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AR BHEL  HTFBE—HKREXATEHEEZ4L A
Bz EE MY KR CBEKHEERARARE -
BEKZIREREM methzHEE & %A K - AT e Bl
BERBARKZEENE - RERH  REBERL - L46DE
E B E BHELSAMRIBGZHE - B KRB
RETRARRKALIEBEELEMEIL BER2aSYWBREZEMR
B A 2LBBI RS ARAEBERE)ETHR
Ao ERBEARNERAMTEY HIBFIHFEATZAEY
Bl EALARFZIHEBEBARN - —F&mT » ERRIAL
A EREBESBR DB ERE - bk RN ER B E
BEEHINBEHFAT2REHR - AFTREALRL > THEA
BMELAENPBLE - REFPHEZNKA - HRALAIHAL
ZibbMAER(EEAR)AEEBAR/RABREZERBAEHKIRKR
BELBABG(AHAHEGF)F Ko LE B FR G FER
A o c Bt BREEAHIHRAETEZRL - FRGHK
RETAEABEAXAFBREH0.00] mgHFAFHREHI100 mgx
MMERISRBEXRAR) ELAEREL2TAREEYD
#90.1 mg HEEHABET O H #4001l mgZE #7000
mgib A4 © B 34 03 6l 4 40.05 mgZE 42500 mg - FE fx
BEUAB T EHLELAHZETREFRTIREAAL4H0.] mgZ:
1000 mg ~ % 4 41 mgZz300 mg~ #1410 mgZ 200 mgX [
BILXAE - A LEHFAT KA LEREBZXTROYEE
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RETHEEBERZA MAEELKRATITIRAR £EEME
FEHATHRABRABE (o dBAERREE»AR
EFTIBE  UBE-RALH  -BRAEBAAAILEY
ZHEICsoE MBI - AHULA MW AAE— B EZzab R
ARy THRARDEZCAYEDMERECHRXTEAHKER -

& 2 & &
AXpillzibtbhREBEZLLETHESZEBE 5B LH
o~ 5 BAY B Y EHERATRETE — &k

oo AXHMAEZILEHWAELBELETRLT X
M5 R B AREBUINETFTTHAS —RS#
BkaA kA -

B MET —RAXFEILAYH L HRARXETE S
AEBMRI(FIFEBRRAE TREL AR DNERER >
e @ 3 — BB add > H6EM#E8585RK%537
B)e RF - HERAHMT BERBBI VIR TE bR
—HAXHMREILECYWRATEAERERZS — %8B OF
OREBRTR)IRS - ERHpIMT  EAFRFHE—-FK
Xt BRRERET  THAEFTOERRHLER R
AR BBERENZERLER - RE ERHMT B
BREZX " RBAXAMECLEYER BRI GIHER 2z —
BEC AIRARBECBHAZILE W ZEATAEEH -
XHE R BRETEHMEARARAN)MER L - R E
MERZE BAEANERER K E - AEKRAREHE
MBEE - REHMERIER BRERK KM BHEHFE
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BB ABERTARNER LR EEB Z AR R XA A
BTHRBEBRINBEARZR -

LAXMAEZILAOYRAAREEBNAEBRAZIHERT
AXFrillzibtbH AL AR RELRBER —B284H7F
#o ATEAARDERALLHFUNE SRR RERA -
BRplMmET tbh/abh TEoOZARNELREH LR
WhRESE > MEELEBRB THAKRNKZA - B KA
HZ IS TRE MG BB LN Bl BeF - £KLERSF
KRR — B FNER) - EREBRALTHLE - KRB
TRBUUBABRNF PO IR EFEET  BHEZEANR
R ZHR RREREGTHHE REFKXRKEF
fal & 4715 2 -

LA MAERGEBZABIERALELEFILDEHR
EHERAERZIAGRBEELE LB EME « £ — %k F%H
P o Ho4b 8 B A URAT lip 4 B ~ & % -4 & 1c 88 3 %] & -
EE2ALAHM - RELALERBIHAE - R RFHR
Las (PNP)#p #l & - A Bt G ER 4 A - HEHHHEEHR
(GLUT)#p % & ~ GLUT-9% # & - A R E & 8 £ % 2(R
A Y HEEER)R BEISLC2ANIr 4 A - AR & T &
EHOATH 4 B - OAT 4 #l B XL abd - £ X EHF R
T O URAT 15N $ A8 BB ExXBTFRRA - LXEH
AT URATIN S i I E T2 ABBEHE - £ X 2HR
F>URAT I A% N ¥ FTXABRBIHHBILKRERIRK
BB - AFLEFAT  FRAALHBBERITRLALAER

P4
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Fe o BE-FRALAAS - EXEFAT > RE4 XA
Bt & %% - NAD'RH, 081 % fk 88 8 - NADHAE H"

—EFTRET > RCBRB AN RE - EAH FEQ-G-L
4-R2 T RAEXK)4-F A-13-"F%-5-F 8 ) FYX-

o

051(4-(5-mbog -4-% -1H-[1,2,4]1= & -3- K )b =g -2-F g5 ) ~

7% 4F (probenecid) - #% =t & (sulfinpyrazone) ~ ¥ & & &
(benzbromarone) ~ Z & A& X & (acetaminophen) - #3 B & -
JF # B B 4 X % (NSAID) ~ &€ ¥ Lk s & % % %
(adrenocorticotropic hormone » ACTH) -~ #$k K& 44 %
(colchicine) ~ # & & % & ~ 3 & - cox-2# 4] # -~ PPAR
12 2 B~ % 4 (naproxen) - 3] #4 #r 4% (sevelamer) »

¥ (sibutmaine) -~ ¢ # %] & (troglitazone) ~ = #% 3| &9
(proglitazone) ~ % — Ak 8% M 1& & ~ £ 7% 38 (losartan) ~ 4 %
B (fibric acid) ~ X =t i B (benziodarone) - K # & #

(salisylate) ~ & & 3 F (anlodipine) ~ 4 & £CH H 8 4 -

s aSWLNN ¢

] FYX-051
AXBAELERBIERZIBERITEBRI TS L 64
NZERREIREIALAY  RESbHOLARAXFME T
ZAEEMAEBREL LTRSS - 2B LH - 250
M- B Y BRBBRATE
AXTHAEABRY R LEERNBREABRZIAR TH EH 2

