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1 Clinical trial overview

1.1 Clinical trial diagram

Version 4.0, October 20, 2010

This study is the multicenter double-blind, randomized, placebo-controlled study.
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1.2 Purpose of the clinical trial

To verify the efficacy and evaluate the safety of 4 x 375 mg/m’ doses of IDEC-C2B8 given at weekly

intervals to childhood-onset complicated nephrotic syndrome patients with very high disease activity

(5.1.3).

1.2.1 Efficacy endpoints

(1)  Primary endpoint

1)

Relapse-free period during the observation period (day 1 - day 365):
The period from the date of registration / allocation until the date of the occurrence of the first

relapse following commencement of investigational drug administration.

(2)  Secondary endpoints

1)

2)

3)

4)

5)

6)

7

Period until treatment failure: The period from the date of registration / allocation until the date

at which treatment failure is determined.

Relapse rate: The number of relapses observed per person per year in each group

Period until occurrence of frequent relapses: The period from the date of registration /

allocation until the frequent relapse occurrence date during the observation period

Period until steroid dependence: The period from the date of registration / allocation until the

date of steroid dependence during the observation period

Period until the transition to steroid resistance: The period from the date of registration /

allocation until the date of transition to steroid resistance during the observation period

Total and daily dosage of steroids: The total and daily dosage of steroids administered from the

date of registration / allocation until the date of completion of the observation period

Change in the total and daily dosage of steroids in the 365 days before and after the date of
registration / allocation: The difference of the total and daily dosage of steroids administered in
the 365 days between immediately before the date of registration / allocation (not including the

day of registration / allocation) and after the date of registration / allocation.
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(3)  Other endpoints

1)
2)
3)
4)

IDEC-C2BS blood concentration
Number of B-cells in peripheral blood (cells/uL)
Peripheral blood B-cell depletion period

Human anti-chimeric antibody (HACA) production ratio

(4)  Safety endpoints

Subjective symptoms, objective findings, physical examination (vital signs, height and weight),

clinical examination (hematological examination, blood biochemical examination and urinalysis),

electrocardiogram, chest X-ray

1.3 Subjects
Patients who developed idiopathic nephrotic syndrome in childhood and that fulfill the definition of

“complicated nephrotic syndrome” prescribed in this trial.

1.3.1 Inclusion criteria and exclusion criteria

Refer to “8. Subject inclusion criteria and exclusion criteria”

1.4 Target number of subjects and planned clinical trial period

Target number of subjects: 60 (30 in each group)

Planned subject registration period: September 2008 — August 2011 (3 years)

Planned clinical trial period: September 2008 — August 2012 (4 years)
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Clinical trial schedule

Refer to “14.1. Observation, examination, survey schedule”

Observation period

Screening (investigational d Observation period
period a dmiflsis t%:tigna;)erli'gi) (following completion of investigational drug administration) Clinical
trial
Within Discont
Day 35 days 1 8 1512229 | 57 | 85 | 113 | 141 | 169 | 197 | 225 | 253 | 281 | 309 | 337 | 365 | inu-
ation
Week 1 2 3 4 5 9 13|17 |21 | 25|29 |33 |37 |41 |45 |49 | 53
Obtaining

informed consent
Medical olo|lolololo|lo|lo|lo|lo|lolo|lo|lo|lo|lo|lo] o
examination

Investigation drug
administration O10]10|0
Background o
survey

C°“°‘;‘$$2‘;tdmgo olo|lo|lolo|o|lo|lo|lo|o|o|lo|lolo|o|olo] a
Height/weight O ojlojlo|jlojoj]o|jlOoj]OoO|l]OjJ]O|lO]J]OlO]J]O|lO]0O]|O A
Blood pressure,
pulse, O ojlojlojlojoj]o|j]Ooj]O]l]OjJ]OlO]J]OlO]JO|O]0O|O0O A

body temperature

Pregnancy test O

HIV, HCV, HBV @)

Electrocardiogram | O O A
Chest X-ray O O A
Relapse ololo|lo]lo|lo|loj]Oo|lO|lOlO|lO|lOlO|lO|O|O]| A
evaluation
Adverse event olojlo|lolo|o|o|lojo|lo|lo|lo|lo|lo|lOo]lO|O] O
evaluation
Hematological | | 51 5| o |olo|o|o|o|o|o]|o e e ol &
examination
Blood
biochemical O Ol]lOlO|lOJOJ]O|lO]O]10O0]0O0]O0 @) O O A
examination
Immunoglobulin
examination O O O O O O O O A
Estimated
glomerular O @) VAN
filtration rate
Urinalysis O ojlojlo|jlojoj]ojlojJ]Oo|l]OjJ]O|lO]J]OlO]J]OlO]0O]|O A

B-cells/T-cells in o o o o o olo|o O O O O
the blood
Human
anti-chimeric © @) O O O
antibodies
Drug blood
concentration © © O O o o
Blood sample | ¢ o 135|451 95| 6509545 |135|45|75|135|75 9.5 9.5 13.5]7-13.5
volume (mL)

4/113




Multicenter double-blind, randomized, placebo-controlled trial of IDEC-C2B8 for the
treatment of childhood-onset complicated nephrotic syndrome clinical study protocol
Version 4.0, October 20, 2010

2 Table of Contents

1 ClNICAI trIAl OVEIVIBW ...ttt ettt e e s e e e e e e e e et b b e e e e e e e eanneeees 1
I A O [T Vo= 1 1 ¢ F= L [ =T | = Lo U 1
1.2 Purpose of the ClINICAl tHal ...........ooiiiiiiiic e e e s r e e e 2
S U 1Yo £ USSR 3
1.4  Target number of subjects and planned clinical trial period ..............cccovveeeiii i 3
1.5  Clinical trial SCEAUIE. .........coiiieiiiie e snee e 4

2 Table Of CONLENES ..ottt e e e e e s bbb e e e e e e e s e e nnbe e e ee e e e aaa 5

3 List of abbreviations and term definitioNs ............oociiiiiiiiii 8
I R AN o] o1 { =Y T L1 To] o F T OO T R PR P PURPPRROPR 8
3.2 Examination itemMS @Nd UNILS ..........eeiiiiiiiiieiiie ettt sere e ne e e snneesnneeas 8
G I B = 1111 (o] T OO PP PP PPROTRN 9

O (@1 R N AT (1o VAo (01U o PP 11

LI 1011 oo (U1t i o] o PR TS OOTPPPPPTT T PPPP 11
5.1 Background iNfOrMAaLioN ............uuviiiiie e e e s e e e e e e e s e e e e e e e e aan 11
5.2 Description of the investigational drug ..o 14
5.3 Important safety INFOrMALION ...........iiii i e e e e e e e s s e rreeeeeeans 18
5.4  Medical validity of this CliniCal trial...............eeeieiiiiiiiie e 20

T U [ o0 = P TTT 23
6.1 o Tor=Toa VA =T aTo | o Lo | ¢ PRSP 23
6.2 Other ENAPOINTS .......uiiiiiiie e e e e e e s e e e e e e sttt e e e eaeesessanteraeeeaeeeasansrnneeeeaeaans 24
6.3 Safety ENAPOINTS ... ..t e e e e e s e e e e e e s e —r e e e e e e e aararraeeeeaans 24

A O 111 Tox= 1 i =10 (=] T o SR 25
% R Y o L= Yo ] e [T 1= I - VSRR URRRP 25
7.2 Clinical trial IAgram ........ccecc oo e s e e e e e s se e e e e e e s s et rraeeeeaeeeaannrnraeeeeeaans 25
7.3  Target NUMDBEr Of SUDJECES ... ..uiiiiiiii e e e e e e rabrae e e e e e e e ns 25
7.4  Planned clinical trial PEIIOM .........ceiiiiiii i e e e e s e s e e e e e e s e s raeeeeeeeaans 25
7.5  Study design-related CONSIAEratiONS ...........ueeiiieiiiiiiiiiiiie e e e e e s s e e e ae e 25

8 Subject inclusion criteria and eXClUSION CHLEMIA .......cceveeeeeee e 32
8.1 INCIUSION CIILEIIA ....eveeiieeeitee ettt ettt ettt e st e e bt e st et e s an e e sab e e e snb e e e beeenreeanneas 32
8.2 EXCIUSION CIILEITA ... et iiiiesiiee ettt ettt b et e et e s b e e e sab e e e nnneenreeenneas 35

S B | AV Z Y= 1o F= a0 T T= {0 [ (1o LR 38
9.1  Overview Of the STUAY ArUQ.........uuiiiiii e e e e e e e e s srrrrreeeeeeans 38
9.2  Overwiev of the control drug (IDEC-C2B8 placebo) ..........cccccvviieeeieeiiiiiiieeee e 39
9.3 Investigational drug display and packaging ..........cccouuerieeeiiiiiiiiieeee e 39
9.4  Handling of investigational ArugS ..........c.uuuiriiie e e e e rrr e e e e e 39

0TS (T | o = o PPt 40



Multicenter double-blind, randomized, placebo-controlled trial of IDEC-C2B8 for the
treatment of childhood-onset complicated nephrotic syndrome clinical study protocol
Version 4.0, October 20, 2010

10.1 Clinical trial period definition ...........ccciuiiiiii e e e e e e e e enrees 40
10.2 Screening period (from consent to regiStration) ...........c.ooiciiieeeeeee i e 40
10.3 Observation period: The date the first dose of the investigational drug is administered
(Day 1) t0 WEEK 53 (DAY 365) ..eeeeieeiiiiiiiieiiee e e e s eititte e e e e e e e s st e e e e e e e e s staare e e e e e e e s snntnreaeeaaeaeaans 46
10.4 Criteria for the discontinuation of investigational drug administration...............cccceccveeeeiiinnns 46
10.5 Discontinuation from the clinical trial: discontinuation after the administration of the
102X io F= o] o F= 1 I o 0 T PRSP 47
A = 1T o [T o =T To I (=) V2 o] o 1T 11 T 48
T =117 o 11 o USRS 48
11.2 Entire clinical trial KEBY OPENING ......c..uiiiiiiee e e e e e e e s s e e e e e e e e e eannrees 49
11.3  Urgent disclosure of alloCation COUES ........iciiiiiiiiiiiiiie e e srrrre e e e e e e enes 49
11.4 Handling of treatMent AU ..........cccuiiiieei e e e e e e e 51
11.5 Evaluation of nephrotic Syndrome relapSe.........ccuuuviiee i e 53
D2 I Lo 1T T = =T 110 =T o PP 55
12.1 Treatment prior to commencement of the clinical trial .............cccoooiiiiiiii e, 55
12.2 Administration of the investigational drug ...........ceueviie i 57
12.3 Change to investigational drug dosage and administration date............ccccccoeeviiveieeeeeeniinnns 63
12.4 Prednisolone administration for the treatment of relapse during the clinical trial period......... 64
13 Concomitant drugs, combination therapy and post-treatment .............ccevvveeevveeeeeeieeeeeeeeeeennee. 65
13.1 Concomitant drugs and combination therapy..........ccccceeii i e 65
13.2  POSH-IEAIMENT ... ..ottt 65
14 Observation, examination aNd SUINVEY ..............euuueuruerrueeuenenrenrrnrnrnrnrnrreerrrr———————. 66
14.1 Observation, examination and survey SChedUIE ............coociiiiiiiie i 66
14.2 Screening period eXamNAtiON..........cccuuririeee e e it e e e e e e s s sirrreeeee e s s e srabrareeeeeesesnsnrrareeeaeessaannes 68
14.3 Observation period examination: during the investigational drug administration period ........ 69
14.4 Observation period examination: from completion of investigational drug administration
to completion of the observation Period...........cccceeiiiiiiiiii e 70
14.5 Observation period examination: at the time of relapse........ccccceeei i 71
14.6 Examination at the time of discontinuation of investigational drug administration.................. 72
14.7 Examination at the time of discontinuation from the clinical trial...............cccoceiieiiiinnnn, 72
14.8 Special notes concerning clinical examination, drug blood concentration examination and
human anti-chimeric antibody (HACA) examination ............ccccceeeeiiiiiiiiiieeee e ccciieeee e 72
ST D=1 = W eto] [ Toi (o] o HR TP TP PUP PP 75
T oy Tor= Yoy YA Y= 111 -0 o 76
G0 A = 0 ¢ F= V=Y 3 Vo [T T | PSR 76
G A ST = Yot oo F= U A =T o [ o111 (USSR 76
17 Oher @VAlUBLION .....cooiiieiiee ettt e e e e e st e e e e e e e e et bbb e e e e e e eannees 80
17.1 IDEC-C2B8 blo0d CONCENIIALION ......veiiiiieiiee ittt ettt e nene s 80



Multicenter double-blind, randomized, placebo-controlled trial of IDEC-C2B8 for the
treatment of childhood-onset complicated nephrotic syndrome clinical study protocol
Version 4.0, October 20, 2010

17.2  Peripheral Blood B-CelIS..........uuueiiiiiiiiiiiiie et e e e e e e e e e e e s re e e e e e e e e aanes 80
17.3 Human anti-chimeric antibody (HACA) .......coo e e e e e e e e e s 80
RS S T= 1 1= YA =AY 111 = o o 81
L18.1  AQVEISE BVENES...cutiiiitiieiitie ettt ettt st ettt s e st e e sk et e st et e abe e e sab e e e ab b e e sabeeabeeesnre e e snneesnneennneens 81
18.2 Adverse event evaluation and CrLEIIA ..........eeiuereiieeiiie e 81
18.3 Urgent reporting Of adVEISE EVENLS ........uciiiiii it ce e st e s sr e e e e e e e e s sarrare e e e e e e s e aanes 85
18.4 Main side effects anticipated from the investigational drug.............cccoveveeeeeeiiiiiiiieeee e 86
IS S = LY o= A g T 1YL = P 88
19.1 Target population fOr @NAIYSES .......cccoiiiiiiiiieee e e e e e e e e s s e e e e e e e e e aaes 88
19.2 Rationale for setting the target number of SUDJECES...........cccviiieii e, 88
S R B Y F= 1) V2T T 4 =1 1 T Yo PSR 89
20 Direct viewing of source documents and OtherS ............uuuuuvuieriiiiiiiiiiriirier . 95
20.1 Acceptance Of dirECE VIEWING ... uuueiiieei it e e e e ettt e e e e e s s e e e e e e s s srabera e e e e e e e e s snnrnneeeeaeaans 95
20.2  Definition Of SOUICE MALEIIAL. ........uviiiiiieiiie et 95
21 Quality control and QUAlity @SSUFANCE.........uuuuuururreerreerreerenerreereerernrrrerrerrrrrrrrrrrr. 96
21.1  Data qUAlity CONTIOL.....eeiii et e e e e s e s e e e e e e s e st a e e e e e e e s senannreneeaeeeeaans 96
202 AUGIING v eveeeeeeeeeeeeeee ettt v e e e e et et e e et et et ettt e et e et enen s ettt e e n e eeen s 96
21.3  Provision of NeW INFOIMALION .........eeiiiiiiiie et 96
22  Ethical CONSIAEIALIONS. .. .. ..eiiiiiiiiee ettt e e e e e st e e e e e e e s s e nnbnreeeaaeaas 97
22.1 Ethical implementation of the clinical trial .............cccoviiiiiiiii e 97
22.2 Explanation and obtaining CONSENt .............viiiiiii e 97
22.3  Institutional REVIEW BOBITUS .......ccviiiiiieiiiie ittt s 98
A 1 | oTT=Yo a oo )10 [T ) 1= L 1] Y28 SRR 98
23 Handling of data and reCord KEEPING..........uuuuuuuuumuurueruuiiunniuneineernnerenerrerreerrrne... 99
23.1 Case report creation and rePOTtING .......ccvvirereeeri e e e e e s ssrrrrr e re e e e e s st e e e e e e e e s ennrnraeeeeaaeeas 99
23.2 Deviation from the clinical trial ProtOCOL..........cceieiiiiiiiiiiei e 99
PG TS B B = 1= 1Y oY= (o [T 0 1 T=T o | PSPPSR 99
b T S = To o] (o I S=T=] o] 1 o PRSP 99
24 Payment of money, other compensations, and iINSUFANCE ..............uuveeireriemiimerinnnneeeennnin. 102
24.1 Payment of money and other COMpPEeNSatioNS...........ccceevieei i 102
24.2 Compensations for adverse health effeCtS..........cccciiiiii i, 102
25 Arrangements regarding PUBlICAtION.............uuuuuuruuiiiiiiiiiiiiee e 103
26 Clinical trial protoCol @amMeNdMENT ............uuuuuuuiuiiiiieiiniiir e erennneannnane 104
27 Clinical trial protocol change and clinical trial discontinuation and suspension ................... 105
P B = (=T =T o (o = TP PP PPPPRTUOPPPRP 106

7/113



Multicenter double-blind, randomized, placebo-controlled trial of IDEC-C2B8 for the
treatment of childhood-onset complicated nephrotic syndrome clinical study protocol
Version 4.0, October 20, 2010

3 List of abbreviations and term definitions

3.1 Abbreviations

Abbreviation
AIHA Autoimmune hemolytic anemia
CTCAE Common Terminology Criteria for Adverse Events
GEE Generalized estimating equation
FAS Full analysis set
HACA Human Anti- Chimeric Antibody
INN International non-proprietary names
ISKDC International study of kidney disease in children
ITP Idiopathic thrombocytopenic purpura
U International unit
JAN Japanese accepted names
MedDRA Medical dictionary for regulatory activities
PPS Per protocol set
PML Progressive Multifocal Leukoencephalopathy
RA Rheumatoid arthritis
SLE Systematic lupus erythematosus
USAN United States adopted names

3.2 Examination items and units

Examination item | Abbreviation Unit
Clinical ALT L-alanine aminotransferase IU/L
examination AST Aspartate aminotransferase IU/L

BUN Blood urea nitrogen mg/dL
CRP C-reactive protein mg/dL
v-GTP v-Glutamyltranspeptidase IU/L
HbAc Hemoglobin A ¢ %

HB antigen Hepatitis B surface antigen -

HCG Human chorionic gonadotropin mlU/mL
HCV antibody |Hepatitis C virus antibody —

HIV antibody |Human immunodeficiency virus antibody | —

LDH Lactate dehydrogenase IU/L
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This clinical trial will adopt the following definitions in accordance with the definitions of the International

study of kidney disease in children: ISKDC.

A. Nephrotic syndrome

The expression of urine protein-to-creatinine ratio of 1.8 or above

and serum albumin of 2.5g/dL or below

B. Complicated nephrotic
syndrome

A patient that fulfills any of the following from(1) to(3) is deemed to

suffer from complicated nephrotic syndrome:

(1) Diagnosed with frequent relapse (I) or steroid dependence (L) and
once again diagnosed with frequent relapse (J) or steroid
dependence (M) after completion of immunosuppressive drug
therapy (cyclosporine, cyclophosphamide, mizoribine, etc.)

(2) Diagnosed with frequent relapse (I) or steroid dependence (L) and
once again diagnosed with frequent relapse (J) or steroid
dependence (M) during immunosuppressive drug therapy
(cyclosporine, cyclophosphamide, mizoribine, etc.)

(3) Diagnosed with steroid resistance (O) and diagnosed with
frequent relapse (J) or steroid dependence (M) during or after the
completion of immunosuppressive drug therapy (cyclosporine or

combination of cyclosporine and methylprednisolone, etc.)

C. Remission

Negative protein on urine dipstick in the first morning urine for 3

consecutive days.

D. Remission confirmation
date

The date remission (C) is confirmed at the medical institution.

E. Steroid sensitivity

When the daily administration of prednisolone at 60 mg/m?/day leads

to remission (C) within 4 weeks.

F. Relapse

Protein 2+ or above detected by urine dipstick in the first morning urine

for 3 consecutive days and prednisolone treatment is required.

G. Relapse-immediately
prior to the clinical trial

A relapse (F) that occurred in the 35 days prior to registration.

H. Relapse date

The first day that 2+ or above protein on urine dipstick test in the first
morning urine have been, followed by the same observation for 3
consecutive days (the relapse diagnosis date is also an acceptable date

with regard to the 3 most recent relapses prior to registration).

I.  Frequent relapse

Two or more relapses (F) within 6 months after initial remission (C)

or 4 or more relapses (F) within any 12-month period.

J.  Frequent
relapse-immediately
prior to the clinical trial

Four or more relapses (F) within any given 12-month period in the 2

years prior to the relapse occurrence date (H) immediately prior to the
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clinical trial.

Frequent relapse date

The last relapse date (H) that fulfills the definition of a frequent relapse
(I and J).

Steroid dependence

Two consecutive relapses during the reduction of steroid therapy or

within 2 weeks of discontinuation of steroid therapy.

. Steroid
dependence-immediately
prior to the clinical trial

Steroid dependence (L) diagnosed in the 2 years prior to the relapse date

(H) immediately prior to the clinical trial.

Date of steroid
dependence

The second relapse date (H) on which the definition of steroid

dependence is met.

. Steroid resistance

When the daily administration of prednisolone at 60 mg/m?/day does not

lead to remission (C) within 4 weeks.

Date of transition to
steroid resistance

The date on which the definition of steroid resistance (O) is met.

. Partial remission

The expression of serum albumin exceeding 2.5g/dL and 1+ or above

protein on urine dipstick test in the first morning.

Nephrotic state

The expression of serum albumin of 2.5g/dL or less and 1+ or above

protein on urine dipstick test in the first morning.
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4  RCRNS study group

Refer to Supplementary Appendix.

5 Introduction

5.1 Background information

5.1.1 Childhood-onset nephrotic syndrome and adult-onset nephrotic syndrome

Nephrotic syndrome is a condition where protein in the glomeruli of the kidney leaks out from the blood
into the urine and hypoproteinemia and systemic edema develops as a result. The pathogenesis, while not
sufficiently clear, is thought to be the enhancement of protein permeability as a result of cytokines

produced from T-cells acting on slit membrane.

Childhood-onset nephrotic syndrome often occurs during the age of 2 to 6 and is often discovered at the
time of onset as edema in the eyelid or lower leg. Approximately 90% of cases are idiopathic nephrotic
syndrome and many patients display the minimal-change type where almost no change is seen in the
glomeruli in light microscope findings". The drug of choice for the treatment of childhood-onset idiopathic
nephrotic syndrome is orally-administered corticosteroids (hereafter, “steroids™). Steroid sensitivity is an
important prognostic factor” and the ISKDC definition of frequently relapsing nephrotic syndrome and
steroid-resistant nephrotic syndrome given in accordance with the reactivity to steroids is used in shared

foreign and domestic diagnostic criteria.

On the other hand, while 70% of adult-onset nephrotic syndrome cases are idiopathic nephrotic syndrome,
the minimal-change type is rare and only accounts for 15-20% of cases while membranous nephropathy,
focal segmental glomerulosclerosis and membranoproliferative glomerulonephritis account for the
majority”. Histopathology is an important prognostic factor and treatment is selected in accordance with
the definitive diagnosis by renal biopsy”. Although the oral administration of steroids is the primary
treatment for adult-onset minimal-change type idiopathic nephrotic syndrome, the steroid dosage amount is
greater and period of administration longer in comparison to childhood-onset idiopathic nephrotic
syndrome”. There is no common foreign and domestic definition of steroid-dependent, steroid-resistant and
frequently relapsing type, etc. in adult-onset nephrotic syndrome equivalent to the ISKDC definitions
relating to childhood-onset nephrotic syndrome. Adult-onset nephrotic syndrome differs from
childhood-onset nephrotic syndrome with respect to pathology, diagnostic methods (definitions), treatment

protocol and treatment efficacy criteria, etc. and cannot be treated in the same manner.
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5.1.2 Treatment of childhood-onset idiopathic nephrotic syndrome

The drug of choice for the treatment of childhood-onsetidiopathic nephrotic syndrome is
orally-administered steroids. Eighty to ninety% of childhood-onset idiopathic nephrotic syndrome patients
suffer from steroid-sensitive nephrotic syndrome which quickly goes into remission with the administration
of steroids while 10-20% of patients suffer from steroid-resistant nephrotic syndrome that does not go into

remission with the administration of steroids®.

