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7ua>7y ) —/ (JAN)

(2) #4 (@aE)
Allopurinol (JAN, INN)

(8) RTL (stem)

EH
3. EEAXITTHER
(b HE A
H
N N
r ‘ -‘ﬁ
N
N\ /N
OH

4. PFXRUVHSFE
452 CsHuNLO
= 136.11

5. {E%¥4 (fifiE) XIEXE
b4 : 1H-Pyrazolo[3,4-dlpyrimidin-4-ol (IUPAC)

6. {BER4A. fl4a. BE. BEHES
ez L



. HHEP BT SHER

1. YE{LFHER

(1) 9 - 1R
A~ B Ol SUTRE R IEDO IR TdH 5.
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<30 %y, 80%LL >
B (%) 243401 100 100.1
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<3047, 80%LLE>
BREE (%) 243401 100 99.8
(&) wE (kg) 243401 10.1 9.3
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80 - e G A
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20 + . IK —e— 70 7). — )L FF50mg TNIG] 20 + —e— 7 0 7). — )L EF50mg TNIG)
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0 L' 1 1 0 L' 1 [l 1
0 10 20 30 0 10 20 30
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100 100
&t pm———e-T o 0 ===
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20 | —e— 70 7/ —)L§E50mg TNIG] 20 L —e— 70 7/ —JLEE50mg TNIG]
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0 b 1 L O b 1 1 1
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100 F f e e -—
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PUE RSO 28 2 HERE] (A = U w7 §E 100) & Hik L72fER 2 TORBIRICHE N T [
FEESE L DM R R FENERER T A BT A > ] OfESEEICEE LT,
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(¥ HH )

BHE (%) pH1.2 (50rpm) BHE (%) pH4.0 (50rpm)
100 ¢ 100 ¢
80 | 80 |
60 60
40 | 40 |
20 P o— 7 0 7Y —JLE100mg TNIG) 20 L —e— 7 0 7 —ILEE100mg TNIG]
o v RS — & = (O 95E100
0 oy = = {0y J§100 , 0 & , , ,
0 10 15 0 10 15
BEfE (1) BFfE (41D
FEHER (%) pH6.8 (50rpm) AR (%) 7K (50rpm)
100 ¢ 100 ¢
ot == S R
60 60
40 | 40
20 | —e— 70 7 —ILEE100mg 20 L —— 7 O ) —ILE100mg TNIG)
INIG) = — & =0y I5100
0 b 1 1 0 b 1 1
0 15 0 15
BEE (43) BEfE (43)
(n=6)
10. &% -AE

(1) FRNADELGER - AR, NENRHRLESE - QRICET 51H8

Y L7
(2) A%
<7RAJY/J—)L§E 50mg INIG] >
100 & [10 82 (PTP) X 10]
<7a7JYy/—)LfE100mg INIG] >
100 # [10 &£ (PTP) x10]
1000 #& [10 #2 (PTP) X100]
(3) PHEBE
% L7
(4) BROME

PTP w4k

7u7y ) —/VEE 50mg [NIG)

PTP: RV =L T 4 LA, T =L
Fo—: 7AI=0L - RKIZFLUTIF— T (/LA

7u7ly ) —/VEE 100mg NIG| |PTP: AU 7RV 7 4V A, TII=U LG

1. FRRHESIHZEHME
B R L

12. ZDh
RZ YGRS TE e L

11




V. ARICEYSEE

1. BREXIEHER
TRLDEE I D i PRER MAE D IE
JaJEL, R PRIBR LE 22 £ O e iU E

2. MEERIEHRICEAET 5FE
RE STV

3. HERUHAE

(1) BZERUVHAEROREHR
WH. KAX1HET 7Y J—/L e LT 200~300mg % 2~3 [AZ/3 1 TREBICROEET 5,
i, JERIC XV BT 5,

(2) BERUHEORTERE - B
MR L

4. RERUVRAEICEHEY STRE

7T.RERUVAERICEET 518
A PRERE ZHE LN 585 U, 180 1 EEIEL 1 B 100mg #5232 F Lvy, [8.3 &I]