L
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AR ZEENFTE RO B BARRBAFILAG R
BRARBHRZIENALY  HastPWELLAXMBTZ
A MR A BELTTRHRLSZE - BERESY - F 2B
B - Z YL EMHBRATE -
AXE—FTHAANEAH R EBRABRIRE ALY F
GFREBABEYHBEHNAZRTEMERRAEN ST X &
BEARD): GABKE BA - BRAMKEMG X >~ #F R
HHOH X -FH FToR(F&EH) - MHEHX - ABRBE &
BAEMGBGPASE AREE(KBALAEFHEBR) ABKB
SHEFTRETAR - 2T _REEH  N-BE-KER
BoBRABA BASHBER - TEBRELEL - A XA
BAZLF-RRIAARRLOHANLEAN GBS E
ERRBEZIBBHOAR - LI AXABTIZITFTERLR
ABREAKXEZARXAE T XA S P AR G B AE AT X
EERIRKRE °

TREABAFT FAAXAMEZILSH RBILEHZE
B2LTITHRLZHE B -AE - BREY - KEHWRITE

st BB SHABIAERA - B AMNS

X - BXMHEMHMGEX -FH - Froar(F&EDL) MuHsHER-
REBEBSBAEAMB FAR A E(ELAERLEAETHR
BR) - ABRBELRBEFFTEYAHA H-ZT_KREBEH - 0N-
F_RERH RBRAEA BRRIMHEER - FRBEXRELSR
4 Z B -

E—EERHF ABRAEFABRSEXIARBRAR

m
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AHEF AR EMWERSLETHES2AE)ZEHE

—RAXFBTITZIILEAY £ FTHEB P BRI
BrxbtoWbROBEBRBETEYRESE P hgd
MAEABRSERBBLIBEL2HEBANRFS A LE)-
— TR F O AAXABTZILA LR ERETE
ThESE HFoRFTHABRASELA XL BEBHR T LB
360 pmol/L(6 mg/dL) sk £ H M 18 2 + 4 %400 pmol/L(6.8
mg/dL) - £ — % TG F > ARAXHABFTZILEDLERH
BRBEBTEIARARLSE AT APHABASELAE L
BXZRB(IPSABRAE) E—BFTHAF  AAX
i TXibo bR BRBATEY RBESLE R PERF
MABRZSERLABER00 mg(EEHRHBERFIIRANE X
750 mg/ R (X HERF)-

- BFRAAT ARAXABTZILASAH L BGMEBR
(&A=~ & %
B ARRAXABTXAMEAOBRWETEYE
B2E RQBIEHKB - C&B -~ HARMWH AL - F
B~ Mo ®hrFH - At OoBMRE - T RGKBER/Z
MERE - £ —-—BFTHHT AAXFABTZILAH LR
BRUODBRFTEFAZLALE  RQEBEFTQCCRERE A
(CRP)Z E RN #43.0 mg/L: O)Z ¥ BEHSESZNH

-

B2 E RQRBRBCHLAERE - £ - B F

oy

15.9 mmol/L ; (¢)LDL2 & & #» #4160 mg/dL ; (d)HDLA &
&7 440 mg/dL 5 R/ (e)d F AL E 4 & & N 4 1.5
mg/dL -
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A-—ERTHEHAF > AAXABRZIALESHERGER
(MWBRTEFABRSE  RQRBRERAR - £~ LT %A
Yo ARAXHBRTZIIAA YL ENBARETE T ABS
T ORQBEIAEAR - £ - FTHRH T AEAXMB
Tzt b A BEROVBTETARSE  RQ)E &I
REARB A—LFTHEBFT  AAIXAMBRIZLEDER
mERBRMBTEYTEARSE  RQRBEBRBRT HKIEK
ta B (Langerhans)#t § X Pap &k )V - £ — T HH ¥ > A
AXHBrzILbhEBEOBERBRWVDBETRESYABRSE &
QDR ERLEERBER/RBKRE FTHAMER - £ - LT %
HlF o RAXABRZLAY LA BARWBATELRE

SE ARQBTFTRERLEH H ML E=126 mg/dL ; (b)
e ErARzA42) %R EHBS=E2200 mg/dL
Blk(c)E m#EE X E MR AMMB L EH H RS E (casual
plasma glucose level)>200 mg/dL(11.1 mmol/l) e

E-—B TR P RAXMBETZILEDERS AR
MBEFELRBEAST  RARQBERMESZH - £ — ® g
wplF o ARAXFBITZILAhEROBERMBATEYR

R
s

«

BAE RQBEBG@BEAR - HHBEAXTHEY
hBERER/IZBEERE DR TFZEL &L (1)
B : >140/90 mmHg ; (ii)& A5 & % @ = & # & & (TG) :
>1.695 mmol/L B % % K s &% & M B # (HDL-C)<0.9
mmol/L( % #) » <1.0 mmol/L(& #) 5 (iii) ¥ « & pe & :
BBt B >0.90(F M) >0.85(k M) R/ HFH Y &
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>30 kg/m2 ; RV EBE A A b A G KA H £>20
mg/ming & & & :HJLE tb £ >30 mg/g - £ — % T H F o
RAXB 2L ERrBER(ETEY AR ’
BRRBRERGFRAUHB(ITERARBR T ZHBE £
BZAT25%)B ()R TFT P ELdmE  )F R fepk @ 2
B>94 cm(% #)> >80 cm(%M#): (i) s B % : TG>2.0
mmol/L & / & HDL-C<1.0 mmol/L & B & A5 B % @ & % &
B (1i)BH B ¢ & B>140/90 mmHg % 2 & & B % # 54
F oo R(V)ZE KB @ £ & & #>6.1 mmol/L - £ — 2t & % 15
T o RAXABAZILLYEEANBR()ETE L RS
 RAQBEFARTEZESZ& : ()EEHHMm: B H>40
ot (B M)R 2355t (L) (b)= B & b 85 3 A : =150
mg/dL ; (¢) HDL# % : <40 mg/dL(% % )& <50 mg/dL(%k
M) (A& BH & >130/85 mmHgR & A & o B & ¥ 54
B REZBEEHEAEMESEAS - 2100 mg/dL(5.6 mmol/L)
RIER B EE BYEKE -