Thirty to forty% of steroid-sensitive nephrotic syndrome cases develop frequently relapsing nephrotic
syndrome where multiple relapses are experienced within a relatively short period of time or
steroid-dependent nephrotic syndrome where relapses occur as a result of discontinuation of steroid
treatment or a reduction in steroid dosage”®). Large doses of steroids are required to treat each relapse if
childhood-onset idiopathic nephrotic syndrome develops into the frequently relapsing type or
steroid-dependent type, and steroid-specific adverse events become a problem in continued treatment. To
avoid this, treatment with immunosuppressive drugs is carried out with the purpose of facilitating the
withdrawal from steroids or a reduction in dosage. The 2005 Japanese Society for Pediatric Nephrology
treatment guidelines for idiopathic nephrotic syndrome in children v.1.0 recommend cyclosporine (3-6
mg/standard body weight (kg)/day for 2 years), cyclophosphamide (2-3 mg/standard body weight (kg)/day
for 8-12 weeks) and mizoribine (4 mg/standard body weight (kg)/day) as immunosuppressive drugs for

frequently relapsing nephrotic syndrome”.

Cyclosporine has a relapse inhibitory effect and is effective in facilitating the withdrawal from steroids'®'",
however the majority of patients that discontinue cyclosporine once again progress to frequently relapsing
or steroid-dependent nephrotic syndrome. In addition, approximately 20% of patients do not respond to
cyclosporine. Cyclophosphamide at 2-3 mg/kg/day for 8 weeks is clearly effective as a treatment for
frequently relapsing nephrotic syndrome '?, however it is considered to have no effect for

steroid-dependent nephrotic syndrome. There are reports stating the effectiveness of cyclophosphamide at 2

mg/kg/day for 12 weeks'® for steroid-dependent nephrotic syndrome as well as reports to the contrary'®.

Mizoribine has demonstrated high levels of safety, however a sufficient relapse inhibitory effect has not
been observed'™'® and a large-scale prospective controlled study is necessary to evaluate the efficacy and
safety of mizoribine at high doses. The withdrawal from steroids poses problems for frequently relapsing
and steroid-dependent nephrotic syndrome patients in whom remission cannot be maintained with

treatment utilizing known immunosuppressive drugs.

Furthermore, as a moderate dose of cyclosporine (trough level: approx. 100ng/ml) administered for 2 years

) and a cumulative dose of

cyclophosphamide exceeding 300 mg/kg increases the frequency of gonadal failure such as aspermia, etc.'®,

. . . . .17
or more increases the frequency of chronic cyclosporine nephrotixcity

there are problems in long-term administration and re-administration of these immunosuppressive drugs.
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The withdrawal from steroids poses problems for patients that discontinue these immunosuppressive drugs

and once again progress to frequently relapsing or steroid-dependent nephrotic syndrome.

Ten to twenty% of steroid-resistant nephrotic syndrome patients undergo treatment with
immunosuppressive drugs; however the possibility of end-stage renal disease is high in the case of a failure
to respond to immunosuppressive drugs. The guidelines mentioned above recommend treatment with
cyclosporine alone or a combination of methylprednisolone pulse therapy”. Although those treatments can
induce remission (a change to steroid-sensitive nephrotic syndrome), the disease can develop into the
frequently relapsing or steroid-dependent nephrotic syndrome during or after the discontinuation of

treatment and withdrawal from steroids is difficult.

5.1.3 Treatment of childhood-onset complicated nephrotic syndrome
Childhood-onset complicated nephrotic syndrome is not clearly defined; however is it broadly classified
into the following 2 types by pediatric kidney disease specialists both in Japan and abroad amongst whom a
consensus has been obtained.
i.  Cases that develop into frequently relapsing or steroid-dependent nephrotic syndrome despite steroid
sensitivity and in whom remission cannot be maintained with known treatments and withdrawal from
steroids is impossible.

ii.  Steroid-resistant cases that do not react to known treatments and progress to end-stage renal disease.

The study population of this clinical trial is childhood-onset complicated nephrotic syndrome patients with

(7341}
1

steroid sensitivity (see “i”” above), which is an important prognostic factor in idiopathic nephrotic syndrome.

More specifically, the study population of this clinical trial can be defined as patients that fulfill any of the

following from (1) to (3).

(1) Patients diagnosed with frequently relapsing or steroid-dependent nephrotic syndrome that do not
respond to known immunosuppressive drug therapy such as cyclosporine, cyclophosphamide,
mizoribine, etc. (whose disease reverts back to the frequently relapsing type or steroid-dependent

type during immunosuppressive drug therapy)

(2) Patients diagnosed with frequently relapsing or steroid-dependent nephrotic syndrome in whom
remission can be maintained through immunosuppressive drug therapy but whose disease reverts
back to the frequently relapsing type or steroid-dependent type after the discontinuation of

immunosuppressive drug therapy.
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(3) Patients diagnosed with steroid-resistant nephrotic syndrome in whom the administration of
immunosuppressive drugs leads to remission but whose disease develops into the frequently
relapsing type or steroid-dependent type during or after the discontinuation of immunosuppressive

drug therapy.

The target group of this study, childhood-onset complicated nephrotic syndrome, is estimated to account for
25-40% of pediatric idiopathic nephrotic syndrome cases. Known immunosuppressive drug therapy is not
able to maintain remission of childhood-onset complicated nephrotic syndrome, rendering the long-term
continuous administration of steroids necessary. As a result, many patients live with this disease for a long
period of time from its onset during infancy (age 2-6) through adolescence and into adulthood' *”.
Childhood-onset complicated nephrotic syndrome patients range widely in age from 2-year-old patients to

patients in their early-twenties.

As there are patients that do not respond to the treatment (the known immunosuppressive drug therapy is
not able to maintain remission) and long-term administration and re-administration is difficult due to
immunosuppressive drug-specific side effects, known immunosuppressive drug therapy is not useful for the
treatment of childhood-onset complicated nephrotic syndrome from both the perspective of efficacy and
safety. Therefore, most of patients with complicated nephrotic syndrome are treated with long-term steroids,
which can result in short stature and osteoporosis in children®" and patients that live with this disease
through adolescence and into adulthood are often administered with steroids during these periods and have
particular difficulty in avoiding short stature. In addition, patients can experience compression fractures of
the vertebral bones and osteonecrosis of the femoral head as a consequence of osteoporosis and be
hospitalized over a long period of time resulting in a decrease in quality of life and significant impact to
their everyday lives. Accordingly, the development of a safe and effective treatment for childhood-onset
complicated nephrotic syndrome patients in order to improve the current situation, where there is no useful

treatment, is an issue that needs to be addressed as soon as possible.

5.2  Description of the investigational drug

5.2.1 |IDEC-C2B8 investigational drug

The IDEC-C2BS investigational drug is a monoclonal antibody directed against the CD20 differentiation
antigen expressed on the surface of B-cells. It is a chimeric anti-CD20 monoclonal antibody consisting of
human immunoglobulin constant regions (IgG1x) and mouse anti-CD20 antibody variable regions.
IDEC-C2B8 is considered effective against various diseases caused by B-cell abnormalities as it

specifically damages CD20-positive B-cells”*”

and domestic approval for its use in the treatment of
CD20-positive B-cell non-Hodgkin's lymphoma (B-cell lymphoma) has already been obtained. It has been
approved as a therapeutic agent for B-cell lymphoma in over 100 countries around the world such as Japan,

the United States and Europe. It has also been approved as a therapeutic agent for anti-TNF
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therapy-resistant refractory rheumatoid arthritis in Europe and the United States. Its regimen and dosage for

these diseases is indicated below.

(1) Regimen and dosage for B-cell lymphoma
A 375 mg/m? dose is administered as rituximab via a weekly infusion in adults. The maximum
number of doses is 8. When administered, this drug is diluted 10-fold in isotonic sodium chloride

solution or a 5% injectable glucose solution.

(2) Regimen and dosage for anti-TNF therapy-resistant refractory rheumatoid arthritis
2 x 1000 mg/body doses are administered as rituximab via infusions carried out at 2 week intervals

in adults.

The mechanism of action of IDEC-C2B8 has been confirmed from in vitro tests: it eliminates B-cells in
vivo by binding to B-cell surface CD20 antigens and specifically damaging B-cells through
complement-dependent cytotoxic actions and antibody-dependent-cell-mediated cytotoxic actions and

directly acts upon CD20 antigen-positive B-cells, inhibiting their growth and inducing apoptosis®*=*).

5.2.2 Indications expected to be acquired through this trial

Childhood-onset nephrotic syndrome (limited to complicated nephrotic syndrome that frequently relapses

despite the administration of known immunosuppressive drug therapy)
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5.2.3 Non-clinical trials

Tvoe of test | Species/Strain Method of Period of Dosage GLP Implementation
P P administration | administration (mg/kg™) applicable facility
Single dose Cynomolgus |Intravenous . . Bozo Research

toxicity study  |monkey administration Single dose 10,30,100 1 Applicable Center
Repeated dose |Cynomolgus |Intravenous 1 month (oncea | 0,0.25,2.1, Applicable White Sands
toxicity study |monkey administration |week x 4) 16.8 pp Research
Repeated dose |Cynomolgus |Intravenous 2 months (once a . Bio-Research
toxicity study  |monkey administration |week x 8) 0,20 Applicable Lab.
Hereditory
toxicity study Not done
Carcinogenicity Not done
study
Reproduction
toxicity study Not done
Local gtlmulus Crab-eating |Intravenous 2 months (once a . Bio-Research
study . . 0,20 Applicable
. monkey administration |[week x 8) Lab.
(vasostimulant)
Nippon
Pyrogenetic Japanese white [Intravenous . . Experimental
study rabbit administration Single dose 0,30,50,100 | Applicable Medical
Research Center
Cross
-reactivity study|Human normal . . IMPATH
with human tissue In vitro i 10 pg/mL Applicable Laboratories

normal tissue

A: Unless otherwise specified, the NOAEL dosage underlined in repeated dose toxicity studies.

B: By histopathological examination of the site of administration in 2-month repeated dose toxicity studies.

5.2.4 Effect on the fetus

As IDEC-C2BS8 is a monoclonal antibody with essentially the same qualities as immunoglobulins, it is

believed that it may be possible for the drug to pass through the placenta to the fetus if administered to

pregnant women.

When the effects of IDEC-C2B8 administration on the fetus during the period of organogenesis in

pregnancy were examined using cynomolgus monkeys, a decrease in the number of lymphoid tissue B-cells

in the fetus was observed depending on the dose administered to the mother. Accordingly, it is believed that

IDEC-C2BS8 passes through the placenta to the fetus and damages the B-cells of the fetus. Other than the

above-mentioned decrease in the number of lymphoid tissue B-cells in the fetus, no other abnormalities

were observed in the mother or the fetus.

Hypoplasia of lymphoid tissue such as lymph nodes and Peyer's patches, etc. as well as reduced resistance

towards exogenous antigens such as viruses, etc. is observed in B-cell knockout mice lacking B-cells from

the very beginning after generation, and it is thought as a result that B-cells are required in the formation of

lymphoid tissue

29-31)
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It is inferred from the above that (1) IDEC-C2B8 will pass through the placenta to the fetus and damage the

B-cells of the fetus if administered to pregnant women and (2) hypoplasia of lymphatic tissue may occur if

the fetus is lacking B-cells in the period of organogenesis.

However, it should be noted that there is a report of a B-cell lymphoma patient that successfully gave birth

to a baby girl via caesarean section at 35 weeks after undergoing combination therapy consisting of

anticancer drugs and IDEC-C2BS at the 21% week of pregnancy’>.

)

5.2.5 Domestic clinical trial targeting systemic lupus erythematosus (SLE)

(1)

Phase I/II clinical trial

A phase I/II clinical trial with the primary purpose of safety evaluation was conducted in order to
examine the tolerability of the regimen and dosage of IDEC-C2B8 recommended in foreign
countries for autoimmune diseases (2 x 1,000 mg/body doses administered at 2-week intervals) in

Japanese systemic lupus erythematosus (SLE) patients.

As there has been no domestic use of IDEC-C2BS8 for the treatment of autoimmune diseases, the
tolerability of 4 x 500 mg/body doses given at weekly intervals (similar to the already-approved
regimen and dosage for B-cell lymphoma) in SLE patients was first confirmed, after which the
regimen and dosage recommended in foreign countries for autoimmune diseases (2 x 1,000 mg/body

doses administered at 2-week intervals) was examined.

In terms of safety, the infusion reactions that occurred with intravenous administration of
IDEC-C2B8 were all mild to moderate (grade 1-2) and within the range observed in clinical trials
targeting B-cell lymphoma. The side effects thought to be caused by IDEC-C2B8 were almost all
mild to moderate (grade 1-2). There were 2 cases of grade 3 infection, but both subsided with the

intravenous administration of antibiotics.

In terms of efficacy, 9 of the 15 subjects’ BILAG global index scores decreased from their scores

prior to the commencement of the clinical trial and a decrease in their disease activity was observed.

A reduction in the number of peripheral blood B-cells was observed in all subjects and in many cases
this state was maintained for more than 6 months. A decreased level of immunoglobulins in the

blood resulting from a reduced number of B-cells was not observed.
From the above, the regimen and dosage of 2 x 1,000 mg/body doses administered at 2-week

intervals is expected to be well-tolerated by Japanese patients and prove clinically useful and

therefore it was determined as the recommended dose in confirmatory trials.
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(2)  Phase IV/III clinical trial
A phase II/III clinical trial targeting systemic lupus erythematosus (SLE) in order to compare and
contrast the safety and efficacy of the regimen and dosage of IDEC-C2BS8 at 2 x 1,000 mg/body
doses administered at 2-week intervals in combination with steroids with the same dose of

IDEC-C2B8 administered in combination with a placebo as a steroid substitute is currently under

way.

[Subjects]: SLE patients exhibiting disease activity despite the continuation of a fixed
amount of steroid therapy

[Study design]: Multicenter, placebo-controlled, double-blind, randomized allocation parallel

group trial

[Primary endpoint]: Proportion of effective cases (complete or partial remission)

5.3 Important safety information

5.3.1 Progressive Multifocal Leukoencephalopathy (PML)

There have been 2 cases reported overseas (1 in the United States and 1 in the United Kingdom) where
commercially-available IDEC-C2B8 was used off-label in the treatment of adult SLE patients who
subsequently developed progressive multifocal leukoencephalopathy (PML) and died. The 2 adult SLE
patients who developed PML and died had a long SLE treatment history and had undergone
immunosuppressive drug therapy multiple times prior to treatment with IDEC-C2BS. In these 2 cases,
treatment with IDEC-C2BS alone was the final treatment prior to the onset of PML and both patients
developed PML and died within 12 months of their final dose of IDEC-C2BS8. A relationship between
IDEC-C2BS8 and the onset of PML cannot be completely ruled out.

In addition, there are also reports of a subject in a United States clinical trial carried out to ensure the
long-term safety of IDEC-C2BS in the treatment of adult rheumatoid arthritis (RA) who developed PML
and died. This particular patient had undergone treatment with methotrexate, multiple types of steroids and
TNFa antagonists prior to treatment with IDEC-C2B8 and had a complex condition which included
iatrogenic conditions as well as rheumatic conditions including Sjogren's syndrome. The subject received a
total of 4 times of 2 x 1,000 mg/body doses of IDEC-C2BS, developed oropharyngeal cancer 7 months
after the final dose of IDEC-C2BS8 and subsequently underwent a chemotherapy regimen containing
platinum and radiotherapy. The subject developed PML and died approximately 18 months after the final
dose of IDEC-C2BS8 and 9 months after the completion of chemotherapy and radiotherapy. Again, a
relationship between IDEC-C2B8 and the onset of PML cannot be completely ruled out.

PML is a progressive demyelinating disease of the central nervous system thought to develop from the
activation of the polyomavirus JC virus. The JC virus is thought to latently infect approximately 80% of

healthy adults and be activated under immunosuppressive conditions, resulting in the onset of PML.
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However, the mechanism leading to the activation of the JC virus is not well understood. The incidence of

PML is rare; however its onset carries a poor prognosis and leads to severe disability or death.

The onset on PML has been reported in HIV-positive patients, cancer patients in an immunosuppressive
state, organ transplant recipients and patients with autoimmune diseases including SLE. PML has also been
reported in SLE patients with no history of treatment with IDEC-C2B8. Many SLE patients with no history
of treatment with IDEC-C2BS8 that develop PML had undergone a combined treatment of steroids and
immunosuppressive drugs and there are also reports of SLE patients undergoing steroid therapy alone
developing PML. Until now, there has been only a single report of the onset of PML in RA patients with a
history of treatment of IDEC-C2BS.

The onset of PML in B-cell non-Hodgkin's lymphoma patients treated with IDEC-C2BS has already been
reported. Many of these patients received IDEC-C2B8 in combination with chemotherapy or hematopoietic

stem cell transplantation.

At present, there is no standard diagnostic method for PML and PML is suspected when new neurological
abnormalities are observed in patients treated with IDEC-C2B8. In such cases, a neurological specialist is

consulted and brain MRI and cerebrospinal fluid examination (JC virus DNA testing), etc. are carried out.

5.3.2 Aseptic meningoencephalitis / acute pulmonary thromboembolism

It is reported that 2 of the 6 subjects who participated in a domestic clinical trial of IDEC-C2BS8
re-administration to adult SLE patients experienced deterioration of their SLE condition after treatment
with IDEC-C2B8 (1 case of transverse myelitis [unrecovered] and 1 case of aseptic meningoencephalitis /
acute pulmonary thromboembolism [resulting in death]). The case of transverse myelitis developed
approximately 3 weeks after the final dose of IDEC-C2B8 and the case of aseptic meningoencephalitis /
acute pulmonary thromboembolism developed 7 months after the final dose of IDEC-C2BS. A relationship

between IDEC-C2B8 and the onset of these conditions cannot be completely ruled out.

The points common to the 2 cases described above are: (1) although an effect was observed from the initial
treatment with IDEC-C2BS, both subjects received repeated IDEC-C2BS treatment due to a subsequent
relapse of symptoms, (2) their condition was complicated by antiphospholipid antibody syndrome and (3)
an emergence of HACA had been observed in the past. In addition, the patient that experienced transverse

myelitis exhibited a strong infusion reaction when IDEC-C2B8 was re-administered.

The reason these adverse events occurred is thought to be that thrombogenic tendencies are observed in
patients with antiphospholipid antibody syndrome complications and such patients are at a high risk of
developing central nervous system symptoms and embolism to begin with. In addition, thrombus formation

is promoted by cytokines and activated complements. It is reported that cytokines such as TNF-o and IL-6
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are released when an infusion reaction occurs with the administration of IDEC-C2B8 and it is thought

possible that thrombus formation was promoted in these 2 cases as a result of cytokine release.

Patients whose condition is complicated by malignant tumors or autoimmune diseases or patients with a
medical history of malignant tumors or autoimmune diseases are excluded from this clinical trial from the
viewpoint of ensuring the safety of subjects. In addition, subsequent IDEC-C2B8 administration will be
discontinued in subjects in whom a strong infusion reaction (grade 3 or higher non-hematological toxicity)
is observed with the intravenous administration of IDEC-C2B8 (infusion of the investigational drug will be

discontinued at the point the grade 3 infusion reaction is observed).

5.4 Medical validity of this clinical trial

The exact pathogenesis of nephrotic syndrome is unclear, but T-cell-mediated immunological abnormalities
are thought to play a role. An increase in soluble CD23 (B-cell activation marker) and soluble CD25 (T-cell
activation marker) is reported in patients with nephrotic syndrome at the time of relapse® and B-cells have
also been implicated in the pathogenesis of nephrotic syndrome. B-cells interact with T-cells by issuing a
signal that activates clonal expansion and the effector function of CD4+ T-cells, etc®”. Treatment with this
drug aims to suppress the relapse of nephrotic syndrome by controlling B-T-cell interaction through the

in-vivo elimination of B-cells.

The application of rituximab to pediatric nephrotic syndrome patients started to be examined after a report
of the remission of nephrotic syndrome following the administration of rituximab for the treatment of ITP
in a 16-year-old patient with refractory nephrotic syndrome (onset: age 2) complicated by ITP*> and a
report of the remission of nephrotic syndrome following the administration of rituximab for the treatment
of lymphoproliferative disease in a 12-year-old patient that received a kidney transplant as a result of
underlying focal segmental glomerulosclerosis and subsequently suffered a relapse of nephrotic syndrome

at the same time as the onset of post-transplant lymphoproliferative disease™®.

Since 2004, case reports of the administration of rituximab to childhood-onset complicated nephrotic
syndrome patients (a total of 8 patients, aged 7-23), whose condition remained steroid-dependent or
frequently relapsing and could not withdrawal from steroids even under the administration of multiple
immunosuppressive drugs, that resulted in nephrotic syndrome remission and subsequently enabled the
reduction in dose or withdrawal from steroids or immunosuppressive drugs have been observed in
international journals and at international conferences® = V. In those reports, the most common dosage of
rituximab administered was 4 x 375 mg/m? (maximum dose: 500 mg) and no rituximab-specific infusion

reactions or other serious adverse events were observed.

There is also a report in which 4 x 375 mg/m? doses (maximum dose: 500 mg) of rituximab were
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administered to 5 steroid-resistant childhood-onset complicated nephrotic syndrome patients (age: 2.8-15
years, onset: age 1-3.3 years) who remained in a nephrotic state despite treatment with multiple
immunosuppressive drugs™. Three of these 5 patients experienced remission and the other 2 patients
experienced partial remission following the administration of rituximab and a reduction in steroid and
immunosuppressive drug dosage was possible. No infusion reaction or severe infections were observed in
these 5 cases. Another report reveals that a pediatric steroid-resistant focal segmental glomerulosclerosis
patient was administered a single 375 mg/m? (maximum dose: 500 mg) dose of rituximab after which their
symptoms of proteinuria disappeared and their dosage of steroids and immunosuppressive drugs could be
reduced and ultimately discontinued*.

Finally, there is a report of a 22-year-old childhood-onset complicated nephrotic syndrome patient
administered with 2 x 1000 mg doses of rituximab at an interval of 2 weeks who experienced remission of
nephrotic syndrome (remission was maintained for 5 months) and in whom the dosage of steroids and

immunosuppressive drugs could subsequently be reduced*?.

The following benefits are considered to be obtained from the relapse inhibitory effect of rituximab: (1)
extension of the remission maintenance period, (2) withdrawal from or reduced dosage of steroids, (3)
reduction or discontinuation of immunosuppressive drugs, (4) decrease in adverse reactions from steroids
and immunosuppressive drugs and (5) improved patient quality of life (through shortening the period of

drug treatment and reducing the patient’s movement/action limitations, etc).

From the above, the IDEC-C2BS investigational drug is expected to be an effective and safe new drug for
the treatment of “childhood-onset complicated nephrotic syndrome” patients who do not respond to known
treatment and for whom the long-term continuous administration of steroids is necessary, ultimately

resulting in significant adverse drug reactions.

However, while there are case reports of the administration of rituximab to pediatric complicated nephrotic
syndrome patients, no high-quality clinical trials have been conducted to clarify its efficacy and safety.
Therefore, we have decided to launch a study team led by principal researcher Kazumoto lijima and
conduct a physician-initiated clinical trial in order to examine the efficacy and safety of IDEC-C2BS in the

treatment of childhood-onset complicated nephrotic syndrome patients.

