1.3-11. 1. 6 ]

(=Y

IRENEREZRT HBEICHT IR
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9.1 &HHE - IERZOHLHESE

9. 1.1 RFIXIFMbD I MBERNFDREREDH S EE
vavIEEITEBEED D, [2.1, 2.2, 7.2 ]
9. 1.2 BRLEEEHLTLIES

AR OGIEMFEERIC L W FREEZ B ST BEZNNH
%, [2.3, 8.2, 10.2, 11.1.2 K]
IN1IMKRIMNINADRBRERIIBEEEHT HEE

AFN e G oh Je O 54T 1% 0 —EHIRNIE. ke L CATRERE
BEPCITRIANAT—I—DE=F Y L T E2ITHIRE,
JFe D A v A DFREMEALSCHT 28 DB TE DO B sECRE R D FEH,
WCHEBTAHZE, [11.1.2 5]

9.5 1143

TR SUTIEIR LTV D FTRERED & 5 L EIC 1T IR R Lo A2
MERNEBMEZE BE 5 SRS A BAICOREET D 2
Lo RENT 1g6 TH Y Ml 2 @il 2 /RN H 5720,
R IR O AR S e B VE R 23 5| &l 2 &2 ATREMEDS
b5,

9.6 ZFLIR

RIR EOF MR ORFLRBOGEIEZEE L, IO
oIk mET 52 &, b FAIT T A~OSWIT AR T
b5,

9.7/NR%

2 AT O /NI Bk G & U T2 IR BRI L T2y,

10. HHE{EMA
101 FRES BERALAGWLI &)

B4 AR - HE 715 B - fEIRIN T
oy F Bl Stz oAV ADE | AK O SE Ik
[2.4 B ] T ORGIA I S IZ& 5,

TRIET 2B TR H

5.

10.2 BtREE (BHAICEET S &)

PR FRIARTEAR « ST BT - fEBRIA T
ALY 7 F PURRIEMET %362 | AAIO Sk ER

R %, 2k 5,

fth o> S i JEYL R N A OV ADFE | AN S
vy RARY 5 S FASHIR SN B T
[2.3, 8.2, 9.1.2, a5

11.1.2 1]

1. 848

WORWERRH oD ENHH DT, BIEE+mITIT
W, BEPED ONTEAIT B S 2T 5 7 Sl e
WEZITH Z &,

1.1 EXGRIER

11.1.1 Infusion reaction

My (33.3%, 1/361), avs (BERR), 7774
Tx— (BEERR), A b A VHERRE EER
) ERbobhdl ERlbb, [7.1, 8.1 5]
11.1. 2 BREE0E
TANAOFIENL (VA MATa AL (66, T% 2/3
B, =FRALA L s R=T A VA BEERH), Hfi~L
NRATA A BEEARY), BAJFR BHEARH), BK v A
JVABRE (BEFEEARH]) 45) . ARRUEY (R M: & OV

PR EEEARET) . BUiE (BEARH) SRdbbhd b
N b, [2.3, 8.2, 9.1.2, 9.1.3, 10.2 BR]

11.1. 3 B5&HN&|

U U RERIBEE (33.3%. 1/3 i) EfLERIBGE (33, 3%,
1/3 f51) . FEEEAF R ERIBE  (BEEEASET) | A Hp BRIk i
BHEEARBD) . i/ RBVE (BEEAR) . IR BRI
(BEEEARBH) | WORIERE (BEEARRR) 0Bt &
LbhbZ bbb, [8.35M1H]

11.1.4 Hm

Highim GEERP) . Sl WEAH) Solmnd s
bbbz bbb, [8.35H]

11.1.5 BH4aeEE

M7 V7 F= 800 (33. 3%, 1/3 ), 2vEREE (HE
RED ., BAR BEERP) FEOBHRREERS bbb D 2
LR 5, [8.3 5]

11.1. 6 FFH4REfEE

AST #0 EHEETREA) . ALT #90 (BEEERPH) 4 D fTHERERS
ENHLbNDZ ERb D, [8.3 5]

1.1 7 ME Mm% (FEARH)

11.2 ZD 0 EIER

33. 3%
SRR
(1/3 451)
— HESes T LR, Rk, mge,
Zle

" D WAL, CRERT
Rl | BB EABMCLE | I . B, AT
BEEROHE |, o R N
oy | MR T BE, EAEMGINENR, TSN,
iz HESJE, PEN . e
Bz e R
AR Y T, DRRERRYE, A v AT
F /e e
%Eﬁ%g BAERE. AP, TECR. AR,
[ONTREy ik
s M, DR
i % O i, ) oREHE, B,
i o, AFEEERHIIME

EUE, AR0UE, MARERRIRZS. M
M e, BT ERIREAZE, VRS EIRL AR

SiE
VR T Wk, FRLIREE, Wk, WASHCE,
R O JHAIE, SERRIL . OEENAEE. Lo
ks o™
W, ik VRS, BRI ARIE AR
T QUL
fHE
B DR B BEINRIARE, BIEA
s

. RONE, Jeth. SRR, TRENE
iR TR . o

HEV, WK, DAXZTT | IR
Dl Wk, Bk, 5 o MR A
b W, BEFLIRAE, KR
FaRME, TR 4
el O
fabEREE
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33. 3% )
) BRI
(1/3 #i)
{\:?‘%ﬁ"&w% "%‘M*@;
E
P R OB FIB. T DFEIE, FHRE. T LLF
AR —VERCE SR T, ST

14 BREDEE

141 ZRFRAHFFOEE

1411 FRETR IS BT, AREZES RN &

14.1. 2 K%, 0. 9% LT Y ¥ AFERIE T 1 mg/mlL & 72
HEIICHR LTRSS Z L,

14.1. 3 AFN % 2RI D BIE, 1RE Tl X 5 iRERF
L. HZE#< EIESCHH L THIRT S Z &,

1414 FRBITHECNITHERT D 2 &,

14.2 ZFIR5HOEE

14. 2.1 SFET BRI, Aty MeA o4 v 7 o
NE— (RT7HPAR0.2~1.0I71) AT L,

16. ¥ ERE

16. 1 A EE

HARNFAAR BYER MR 3 F13 212K A 10mg/keg/ H X%
20mg/kg/ H % 8 HE™ i lrisE (4 Lt L
7oo 8 H BB GH T4 1 REM O IMTE F i E X E L Eh
1180pg/mL } O 2060pg/ml CTdho7=, F72. AHIE IR
PG ORI 1.3 B~6 BOFEHTH-72 Y,