5. ERERALHE

(1) BERT—E21Rvr—o
LR L

(2) ERAREESR
BRI L

(3) RERIGEREREER
LR L

(4) HREEAISLER

1) BRHERIEHER
LR L

2) REMRR
LR L

(5) BFE - WEAIER
BRI L

(6) BRHIER

1) ERARERE (—REARERE. FECARERE. ERARBLERRAE). RERTERT SR
—ARE. BERFTRERABRONE
LR L

2) ABFUHLLTERPEOABTRITREL-HE - HBROME
EARPRANA

(7) Z0ftk
A L

12




VI. EMEBICEYTSEE

1. REPHICEAESSLEMX T aMEF
e PRIRIUE TR SR AN, PRI A R B I 56
TR BED D DB ORIEE - ZIRFIL, RFOEFIRLEZRT D &,

2. ¥BEER

(1) {ERERL - VEFBFF
TaFY )= E TR —RBICH LT, EARF T UORBF T LTS
LIZ K> TRBBOAEGRZIEI L, Z ORE Rl R QYR TIRFREZK T S5 96,
Flo. 7Y )= LOERBHITHLAX T b X o TF oA X —EMHIER BT
%7, [10. ZH]

(2) EDZERMIT SRR
RZMERR L

(3) {ERARINFAE - FribE
MG R R L

13



VI. EMBEICET HRE

1. MpRECHD

(1) ARLEMHEODRE
B R L

(2) BERBEBRTHERESL-OPRE
16.1.1 EMFEHRFHEHR

<7RAJY/J—)L§E 50mg INIG] >

BISEIR L DLW ZERR SRR T A RS A U EO—WIEICS>WWT (CEAL 18411 A 24 H #KA&
T 1124004 5)

Tu7l) )= EEB0mg INIG) A rl v IEEL0 %, 7 uAXAdr—_"—ikickyZEnNEh 18 (7

7Y —)& LT 50mg) MEFERAS FICHERHERE 0 b Ui R (LIRREAJIE L., 5

SNT-HEYENRE T A — % (AUC, Cmax) [Z2oVVT 90%EHE X MVEIC THEEHEHT 217 - 7=/ %, log
(0.80) ~log (1.25) DOHPFANTH V. WAIOAEY IR TR S 72 9.

035 1

0.30 o: 77 ) —LES50mgl NIG)
025 7T & I @) w2 EES0

oz | T+ L, n=20

015 |
010 |

005 |

i A T (g /mL)

] 1 2 3 4 5 il 7 8

e 5 HoEM (hr)
S ENRE T X — 42
b AUCo-s Cmax Tmax T
(mg) (u g+ hr/mL) (u g/mL) (hr) (hr)
Tary —nu 50 0.4727 0.2766 1.29 1.09
#& 50mg [NIG] +0.2439 +0.1710 +0.94 +0.43
. 0.4496 0.2648 1.26 1.18
A u Y w7 EE 50 50
+0.2162 +0.1367 +1.00 +0.39

CP¥ £ FEYERZE, n=20)
MAEFPRLEEN NE AUC, Cmax FFD/3T A —Z (3, BB OFIR, RIROTRIIEL - Ry 55 0 3R
FIFIC L > TR D RN D D,

14



<7a7JYy/—)LfE100mg INIG] >

122 385t 0 B S O KGR I FE L B LI~ S RO Bl W5 IZ 2T (B 55 45 5 A 30 H
HHH 718 75)

Twu7Y /) —/VEE 100mg INIG] & Al v 7§ 100 2, 7 A4 —"—kE D Thth 1§

(77— & LT 100mg) fEFER A B 112 & BiEliE 0 &G U Tl R iR EZHIE L.
BFONTIEYBHE T A —4% (AUC, Cmax) [ZDOWTHEHENT AT o 725, iAo £ Fr R %
MRS S 9,

09 r
08
— ol - o: 7a T = LE100mg NIG
=3 ® A O 2§00
E 06F P4+ EHRE, n=14
2 05t
% 04
% 03}
E 02t
0l F
0
0 1 2 3 4 5 6 7 8
{5t oEFM (hr)
W EHE T A —H
BhE AUCos Cmax Tmax T2
(mg) (u g+ hr/mL) (u g/mL) (hr) (hr)
Tazry )—i 100 1.54 0.68 1.6 1.01
5 100mg NIG]) +0.80 +0.27 +0.9 +0.39
A v EE 100 1.42 0.68 1.7 1.10
100 +0.62 +0.31 +1.0 +0.23