£ - ETRHT  ARAXABTZILAD LRSS ER
(DRTEFTABELTE  RQRBEFARAETRB| - £ — &
THRE T ARAXHABRZAAHERBERETEE
B E  RQBTZAEGRELERD) £ — &% %6
FoRAAXABTZILA LR BER(ETE L RE

CR()ERAE A BRA40 ML EA)» A4 B /&

‘\-‘-

P

B 2

%
#0.5 mL/kg/h(St. £) &k & A& F/A& N1 mL/kg/h(8 %) -
SR B
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AFEBFEAT RBEARHIEeKBR(wRBTRE
BEZBBIGELREL BEN)EABTRERAL
RAER[ICEMARE - X EHFRAT > HRLARALSER
4 RAFRAACEMERTXE-—FALARE S RHE
LAY  HE-FALABRRTES  £XEHERAT >
HREAALBERRELALAFTRE AL BE—F RIS
B BEXEFRAT HARGBRZ-Hy - BRRR
o4 - R R v b B A% AR M 45 88 (HGPRT)H 8) & R ¢ & R ® R

ué\ °
o
N
HN \
ﬁi>
%"&‘r’%"% H

(0] n (o] H
N . HN N
OA);'EA% OAJHIW
k'> LfIQ " ,,// Frelot Atk

N
*%&
i . kERe

EFEFAT ABRZEAMXNEAHEY T & KB
X442 EpHATE LA~ BEEFHARARE - £ X E2FR
T oo () 40 45 o E 45 4 (pH 7.40 0 37°C)TF) » #98% % f B
BFILAABEMNDE  c AXLEHERAT  ABEAHKRERA
BREBOHLAILDE - EABRT > 8RR PRBRH-FHRAL
fe h R B ABER -

0 ) 0
N N H N
HN HN 3 /. HN Yo
o)\u I >=O 02:;\/'[“ OH O%ﬁ:u 0

534 RELB
(H g X)

EEBEAT AN AB AN FPELEREFT

gg~IZ
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AFPABBEIFNKXRBERAFT N E oMl - £ 1 &
FTAT FERILABRBFTINEBRNU - RBEBE L 4
Z-HBABBENBERNE IR I FEGAAERR
B2y FALBBRFAYMRAF LA BERK - £ 18
HTAT > BRKAALM NFZSIRSIBH P48 %8 5
ES2ERTFTHEY - AXLEBFERAT £ #EEFiH A
BMEBExBEhR D MERmABZHE  # 6 EKEL LR
HA - EEXEFERAT REABEFTHEELREASZ(5.1 +/-
093 mg/dL)#% L h B B A E 2B R AEA(A3TCT A&7
mg/dL) » £ A A MY B A TN RBS T4 - £ % %80
T oo kM EEABEER ALYl mg/dL ) KA B HEER -
% AR B JE

EFEFAT  SABRLEAFEERFNARLARASE
MNERELEANM LEXLEFAT LRAKSD A EH
Ao 7T 5F B R Sk BR B £ 38 A (#10-20%) R /%K S BE 2 B HE B R
D (#80-90%) - A X EENT ahABEEZHRTE
3
c JE BEE /B & 3 Jo
« BB EEA

KA ELBABE(RY  HL BB AT - BB - 44
i 4 (peas lentils) - B I R &l > LENKE-B - F > §
AT )

X BBy G4 KB F TR T AR (aspirin) ~ A K B - R &

B -~ 3 72 & (cyclosporine) - =t & & A% (pyrazinamide) ~ &
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B¢ T B% (ethambutol) ~ — £ Z a B EH R — LB ELE R
o KR AR B R W REF KB
" HREAERBEAL > ALES BB RERNZ KRR ILGE
wRHER - GALRE HKEBRLEABR) AT EHEZI A
B~ htiEmE Baltia -GKReapbtina &EH£F
B HEAMMBREAKECHEANRRE - 3 FRRS K
ECFm SBRBEERAMEREBELARBHZRAEK - AHBHEE
ZHEFZARK ARTRELTZT SHA
o« i 1R M BR AR A
B HREREFT (B o ATPE B o » B RABRBBERD)
CBRENBBTER "THBFERRBRR,) -

EXEFAT SABRAETHEEER EHAUATHER
AWM
- B R
< BME BB X

ek ki PR SRBE S B (B E)
« BBt A ¥ 8k T 2 UL A% (J8& B % (tophi))
B AEFFTZRAB(AETRE)
B LE THRIARHERIETHERS
A
&5 R

BRRZERELBIY T EAAEWBELLE  BE
2 #2080 R20R A EAB2.7% B AS51064 % £ B &
FANER  RBREAEFIHFPHLELHKHTEFT RLG.8%RK340%
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FHEHILLOVRITOE ) FHBEF L4405 RAE50% &
HER(ERAREETREAFT AN LN R - AR EH KK
TEHR M)  BBRERRZIHERF L£1990F 1999 M & F
TZL2IHETFTHZS52 REHE B RAESRZEGA
By c  BREABHFAEALXHBEHZIHREFTRL - £ X ®FR
T REAAMGRZ-—HBERFTALYVKX SR AMG LB H
Z#H5%  AFEHEAT  FTRBRALE H R AL£10-18%
EARBRXBRTEALEARIERRLETHERARE -
EAR PN
ERSZEHFENT RARASAB LEFW - £ 3% £ F R
T o AENEEZLRABRBRET RBREAARZEHKLS
R B HEL H40% 6 Bk - EEXSEERAT KRB B A
ERmEEEHN S  AFTEFAT > TRIAHD
o HRABRBIBAR - EAXLEHNT > LERLB L
RABH(RRL)EMGB RAER TR AR > ERH&HHFX(H
BR) EFEHERAT  EMBRGER)Y R/X M &6 F 8
(FRBI)FHAALHEY  HLEABHWZIETRLEBRS AW
BB RAEAFBIAEROEFTRR) . £ £ EH R
ERMOEABENAEY LB R EREBEREH®KALG
B EXEFAT  RARAEEZRBEHR W - A X BEAR
T REBERZIEMBRAEHETRAARMKMGOBSG R A
B AXEFAT AhBBzafimin: 288508
e X ~ B X AREIBRAEATFETEFTABRRES
E o AXBEAT  RBAMMGE X 2B A Ao B
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A EHAHT289 mg/dLZ B3 F ¥ ws5E AL LA E>9 mg/Dl
(530 pmol/L)Z 1B 8 ¥ 3% m & S04 - A F LEHAT » &
ARAZERBFATHRELTSEARXRBER(OFY "THEAMK
FAE, ) AREFAT BARFTREIHFHMENR
MEMETHRERE  AAOABRENEBYE ¥ ALK RIRE -