) AR OAGE S - E L O RIL, 40mg/kg/ B % 4 HR#E G TH 5,

17. BRERRHR

1.1 EHERURSEICET 2B

17.1.1 ENEMEHEER

HENE (stage 2b) P DL EOFAREMERMBE 3 H ()
W1l EETe) Zxtgc, AFH 40mg/kg & 4 B R T
RN U7 BR DA btk R O 2t OFli 2 Bg & L7z,
LlaaRALE, JER. BB A Ei L7,

FEFHEE Th 5% 12 BRSO Mg F s 13,
3pp 2 ORI BIEET) T %) Thoto,

AF 40mg/kg A3 P G- E A7 3 HIBNRBITER 278D b,
TA B AT T A VARG 2 G, JERE, BER. AL
AL g MR, IE, g, s v F=odimn, v
VSERIEAD . AIMEREGRAD 3 L HlicBD b Y, 5B
]

) LT 2 AL, L& LeBale A% &35, &R T6 L<idl
MAZEAFRK IOV TIX, THR) EHRERN,

- i R et AL 500/uL LA E

- i/ 20, 000/uL BA L

- Ml R M ERER 60, 000/uL LA E

18. E@hEE

18. 1 {EF#F

AFNTY > EREBMH DO LHIRZ T EIHERT DRk~ 72
Pk CHERR S 40 BERIER, /MR OVE BERIRLL RS AT
%9, KFIOERMEREFE LT, FERLDD T Y 35k
Wi BRSAERA L, VY SBRERD SE5 2 LRI
<5 9,10)0

18. 2 S 45 /A

18.2.1 In vitro THIREREME~NDEESEEHAER

AFNTIEFEWBRE kO T HIFIC T 5 £ PR CD2,
CD3, CD4, CD8. CD25 KN CD28 (Zxi4 BB REZ R LT
51)

18.2.2 In vitro WiAKEHEMAAESHER

ARH & RN S O KR I B IR 2 A v % = X— b
L7z & 2 A, RN MIERNRO bz Y,
18.2.3 In vitro 7R b— A FEHER

AFK & R BRE ke O R MR E A > F 2 X— |
Lz Z A, TRN—=ZFENL B,

19. B ICET 2 BEFHAMR

—RRAAER  Ble MR Y v g s a7 ) v
Anti-human Thymocyte Immunoglobulin

Equine

478 @ K 160, 000

A b MEROMERIE TR Lz v~ O i S ek

R LImE a7 ) G

20. MY BN EDEE
Jem BT THMEIC AN T, B 2t TIRE$ 5 2 L,

21, AEBEMH
EELL Y X7 EHEEZRED B, EUICEmT D L,

2. a%
577N

23. &=

1) BARAFARBRIEGMEE T T 53EMTRE (2023 4

XX 3 XX HARE, CTD2.7.2.2.1)

2) BARBEEMOBEELELZROSERT A NEGTIRIE

KDIZDDT —%2 7 T —7F . BARRBMEENZREOS
W7 A R 1 FUGETIR.

3) [EPNEEIFEERER (B5411003 3R) (2023 4F XX A XX A&

78, CTD2.7.6.6)

4) Fisher RI, Silver BA, Vanhaelen CP, et al. : Cancer

Res. 1982 ; 42 (6) : 2465-9

5) Raefsky EL, Gascon P, Gratwohl A, et al. : Blood
1986 ; 68 (3) : 712-9

6) Bourdage JS, Hamlin DM. : Transplantation 1995 ; 59
(8) : 1194-200

7) Merion RM, Howell T, Bromberg JS. : Transplantation
1998 ; 65 (11) : 1481-9

8) Greco B, Bielory L, Stephany D, et al. : Blood
1983 ; 62 (5) : 1047-54

9) Scheinberg P, Nunez 0, Weinstein B, et al. : New

Engl J Med. 2011 ;365 (5) : 430-8

10) Abouna GM, al-Abdullah IH, Kelly-Sullivan D, et

al. : Transplantation 1995 ; 59 (11) : 1564-8

11) Feng X, Kajigaya S, Solomou EE, et al. : Blood
2008 ; 111 (11) : 3675-83

24, XHRFERER VB UVADHEE
77 APt WaERE 2 —
T151-8589  HURLHNEA KAR 4 R 3-22-7
SEAFE R A A YU 0120-664-467
FAX 03-3379-3053
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26. BERSTRES

26. 1 #iEHRFET
7 7 A P—k et
HRHB A XA & K 3-22-7
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PF-06462700
1.8 WAICE (%)

1.8.2 ZhREXIFZNR (R) , MIELAUHE (%) & X OBERIL

1. ZhEE TR (R)
1.1, ZhRESUIRR
1.2. Zhae 33 E

2. AEKROHE ()
2.1 HEROHE
22, AEROHE

TABLE OF CONTENTS

E L DFETERRIL ..ot
(Z) oot
() DFETERRIL oooooeoee e
E L DFETERRIL ..ot
(Z) oot

(Z2) DFRTEARIL ..ot
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PF-06462700
1.8 WAICE (%)
1.82 MEEIIZR () , HELROHE () & X OBRERML

1. REX IR () L ZOHRERA
11 BRI R ()
dhaE DL E oo AR B I

1.2. ZhRESUIBR (R) DOFRERHL

AFNTKENC BT 1985 FEIT B BEBHEICIE S 72V HEE ) S BAE O AR BME w4 578
%%kbf%%énfuh,ﬁ%fwiui’btofﬁéﬁﬁﬁﬁmmﬁﬁmmwenf%
D (M.2.5.14) , KHIOHFZNME AR X ORI L TS (M2.5.4.4,M.2.559) .

ENICBWTIE, FEEL L0 BARNFARBMER MAEE 255 L L2 dtF, JEEMm,
HRE, 55 3 MHRER (B5411003 38Bk) #3506 L, AA|40 mgkg/H % 4 A& G LI-BEOB MR
L OV M AR U, AMEREM & L C 12 @RS KOV 24 @O MR Fr s 27 i L, W
T 3B 2 Bl CIEFEAFEIERFRD bl (M.2.54.1.1.2.1) , AEBRIZEBWTE R
HNTZIRBRER L O RER A M bR VWAERESRT, R, B, SiiEs X OmnE 3 fh4
201) ThHoD, WTFNOFELHEBRETH o772 (M2.552.1.1) .