(P EAEHEFZE, n=14)
MmAEFHEEY 0N AUC, Cmax Z00/35 XA — & (1%, #EBRE OIN (KK OEERIEE « RS o 38R
ST X > THRRDATREMEN S 5,
(3) &l
LR L
(4) BE - tRXOREE
(v, 7. #MEEH] OESMH)

2. EPEERBNTA—4

(1) fAZE
MR L

(2) WRALEETEH
MG R R L

15



(3) HEEETEH
MG R R L
(4) VY73 2R
MUERR L
(5) HHEE
MR L

(6) Tttt
MR L

3. B&H (REaL—>av) #H
(1) A&

B E R L

(2) NSHA—REBHER
B R L

4. R
BRI L

5. &%

(1) itk -FeiBE P& @ tE
MR L
(2) Imi%k-fadkEaFE &
(TVIl. 6. (5) iftm) DOIHZH)
(3) Ait~oBiTiE
(IVIl. 6. (6) b DOHESM)
(4) HE~ADOBITHE
Pl v/
(5) ZofioBm~DBITHE
MMERR L
(6) MBFEAKESE
Pl v/

6. fti

(1) KREBLLRUCHRBERE
TR )= MEFT o TF AR —BIC LB I T, RSN AT =i 9,
(2) REICBEE5T 58K (CYPH) OHFE. 5=
(TVIL 6. (1) 1REHFBALL OREHRE ) OHSH)
(3) PEEEMNROEERUVZTOEE
ZUERR L
(4) REVOFEEOFERVFESEL., FHELE
KFNEIXH o F oA —PEEET S, [18.1 B]
((TVL. 2. (1) {EHEAL - VERIBRRE) DIEZHR)

16



10.

1.

. Bt

BFICUC-T a7 Y/ —/v 169mg ™ & HER 0BG L7oie, —HERZELR 0 £ F R okt s
L. B OKREIIAF LT Y =/ RHS T, 48 BER TR GEOK 40%08 R FIZHEE S
oo o BEGRO 20%25RWILO E E 48 Wi THEE DI PRS0 GHEAT—2),

) ARFIOABRHRIZ, 1 H 200~300mg % 2~3 [FIZ531) CRER S Th 5,

FS U RR—5—IZET H1ER
B R L

. BREICLSBER

KB L

BREDERZHTHE8EF
MAER e L

Z 0t
MU ER e L

17



VI. £t (EAELOZXESF) CEYHEE

1. BEERELTDOER
BE STV
2. ERABFLEFOERA
2.BE (ROBEIZIFBELLZIN &)
BHN DRIk CIBBUE DB D & 5 B E
3. PTEEXIHRICEET HEE L ZDER
BEEN TR
4.

RERUREICEEY 53X L ZOEA

(TV. 4. MEROHEICEET TR 228452 L,)
. BEEGEFNIE L ETOER

SEELEFMIR

8.1 AA|IDOFEHAZ X 0 @ik AT EUER NSRBI L, EERIERICED ZENHDHDOT, FEL, %
PENRO ONTHAICITEBICE S 2 PIE L, @Y R0EE21TH> 2 &, [11.1.1, 11.1.2, 15.1.3 &
e ]

8.2 GMEREFEMENB S £ L5 F T, AFOHEEGZHIB LRV &,

(1)

REDEREFILRAEICEHTIHER

8.3 BHAMICRIEOBENC LV | WEIBIEDO —HHREHRE LD ER”H 5, [7. BH]
8.4 AKIBGHITRENHE L -EAICIZareF o, AV RAZ UV EEBPHATHZ &,

BHHE - MEEFOHL8E

RE STV

(2)

BHREREESEE

9.2 BREEERE

(3) FrtReRERE

BHBEOHESCHGHBOLERE 2EET 2 2 L, RKEIE OB O P AL U o i A B A3
BT 5, BB AREBREIC
HEEXNRTWA5,

—

BIER DN RHR LG EREERRIFELL L2280 H Y, ETHIHH

9.3 HisEETEE

931 HEBZATIBENSEOREEOHLIEE

EMMIC SRR A Z T2 2 &, IHRENSRE IIEET 28210 H 5,
(4) HEREZ=HT 5F

FEEN TV
(5) Wi

9.5 TR

Wb AR LT D ATREME D & 2 eI iE, 16 LR M EREE EE D Lflrsh 256
WCORFETHZ L, BFER (v R) OFEYE 10 H H XX 13 H BIZ 50 XU 100mg/kg % g1
WG LT Z A, BBIR