The regimen and dosage of IDEC-C2B8 has been set at 4 x 375 mg/m? doses given at weekly intervals. The
rationale for this is that 4 x 375 mg/m? doses (maximum dose: 500 mg) have been approved domestically
for the treatment of adult B-cell lymphoma and safety information has been obtained, the same dosage has
been used in clinical studies on pediatric autoimmune diseases where its safety and efficacy has been
suggested and this is also the dosage primarily used in childhood-onset complicated nephrotic syndrome

case reports.
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This clinical trial has been selected to the Clinical Research Promotion Program (clinical trial plan)
supported by the Japan Medical Association Center for Clinical Trials and has been planned as a trial that

adheres to Good Clinical Practice (GCP).

The results obtained from this clinical trial will become an evaluation material in conjunction with foreign
information regarding regimen and dosage, efficacy and safety and Zenyaku Kogyo Co., Ltd. will be
requested to make an application for the drug’s expanded indication. Zenyaku Kogyo Co., Ltd have agreed

to provide the investigational drugs and to apply for orphan drug designation.
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Purpose

The purpose of this clinical trial is to compare childhood-onset complicated nephrotic syndrome patients

administered with 4 x 375 mg/m? doses (maximum dose: 500 mg) of IDEC-C2B8 with those administered

with a placebo to evaluate the efficacy and safety of IDEC-C2BS.

6.1
6.1.1

(1)

6.1.2
)

)

®3)

(4)

(®)

(6)

Efficacy endpoints
Primary endpoint
Relapse-free period during the observation period (day 1 - day 365):
The period from the date of registration / allocation until the date of the occurrence of the first

relapse following commencement of investigational drug administration

Secondary endpoints
Period until treatment failure:
The period from the date of registration / allocation until the date at which treatment failure is

determined.

Relapse rate:

The number of relapses observed per person per year in each group during the observation period

Period until occurrence of frequent relapses:

The period from the date of registration until the frequent relapse date during the observation period

Period until steroid dependence:
The period from the date of registration until the date of steroid dependence during the observation

period

Period until the transition to steroid resistance:
The period from the date of registration until the date of transition to steroid resistance during the

observation period

Total and daily dosage of steroids:
The total and daily dosage of steroids administered from the date of registration / allocation until the
date of completion of the observation period

Daily steroid dosage (mg/day) =Total steroid dosage (mg) / observation period (days)
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(7)  Change in the total and daily dosage of steroids in the 365 days before and after the date of
registration:
The difference of the total and daily dosage of steroids administered in the 365 days between
immediately before the date of registration / allocation (not including the day of registration /

allocation) and after the date of registration / allocation.

6.2 Other endpoints
(1) IDEC-C2BS blood concentration

(2)  Changes in the number of B-cells in peripheral blood
1) Number of B-cells in peripheral blood (cells/uL)
2) Peripheral blood B-cell depletion period

(3) Human anti-chimeric antibody (HACA) production ratio
6.3 Safety endpoints
Subjective symptoms, objective findings, physical examination (vital signs, height, weight), clinical

examination (hematological examination, blood biochemical examination, urinalysis), electrocardiogram,

chest X-ray
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7  Clinical trial design

7.1 Type of clinical trial

Multicenter, double-blind, randomized, placebo-controlled trial

7.2 Clinical trial diagram
The clinical trial period for each patient will begin at the date consent is obtained and end at the date of the

completion of the observation period.

Clinical trial period (date consent is obtained~date of completion of the observation)

Screening period Observation period (Day 1~Day 365, 1 year)

(date consent is obtained~up to 35 days)
Investigational drug Post discontinuation/

Upto o . ,
o o administration period completion of
Obtaining ) Registration | 14 days . o
Screening ) (Day 1~day of investigational drug

consent /allocation ) o o
discontinuation administration~day 365
/completion)

The day the first dose of investigational drug is administered is set as “Day 1”

7.3 Target number of subjects

Target number of subjects: 60 (30 in each group)

7.4 Planned clinical trial period
Planned subject registration period: September 2008 — August 2011 (3 years)
Planned clinical trial period: September 2008 — August 2012 (4 years)
[Rationale]: Tt is estimated that approximately 20-30 pediatric frequently relapsing nephrotic syndrome
patients progress to complicated nephrotic syndrome every year. Accordingly a 3-year

subject registration period and 4-year clinical trial period will be set.

7.5 Study design-related considerations
The purpose of this clinical trial is to evaluate the efficacy and safety of IDEC-C2BS8 in the treatment of

childhood-onset complicated nephrotic syndrome patients.

Childhood-onset complicated nephrotic syndrome is not a domestically-approved indication for
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IDEC-C2B8 and no well-designed clinical trials of IDEC-C2B8 on childhood-onset complicated nephrotic
syndrome patients have been conducted in Japan. The decision to conduct a multicenter double-blind,
randomized, placebo-controlled clinical trial was made for the following reasons: the 4 x 375 mg/m? doses
administered at weekly intervals adopted in this study have already been approved for the treatment of
adult B-cell non-Hodgkin's lymphoma both domestically and abroad and safety-related information is
considered to have been obtained from clinical experience despite the differing target disease. In addition,
the number of childhood-onset complicated nephrotic syndrome patients is limited and the immediate

development of treatment for this condition is desired.

Whether immunosuppressive drugs are used at the time of relapse immediately prior to registration,
whether steroids are used at the time of relapse immediately prior to registration and the disease activity are
predicted to affect the therapeutic efficacy and prognosis and will therefore be used as allocation
adjustment factors. Random assignment will be carried out and the investigational drug subsequently
administered. A proteinuria-reducing effect was observed up to 3 months after the initiation of
administration in a report where 4 x 375 mg/m? doses (maximum dose: 500 mg) of rituximab were
administered to a childhood-onset complicated steroid-resistant nephrotic syndrome patient *. Based on
this report, it is thought that at least 3 months is required for the expression of IDEC-C2BS8 efficacy.
Accordingly, immunosuppressive drugs such as cyclosporine, tacrolimus, mizoribine, azathioprine and
mycophenolate mofetil that had been continuously administered to subjects for a long period of time prior
to the start of this clinical trial will continue to be administered to the subject enrolled in this trial for the

first 3 months after the start of administration of the investigational drug.

As steroid treatment for relapse during the study period will affect the therapeutic efficacy of the

investigational drug and prognosis, their administration method will be prescribed.

As the subjects of this clinical trial are patients with high disease activity in whom remission cannot be
maintained with known treatment, early and frequent relapses are concern. Accordingly, “treatment failure”
has been established whereby the double-blinding will be urgently cancelled if treatment failure is
determined and the principal investigators and sub-investigators will be able to select the optimal treatment
for the subject. Double-blinding will also be urgently cancelled in the event a subject experiences serious
adverse events after which the independent data and safety monitoring committee will make an evaluation
regarding safety. The efficacy primary endpoint is the period from the date of registration / allocation until
the date of the occurrence of the first relapse following commencement of investigational drug
administration. A relapse is defined as when 2+ or above protein on urine dipstick in the first morning urine
is observed for 3 consecutive days and prednisolone treatment is required (objective indicator). As a
determination of treatment failure (1) - (3) will occur after the date of the occurrence of the first relapse
following the commencement of investigational drug administration, the urgent allocation code disclosure

of subjects in whom treatment failure is determined will not affect the evaluation of the efficacy primary
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endpoint.

In addition, as all efficacy secondary endpoints are defined by objective measures such as relapse and
steroid dose, etc. and the information up until the date of treatment failure is used for evaluation with
regards to the subjects in whom treatment failure is determined, the urgent allocation code disclosure of
subjects in whom treatment failure is determined will not affect the evaluation of the efficacy secondary
endpoints. Furthermore, the scope of allocation code disclosure for subjects in whom treatment failure is

determined is minimized in order to avoid effects from all aspects.

In terms of safety evaluation, the name and grade of adverse events have been standardized by evaluation
with the Common Terminology Criteria for Adverse Events (CTCAE) v3.0 August 9, 2006 (Japanese
translation: JCOG/JSCO edition, March 8, 2007).

7.5.1 Rationale for setting the study population

Patients in whom, despite steroid sensitivity, the treatment with known immunosuppressive drugs cannot
prevent relapses and the long-term continuous administration of steroids (ranging from a few years to 10
years) is required, which ultimately causes serious side effects, were defined as ‘“childhood-onset

complicated nephrotic syndrome” patients and set as the study population of this clinical trial.

Steroid sensitivity is the most important prognostic factor of pediatric idiopathic nephrotic syndrome® and
it is assumed that patients will not progress to end-stage renal disease as long as they display steroid
sensitivity. Childhood-onset complicated steroid resistant nephrotic syndrome patients do not respond to
known treatments and progress to end-stage renal disease. As conditions with a different prognosis cannot
be evaluated with the same endpoint, childhood-onset complicated steroid resistant nephrotic syndrome

patients have been excluded from the study population.

In addition, generally, steroid-dependent nephrotic syndrome is considered a higher disease activity
condition than frequently-relapsing nephrotic syndrome, however approximately 80% of Japanese
frequently-relapsing nephrotic syndrome patients are also steroid-dependent. Many of the domestic clinical
studies conducted on pediatric nephrotic syndrome patients so far have treated frequently-relapsing
nephrotic syndrome patients and steroid-dependent nephrotic syndrome patients as the same patient
population. From the above, it has been decided to consider frequently-relapsing nephrotic syndrome

patients and steroid-dependent nephrotic syndrome patients as the same patient population in this study.

As a history of treatment with immunosuppressive drugs may affect the disease activity at the time of
registration, the therapeutic efficacy of IDEC-C2B8 and prognosis (relapse frequency), the study
population has been limited to patients undergoing treatment with the immunosuppressive drugs

recommended in or in accordance with the 2005 Japanese Society for Pediatric Nephrology treatment
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guidelines for idiopathic nephrotic syndrome in children v.1.0 "

As steroid treatment for relapses prior to registration for this clinical trial affects prognosis (relapse
frequency) as well as the diagnosis of frequently-relapsing / steroid-dependent nephrotic syndrome, the
study population has been limited to patients undergoing treatment prescribed by or in accordance with the

International Study of Kidney Disease in Children (ISKDC).

Many childhood-onset complicated nephrotic syndrome patients live with this disease for a long period of
time from its onset during infancy (age 2-6) through adolescence and into adulthood'®?”. The age
distribution of the childhood-onset complicated nephrotic syndrome patients in the 8 foreign case reports in
which rituximab was administered was 7-23 years®~ *"*". Based on these reports, no maximum age limit
was set for the study population of this trial and the minimum age limit was set at 2 years (at the time of

registration).

It is reported that almost all adult patients with B-cell lymphoma continue to maintain a normal serum
immunoglobulin (IgG, IgA, IgM) concentration range after the administration of IDEC-C2B8 and, in
addition, the administration of IDEC-C2BS8 does not enhance their immunosuppressive state and few cases
with an increase in opportunistic infections are seen as a result” **. The cause of the main side effect of
IDEC-C2BS8, infusion reaction, is assumed to be chemical mediators and cytokines released by B-cells in
peripheral blood and the severity of an infusion reaction is thought to depend more on the immune response
and the number of B-cells in peripheral blood rather than the dosage amount per dose. As the immune

49,50)

response in children aged 2 years and older is similar to that of an adult™", it is considered unlikely that

they would have more frequent and more severe infusion reactions in comparison with adults.

7.5.2 Rationale for setting the primary endpoint

As childhood-onset complicated nephrotic syndrome is a high-activity disease in which relapses frequently
occur, the goal of treatment is to induce remission and, at the same time, reduce the frequency of relapse
and maintain remission. Accordingly, the relapse-free period (the period in which remission is maintained)

was thought to be the most important efficacy evaluation index in this study.

7.5.3 Rationale for setting the screening period and observation period

It is necessary to confirm the presence/absence of HIV, HCV, HBV and other viral infections, the
presence/absence of CD20-positive cells in peripheral blood and steroid sensitivity in order to evaluate the
eligibility of subjects for this trial. As it takes about 7 days to search for viral infections and up to 28 days
from the date of the commencement of treatment for a relapse to confirm steroid sensitivity, the screening

period of this study will be set at 35 days from the date consent is obtained.

According to the foreign case reports where childhood-onset complicated nephrotic syndrome patients were
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treated with rituximab, remission was maintained for 9 months or longer in 7 out of the § patients (1 patient
had been in remission for 5 months at the time of the report)*>*"*""*"_ In addition, the ISKDC definition of
frequent relapse is relapse occurring 4 times in any 12-month period’". Accordingly, the observation period

of this study was set at 12 months from the date investigational drug administration is commenced.

7.5.4 Rationale for setting the regimen and dosage of IDEC-C2B8

While IDEC-C2BS eliminates B-cells in vivo, new B-cells are continuously produced from bone marrow
hematopoietic stem cells and normal B-cell reconstitution is expected following treatment with this drug.
Accordingly, it is necessary to select a regimen and dosage of IDEC-C2BS that is both safe and sufficient to
eliminate B-cells in vivo. Similar to a normal immunoglobulin, IDEC-C2BS is inactive and may not result

in any direct adverse reactions after the target CD20 antigen has been completely eliminated.

The 4 x 375 mg/m? doses (maximum dose: 500 mg) administered in weekly intervals set in this clinical trial
is the regimen and dosage that has already been approved for adult B-cell lymphoma patients in Europe and
the United States. In a domestic clinical trial on adult B-cell lymphoma patients, it was confirmed that 4 x
375 mg/m? doses administered in weekly intervals depleted the number of peripheral blood B-cells (to
below the detectable limit) and this state was maintained for 6 to 9 months™. In the same trial, antipyretic
analgesic and anti-allergic agents were administered as pre-treatment in order to alleviate the infusion
reaction anticipated from administration of IDEC-C2B8. The main side effect of IDEC-C2BS§
administration in the trial was infusion reaction (fever, chills, nausea, headache, pruritus, rash, cough,
hypotension, lethargy and laryngeal edema) that occurred along with infusion and more than 90% of these

infusion reactions were mild (grade 1 or 2)*.

A decrease in serum immunoglobulin (IgG, IgA, IgM) concentration and resulting increase in infection has

not been observed in foreign clinical studies*®*Y.

In a United States clinical study where 4 x 375 mg/m? doses of rituximab were administered to SLE
patients, a similar peripheral blood B-cell depletion period was observed together with therapeutic efficacy

as a decrease in SLE disease activity. Once again, the main side effect of rituximab administration was

. . .52
infusion reaction ).

There is no IDEC-C2B8 regimen and dosage prescribed for children. Clinical studies of rituximab targeting

pediatric autoimmune disease patients such as SLE patientsS3'58)

59-67)

, idiopathic thrombocytopenic purpura
patients and autoimmune hemolytic anemia patients °**> have been conducted overseas and almost all
of these studies have utilized the 4 x 375 mg/m? dose that has already been approved for adult B-cell
lymphoma patients. It has been reported in these clinical studies of rituximab targeting pediatric
autoimmune disease patients that the subjects’ peripheral blood B-cells became depleted after treatment and

this state was maintained for 6 months, the main side effect was again infusion reaction (grade 1, 2) and the
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4 x 375 mg/m? dose was excellent in terms of tolerability.

The 4 x 375 mg/m? dose has been the main dosage observed in foreign reports of the administration of
rituximab to childhood-onset complicated nephrotic syndrome patients. In 6 case reports of patients
administered with this dosage (6 patients, age: 12-23 years), 5 out of 6 patients’ peripheral blood B-cells
became depleted and this state was maintained for 5 to 12 months. Furthermore, all 6 patients experienced a
remission of nephrotic syndrome (remission was maintained for 7 to 13 months) and were able to
withdrawal from or reduce their dosage of steroids / immunosuppressive drugs. No serious adverse events
considered to be caused by this drug were observed in any of these patients® " *¥. Accordingly, it is
believed that the nature and severity of side effects experienced by childhood-onset complicated nephrotic
syndrome patients upon the administration of a 4 x 375 mg/m? dose of IDEC-C2B8 are no different to those

experienced by adult B-cell lymphoma and SLE patients.

On the other hand, remission was maintained for 10 months and no serious adverse events observed in a
case report of a childhood-onset complicated nephrotic syndrome patient (1 patient, age: 14 years)
administered with a single 375 mg/m? dose (maximum dose: 500 mg/ of rituximab*". When 15
childhood-onset complicated nephrotic syndrome patients in Japan (age: 5-19 years) were administered
with a single 375 mg/m? dose of rituximab (observation period: 3-11 months, median: 7 months), all 15
patients were able to withdrawal from or reduce their dosage of steroids and their median relapse-free
period was 129 days (range: 8-270 days). Depletion of peripheral blood B-cells was observed in 13 of these
15 patients with a median depletion period of 120 days (range: 60-245 days). Infusion reactions were
observed in 7 of these 15 patients, but all reactions were mild grade 1 reactions and resolved without
treatment. The outcomes of these 15 patients indicate that a single 375 mg/m? dose tends to result in a

shorter remission maintenance period and B-cell depletion period compared with a 4 x 375 mg/m? dose.

It is reported in both childhood-onset complicated nephrotic syndrome case reports and clinical studies on
SLE patients that peripheral blood B-cells had reappeared at the time of relapse and accordingly it has been
inferred that there is a relationship between peripheral blood B-cell depletion and the improvement of
clinical symptoms. A high tendency towards HACA detection in low dose groups (single 100 mg/m? dose
or single 375 mg/m? dose) has also been reported in a United States phase I/II clinical study on SLE

patients™®.

It is inferred that a dosage lower than the dosage approved for the use in the treatment of B-cell lymphoma
cannot sufficiently eliminate peripheral blood B-cells and Genentech Inc. has recommended that a dosage
sufficient to eliminate B-cells be used in clinical trials on adult autoimmune disease patients and that
treatment of low-dosage groups be discontinued in ongoing clinical trials. Accordingly, it is believed that a
dosage that can sufficiently eliminate B-cells from peripheral blood similar to the dosage used for the

treatment of B-cell lymphoma should be used in cases of childhood-onset complicated nephrotic syndrome.
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Based on the above information, this clinical trial on childhood-onset complicated nephrotic syndrome
patients has also adopted a IDEC-C2B8 regimen and dosage of 4 x 375 mg/m? doses (maximum dose: 500

mg) administered in weekly intervals.
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Subject inclusion criteria and exclusion criteria

Inclusion criteria

Potential patients must meet all of the following criteria to be eligible for enrollment in this clinical trial:

(1)

)

®3)

(4)

(®)

(6)

()

(8)

Patients who fulfilled the diagnostic criteria of idiopathic nephrotic syndrome (A) patients. (The
ISKDC idiopathic nephrotic syndrome diagnostic criteria is used as a reference during the patient’s

initial diagnosis)

Patients who were aged between 1 and 18 years old at the time of onset of idiopathic nephrotic

syndrome and are aged 2 years or above at the time of registration.

Patients who satisfy any of the following from 1) — 3).
1) Diagnosed with frequent relapse (I) or steroid dependence (L) and once again diagnosed with
frequent relapse (J) or steroid dependence (M) after completion of immunosuppressive drug

therapy (cyclosporine, cyclophosphamide, mizoribine, etc.)

2) Diagnosed with frequent relapse (I) or steroid dependence (L) and once again diagnosed with
frequent relapse (J) or steroid dependence (M) during immunosuppressive drug therapy

(cyclosporine, cyclophosphamide, mizoribine, etc.)

3) Diagnosed with steroid resistance (O) following the onset of idiopathic nephrotic syndrome and
diagnosed with frequent relapse (J) or steroid dependence (M) during or after the completion of
immunosuppressive drug therapy (cyclosporine alone or combination of cyclosporine and

methylprednisolone, etc.)

Patients for whom the last 3 nephrotic syndrome relapse dates (H) prior to registration can be

confirmed.

Patients in whom steroid sensitivity is observed during treatment of relapse (G) immediately prior to

registration

Patients in whom 5/uLL or more CD20-positive cells are observed in the peripheral blood.

Patients who are able to stay in hospital overnight on all days of planned investigational drug

administration.

Patients who, on their own behalf (aged 20 or above) or through a legal representative (parents or

legal guardians), have received an adequate explanation regarding the implementation of this clinical
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trial and given their consent using a document approved by the institutional review board.

[Rationale for setting the selection criteria]

(1), (2) To limit the trial to childhood-onset idiopathic nephrotic syndrome patients.

3) To limit the trial to patients with complicated nephrotic syndrome in line with the purpose of
this trial.

4) To facilitate efficacy evaluation.

%) Because steroid sensitivity is the most important prognostic determinant.

(6) Because the investigational drug is a CD20 antigen-specific monoclonal antibody.

@) To quickly discover and respond to any adverse events that occur immediately following
administration.

®) Based on article 50 of the GCP ministerial ordinance.

A. Nephrotic syndrome

Urine protein-to-creatinine ratio of 1.8 or above and serum albumin of

2.5g/dL or below

B. Complicated nephrotic

syndrome

A patient that fulfills any of the following from (1) to (3) is deemed to

suffer from complicated nephrotic syndrome:

(1) Diagnosed with frequent relapse (I) or steroid dependence (L) and
once again diagnosed with frequent relapse (J) or steroid
dependence (M) after completion of immunosuppressive drug
therapy (cyclosporine, cyclophosphamide, mizoribine, etc.)

(2) Diagnosed with frequent relapse (I) or steroid dependence (L) and
once again diagnosed with frequent relapse (J) or steroid
dependence (M) during immunosuppressive drug therapy
(cyclosporine, cyclophosphamide, mizoribine, etc.)

(3) Diagnosed with steroid resistance (O) and diagnosed with frequent
relapse (J) or steroid dependence (M) during or after the completion
of immunosuppressive drug therapy (cyclosporine alone or

combination of cyclosporine and methylprednisolone, etc.)

C. Remission

Negative protein on urine dipstick test in the first morning urine for 3

consecutive days.

D. Remission confirmation date

The date remission (C) is confirmed at the medical institution.

E. Steroid sensitivity

When the daily administration of prednisolone at 60 mg/m?/day leads

to remission (C) within 4 weeks.

F. Relapse

Protein 2+ or above detected by urine dipstick in the first morning

urine for 3 consecutive days and prednisolone treatment is required.

G. Relapse — immediately prior to

A relapse (F) that occurred in the 35 days prior to registration.
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the clinical trial

. Relapse date

The first day that 2+ or above protein on urine dipstick test in the first
morning urine, followed by the same observation for 3 consecutive
days (the relapse diagnosis date is also an acceptable date with regard

to the 3 most recent relapses prior to registration).

Frequent relapse

Two or more relapses (F) within 6 months after initial remission (C) or

4 or more relapses (F) within any 12-month period.

. Frequent relapse —
immediately prior to the

clinical trial

Four or more relapses (F) within any given 12-month period in the 2

years prior to the relapse date (H) immediately prior to the clinical trial.

. Date of diagnosis of Frequent

relapse

The last relapse date (H) that fulfills the definition of a frequent relapse
(I'and J).

. Steroid dependence

Two consecutive relapses (F) during the reduction of steroid therapy or

within 2 weeks of discontinuation of steroid therapy.

. Steroid dependence -
immediately prior to the

clinical trial

Steroid dependence (L) diagnosed in the 2 years prior to the relapse

date (H) immediately prior to the clinical trial.

. Date of diagnosis of steroid

dependence

The second relapse date (H) on which the definition of steroid

dependence is met.

. Steroid resistance

The daily administration of prednisolone at 60 mg/m?/day does not lead

to remission (C) within 4 weeks.

. Date of diagnosis of transition

to steroid resistance

The date on which the definition of steroid resistance (O) is met after

the daily administration of prednisolone at 60 mg/m?/day for 4 weeks.
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8.2 Exclusion criteria

Patients who fall under any of the following criteria will not be enrolled in this clinical trial:

(1)

)

®3)

(4)

(®)

(6)

Patients who have been diagnosed with nephritic-nephrotic syndrome such as IgA nephropathy prior

to registration or in whom secondary nephrotic syndrome is suspected.