EWN/ CHAERBMERZIMOZWS L OVEERE USRS 2@V 2 &, $£72 B5411003 iA5R
DOFRERICH S X, IR () %= HEEU EOFARBRMEEM] & L,

2. AR OHE (RB) & ZORERIL
2.1. AEROCHE (R)

WHEL 1B 1 EHAE kg H72 Vit MR Y ~ 5 7 a7 ) & LT 40mg Z FEARIZ R
H5, EHEIX4 BHEE T 5,

22 AR UCHE (R) ORERIL

3 ODEKEFER (B5411003 345k, NIH 03-H-0193 #5R 5 L OV NIH 06-H-0034 #RBR) B L O
1981~2018 FTHER ST AFKCHR 10 TS HELOHE (R) 2% ELT
(M.254.1) .

12 HIZR L2 L 91T, B5411003 3R TIEAA] 40 mg/kg/ B @ 4 AMHE 512X 5 12 #HFFR L O
24 RO MR FI)SZ TN L, Wi d 3 il 2 6l Tl #2338 b v, e
BWTIE, KEENAEVICHTNIEN L, EEOHAERREE MBS 238 L LI-IEEM,
MEVEAA R, 55 2 FHRBR Td 5 NIH 03-H-0193 7R $ L O NIH 06-H-0034 7852 CiX, 12 #HF
B L 24 WO I FEHI G RITZ L4, NIH 03-H-0193 7882 T 57% (24/42 1) B L

62% (26/42 f51]) , NIH 06-H-0034 52 T 62% (37/60 ) ¥ LN 68% (41/60 ffil) TH Vv, EHN
SORBRFERIT—HE LT\ (M2.7.34) ,

F2, NREXGIIAHA] 40 mgkg/ B % 4 H G L72RBRICEST 5 AR ITHK S #7e 5 ONZ 7
?VX@Aﬂffmf?AﬁE@%%ﬁJSﬁ$ﬁ®¢ ARG Lz & X ofERTIE,
RO FARBMEE MEE BT 5 MRS R X OAEFRIT, &Atﬂ&ﬁf%otoﬁ
%T%mbt%%ﬁ%(mmmmﬁ&) WA AN BT 1O/ (14 5%) THAMMEDRTE
Doz (M2.7333.1)
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PF-06462700
1.8 WAICE (%)
1.82 MEEIIZR () , HELROHE () & X OBRERML

UL EZEE 2, RMOME - AR (2) % TlE, 1B 1ERE kg 720 Hie Maiiay <
g 7 a7 ) b LT 40mg ZARRICAHENET 5, BG4 B ET5, | & LT,
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PF-06462700
L8 IRfFCE (%)
1.83fH EOEE () KOE O EIRML

LR EOEER () BRERL

R EoFEE (%) 1%, EFEHERLOEB LS NRMN SCEOFTEHEHEICOWT) (B5F 3
6 H 11 BAHT3EAS 0611 2 1 BIEATT@EEIK - AlEfARREA) BLO TERHEED
DA CEFOGHEEOFEFHIZOWT] (L 294 6 A 8 HAFITHAZLH 0608 55 1 5%
A ER - AIREA R SRR EE, 5248 A 31 A kit FAEZ % 0831 % 4
B) ICHERL L, ARRIOEERHEREAE, REET —F2 X=X, 7y A P —tLofEFE— b

(CCDS) B L OO LEE LB EITHRE LT,

EH EoER ()

A EARPL

1B
= A

AHF, REFIC+IHISTEIEREHRICENT, BEF
REEMIZEY 5 +20ME - BEREZFODEMODLET. &
FIAEY) EHIENBERICDOVTDOARET D&, F
=, JAEBIRICEKIL L. BEXEZTOREICHERVER
MZE+IHRBAL, AEEZHETHLERET S L,

CCDS ¥ L U OIS SE %
ZEITRE LT,

.22 (ROBHICIEEBELEWNI &)

2.1 KFN DR B BUE DBEERE N B 5 B E (7.2, 8.1,
9.1.1 ]

22 ~E s a7 ) oRFNRBEUE OBEERE R H 5 A
F (7.2, 9.1. 1 ]

2.3 FIERYUEZ OOF L TV D EE DRRYYE D HETE L By
ERDBENNH D] [8.2, 9.1.2, 10.2, 11.1.2 ]

24U 7 F oLV & [10. 1 BH]

CCDS % 55| — W 72 1 M
e L Cr#E L,

E NS O GEFRRBR B L 0% 4
PEF— R 2 DL
IZEO X, RO SCEE
BEN, BYSED ) A Y &5
BLTCHREL,

HH 2252, KHN O
HITERHZ# B L TRGE LT,

5. EER IS RICEET 5T E
PBIENTA RTA VEOEFOERESEBIZ, ARAN OG- )3
UL a2 BEFIEHTHZ &, [17. 1.1 2]

e AR s
S ENOFF X BRI 5
F et L,

1. BERUVEEICEET 58

1 1VIR, Yav s, 7740 7%—, A b AUk
HIEFERESE O Infusion reaction BdH HPONDZ BB AT~
D, UTOEBYXIETHI L, [8.1, 11.1.1 ]

- AR OEEANCEIE RE R VE AL E A2 I VAL
BHETHZ L,

- RFIOWaFE 521X, BeE-RT O R ER O F2hE > 551
Atk 1 BRI D TRERICER 57 2SI L 0 AR Z RO
FTORICEE L TR TA DL,

« RENT 4 B LLENT TR ET 5D 2 &, 12~18 BRI/ T T

BETLHZEREE LV,

ENA DGR L V24
PF— H R— 2 DS
(K%, CpS, FEEFKETOD
Rsd LN T A R4
EHHEI, MiEW, va
7, TFT747%v—, YA
N1 A 2 B EERE S D
Infusion reaction @Y A7
EE/MET D70 0% K E L
THRELT,
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PF-06462700
L8 IRfFCE (%)
1.83fH EOEE () KOE O EIRML

EH EoER ()

A EARPL

1.2 RFI T 7~ i HA OGO & 5 &2, il
b koPie MulgRilaeE 7 v 7 ) CREIORE HEE L
7o BT, RUEETAAEL R G T HRIIT, &5k o

T, BANERREO VB AE Z23 U, [ERO-+00 728152
O EEEICRGTHZ L, [2.1, 2.2, 9.1.1 ]

] —Eh i FE oD 17 B D F 5
ITIMIEREDO Y A7 B3 5H
EG, FHEOWR LEES
EZITRE LT,

8 EELEARNIE

8. 1 AAF|OFNal$ 512 RG22 Fhti 3 2 55121k, LT
DEBOXIETH L,

c REAROAKN ZHNTT Y v 7 8B 2 I 5, NG
10 BRI RRO bITGa. 77U > 7 s BRIGYE & Il
Do

7w ZEBRICB W T NEO DR WAL, WD
TR Z I 5, FNRBRIT, AEHEAE/AKT 1000 £

AR U724 0. 02mL, KON & U ClRIED AR E K
WIZBEET 5, BNEG 10 0%, AFIER G AR

B DOPEHRAL & Lhig U CEAD 3mm LL_E K X WIZ 37880
DT SE . RNREBRGME & M5, (2.1, 7.1, 11.1.1

Z ]