=t

(HEFTTEAER NGB O b LTz L WiE ST g 1),
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(6

(7

(8

(1

(2

) =3

9.6 R

B EORRIER ORFRBROARMEZZE L. KAOMKGEUIPIEZ 425 2 &, & bREFLP
~AH B OZ DR BBATT 2 Z ENHRESN TN D,

) INRF

9.7 MNR%E

INIREE b G & LT IR RBR I S L TV 7euy,

) EinE

9.8 BiNE

EWILFRERFRT 280320 T, HEICHEL THREICREG T Z &, FAIOERHY
FEE LTE»LH SN S, mlnd TIEERENMET L TWD Z En%u,

. HEER

10. 8B/

AKENIF Vo F o x4 —PEHET S, [18.1 ]

) GtRAREETOER
RE STV
) pFAZE L TOHEA

10.2 BEREE (BERICEET S L)
WOEIRFOMNH T PR ZLET 2 L ORERH 5,

PRHE, PR ESE N RE L & O
ERH 5,
BIWER ORBIEETDHZ &,

FEHIN & BRAEAR - H5 18 51 ey - falRik -+
ANHT NV KR BRI ORIER 28T 5, [ RRRNT FF 47U o OEEEE
THFATY INLORAOHEE 1/3~1/4 2| THLIFY o FrAF v ad—F¥xn

BETLHZ &, ET 2, ZO/RR6-ANVDT N
U OmMPIREN EAT 5,
[P i A EXZECOEMZERL, AR, |[RKRNRESX 7 v OREZmH L.

EX e OEMEZEBRT 5 &
HEIhTW5,

7=V RPN A
I I /B Ry N

7~ U SR PUEE LA O 1E ] & H 5
THLEOREDDH D,
BEEREOZIIEE L, 7~V &
PUEEIL A D45 5B DO EH 5 ) i
BEMREOIEREZEET D L,

ARANS K 5 IFAREEE R TR O T
ERNC LD 7~ U L RBuEm A o
R#EET L2207~V VR
BRI O LR T 5 & W
INTND,

A =91% A= VAN

7T a3 ROERZHES
Do

M EOEEEZE L, 7 a7 o
NI FOFEHEEOW &S 5V L
HRBOIEE #5835 L,

RAE WOy 7arr
X2 RO AMER T 5 &
HEIhTWa,
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A

BRAAEIR - FEE 7T

B - fabRIA

VI BaRAT 7 I KK

BEMHI A RBL LI L OREDNH
BRI MR AL 24TV F fERT

DEORMEMORBICIERE T S Z

& /P O T

ARFNSAIARAN DA 25 > 7 v 7k
277 I FOFEzHET L, X
X, v R A7 7 I NEYRE A
BHEFT L L@MESL TV D,

I aARY v

S ymAKY L oM E S R
L. AR T ARE LT & o
Win %,
CrEAKY OB ERICEET
5L,

AHB L7 v 2K v OFREE
FHET A7 7 AR ol
PHERS ERT S L BESATY
éo

TAT Y

H) OMHPEREN EAT 5,
YT UREROKREEIZEER
THZ &,

Zz=hAY 7z = b Y OMAREN EF L | AFD T == A 2 OIFHZ L
RSB L2 L ORED DD, |FETDHLOT = b oM
Tx= A VOBRGRIERT D ES EATLLERESNTND,
Z&,