AXSEHERAT > RRACIESZHEEWN G H XM MEH XK
AMEFE - RBBLIBAMS PAR  ARBILIBLEFER
Ytk  AaERAEEAELEAETHARIRFTER(FE L
WAR) EBXEEFAT L RAELEEABEE A HAE
hREZBERTHEL RAEEZAELRRKBEH i oK
#5455 FHewRRtLEEFF)ZERTHLE -

E K

EXLEBFRAT > RABAFHELEEBR  BREFFTFLAR
B R AFXEBFRAT  ERAOEREHREMEBERARBAR
Mo ERBEZS®  MOEBRRAWHABAERESF ZH
LR BEE - AXEHFAT #HEBLIHEHS-I0K > A HH
ZHEEK EXLEHFRANT EHE/BERAFTETHEK
KM ERERMAZEFNFLEL - £ X BHFRT
BHABEERAMG  ERER - ER - -EHXTRAE/KH
BHBEEZTYERR -

%R

AREBEAT HOBEEBELARIRSGERBRA - £ X%
HEAT > R EABRFEENMRERARBR - £ X £ FR
FTo#AARTEHREABRR  URAT 1 ~ F R4 A1t
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B RRLEA8 > RELRMLERE - 2 ob i 81t
B (PNP)4p &I & ~ A B B E R (URAT)Ip 4] & ~ # & B @&
8 (GLUT)4p %] & ~ GLUT-9% % # ~ 2 ¥ % &% 9 £ %
2R AN H BB ER)R BISLCZANM #I # ~ £ M2 &
FHEPEOAT)H I B - OAT4Hp H B X L @w b - — & &
TORBAABRZBBRADRY ABRBHEZIAR C BRAH
M RIDEAPURABERMGES - £ L L2HERAT
TRHERBERDEERBRENF - EAXEHRLT > B A
HMEH R —HBRERTEAELK -

Die RBEEM - EEREFERAT » 28R E M E %48 H
ZEARBRERBERTAUTEYERTE B BRI - 8 E
B2 ~ JFHA BB X % (NSAID) - R ¥ L & % #% & (ACTH)
KKK E - EFXFEFAT > BEEHE B RALEL2E 24
HAFREMNABLARRZIBLBFLEEE - £F LB LT &8
HEKE S RBBEREN AR BIR/ABEERE
BMAER -  EXSEBERNT > LlleHIEREWES KR
ELEEFYELETABERBZIELERE -

I)FEBUERNE  EEEERNT o b kB4 ERE
T EUT AR RABERBEAZBE - £ — B HR
T oG BREBEORD KB EL (B B RE)K A B &R
(Blda HERAF ~ B8l ~ RIRBRE)M w REBEBERETR -

ERXREFAT AN EEHABRHEAR  RoFRES L
BRAEMBRELAE2EIBARAEF T+ 04 % -
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o n ‘7'# K4 ~—
C @ HoRoh —- AEB
L NN 1A RA N e/

B R84 R R4 ENTY

AFEHFAT A RELRRRZALZIERBLD(FR
ZRELAENBLEBETRERGOHEARRE F 2 iam) EHHR
SR LB ZER AELALBALATRFTRLAHILAS
FEARF R AW K - ERXEHALT 0 £ ARH
A e e 8 ¥R ok B B & R 4 (alloxanthine)(& & ¢ B
(oxypurinol)) » R 7F & % B b AL 8 H Al - £ ¥ LB R
T o AEEABE AN EELALBLEE AR 2E 0
BRAHTARBMBR M £ B ELLARARER - A FEHFR
T roeAMPERAN EEMEALFRAEN B - TR -
HFEARLE X ZRGSRBORE - £ FBHRAT > I4FA
ZHBFAERTAHARZREM SR I A BRN2% - £3] A
B EZBEZEH208F 0 REBERBREIERAAARE
B o
X EFERAT > BEAKRB(Hl o A4 > RUWBFR KSR
EE)E i BHLE - AXLEFAT ARFEFIEZ
By BERMEAT > BB ABRBEXHE A
HF o AEBHERNT »25-50%RA AR LB BEARRAET AR
o H kA BEHEE<6 mg/dLe £ R ERFAT @ HARGH
ARG aEpArat HHEHAXRKGTREBHERRETRG I
e  AFBBEAT  Z 02— BARFLAHARFAARX
ERXEHEAT BRAKA%BBFTEREALE S - FHER
E-RERE L -

o

156924.doc -88-



201210585

wEEL TP EMBE

AFEFAT  BEAEASMTEIEHR "84 FHH
RE o —HAFRLESEABELE > BB AN T
TREBEBWME  EHABRZIEHRBERY c  AZRERT
RBSONREEMFTREIEAHREARBR - £ LT EHAT >
STHFRBRRAIEHEMER T L EXRHRE T ER B R -
EXFEFAT  FRASTEMHBRTLERBEREAT
FERRAEZRE - AXLEBFAT R GEBEES & —
TRENS BHRELSCBESBBRLRENEHLBERLEM G X
BahBbhEaMR LAXTLEHFRLT > 47 FHERISH®
EREBHERELEEMLEBRAK - £ XS H AT > &4 H
R EAEREFEN BT A8V HRAELEM MR
R o