Patients with a history of treatment with immunosuppressive drugs other than those listed below
following the onset of nephrotic syndrome.

1) Cyclosporine, tacrolimus

2) Cyclophosphamide

3) Mizoribine, azathioprine

4) Mycophenolate mofetil

5) Chlorambucil

Patients suffering from or with a history of severe infections such as pulmonary tuberculosis and

deep mycosis.

Patients infected with HIV, HCV or HBV or suffering from other active viral infections.

Patients inoculated with live vaccine within 4 weeks prior to registration.

Patients with poorly controlled hypertension even with antihypertensive drug treatment at the time of

87.88) o

registration. Patients that correspond to the diagnostic criteria for hypertension shown below t

the time of registration cannot be registered for this trial.

Hypertension
Age Systolic blood pressure | Diastolic blood pressure
2 years old Z112 274
3-5 years old z116 276
6-9 years old =122 =78
10-12 years old 2126 Z82
13-15 years old =136 286
16-18 years old =142 Z92
18 years old or above Systolic blood pressure=140 or diastolic blood
pressure =90
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9)

(10)

(11)

(12)

(13)

Multicenter double-blind, randomized, placebo-controlled trial of IDEC-C2B8 for the
treatment of childhood-onset complicated nephrotic syndrome clinical study protocol
Version 4.0, October 20, 2010

Patients with reduced renal function at the time of registration (estimated glomerular filtration rate
(GFR) of less than 60mL/min/1.73m?)

The estimated GFR is calculated from height and serum creatinine levels using the following
formula®*”;

Estimated GFR =k x height (cm) / serum creatinine level (mg/dL)

The Jaffe method is used for the serum creatinine value in the above formula.
Serum creatinine value (Jaffe method) = Serum creatinine value (EIA method) + 0.2

In addition, the below values are used for k according to age.

Age k-value
1-12 years old 0.55
13-21 years old female 0.55
13-21 years old male 0.70

Patients with severe liver dysfunction at the time of registration (if under the age of 21: GOT or GPT
equal to or greater than 2.5x the upper limit of normal determined by the “Reference Intervals of

Clinical Tests in Children Determined by a Latent Reference Value Extraction™"

upper limit of
normal; if aged 21 or above: GOT or GPT equal to or greater than 2.5x the upper limit of normal of

each medical facility).

Patients suffering from or with a medical history of angina pectoris, cardiac failure, myocardial
infarction or serious arrhythmia (findings seen under grade 4 of the Common Terminology Criteria
for Adverse Events (CTCAE) v3.0-August 9, 2006 [Japanese translation: JCOG/JSCO edition,
March 8, 2007]).

Patients suffering from or with a medical history of autoimmune diseases (Hashimoto's disease
[chronic thyroiditis], Crohn's disease, ulcerative colitis, rheumatoid arthritis, idiopathic
thrombocytopenic purpura, systemic lupus erythematosus, autoimmune hemolytic anemia and

scleroderma, etc.) or Henoch-Schonlein purpura.

Patients with malignant tumors or a medical history of malignant tumors (patients with “suspected”

malignant tumors that have not been definitively diagnosed will also be excluded).

Patients who have received organ transplants (excluding corneal and hair transplants).

Patients with a history of drug allergy to methylprednisolone, acetaminophen and

d-chlorpheniramine maleate.
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Patients showing the following abnormal clinical laboratory values:

Leukocytes: <2,000 /uL, neutrophils: <1,500 /uL, platelets: <50,000 /uL

Patients who have been administered monoclonal antibodies (regardless of type: mouse, rat,

chimeric or human) in the past.

Patients who have received other investigational drugs within 6 months prior to registration or who

plan to participate in other clinical trials during the period of their participation in this clinical trial.

Pregnant patients or patients capable of pregnancy, and cannot agree to contraception during the

period of this clinical trial (confirmation by serum HCG test is required during screening).

Patients determined unfit to be subjects in this clinical trial by the investigators.

[Rationale for setting the exclusion criteria]

(1) To exclude secondary nephrotic syndrome patients.

(2) To exclude patients based on their nephrotic syndrome treatment history.

3), (4) Because symptoms may relapse or worsen in these patients with these conditions.

(5)-(14) Because inclusion of such patients into this clinical trial is not desirable on safety
reasons.

(15), (16) Because these factors may affect the safety or efficacy of the investigational drug.

(17) IDEC-C2B8 has the same qualities as an immunoglobulin. As immunoglobulins are
known to pass through the placenta to the fetus, there is concern that IDEC-C2B8 may
affect the fetus if administered to a pregnant woman.

(18) To exclude patients unfit to be subjects in this clinical trial.
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Investigational drugs

The investigational drugs used in the study are a test drug and a control drug which are impossible to

distinguish from each other based on their external appearance.

Zenyaku Kogyo Co., Ltd. has requested Genentech Inc. (California, USA) to manufacture the

investigational drugs which will subsequently be issued to medical institutions participating in this trial.

9.1
)

()

®3)

(4)

(®)

(6)

()

Overview of the study drug
Development code and name
Development code: IDEC-C2BS8
Name: [INN] Rituximab

[JAN] (English name) Rituximab (genetic recombination)
Essential substance: Chimeric anti-CD20 monoclonal antibody consisting of human immunoglobulin
constant regions (IgGlx) and mouse anti-CD20 antibody variable regions (molecular weight:
144,510 Da)
Special notes: this IDEC-C2B8 test drug has been approved for use in the treatment of B-cell
lymphoma and is already on the market. The commercially available product is designated a
biological product.

Dosage form: Injection: 1 x 50mL vial contains 500 mg of IDEC-C2B8.

Additives: Polysorbate 80, sodium chloride, sodium citrate, anhydrous citric acid, pH adjusting

agent.

Properties: colorless to pale yellow clear or slightly turbid liquid, pH: 6.5 £ 0.3, osmotic pressure

ratio: approximately 1.

Storage conditions: Avoid freezing and keep in a cool (2-8°C), dark place.
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9.2 Overview of the control drug (IDEC-C2B8 placebo)
(1) IDEC-C2BS placebo: 1 x 50mL vial that does not contain rituximab and is impossible to distinguish
from IDEC-C2B8 from its external appearance.

(2)  Storage conditions: Avoid freezing and keep in a cool (2-8°C), dark place.

9.3 Investigational drug display and packaging
(1) Packaging: Single patient doses (1 vial) are packaged in small boxes and 4 doses (4 small boxes) and

then packed in a larger box.

(2) Display: The fact that the drug is for investigational use, the drug number, quantity of investigational
drug, storage method, use-by date, name, title and address of the clinical trial steering committee
chairman and the serial number, etc. are displayed on labels on the individual packing boxes and

vials. A sample of the display is as shown below.

For clinical trial, double-blind test use [ Drug Number ]

IDEC-C2B8

Storage: Avoid freezing, keep in cool place (2~8°C)

Contains 500mg per 1 vital (50mL) S ~38
Kazumoto lijima

Professor Don’t freeze
Pediatrics

Kobe University Hospital Use—by date Serial number
Kusunoki-cho 7-5-2
Chuo-ku, Kobe City

Hyogo Prefecture

(3)  Serial number and use-by date
Please refer to the “procedure manual for management of investigational drugs” for details regarding

the serial number and use-by date.

9.4 Handling of investigational drugs
Please refer to the “procedure manual for management of investigational drugs” for details regarding

issuance, storage, management and recovery.
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10 Study plan

10.1 Clinical trial period definition
The clinical trial period is defined as the period from the date consent is obtained until the date the

observation period is completed.

(1)  Screening Period
From obtaining consent to registration (maximum of 35 days)
Obtain consent after diagnosing a relapse of nephrotic syndrome, and screen. Register within 7 days

from confirming the remission

(2)  Observation period (1 year):
The date the first dose of the investigational drug is administered (Day 1) to week 53 (Day 365)
1) Investigational drug administration period
Administration commencement date: The date the first dose of the investigational drug is
administered (within 14 days from the date of
registration)
Administration completion date: Day 22 in the event of complete administration of the
investigational drug as prescribed, or the date the final
dose of the investigational drug was administered in the

event of discontinuation of administration.

10.2 Screening period (from consent to registration)

If the investigators observe a relapse of nephrotic syndrome in potential subjects of this clinical trial, they
will explain the content of this clinical trial to the relevant potential subject and obtain their written consent
for participation in this trial. After obtaining consent, a screening examination will be performed to verify

eligibility as a subject. If eligibility is confirmed, the subject will be promptly registered for the trial.

10.2.1 Explanation and obtaining consent

Investigators will provide potential subjects with a document approved by the institutional review board
that describes this clinical trial as well as give a sufficient explanation of its content. Voluntary consent to
participate in this trial will be obtained in writing from subjects (22.2). When obtaining consent, sufficient
time will be allowed for the potential subjects to consider the content of the above explanatory document as
well as any other matters related to this trial and an opportunity will be given for them to ask questions to

which sufficient answers will be provided.
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In the case of a patient aged 20 years or above, an explanation will be only provided to the patient
themselves after which the patient will give their written consent. In the case of a patient aged under
20 years, written consent will be obtained from their legal representative (a person who exercises
parental authority or a legal guardian) and the assent of the patient themselves will also be obtained

wherever possible.

An explanatory document (for adult use) and consent form of which comprehension by the average
16-year-old can be assumed will be created together with 2 types of explanatory documents (for
child use) and assent forms of which comprehension by the average 7 to 12-year-old or 12 to 15-year

old can be assumed.

The explanatory document (for adult use) will be used in providing an explanation of this trial to
patients aged 20 or above themselves or legal representatives (a person who exercises parental
authority or a legal guardian) of patients aged under 20 years. For patients aged under 20 years,
either the adult-use explanatory document or one of the 2 types of child-use explanatory documents
will be selected in accordance with the relevant patient’s age and level of comprehension and used in

providing an explanation of this trial.

Patients aged between 7 and 15 years, will be taken to provide their assent by fully understanding the
content of the assent form and signing and dating a document of consent. In the case of patients aged

between 7 and 11 years, assent can also be obtained orally and noted on the consent form.

The sign and seal or signature of the physician providing the explanation, clinical trial collaborators
(if used to supplement to explanation) and the patient themselves (aged 20 or above) or the legal
representative (a person who exercises parental authority or a legal guardian) of a patient aged under
20 years as well as the date of consent will be included on the consent form. In addition, the

relationship between the subject and their legal representative will be recorded.

Investigators will provide a copy of the consent form to the patient themselves (aged 20 or above) or
the legal representative (a person who exercises parental authority or a legal guardian) of a patient

aged under 20 years and the investigator will retain the original document.

If consent is obtained, the date of consent will be recorded in a “registration form”. In addition, if the
patient themselves (aged 20 or above) or the legal representative (a person who exercises parental
authority or a legal guardian) of a patient aged under 20 years has indicated a desire to withdraw
from participation in the clinical trial during the screening period or study period, the date and

reason for doing so will be recorded in a “clinical trial discontinuation urgent report”.
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10.2.2 Screening examination and confirmation of eligibility

(1)

()

®3)

After consent is obtained, investigators will conduct a screening examination to verify the patient’s
eligibility as a subject of this trial. However, if there is data present from hematological examination
and blood biochemical examination conducted immediately following the last relapse (within 35
days prior to registration), this data may be used as data at the time of screening in which case

re-examination will be unnecessary.

Investigators will have patients or their legal representatives (a person who exercises parental
authority or a legal guardian) maintain a patient diary from the day after consent is obtained for the

purpose of determining steroid sensitivity.

If the patient’s eligibility as a subject of this trial is verified after the screening period, the patient

will be registered within 7 days of the remission confirmation date following relapse.

10.2.3 Patient diary creation and notes on management

Subjects or their guardians (legal representatives) will maintain a patient diary (provisional name) from the

day after consent is obtained until completion of the observation period. Patient diaries kept by subjects

under the age of 20 will be checked wherever possible by their guardians (legal representative).

Investigators will explain the following to subjects or their guardian (legal representative).

(1)

)

®3)

(4)

(®)

Entries into the patient diaries are to be in block letters using black or blue ballpoint pens or ink.

When making corrections, subjects should make a strike-through, etc. to ensure the content before

the corrections.

When urine dipstick examination on proteinuria in the first morning urine is not carried out, patients
should add a diagonal line in the “date of examination” field rather than leaving a blank space in
order to distinguish from an omission. If there is a reason why the urine dipstick examination was

not carried out, it should be recorded in the memo field.

Results of urine dipstick examination on proteinuria in the first morning urine should be recorded in
the patient diary every day during the clinical trial period and the subject should take their patient

diary with them on consultation days.

Investigators or clinical trial collaborators will record necessary information in the physician

description field of the patient diary (hospital visit dates, scheduled date of next visit, etc.)

Investigators or clinical trial collaborators will ask subjects or their guardians (legal representative) about
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the situation of early-morning proteinuria examination between hospital visits and confirm the patient

diary.

10.2.4 Determination of steroid sensitivity
Steroid sensitivity is defined as when treatment leads to remission (negative protein on urine dipstick test in

the first morning urine is confirmed for 3 consecutive days) within 4 weeks.

Investigators will determine steroid sensitivity within 4 weeks after the start of prednisolone administration
to treat the relapse. During consultation, investigators will confirm results of patients’ urine dipstick testing
in the first morning urine between hospital visits and conduct urinalysis (14.2) at the relevant medical
institution to confirm negative protein on urine dipstick test in the first morning urine for 3 consecutive
days

During consultation, investigators will ask subjects or their guardians (legal representatives) about the
situation of urine dipstick results in the first morning urine and confirm the patient diary. The following

circumstances will also be regarded as negative protein on urine dipstick test in the first morning urine.

(1) When the result of urine dipstick test on proteinuria in the first morning urine carried out at the

relevant medical institution is (%).

(2)  When the result of quantitative examination on proteinuria in the first morning urine carried out at

the relevant medical institution indicates a value of less than 30 mg/dL.

(3) When the results of the patient’s urine dipstick test in the first morning urine contains (+) and the
first morning urinary protein/creatinine ratio is less than 0.2 in the results of examination carried out

at the relevant medical institution.

10.2.5 Registration

Registration will be carried out within 7 days of the remission confirmation date following relapse.

(1) Investigators will fill out the necessary information of patients who have been confirmed eligible as
subjects for this trial in a “registration form” and fax it to the data center.
<Data center>
Japan Clinical Research Support Unit (J-CRSU, NPO)
FAX: 03-5297-6259, Telephone: 03-5297-6258
Hours: Weekdays 10:00am — 5:00pm
Closed on Saturdays, Sundays, public holidays and during the new-year period
(December 30 — January 3).
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After the data center confirms subject eligibility from the “registration form”, they will issue a

registration number and allocate the subject to the IDEC-C2B8 group or placebo group.

After completion of registration and allocation, the data center will fax a “registration and allocation
confirmation form” listing the registration number and drug number to the investigational drug

provider and investigators of the relevant medical institution.

The investigator will confirm the registration number and drug number listed on the “registration and
allocation confirmation form” and then fax a “request for delivery of investigational drugs” to the
investigational drug provider after filling in the necessary information. The investigator will retain
the “registration and allocation confirmation form”.

<Investigational drug provider>

Zenyaku Kogyo Co., Ltd.

FAX: 03-3946-1202, hours: Weekdays 9:00am — 5:00pm

The investigational drug provider will confirm the consistency of the “registration and allocation
confirmation form” and “request for delivery of investigational drugs” and deliver the investigational

drugs to the relevant medical institution.

10.2.6 Allocation

The data center will conduct dynamic allocation using the following allocation adjustment factors and

randomly allocate subjects in order of registration to either the IDEC-C2B8 group or placebo group at an

approximate ratio of 1:1. However, there is no requirement for this ratio to be preserved within each

medical institution. The allocation algorithm will be determined by the person responsible for biological

statistical analysis.

<Allocation adjustment factors>

Medical institution, age, treatment history (presence or absence of immunosuppressive drug
administration at the relapse immediately prior to registration, presence or absence of
steroid administration at the relapse immediately prior to registration), interval between the

last 3 relapses
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Figure 10-1. Flow up to investigational drugs administration

2.7 Exclusion after registration

Subjects in whom investigational drug administration was not possible within 14 days following the date of

registration / allocation and subjects in whom relapse was observed prior to the administration of the first

dose of the investigational drug will become ineligible as subjects for the trial and be excluded after

registration. A report will be made in an “exclusion after registration urgent report” in such cases.

1)

In cases of exclusion after registration, investigators shall once again conduct a screening

examination and re-confirm the eligibility of the patient after obtaining consent (10.2.2).

1) If there is data present from hematological examination and blood biochemical examination
conducted following the last relapse immediately prior to re-registration (within 35 days prior
to re-registration), this data may be used as data at the time of screening in which case

re-examination will be unnecessary.
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2) [If there is data present from virus testing (HIV antibodies, HBs antigens, HBc antibodies, HCV
antibody) and antinuclear antibody testing conducted within 85 days prior to re-registration,

re-examination will be unnecessary.

(2)  Re-registration will be carried out as soon as possible if eligibility is confirmed after screening
(10.2.5).

10.3 Observation period: The date the first dose of the investigational drug is administered
(Day 1) to week 53 (Day 365)

Investigators will administer the first dose of the investigational drug within 14 days after the date of

registration / allocation and carry out observation, examination and survey according to the clinical trial

schedule regardless of completion or discontinuation of investigational drug administration (14.1).

10.4 Criteria for the discontinuation of investigational drug administration
Investigators will discontinue the administration of investigational drugs to subjects to whom any of the
following circumstances apply and conduct a “examination at the time of discontinuation of investigational
drug administration” (14.6) as soon as possible at the time of discontinuation.
Subjects that do not fall under “(10.5) discontinuation of the clinical trial” will continue to be subjects in
the trial even after discontinuation of investigational drug administration and the investigators will continue
observation, examination and survey of these subjects according to the clinical trial schedule (14.1).
(1) Ifrelapse is observed during the period of investigational drug administration
(2) If grade 3 or above non-hematological toxicity (excluding abnormal clinical laboratory values) is
observed during infusion of the investigational drug (12.2.7)
(3) If the administration of investigational drug according the prescribed schedule is impossible.
1) If administration of the investigational drug is impossible within 24 hours after preparation
(12.2.7)
2) Ifthe dosage is changed and deviates from the prescribed dosage (12.3.1)
3) If the date of administration is changed and deviates from the prescribed administration date

(12.3.2)

(4)  If the subject (aged 20 years or above) or legal representative (a person who exercises parental
authority or a legal guardian) requests discontinuation of the administration of the investigational

drug

(5) Ifit becomes clear the subject was ineligible (did not fulfill the selection criteria / met the exclusion

criteria) at the time of registration (including cases where it becomes clear the subject was ineligible
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at the time of registration after the commencement of the clinical trial).
(6) If the investigators determine the continuation of investigational drug administration to be difficult

for any other reason such as the occurrence of adverse events, etc.

10.5 Discontinuation from the clinical trial: discontinuation after the administration of the
investigational drug

If investigational drug administration is discontinued in a subject after commencement and the relevant

subject is also unable to adhere to the complete clinical trial schedule including efficacy and safety

evaluation (14.1) for any of the following reasons from (1) to (4), they will “discontinue from the clinical

trial”.

(1)  If the subject (aged 20 years or above) or their legal representative (a person who exercises parental
authority or a legal guardian) requests discontinuation from the clinical trial or withdraws their

consent for clinical trial participation.

(2) If the subject becomes unable to visit the hospital (due to a hectic schedule, moving of house,

transfer to a different hospital, serious adverse events or death, etc.)

(3) Ifthis clinical trial itself is discontinued

(4) If the investigators determine the subject’s continuation of the clinical trial to be difficult for any

other reason.

In the above cases (1) to (4), the investigator will immediately discontinue the subject’s participation in the
trial and report the time and reason for the discontinuation in a “clinical trial discontinuation urgent report”.
The investigator, while fully respecting the rights of the patient, will make reasonable efforts to confirm the

reason for their discontinuation.

At the point of discontinuation from the trial, examinations will be carried out to ensure the safety of the
subject (number of peripheral blood B-cells, HACA and IDEC-C2B8 blood concentration) (14.7). In
addition, end of observation period examination items (14.4) will observed, examined and surveyed to the

extent possible.

The investigators shall take appropriate measures if a patient is experiencing adverse events at the time of
their discontinuation from the trial as well as keep track of that patient’s outcome as far as possible by letter
or telephone while the entire clinical trial is still ongoing (until the expected final observation date of the

final-registered subject).
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11 Blinding and key opening

11.1 Blinding
11.1.1 Type and level of blinding

This clinical trial is a placebo-controlled double-blind clinical trial. Registration and allocation will be

performed using the data center’s allocation program. Only the allocated drug number for each treatment

group will appear to the person in charge at the data center.

The allocation codes for the allocation program will be input by the person in charge of registration and

allocation, however the blinding will be protected as the allocation codes corresponding to the drug number

will not be accessed other than at the time of input.

11.1.2 Procedures to ensure blinding

(1)

)

®3)

Confirmation of investigational drug indistinguishability
Prior to the blinding of the investigational drugs, the investigational drug allocation administrator
will confirm the indistinguishability of the test drug and the placebo using the formulas to be used in

allocation.

Maintaining blinding during the clinical trial period

In order to maintain blinding, the clinical laboratory test institution will seal the test results of the
examination items related to the number of B-cells and T-cells in peripheral blood, HACA and
IDEC-C2BS8 blood concentration until key opening at the completion of the entire clinical trial and
the medical institutions and investigators will not be informed of the test results. However, this shall
not apply in cases where urgent allocation code disclosure is required or where the number of B-cells
in a subject has not normalized (equal to or greater than the 5/uL reference value) at the time of their

completion of the clinical trial.

In addition, the investigators will not measure the B-cells and T-cells in peripheral blood of a subject
at a medical institution during their clinical trial period and, in the event these items are measured
during the clinical trial period, the relevant subject will be treated as a non-evaluable case. If the
investigators take measurements of a subject at a medical institution after their clinical trial period
for the purpose of diagnosing the relevant subject or evaluating their treatment, the results of this
examination will not be disclosed to anybody other than the relevant patient themselves or their legal

representative.

Allocation code creation and storage
The investigational drug allocation administrator will create “allocation codes” based on allocation
table specifications and seal and retain these allocation codes until the entire clinical trial is

completed and all data and determination confirmed.
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(4)  Urgent allocation code creation and storage
The investigational drug allocation administrator will create “urgent allocation codes” so that the
investigational drug can be determined in the event of treatment failure or medical emergency. These

“urgent allocation codes” will be sealed and retained by the data center.

(5)  Urgent allocation code storage
Investigators will seal and retain the urgent allocation codes in line with the “procedures related to
urgent allocation code disclosure” after confirming the drug group (allocation results will not be

mentioned in medical records).

11.2 Entire clinical trial key opening
In order to maintain blinding, the “allocation codes” and “urgent allocation codes” will be disclosed after

the entire clinical trial is completed and all data and determination secured.

11.3 Urgent disclosure of allocation codes
11.3.1 Conditions for urgent allocation code disclosure
Investigators may request the disclosure of a subject’s urgent allocation code if any of the following

circumstances apply.

(1) The subject experiences a serious adverse event that leads to death or is life-threatening.

(2) The subject experiences another serious adverse event and it is determined the information is

essential in considering the relevant subject’s treatment.
(3) There is determined to be treatment failure (11.4.1).
In addition, the investigational drug supplier may request the disclosure of a relevant subject’s urgent

allocation code if they deem it necessary to report an adverse event to domestic or foreign regulatory

authorities.
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Fig. 11-1: Conditions for urgent allocation code disclosure

11.3.2 Procedure for the disclosure of urgent allocation codes
(1) If investigators deem the conditions for a subject’s urgent allocation code disclosure have been met,
they will list the reason for urgent allocation code disclosure and the drug number on an

“investigational drug urgent allocation code disclosure request form” and fax it to the data center.