o F o RIEHA FHTFUREH (TAT 4 VKRBT AT 4 ) ORGBEER T

HEXRYUTF oA A —FEH
EBETAFEDT AT 4 U DI
ENERTDHEREINTND,

UH

g A OV HIV B I8 0T Y
&)@ Cmax L TNAUC 28 2 %
W EH LI DRENRD S,

CHE )V OFRERICEET DL
ko

BB, VX ORI

IFA O TN,

KHNIWOH ) DREIEE CH
HEYUFUAF UL - ERIAE
THIZD, PF D MR
FRITBEEZLND,

ROEHS & ORI L VBBICEFBLT 2 L ORENRDH D, BEOREBELTERERCBEL,
B\ £ 5 BB 5% OMBUEIR DRI LGB ICITE S ICHAOR G2 P IEd 5 2 &

) BRBALLLOREDRD D,

HeHN F BRARIER - IS 15 By - fEBRIK 1
Ry RNRBEF HIEOWRBAOS GREMEMER) B BETITRHTH D,
BLICEOWMENH D,
BTNV BEUE (Stevens-Johnson SEMERE, [FEFIZIARBITH D,
BIEIRS) NRBLIEEORENRD | FHICBREOH 2 BHE CTILEET
2 HTE,
t RkezeanF7YR HIEOWRMBAS (B, 2HMEORZETIIRHTH 5.

TroEeVU v

R ORBDBHEMT D L OMENH

Do

I RBATH D0, AREI L E
JREZIMAEIZ LD 7o BT U Dl
SIS 3 HE 58 S AU 5 FTREME 2SR
INTWA,

. BEl{ER

11.El4EH

ROBWERDB S BN ZENRHLHOT, BlEZ 7TV, RENRBD GGk E 2T
1B % 70 EREY) R ALEZIT O Z &,
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(1

(2

) EXGENER & OHER

1.1 EXLEIEA

1111 P EHRRIEIFEBBEA (Toxic Epidermal Necrolysis : TEN) . K & #h [% 0B fE 1% &%
(Stevens-Johnson fEM&E) . #IFMEREXREOERLTREBEXILEBBEME R (W3 HE
)

FRICHFBEE UL B RTE 210 L X%, ERRBRZT-LEZ2 0805, 1E> T, B, BBE
MO LN HEIIE, EBICEGEZTIEL, H&RELRNT &, o, AT aA FHIOK G5
O)7piE 2475 Z &, [8.1, 15.1.3 ]

11.1.2 FFIEBEAEERSE (HE R~H)

FIHEIR & UCRSB ., RBBENL L., BIZU Vo]EEE. [IMEREIN . AFERERIE S BRI Y Lo SER
L, IR E 5 Ol iE S 2 1 5 ER MO HERMBUER Db bbb Z R D, Fiz,
1ApERIE (BUE 1 BUBEIRIE 2 5Te) ZFIEL, 7 7V F—Y RZE STl b lEIN TV 5D,
2B, B XA AR 6 (HHV-6) FEDO T A VADOFIEMELEED Z N, FG5HIEE
HFIE, I, ITREREREESE ORI S 5 WITEBIEL L7720 | IREOHIARIER 2 & & o
NIZVTHZENROLOTHERT DL &, [8.1 ]

113 2av9,. 7F743F— (WFRLHERH)

11.1.4 BEFREREM, AMNKFELD, BEMRE. /MREDY (O3 b HEERE)

11.1.5 BUEFREOEECHFMERE. JE (Wb BEERE)

11.1.6 BFX £, BF20EE, MEMEXZECEES (Wb HEEARH)

1.1.7 RREME GHEARH)

FEEN MR, R RS O IR EHER 2N B & DAV TSI, SR X MR O A & FE T
5Tk,

11.1.8 HEWHRAEE (BHEZRH)

AdE. B, CK S, MR ORFIA T oy EREOERPOLONDLZERH 5,

11.1.9 MEAERERE (HEAD)

TR A, FEEN, BEUR. LD - PR SORERRMEEEOER 2 F O BEAMMIEA N H bbb Z LN
bD, B, AHEGEERR TRIE L2l b iE ST b,

=
N

) TDHOEIER
1.2 TO/DOEMER
0.1~5%Ai 0.1% A 1 A< ]

W EUE W5 FRPE. BIETE

IiR7:3 2 1 H M ERJE D, S8BT, IFERERIE £
U > i

¥ ik R R

THIL2R BACRIR, BRI, K N

&, T

EHER R T IE i 7 &

D & CK L5 WS, ZME(bIL5E.
AR
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10.

1.

