X< DRAGE-RBICDOE A FERRTHEONHRERK 3 HETRRLET,

KIRRFEBORADHIE (XX X ER) [FEZ B T B EROH-%

MXER (OXY— LD VB8 1—T4— 15 37)

(3) it 0BT
TP

(4) FERADFEITE
ZLUEHLBL
<BE:59+>29)

BERLET,

EEIREFRORBEBE U CSEFADIXMNOFIIRY M5 OBITIEEZHERETHZH. FVMIIXMNOFZ

J% 6mg/kg DEEEARNE 5 12I(C 0.032mg/min/kg D 2 iErfiiR RN 5% 6 BEIFTEmRUE,

R

BitENb 6 BRI CIIMBEP R UBEESETOIXNOF I RERITLICEEBIREICELTLVENEDOD., 5
BRSO CSF HMEE(L 0.985+ 0.190nmol/L THolz, BH. M5 2L CSF R TIIEE FREXE ThH-

Iz

L A0FITHE-ZIT 17 (22 35R)

Drug A and its metabolites were transferred into the

milk of lactating rats.

EH A RVZOKBDSIREL DS bDFLITICFEAT
(078

Drug A was excreted in the milk of lactating rats at a

concentration three to five times that of rat plasma.

EE A BRIV HICHERITL. BERSYE
Mm¥gdERED 3~5 £ ThHol=,

Bk — 5 8% (35 ¥FER)

A Gram stain of direct smears from spinal fluid

revealed numerous Gram—negative diplococci.

HHBOEEZXZERDTILERICLN, 2K
DTS LEERREHEEHLONT.

Drug A is an injection administered into the spinal
fluid.

R A FFRRACKRESTEIHFITHS,

AT (15 XFER)

Quetiapine passes the human placenta, but the blood
—placental barrier partially limits the transplacental

transfer of quetiapine.

DIFFPEVIRE MERERBT SN, MikkaIEEIM
(CEDDIFPEY DR B ITIERHIFISND,

distribution in blood cells

MERFS 1T

EFIRERO—E FIREE(CHTS (45 XF5R)

Drug A achieved a more rapid onset of acid inhibition
and a greater steady—state reduction in gastric acid

secretion.

EFIATIBRINFORRNLLBEMEET, R
REEICHT2 BB i OHNFI L KEN T,



http://i-honyaku.life.coocan.jp/iitomosite/index.htm

Following administration of clinical doses of Drug A in
humans, plasma unbound concentrations at steady
state will be higher than the Ki for the adenosine A2A

receptor.

EMIEEREENEH A BB 5 UEE, EEIKEE
(CHRITZIEFFEEEROMBREERTT/ VY A2AS
BIRICHK T Ki LNEELD,

CSF (31 xtER)

A study to measure the level of Drug A in
cerebrospinal fluid (CSF) after intrathecal

administration in monkeys was conducted.

HIVICRERE N I% 5 Lice S Dl H B & (CSF) R DE
Al A REERETSHERMTONG,

BITRE-B1T EE (2 015H)

It is not known whether and to what extent Drug A
may enter the fetal circulation or is excreted in

human milk.

EFH AN ROMBREIRICAZDHEID ., HBLME
EFEEFICEITITIONEIN, ELTEDIEERBD
NMITBATHS,

BERFFIRA S (5 % ER)

A single intravenous bolus injection of 3H-labeled
Drug A 2 mg/kg was administered to male albino rats
to study the tissue distribution of radioactivity by

quantitative whole—body autoradiography.

EHEZIVE )5 MC 3H 1ZEEER A 2me/kg ZH[EIZ
HERAZRESEL, EENEFA—FIFTF74—
SEICEDRETREDMR B 2 T ERET U,

RAFH AR NI 5 — SR E (368 XFER)

After the administration of glucose by constant, 24—
to 48—hour intravenous infusion, a marked increase in

circulating levels of insulin was observed.

TIWA-2e—ERED HiEFHE T 24~ 48 FEfE 1%
BLEls, BIRMAZAF DAV AIANEDZE LLVE
mnEEshoniz,

All intravenous infusions will be administered with the

subject in the seated position.

RIEFREROVINLERE N ELLDRETITI,

FRIAND 6 BefE—FAsE DD FrfE (19 XHER)

Despite extensive resuscitative efforts, the patient
never recovered and was pronounced dead within 2

hours of the initiation of Drug A infusion.