(2) Investigators will carry out an efficacy evaluation (relapse dates, number of relapses) and safety
evaluation (presence/absence of serious adverse events, type of event and causality) in relation to the
relevant subject, immediately fill out the necessary matters in the subject’s “case report (observation

period)” and fax it to the data center.
(3) The data center, upon receiving a request for urgent allocation code disclosure, will immediately

contact the clinical trial steering committee after confirming and securing the safety and

efficacy-related data of the relevant subject.
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If the clinical trial steering committee, after consultation with the independent data and safety
monitoring committee as needed, deems disclosure of the urgent allocation code to be reasonable,

they will request the data center to disclose the urgent allocation code of the relevant subject.

The data center will then obtain the permission of the investigational drug allocation administrator
and send the unopened urgent allocation code to the investigators of the relevant medical institution

by post.

If the data center discloses an urgent allocation code, they will keep a record of the events that led to

the disclosure as well as the destination to which the urgent allocation code was sent.

Investigators will unseal the wurgent allocation code after confirming safety evaluation
(presence/absence of non-serious adverse events, type of event and causality) in relation to the
relevant subject. This protocol recommend the investigators will implement the appropriate medical
care for the relevant subject after opening the urgent allocation code and confirming the subject’s

drug group.

Investigators will record the events that led to the disclosure of the investigational drug urgent
allocation code and the extent to which the disclosed result was notified in the subject’s medical

record (disclosure results will not be recorded in the medical record).

The investigator will seal and retain the urgent allocation code in line with the “procedures related to

urgent allocation code disclosure”.

11.4 Handling of treatment failure

11.4.1 Treatment failure

Any of the following circumstances are defined as treatment failure in this clinical trial.

(1)

)

®3)

If relapse occurs by week 13 (day 85)

If frequent relapse or steroid dependence is diagnosed between the day following week 13 (day 86)

and week 53 (day 365).

If steroid resistance is diagnosed during the observation period (the date the first dose of the

investigational drug is administered (Day 1) to day 365).
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Relapse

Protein 2+ or above detected by urine dipstick in the first
morning urine for 3 consecutive days and prednisolone

treatment is required.

Relapse date

The first day that 2+ or above protein on urine dipstick test
in the first morning urine, followed by the same observation

for 3 consecutive days

Frequent relapse

Four relapses within the 12-month observation period (day 1
— day 365)

Frequent relapse date

The last relapse date that fulfills the definition of a frequent

relapse.

Steroid dependence

When relapse occurs twice consecutively during the reduction
of the prednisolone dosage or within 2 weeks after its

discontinuation.

Date of steroid dependence

The second relapse date on which the definition of steroid

dependence is met.

Steroid resistance

When the daily administration of prednisolone at 60 mg/m?/day

does not lead to remission within 4 weeks.

Date of transition to steroid resistance

The date it is confirmed that the daily administration of
prednisolone at 60 mg/m*day does not lead to remission within

4 weeks.

11.4.2 Handling of treatment failure

An efficacy evaluation and safety evaluation will be carried out on the relevant subject at the time treatment

failure is determined. Following this, the urgent allocation code will be disclosed in line with the code

storage and disclosure procedures (11.3) and the following provisions followed.

(1) If treatment failure (1) or (2) is determined in a subject who has been allocated to the placebo group,

one of the following provisions will be followed.

1) The relevant subject will begin the treatment deemed optimal by investigators such as the

administration of new immunosuppressive drugs, and observation, examination and survey

(except for B-cell/T-cell blood levels, HACA, and drug blood concentration) will be continued

in line with the clinical trial schedule (14.1) until the end of the observation period (week 53,

day 365).

2) The subject, with their consent or the consent of their legal representative, may be registered to

a separately prescribed IDEC-C2B8 pharmacokinetic study. In this event, the relevant subject’s

participation in this clinical trial will be completed.
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(2)  If treatment failure (1) or (2) is determined in a subject who has been allocated to the IDEC-C2B8
group, the following provision will be followed.

1) As the IDEC-C2B8 has been determined to be ineffective, registration to an IDEC-C2B8
pharmacokinetic study will be impossible. The relevant subject will begin the treatment deemed
optimal by investigators such as the administration of new immunosuppressive drugs, and
observation, examination and survey will be continued in line with the clinical trial schedule

(14.1) until the end of the observation period (week 53, day 365).

(3)  If treatment failure (3) is determined in a subject who has been allocated to the placebo group, the
following provision will be followed.

1) The relevant subject will begin the treatment deemed optimal by investigators such as the

administration of new immunosuppressive drugs, and observation, examination and survey

(except for B-cell/T-cell blood levels, HACA and, drug blood concentration) will be continued

in line with the clinical trial schedule (14.1) until the end of the observation period (week 53,

day 365).

(4)  If treatment failure (3) is determined in a subject who has been allocated to the IDEC-C2BS8 group,
the following provision will be followed.

1) As the IDEC-C2B8 is determined to be ineffective, registration to an IDEC-C2B8
pharmacokinetic study will be impossible. The relevant subject will begin the treatment deemed
optimal by investigators such as the administration of new immunosuppressive drugs, and
observation, examination and survey will be continued in line with the clinical trial schedule

(14.1) until the end of the observation period (week 53, day 365).

11.5 Evaluation of nephrotic syndrome relapse

Relapse and relapse date are defined as follows in this study.

Investigators will evaluate the occurrence of relapse based on the results of urine dipstick test on
proteinuria in the first morning urine recorded in the patient diary (provisional name) observed during
consultation and the results of urine dipstick test on proteinuria in the first morning urine carried out at the
relevant medical institution (In the event the value of quantitative examination on proteinuria in the first
morning urine carried out at the relevant medical institution was 100 mg/dL or more, it will be considered

2+ or above proteinuria by urine dipstick test’).

When the definition of relapse is met, a report will be made in a “relapse report”. The relapse date will be

confirmed from the patient diary and recorded in the relevant subject’s medical record. In addition, the

circumstances of the relapse will be reported in a “case report form (observation period)”.
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Relapse

Protein 2+ or above detected by urine dipstick in the first morning urine for 3

consecutive days and prednisolone treatment is required.

Relapse date

The first day that protein 2+ or above detected by urine dipstick test in the first

morning urine, followed by the same observation for 3 consecutive days.

Frequent relapse

Four relapses within the 12-month observation period (day 1-day 365).

Steroid dependence

When relapse occurs twice consecutively during the reduction of the prednisolone

dosage or within 2 weeks after its discontinuation.

Steroid resistance

When the daily administration of prednisolone at 60 mg/m?/day does not lead to

remission within 4 weeks.

Remission

Negative protein on urine dipstick test in the first morning urine for 3 consecutive

days.

Partial remission

Serum albumin > 2.5g/dL and 1+ or above protein on urine dipstick in the first

morning urine.

Nephrotic state

Serum albumin < 2.5g/dL and 1+ or above protein on urine dipstick in the first

morning urine.
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12 Dosage regimen

The treatment protocol of this clinical trial is defined as prednisolone administration for treatment of
relapse immediately prior to the clinical trial period, investigational drug administration (including
pre-medication) and prednisolone administration for treatment of relapse during the clinical trial period
(from the date of consent to the date of completion of the observation period).

No new treatment will be administered during the subject’s clinical trial period until relapse is observed. In
addition, non-prescribed administration of unused quantities of the investigational drug or commercially

available rituximab will not be carried out (12.1.2).

12.1 Treatment prior to commencement of the clinical trial

12.1.1 Prednisolone administration for treatment of relapse immediately prior to registration
Prednisolone administration for treatment of relapse immediately prior to registration will be carried out as
follows in accordance with the ISKDC relapse treatment method.

The prednisolone dosage will be calculated by body surface area* (the prednisolone dosage is calculated in
5 mg increments — units of 0 or greater but less than 2.5 will be rounded down to 0, units of 2.5 of greater
but less than 7.5 will be rounded to 5 and a unit of 7.5 or greater will be rounded up to 10).

*Body surface area is calculated from height and standard weight based on height using the Du Bois
method.

Body surface area (BSA (m?)) = Body weight (kg)”** x height (cm)”’* x 0.007184 (Du Bois)

(1) 60 mg/m*day in three divided doses (maximum dosage: 80 mg/day)
The administration period will be selected for each subject as follows:
In the event prednisolone was being administered when the relapse immediately prior to registration
was observed: “28 days”.
In the event prednisolone was not being administered when the relapse immediately prior to
registration was observed: “until negative protein on urine dipstick test in the first morning urine is
confirmed for 3 consecutive days”. The prednisolone administration period prior to registration is
included in the (1) treatment period.

The prednisolone dosage will be sequentially reduced to (2), (3) and (4)
(2) 60 mg/m? every other morning for 14 days (maximum dosage: 80 mg)

(3) 30 mg/m? every other morning for 14 days (maximum dosage: 40 mg)
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(4) 15 mg/m? every other morning for 14 days (maximum dosage: 20 mg) after which prednisolone

administration will be discontinued.

12.1.2 Immunosuppressive drugs administered from prior to the commencement of this clinical
trial
In the event immunosuppressive drugs (cyclosporine, tacrolimus, cyclophosphamide, mizoribine,
mycophenolate mofetil, chlorambucil) have been administered prior to the commencement of this clinical
trial for the purpose of treating nephrotic syndrome, they will be continued to be administered in
combination during the clinical trial period without any change to the regimen and dosage at the time of
registration (although the dosage of cyclosporine and tacrolimus may be changed based on monitoring) and
will be discontinued as follows (refer to fig. 12-1). However, this shall not apply for a reduction in dosage

required as a result of side effects from these immunosuppressive drugs.

(1) Cyclosporine, tacrolimus
Cyclosporine and tacrolimus will be administered in combination at the regimen and dosage at the
time of registration until day 85 (£7 days) (however the dosage may be changed based on
monitoring). As a rule, the dosage will be sequentially reduced every 28 days from day 86 onwards

and discontinued on day 169 (14 days).

(2)  Cyclophosphamide
The total period of cyclophosphamide administration will be 8 to 12 weeks (however this shall not

apply if the investigators deem it difficult to continue administration).

(3) Mizoribine, azathioprine, mycophenolate mofetil

These drugs will be discontinued at day 85 (+7 days).
(4)  Chlorambucil

The total period of chlorambucil administration will be a maximum of 8 weeks (however this shall

not apply if the investigators deem it difficult to continue administration).
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(Administration of chlorambucil prior to the clinical trial Up to 8 weeks)
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Figure 12-1 Dosage Regimen

12.2 Administration of the investigational drug

Investigators will administer the first dose of the investigational drug within 14 days after the date of
registration (the date the first dose of the investigational drug is administered is set as day 1, week 1).

The investigational drug for the subject allocated to the respective groups will be administered at 4 x 375

mg/m? doses (maximum dose: 500 mg) given in weekly intervals (day 1, 8, 15, 22).

12.2.1 Considerations prior to investigational drug administration

Infusion reactions (fever, chills, nausea, headache, pruritus, rash, cough, hypotension, lethargy, flulike
symptoms such as laryngeal edema, etc. and allergic-like reactions) develop frequently along with the
infusion of the investigational drug. In particular, infusion reactions develop strongly at the time of the

initial infusion.

The release of chemical mediators and cytokines along with the damage to B-cells caused by IDEC-C2BS§
has been considered as the mechanisms of infusion reactions. Typically, infusion reactions are attenuated by
temporarily suspending the infusion of IDEC-C2BS8 or by administrating antihistamines or antipyretic

analgesics, however there have been reports of the occurrence of myocardial infarction and arrhythmia in
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patients with a history of cardiac disease and the occurrence of acute respiratory failure and bronchospasm
in patients with a history of or a condition complicated by respiratory disorders and therefore great care
must be taken. It is necessary to ensure emergency treatment with bronchodilators, oxygen inhalation and

transfusion, etc. is available at the time of administration.

As cases of sustained falls in blood pressure as a result of IDEC-C2B8 administration in patients taking
antihypertensive drugs have been reported, it is necessary to carefully administer IDEC-C2B8 while closely

observing the state of the subject if said subject is taking antihypertensive drugs.

12.2.2 Investigational drug dosage calculation method and preparation

(1) The “375 mg/m? (maximum dose: 500 mg)” dosage of the investigational drug will be calculated
from body surface area* at the time of registration (the dosage will be rounded to the nearest unit).
Body surface area is calculated from height and standard weight based on height using the Du Bois
method.
Body surface area (BSA (m?)) = Body weight (kg)”** x height (cm)”’* x 0.007184 (Du Bois)

(2)  The investigational drug will be diluted 10-fold in Japanese Pharmacopoeia isotonic sodium chloride
solution immediately prior to administration and infusion will then be completed within 24 hours at

a final concentration of 1 mg/mL.

(3) Dilution of the investigational drug with 5% injectable glucose solution rather than sodium chloride
solution will be acceptable for subjects with salt intake restrictions. No other drugs shall be mixed
into the diluent. In addition, the preparation shall not be vigorously stirred or frothed up during

dilution.

12.2.3 Investigational drug administration method
The investigational drug will be administered to subjects who are hospitalized for at least the day of
administration and the following day (1 night, 2 days). Outpatient administration will be unacceptable.

Change of the investigational drug administration date will be carried out in accordance with 12.3.2.

The investigational drug will be administered at 4 x 375 mg/m? doses (maximum dose: 500 mg) given in

weekly intervals (day 1, 8, 15, 22).

(1) Pre-treatment with an oral antipyretic analgesic, oral antihistamine and intravenous
methylprednisolone will be carried out approximately 30 minutes prior to the administration of each
dose of the investigational drug with the purpose of preventing infusion reaction (12.2.4) (Fig. 12-2).
It should be noted that the administration of intravenous methylprednisolone is for the purpose of

suppressing HACA production.
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1) Acetaminophen: oral administration
2) d-Chlorpheniramine maleate: oral administration

3) Methylprednisolone sodium succinate: intravenous injection.

The IDEC-C2B8 standard infusion rate is displayed in fig. 12-2. In this clinical trial it is
recommended that the investigational drug be administered at 25 mg/hr for the initial hour, 100
mg/hr for the next hour and 200 mg/hr for the remainder of the dose.

While it will also be acceptable for investigators to continue administration at a low rate (<200
mg/hr) if they so decide, administration shall be completed within 24 hours after preparation of the
dose. Infusion rate changes will be carried out within 15 minutes of the specified time. If an
infusion reaction develops during infusion, the infusion rate will be decreased or the infusion

temporarily suspended (12.2.7).

r—= Pre-treatment

r—Begin IDEC-C2B8 infusion

200 mg/hr
Y 100 mg/hr \

25 mg/hr > /

v%Omin. E lhour : 1hour

Remaining time

Fig. 12-2: IDEC-C2BS8 standard infusion rate

In clinical trials conducted on B-cell lymphoma patients, infusion reactions along with IDEC-C2B8
administration were most commonly observed during administration of the first dose where
peripheral blood B-cells are destroyed rapidly, and the incidence of infusion reaction along with the
second dose and beyond was less than half that of the first dose. Accordingly, it will be acceptable
for administration of the second dose onwards to be commenced at an infusion rate of 100ml/hr in
the case where only a mild infusion reaction (grade 1 or less, or in the case of fever, grade 2 or less)

was observed at the time of administration of the previous dose.

A trend of IDEC-C2BS8 administration bringing about HACA production in patients when B-cell
reduction is insufficient has been observed in foreign clinical studies of IDEC-C2B8 targeting
patients with autoimmune disease. Accordingly, it is necessary to carefully administer IDEC-C2B8

while closely observing the state of the subject even from the second dose onwards.
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12.2.4 Investigational drug administration: Pretreatment

(1)

()

®3)

Pretreatment with an oral antipyretic analgesic, oral antihistamine and intravenous
methylprednisolone will be carried out 30 minutes (=10 minutes) prior to the administration of each
dose of the investigational drug with the purpose of preventing infusion reaction. Mirroring SLE
clinical trials, intravenous methylprednisolone will be administered for the purpose of suppressing

HACA production.

Oral antipyretic analgesic: Acetaminophen (Calonal®, etc)
1) Patients whose standard weight based on height is 50kg or more or patients over the age of 16:

Acetaminophen: 1 x 300 mg (tablet)

2) Patients who do not fall under 1) or who cannot be administered tablets orally:
Target dose of 10-15 mg/kg as acetaminophen (in the case of syrup: 0.5 ml/kg, maximum dose:

300 mg)

Oral antihistamine: d-Chlorpheniramine maleate (Polaramine”, etc)
1) Patients whose standard weight based on height is 50kg or more or patients over the age of 16:

1 x 2.0 mg (tablet)

2) Patients who do not fall under 1) or who cannot be administered tablets orally:

Syrup (content: 0.04%) will be administered in the following dosage

Age

Single dose

Age

Single dose

2-under 3

1.0mL

8-underl2

2.5mL

3-under 5

1.5mL

12-underl15

3.0mL

5-under8

2.0mL

(4) Intravenous corticosteroid: methylprednisolone (Solu-Medrol®, etc)

1) Patients whose standard weight based on height is 50kg or more or patients over the age of 16:

Methylprednisolone 125 mg, intravenous injection

2) Patients who do not fall under 1):

The dosage for bronchial Asthma in Children, methylprednisolone 1.0 - 1.5 mg/kg

12.2.5 Observation during infusion of the first dose of the investigational drug

A particularly high possibility of infusion reaction along with infusion of the first dose of the
investigational drug is expected; therefore the state of the subject will be closely observed and their vital

signs (blood pressure, body temperature, pulse) and subjective and objective symptoms recorded at the
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following times. The subjects will also be made to rest for at least 30 minutes after infusion.

(1) Before the commencement of infusion (-15 minutes), 30 minutes after commencement (+10
minutes), when the infusion rate is changed (£15 minutes), 1 hour after the final infusion rate change

(15 minutes), at the completion of infusion (£15 minutes), 1 hour after completion (£30 minutes)

(2)  When the rate of infusion is slowed down or infusion is suspended as a result of the occurrence of
adverse events or for any other reason, when the rate of infusion is increased again after having

being slowed down and when infusion is resumed after having been suspended.

Pretreatment IDEC-C2BS
Begin IDEC-C2BS infusion Completion of
infusion
200 mg/hr |
25 mg/hr ~ 100 mg/hr > i E
w 30 min/, 1 hour | 1 hour : 1 hour | i 1 hour !

r 2 4 Y x4 3

40bservation point of the first dose

Fig. 12-3: Observation during the first dose of the investigational drug

12.2.6 Observation during infusion of the second dose and onwards of the investigational drug

In clinical trials conducted on B-cell lymphoma patients, infusion reactions were most commonly observed
during administration of the first dose of IDEC-C2BS8 and the incidence of infusion reaction along with the
second dose and beyond was less than half that of the first dose. Accordingly, vital signs (blood pressure,
body temperature, pulse), subjective and objective symptoms and the times of infusion rate change will be
recorded at the following times in the case where no infusion reaction or only a mild infusion reaction
(grade 1 or less, or in the case of fever, grade 2 or less) was observed at the time of administration of the

previous dose. The subjects will also be made to rest for at least 30 minutes after infusion.

(1) Before the commencement of infusion (- 15 minutes), 30 minutes after commencement (+ 10
minutes), 1 hour after the final infusion rate change (+ 15 minutes), at the completion of infusion (+

15 minutes), 1 hour after completion (= 30 minutes)

(2)  When the rate of infusion is slowed down or infusion is suspended as a result of the occurrence of

adverse events or for any other reason, when the rate of infusion is increased again after having
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being slowed down and when infusion is resumed after having been suspended.

12.2.7 Treatment of infusion reaction resulting from the infusion of the investigation drug
If an infusion reaction develops during infusion, the infusion rate will be decreased or infusion suspended
depending on the severity of the infusion reaction as described below and supportive treatment will be

administered as necessary.

(1) Grade 1:
In the event of a grade 1 infusion reaction during infusion at 25 mg/hr, the investigators will make a
clinical judgment whether to continue or temporarily suspend infusion. If the infusion has been
temporarily suspended, it will be resumed at 25 mg/hr after the subject’s symptoms have recovered.
In the event of a grade 1 infusion reaction during infusion at 100 mg/hr, the investigators will make a
clinical judgment whether to continue infusion, reduce the infusion rate to 25 mg/hr, or temporarily
suspend infusion. If the infusion has been temporarily suspended, it will be resumed at 25 mg/hr

after the subject’s symptoms have recovered.

(2) Grade2:
In the event of a grade 2 infusion reaction during infusion at 25 mg/hr, the infusion will be
temporarily suspended. The infusion will be resumed at 25 mg/hr after the subject’s symptoms have
recovered to grade 1 or lower.
In the event of a grade 2 infusion reaction during infusion at 100 mg/hr, the infusion will be
temporarily suspended or the infusion rate reduced to 25 mg/hr. If the infusion has been temporarily
suspended, it will be resumed at 25 mg/hr after the subject’s symptoms have recovered to grade 1 or

lower.

Resumption of infusion after temporary suspension and increase in infusion rate following resumption or a
reduction to 25 mg/hr will be determined by the clinical judgment of the investigators with reference to Fig.

12-2.

It should be noted that no provisions are set with regard to the period of time between infusion suspension
and resumption; however administration of the investigational drug shall be completed within 24 hours
after its preparation. Further administration of the investigational drug will be discontinued in subjects for
whom administration of the investigational drug is not completed within 24 hours after its preparation
(10.4).

(3)  Grade 3 or above non-hematological toxicity (excluding laboratory test value abnormalities):
The infusion will be discontinued and supportive treatment will be administered as necessary.

Further administration of the investigational drug to the relevant subject will be discontinued.
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Supportive treatment will be administered in the form of (1) non-steroidal antipyretic analgesics (for fever,
pain, etc.), (2) antihistamines (for allergic symptoms), (3) antibiotics and anti-viral agents, (4)
antihypertensive drugs, vasopressors and vasodilators, (5) antiemetics, (6) stomach medicine, antidiarrheal
drugs and laxatives, (7) oxygen inhalation and (8) any other medication deemed necessary by the
investigators. If serum sickness-like symptoms are observed, symptomatic treatment with steroids will be

carried out.

12.2.8 Investigational drug administration to subjects at high risk of infusion reaction

Subjects with a condition complicated by or a history of respiratory disorders are at a high risk of dyspnea
and bronchospasm and subjects with a condition complicated by or a history of cardiac disease are at a high
risk of myocardial infarction or arrhythmia. Accordingly, administration to such subjects will be carried out

with great care and while frequently observing the subject’s condition.

It will be acceptable to carry out infusion out at a low rate (<200 mg/hr) without increasing the infusion rate

in subjects in whom a serious infusion reaction is anticipated.

12.3 Change to investigational drug dosage and administration date

12.3.1 Change to dosage

The prescribed infusion dosage may not be changed. If any dose cannot be administered as prescribed due
to an infusion reaction, further administration of the investigational drug to the relevant subject will be

discontinued.

12.3.2 Change to the administration date

(1) Ifa subject is unable to be administered with the investigational drug according to schedule due to a
public holiday or their own circumstances, the administration date may be changed within +2 days
(however, if a subject is unable to be administered with the investigational drug according to
schedule due to a long-term consecutive holiday such as the new-year period, the administration date
may be postponed by up to 7 days). The dose following the dose for which the administration date

was changed will be administered 7+2 days after the previous dose.

(2) If investigators determine that the investigational drug is unable to be administered according to
schedule due to the occurrence of an adverse event, the administration date may be postponed by up
to 7 days (administration will always be postponed in the case of grade 3 or above
non-hematological toxicity). If the postponed date of administration falls on a public holiday, an
additional 2-day (total 9 days) postponement will be possible. However, further administration of the

investigational drug to the relevant subject will be discontinued if postponement exceeding 7 days as
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a result of an adverse event is necessary.

