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THAVEINE—ETE design

An initial coronary artery bypass graft (CABG) a8k \1)\A (CABG) FiCE T 2D ER
surgery study was designed to test the safety E. CONMVADERICBITRERIADZ EHER
and efficacy of Drug A in this high—risk UEDMERETT 3pICETEIESNE,

population.

An ongoing phase III study is designed to prove | E{THDENHERER(ICDIRERESEAT 3HIC
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‘ this hypothesis.

ATESNELDTHS,

1TERFEEVAE LN 1 BRERE

If hemoglobin decreases to < 11.0 g/dL during
interruption, resume treatment at a dose 1 step
lower than the pre—interruption dose.

AREh AETOEYH11.0g/dLEBICE T UL
Bold. RERIOZREEINE1ERERE VTR
5E5B7T3,

Interrupt therapy until toxicity is Grade 0—1 and
reduce by one dose level when resuming therapy.

BN L— RO~ 1CHBETHREL., AEEH
FMIBEEICRBREERIERERET S,

MPRAE-YIERAE

A physician had to be present during
administration of the initial 400 mg/m? dose.

B FHETHD400mg/m2DIx 5B (ICIFEERH
IAbRIkELE,

As a consequence, an initial dose of 400 mg/m?
and subsequent weekly doses of 200 mg/m* were
selected for the first study in the target
indication.

FOFER. BIEEIEERRELERVIDAERT
F#EFREELT 400meg/m2 RUEDEIE
200mg/m2 D& 1 [E 5EhFEIRSNT,

Drug A was administered at an initial dose of 400
mg/m2, followed by 9 weekly doses of 250
mg/m2.

XA (Z#)[E FHE 400mg/m2 TS5 L., FDi&.
250mg/m2 %58 1 | T 9 @5 Uk,

FEFMEER

A higher percentage of rituximab—treated patients
reached the primary endpoint (64% vs. 53%); the
difference exceeded the prespecified noninferiority
margin by 31%.

FEIHMIEEICRIZELLEFORISF)YED
VTR EEEZEDIMNE(FNEFN64% KRV
53%) . ZDEFBRIICROONLIELEY—Y
V%&E31% E [\,

In the ABC study, the primary endpoint was the
change in mean daily “on” time (period of time in
which Parkinson’s disease symptoms are
suppressed) from baseline to 24 weeks of the
treatment phase.

ABC HERICHIIBHEZEFHMEE (L. 1 BF9F
VB (N\=F Y VUROFEIRDIIZ 6N TS B
) DR=2FM Ui 5D 24 HEFTOE
fEEELL,

Bl RpIHEIE B — & REHE R B

A placebo—controlled double—blind design is
advantageous for assessing these secondary
endpoints and minimizing the effect of bias and
subjectivity on data.

CNBDE|REHEIE B &@LU, T—-2CxT S
IMT7ARVEBEOZEER/IRICHNZZ0

(C. TN ETRT A UNENTL
%

Company A announced positive results on the key
secondary endpoint of “global clinical improvement”
in its phase Il study of Drug A for the treatment of
Cushing’s syndrome.

S AR DY UTERBOERICEAT IR
BIADE MAEHERT, TEQGRIXRFHEEET
hB EMMERRREE ICHVWVTRIFI AR
nEoniERRLE,




Concerning the secondary endpoint of the Unified
Parkinson’s Disease Rating Scale (UPDRS) part III

total score in the ON state, the scores at the
baseline visit were 20.0 in the placebo group and
25.0 in the Drug A group.

2 REHMIE B THRIZTVEDH —/I\—F VY
@AY —IL (UPDRS) /S— bk Il &5t A07IC
BELTIE. A=A 1 VEBRBEOAITH TSR
F£T 20.0, FH| A BT 250 Tholz,
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Active treatment comprised a flexible regimen
based on the angiotensin— converting—enzyme

inhibitor perindopril (5 mg daily), with the addition of
the diuretic indapamide at the discretion of treating

physicians.