12,

. BRRERBRICRITTZE

FEEIN TV

BERS
RE I TV

HALOZXE

14 8RALDOEE
141 ERIZHBOIE

PTP tl2EDFEANT PTP — b2V L CTIRIT 2 X 5 $5E 55 2 &, PTP v — FOFAREKIC K
0. RS A RIEREARIA L, I E B 2 U CHERRIAR SO BERAIHE L IR 5
ZERB D,

ZOHDFE

(1) BRERGEAICEIER

15.1 EREREAICE D &R
1511 EAFIIEAKEEZZ L, 1 HOREZ2LUELTHZENEE LU,
15.1.2 SMEICEB T 2EFRERE T, AFOLEGIZL Y ANERH b bivic & ORENRH 5 19,
15.1.3 EEEf% (Han-Chinese) Zxt4 & LizL b AT 5 ¢ TREICBWNC, 77y J—
(2 & %t 3% R B SE iR JE  (Toxic Epidermal Necrolysis : TEN) K ONZ J& b 58 R AiE 15 B
(Stevens-Johnson JEGRE) %50 BIE KB FIEF| O HLA B2 @4 U7- 55 5. 51 B2 T OEFIN
HLA-B*5801 (REEThH T L OWENRH D 19, 7z, BIOWFRTIZ, 7r7Y J— ik hh
T ME 2 P AP B E K OV JERE IR R 2 8 LT B AR AR OV E — 1 v S NIZBW T, £hEh
10 B 4 5] (40%) . 27 B/ 15 5] (55%) 7% HLA-B* 5801 1% F#H CTho1=L OWEL H D 1910,
728, HLA-B* 5801 OFEAFRITERKETIX 20-30%12% L, BARAAKL T —1 v XA TiE 1-2% T
H2, [81, 11.1.1 ]

(Figis)
15.1.1
JREZZ L LTRADIEKRE TRIT 57Ol TELRET KR E%L LD 80 ICHRET 5,

(2) FFEREREERICE DR

15.2 JERRERSABRICE D (1R
P ERIZIB T, FAIEOFH L-GAIC, AR RKRERGICELY, HFogirENnEnLi-&o
WEND D,
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X. JERREREARICEAY H2HE

1. FEEHER
(1) ZENZEEFHER
(TVL. 3EZhIEPCRET HHE ) OHSR)
(2) ReHFREHER
MEE L
(3) Z0thDEEHE
FMEE e L

2. BMHER

(1) BEEEE5SEEHAR
FMEE e L

(2) REBE5SHEHR
AR L

(3) BiBHEHER
AR L

(4) BARMERER
MR L

(5) &RERESHRR
AR L

(6) BFRIERERER
AR L

(7) ZohoEHESH
MR L
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X, BEMERICEYTSRE

1. AHERX5
w 7ua7y ) —/VEE 50mg [NIG) R 5 [ 3 1
7a7Y J—/VEE 100mg NIG) | ) EE—EAIHEOLAGEICLIVEHTLZ L
By | TReFY 2 —L JEl|sE D
W) 18 0.1g LF2EAT 5L OB L 132520,
2. A
EMHME 34
3. aERETOITE
SEIRRAT
4. MFWLEDTER
BE LTV
5. BERITEH

BEMERLTA N
<TFovoLsy FH
FOMoBEEFEM A ((XI. 2. FOMOBLEEE ] OIESMH)

6. R—R% - F%hE
Fl—psy A2l v 7850, YAV w78 100

7. ERR4EERR

R

8. WERFTAEFAARVRERS. REEXNBFAB. WERBFAR
<7 m7) /—/\§E50mg NIG| >

3 g 75 & 2R, S # FEEAhA
)@@ ,EJ):(J'j_E% iﬁzk,ﬁjuﬁkn ﬁ‘(%ﬁ%‘é% ﬁﬂlﬂﬂ%—/@u%ﬁ Eﬁjuﬁﬂﬁn
£ HH £ HH £ HH
R 5e . 2011 4E 2011 4 2011 4F
7uF w7850 22300AMX00727000
BH 4k me 7H15H 11 H 28 H 11 4 28 H
k744 Tury J—EE 2013 4 2013 4 2013 4E
o 22500AMX01312000
Al 50mg [T /3] 7H 22 H 12 A 13 H 12 4 13 H
Tary ) —/LEE 2023 4 2023 4E
TR I I
50mg NIG) 8H30H 8H30H
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<7wu7Y /—/VE 100mg [NIG] >