8.2 FYYiE (AMREIYEZ STr) ORI L Tk, X
FHFR Y A VA DFEEACCHEIZ L DR PO b5
LB DHDT, AEFEGITHSL > TR D A )V AFEDIKGED
HEELHR L, AR GANCHY L@ 21T 2 &, [2.3,
9.1.2, 10.2, 11. 1.2 B#]

8. 3 E MM, i, EHEREREE K OWFHEREREE N H & b
HZEMBDHDOT, REPEGF KOG T%O—EYMIX
EMMNC MR FOMAE 21T 5 %, BEOWREZ +3IC8l5T
Azl [11.1.3-11. 1.6 ]

EINF D EERRER I L VL4
Mo — A _R— 2 DM )
732 & ONZ [E PR g AR AR D FE Hit
FECHSE, CCDS 255
IZ, Infusion reaction ™V
A7 H/IMET D72 DOxbR
ELTRE LT,

E N OEERRER R L 0% 4
PEF — 2 R 2 DA MEE
ICHES X, FEOWRMCEE
BB, EYYED U A % fy
IMET BT D% L LT
E L7z,

[E NS O R RBR R L OV 4
PEF— H R 2 DTS
(S E, HEOUM CEE
2B\, BRI, i, B
BeRelEE s L OWTHERERE E
VA7 Zie/MET D728 D%t
RELTHRELE,

I RHENEREAT VBEICHT IR

9.1 AHHE - BERFOHLBE

911 AFIR GOV TMBERFIDBREREDH D EE
VavIaREITEINADD, (2.1, 2.2, 1.2 2]

91 2RBEZEHLTNLES
AR OGEIHIERIC L VR E L S BTN H 5,
[2.3. 8.2, 10.2, 11.1.2 &f&]

[ —Eh i FE oD 17 B D F 5
Xva v ExEZTBEAN
HDHZ LMD, FHEOUHTC
EEBEZIRE LT,

E N DR RBR B & O 4
PeF— Z R— 2 DM
(S E, HEOUMT CEE
SE, BYIED Y A7 &y
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PF-06462700
L8 AT 3CE (5)

1.83fH EOEE () KOE O EIRML

EH EoER ()

A EARPL

9.5 1t

9.6 2L

I 1.IFRIMNIADBRERIIBRFZETHEE
ARG R O G4 T % O—E MR, fikeE L CHTRERER:
TR TAN A —H—DF=F ) T EITH Y. TR
U A VA DFIEMELSONTFR O BB O BECRER O R BB
THZ L, [11.1.2 BH]

Tt SATHENR LT 2 FTREME D & 5 e MET TR L O A 45
DERMEZ RS LRSS HEICoR 5T 528, K
AT g6 TH Y Mgz @i 2 ArREMERN & 5720, R LD
AV miER 235 S 2 SNDATREEDR B 5,

1B EORRMER ORFREDOAISIELERE L. IOk
I IEERET A 2 &, v RELHFTFA~OZUWE R TH

IMET AT DDORFEE LT
E LT,

LREMT — Z _N— 2 DA
TFRICE S X, FIEORML
EESEZIL, BIYGEDY A7
T/ MET B0 D% E L
THRE LT,

FERRR RS RO X,
FLAEELAE O FEYEIZHE - TRRE
L7,

Page 3

D
9.7/hR ] PN B PR B O H A A AL 67
2 AR O/NREE L% & LT BRIRRBR T I E L TV R, WCRESEERE LT,
10. #HE{ER
10.1 tHZZE (BHtRLAEWLZ &) SR INHIANT LV E MK
SRS | EEREIR - B | B - el | | T LRIRIETHE, AT T
b O EFRFICEREINTZ T A
A DR TORFD I S
U F TE-ENTZT A | AKH O FPRILIED U 27 BEL 775
2.4 B ADHENTORIE | LS, AIREMEA D % = &b, K
Bl ST, ¥ DI LEESEBIZREL
FETHBETNNH 7o
D
10.2 R E (BHRICEERT S &)
$AN 4 % R AER - HYE T | B - fERRIN T
5
RiET 7 Fr | FRRISMET T | AFIOeEimbife | | REHIHIC £ 0 & K
ABENANG S, | FICL B, TLEWRETIZIV Z F o 0%)
BOME T T 5 8etEnd 5 2
LMD, CCDS ZBETHREL
7=,
fth, D S0 H I A YL OV A VA | FBINAIZ g in ) E NS DGR ER 35 L e
AR v OHIEM LD B F ﬁzﬂﬂ 75“%'9@3“5 ‘;7%“_‘&“\_‘1 @fé‘lﬁ’%%
/%F ﬂﬁ’&)éo Efﬁg‘l‘if))%%)o ﬁ:%’j%, CCDS %ZE%LZ, F:‘_‘Z
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PF-06462700
L8 IRfFCE (%)
1.83fH EOEE () KOE O EIRML

WRORWERRH LMD Z ENHDHDOT, BIgBE 34T
W BE RO SN EA IR S A IR S 2 S Al
BEx2iTHZ &,

1.1 EXGEMEA

11.1.1 Infusion reaction

MiEw (33.3%, 1/341), avr (BWEAH), 75747
Xo— (BEEARB). A b AA R HERRE (BEERT)
ENRHOLDONDZENDD, [7.1, 8.1 &[]

11.1.2 B fE

A NVADOEEMAL (A b AT T A LR (66.T%, 2/3

B, ZTAEA L« N—=T A LA (BEHERE), i~
ATA VA (BEHEARH), BARFR (BEEARH), BK 7 A /LA
ROE (BEEERBA) %), AFAES @R OEEME) (B
FEARH]) . BUiSE (BEARY) ERb bbb 2 End b,

[2.3. 8.2, 9.1.2, 9.1.3, 10.2 /]

11.1. 3 BE&HNH

U 2 EREE  (33.3%, 1/3 f1)) . B EREUDSE (33, 3%,
1/3 ) . FEEMELF HRERAE  (BEEART) | 4f R ERIBDE
(BEEEAER) | i/ BaBAE (BEEARER) . ILMERIRAME (B8
JEARE) | FRRIERIEUE (BT ZEOFBEEIN S &b
nNosZEnbsn, [8.35MH]