B DBEENE(ICENDIDLY, ¥EEFIEEE
‘L EEEIA DEER TR D 2 FrE LIRS T
KE&Shik,

Drug A doses of 100 mg BID and 200 mg BID
provided significant reduction of pain within 24-48

hours of initiation of dosing.

ZEZIA100mg D1 B 2 [EH%E RV 200mg D 1 H
2 AR 5(CED, 5N L 24~48 BRI LIAIC
ZROEUVNER(ERINBLLENTE,

i R (3 %$ER)

Drug A levels in brain tissue at 1 minute after

injection were among the lowest of all tissues

ES 1 DRICBIIB AR R OZER| A REN DT
HREVIZHBD R TREEN T,

2




analyzed.

EBRRECELTVVBL-ERERE ZL (16 ¥ER)

Cmax and AUC0-24h of unchanged Drug A
increased as the number of repeated doses

increased and reached a steady state at Week 10.

ZHE| A REILRD Cmax BT AUCO-24h (3 8%
EpER#FHNEMTBICONTLERL. 10 BBICESE
REEICE U,

Drug A concentrations reached steady—state levels
by the third infusion with mean peak and trough
concentrations across studies ranging from 150 to
250 and 40 to 80 pg/mL, respectively.

EHADEREZIEIBDREFFIEETICEEIKES
BEL, BHBROTHE-DVRERUVEY IR
EFFENEN 150~250ug/mL KU 40~80ug/mL T
Horz,

EETRRB EETR R (16 XFER)

According to Company A, > 50% of the specimens in
the 1.0 and 2.0 mg/m2 groups had values below the
limit of quantitation (0.1 ng/mL).

=t AICLDE 1.0 RU 20mg/m2 B TIEE AR
ADBRADIENTE = TR (0.1ng/mL) K& THoTc,

Radioactivity was transferred to fetal tissues, but
its concentrations in fetal tissues were lower than
those in maternal whole blood at all timepoints and
decreased to below the lower limit of quantification
(LLOQ) by 24 hours post—dose.

ETREIS AR RARKKICFE 1T UIZN, IR IR P DR
SEERERITATOR R CRANLMPREELND
BL. %5 24 BRI F TICE E TR (LLOQ) Rl
ET UL,

MXER (OXY— LD -A VB8 1—T4— 1 36)

(2) % — R EERA P @B
ZLUEHLBL
<BZE:FY+>28)

PEURIESY b (25 B BE) ICIXMLDFZT 125, 50 U 200 mg/kg/ B%. 1FiR 6 h'o 17 HET(BRERA

)1 B 1EES5L. FNFNORECOLVTHEYE 20 BICHE EVIBEEMLT. AFIOIE - EARE

Iz

50 R U 200mg/kg/ B CAHEKRFEDRRIRIAER LN

SHEL

SEHBN (BATENEN 108%R T 35.0%) , SHE

kEEBZONE, Fo. IXMVOFZICEAELLBIR DI R - B EEN 200mg/ke/ B TH oIz, CNoDFE

Rho, IXFVOFZIRME — iBREMERBT SEEAONE,

I % — R 82 B8 P — I & ie 22 B T (3 St ER)

It must be assumed that all iodinated contrast media
behave in a similar fashion and cross the

blood—placental barrier into the fetus.

FRTCOIVRFAEZFINRHROZEB 2R L. M
R EEBLCREICEBITISEREESS
TR,

7 B 2R (23 5 ER)
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administration during the period of organogenesis

[=1=N—1

@ ERRERE

Drug A caused ventricular septal defects in rats at
doses of 10-100 mg when administered during the

period of organogenesis.

XA L. BERARICESLREE,. SYMI 10
~100mg DAAETILERfRRIEESIEFRELE,

1B 1[E%EE 013 x4E5R)

In Part 2 of the study, subjects were re—allocated to
receive two different doses of Drug A (100 mg or

200 mg) or placebo once daily.

AFHEBON—F 2 TlE. HBHEEER AN 2 A=
(100mg X I 200mg) XIE TS LRICEUEIDFFT, 1
B 1EKSLE,

In studies where the dose was increased depending
on the tolerability and heart rate, Drug A was
administered once daily at the maximum dose of 20

mg.

ARERFLAEKICGLTREENEESNER
BRICHVWT. ERATRKAZED 20mg T1 H 1 [
‘EINTE,

i £ Y16 (23 ¥fER)

A cesarean section was performed without abnormal

bleeding.