B -5 = K E 1R FH

EXEBFRT @ $H-2 —REZHF(OINSK & KE % #)A
TEHAAFTHOE B ER - AXE2HENLT LNSH &
RRFL-BRALGHRMLERS B HGPRT)Z K E R &2 @
R EFEHFEATFT  LNSAHXEHERER - £ 2 2F N
T LNSHEANMAZREY - EXEHERAT > A EER
BRERR FTRMAZHNRATES hEs  HAB A%
F—FFHR - EXBHEAT B EFETRAEREE =
FHRBHEREBRITAMBLRBRFH - ERFEN) £ 1
EHEAT LA ETEAHNEF TPERARLERARET M
e ERABEHERAT  SAESRWNELLEHK AaHEH A
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B - E B X iz @ R S MM ¥ K M K % (Huntington's
disease) P A R FH R 2 T4 EH - EALNSZEHw
FREAR - EFLEHERAT RE&ELREHOEALNSZEARY
B#MESINAAHSE - EXLEHFRAT > 85K EHLNS
ZEBOTAMEFTRANLGIR -
% R B JE R A E R
LEXEBEAT > ShBaERNEAR S EEBKB(CVD)
Bl BFmrz@BF  AXLELHFEALT SABK0ELRH
RARATHERAZERY SL2TH 58 AHMNAEBR
M MEEETER -ZBAAFH RBRHEE B
HhiEhE BRESEEBZTORBEE - ZKREF &E
& # % & s (hyperleptinemia) -~ & B Bt ¥ © &
(hypoadiponectinemia) ~ J& ¥ & Ak ~ 38 & Ak & B K & A&k
BB RBAEREIL s R AR CHEBRE®R TR -EBERE
BB NEASREBESR - AILBER -FEAESS RN AEFE
EABR/ZCRELEAAENS - AXEHAT &
GFEaEANEARHEEMW T cHEH) 308§
BELAER/REBEaBEFTIEARY - A£XELEHRALT
ShELERARNAEARBEZEHZIERTY - £ X LEHFR
T oRAARMMOGEIETARCMREZ AR v - £ —
el Y MERRAAXAEZCSHER N FEIKRER
S AhBEOERFMZIERIBARBM OB RFEFZTEME
VERBRIXRBREOE(EFTRN) SGBATH - S2B &
MM BRKE W HEEEELA-EFAEFR - BREK

5 = B
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E St BRHELE  RKHEFTEBEORESE - 3RS
Fhi SHRABRFLE KEBHFTLE  AEHK - EH
BB KEIRRE - RMALBEIL - Ao CHBEED - F
B ~BBAEMEBZRE MNEHRERER - ALEX FE4
EHSE AEFAEHAIZIR/IRC-RELZTEA2EAG -
—EHRHBRBEEBIIETU AR A BRI ABERNET
FEYABMAOBRZII A AL AR BERERAEKEZ
A(Mesh - 73— FHGIBEFTE AP mHRBamA -4
BHBERRENF - BRRAMHG X  SABELE S2E -
BERRBE - RBER - H-F_RKERERE - N-F - KE %
BHFR FHED - FRE-MEBRX -MH X KB
B FEHF B FTRBRAERE S AR BABR - RE
FR-RE LB BBMHPRS2 s X L ad - 5
—ERBRHIE AP R KLEER
A-—ERRBE-— T LR AALEERBRRAZIE =4
By - A—FRBIREFE > L F % - %% A URAT
lip B ~ R R-2 A dgip B - FBob & A8 - % 2%
SILBERBIGHBRELaS -5 —FhRBIRBEIE  RE
BB AR ERE - A LE - FYX-051HHE @b -
ST FT ABREFTERAMNEB AL WL B ZR
AR RAROBRBRARIALEZIALAY - £ — % F 5% 4
FoORABREFTERAABILADERZAR B KZMEE
BRAXFAEZLAY AP HRANABERABRDE 2 F B
Geo—LTREF  TERRBKS LB KK E DR
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RBEH LR -

AT HEAT > GEHRKAERAXAEZLESHERD
REEHH IR ELTFTRE -

E—SbERA T o aBBERAAXFEZILSAHERR
SRR BREERZIAER -

A-STapF GEHRBKALAXAEZLSHERN
MR JE 48 Z B HE M -

£ 4

AXFEzibAY  BEMRFEREADERFE K
XAEZHEEZEE HEZFTAOLAALATREFHRAA
ZIEA BB YERE NS HITRBAXAFAELZ &2
FEBRFAERELZRAEL - BEZTATTEE TR
B HLLEEXR - E2LSRNAMH - BRRKRE R R/
HEETRIBAERELEMER A TRELZ LALLM E
HMR/ZER RIZRERHALBANRREREEIRBLE 4
Bo. B R BB EAARERER - LEE R

HEEREZER Sl EASTRATHRABEZRT

BREMOARREANABERRBOARL - AXAMALZE
RSB ER/IABEBEEIRERBEE > LB - HE
+ - @& @& - B HF T B (formulary official) R R #A M A B -
A—%THRpF FANTEARYGELHES -
AXHMBEZLAHTANSHAREARR XA - Bl M
T AXAMEZILAMERIRAALA AL DAL TRANAER
BABRadIiAAinAiARl AR AN EZTR/AE
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AN PLIR - A —FERIUBEH B X558

CHWREZ ORI EBAZIEAABRARRRILANWRERE 2
HRaBEIRABRETHERASHAELA IR A EFTAR
EFRE HWGRAZEEAKXGUMAG oA ETAR®EB
8 Bl M (disease association) ~ 12 3£ 1% H 58 42 -~ fm BB £ 111
(cellular localization) ~ AR & - A/ - &#B Xtk - T4
VERABRAZ A LA D AELEZI A FLETH SN KR A
TR B BT E M -

MEBERANRABRLERS  AEAXLAHR AR TER
WS - MR RREE AEEALSY - BE &Y
BEBUYHBKBLER  ZEHHOEE - AR -

RATHARBKZEGREFEE-SHALG T ALERZA
CHREBEREIRE M TR B KB B2 2R
NEMFTABRPATEHNREBZRE - A XTEH
RIFEAARA FAELFEHER S 245 F 93 %R
MM AGELE BREZERA FRELASMAX&EXR L
HERFCZHREPTFURFHRERB I ERALESDT
AL - B-—HBEAB/EHRERBTH IR T LA
RiTHF oz HFirHEIE -

y

I {1t 24 &
ol ReEXT-A)z sy
R(I-A)Z Lt HTREXATEARAAZR Y H ¢
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Pd(PPha),
K,COs NazCOy
R® DMF R =B R® _ MeOH/MOH R? .
R2 RY n/2h R2 80°C, 12h R2 RS n, 2h R2 RS
— RI Rb — O R® Rb —— O Ra Rb
! - A at
R! SH  pegb s)ﬂroa BOH, g e R! oM
Br )Sroa ,+"R2 o - RE o
Bf e e
o] “'RJ:;LR“’ gy R .RY RW
R* RX R*