BLE R 5E KRR 3 SRAG e HE U AR e BR A
TR B4, e BB e
FEHH FHH FHH
IR 72 . 1998 4 1998 4 1998 4F
FuF y 7 g 21000AMZ00268000
kA 7 2A1H 7010 A 7010 A
R5e4 . 2006 4F 2006 4F 2006 4F
a7 8 100 21800AMX10483000
EE 7 ME 1 e a7H 12 A 8 H 12 A 8 A
k744 Tury J—EE 2013 4 2013 4F 2013 4E
o 22500AMX01311000
R 100mg 7 /3] 7H22H 12 413 H 12 4131
Tary ) —/LEE 2023 4 2023 4E
TGk ) I
100mg NIG] 8H30H 8 H 30 H

9. MERIHREN, RERVAREEENFOFEABRVEDOAR

YL

10. BEEHER. BFERRARFEABRUVZTORNE
< PR (5 EHEREE) >
NFEHH 1999410 4 7 H
W74« 7 nT v 7§
A JREEE 14 45 2 1A S URRIERFH) OWTIICHEY L

1. BEEHM
FPAROSA

12. IZRIEHARFIR (BT H1EH
ARANL, BERHAFIZEI T 2HIBRIZE D HIL TR0,

13. EEI—F
JEA 3B A I HE | BRI = — R 3 Lt 7 NERALE
W74, T e HOT (947 &% | ___
IR = — R (YJ 22— k) VAT A a— R
Tu7ry )=V
3943001F2019 3943001F2388 121031604 622103103
50mg NIG]
Tary ) —EE
3943001F1012 3943001F1730 108562449 620856248
100mg NIG]

14. REHRTLOIE

7u7l ) —/VEE 50mg [NIG) 13,
7ua7y s —/VEE 100mg [NIG) 1%,

25

I D% FEESR AR ITRE S Lauy,
PRI L DR FEERL TH D,




XI.

AR

. IR
1) tHNEERE  E kR
2) HNEER BB
3) Elion GB : Ann Rheum Dis. 1966 ; 25 : 608-614 (PMID : 5958693)
4) PHEEZIZ) © AASKBIEMERS. 1968 ; 64 : 108-122
5) Rundles RW, et al. : Trans Assoc Am Physicians. 1963 ; 76 : 126-140
6) KEBRMEZD: Y U~TF.1968 ; 8 : 349-370
7) Rundles RW : Ann Rheum Dis. 1966 ; 25 : 615-620 (PMID : 5226510)
8) FENEE} : M FRYE MR
9) Elion GB, et al. : Am J Med. 1968 ; 45 : 69-77
10) Elion GB, et al. : Biochem Pharmacol. 1966 ; 15 : 863-880 (PMID : 5967902)
11) Fujii T, et al. : Jpn J Pharmacol. 1972 ; 22 : 201-206 (PMID : 4538410)
12) JEAEGEE  EERWERREENIS~ =270 FAMWESBEUEE B
13) Garbe E, et al. : Arch Ophthalmol. 1998 ; 116 : 1652-1656 (PMID : 9869797)
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Eayand Actavis Pharma, Inc.
HR5E44 ALLOPURINOL tablet
A - Bk | tablet ; 100mg, 300 mg
INDICATIONS AND USAGE

THIS IS NOT AN INNOCUOUS DRUG. IT IS NOT RECOMMENDED FOR THE TREATMENT
OF ASYMPTOMATIC HYPERURICEMIA.

Allopurinol reduces serum and urinary uric acid concentrations. Its use should be individualized for
each patient and requires an understanding of its mode of action and pharmacokinetics .

Allopurinol is indicated in:
the management of patients with signs and symptoms of primary or secondary gout (acute attacks,
tophi, joint destruction, uric acid lithiasis, and/or nephropathy).

the management of patients with leukemia, lymphoma and malignancies who are receiving cancer
therapy which causes elevations of serum and urinary uric acid levels. Treatment with allopurinol
should be discontinued when the potential for overproduction of uric acid is no longer present.

the management of patients with recurrent calcium oxalate calculi whose daily uric acid excretion
exceeds 800 mg/day in male patients and 750 mg/day in female patients. Therapy in such patients
should be carefully assessed initially and reassessed periodically to determine in each case that
treatment is beneficial and that the benefits outweigh the risks.