T EUIFEITON, EEHME AL,

Approximately half of the females of each species
were subjected to caesarean section at term and
used for sampling of maternal and fetal blood

(caesarean section groups).

LBMEOMEBMONF BT iRiE I CH £
FRICHEL. BHRIMR R UG R & ERE L (F X
YIGE) o

fE-RRRAZE-IE- IR 28 (1 ®E3R)

In rabbits, effects on the embryo—fetal development
were limited to a slight increase in the percentage of
late resorptions at the maternally toxic dose of 1.0

mg/kg.

OYFTE, E-RRERECHTIZER, BIEE
MHAETHS 1.0mg/kg [CHITBEREARINEDE &
onHIhiz ERICRONTE,

The effect of Drug A on embryo—fetal development

has been assessed in mice and rats.

fE-FRRFEEICHTIER A DZERIIVARTIY
hCEHE SN TET,

With the exception of slightly lower fetal body weight
at 100 mg/kg/day, Drug A administration had no
effects on any of the embryo/fetal developmental

parameters.

100mg/kg/ B TRIBRIAEN/D I MNIIEETH7=CE
RVT. EBHI A DEEIIE-FRIERE)IGA-HD
WINICEZEERIFESEN O,

FRE&FME (13 %45R)

A dose—dependent increase in the incidence of

malignant vascular tumors (hemangiosarcomas) was
observed in two strains of mice (B6C3F1 and CD-1)
given Drug A (200, 1000, or 5000 mg/kg) in the diet

for two years.

ZEHI A (200, 1000, 5000mg/kg) & 2 FE MR EHIR 5
Lz 2 REFEDIIA(BECIFT RU C-1)ICHVT. E
HMmEES(MERE) OREXRCHEKREED
EENEBHONSE,
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The magnitude of reduction in heart rate did not

appear to be clearly dose—dependent.

AR OREAIRICBAOHE AERFERBLER
nnic.

As with a 4—week repeat—dose administration, the
severity and incidence of epiphyseal dysplasia were

dose—dependent.

4 B REREER. Bin EEEKOREE
RURBRRICIAERFIENDBHONE,

AT ®FER)

A majority of Drug A—treated patients in clinical
studies had adverse reactions with a maximum

intensity of mild” or “moderate .

SEIRAERCTER| A MR 5 SN EFEOKRZHNE
ERERULED, EEEFEATIEEE XM+
EE | Thof,

One treatment cycle with Drug A is 7 days bid at

maximum.

EHEIAICLD 1 BEOEREY—IIEHERAKT T BED 1
H2EK%E5THS.

=21k (6 xHER)

The results of these studies revealed cardiac,
pulmonary, renal, gastrointestinal, and hematopoietic
changes that are probably attributable to the
proteasome inhibitory effect of Drug A but no other

toxicological changes.

NoDHEROFER . EH ADTOT7Y-LIBE
ERICERT3EEZAONSILE. i, BiE. B
f& . EMROEEDEHONL, ENLUSNDOEE
ZiEFEBHoNHI,

NK-BFHREESHEREE (10 15R)

Live fetuses were weighed, sexed, and examined for

external abnormalities.

AFRREIOOVWTIARERIE. ERIFIEEITL.
NEREEDFRERELL,

NER-BREE-FIREE (14 HER)

In growing animals, hypervitaminosis A can produce

bone fractures and other skeletal anomalies.

BREHAOBMICHNVTERIY ABRIEEITRY
T EREEELIELT,

EEE TS (32 XER)

Drug A as an IgG type antibody may be transported

across the placental barrier.

EHF AL G ERAT, IRBERBMZEEATIEEZ
bNd,

Most drugs, whether lipid—soluble or not, cross the
capillary wall at rates which are extremely rapid in
comparison with their rates of passage across many

other body membranes.

fEBtENEDCEIREL, BEAEEFIEEMME
BE@aL. ZNEE0RE D Z{DEFIREE
B HEETMEELNEEULGEL,

MXER/ @AY= rD A VRE1—T4— L 35)




5. 5

(1) I i — A BE P98 i 1

ZEERBL

<5E:7vh>26)

ZybhExtRELE 4 BREEREZEORSHERCHNTE, 100 RU 200mg/kg DAEE T, X% 5% 24 B
FEITORFABHEOIXNOF T REZAELTH. TFNoNMEBFRECKTHLE (057~1.1) LD, IXF
ULDFZTHoy MR NI 1T T 5 CEniBhoniz,