11.1.4 Hifn
BiFim GEEEARE) . & BEEA) FoHifsd o
bihsZENb5, [8.3 M)

11.1.5 BiaefssE

M7 V7 =880 (33.3%, 1/3 %), SPEBkEE (BEE
RH), EAKR BEERH) SOBEERENHLDbND Z
Emb 5, [8.3 5]

fEH ForE (%) X TEARHL
[2.3. 8.2, YSED Y A7 wi/MEd 57
9.1.2, 11.1.2%& DOXHRE L TRE L,
iy
11. 814 A

EINF ORI L OVZ 42
PeTF— B N 2 DL RVENG
(IS E, CCDS & &I, I
W, Yavr, 7747
Xo—, YA MUA UHHE
ERES: D Infusion reaction
DY AT Zfg/MET B2
WL L TRE L,

[E NS DR RER S L O 4
T — H X — 2 DLV
IZHES X, DS 2B ED, K
YSED U A7 Zl/MEd 57
DOXRE U TERTE LT,

E N OERRRER R L O 4
PEF — 2 R 2 DI MEE
IZES X, DS B EIC, B
BEFIHI D U A 7 Zfe/MET 5
T2OORKE L THRE LT,

ENA DGR RBR B L OE 42
T — H = 2 DLV ]
ICHESE, FEEASEIL, I
MDY A7 &f/AMET 57280
DOXRFFE L TRE LIz,

[E NS DR RER S L O 4
T R 2 DL N
ICH3X, CODS B L OMHE D
WM SCEESEIC, BikREkE
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L8 IRfFCE (%)
183 H EoEE () KOZEOD

A ERRAL

EH EoER ()

A EARPL

11.1.6 FFigae/EE
AST H8n (BHEEARWI) . ALT 890 (BEEARBT) DT AERE
RodbbihdZLRnbb, [8.35H]

1.1 T B MR 2 (BEEEAT)

EDY A HE/MET D20
DOxFL LTERE L.

ENA DGR REBR B L OE 42
PET— 2 R 2 DI NEE
(ZHS &, CCDS B L OMEEKD
M CEEZZBI, R
EDOV A7 mg/MbT 5720
OxFL LTERE L,

EIN O s R B L OV et
T B R 2 DRI
HSE, HEORMCEEZS
Zlo, MEMmMEDOY X7 %
B/MET B0 0%REE LT
BRE LT,

11.2 Z DO EI1EA

33. 3%

BEE N:/
(1/3 ) D
e THL, RO, TEE,
M mMZe, Eb, Wz
L. AFEANE
g g | TUHORL VEAM AL 0, GO, 1
g g gy | PCIVESMIRHL, | ABBALALEE, YA
okt | IR, EAEACEN, M)
= i, PN, T
AR AL 7 ] A M
R J O R, R, v A
A HE SV AMERF R
- . RARG. ARPRE. T
AL ~
il i, B, W,
JhE = LM =

VU FB e

IR AONVINS

B, U ooNEE, B
PR, B, AFERERY

N
4 7‘&"35";:- jJIUE
110 S 1590111 W SO 1 Y
Jiiik=gie FRIE. MR, s
IRPAZE, TREBEIR AT
& N T Mk, R A, Ik
e O P 5 M GERC A Al AN, JERE

[EINFEERER (B5411003 34
BR) R AGIHE L7z, CCDS I
D HFLH B 5 FRITAHEAR
L LCRta L7z,
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PF-06462700
L8 AT 3CE (5)

1.83fH EOEE () KOE O EIRML

EH EDER ()

ARAL

Ko
it

e, HEEEER, Lo
<D
., Kk M L, BRI (A
OMLE A PHIE e, HIBERA
B DR B HEMRMARSE, BEER
GIEPTNIR R NS N 7 77
i e B, EBREDEL .
R, VAXHRIT, IRk
it 11t s T%H)R\ EE}R\ 5’3]?“]‘"\%‘[:4‘
%*EPIZE% g@\ "E;?L:Utﬁ;'?\\ %ﬁé
SeRVE, Fik TERA 4
M L OB AR
P
R O e I
P
. WIB. € OFEE.
AT . 7 LA F
P %, BT, BIFAE

14 ERLEDEE
14.1 RHFRRFDTE

14.2 RHBRERHDFEE

1411 FmREIR I 63, KFERL RN &,

14.1. 2 RFNE, 0. 9% LT b YU 7 2SR T 1 mg/ml & 725
EOTHRLTHERTHZ &,

14.1. 3 KA 2 A RT HBRX, 1@ZE S TRWE S HEENEFI L,
MZ2#i< Lo lcEenicml L AR+ 52 &,

14.1. 4 FRBITESCNTEH T 2 &,

14. 2.1 SEERET D BRI,
H— (RT7HAX0.2~1.03I7nmay) ZEHATHZ L,

EiEty MM v IA4 7 40

CCDS #BE % E LTz,

2. BIfEA

HARBMEEMABE 255 & L-EWNE 3MRER (B5411003 585R) (23515 2 EITERH DRSS % LA
TR L7z, ZOERTORIER%Z 11.1 ERZEIER £7213 112 20O gIER ORI FE#H L

776
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L8 AT 3CE (5)

183 i o () KUZ O ERIL
MedDRA/J ver 23.0 FRA FEHLB K FEBUSE
FRERIRSHE (SOC) EAFE (PT) (1) (%)
(N=3)
mIlVEH A 3 100.0
H P i3] 1 33.3
—i% - EHEERLLORGE BRI 1 33.3
WARRIN;i= FENERAL L AR H 1 33.3
IR 1 33.3
JRYUE R X OVFA BUiE A MATaTA VAR 2 66.7
Y
T AR JIIRGERE] 1 33.3
IR IR A U > BRSO 1 33.3
M7 V7= 80 1 33.3
1 1 ER A 1 33.3
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1.9 A PRCHR 5 30E

1. JAN

K 6 412 H 16 HBMED ERKMAFFRER TULTO L D ICRES L, PR 745 A 30 A
W 32 S L v dm s,

— RN AL PR
(AAR%) #iv MalgEy ~mE s a7y v
(¥£ 44) Anti-human Thymocyte Immunoglobulin, Equine
AE e b HEREO BRI ThRE Lz v~ OME» b ABESR L= E s a7 ) o G

(4375 . 9 150,000)
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1.10 F3E- B D

REEEEHOE L O

¥4 - B4 |[pie M Y <~ s a 7Y »
2 oy 1 9 150,000
AH

Db MHCROMRMIL TRE Lc T~ OME» bR R L 72 feE rm 7
VG

ZhHE + I

TP LB 0D PR R AP I

- HZE [@%, 1HE1RERE 1 kg b2 Hie Nafgfdy ~gE a7 > L LT 40 mg
ERRRICEAET 5, H5HIMIT4 A E T 5,
BISRE D FRE
M4 RO |BGE4 - 7 b AR R 250mg
By « B ARy R 1 770 (Sml) ', fie SRR Y ~E 2 v 7Y v 250 mg
I H A