DOSAGE AND ADMINISTRATION

The dosage of allopurinol to accomplish full control of gout and to lower serum uric acid to normal or
near-normal levels varies with the severity of the disease. The average is 200 to 300 mg/day for
patients with mild gout and 400 to 600 mg/day for those with moderately severe tophaceous gout.
The appropriate dosage may be administered in divided doses or as a single equivalent dose with
the 300 mg tablet. Dosage requirements in excess of 300 mg should be administered in divided
doses. The minimal effective dosage is 100 to 200 mg daily and the maximal recommended dosage is
800 mg daily. To reduce the possibility of flare-up of acute gouty attacks, it is recommended that the
patient start with a low dose of allopurinol (100 mg daily) and increase at weekly intervals by 100
mg until a serum uric acid level of 6 mg/dL or less is attained but without exceeding the maximal
recommended dosage.

Normal serum urate levels are usually achieved in 1 to 3 weeks. The upper limit of normal is about
7 mg/dL for men and postmenopausal women and 6 mg/dL for premenopausal women. Too much
reliance should not be placed on a single serum uric acid determination since, for technical reasons,
estimation of uric acid may be difficult. By selecting the appropriate dosage and, in certain patients,
using uricosuric agents concurrently, it is possible to reduce serum uric acid to normal or, if desired,

to as low as 2 to 3 mg/dL and keep it there indefinitely.

27



While adjusting the dosage of allopurinol in patients who are being treated with colchicine and/or
anti-inflammatory agents, it is wise to continue the latter therapy until serum uric acid has been
normalized and there has been freedom from acute gouty attacks for several months.

In transferring a patient from a uricosuric agent to allopurinol, the dose of the uricosuric agent
should be gradually reduced over a period of several weeks and the dose of allopurinol gradually
increased to the required dose needed to maintain a normal serum uric acid level.

It should also be noted that allopurinol is generally better tolerated if taken following meals. A fluid
intake sufficient to yield a daily urinary output of at least 2 liters and the maintenance of a neutral
or preferably, slightly alkaline urine are desirable.

Since allopurinol and its metabolites are primarily eliminated only by the kidney, accumulation of
the drug can occur in renal failure, and the dose of allopurinol should consequently be reduced. With
a creatinine clearance of 10 to 20 mL/min, a daily dosage of 200 mg of allopurinol is suitable. When
the creatinine clearance is less than 10 mL/min, the daily dosage should not exceed 100 mg. With
extreme renal impairment (creatinine clearance less than 3 mL/min) the interval between doses
may also need to be lengthened.

The correct size and frequency of dosage for maintaining the serum uric acid just within the normal
range is best determined by using the serum uric acid level as an index.

For the prevention of uric acid nephropathy during the vigorous therapy of neoplastic disease,
treatment with 600 to 800 mg daily for 2 or 3 days is advisable together with a high fluid intake.
Otherwise similar considerations to the above recommendations for treating patients with gout
govern the regulation of dosage for maintenance purposes in secondary hyperuricemia.

The dose of allopurinol recommended for management of recurrent calcium oxalate stones in
hyperuricosuric patients is 200 to 300 mg/day in divided doses or as the single equivalent. This dose
may be adjusted up or down depending upon the resultant control of the hyperuricosuria based
upon subsequent 24 hour urinary urate determinations. Clinical experience suggests that patients
with recurrent calcium oxalate stones may also benefit from dietary changes such as the reduction
of animal protein, sodium, refined sugars, oxalate-rich foods, and excessive calcium intake, as well
as an increase in oral fluids and dietary fiber.

Children, 6 to 10 years of age, with secondary hyperuricemia associated with malignancies may be
given 300 mg allopurinol daily while those under 6 years are generally given 150 mg daily. The
response is evaluated after approximately 48 hours of therapy and a dosage adjustment is made if
necessary.
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Drug Name Category
=2 T VT DHHA allopurinol B2
(2021 4 4 H )

F—A ~Z U7 D458 (An Australian categorization of risk of drug use in pregnancy)

Category B2 :

Drugs which have been taken by only a limited number of pregnant women and women of

childbearing age, without an increase in the frequency of malformation or other direct or

indirect harmful effects on the human fetus having been observed.

Studies in animals are inadequate or may be lacking, but available data show no evidence of

an increased occurrence of fetal damage.
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