<BE:AX>27)

1X 4 BREERIZREFEABRCH VT, KRG (Day 42) % 24 BREICOMIE D R UKEBTOII Y
FOREZRELC. RAOBITHZETMUL, MFD(ICHT2EBPOIXNOFIIRELE 1.3 KL
ETHNAXDBEAICIR CUDFZINBAITT S ENFEFR SN,

fn 3% — A BE P9 — I % i B P (27 »4ER)

Although Drug A passes the blood-brain barrier, EFIAZMZ KB P92 @139 3. 1000mg/kg DA
there was no indication of changes in the behavior | EXTCHEIZEOHKXSLTEH., (FoREDITEICE L
of rodents, even after single oral doses up to 1000 | (F&zhvo7z,

mg/kg.

Both of hypomagnesemia and hypocholesterolemia | {EIJ R LMGE R MMEIVATO—)LIMIEDEFH
allow easier diffusion of cyclosporine across the EHEVOAOARY YN MZ KB P9 E @@ LT <3 sk
blood-brain barrier. RETHhD.

FRZEORS-MEEED RS (1 x5R)

Due to the incidence of deaths in the 20~week oral | MifTULCRIFFHEAICHE SN SD T bk 20 B fEfE
intermittent dose toxicity study in Sprague-Dawley | &#% 0% 5 HMEREBRICH (TR T ORI R ETE
(SD) rats, which was conducted in parallel, the dose | £AT. 3 H BICIR 5 =% 80mg/kg H'H 40mg/kg [C
was reduced to 40 mg/kg from 80 mg/kg on Day 3. | JHE L=,

A= (100 x&R)

Among the Drug A treatment groups, the 25 mg dose | ZEHI AR EFENHS. 25mg FISF CIIIFHEERE
group reported lower frequencies of liver function ELFERVFHECAREHIRESNSEEHNMEN

test elevations and injection site reactions. 27z,
At least 3 but not more than 6 patients will be SHEEICIFLLENM 6 FIKFBDEZ A A
enrolled per dose group. hd.

Based on histological evaluations performed in the COEMEEABRTITON AR MICED
chronic toxicology study, the observed epidermal EFIRTCOA=EFHOYINTHRINERERU L
and epithelial effects in monkeys of all dose groups | RIS TR EIRERERBULEDEE Z DN,

could be described as dermatosis. 5,

R 5% 24 Bl ->&RE5 B (14 X53R)




An end—of-treatment (EOT) visit was to occur within

72 hours after the last dose of study medication.

5T (EOT) DEIRITABREREIESRD
72 BRI LLRICITOCEE LT,

END OF TREATMENT (within 24 hours after the last
dose of the study drug)

RER TR CAREREIE 5K 24 FFREILIA)

B (9 >t ER)

Drug A levels in brain tissue at 1 minute after
injection were among the lowest of all tissues

analyzed.

ES 1 S RICEIBINAE P ORE A REN ST
MREVIEHBOR TRYLEN O,

An intracerebral hemorrhage occurs when blood
suddenly bursts into brain tissue, causing damage to
the brain.

A R (LR D RISRN B EE ISR S O K
R M m) T, KICiEZEE5 25,

(%9 % EE (9 %FER)

Osmotic pressure ratio: about 1 (ratio relative to

isotonic sodium chloride solution)

RBEEL 1 (FRIE(ET MOLBRRICHTS
k)

Percent change from baseline will be computed by
multiplying the ratio of the difference between the
observed value at Week 6 and the baseline value to
the baseline value by 100 and rounding to the

nearest tenth.

R=AM U HDZEILEL. 6 8 B O RIEEN—2A
FANEDZENDK—ATAM VBEICx T EEIC 100 Zh
(3. /MBS 1 GLISHHTNEEE 2 (I THER AL
TOEHIND,

The ratio of HDL cholesterol to total cholesterol
increased significantly in the Drug A group from the

preoperative value of 0.154 to 0.179 at 6 months.

HDL JLATO—ILO#ILATA—IVICK T L.
X ABCPVOTHTATED0.154 N6 H A #120.179
ANEEIKERLUE,

NBITTB—ICH81T9 5 (44 ¥ER)

Based on the results, Company A explains that Drug
A, albeit in small amounts, may transfer across the

placenta to the fetus.