B R BEmE OF S & (mg/kg) ®
~ A NEREN > 1250

E/LE Y b NEREN > 625

7 vk FHRPY >350

& w7 A 20g, E/E Y MI400g, T MK 140g & LT mg/kg HAE L7,

B G-mtE

R | RGHIR | RGREE | RGE P A

(mg/kg/H) | (mg/kg/H)

ERPT R

=7
A P

I 0 (B | 20
AR, 0 (1E
w7 ~1gG
80 mg/kg/
H, 7%
X)) 20,
40, 80

14 A [H FEIRN 20 mg/kg/ H LA
b ARMER N Z
A =5 — D
A, RERAR L ER
BoEm, &
2B DR
ERBBEEK D
TE Rk

40 mg/kg/ H LA
b R E E O
W, SRR
bSIp Y il ok
RS, U
HEDORA, 4F
FREREL DN
80 mg/kg/H : 1E
(KT, MCH
BILUOMCVD
B4, s &
(O WA
ok 58
A,  EREE
D THIR RIS
bSIpRAY il ok
AT

20 mg/kg/ H LA
b ARMER N T
A =5 — D

.0 QR | 20
*THD) , 0 (I
W ~1gG

80 mg/kg/ L BRECBT
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1.10 - BEEEORTEHEEEROE LD

H, 7% 2 AR ER B
Axt) 20, ERDIBFE AL

40, 80 40 mg/kg/ H LA
Lt EAFEEX
2HOEHA, K
Jligt B - D BE T,
HEHRAR i B Ek
DA, MCHIS
L OMCVDHE
m, U SEREK
DR, IFHEk
eotEhn, JRiE

fEiCB T D5
g F5, B
figeds L OV T 5A
U REICE
F BN I
80 mg/kg/H : 4k
T, EEhEK
T, BMEEOT
e AR g
VB A
’T
EIEH

ERBIERAORIE 3/3=100 %

BIVEFH oo FE S H¥ %

;g’%]\%ﬁm A VA 5 66.7

& 1 33.3

K 1 33.3

EAERA M MR 1 33.3

TIE 1 33.3

JiIRER] 1 33.3

U SERE R 1 33.3

Mz L7F=4m 1 33.3

1 ifn BRE ek 1 333

Eayan 7 7 A V—r st
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1.10 538 - B OREFEEEROF & o (WS SUTRE A ik )

BIREERZ 1
AR SR R E A R DR EE RO F & 9

—Wx4 pre Mgy v sa s ) v

WRoE4 7 AT I SRR 250mg

RS - 7 7 A St

ZhRE « ZhAR - HRAEE LA OB AE R B i

ik - H& W, 1 H 1 EAE 1 kg HZ0Hie MaRiilL D <0/ o
7Y L LT 40 mg ZRERICAETEET 5, BG4 A
MEds,

e RIFRME D o f PR L TOAEAIFLL ToMETEA
BN

i U 7= AW b sk R At bHECKAII - MKk, b MEERS (g, &, Zo0
fitn)
OEh e kfiie - ARk, 8k ik, < ofh)
FAE4Z ;v MR, ~RU v (FEEER) , vl b
FARILER, ©& b fLiE

AW HORIFRME O B #Y 5 A A, O s HEs ey, A Ot o BIEFE
O#FRMY, O ofth

(B MalRiZ Y~ o, ~U > (7 Zdk) 37~
PRI OREE T 1E, v~ mETHEWE, b MRILEREUE
b i 3R AGE TRIZE T 2 QRIS VD)

FEMEDRkE 72D b - Bifpo
AT == BEONE

SRR 2 2

W SR FRHE [k B AR AL | BIRAERS 2 2R
HEONE
TANAT VT T ARBAERD | B 2 208
BEEL
METRHROWE (Tr—F ¥ — BIHAE 2 R
k)
(RIE (LB I TR e L, A
1B S RN S Ak )
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1.10 538 - B OREFEEEROF & o (WS SUTRE A ik )

SR 2
A U 72 A=W R R O =)
L FRIED D)

] U 72 AR RIS 0D 53 8

Ot bifiki ks, Qe Mgk, Ot SRBskS,
O bk (g, MIEMERSUIIRZRS D),

CI A B E Sk 4 OB A LR,
CIEN) ER SR A, 0% Dfh ( )
R SRR O H B 89 OF #hEksr, O =M, Oy,
Az oMo REREE (7~ omiE) mE-NSIIL7
O% o ( )

A HORIFRHE Ok &7 D
th-BPYORT == -
EHONK"Y

E MARICHRS & AR T~ XU R DL B 11
Z

VKR D 7 A LV AED
RIFAL R OB LML DN ZEEY

t SR O TR 5 R = R OR L= U v
EETRIIII A NVAER 2T 5, I, JFIEORE TRIC
BWTEWIANAZ YT I AREDERSNTEY, 7 AL
ANDORISRBE N TNWD EEZD, VANVAT VT T A
235 55 TR I v T,
nv b7 74 —=ROUANABREASBTIETH S, R
B A VALY A LR R OGS % TR & 8 B R
NHDHZENE B, TRYTYO A NVABREICHEELTWY
%,

METRHROWE (Tr—F¥—
}\) 1 5) H6)

(RIE (LR OBREAE L TR A
L, St BARRICEEH)

NIk 2 Z M

TANAT VT T AR R D
W)

BIHE 3 ICHLE TROMR Y VT 7 v ARBROFE R 2771, AFD
B TRRY, VA LVADRRE « NI LiCx 35 TREN B +5
etk S, A NVABGRIZHT 5 U A7 ORER 3 g S v T
HEEZD,

BT K OME BB AL b Rl 2,

(SR AN

R LTH kv,

BEOEM RS2 L TS5,

WZIFARAIT @ & 2 5 0T,

BURRERT 2 13 MRE OB S & & B 2

BET D ER - BHENRDDHEIEGIMT 5,
A i SRIURHE O BUE TRIZIS 1T 2 T N TORNELRABEDONE Z LT 2, 2k, BIME LTRHEBL T

B TRIZOWTIE, FHik - FEbE0 Ciidid 5, 72, Bk LTitdi LT kv, £72, #5004
W RIFER S 2 LTV DA