RREBRR. PVIFTIVIVEMBEREETE
DORYY FFIIL(1B5mg) EEAREL, TEE
(HLE)DHIETTHIFREDA VS FEIB I
FTRIFRHLBLIAVTIERALL,

If the patient receives other treatments, the
attending physician should be informed about the
patient’s participation in this clinical study before
the start of the treatment.

LEENMLDBEEZ(ITNSLLE, EDE
BECIFREERIRANCE BEENCORRKREER
(EZMmLTWSEEMLED,
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Among patients with a high viral load or fibrosis at
baseline, the response rates were two to five
times as high in those who were treated with Drug
A and Drug B for either 24 or 48 weeks as in
those who were treated with Drug A alone for 48
weeks.

K= VFICIMI AZDED Tz B E XITER
AL S BEICBIDE T, BFIALE
FIBh'24:E [ X (Z48:BE R 5 Sz EZDFHN
FERIAN4SEM B 5 SN BB DB 2~51F

ESholz,

Among these 200 patients, 2 complete and 28
partial responses were observed, for an overall
response rate of 15.0% at this starting dose.

_NoDEFE2006DHI5, 26|DTEE=FN R U28
BlDER =N FEHoN., COBIRAEICHITS
2EHEF15.0% Thol,

ENHAR]

Duration of response in Study A was highly
censored at the time of reporting due to the
majority of responders still receiving benefit.

HERATIE . FHHIDKRFETRER T4 MIEENT
Wefesh, R EABIMERFAEE>TITEYIL
nd_ENZhorz,

Duration of response will be evaluated according
to Response Evaluation Criteria in Solid Tumors.

EZHRE. TERNAAVDEBEDREIE DD
DFHA F54 2V 1{RECIST H4 R34 UNHEHST
FHficNnd.

In Study A, the investigator—assessed median
duration of response was approximately

five months longer in the combination therapy
group compared with the Drug A monotherapy
group.

ABR A T, SAERF X EAMETMIC LD =2 AR
D RIESHFABRERFDFON A A BIRERE
BLDEH 5 AR,




ZEFTOHAM

The median (midpoint) time to response was 30
days, and the median duration of response was 10
months.

ZMFTOEAR O RIE (FRRERA> H) (E308
. EREAROFRIEZ10DARTHT,

Time to response (TTR) was defined as the time
from the start of treatment with an EGFR-TKI to
the first objective tumor response (tumor
shrinkage of > 30%) observed for patients who
achieved a CR or PR.

EFTOEARM (TTR) X, EGFR-TKI G)Tx'%'_-"éﬁﬁ
IRLTHH, CR XII PREZRULEEEICZEND
ﬂtr*ﬂ@%ﬁﬁﬂ’]&hﬂﬁ%xﬂ%(Hﬁ%fﬁ{ﬁll\—%—b‘
30% L E) FTOREEEZE L,

Among the CR/PR group, the median maximal
tumor shrinkage relative to baseline was 60%, and
the median time to response (TTR) was 5.0 weeks.

CR:PR I —TCBIFBR—=AFM1 U oDz KIE
EHE/NEOPR{EL 60%., EMFTOEIRM
(TTR) D R{E(L 5.0 BRI THo=,

F1Hl—% Bl

A causal relationship to Drug A could not be ruled
out for ALT increased and AST increased in 2
subjects each or for C—reactive protein increased
and diabetes mellitus in 1 subject each.

ALTIEN R UFASTEME & 26 D#ERE . C- K
TSRV INDIE I K U RER &3 & 15| DR &
([CH b, BERIAEDERRBEREEETELGH
=,

Adverse events assessed to be causally “related”
to the study drug included cardiac failure chronic
in 2 subjects, and dizziness, immune
thrombocytopenic purpura, and abdominal
discomfort, each in 1 subject during Period L.

RERFECORRBFENTEEHD ICHESNTLH
EFRRIE. B IHICHERSE 2 HI(CHoNIZBIED
&, WERES 1 HICHONIFEMEDNFL, &
/MR A 1 DR . BEE A RETH-
IZ,

Among the 50 patients assigned to Drug A, 10
each were assigned to receive 25 mg, 50 mg, 100
mg, 200 mg, and 400 mg.