NoRERICEDIE, RAIARLETEHENERE
BBULCRRIRICRITISRIEEMENHIERF A [FER
BALTLVS,

Drug A is excreted in the milk of rats.

EIAFSYFORLTHRICHEITT S,

BAT1%E (16 XER)

However, the potential for placental transfer has
been examined as part of an embryo—fetal

development study in the cynomolgus monkey.

LU, BB ATIERNZDMYIVERVEE- g 'R
FEHBRO—EPELTRETSNTEL,

Since the Vss of Drug A is larger than the total body
water in the rat (0.67 L/kg), Drug A is considered to

have high tissue distribution.

XA D Vss BV MDIERRAIKS £ (0.67L/kg) LD
LEREVIENS, ZH A FHEBRRITHENENEEZ
pNnd,




MXER/ @AY= DA VRE1—T4— 1 34)

4. TR

MVI—1(2)ERRABRCHRAINOHREE IOESR,

<BE VIR, FYM AX>25)

ROA DY RUARCIROF I EEEFE O S VLR, IXMOFZIRVITNOSHIECH VL. £

(OBEHTHRERIFERIRICES

MR EYREGELZ, IXRMNOFZI0EOE S EZORINILE

B BIFCTHD., NMATZRAFEY 7411331~ T76%DERFH (CH o7,

TR UY (350%FER)

A series of in vitro and in vivo pharmacokinetic and
metabolism studies were conducted in mice, rats,
and dogs to provide an assessment of the absorption,
distribution, metabolism, and elimination (ADME) of
Drug A.

FEHIADIZUN ., 7370, K3, JHK (ADME) (DT
IS BTz, YA Yk A RERLTin vitro &
Uin vivolcH 11— ENFEY ENREERER R UL
BfThnr,

Absorption of Drug A occurred rapidly after oral

dosing in rats, dogs, and rabbits.

TV AR OB TSRO SR, EH A ORI
EPNTHOTE,

After oral administration, the absorption was
relatively fast, with a maximum concentration

attained within 30 minutes.

B —— sgh

BOKkER. I LLEMERS, REEEICE 30

S URICEIZELL,

BRERZORES VLR -EEREORE LZEE (48%15R)

Drug A and the trace by—product Compound A were
practically non—toxic when given as a single oral

dose.

RFARUHERNEY THHILEWAR, EEIHE
A5 UEE, GEhEERZERSBHOEL,

Drug A was well absorbed in rats, dogs, and
chimpanzees following a single oral dose of 2.0, 0.5,
or 0.5 mg/kg with a mean bioavailability of 30%, 90%,
and 50%, respectively.

FHFIAE SV AR FUNUI—[C 20,05,
0.5mg/kg CE[EFO&KR S LEEE, RINNEBIFT.
Y NAFTRAFET4IEEFNFN 30%. 90%.
50% CdH 7z,

Following a single oral dose of 3 mg/kg of "“C-Drug A
in lactating rats on lactation day 9, the tmax values
of radioactivity in blood and milk were 2.0 and 1.0
hours, respectively, the Cmax values were 400 and
5000 ng eq./mL, respectively, and the AUCO-t values
were 4000 and 30,000 ng eq.-h/mL, respectively.

123L 9 B BDi2EL5Y MC 14C 1ZHZEH| A 3meg/ke
RHEEREO®REUEE, MKRF RUELAFOK
STRED tmax {EIFZFNFN 2.0 BRI R T 1.0 BFfE.
Cmax fEXF#NFN 400 KT 5,000ng eq./mL.
AUCO-t fEIFZNFN 4,000 K U 30,000ng eq.-h/mL
THof,

WINOBFECH L TH (8%FER)

Drug A was hardly metabolized by liver microsomes

in any of the animal species investigated.

RERRELEVINOBEICEVVTEFIOAY
— LICETEHFIARFEAERBISNIOT,




Little or no unchanged Drug A was excreted in urine
in any species including human, which suggested that

renal clearance of Drug A was insignificant.

EFEETVITNOEMEICENTERHPICEH A
REAKRFFEAERSNG LD, Fol<HES
NhlEh D, EHI A DEDIT7IVAFKETG
WEEZBNTZ,

RE®RIFMAIR—~RS  FrfE 1k (28234 E5R)

A patient with a history of mild left ventricular
hypertrophy experienced sinus bradycardia 2 hours
after the first dose of Drug A.