12.4 Prednisolone administration for the treatment of relapse during the clinical trial period
If relapse occurs (11.5) during the clinical trial period (from the date of consent to the date of completion of
the observation period), the relevant patient will be administered prednisolone as follows in accordance

with the ISKDC relapse treatment method.

The prednisolone dosage will be calculated by body surface area* (the prednisolone dosage is calculated in
5 mg increments — units of 0 or greater but less than 2.5 will be rounded down to 0, units of 2.5 of greater
but less than 7.5 will be rounded to 5 and a unit of 7.5 or greater will be rounded up to 10).
* Body surface area is calculated from height and standard weight based on height using the Du Bois
method (appendix 1).
Body surface area (BSA (m?)) = Body weight (kg)"** x height (cm)”’* x 0.007184 (Du Bois).

(1) 60 mg/m?day in three divided doses (maximum dosage: 80 mg/day) until negative protein on urine
dipstick test in the first morning urine is confirmed for 3 consecutive days.
The prednisolone dosage will be reduced to (2) if remission is not observed after 4 weeks (steroid
resistance). The investigators will make a clinical judgment regarding any subsequent reduction in
dosage.

(2) 60 mg/m? every other morning for 14 days (maximum dosage: 80 mg)

(3) 30 mg/m? every other morning for 14 days (maximum dosage: 40 mg)

(4) 15 mg/m? every other morning for 14 days (maximum dosage: 20 mg) after which prednisolone

administration will be discontinued.
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13 Concomitant drugs, combination therapy and post-treatment

13.1 Concomitant drugs and combination therapy

13.1.1 Concomitant drugs and combination therapy reporting

(1)

)

From the date of consent to the day prior to the first dose of the investigational drug:
The name, usage method (drug regimen, dosage and route of administration), period of
administration and purpose of drugs and treatment used for the treatment of nephrotic syndrome and

complications during this period will be reported via a “case report (screening period)”.

Observation period (the date the first dose of the investigational drug is administered (day 1) to day
365):

The name, usage method (drug regimen, dosage and route of administration), period of
administration and purpose of drugs and treatment used for any purpose such as for the treatment of
the underlying disease and adverse events during the observation period will be reported via a “case
report (observation period)”. All drugs continuing to be used from prior to the start of the clinical

trial for the purpose of treating complications will also be recorded.

13.1.2 Prohibited concomitant drugs and combination therapy

Combination therapy with the following drugs and treatment will be prohibited during the clinical trial

period (the date of consent to date of the completion of the observation period).

(1)
)

®3)
(4)
(®)

Commercially available rituximab

Immunosuppressive drugs or alkylating agents with an immunosuppressive effect except in the

following cases.

1) In the case “cyclosporine, tacrolimus, cyclophosphamide, mizoribine, mycophenolate mofetil or
chlorambucil” continues to be used from prior to the start of the clinical trial (12.1.2)

2) In the case treatment failure is determined (11.4.1)

Plasma exchange therapy

Live vaccines

Other investigational drugs or domestically-unapproved drugs

13.2 Post-treatment

Treatment following the clinical trial period is not prescribed and will be left to the judgment of the

investigators. The 2005 Japanese Society for Pediatric Nephrology treatment guidelines for idiopathic

nephrotic syndrome in children v.1.0 ” recommends treatment methods for patients diagnosed with relapse,

frequent relapse, steroid dependence and steroid resistance.
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14 Observation, examination and survey

14.1 Observation, examination and survey schedule

During the clinical trial period, investigators will carry out observation, examination and survey in
accordance with the prescribed schedule. Blood samples will be taken immediately before administration
on all days of investigational drug administration.

In the event investigational drug administration is discontinued, investigators will carry out an examination
at the point of discontinuation of investigational drug administration (14.6) as soon as possible and
subsequently continue observation, examination and survey in accordance with the prescribed schedule

(14.1).

Week 5 (day 29): a postponement “within +7 days (or within +11 days in the event there is a change to the
investigational drug administration date due to an adverse event) is possible.
Week 9 (day 57) to week 13 (day 85): a change “within +7 days” is possible.
Week 17 (day 113) to week 53 (day 365): a change “within +14 days” is possible, however there shall be a

gap of at least 14 days between the next round of observation, examination and survey.

In the event the date of a round of observation, examination and survey is changed, the change shall be
limited to that round only and the following rounds of observation, examination and survey will be carried
out on their prescribed dates. In the event of a change to the investigational drug administration date even
within the allowable range, the reason for the date change will be reported in the special notices field of the

“case report form (observation period)”.
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. Observation period
Screening

. (investigational drug Observation period (following completion of investigational drug administration)
period . . . ..
administration period) Clinical
i trial
Day 3\);/';2;"5 1 8 15 22 29 57 85 | 113 | 141 | 169 | 197 | 225 | 253 | 281 | 309 | 337 | 365 |Discontinu
-ation
Week 1 2 3 4 5 9 13 17 21 25 29 33 37 | 41 45 49 53

Obtaining informed O
consent

Medical o lolo|lo|lolo|lo|lo|lo|lolo|lo|lo|lo|lolololo]| o
examination

Investigation drug|

administration o O o o

Background survey| O

C"““;ﬁfjf; gl o Jlo|lo|o|lolo|lo|lo|lo|lo|lo|lo|lo|lo|lo|lolo]lo]| a
Height/weight O ojojojojojojojojojlolojlojl]oj]oj]o]oOol O A
Blood pressure,
pulse, O ojojojojojojojojojlolo|jlojl]oj]O]O]0O]O0O A
body temperature
Pregnancy test O
HIV, HCV, HBV O
Electrocardiogram O O A
Chest X-ray O O A
Relapse evaluation ojlojojlojojojlojojojojloflojo|jo|lo|lO]O0O A
Adverse event ololo|olo|lo|lo|lo|lo|o|lo|lolo|lo|lOo|lo]|Oo]| O
evaluation
Hematological | | | 5l o |olo|o|lo|lo|lo|o]o o e ol a
examination

Blood biochemical o o

L O | O Ojo|lOo0]l]O0|0O0O]0O0]0O]|O0O O @) O AN
examination
Immunoglobulin
S, O O O O O O @) @) A
examination
Estimated
glomerular @) O AN
filtration rate
Urinalysis O @) o | O ojolo|jloj]ojojoj]olO|lO|lO]0O0O]|]0O0]O0O A
B-cells/T-cells in O 0O 0O O O O o) o) o) 0 o) 0
the blood
Human
anti-chimeric © O O @) O
antibodies
Drug blood
concentration © © O O o O
Blood sample 85 135 |45 |95 |65 |95 |45 |135|45 [75 13575 9.5 9.5 135 | 7-13.5

volume (mL)

©Measured prior to investigational drug administration /A Carried out to the extent possible
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14.2 Screening period examination

Investigators will examine the following items during the screening period.

Measurement Survey form
Item Content Facilit Outside |Registra- | Screening
Y facility  |tion form | period
Subject’s Sex, birth date O O
background Height, weight O O
Date of consent O O
The Date of first diagnosis of the nephrotic O O
syndrome
Prednisolone was administered at the relapse
immediately prior to registration or not,
immunosuppressant was administered at the O O
Medical & treatment |relapse immediately prior to registration or not
history of nephrotic | (if yes, name of the drug ), date of most recent
syndrome 3 relapses before registration
Prednisolone administration report
(administration period, drug usage, dosage) of
one year before the registration *, O O
immunosuppressant treatment history (drug
name, administration period, usage, dosage)
Anamnesis &
disease complication O O
history
Concomitant drugs/ . .
. Continuously used drugs for complications O O
combination therapy
Steroid sensitivity O O
Vital signs Pulse, body temperatur.e . . O O
Blood pressure (systolic & diastolic) O O
Hematological WBC, number of neutrophils, PIt O O
examination RBC, Hb, Ht, differential white blood count O O
AST, ALT, CRP, antinuclear antibody, serum
. ) creatinine, (estimated glomerular filtration O O
Blood biochemical
examination rate )
BUN, uric acid, total protein, serum albumin, O O
Na, K, Ca, P, Cl
Number of CD20 Number of peripheral blood B-cell O
positive cell
. HIV antibody, HBs antigen, HBc antibody,
Virus test HCV antibody O
Pregnancy test Serum HCG (Necessary for females after O O
menarche )
Proteinuria and hematuria on urine dipstick test
Urinalysis** in the.ﬁrsF morning uri.ne, quantitative. o O O
examination on proteinuria and creatinine in
the first morning urine
Electrocardiogram O O
Chest X-ray O O

* Only if examination of the circumstances of prednisolone administration in the year period prior to registration is possible.

** Urinalysis will be conducted on the remission confirmation date
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14.3 Observation period examination: during the investigational drug administration period
14.3.1 Immediately prior to investigational drug administration
Investigators will observe the subjects and collect samples for examination immediately prior to

administration of each dose of the investigational drug.

Measurement
Item Content . Outside
Facility | ¢ lity

Concomitant
drugs/combination O
therapy
General symptom Subjective and objective symptoms (adverse events) O
Height, weight O
Vital sign Blood pressure (systolic & diastolic) pulse, body temperature O
Relapse evaluation O
Hematological WBC, differential white blood count, RBC, Hb, Ht, Plt O
examination
Blood biochemical BUN, serum creatinine, uric acid, total protein, serum O
examination albumin, AST, ALT, Na, K, Ca, P, Cl, CRP
Immunoglobulin* IgG, IgM, IgA O
Number of peripheral B-cells are CD20 & CD19 positive cells, T-cells areCD3 O
blood B/T-cells* positive cells
HACA See Table 14.1 O
Drug blood . See Table 14.1 O
concentration ratio

Proteinuria and hematuria on urine dipstick test in the first O
Urinalysis momipg grine — — —

Quantitative examination on proteinuria and creatinine in the O

first morning urine

*Immunoglobulin, number of peripheral blood B/T cells: Only at immediately before the first and the third administration

14.3.2 During investigational drug infusion

Investigators will confirm the following items at the time of investigational drug infusion and record the
results in the “case report form (observation period)”.

Subjects will be frequently observed for infusion reaction and the investigators will carry out appropriate
measures such as lowering the rate of infusion and administering supportive treatment if an infusion

reaction is observed (12.2.7).

(1) Investigational drug dosage

(2) Infusion start time (the time at which infusion of the investigational drug was actually started) and

the rate of infusion

69/113



®3)

(4)

(®)

(6)

()

Multicenter double-blind, randomized, placebo-controlled trial of IDEC-C2B8 for the
treatment of childhood-onset complicated nephrotic syndrome clinical study protocol
Version 4.0, October 20, 2010

In the event of infusion rate change or suspension of infusion, the time and infusion rate (the rate

after change)

Infusion completion time (the time at which infusion of the prescribed dose of the investigational

drug was actually completed)

The presence or absence of adverse events during the infusion

If adverse events such as infusion reactions are observed during the infusion, the time of the adverse
event, type and severity, causal relationship with the investigational drug and the presence or
absence of supportive treatment (and if supportive treatment is carried out, the type, dosage and
route of administration) will be recorded in the “case report form (observation period)”. If necessary,

vital signs (blood pressure, pulse, body temperature) will also be recorded.

If the investigational drug is discontinued, the time and reason for discontinuation

If the infusion rate is changed or infusion temporarily suspended as a result of infusion reaction, etc.

and subsequently resumed, the course of the events will be recorded.

14.3.3 From completion of investigational drug infusion to the following day

Particular attention will be paid to infusion reaction in the 24 hours after completion of investigational drug

administration. Subjects will be made to rest for at least 30 minutes after each administration of the

investigational drug. Investigators will observe subjects’ general condition and measure vital signs (blood

pressure, pulse and body temperature) for the first hour (£30 minutes) after completion of investigational

drug infusion. If adverse events such as infusion reaction, etc. are observed, the time and details will be

recorded in the “case report form (observation period)”

14.4 Observation period examination: from completion of investigational drug administration

to completion of the observation period

Investigators will observe subjects on each specified hospital visit day and take samples for examination in

accordance with the schedule (14.1).
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Measurement
Item Content . Outside
Facility | ¢ ility
Concom1taqt . Drug name, dosage, route of administration, period of
drugs/combination AN O
administration
therapy
General symptom Subjective and objective symptoms O
Height, weight O
Vital signs Blood pressure(systolic & diastolic blood pressure), pulse, O
body temperature
Number of relapse, occurrence date, steroid sensitivity or
Relapse evaluation resistance, presence or absence of frequent relapse or steroid O
dependence
Evaluation of adverse
O
events
Hematological WBC, differential white blood count, RBC, Hb, Plt O
examination
Blood biochemical BUN, serum creatinine, uric acid, total protein, serum O
examination albumin, AST, ALT, Na, K, Ca,P, Cl, CRP
Immunoglobulin IgG, IgM, IgA O
Number of peripheral B-cells are CD20 & CD19 positive cells, T-cells are CD3 O
blood B/T- cells positive cells
Drug blood See table 14.1 e
concentration
HACA See table 14.1 O
Proteinuria and hematuria on urine dipstick test in the first O
Urinanalysis morning urine
Y Quantitative examination on proteinuria and creatinine in the O
first morning urine
Electrocardiogram*, O
chest X-ray*

*Electrocardiogram and chest X-rays are performed at the end of observation period only.

14.5 Observation period examination: at the time of relapse
When the definition of relapse is fulfilled (11.5), investigators will carry out observation, survey and
examination on following items and report in the “Relapse Report Form”.

(1) Relapse date, relapse situation

(2) Date of relapse treatment commencement, relapse treatment situation

(3)  Urinalysis (relapse confirmation date): Quantitative examination on proteinuria in the first morning

urine (measurement carried out by the institution)
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14.6 Examination at the time of discontinuation of investigational drug administration
In the event investigational drug administration is discontinued, investigators will carry out an examination
at the point of discontinuation of investigational drug administration as soon as possible and record details

in the “case report form (observation period)”.

Measurement
Item Content . Outside
Facility S
facility
Concomitant . . .
fant - Drug name, dosage, route of administration, period of
drugs/combination > O
administration
therapy
General symptoms Subjective and objective symptoms O
Vital sign Blood pressure (systolic & diastolic blood pressure), O
pulse, body temperature
Relapse evaluation Presence and absence of relapse, occurrence date, O
Evaluation of adverse O
events
When administration of the investigational drug is
Drug blood . . . . .
. discontinued during infusion, at the time of O
concentration . . . > . .
discontinuation (within 30 min.)

14.7 Examination at the time of discontinuation from the clinical trial

In the event subjects discontinue from the clinical trial, investigators will examine the time and reason for

discontinuation. They will also carry out an examination (number of peripheral blood B-cells, HACA and

IDEC-C2B8 blood concentration) at the time of discontinuation from the trial in order to ensure subjects

safety.

In addition, end of observation period examination items (14.4) will observed, examined and surveyed to

the extent possible.

(1) Number of peripheral blood B-cells, HACA and IDEC-C2B8 blood concentration (central
measurement by an external institution)

(2)  Adverse event evaluation

14.8 Special notes concerning clinical examination, drug blood concentration examination
and human anti-chimeric antibody (HACA) examination

14.8.1 Hematological examination, blood biochemical examination

These examinations will be entrusted to a contract research organization (the contract research

organization’s exclusive tubes will be used).
14.8.2 Immunoglobulin examination (IgG, IgM, IgA)

These examinations will be entrusted to a contract research organization (the contract research

organization’s exclusive tubes will be used).
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14.8.3 Peripheral blood B-cells/T-cells
These examinations will be entrusted to a contract research organization (the contract research

organization’s exclusive tubes will be used).

14.8.4 Urinalysis

Examination of proteinuria and hematuria on urine dipstick test in the first morning urine will be conducted
at each medical institution. Quantitative examination on proteinuria and creatinine in the first morning
urine will be entrusted to a contract research organization (the contract research organization’s exclusive

tubes will be used).

14.8.5 Drug blood concentration examination

Measurement of drug blood concentration will be entrusted to a foreign contract research organization. This
will be mediated by Zenyaku Kogyo Co., Ltd.

The necessary information will be entered in the prescribed “IDEC-C2B8 clinical sample transfer form
(samples for drug blood concentration measurement)” which will be attached when the samples are

shipped.

14.8.6 Human anti-chimeric antibody (HACA) examination

Measurement of HACA will be entrusted to a foreign contract research organization. This will be mediated
by Zenyaku Kogyo Co., Ltd.

The necessary information will be entered in the prescribed “IDEC-C2B8 clinical sample transfer form
(samples for HACA measurement)” which will be attached when the samples are shipped.

It should be noted that the purpose of HACA measurement is not to make a determination on whether to
continue investigational drug administration, but rather to examine the relationship with safety and efficacy
such as the occurrence of allergic symptoms and B-cell loss effect. Accordingly, HACA examination may
be conducted as needed on patients who have a serious allergic reaction or in whom a decrease in B-cells is

not brought about.
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14.8.7 Sample quantity (blood sample/urine sample quantity) required for each examination and

method of storage and shipping

Sample Measurement
Item antit + shippi . i
qu y Method of storage * shipping Facility Out.s%de
ml facility
Samples will be refrigerated (at approximately 4°C)(using
Hemotological 15 the contract research organization’s exclusive tubes) and O
examination ' delivered to the contract research organization on the same
day they are taken from patients
Serum will be separated (using the contract research
Blood biochemical 3 organization’s exclusive tubes) and the samples will be O
examination cryopreserved (-20°C or below) until they are delivered to
the contract research organization
Serum will be separated (using the contract research
Immunoglobulin ) organization’s exclusive tubes) and the samples will be O
examination cryopreserved (-20°C or below) until they are delivered to
the contract research organization
The samples will be stored at room temperature (using the
Peripheral blood 3 contract research organization’s exclusive tubes) and O
B/T-cell examination delivered to the contract research organization on the same
day they are taken from patients
Serum will be separated (using the contract research
IDEC-C2BS drug C e . .
- organization’s exclusive tubes) and the samples will
blood concentration 2 o . : O
L cryopreserved (-20°C or below) until they are delivered to
examination .
the contract research organization
S Serum will be separated (using the contract research
Human anti-chimeric s . .
. organization’s exclusive tubes) and the samples will
antibody (HACA) 2 9 . . O
.7 cryopreserved (-20°C or below) until they are delivered to
examination .
the contract research organization
Urinalysis-
p rotemu.rla and . Samples will be delivered to each medical institution’s
hematuria on urine 10 laboratory on the same day they are taken from patients O
dipstick test in the y y ey p
first morning urine
Urinalysis-
quantitative Samples will be refrigerated (at approximately 4°C) (using
examination of 6 the contract research organization’s exclusive tubes) and O
proteinuria and delivered to the contract research organization on the same
creatinine in the first day they are taken from patients
morning urine
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15 Data collection

Investigators will record the necessary information in relation to all subjects registered to this clinical trial

in the following reports according to the progress of the trial up until completion of the clinical trial period

and send the reports to the data center.

. . Submission
Type of report Time for submission method
Registration form Wltl.nn' 7 days from the most recent relapse By fax
remission date
Case report (screening Immediately after commencement of By post
period) investigational drug administration(day 1) yp
Immediately after observation on day 22,
Case report (observation day 113, day 225 and day 365 and Bv post
period) immediately after discontinuation from the yp
clinical trial
Case report (peripheral blood | Immediately after receiving the peripheral By post
B/T-cell results report) blood B/T-cell result report yp
Relapse report Immediately after confirmation of relapse By Fax
Exclusion after registration Immediately after exclusion after Bv Fax
report registration Y
Clinical trial discontinuation | Immediately after discontinuation from the
. . By Fax
urgent report clinical trial
Investlgatlonal d?“g urgent Immediately after the conditions for urgent
allocation code disclosure . . By Fax
allocation code disclosure are met
request form
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Efficacy evaluation

Primary endpoint

Relapse-free period during the observation period (day 1 - day 365)

Relapse-free period during the observation period (day 1 - day 365) is defined as the period from the
date of registration / allocation until the date of the occurrence of the first relapse following
commencement of investigational drug administration. This relapse-free period will be terminated at
the final observation date on which no relapse was confirmed for subjects who completed the
observation period without experiencing relapse. Likewise, the relapse-free period will be terminated
at the last day on which no relapse was confirmed prior to follow-up becoming impossible for
patients who died or for whom follow-up was impossible. In the event prohibited combination
treatment (13.1.2) was carried out prior to the confirmation of relapse, the relapse-free period will be

terminated at the date this prohibited combination treatment was commenced.

Relapse Protein 2+ or above on urine dipstick test in the first morning urine for 3
P consecutive days and prednisolone treatment is required.

The first day that protein 2+ or above detected by urine dipstick test in the first

Relapse date . . . .
P morning urine, followed by the same observation for 3 consecutive days.

Secondary endpoints

Period until treatment failure:

The period until treatment failure is defined as the period from the date of registration / allocation
until the date at which treatment failure is determined during the observation period (day 1 — day
365). This period until treatment failure will be terminated at the final date on which no treatment
failure was confirmed for subjects who completed the observation period without experiencing
treatment failure. Likewise, the period until treatment failure will be terminated at the final date on
which no treatment failure was confirmed prior to follow-up becoming impossible for patients who
died or for whom follow-up was impossible. In the event prohibited combination treatment (13.1.2)
was carried out prior to relapse, the period until treatment failure will be terminated at the date this

prohibited combination treatment was commenced.

Treatment failure (1) When relapse occurs by week 13 (Day 85)

When frequent relapse or steroid dependence is diagnosed between the

T failure (2
reatment failure (2) day following week 13 (day 86) and week 53 (day 365)

When steroid resistance is diagnosed during the observation period [the
Treatment failure (3) date the first dose of the investigational drug is administered (Day 1) to
day 365].
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Relapse rate

The number of relapses observed per person per year. This is calculated by the person-years method
(number of relapses / person observation years (years)). The target period is the “observation period
(day 1 — day 365)”. Steroid-resistant relapses during the target period are each counted as one
relapse; however relapses are not counted from the date of transition to steroid resistance.
Information up until the final observation date will be used for subjects who died or for whom
follow-up was impossible and information up until the date treatment failure was determined will be

used for those relevant subjects.

Rel Protein 2+ or above detected by urine dipstick in the first morning urine
elapse
for 3 consecutive days and prednisolone treatment is required.

When the daily administration of prednisolone at 60 mg/m?/day does not

Steroid resistance o o
lead to remission within 4 weeks

Date of transition to | The date it is confirmed that the daily administration of prednisolone at 60

steroid resistance mg/m?/day does not lead to remission (C) within 4 weeks

o Negative protein on urine dipstick test in the first morning urine for 3
Remission

consecutive days.

Period until occurrence of frequent relapses

The period until occurrence of frequent relapses is defined as the period from the date of registration
/ allocation until the frequent relapse date during the observation period (day 1 — day 365). This
period until occurrence of frequent relapses will be terminated at the final observation date on which
no frequent relapse was confirmed for subjects who completed the observation period without
experiencing frequent relapse (less than 4 relapses). Likewise, the period until occurrence of
frequent relapses will be terminated at the final date on which no frequent relapse was confirmed
prior to follow-up becoming impossible for patients who died or for whom follow-up was impossible.
The period until occurrence of frequent relapses will be terminated at the date treatment failure was
determined for those relevant subjects. In the event prohibited combination treatment (13.1.2) was
carried out prior to treatment failure, the period until occurrence of frequent relapses will be

terminated at the date this prohibited combination treatment was commenced.

Frequent relapse Four relapses within the 12-month observation period (day 1 — day 365).

Frequent relapse date | The last relapse date that fulfills the definition of a frequent relapse.