EHA LB FonINoDEE 505055,
% 10 fIHY 25mg. 50mg. 100mg. 200mg. 400mg
DRE(CEF T

DLT

Dose-limiting toxicities (DLTs) in this clinical

study consisted predominantly of neutropenia,
constipation leading, on occasion, to paralytic
ileus, and peripheral neuropathy.

COERIREERICHITAH=HRIBRHM (DLT) [EE
(C. 3P BRI A, EEICRREEALDAICDORND
Efp. RIEEHZFEETTHOL,

If two or more dose-limiting toxicities (DLTs) are
noted at any given dose level, then further
recruitment into that dose group will be stopped.

2 1¢1;LJ:0)%§%IJBEE HOOLT) BN FNHD
nu,\&)bﬂf tib(i é niﬁﬁ i£¥/\0)t_n l’JsJ:
@%%(iq:mémo

No dose-limiting toxicity (DLT) was observed at
any dose level when Drug A was administered
alone at 500 mg or 1000 mg after an overnight fast
or 30 minutes after the start of breakfast.

EHI| A% 500mg X3 1000mg T—HfEB%HSD
WIEHBRRIRN D 30 HMEICEMIR G LIESE. L)
TNORETLAERIEHEM (DLT) [FERHoN
holkz,

MTD
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In the Drug A Phase I study, the maximum
tolerated dose (MTD) was determined to be 600
mg BID.

EXNADFEHERERICHV T, XKXMEMTD) X
600mgM1 B2[Al#% 5 EHIESNSE,

The 3 mg dose was established as the maximum
tolerated dose (MTD) because the next higher
dose, 5 mg, was considered poorly tolerated.

3mg AENRAME (MTD) EFEESNLH. Ch
FEDRICHEVAETHS bmg hBBMETRREE
ABNIZIEHTHS.

EEHFER-REHRR

Company A believes that the safety database at
NDA filing will be of an appropriate size to assess
the safety profile of Drug A.

SHAIL, IEARZREBEHFORZEET—AIN—
AW EFIADZ EHETOT71 IV & E T2 DI E
P4 X HBEREELTNVD,

Depending on enrollment of these studies,
additional data from approximately 1000 Drug
A-treated patients may be available at the time of
NDA filing.

CNHDERERDIEH ANIKRICHE LT, $1000
BIDEFIAZR G EENDEBMT—ADNEHEAD
FEERFIC/EONBRIREEN HB .

It is allowed to submit data from the long—term
storage test at the time of application for approval.

CORBGRFRBROT—HI AT FFRCIRH

JH_LEHFAT D,

BERINTIVE—HEH AN LN TLVE

Although 4000 patients had been enrolled in the
study, there were only 2000 evaluable patients.

A ERICIT B F 40005 DA AN DN TLVE
B, R AT gE 2R & (3200045 DH TH oIz,

Twenty—nine patients had been enrolled in the

AEABRICI2006 52 A 15200956 A OEICE

study between February 2006 and June 2009. F29Ih $HA Ao TLVE,
At data cutoff for this analysis, 11 patients had COEEFTDT =Y " IBFICARHERICITEE 1
been enrolled in the study. FINFEH AN oN TV,

T—=RAy b4 T8

This data cutoff date will be used for the clinical
study report.

COT =50y 47BN RBRBEREE CALDL
N3FETHS,

ZEMHERREI L2 4T AR

All patients randomized to Drug A were included in
the safety evaluation.

REIACIVHALMESN IR TOEREL 24
AHADXRELE,

The Japanese study will be included in the
evaluation of safety but not of efficacy.

COERNGAERRE Z 2 AOA RESNIN, B
EFROR RESNLLY,

B RE -T2 BT AR

A total of 300 Drug A-refractory subjects from
Studies A and B were included in this safety
analysis.