KB LA 2-(4"-F 28 K-2-K 5 X)-2-F X BBk

Pd(PPh3)4
K,CO3 / DMF Na,COs3 MeOH/MOH
iz = @g 80°C, 12h .20
OEt B(OH)z >§(0Et 5 ><n/OH
; SH oa | ><f(
Br
FHRA ¥

FERA2-2-B XHA)-2-FARAKT B
2-3% X B 8 (0.99 g 5.0 mmol) ~ 2-/&8 TE L B (1.17 g 6.0
mmol) & K,C03(0.966 g » 7.0 mmol)» DMF(2 mL) ¥ /& 4
MAE TS THBE2NE - Fw LB CELRBKERE K
A #HIBEMgSO)r RE B #E BB E&&IL 53 2-(2-1%

EHA)2-PA AL BE(1.34 g 84%) -

FHB:2-(4-RABR-2-AAK)2-FTEAARKLE
B2-(2-2 R A )-2-F X B &85 (151 mg > 0.5 mmol) ~ 4-/
£ ¥ A M (76 mg > 0.5 mmol) ~ B KERQC M 1
mL) & Pd(PPh3)4(29 mg > 0.025 mmol)» — 8% (2 mL)¥ =
RAMMALIST$E - FH R A Y B o 280C & #HF 12/
B - BARKRERASYH > A LB TEFER: &K
(MgSO,)r R BB BRI LIt » FE2-(4-RAHK-2-

A A)2-FAAHKCTEI3 mg 57%) -

FBRC: 2-(4-f A8 X-2-AmHA)2-7F4
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2-(A'-A A X-2- A5 A)2-F KX %8 ¢ 8 (93 mg: 0.286
mmol)f# H LM AKER(1I M+ 2 mL)» F 8 (4 mL)+ 2 %
M AEOOCTHR#FI2)NS - BEHERBLAYWUS R T E -
BMAABLBIKE  BEEGEHK - £ BRI ESIE B 2-(4-
A RK-2-A 5 K)-2-F A BB B8.1 mg 45%) - 7 4%
8l EW2-(4-m P EA S R -2-XmA)2-F X %K & (38.4
g) e
1H NMR (400 MHz, DMSO-ds, 25°C) 7.67-7.72 (m, 3H),
7.48-7.54 (m, 3H), 7.37-7.43 (m, 2H), 1.33 (s, 6H) ° MS
(m/z) 296.16 (M-1) -
% %] 1B-1G
TEFPZILEHBRBEHIATHEZRAFAREH - 4 A
2-R-4-R AR BEAREDTEBEEHSIF 1G- 1IR1T -

ECHET HNMR (400 MHz, DMS0-45,25C) | MS (m/z)
1B O 8.06 (s, 1H), 7.92 (d, J = 8.4 Hz, 2H), 7.61 | 355.99
SK(OH (dd, J = 8.0, 1.6 Hz, 1H), 7.35-7.52 (m, 6H), | (\141)
O 0 1.18 (S, 6H) °
0™ "NH,
1C O 7.71 (d, J = 8.0 Hz, 1H), 7.29-7.69 (m, 7TH), | 301.15
s><,(°*’ 4.88 (s, 2H), 1.32 (s, 6H) (M-1)
0
OH
D 7.72 (d, J = 8.0 Hz, 2H), 7.55 (d, /= 8.0 Hz, | 308.10
s> 2H), 7.43 (dd, J=8.0, 2.4 Hz, 2H), 7.35-7.38 | 14,
0 (m, 2H), 7.28 (dd, J = 8.0, 2.4 Hz, 2H), 2.66-
) 2.74 (m, 2H), 2.12-2.17 (m, 2H), 2.02-2.09 (m,
cN 1H), 1.91-1.95 (m, 1H)

156924.doc -95-



201210585

1E 12.85 (bs, COOH),7.23-7.42 (m, 8H), 5.27 (bs, | 314.37
OH OH), 4.58 (s, 2H), 2.63-2.71 (m, 2H), 2.12- (M-1)
2.17 (m, 2H), 2.02-2.09 (m, 1H), 1.91-1.95 (m,
1H) -
1F 7.37 (m, 1H) 7.29 (s, 1H) 7.23 - 7.29 (m, 1H) 341
Q _OH 7.15 - 7.23 (m, 3H) 7.11 (dd, J=9.74, 2.90 Hz, (M-1)
1H) 2.58-2.5 (m, 2H), 1.98-1.7 (m, 5H), 1.01
(m, 2H) 0.75 (m, 2H)
1G 7.90-7.97 (m, 2H), 7.57-7.65 (m, 2H), 7.56- 327
%OH 7.68 (m, 1H), 7.44-7.52(m, 2H), 2.48-2.50 (m, (M-1)
2H), 1.92-1.94 (m, 2H), 1.72-1.9 (m, 2H) -
1H O 7.68-7.72 (m, 3H), 7.50-7.56 9m, 3H), 7.39- 296
s>§(°” 7.41 (m, 2H), 1.33 (s, 6H) ° M-1)
<IN
CN
11 F O 8.23-8.30 (m, 2H), 7.87 (m,1H), 7.70 (m, 1H), 376
SQ,(OH 4.43-7.58 (m, 4H), 7.28-7.31 (m, 1H), 2.48- (M-1)
o} 2.51 (m, 2H), 1.85-2.02 (m, 2H) - 1.68-1.75
OO (m, 2H) -
CN
1J F 0 7.35-7.41 (m, 5H), 7.24 (m, 1H), 7.15 (m, 1H), 331
SerOH 4.59 (s, 2H), 2.56-2.60 (m, 2H), 2.97-2.02 (m, (M-1)
O 0 2H), 1.77-1.80 (m, 2H) -
OH
E#H2: 24 XB)xits
RAB)z oW THREXTEARLZRAHE ¢
Pd(PPhs),
KoCOs NayCO,
R? DMF b <Y R . MeOHMOH R
R2 R¢ nt/zh R2 80°C, 12h R2 R t, 2h R? RS
R RSZ;,o& o R).qbroa _> R)aq/o M
R1 SH pags s BOH, g s R' 0 ohd
Br BrR R OEt (o] I :.-“R‘ Z (o} RN 0
0 RN RN K SN N
R* R* RX
TH2A: 2-2-(6-B A Awg-3-E)EHA)2-FABHHK
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Pd(PPhs),
KoCO3 / DMF Na,CO4 MeOH/MOH
rt/2h *‘f“ 80°C t, 2h
[ :L E j\ OEt OEt OEt
SH OEt ><ﬂ/ B(OH)Z SX‘J F8C s>§o(
7 3
N N