The first day that protein 2+ or above detected by urine dipstick test in the
Relapse date first morning urine, followed by the same observation for 3 consecutive
days.
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Period until steroid dependence

The period until steroid dependence is defined as the period from the date of registration / allocation
until the date of steroid dependence during the observation period (day 1 — day 365). This period
until steroid dependence will be terminated at the final observation date on which no steroid
dependence was confirmed for subjects who completed the observation period without experiencing
steroid dependence. Likewise, the period until steroid dependence will be terminated at the final date
on which no steroid dependence was confirmed prior to follow-up becoming impossible for patients
who died or for whom follow-up was impossible. The period until steroid dependence will be
terminated at the date treatment failure was determined for those relevant subjects. In the event
prohibited combination treatment (13.1.2) was carried out prior to relapse, the period until steroid

dependence will be terminated at the date this prohibited combination treatment was commenced.

When relapse occurs twice consecutively during the reduction of the

Steroid dependence ) o o ) )
prednisolone dosage or within 2 weeks after its discontinuation.

Date of steroid The second relapse date on which the definition of steroid dependence is
dependence met.

The first day that protein 2+ or above detected by urine dipstick test in

Relapse date the first morning urine, followed by the same observation for 3

consecutive days.

Period until the transition to steroid resistance

The period until the transition to steroid resistance is defined as the period from the date of
registration / allocation until the date of transition to steroid resistance during the observation period
(day 1 — day 365). This period until the transition to steroid resistance will be terminated at the final
observation date on which no transition to steroid resistance was confirmed for subjects who
completed the observation period without experiencing a transition to steroid resistance. Likewise,
the period until the transition to steroid resistance will be terminated at the final date on which no
transition to steroid resistance was confirmed prior to follow-up becoming impossible for patients
who died or for whom follow-up was impossible. The period until the transition to steroid resistance
will be terminated at the date treatment failure was determined for those relevant subjects. The
period until the transition to steroid resistance will be terminated at the date treatment failure was
determined for those relevant subjects. In the event prohibited combination treatment (13.1.2) was
carried out prior to the confirmation of relapse, the period until the transition to steroid dependence

will be terminated at the date this prohibited combination treatment was commenced.

) ] When the daily administration of prednisolone at 60 mg/m?/day does not
Steroid resistance o .
lead to remission within 4 weeks
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Date of transition to | The date it is confirmed that the daily administration of prednisolone at 60

steroid resistance mg/m?/day does not lead to remission within 4 weeks.

o Negative protein on urine dipstick test in the first morning urine for 3
Remission

consecutive days.

Total and daily dosage of steroids
The total and daily dosage of steroids administered from the date of registration / allocation until the
date of completion of the observation period.

Daily steroid dosage (mg/day) =Total steroid dosage (mg) / observation period (days)

Change in the total and daily dosage of steroids in the 365 days before and after the date of
registration / allocation

The difference of the total and daily dosage of steroids administered in the 365 days between
immediately before the date of registration / allocation (not including the day of registration /
allocation) and after the date of registration / allocation. Subjects in whom investigational drug
administration is discontinued will continue to be observed and will be included in the statistics.
Subjects for whom information regarding the 365 days prior to the registration / allocation was not

obtained and subjects who died or for whom follow-up was impossible will be excluded.
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Other evaluation

IDEC-C2BS8 blood concentration

Changes in blood concentration.

17.2

Peripheral blood B-Cells

The relationship between the normalization of the number of B-cells in peripheral blood and relapse and

the pharmacokinetic impact will be examined.

(1)

)

17.3
)

Number of B-cells in peripheral blood (cells/uL)

The number of B-cells in peripheral blood at each examination

Peripheral blood B-cell depletion period

The period from the date on which peripheral blood B-cell depletion (less than 5/uL) is confirmed
until the date on which peripheral blood B-cell recovery (equal to or greater than 5/uL) is confirmed.
The peripheral blood B-cell depletion period will be terminated at the final date on which peripheral
blood B-cell depletion was confirmed prior to follow-up becoming impossible for patients who died
or for whom follow-up was impossible. In addition, subjects in whom peripheral blood B-cell
depletion was not confirmed during the observation period will be treated as though recovery

occurred on day 0.

Human anti-chimeric antibody (HACA)

Human anti-chimeric antibody (HACA) production ratio

The proportion of subjects in whom HACA production was observed during the 1-year observation
period using the number of patients, regardless of eligibility or non-eligibility, who were
administered the investigational drug even once as the denominator.

The presence / absence of HACA production will be examined and the relationship with adverse

events evaluated.
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18 Safety evaluation

18.1 Adverse events

Adverse events are any undesirable medical event (symptoms, signs, diseases, laboratory test value
abnormalities) occurring in subjects following the commencement of investigational drug administration
regardless of the causal relationship with the investigational drug. Adverse events where a causal
relationship with the investigational drug administration cannot be ruled out will be considered to be side
effects. Adverse events occurring during the observation period (day 1 — day 365) will be the target of
evaluation in this clinical trial and relapse of nephrotic syndrome will not be treated as an adverse event.

Investigators will immediately take appropriate measures if an adverse event occurs.

18.2 Adverse event evaluation and criteria

Investigators will evaluate adverse events that occur during the clinical trial period and report the following
items in a “case report form (observation period)”. Abnormalities observed in ECG and chest X-ray
examination will be reported as adverse events.

The name and severity (grade) of the adverse event will be evaluated using the Common Terminology
Criteria for Adverse Events (CTCAE) v3.0. August 9, 2006 (Japanese translation: JCOG/JSCO edition,
March 8, 2007).

Item Evaluation

Name of adverse event | (In accordance with CTCAE v3.0)

Occurrence, (Time of the occurrence and disappearance of the adverse event of the day of
disappearance administration of investigational drug will be recorded)

Severity (grade) * Grade 1, Grade 2, Grade 3, Grade4, Grade 5 (In accordance with CTCAE v3.0)
Seriousness 0. Not serious, 1. Serious

Treatment 0. None, 1. Slow down and interruption, 2. Discontinuation of administration, 3.

Medical treatment (content), 4.Others (content)

Result 1. Recovery, 2. Well, 3. Aftereffects, 4. Non-recovery, 5.Death, 6. Unknown

Relationship with the 1. Unrelated, 2. Unlikely, 3. Possible, 4.Probable, 5. Definite

investigational drug

*“Grade” refers to the severity of the adverse events. Grade 1-5 displayed in CTCAE v3.0 are as follows:

Grade 1: Mild (Treatment not necessary; Abnormality found in image examination and test results)
Grade 2: Moderate (Need minimum treatment/ local treatment/ noninvasive treatment)
Grade 3: Severe (Indicates significant symptoms which need hospitalization and invasive

treatment/IVR/blood transfusion/remedial endoscope/ surgery. etc.)
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Grade 4: Adverse event which leads to life-threatening or disabling (Acute and life-threatening metabolic/
cardiovascular complications, etc. which needs intensive care and emergency treatment
(emergency IVR/remedial endoscope/surgery etc.)

Grade 5: Adverse event which leads to death

If the grade evaluation is not consistent with the CTCAE v3.0 criteria, the reason for the inconsistency will

be reported in a “case report form (observation period)”.

18.2.1 Severity of major adverse events (grade)

The major adverse events have been extracted from CTCAE v3.0 and are shown as follows.
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1 2 3 4 5
Gzl Mild Moderate Severe L!fe-th_reatenmg o' Death
disabling
Asymptpmatic, transient (< Recurrent or persistent (224
zgohrf% ECESES;O%) or hrs) or symptomatic increase
to>150/1(?0 if previous! by >20mmHg (diastolic) or to Life-threatening
WNL: intervenr:ion not Y >150/100 if previously WNL | Requiring more than one consequences(e.g.
hvoertension indice'ited monotherapy may be drug or more intensive , hypertensive }
yp Pediatric: Asymptomatic indicated therapy than previously crisis
N - t.<2)4/1hp BP ' Pediatric; Reccurent or Pediatric; Same as adult Pediatrics; Same
transien ( rs) . persistent (Z24hrs) BP as adult
increase >upper limit of >ULN; monotherapy may be
normal (ULN); intervention indicaied
not indicated
. . Sustained (=24 hrs) Shock (e.g.,
Hvootension Intervention not indicated BP gl‘?;é:n?:nrt";r) gtlﬁgr therapy: therapy, resolves without acidemia; Death
yp decrease nop hvsiologic conse uencF:eys’ persisting physiologic impairment of vital
physiolog q consequences organ function)
Fever 38.0-39.0°C >39.0-40.0°C >40.0°C for <24hrs >4>0'2(1,r?r Sfor Death
Rigors/chills Mild Moderate, narcotics indicated Severe or prolonged_, not - -
responsive to narcotics
Pruritus/itching Mild or localized Intense or widespread ilrr:tt:rrg?ir?gr m?hei%ﬁad and - -
Rash (urticaria, . — <24hrs intervention = 24hrs intervention
Intervention not indicated - = - -
welt, weal) indicated indicated
Adrenal Asymptomatic, intervention Symptomatic, intervention T Life-threatening,
insufficiency not indicated indicated Hospitalization disabling Death
O_r:;l |ntal_<e c_lf(_acreaseq h Inadequate oral caloric or
L f appetite without without signi |gant weight fluid intake; intravenous Life-threatenin
Nausea IOSS Of app ing habi loss, dehydration or fluid b ’f di TPN g Death
alternation in eating habits malnutrition : intravenous fluid || udl_ s,ttud e;;ihlngs or consequences
indicated<24hrs indicated = 2ahrs
Altered taste with change in
Taste alternation Altered taste but no change in | diet (e.g., oral ) ) )
(dysgeusia) diet supplements); unpleasant
taste; loss of taste
Infection Mild Moderate Serious Life threatening Death
o . pH<7.3 with
Acidosis (metabolic : ;
- H<normal, but=7.3 - H<L7.3 life-threatenin Death
or respiratory) P P consequenceg
SGPT >ULN — 2.5xULN >2.5-5.0xULN >5.0-20.0xULN >20.0xULN -
Amylase >ULN-1.25xULN >1.5-2.0xULN >2.0 - 5.0xULN >5.0xULN -
SGOT >ULN — 2.5xULN >2.5-5.0xULN >5.0-20.0xULN >20.0xULN -
Symptomatic, with moderate | Symptomatic, with marked
A tomatic. detected decrease in visual acuity decrease in visual acuity
Cataract e;‘;’mﬁ] gtrirc]frl\ 'g}“ etected on (above0.5); decreased visual | (below0.5); operative - -
Y function correctable with intervention indicated (e.g.,
glasses cataract surgery)
. EIOP causing early visual E.IOP <_:ausmg_rr_1arked EIOP resulting in
Elevated intraocular - - visualfield deficites (e.g., )
ith sinal fielddeficit(e.g., nasal step or | . . . blindness
Glaucoma pressure(ELOP) with single arcuate deficit) ; multiple involving both superior and (under 0.1) ; -
topical agent for intervention; topical or oral av entsp inferior visual fields) ; enucleatioﬁ ’
no visual field deficit o o g operative intervention indicated
indicated
Bronchospasm/whe Asymptomatic Symptomatic, not interfering | Symptomatic, with Life-threatening Death
ezing with function interfering function
) ) . . Symptomatic, and
Cough Sym_ptor_natlc, no_n—r_1arcot|c Sym_ptor_natl_c, gnd narcotic significantly interfering with - -
medication only indicated medication indicated sleep or ADL
. Life-threatening;
Asymptmatic, weakness on L . . -
Laryngeal edema | clinical examination/testing Symptomatic, with no Wheez_e,dys_pnea, tre_icheatomy/ intub Death
only dyspnea interfering with ADL ation/laryngectomy
indicated
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18.2.2  Serious adverse events

Any of the following events are defined as serious adverse events:

(1) Death

(2)  Events that could lead to death

(3) Events which necessitate hospitalization at a hospital or clinic or extension of the hospitalization
period for the purpose of treatment
(This shall not include hospitalization or extension of the hospitalization period for the purpose of
re-examination or follow-up)

(4) Disorder (a dysfunction that interferes with daily life)

(5) Events that could lead to disorder

(6) Events with a seriousness similar to (1) — (5)

(7)  Congenital disease or abnormality in the next generation

It will be necessary to determine on medical and scientific grounds whether urgent reporting is required for
other significant events that are not immediately life-threatening and do not lead to death or hospitalization
but endanger the subject and require treatment so that the above outcomes are avoided. Such events should
usually be considered serious events. (For example: bronchospasm requiring intensive care, blood disorders

or convulsions that do not lead to hospitalization, drug abuse or drug addiction, etc.)

18.2.3 Relationship with the investigational drug

The relationship between the adverse event and the investigational drug will be given a 5-stage
classification in accordance with the CTCAE v3.0 treatment of causal relationship. In the event an adverse
event is adjudged as having “1 — no relationship”, the reason for this determination will be listed in a “case

report form (observation period)”.

Code Evaluation Definition
5 definite Definitely by the treatment
4 probable Probably by the treatment
3 possible Possibly by the treatment
2 unlikely Unlikely by the treatment
1 no relationship (unrelated) Not related with the treatment

Except for “1: no relationship” are referred as side effects
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18.3 Urgent reporting of adverse events

18.3.1 Reporting at the time of a serious adverse event

(1)

()

®3)

(4)

(®)

If an adverse event is adjudged as serious, the investigator will create a “serious adverse event
report” and “serious adverse event contact form” and, regardless of a causal relationship between the
adverse event and the investigational drug, report to the clinical trial steering committee and
investigational drug supplier as well as the head of their medical institution as soon as possible
(report to the clinical trial steering committee and investigational drug supplier by a sub-investigator

will also be acceptable).

The clinical trial steering committee will confirm the content of the serious adverse event received
from the investigators and notify the investigators at other medical institutions of the relevant

adverse event information.

The investigators of each medical institution will confirm the content of the notification received
from the clinical trial steering committee and, after consulting with the clinical trial steering
committee as needed, report their opinions as investigators (including the necessity of making a

report to the Minister of Health, Labour and Welfare) to the clinical trial steering committee.

If it is deemed necessary by investigators to make a report to the Minister of Health, Labour and

Welfare, the clinical trial steering committee will create an investigational drug side effect / infection

case report —form 7 and 8* (hereafter, “form 7 and 8”) and clinical trial side effect, etc. report

coordination form** (hereafter, “coordination form”) and report to the Minister of Health, Labour

and Welfare. In addition, the clinical trial steering committee will retain a copy of “form 7 and 8”

and the “coordination form”.

* Prescribed by the “reporting of clinical trial side effects to the Pharmaceuticals and Medical
Devices Agency” (Pharmaceutical and Food Safety Bureau Notice No. 0330001 dated March 30,
2004, amended by Notice No. 1215003 dated December 15, 2005)”

** Prescribed by the “reporting of clinical trial side effects by persons conducting their own clinical
trials following the establishment of the Pharmaceuticals and Medical Devices Agency”
amendment (Pharmaceutical and Food Safety Bureau Notice No. 1025005 dated October 25,
2005)”

The reporting deadlines to the Minister of Health, Labour and Welfare are prescribed by article 273
of the Enforcement Regulations of the Pharmaceutical Affairs Law among other provisions and are
as follows.

The starting date for the calculation of reporting deadlines will be the day the investigator became

aware of the adverse event.
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To be reported within 7 days | Unknown events that fall under 18.2.2: (1) and (2)

To be reported within 15 days | Known events that fall under 18.2.2: (1) and (2) and unknown
events that fall under 18.2.2: (3), (4), (5) and (6)

The occurrence of an adverse event and incidence trends such as the number of occurrences,
frequency of occurrence and conditions of occurrence that cannot be predicted from the
investigator’s brochure (including side effects already reported to the Minister of Health, Labour
and Welfare and each investigator) will be assumed to be unknown and the ones that can be

predicted will be assumed to be known.

In the event a serious adverse event that occurred at a participating medical institution has been
reported to the Minister of Health, Labour and Welfare, the investigators will report the content of
“form 7 and 8” they receive from the clinical trial steering committee to the head of the relevant

medical institution as soon as possible.

If the investigator of the medical institution in which the relevant adverse event occurred obtains
additional information concerning that event, he will make an additional report to the head of that
medical institution as well as report to the clinical trial steering committee and investigational drug
supplier as soon as possible. The clinical trial steering committee will pass on the additional
information to the investigators of the other medical institutions. If the investigators deem this
additional information to be an additional report of side effects, a withdrawn report or a new report,

(4) shall apply.

18.3.2 Reporting at the time of a grade 3 adverse event

In addition to the provisions of the previous section, if a grade 3 adverse event occurs (or grade 4 in the

case of hematological toxicity), investigators will create a “grade 3 adverse event report” and report to the

clinical trial steering committee via the process described in 18.3.1 from the perspective of ensuring subject

safety, even if the grade 3 adverse event is not deemed to be a serious adverse event.

18.4 Main side effects anticipated from the investigational drug

The main side effects anticipated from the investigational drug are extracted from the Rituxan®, rituximab

(recombinant) formulation package insert as follows. Refer to the package insert for further details.

(1)

Serious side effects

1) Anaphylactoid symptoms, pulmonary disorder, cardiac disorder (frequency unknown)
Hypotension, angioedema, hypoxemia, bronchospasm, pneumonia (including interstitial
pneumonia and allergic pneumonia), bronchiolitis obliterans, pulmonary infiltrates, acute
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respiratory distress syndrome, myocardial infarction, ventricular fibrillation and cardiogenic
shock, etc. have been observed as infusion reaction symptoms.
(Important precautions): common infusion reactions (symptoms: fever, chills, nausea, headache,
pain, pruritus, rash, cough, lethargy and angioedema, etc.) are reported in 90% of patients
during the first administration or within 24 hours following the first administration of this drug.
These symptoms are mild to moderate and usually appear when the first dose of the drug is
administered. The patient’s condition should be watched carefully and, if abnormalities are
observed, appropriate measures should be taken (antipyretic analgesic, antihistamine
administration, etc.) and the patient should be carefully observed until their symptoms recede.

2) Tumor lysis syndrome (frequency unknown)

3) Fulminant hepatitis from the hepatitis B virus, exacerbation of hepatitis (frequency unknown)

4) Liver dysfunction, jaundice (0.1 - less than 5%)

5) Mucocutaneous symptoms (frequency unknown)

6) Pancytopenia (frequency unknown), leukopenia, neutropenia (10% or above),
thrombocytopenia (less than 5%)

7) Infection (frequency unknown)

8) Progressive multifocal leukoencephalopathy (PML) (frequency unknown)

9) Interstitial pneumonia (frequency unknown)

10) Cardiac dysfunction (frequency unknown)

11) Renal dysfunction (frequency unknown)

12) Gastrointestinal perforation (frequency unknown)

13) Hypotension (frequency unknown)

14) Neurological symptoms such as posterior reversible encephalopathy syndrome (frequency

unknown)

(2)  Other side effects (5% or above or frequency unknown)
1) Respiratory: pharyngitis, cough
2) Circulatory: increased blood pressure, tachycardia, bradycardia
3) Digestive: nausea, vomiting
4) Hypersensitivity: fever, chills, pruritus, rash, hot flashes, serum sickness
5) General condition: headache, lethargy, pain, excessive sweating, fatigue
6) Blood and coagulation: anemia, eosinophilia, fibrin degradation products [FDP, D-dimer
increase]
7) Liver: AST (GOT) elevation, ALT (GPT) elevation
8) Other: CRP elevation, administered site reaction (pain, swelling, etc.), decrease in total protein,

decrease in albumin, hiccups
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19 Statistical Analyses

19.1 Target population for analyses

The analysis target populations used in interim analysis and final analysis are defined as follows. Details on
handing the cases up until the first interim analysis are prescribed in the statistical analysis plan by the
person responsible for statistical analysis. The efficacy endpoint analysis target population for final analysis
will be the maximum analysis target population and analysis will be performed with reference to the
analysis results of the target population conforming to the clinical trial protocol. The safety endpoint

analysis target population for interim and final analysis will be the safety analysis target population.

(1) Maximum analysis target population; Full analysis set (FAS):
The subject population that received at least one dose of the investigational drug and in whom data

necessary for the analysis of the primary endpoint was measured after administration.

(2)  Target population conforming to the clinical trial protocol; Per Protocol Set (PPS):
The group of subjects from the FAS whom are determined from monitoring to have adhered to the

clinical trial protocol without violation

(3) Safety analysis target population; Safety Analysis Set (SAS)

The subject population that received at least one dose of the investigational drug

19.2 Rationale for setting the target number of subjects

Since the subject population of this clinical trial is childhood-onset complicated nephrotic syndrome
patients in whom, despite steroid sensitivity, remission cannot be maintained by the treatment with known
immunosuppressive drugs and withdrawal from steroids is difficult, it is considered rare for remission to be
maintained for 6 months or more. However, relapse-free periods ranging from 4 months to 13 months were
achieved in previous studies where 4 x 375 mg/m? doses (maximum dose: 500 mg) of IDEC-C2BS8 was
administered at weekly intervals to childhood-onset complicated nephrotic syndrome patients® . In
addition, the 6-month remission maintenance ratio was 0.36 and the median relapse-free period 129 days in
the 15 cases where 1 x 375 mg/m? dose of IDEC-C2B8 was administered by this clinical study’s principal
researcher. Although all of these examples are merely case reports and are insufficient to estimate the effect
of IDEC-C2BS, 30 cases for each group are required to detect a significant difference at the 5% level (2.5%
one-sided) with 90% statistical power in the event the 6-month remission rate of the IDEC-C2B8 group is

p1 = 0.4 (equivalent to a median relapse-free period of 5 months) and the 6-month remission rate of the

placebo group is po = 0.1.

In addition, the sample size design has been set on the assumption that the integration period (in the case
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relapses during the observation period will be the only event for each subject) is 0 years, the observation
period is 1 year, survival time is in accordance to exponential distribution and therapeutic effect is a

proportional hazard.

19.3 Analysis methods

19.3.1 Primary analysis and criterion

The purpose of primary analysis in this clinical trial is to verify whether the relapse-free period (the
primary endpoint) is significantly longer in the IDEC-C2B8 group compared with the placebo group. The
“relapse-free period between the 2 groups will be equal” null-hypothesis test will be performed with the
log-rank test on the FAS specified in 19.1. If there are factors within the allocation adjustment factors
(10.2.6) that strongly affect efficacy, stratified adjustment using these factors will be examined under
blinding at the clinical conference prior to entire clinical trial key opening. As statistical significance is not
of interest in the event the relapse-free period of the IDEC-C2B8 group is inferior to the placebo group,
testing will be one-sided. The one-sided significance level, including interim analysis, is set at 2.5%. As the
one-sided significance level consumed in interim analysis is a maximum of 0.25%, the one-sided
significance level in final analysis is set at 2.5%. It will be concluded that IDEC-C2BS is a useful treatment
in the event the relapse-free period is statistically significantly longer in the IDEC-C2B8 group compared
with the placebo group. The analysis results of the PPS will be used of reference only.

Estimation of the cumulative relapse curve, 50% relapse period and time-to-relapse ratio will be performed
using the Kaplan-Meier method and their 95% confidence intervals will be sought using the Greenwood
formula. The therapeutic effect hazard ratio of each group and its 95% confidence interval will be sought as
an estimate of therapeutic effect using the Cox proportional-hazards model. Analysis will also be conducted
with allocation adjustment factors, peripheral blood B-cell depletion period and disease duration, etc. as

covariates.

19.3.2 Secondary endpoint (efficacy endpoint) analysis

Multiplicity adjustment will not be carried out in secondary endpoint analysis. The two-sided significance
level of 5% is set.