BEOEDEBROBIENDDEZ 1HIN, FEHIA
DHEF 5025 E & (SR RIRE R U,

A single oral dose of 14C—Drug A 100 mg/kg was
administered to male and female pigmented rats, and
radioactivity levels in each tissue up to 90 hours

post—dose were investigated.

MR B Y M 14C HZBZEEH| A 100mg/kg ZE[A]
BOLEL, 55 90 BFRZFCEAB D OMRET
BERETRETLE,

A standard lunch will be served approximately 4

hours post—dose.

BE5 0% 4 BERICREMNGR RN NS,

ReEPEYRE-KE MEHRE(673ER)

After oral administration of 10 mg/kg to cynomolgus
monkeys, the maximum plasma concentration
(Cmax) of Drug A was approximately 10 yM and
occurred at 1.5 hours (time to maximum

concentration [Tmax]).

NZDAF IV T B10me/keDIZ O 5% . EHIA
DS M EE (Cmax) (ZF10uM T, 1.58F/EIC
BZELVE [ &Ei=ERIERRM (Tmax) 1,

After oral administration of therapeutic doses of
Drug A, absorption produces peak plasma

concentrations between 6 and 12 hours.

ABREOERATEORELLEE, TIEN., 6~
12EMZ(CESMEFREEELGD,

EOREEROEIL (1%ER)

Drug A is well absorbed after oral administration.

EHAREORERZORINRIFCHE.

INAZATPRAZE T4 (85%FFR)

As Drug A is intravenously injected, the
bioavailability is 100%.

ERIAIZEIRRNESTEINZD T, 2O\ M A 7R,
)7412100% TH3,

Drug A had high membrane permeability and an
absolute oral bioavailability of > 100%, 50%, 80%, and

10% in mice, rats, dogs, and monkeys, respectively.

EH A FEHEAENSC, MEREEONA A 71
FEUTAEIDA, U AR HILTENEN 100%
#8.50%. 80%. 10% C&Hol,

DERBE (& 27c > DERFE T H o7z (58 %4 ER)

Absorption of Drug A in woodchucks ranged from
35.0% to 45.0% following a single oral dose of 10
mg/kg.

2y RFvuDICH TR ZEFIADIRINZEIL . 10mg/kgD
HEROHE5#%. 35.0%h0045.0%F COEETH
27z,
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Because subjects weights ranged from 60 to 100 kg, | #EERE DIKEI(L 60kg ' 100kg £THEFH TH 7
the total dose administered ranged from 20 to 100 | =8, #8#x 5= (3 20mg H'H 100mg FTHEFH TH-
mg. /e

MXER (OXY— LD -4 VB8 1—T4— 15 33)

3. B&EM (RE2L—Yay) &

(1) B A%

BEAEYEEETEEREEEMRETIVEERIVE, BEMRETIEENENOHRERRICHIDEE
ADT—HEMRELT. NA—ADE. HEEH R, BARES). BANEHRUVEEZZHETELL, 2T
BAED)ISGA-RIBERNIA-FOHEEEDICERIERN DR HONT, FEHTY T FITZNONMEMZR LY
TPKINIA—RDBEFFHE (RUDE) ERHIE, CONIA—RIBRBEEFHTETILHICAE,
(2)INA—BEEER

BARPNERBEZEUIDNDBENRRBROBERMENERBENOIER. DI7IVARUR MBI
AEHNKEZSELCGEIRSNTZD ., RACSBWCREAEEICIIHEFHTOMLERFBVEBZoNTZ, T, F

B RUMERNEIHEEELTRESNGIOL,

BHEREIE B REAEAT (2054 5R)

In addition, population—based pharmacokinetic . ETHPOEIEEEI b FEoNLRRET—4
analyses were conducted using interim datasets from | Y AT, BEFEYEEZITEITOE,
the ongoing Phase II study.

Population pharmacokinetic analysis indicated that BEFZEYEFERTICED. ThoD)I5A—2D()

none of the parameters were influenced by age. FNICEEERICLIEZEN BV EN RSN,
The results obtained from the population BEFZEYFHERTTEHONLERIIAEHRS

pharmacokinetic analysis will be reported separately. | T3,

FERRFZESNRET )L (6%4FR)

A population pharmacokinetic analysis <{PPK BV EREEER., B FEIREER. BV EIEEER
analysis>> using the nonlinear mixed—effects model | M6EXER CIFONTLERIADEYENET—3 (1HERE
(NONMEM) was performed based on Drug A 800451, 3,000 s m) ICEDE, JEEHMEEME
pharmacokinetic data (800 subjects, 3000 E7 )L (NONMEM) Z AWV BEFEYENREAZHT

measurement time points) obtained from 6 studies: a | {PPKEEHT YD I THNT=,
foreign phase | study, foreign phase II studies, and a

foreign phase IIl study.