OO (Gl & FkEA) LRLT) &

A SRIFRME RS TR OWTCIE, T 2 %E32 0,
TANAZ VT T ARBREAT> TWDHEIITE TR T 2, AWiRFEE O RIS TR ToOM R &

EOBEGE TR TOM BT bR OIS CRET 5, 2B, BHkE LTRHELTH IV,
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1.10 538 - B OREFEEEROF & o (WS SUTRE A ik )

SR 2
A U 72 A=W R R O Y v (74 Ek)
L FRIED D)

] U 72 AR RIS 0D 53 8

Ot bifigiskaksy, Ot Mgk, Ot SRBkRS,
O bk (g, MIEMERSUIIRZRS D),

O S BB H Skl oy, CIEh Rk,
s bk Ay, O ofh ( )
R SRR O H B 89 OF #hEksr, O =M, Oy,
O o RGERENE (7~ mIER B O EEE S IE)
OFIGF I,
O ol ( )

AR RIS DR & 725
E B ORT ) =T
BEONE"Y

~RY (T ER) ITHR D B BRI HE A~ O R SR I 2
A 4 12”7,

AW SRIFRHE D 7 A L A D
RIFAL R OB BALER S DN ZEEY

U~ MERERIURE O BEE B (A 3D~ S U 0, JEKEE D
727 ZICHRT 5, L RERE, KERBEE I FH B
ROBEZEDEETHD Z L 2R L, FEHEEZRITL TV
Do Flo, BN AKETHEASINLERELTHY, B
1% T2 TF2 7 Low pH Step, T2 10 Cook Step & ONTF2 12
Bleach Step (Bl 5 /) 1IZB W T A NV RAENRIEL - bR
SNDHZERNYTF— I TND,

METRHROWE (Tr—F¥—
}\) 1 5) H6)

(RIE (LR OBREAE L TR A
L, &t BRI EEH)

NIk 2 Z

UANAT VT T AREHER O
*E%%& 7

B 3 ICARAORIE TR ORI V7T 7 v ARBROERZ2 R,
AFNOBIE TR, YA NLVADBRE - RIGFLICkT 5 TR
DADER S, TANVABYIZHT 5 U A7 OREER 3 i &
nTnstEZD,

Fio, B 6T~ VEEETRICBT 2 VA NVAT VT T v
ZRBROFERZ LdT, BETRICBWT Y A L A %N RE
b BREENTHEZERRNYTFT—FERTWS,

BT K OME BB AL b Rl 2,

(SR AN

L TH kv,

BEOEWHREEE 2 L TS50, BIRR 2 1385250855 2 LSRR T %,

BET 2ER - BHENDDHEITTIHT 2,
A SR URHE O BLE TRIZIS 1T 2 T N TORNELRBEDONE Z LT 2, 2k, BIME L TR LT

B TRIZOWTIE, FHik - FEbE0 Ciidid 5, 72, B LTitdi LT kv, £72, #5004
W SRFEE S 2 A L T DA AT Em L e 50T,

OO0 Gtz lFipE4) LRI &

A SRIFRME RS TR OWTCIE, T 2 %8320,
TANAZ VT T ARBREAT> TV DG EIITE TR T 2, AWiRFEE O RIS TR ToMR &

T OBEGE TR TOM BT O OIS CRET 5, 2B, BHkE LTRHELTH IV,
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1.10 538 - B OREFEEEROF & o (WS SUTRE A ik )

SR 2
A U 72 A=W R R O ZAgik
L FRIED D)

] U 72 AR RIS 0D 53 8

Ot bifigiskaksy, Ot Mgk, Ot SRBkRS,
O bk (g, MIEMERSUIIRZRS D),

O S BB H Skl oy, CIEh Rk,
s bk Ay, O ofh ( )

R SRR O H B 89 OF #hEksr, O =M, Oy,
oo RGE RS (HEDE) | mEEAVSIIEZR
O o ( )

YRR SO Rk E e D v~ IMAEAR D Bh H SR JFURH R~ D % otk I 2 B 7 12

th-BPYORT == -
EHONK"Y

ﬁ—o

AW SRIFERE D T A NV AED
RIFAL R OB LML DN ZEEY

U< ISEZONTIE, AEOMEBVLELIZ LY, HEDEZDOL
DO DORENIIET D AREMEN H D Z L nh, HEWE DB T
IZAEFIRTHE SND VA NV AHIE % OBRE -« RIE{Lo Lt
ZFER L TWRWD, OB TERIZBWT, A /LA
HEEORRE « RIE OB A L L T\ b, LILARD, ¥
~ M DOWTIE, BREMOREZIZ X0 EELREICH kT 5
ZEMNFEHENTWA Z L, FiZ, FEOBE TERICEWTHE
WA NVAT VT T U ARERPHERSNTEY, UALAS~DX
ISRBM BN TNWDEEZ D,

METRHROWE (Tr—F¥—
}\) 1 5) H6)

(RIE (LR OBREAE L TR A
L, St BARRICEEH)

NIk 2 Z M

TANZT VT T AR R D
*E%gii 7)

BIHE 3 ICHLE TROMR Y VT 7 v ARBROFE R 2771, AFD
B TRRY, VA LVADRRE « NI LiCx 35 TREN B +5
etk S, A NVABGRIZHT 5 U A7 ORER 3 g S v T
HEEZD,

BT K OME BB AL b Rl 2,

(SR AN

R LTH kv,

BEOEM RS2 L TS5,

WZIFARAIT @ & 2 5 0T,

BURRERT 2 13 MRE OB S & & B 2

BET D ER - BHENRDDHEIEGIMT 5,
A i SRIURHE O BUE TRIZIS 1T 2 T N TORNELRABEDONE Z LT 2, 2k, BIME LTRHEBL T

B TRIZOWTIE, FHik - FEbE0 Ciidid 5, 72, Bk LTitdi LT kv, £72, #5004
W RFEREEFH L TV A 5E

OO (Gl & FkEA) LRLT) &

R SRIFRF SO RLE TRICOW T, BT 200,
TANAZ VT T ARBREAT> TWDHEIITE TR T 2, AWiRFEE O RIS TR ToOM R &

EOBEGE TR TOM BT bR OIS CRET 5, 2B, BHkE LTRHELTH IV,
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PF-06462700
110 3 -BIEEEOREHEEGRIO E L0 (Wi B G 3RS E A ok &)

SR 2
A U 72 A=W R R O b FARImER
L FRIED D)

] U 72 AR RIS 0D 53 8 At hiiEH RSy, Ot FAlfaisk, Ot bIREKRS,

O bk (g, MIEMERSUIIRZRS D),
O3B i ke ik 53 CIEh Wyl e Rk,

CIEN) ER SR A, 0% Dfh ( )
R SRR O H B 89 OF #hEksr, O =M, Oy,
Az ooflE Rk (FERME TRICE T 250 RN |,
ORERINY,
O% o ( )
M RIERE OB E 70D bt RRMERIZAR D & b HSRFRHEAE A~ D RFIGIR I Z B 8 12,
E R -BHORT ) =S b MARIMERIZ AR 2 i i AR I~ bR I 4 B 9 12