ABRA K UERERB TH 51300 DZEFIAFEZN D
WEREECDR EMEMRTORRELI,

All 20 enrolled patients were treated with the

HHANTEE 20 FIDITARTITREREEZRE
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study drugs and included in the safety analysis.

L. 2 EBTOxRELE,

All of the 100 randomized subjects received the
study drug and were included in the safety

VR LMESNTEINHODHEERE 100 HIOTXTH
BEBRENRSEZ(T. TEHEBETOTREESN
7_:0

analysis.
BRREREERE

Abnormal laboratory results must not be
documented in the CRF unless they qualify as
adverse events.

REREEEEQR. AEFRICKRALLBE
’ETJ"WJ#E EICREHE LTI,

Abnormal laboratory values or other abnormal
investigational findings (e.g., on ECG traces) have
to be documented as adverse events only if they
are considered clinically significant by the
investigator.

*ﬁﬁ1 EEXIZOMOEEREMR
('L.\ XK BE) S, SRERE AR ERR D ER R HY
(CRARBEHIBT LGS DA EEERELTRHET
%o

BFRARBRBERFA RoE

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

PR PREBRIIBH THR A B EBH T CITONSE
. HBEFIOERRAER TEHONIEIEFRDFE
RESH OEFIDEERAERICHITSHEREE
BLLETRHILETEY . ERBESE TRNLOND
FIREERRULTCVEBLVETREMED DS,

Neither new adverse drug reactions nor increased
incidence of the known adverse drug reactions
was observed following Drug A treatment of
patients with Disease A.

mEADEEICER ARREUEE, #E
1’Eﬁﬁ1’5EE%I]GDEIH’EH%@%fﬁ$i§%w&)bﬂ7&
hotz,

The adverse drug reactions addressed in this
research have low incidence but can be
life—threatening.

AFRTEROFONS EI/E AL FHEEFEZAEL
0, Ban e HENIHS.

EELGRIER

An additional serious adverse reaction that
occurred in less than 5% of Drug A—treated
dialysis patients and greater than placebo was
thrombosis (2.7% Drug A and 1% placebo).

XA SDETEEDS%RFHICHKITL, 75
tRINLEEEICHRRUEEELGRIMEAT M
fiE Chole (ERIAT2.7%. 5K T1%),

As with other approved anti—platelet drugs,
bleeding is the most serious side effect of Drug A.

1111ODEEﬁiﬁ?diﬁ.If[lll\*bi;"i"étI=J’I‘%(:~ H AN EEF A
DRLEELEERATHS.
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A subject’ s PFS is defined as the time in months
from randomization to either first observation of
PD or occurrence of death due to any cause within
60 days of the last tumor assessment or
randomization.

#HERFE DOPFSIE., V4 LED b ¥ EIOPDRESRFE
T. H3 VIR IES I XI55 LEh K60
HURAICETELEEZR, WTNDEEETHLED
REEFTORBABMEEERT S,

According to “Trends in Public Health,” COPD did
not appear among the ten leading causes of death
through 1999.

[ERBEDEIR JICLDE. COPDH1999FEFT
10KRFERDFRICEIFZT BTk,

REELT

patient withdrawals due to progression of disease

REETICIZBEOPIE

The more frequent administration of
bisphosphonates to subjects in the Drug A group is
most likely related to the greater frequency of
progression of bone disease in subjects receiving
Drug A.

RHIABTIEARAR R — MIRER B LR 5 S
NZHEEN BN TNRERIADIR 5 EZ
THERE TR AR BETOEENSMRIE
EGEKBERLTNS,

REETREET

A majority of patients randomly assigned to
receive the placebo were treated with Drug A upon
disease progression.

TR E(CSVA LICEIF FoNZ KL 8D
BECT, WREETICIIRFANR S SN,

As of the data cutoff for this update, 30 patients
have died: 20 from disease progression and 10

from other causes.

CORFERDT ANV M TF R TEE 30 4
MEETLTHD. ZOMRERIE 20 FIAHEEETT, 10
BINZDDREICLEEDTH O,

ENEREI R

“Adverse Event” is any undesirable event
occurring in a patient exposed to a drug, whether
or not the event is considered to be related to the
use of the drug.