THRA2-(2-2 X5 A)-2-FHAAM L 8
2-3% X B ® (099 g 5.0 mmol) ~ 2-38 T & Z & (1.17 g 6.0
mmol) & K,C0;(0.966 g > 7.0 mmol)# DMF(2 mL) % % ;& &
MAEERTHEME2INF - FLBLEILRDBKLKAEE
B HBEMgSO) BREBLEDE W LI > 415 8 2-(2-%
XA A)2-FAR® 8 -

S BB 2-2-(6-B A A wg-3-A)EHA)2-F £ & &k
Z B
AF2-2-F XA A)2-FEAABEE(IEE) 6- & & abwg-3-
AW (1% %) B&MAERQ M> 4% &)&Pd(PPhy),
VOSTEE)VN=_BRTZIRLAUMA - BEEH LAY &
80C F #e 2 » A K sk #% > A ¢ B ¢ 8 % B > &% 1%
(MgSOy4) > R B £ E W Eeit -

FTHBC: 2-2-(6-BARARE-3-R)EHMA)2-TRA AR
2-(2-(6-B A A g -3-A )R A A )-2-F £ & & 2 8 (0.286
mmol)$L & & LM KA R (I M 2 mmo)H FE ¥ 224
£LO6O0CTHHIZNS - BERBERBLLSM > Bt BA
BREGEWH TSI, EEYE R -

K63 BEKA-C)z s
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RICOZ LAY TREATREAALZRHEH -

Pd(PPha)s
KzCO4 N32003
R? DMF R? el £3 RS . MeOH/MOH R? i
R2 R¢ ti2h R2 80°C, 12h R2 Ré T i, 2h R2 RS S
T.’ Rl Rb — R® Rb —_— R? Rb
R! SH "2. R".' S)SrOEl B(QH)z R! S)SrOEt R? S)Sro M
Br OEt - RE 2 (o] SR 2 o}
Br | : | |
(o} ~RY N R¥ “-.Ry \N R¥ '~-.Ry \N R¥
RHI3A: 2-F H-2-(2-(wg-4-R)RBMEK )R &
Pd(PPh3),
K,CO; / DMF Na,CO, MeOH/MOH
tizn = %*‘” 80°C 2
OEt B(OH)z >§(OEt ><(OH
; SH ><“/OEt |
¥ 5B N

THA:2-2-BRAHE)2-FEAAKRTEH
2-3% X728 (0.99 g 5.0 mmol) ~ 2-2A TE T & (1.17 g 6.0
mmol) & K,C03(0.966 g 7.0 mmol)# DMF(2 mL) ¥ Z & 4
MAEETBTHRHE2IE - AL EBELELRBKEKRAE R
A8 0 HBE(MgSO,) > REAE E R W kL 0 5 B 2-(2-4
AEA)2-FARABTE -

$HB: 2-F A -2-2-(wg-4-R)R B AR K T B
B2-2-2 X A)2-FAABKEBE(IE E) hg-4-XMER(L
&) BmEEMAKER(Q2 M 4% &)RPA(PPh;)4(0.05% ¥)
N BRFPZREUMRA - EHREH » £80CT Ao
RARMB  RLBTEER: > HHEMgS0,) RELES
R ¥ ik &4k e

HEEC: 2-F RK-2-2-(wh®-4-K)RXBEK)A B
2-F K -2-(2-(wg-4-B)X B A)A B T B A LALLM KE
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BROAMPFEFZRADAENOCTHIFEI2/ 0% o 3 22 4
RERLESYH Bt BELEGEH LGy ER -
II. £H 2 £

B4 AURATI-H & % & & /733 4

%o ATCCFR i £ HEK293 A %8 B ¥ 4= B (ATCC# CRL-1573)
ZEMEM®@ &8 K X P £5% COR95%F A A B F¥m o
o W ¥ AT > & A L2000#% # X & (Invitrogen) A 4 &
URAT1# % 28 48 4 HEK2934m f o 24/ 65 7% > 4% 42 8% £ 4
BAEI0 cma B BARTELARIR 2 AASAHZELRE
E %0.5 mg/mLz G418(Gibco)#y # # 4 kst % K B # %32
A HSRBEEAENHE > TR FARC-AHAE
& M o % HEK293/URATI1-# & % s 2 5 7L 125,00018 4= j&
ZEREEMNR-D-BEHEEH ZI6ILIAR £ -

o B BHFAITCT A KRBEQO26/ ) &4
EEEE B MA250 plk & EHR(25S mME &4 - 10 mM
Hepes pH 7.3)i# 47 — R B R B A A - B4 R &
MAVC-RBE-—RANARIEHERT  BHRLEEA
125 pMA B B 2 4t tb B 4 54 mCi/mmol - & & £ & A
125 mME # 84 ~ 4.8 mME # 8 4 -~ 1.2 mM& & — &
9 ~ 1.2 mMEIEE 4 ~ 1.3 mME B &S ~ 5.6 mME B 4 -
25 mM HEPES pH 7.3 - £ ¥ B F3 FR1040 48 » 3£ % A 50
ple &R A BIKRBLA250 plh B EH R AERIR « &
o Microscint 20P M /A B B £ £ 8 T F R E 4 & o
# % 4 TopCountiR R ¥ L i B 4ix A 4% 2] EC504 - (£ A
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Enomoto® A » Nature, 2002, 417, 447-451 % Anzai% A » J.
Biol. Chem., 2004, 279, 45942-45950 < )

o A X Al 2 b A R L H AN URAT-1#8 2 46 T #
Wz FREFRAR BRETFTHTERF £ F
A% T BCsofi £ <10 uM £ >0.5 pM4s B /I ;
Bk 57 ECsofd £<0.5 uyMZ>0.05 yME B W 5 &
C#%k = ECsof5 £<0.05 pMZ>0.001 pM&E B A -