Population pharmacokinetic analysis <{PPK R EENREETIVER\V-BEHAEYENER
analysis>> using a nonlinear mixed—effects model HT{PPK BRATYZITLN ZEHKI A DDV RAICHT B
was performed to investigate the effects of patient | BE S RDHEEEFRET UL,

backgrounds on clearance of Drug A.

10




INIA—RDIE—)TTA-H HfiE (4% ER)

The estimates of the main parameters (total body
clearance, volume of central compartment, and
volume of peripheral compartment) of the population
pharmacokinetic analysis model were in agreement
with the parameter values, with differences not

exceeding 6%.

BEAEYBSREEMETIOETELGNIA-2 (£
BHUPIVA RIAVN— AV FMOBETE. RHET
V= MAV MNOETE) DHEEEL. /1A -SDEE
E—HLTHD., ElF6%EBALNOE,

Overall, pharmacokinetic parameter values obtained
at day and at night did not indicate that there was

circadian variability.

£ARELT. BRRURBICEoNTZEYENRE/ S
A-ANHIERBRESDFEERITLOTEIBH

2lz,

HEZEEMR (2x4ER)

Categorical covariate effects (95% CI) are

represented by open circles (horizontal lines).

ATFO)-HZE =R (95%EFERXME) (FB A (K
¢‘f‘?<)_C'RE‘TL_CL\§)

Continuous covariate effects at the 5th and 95th
percentiles are represented by open squares and

solid squares, respectively.

58— UL R U951\ A1 IVICH 1B EKE
ZENRIENENEOEARVBEATRINT
o,

AR ZEE) (261 5R)

Given that the interindividual variation for clearance
was 50.0%, the clinical significance of the effect of
body surface area on the clearance of Drug A is

unclear.

DTS ADE R ZEENH'50.0% THolzCeh b,
AREEDEFIADDIPIVACKRET FZE DK
HEREFATHS,

The applicant presumably attributed this outcome to
the small sample size of the 10 mg/m2 group and
large interindividual variation in Cmax and AUClast

values.

COFEREBOILERELT, 10mg/m2EEDAE I H
»13<. Cmax{E R UVAUClastiEDEARE BN KE
holCEICERT SERFHIIHE UL,

BRI ZEE—ERRE (EH5DE (155 ER)

As the QT interval is subject to considerable inter—
and intra—individual variation, data are very difficult to

interpret.

QTFE BE(J?(%MIEWF‘&]&WEIWW@li%’)%’é}?
LT Ve, T-HEREMTIDEIEREICRHETH
60

Both interindividual variation and intraindividual
variation are assumed to contribute to the observed

variability of response to challenge.

BEFREOELOERERADELOEZDMmM A ES
BRAEFETHENLRLOELSECHFELTY
HEHRESND,

There is inter— and intra—individual variability in the

number of cigarettes smoked.

BUERICSE AR R TEERDELDENHD.
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BIARNEE—EERA (LoD (6xf5R)

Based on this finding, in the subsequent Japanese
late phase Il and phase Il studies, the study design
was improved to reduce the intra—individual

variability.

COFf REBEFZA T, LIROERRIASIHEFER R
USENHEEER T, EERRADELSDENNSTEE LS
(CRHRERT I Ve ELL,

Because of the intraindividual variability of
triglyceride levels, the initial protocol allowed for a
10% lower triglyceride level from the target lower
limit, which permitted patients to be enrolled if they
had a triglyceride level of at least 135 mg/dL.

rIGIEY FREICREARRDESDENHBDT,
EADRERERETEE CEEFETRIELNE10%
BORTVEY FRENFRSN., NTULIRRE
H135mg/dLUA EDEBEZETHN S A ANDEFFAIS
nic.

TEZE (IXER)

residual

VR

HETE L7 (32%4ER)

Creatinine clearance for males was estimated

according to the formula: ---

BEOIHLFPFZUDIT7IVATTRICENHTE L,

Cumulative event curves were estimated with the
Kaplan—Meier procedure, and the effects of
treatment on the primary and secondary endpoints
were estimated from unadjusted Cox’s proportional

hazards models.