BEEERIGRACHTIBELR(TLEAIC
RIOLEEFIKBVERT, HEFIOEACO
EREROBEEEDEL,

A causal relationship to Drug A could not be ruled
out for all these events, except for adrenal
insufficiency in 1 subject.

WERE N BICHITIRIBHER 2R IVT, VT
NOFERIOODVTEERIALOREREZRIEIBEET
Elahvotz,

A serious adverse event occurred in 1 subject of
the 10—mg fixed—dose group, and a causal

relationship to the study drug was ruled out.

EEGHEEERNM 1omg B AEBHOWEIRE 1
BUCRIBLEED, BERELORRERLEEESN
u

REPULCELZR-REPIUECETCHEER

A higher percentage of subjects had adverse
events leading to treatment discontinuation in the
combination therapy group than in the Drug A
monotherapy group.

BEHRIECE LA EERERUVCHEERE DR
Bl FRAREHOGEONEFAR M58 L

NEH-Tz,
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Adverse events leading to discontinuation of Drug
A were reported in 20 patients of the combination
therapy group and 10 patients of the monotherapy
group.

RHIADE S HILCEEESZRE. AK
E#HOBE200 RUEMIRSHOBE106IT
HwEINL,

Adverse events leading to discontinuation of study
drug occurred in 2 subjects from the 100 mg group
and 1 subject from the 500 mg group.

BEREOKRERIEICEEHEESZZ(13100mgRE
D#EERE 2151 500mgBED1lICHEC -7z,

BRENFHESNZ>AREEE THOhN

Preliminary efficacy assessments were performed
for patients who had sufficient follow—up data at
the time of data cutoff.

FRAGHENEEEIE, T-2DHY A TR
TRIEMFAET - ANHIEEEHRICTD
niz,

BRENHESNZ-FERE @SN

The efficacy of Drug A was evaluated in two Phase
Il clinical trials in patients with early stages of
Alzheimer’ s disease (mild cognitive impairment
and mild dementia) with confirmed presence of
amyloid pathology.

BEIADAER ., PI0M FREOTFALHTEE
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REfEE R U ERAE) OB EERRELIZ2D
D% MARBER CEHl N,

The expert advisors commented that although no
consistent results with respect to the efficacy of
Drug A across different foreign clinical studies
were obtained, Japanese clinical studies were
designed to assess OFF time in more details, which
evaluated the efficacy of Drug A appropriately.

HMZE LD, BRIAOFHECONTEI R
REBRT—E LR R Eonghoih, BN
FRPREAER (S TR A LD FHMICET A SN S L5
(CETESN ., BHIAOB N IENBEENCEFH SN
EDRBHHINTG,
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A total daily dose of 200 mg has been shown to be
equally effective whether administered as 100 mg
BID or 200 mg QD.

1B#BEh200mgianlL, 100mgz1 B2ER 5
LTH200mgz1 B1EERELTEHRIIRFTH
BIENTRENTLVS,

As to the applicant’ s claim that Drug A is more
convenient due to once—daily administration, it
cannot be said that Drug A can offer new
usefulness, which is not available in Drug B,
because there are no data showing that
once—daily Drug A is more useful than Drug A
frequently administered simultaneously with each
dose of a levodopa—containing preparation and
how the pharmacological effects of Drug A
contribute to its treatment effects has not fully
been elucidated.

1B1ER 5 THIHERIADFIEENST T
PHEEOHBFEEICONTIE., EXADIH1[E
BENLKRRNEREFIER UAMIV T THEMEI(C
FHIAZRETIINLERTHILETRTT—
AR E, ZUTEFIAOZEIRERNZDEE
PMRICEDISICHFELTLVBI D+ ICARBESN
TWEBWIED D, BRIANERIBICIIBVELE
HRAMERBETERERFTREL,




At 100 mg once daily, one subject reported
transient paresthesia.

100mgD1 B 1EIFETlE. HERE 15 H—1B
DR BEDFHREN B,