The relapse rate for each group will be calculated by the number of relapses/observation in person-year
method and comparison between the groups and configuration of the 95% confidence intervals will be
performed by conducting a permutation test. Exploratory analysis will be carried out to evaluate the
effectiveness of the investigational drug for repeated relapse as there are many uncertainties regarding
relapse intervals and mechanisms following the administration of IDEC-C2BS. A 4-way analysis is planned
using a combination of 2 baseline hazards (baseline hazard common for each relapse and baseline hazard

not common for each relapse) and 2 risk interval definitions (a Total Time approach where the time for each

89/113



Multicenter double-blind, randomized, placebo-controlled trial of IDEC-C2B8 for the
treatment of childhood-onset complicated nephrotic syndrome clinical study protocol
Version 4.0, October 20, 2010

relapse is calculated from the date of registration / allocation and a Counting Process approach where the

time for each relapse is calculated from the date of the previous relapse).

Estimation of the cumulative relapse curve and time-to-relapse ratio will be performed using the

Kaplan-Meier method and the log-rank test conducted in the analysis of the period until treatment failure.

Estimation of the respective cumulative relapse curve, 50% relapse period and time-to-relapse ratio (365
days after registration / allocation, etc.) will be performed using the Kaplan-Meier method and the log-rank
test conducted in the analyses of the period until occurrence of frequent relapses, period until steroid
dependence and period until the transition to steroid resistance. Therapeutic effect will be estimated using

the Cox proportional hazards model.

The Wilcoxon rank-sum test between groups will be performed in the analysis of the total and daily steroid
dosage. In addition, the Wilcoxon rank-sum test between groups will be performed in the analysis of the

cumulative dosage from day 1 at day 28, day 140 and day 252.

Change of the total and daily steroid dosage in the 365 days before and after the date of registration /

allocation in each group will be compared by performing the Wilcoxon rank-sum test.

19.3.3 Other efficacy analysis
The following analysis will be carried out as part of sensitivity analysis. Details will be specified in the

analysis report.

(1)  Analysis from the date of the first administration of the investigational drug (day 1)
The primary endpoint (6.1.1, 16.1) and secondary endpoints (1) — (7) (6.1.2, 16.2) will be analyzed

similarly using day 1 as the starting date.

(2)  Analysis of the relapse rate in the 365 days prior to the date of registration / allocation and the 365
days after the date of registration / allocation
The relapse rate (relapse/year/patient) in the 365 days prior to the date of registration / allocation
(control) and the 365 days after the date of registration / allocation will be compared for each group.
The relapse rate is calculated as “number of relapses + reported period (years)” and therefore the
length of a period of the control has no relevance. A relapse ratio (R1/Rg) will be calculated for each
individual from their existing control relapse rate (Ro) and relapse rate after the date of registration /
allocation (R;), and statistical testing for the null hypothesis (“relapse ratio: R;/Ro= 1) will be

performed and 95% confidence intervals configured by conducting individual permutation tests.
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Analysis based on the data following completion of participation in the clinical trial

Information regarding the post-trial treatment and outcomes of subjects who joined a separate
IDEC-C2B8 pharmacokinetic study after completing their participation in this clinical trial as a
result of treatment failure will be collected from the relevant pharmacokinetic study. As-treated
analysis of secondary efficacy endpoints (16.2) integrated into the data of this clinical trial will be
performed with part of the information collected from said IDEC-C2BS8 pharmacokinetic study (the
information in the period up until the day corresponding with day 365 of this trial).

Efficacy sensitivity analysis

In the relapse-free period (primary endpoint) and the period until treatment failure, period until
occurrence of frequent relapses, period until steroid dependence and period until the transition to
steroid resistance (secondary endpoints), analysis will be carried out with “the administration of
prohibited combination therapy (13.1.2)” as an event. Estimation of the respective cumulative

relapse ratios will be performed using the Kaplan-Meier method and the log-rank test conducted.

Efficacy analysis in subjects who moved on to an IDEC-C2B8 pharmacokinetic study
Two paired relapse-free periods are observed in subjects who moved on to an IDEC-C2B8
pharmacokinetic study from this clinical trial. The log-rank test will be conducted taking into

account the correlation in the individual.

19.3.4 Analyses of other endpoints

(1)

)

Change in peripheral blood B-cells

Summary statistics will be calculated for each group at each examination period and a comparison
between groups for each period carried out by performing t-tests.

The relationship between normalization in the number of peripheral blood B-cells and the presence

or absence of relapse and adverse events will be evaluated by chi-square test or Fisher's exact test.

Change in Human Anti-Chimeric Antibody (HACA) values

The HACA production ratio will be compared between groups at each examination period by
performing Fisher's exact test. The exact confidence intervals for the binomial distribution will be
used for interval estimation.

The relationship between HACA production and the presence or absence of relapse and adverse

events will be evaluated by Chi-square test or Fisher's exact test.
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19.3.5 Safety analysis

(1)

)

®3)

Adverse events and side effects

The number of subjects who experienced adverse events and the adverse event occurrence ratio
(number of subjects who experienced adverse events/SAS) will be classified for each treatment
group, and aggregated by affected organ major classification, by adverse event (symptoms and
findings) and by grade. The most severe grade of each respective adverse event observed during the
clinical trial period will be used in this data.

It should be noted that even cases where treatment is discontinued (10.4) due to toxicity or a
revocation of participation from the subject or their legal representative, etc. will be followed for 1
year from the date of commencement of investigational drug administration except in the cases
where follow-up is impossible. In addition, events and termination will be treated in the same way

even in cases where other treatments were added after the discontinuation of the trial.

The number of subjects who experienced serious adverse events and the serious adverse event
occurrence ratio will also be aggregated for each group and a table will be created. In addition, the
number of subjects who experienced adverse events and the occurrence ratio (%) in each group
classified by adverse events (according to individual adverse event and affected organ major
classification) occurring during the investigational drug administration period which caused a

discontinuation of this trial will also be aggregated.

Comparison between groups will be carried out as necessary using Fisher's exact test. Aggregation of
each event will be carried out over the entire clinical trial period. The adverse event terminology

included in MedDRA will be used. Analysis of side effects will be carried out in the same manner.

Laboratory test values
1) Laboratory test value (hematological examination, blood biochemical examination and
urinalysis) measured value aggregation

Summary statistics for each group at each examination period will be calculated.

2) Laboratory test value (hematological examination, blood biochemical examination and
urinalysis) abnormal value aggregation
The frequency of each laboratory test abnormal value for each group at each examination

period will be aggregated.

Vital signs

1) Body temperature in the 24 hours after commencement of administration will be aggregated
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19.3.6 Interim analysis

(1)

)

Interim safety analysis

No serious adverse events thought be attributable to IDEC-C2B8 have been reported in previous
studies of IDEC-C2B8 therapy on childhood-onset complicated nephrotic syndrome patients
(primarily with 4 x 375 mg/m? doses (maximum dose: 500 mg) administered at weekly
intervals)*®***? however there has been little experience in the way of administration of 4 x 375
mg/m? doses (maximum dose: 500 mg) of IDEC-C2BS8 to childhood-onset complicated nephrotic
syndrome patients domestically. Accordingly, interim analysis will be conducted in order to confirm
safety at the point administration of the investigational drug has been completed or discontinued in

20 subjects.

Interim efficacy analysis

The study population for this clinical trial is patients with very high disease activity in whom
remission cannot be maintained with known immunosuppressive medication and therefore bringing
about early relapse in these subjects is a concern. In the event the significant superiority of
IDEC-C2B8 has been indicated while also taking into account safety considerations, interim analysis
will be conducted in order to avoid the continuation of unfavorable treatment in the placebo group at
the point when 30 subjects have experienced their initial relapse. 30 cases accounts for
approximately half the number of the initial relapses expected to be observed throughout the entire
study (assuming a placebo group relapse rate of 90%/year and a test drug group relapse rate of
20-60%/year = 50-59 cases). The items to be analyzed are: the relapse-free period (primary
endpoint), relapse rate up until interim efficacy analysis (in order to observe the effect on multiple
relapses), and period until the occurrence of a second relapse. The significance level for decision
criterion are: 0.25% one-sided significance level for the relapse-free period which will be analyzed
by conducting the log-rank test, 2.5% one-sided significance level for the relapse rate which will be
analyzed by conducting the permutation test, and 2.5% one-sided significance level for the period
until the occurrence of a second relapse which will be analyzed with the WLW model. If all these
analysis items are statistically significant, IDEC-C2B8 will be deemed to display superiority at the

point of interim analysis.

The independent data and safety monitoring committee statistician will create an interim analysis
report and submit it to the independent data and safety monitoring committee. The independent data
and safety monitoring committee will conduct an examination based on this report and recommend
whether or not to continue the clinical trial. The clinical trial steering committee will then consult
with the person responsible for statistical analysis and determine whether or not to change the
clinical trial protocol and whether or not to continue the clinical trial (continue, suspend or
discontinue) based on the recommendation from the independent data and safety monitoring

committee.
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In the event information of serious adverse events or grade 3 or above side effects in sequential
monitoring has been reported or the frequency of adverse events is significantly higher in the
IDEC-C2B8 group at the point of interim analysis, registration will be discontinued from the

time of the report and whether or not to continue the trial will be discussed.

In the event the significant superiority of IDEC-C2BS has been indicated at the point of interim
analysis, randomized assignment will be stopped, registration continued until the IDEC-C2B8
group consists of 30 subjects and the trial continued for all subjects until the 1-year observation

period of the final-registered subject is completed.
In the event the significant superiority of IDEC-C2BS8 has not been indicated and the safety of

IDEC-C2BS8 not confirmed at the point of interim analysis, the trial will continue until the target

number of subjects is reached.
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20 Direct viewing of source documents and others

20.1 Acceptance of direct viewing

The heads of the medical institutions implementing this clinical trial and investigators, will accept
investigation by monitoring and audit personnel, the institutional review boards and regulatory authorities
and, upon their request, will present all source documents such as clinical trial-related records, etc. shown

below for direct viewing.

Monitoring personnel will directly view the source documents such as clinical trial-related records, etc. at
all medical facilities in order to confirm the content of case report forms has been described accurately and
completely and is consistent with source documents. In addition, monitoring personnel will also directly
view essential documents in all medical institutions to confirm that all clinical trial-related records that

should be kept at the medical institutions have been accurately and completely created, and stored.

20.2 Definition of source documents
The following documents are defined as source documents.
1) Consent forms
2) Medical records (including examination forms)
3) Nursing records
4) Patient diaries
5) Laboratory data
6) Investigational drug administrative table, investigational drug invoices and investigational drug
collection notes
7) Subject identification code list

8) Other records used in creating the case reports

The following items will be recorded in medical records.

1) Subject background (complications, past history and medical history)

2) Presence or absence of other drug use

3) Presence or absence of subjective symptoms and objective findings

4) Presence or absence of laboratory testing and abnormal laboratory data

5) Presence or absence of adverse events and their degree / severity and comments regarding the
situation of investigational drug administration and causal relationship

6) Presence or absence of investigational drug discontinuation and comments

7) Evaluation

8) Comments of investigators
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21 Quality control and quality assurance

21.1 Data quality control
The investigators will confirm that this clinical trial is being conducted in adherence to the GCP ministerial
ordinance and the clinical trial protocol, etc. and carry out monitoring and quality control according to the

progress of the trial in order to ensure accuracy, completeness and reliability of the data.

The investigators and monitoring personnel will explain the content of the clinical trial protocol and the
procedure for the creation of case reports, etc. to the sub-investigators, etc. prior to the commencement of
the clinical trial. In addition, the method of managing the investigational drug will be explained to the
investigational drug administrator. During the clinical trial periods, monitoring personnel will periodically
visit the medical facilities to confirm the compliance of the clinical trial protocol, the consistency of the

source documents and case reports, and the presence of required documents.

21.2 Auditing
Auditors will conduct audits as part of quality assurance activities. They will evaluate whether this clinical
trial has been conducted in accordance with the GCP ministerial ordinance, the clinical trial protocol, etc.,

both independently and separately from the quality control operations of this clinical trial.

21.3 Provision of new information

In the event investigators obtained important new information that may be relevant to the consent given by
the subject (such as information related to infections, diseases, disorders or death suspected to be caused by
the investigational drug or any other information about the quality, efficacy or safety of the investigational
drug), the explanatory and consent documents will immediately be amended based on this information, and
the approval of the institutional review board should be obtained. In addition, investigators will inform
subjects currently participating in the trial or their legal representatives of the content of the amendments,
confirm their intention to continue their participation in the trial and use the amended explanatory and
consent documents to re-obtain consent. The specific procedures for explanation and obtaining consent will

be the same as set forth in 10.2.1.
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22 Ethical considerations

22.1 Ethical implementation of the clinical trial

This clinical trial will be conducted in compliance with following Japanese laws and regulations, including
article 14, paragraph 3 and article 80, paragraph 2 of the Pharmaceutical Affairs Act, the Good Clinical
Practices (GCP) ordinance (Ministry of Health, Labour and Welfare ordinance no. 72, March 31, 2006), the
“ordinance for the partial amendment of the GCP ordinance” (Ministry of Health, Labour and Welfare
ordinance no. 72, March 31, 2006), the “ordinance for the partial amendment of the GCP ordinance”
(Ministry of Health, Labour and Welfare ordinance no. 24, February 29, 2008) and this clinical trial

protocol, adopting the principles of the Declaration of Helsinki.

22.2 Explanation and obtaining consent
When obtaining consent, investigators will provide potential subjects with an explanatory document that
explains the following matters, fully explain the content of said document and obtain consent for

participation in this trial using a consent document.

22.2.1 Matters to be explained

(1)  This clinical trial involves research.

(2)  The purpose of the clinical trial.

(3) The clinical trial method.

(4)  The planned clinical trial participation period of the subject.

(5)  The number of subjects planned to participate in the clinical trial.

(6) The expected clinical benefits and risks in relation to the mental and physical health of the subject
and inconvenience.

(7)  The presence or absence of other treatments and the important benefits and risks expected from
those treatments.

(8) The compensation and treatment the subjects can receive if their health is adversely affected in
connection with this clinical trial.

(9) Participation in this trial is voluntary and subjects may refuse or withdraw their participation in this
trial at any time. In addition, subjects will not receive unfavorable treatment as a result of refusal or
withdrawal of participation or lose benefits as a result of non-participation.

(10) If new information that may affect subjects’ intention to continue their participation in this trial is
obtained, said information will immediately be conveyed to the subjects.

(11) The conditions and reasons for discontinuation of participation in this trial.

(12) Monitoring personnel, auditors, the institutional review boards of the medical facilities and
regulatory authorities are able to view original medical records. In such an event, the confidential

information of subjects will be protected. In addition, subjects will consent to the viewing of original
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medical records by signing and sealing or simply signing the consent form.

The confidential information of subjects will be protected even if the results of the clinical trial are
published.

The content of items where the expenses must be borne by the subjects.

The content of the money, etc. paid to subjects (arrangements for the calculation of payment, etc.)
The names, titles and contact details of investigators

The medical institution’s consultation representative to whom the subjects desire additional
information about the clinical trial or their rights , or they make contact in case they suffer adverse
health events.

Matters to be adhered to by the subjects.

The type of institutional review boards (names and establishers) that investigate and deliberate the
propriety, etc. of this clinical trial and matters relating to institutional review boards including the

matters of investigation and deliberation at each institutional review board.

22.3 Institutional Review Boards

Investigators will obtain approval from their institutional review board prior to conducting this clinical trial.

In addition, institutional review board approval will also be necessary in the event of any amendment to the

clinical trial protocol. In the event an investigator obtains any information that may affect subject safety

and the implementation of this clinical trial, they will immediately report to the investigators of other

medical institutions and the head of their medical institution and obtain approval for the continuation of the

trial from their institutional review board.

22.4 Subject confidentiality

The following provisions will be adhered to in relation to subject confidentiality:

Case reports will be created and handled with consideration to subject confidentiality.

Subjects will be specified by their subject identification code.

Subject confidentiality will be protected in the event an institutional review board, monitoring personnel,

auditors or regulatory authorities directly view source documents.

Publication of the clinical trial results and application for approval by the investigational drug supplier will

be carried out with consideration to subject confidentiality.
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23 Handling of data and record keeping

23.1 Case report creation and reporting

Investigators will immediately create a case report after the completion of observation and examination of
each subject and submit a copy to the data center. Investigators will retain the original case reports. Case
report creation and amendment will be carried out in accordance with the “guidebook on case report

creation and amendment”.

Investigators will create and sign and seal a “record of amendment or change to the content of a case
report” in the event of major amendment or change to a case report. In addition, in the event data in a case
report is inconsistent with source documents, principal investigators will create and sign and seal a
“explanation of inconsistency between the content of a case report and source documents” explaining the

reason for the inconsistency.

23.2 Deviation from the clinical trial protocol

In the event investigators have deviated from the clinical trial protocol in order to avoid urgent risk of the
subjects or for any other unavoidable medical reason, they will record the details in a “report on deviation
from the clinical trial protocol for emergency avoidance”. The investigators will then immediately submit
this report which contains the reason for the deviation to the head of their medical institution who will in

turn submit it to the institutional review board.

Investigators will handle deviation for reasons other than emergency avoidance in accordance with the

provisions of the medical institution.

23.3 Data Management
Data management personnel will manage data using a validated data management system in accordance

with previously created “data management procedures”.

23.4 Record keeping

The retention period for documents and records pertaining to the clinical trial is prescribed below. The
investigational drug supplier will notify the medical institutions in writing if retention becomes unnecessary
as a result of approval of partial changes in manufacture and sales approval having been obtained for the

relevant investigational drug or discontinuation of development.
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23.4.1 Investigators

Investigators will retain documents and records pertaining to the clinical trial until the later of the dates
specified in 1) and 2). However, if notice is received from the investigational drug supplier stating that
retention for a longer period of time is necessary, a new retention period shall be decided in consultation
with the investigational drug supplier. A person will be placed in charge of retaining each record. In
addition, the heads of the medical institution and the institutional review board establishers will be notified

when the retention period has expired.

1) The date of approval of partial changes in manufacture and sales approval based on this clinical
trial (in the event development of the investigational drug is discontinued, then 3 years after the

date of the decision to discontinue development)

2) 3 years after the completion or discontinuation of this clinical trial

23.4.2 Medical institutions

The heads of medical institutions will retain documents and records pertaining to the clinical trial until the
later of the dates specified in 1) and 2). However, if notice is received from the investigational drug
supplier or an investigator stating that retention for a longer period of time is necessary, a new retention
period shall be decided in consultation with the investigational drug supplier or investigator. A person will

be placed in charge of retaining each record.

In order to ensure these documents and records are not lost or discarded during the retention period, the
heads of medical institutions and the persons placed in charge of retaining documents and records will take

steps such as ensuring that the documents and records can be presented upon request, etc.

1) The date of approval of partial changes in manufacture and sales approval based on this clinical
trial (in the event development of the investigational drug is discontinued, then 3 years after the

date of the decision to discontinue development)

2) 3 years after the completion or discontinuation of this clinical trial

23.4.3 Institutional Review Boards

The institutional review board establishers will retain records such as the board’s standard operating
procedures, board roster (including qualifications and affiliations of each board member), a board member
occupation and affiliation list, submitted documents, summaries of meeting minutes and letters, etc. until
the later of the dates specified in 1) and 2). However, if a principal investigator deems that retention for a
longer period of time is necessary, a new retention period and method shall be decided in consultation with

the investigator.
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1) The date of approval of partial changes in manufacture and sales approval based on this clinical
trial (in the event development of the investigational drug is discontinued, then the date of the
decision to discontinue development. In the event notification is received that documentation
relating to the clinical trial certificate of analysis will not be attached to the application for
approval of partial changes in manufacture and sales approval, then the date said notification

was received)
2) 3 years after the completion or discontinuation of this clinical trial
23.4.4 Investigational drug supplier
This investigational drug is designated a biological product in the indications for which it has already been

approved and therefore the investigational drug supplier will retain records, etc. in accordance with legal

regulations related to biological products.
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24 Payment of money, other compensations, and insurance

24.1 Payment of money and other compensations
The clinical trial expenses expected in this clinical trial will be funded by the Health and Labour Sciences

Research Grants Large Scale Clinical Trial Network Project.

24.2 Compensations for adverse health effects

The medical institutions will take necessary and appropriate measures related to treatment such as
providing a medical care system, etc. in the event subjects suffer adverse health effects as a result of
participation in this clinical trial. The payment of compensation will not be implemented in this clinical
trial. In addition, if adverse health effects are deemed to have been caused intentionally or through the gross
negligence of a subject or their legal representative (a person who exercises parental authority or a legal

guardian), said subject or legal representative may become ineligible to receive compensation.

If liability arises as a consequence of adverse health effects caused by this clinical trial, the investigators,
and medical institutions will be insured under the insurance held by the head of the Japan Medical
Association Center for Clinical Trials (the policyholder) under an agreement between the investigators or
the medical institutions with the Japan Medical Association Center for Clinical Trials. In addition, the
investigators will be enrolled in medical professional liability insurance and the medical institutions

enrolled in hospital liability insurance.
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25 Arrangements regarding publication

The results of this clinical trial will, regardless of the results, be (1) submitted to medical journals and (2)
presented at society meetings as the results of research collaboration. Upon publication of the results in this
manner, the clinical trial steering investigators, the investigators of medical institutions that registered a

certain number of eligible subjects and the person responsible for statistical analysis will be the co-authors.

The individual results of subjects registered to this clinical trial shall not be published prior to publication

as results of research collaboration
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26 Clinical trial protocol amendment

If the investigators and clinical trial steering committee become aware of important information necessary
to properly perform the clinical trial such as matters related to the quality, efficacy and safety of the
investigational drug, etc., they will consult with the other investigators and amend the clinical trial protocol
as necessary and, as well as obtaining agreement between the investigators, submit the amended clinical

trial protocol to the institutional review board of each medical institution for review.

If it is necessary to modify the explanation and consent documents along with the clinical trial protocol, the
investigators will immediately amend the explanation and consent documents, report to the head of their
medical institution and submit the amended explanation and consent documents to their institutional review

board for review.

If the explanation and consent documents are amended, investigators will inform subjects currently
participating in the trial or their legal representatives of the content of the amendments, confirm their
intention to continue their participation in the trial and use the amended explanatory and consent documents
to obtain consent once again. The specific procedures for explanation and obtaining consent will be the

same as set forth in 10.2.1.
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27 Clinical trial protocol change and clinical trial discontinuation and
suspension

If any one of the following events occurs, the clinical trial steering committee will examine the content of
the event together with the person responsible for statistical analysis and report the results of this

examination to the independent data and safety monitoring committee.

The independent data and safety monitoring committee will conduct further examination if necessary and
subsequently advise the clinical trial steering committee of the necessity of clinical trial protocol change

and whether or not to continue the clinical trial (continue, suspend or discontinue).

The clinical trial steering committee will then consult with the person responsible for statistical analysis,
determine whether or not to change the clinical trial protocol and whether or not to continue the clinical
trial (continue, suspend or discontinue) based on the recommendation from the independent data and safety
monitoring committee, and report their decision to the investigators and the independent data and safety

monitoring committee.

In the event the clinical trial is discontinued or suspended, the investigators will immediately inform the
subjects or their legal representatives (a person who exercises parental authority or a legal guardian) of the

fact and carry out appropriate medical treatment and measures in relation to the subjects.

(1) Ifasafety-related issue arises such as the occurrence of a serious side effect, etc.

(2)  Ifthe scientific validity for the development of the investigational drug is lost

(3) Ifarecommendation to discontinue is received from regulatory authorities

(4) Ifany other circumstances arise that necessitate a change to the clinical trial protocol

(5) If any other circumstances arise that necessitate partial or complete discontinuation or suspension of

the clinical trial.

If any one of the following events occurs, the investigator or head of the medical institution will suspend or

discontinue the clinical trial at the relevant medical institution.
(1) If serious or continued non-compliance with the clinical trial protocol by investigators, etc. is

discovered

(2)  Ifthe institutional review board makes a decision to suspend or discontinue the clinical trial
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