REARXYVMRIRIEDT SV - VMV —EZTHEL, £
BmEEB RUBIXREHAIE B (CHT 5 50%
Z(IIEMEIVIALLBINT — FETIVDDIHETE LTz,

HEEE (69%FER)

Compartmental parameter estimates are in good
agreement with those determined

non—compartmentally.

AVI= AV RNSA-RHEEER/ VAV )= P A
VMECLBREEES VD —BERLTLD,

Current estimates suggest that 60 million people have

the disease worldwide.

WADHETEENS, HRE(KT 6000 5ANID
REICBBELTSEEZLND,

Estimates of principal pharmacokinetic parameters

were comparable in the female and male groups.

FLEMFNEEISA D EEXB LDEEEE
LRIZETHoR,

RV IbIIT7—=Y T I 7 (THRER)

Analysis of pharmacokinetic and toxicokinetic data
from nonclinical studies was performed using
noncompartmental methods with a commercially

available pharmacokinetic software.

JEERREAEBR CIRoNIE BB RET - AR U 2]
ERXTADATADENE. TERDIFEM B REAZHT
Y7 EOI7eEB()AVN— AV MEEANTITO
I

Data from 50,000 cells were collected and analyzed

#HRE50,000f DT —A%UREL. COYTFITVT
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with the software.

Rt Uic,

Pharmacokinetic parameters were estimated using
the WinNonlin® software with non—compartment

model analysis.

FEWIERE) VA=A WinNonlinRY 7 +O1 7%
L/ VAVN=RAV M ETIVERHT CHEE LTz,

BHERH F 5 {E (1568 ER)

population mean

BEH(FERTHIE)

D EL(52%FER)

A mixed—effect model that included treatment,
period, and treatment sequence as fixed effects, and
subject as a random effect, was used to estimate the

least squares means and intrasubject variance.

’E. B, REIEFEBEESR. HEREES VY
LRETIEEHMRETINEAD., RINZFFY
R UHERERN T EEHEE L,

All other variances were analyzed descriptively.

fth DI XTD7ES FE BB IR AT L7z,

2= = (315%tER)

Based on the levels of exposure in the cynomolgus
monkey, the margin of safety for Drug A was

considered to be approximately 30—fold.

DIDAYICHIIBBRBECEIE, EFIADRE
B HIB0FEEZ 2 NI,

Since its first approval in 2006, exposure to Drug A is

estimated at 2.0 million patient—years (up to October
1, 2014).

2006 FE(CHHTRIZBSNTLIE, ERIADEEZ=E
(3200 FEEEFEEHTESINTIS (2014 FE 10 A 1
BET),

ZHZERE(1xER)

In consideration that the body weight was a variable
factor in the pharmacokinetics, the package insert
includes precautions stating that “blood Drug A
concentrations may be increased in the elderly
compared with the non—elderly, and attention should
be paid to the general condition of the patient during

the treatment.”

KREFENBEROLHERTHI_LEZEREICA
N, MIXELCETEEE CRIESREBELAT
M EXAREN EFITEAI8EENHILEH. %

g BEO—IREISEET I LT EHL.
EEMFET B,

H 7%= (365 ER)
An analysis of variance (ANOVA) was done with DELAHT (ANOVA) I B ERZEELTITO
application time as a covariate. zo
analysis of covariance using pairwise treatment BERERF. AD-ZVTRDIEEEEEETD

comparisons with treatment group as a factor and

Xt LEEE RV DR T
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screen value as a covariate

Dose, gender, age, and CYP2C19 genotype were

identified as covariates that affected the clearance.

BEE. M. FE. CYP2C19 I B4 THHYUTS
VAICHEEREITHESELTHEESING,

REREFOLERIBV-AEFHE ©2= (505%ER)

Collectively, these data suggest that no dose

adjustment is necessary for Drug A.

FEHBE. INODT-ANG, EFIAICOWTIIAE
FHETDLZEQ>BNEEZONDS,

Dose adjustment is not considered to be needed in

patients with renal impairment.

BEHEREORBCHVTHEREH RV ERE
ZAoN%,

No dose adjustment is required in patients > 65 years

of age.

65 mMEBNDEBICBVTHEHTOLZERT,
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