BEONETY R

AW ERIFEHE D 7 A L ATED b FARMIMERICOWTIE, AE-CMBMLEIZ LY, JFEZD b0
R R OB B AL DN RS DOEERENKIELTLED ZLnb, AFETHESND VAV

ARHME % DS « RO % Tk L CTuVh7evyy, L L7
N5, b MRILEROBUCY -0, MZE2Em LI L, vAL
ARBRICE D R T —RA 7 V== T %4T-> TR, i Himig
HAGRHNCEET D L& 2D, 708, b MRMERIZE FIRMER
2 bmw & LT, BEEOH YA A AEM Z &
IR LIRE T 5, IS, JREORLE TRIZBWTEW T AL
AT VT T VAEPHERINTEY, UANLASORISRIE
LTS EEZD,

METEHROWE (Tr—F¥— B 2 21

k) S O
(RIE LR OBR BRI 1T T %
L, & BARRIZ AL

TANAZ VT Z U ARBERO | B3RS TREOKR 7 V7 7 o ARBR O R 2 ~T, AF D
BT BE TR, vANLVADRRE - RIE(bicxt3 5 LEEND N+

MRS, TANVRIBYIIHT D U 27 ORI S T
HEERD,

B OEYHBRREREZH T LTV D54, BIRWER 2 104325 2 L ICfER T 5.

AR K OVl FHERAL & FE# 9 5.

AT DER - BAERD DA T D,

AW SkIF M E O BLE TRRICB T 52T X CORELAHEEONEEZ LT 5, ok, BIkE LTER#ELT
H Ly,

WHE TRRICOWTE, Fik - FEbED R 5, b, BIE LTEIELTHL LW, £, o4
MBS ZFEH L CO A A I AMITEE 250, OO0 Gt@EER2aFMEL) EFRL) &
L TH kv,

AW SRIFR O BE TR OWTIE, T AT,

TANAT VT T ARBREIT> CWDEAITIZETRET 5, Eh kRS ofld TR cof R L |
SR OBE TR TOR RIS T HEND L OIENT CRidid 5, 28, Bt LTRELTH I,
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1.10 538 - B OREFEEEROF & o (WS SUTRE A ik )

SR 2
A U 72 A=W R R O b b
L FRIED D)

] U 72 AR RIS 0D 53 8

Ar hiiEHEsy, Ot FAlfaisk, Ot FIREKRS,
O bk (g, MIEMERSUIIRZRS D),

CI A B E Sk 4 OB A LR,
CIEN) ER SR A, 0% Dfh ( )
R SRR O H B 89 OF #hEksr, O =M, Oy,
Az ooflE Rk (FERME TRICE T 250 RN |,
ORERINY,
O% o ( )

AR RIS DR & 725
E B ORT ) =T
BEONE"Y

b MEECER D B b HSRIFRHEIEA~ OISR Z B 10 (2,
b bR 2 i 855 AR R~ O SR B A BIRE 11 127R
j—O

AW SRIFRHE D 7 A L A D
RIFAL R OB BALER S DN ZEEY

b MIEIZOWTIE, Az kv, FEEREDO L OO
MEBENKIELCLEY Z &b, AFETHESND 7 A LR
SO DOBRE - RIE(LOMIRAE FEfE LTy, L L72RA
5, b MUSEORIUZN =Y, M2xEmL-LE, YA LAR
BRICED R —R7 V== T H{T-oTEY, M milAa
HANCEAT D EE2D, ok, b MR, HREEOH YAV
2 ez F- I 55 L CRET 5, B, JFEEo
BETRICBWTE WA LVAZ VT T ARENHER SN TE
D, DANVASOIIERPMONTNDEEZZ D,

METEHROWE (Tr—F ¥ —
}\) 1 5) H6)

(RIE (LR OBREAE L TR A
L, &t BARMICREH)

NIk 2 Z

TANZ T VT T AR R D
*E%gii 7)

BIHE 3 ICHLE TROR Y VT 7 0 ARBROFE R 2771, AF D
B TR, VAV ADRRE « NI LiZxt 35 TREREN D +5
etk S, A NVABGRIZHT 5 U A7 ORER A i S v T
HEEZD,

RO EWHREEEZ M L TS50, BIRHR 2 1385250855 2 LT T %,
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1.10 HE-BIEEOIREREGEOE Lo (EYl S ST R E A kR
BIHE 3 BETROKRZ VT T2 (log)
Step Viruses
PRV HIV-1 X-MuLV BVDV PPV EMCV

Equine Plasma Precipitation

Immunoadsorption

Precipitation

Chromatography

Chromatography

Combined Filtration Step

Specific Cumulative Reduction,

Equine?

¢ >155 | 21836 | 2480 | >1187 | 2125 | 297
Human
Specific Cumulative Reduction, |~ 1735 | 51417 | >480 | 2845 |>1807 | >12.8
Equine
Total Cumulative Reduction, >155 | >1836 | =480 | >1187 | >15 >109
Human'
Total Cumulative Reduction, >1735 | 21417 | 2480 | 2981 | 21949 | >14.02

a. The specific cumulative reduction, Human represents the sum of log reduction for all steps except for equine plasma
precipitation when the data are > 2.0 logio.
b. The specific cumulative reduction, Equine represents the sum of log reduction for all steps except immunoadsorption

when the data are > 2.0 logio.

c. The total cumulative reduction, Human represents the sum of log reduction for all steps except for equine plasma
precipitation when the data are > 1.0 logio.
d. The total cumulative reduction, Equine represents the sum of log reduction for all steps except immunoadsorption

when the data are > 1.0 logio.
NT = not tested

PRV: Pseudorabies Virus, HIV-1: Human Immunodeficiency Virus Type 1,

X-MuLV: Xenotropic Murine Leukaemia Virus, BVDV: Bovine Viral Diarrhoea Virus, PPV: Porcine Parvovirus,

EMCV: Encephalo-myocarditis Virus
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Bk e ~RY RETRIZBIIBIVANARIVIT IR

Step Number Process Ste X MuLV PRY Reo-3 PPV

Total Clearance > 9.35 >12.12 > 8.41 11.31

Heparin Sodium process

X MuLV: Xenotropic Murine Leukemia Virus, PRV: Pseudorabies Virus, Reo-3: Reovirus 3, PPV: Porcine Parvovirus
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