URAT-14
44
Kol | & 7 i 2 C14 ECy i

(LM on
1B O © A

O S OH

’ % :
OLR o

1D O 0 C
LR o

1E O 0 B

OH
VLo
1F O ° A
A
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F O SQ(OH
1G O o C

AXAEZEBFARAETRFEENARAMLBE B LA HRT %

FERWERLBZIERBARAE R OELERTY FEZHW
BAEBRAEMTHFEHNEBZESA -
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FHEFRAE

(ARAEXKX - MARBEBRT  HHEELH  XERTXTHTRE)
X EHER: (oo >v 24

X ¥3%8 XIPC 43 : €876C0IDAGTIKG

(vo. b (5 Atk 3@z ~~1601)
— ~BRHLME  (P/E) //éééi\é: 3‘4273“ 2006:01)
o\ 3l Q35
- R 2 A s (20006:01)
- ZF% )lLZ)ﬁx@Egﬂ.a %&-ﬁ"‘ifﬁ 75—/357 Q“( /g (2000 01)

PHENYLTHIOACETATE COMPOSITIONS AND METHODS OF USE

- PXERABE
AXBEAAN AT L RABRLBEXLH 2 F L2

HEWARALERA X - £A—BFTHEHGF > AXAHEZIES

MANERIATRAR S EEERM YR E
R"XEARHE

Described herein are compounds useful in the modulation of blood uric acid levels,

O

formulations containing them and methods of using them. In some embodiments, the compounds
described herein are used in the treatment or prevention of disorders related to aberrant levels of uric

acid.
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- PHFEHNER
. —#KX(Dzish

R3
RZ 4
R23 RP

.-RZ
R 2 ol
\
\ x> W
R OX (D

-
#R' R RER*#®8H- % - -CN- ClZCéx
A ~CIEZCO & &4 ~C32CTH i & K C-31& 3 A 2 38
R°AR#%EAH - 1% CIEC6 & ; HR AR @ & s
EHEZERTRBEAAFTAASAIX2AEBO - NAS
Z 3B FH3E ~48 - 58 K68 & ;
MAH-CIZCAR AR B E B TR S 2 HeTF ;
W24 N#& CRY;
£ +R"BH-CN-CF;~ CH;» OCH; » F&Cl ;
X & N CR™*;
HPRBH- 8% - -CN-ClZC6k & ~ ClECo8 &
2 -C3E2C78# % £ -~ -OH- -SH- -S(C1ZC6x
%) - CH,0H - COOH - COOR* - CONH, -
CONHR* % SO,NH, ;
EPRBHKXCIZC6x £ ;
R*AZH- 8% - -CN-~Cl2C6)x % -~ C1EC68 & £ ;
R°AH- % --CN-CIEC6 & - ClECOoB A £ ; %
REAREELMABZBRF RV AAETALERNKZ R
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BARAFIX2EEAO - NEASZ % B FH58 %68 % -
ERPZSBER6ER AP - TP R FHEE
AR s AR -RZ-RPR*VRY-R*- RV R*¥ 2 %
v —# K AH;
R %44 2RACl BIR* R ASEt; &
E MR &4 42RACl AIRYR BHCN -

2. wHARIZLLYH 0 BT
W3 CR": &
X # CR* -

3. ki RKA2ZULEH  HEBEH KXT-A):

R3

R2 R4
sz
)S(o\
M

R! S
R o
Rw
RX
(I-A) -
4. wH KFE3IZ LAY P K F
R'5H; &
R*&H -
5. W ¥ KMHE 4z i b H 0 £ ¥R ACN- CHOH &
C(O)NH, -
6. Wi KES2 b A PFMBH-
7. o £BAS2bbd Y A FPMARBBEZETHRSZIGE®
%o
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8. wH KFE3Iz b £+

R*% CH; B R % CH; 5 #%

REARHAMEBZZHRRF B ABTARE -
9. W KFE3Ix LY HF

RYAH ;

R*% CN » CH,0OH % C(O)NH,; ;

R A H ;

R*AH ;

MAH; &

R*% CH; AR % CH; 5 %

RAR IAMEBRZHEBRF—RYBABETAR -
10. w3 KB 1z iLb 4 £+

WAHN; &

X % CR™ -

11. w3 KA102 644 £ A K KX (A-B):

R2 R4

(I-B) -
12. s KBl bW £ P
W& CR": &
XA&N o
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13. mwF KE 1224464 > A A KX {-C):

R3
R2 R4
R2 RP

R‘| S)S(O\M
o]

"R~
-RYTONTTRY
(I-C) -
14. W KB1Z b4 £ F
R*%A CH; &
R°% CH; -
15. wth KB1Z b ¥ EAFRARGEAEZE2ZHRT
—RMBAK3IE ~48 >~ 58 H68 &K -
16. w3 KA 1521 b 4 £ A A K(-D):
R3
R% R*
R! sgzy(o‘m
- RA A 0
~ry W
(I-D) -
17. ok £ Bl1z it o > £+ 4R -R°-RAR'AH-
18. w3 KB 1z ibbo 4 £ F
&R'-R*-RERR*AH;
W#CH; &
X % CR* -
19. i £ A1z bbbt £ PR B A -
20, w3 KA1z be 4 R4 RAE SR TaARZIH:
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CONH,

b

; OEF g

21. i KF12 LA > REART&H

(2 o
-

22. " HBERBRABZLAFRABRLSEO T A RO AR
BEAKEZADLESY -
L REBRERARBRARAZIABZISGABEAES K LS
MBZABRZKAAZXETZAMLES 4 -

156924.doc -5-



201210585

25.

26.

27.

—HEBRABRZH AB RN T % ﬁ © % AR
2AEBEZADEED -
—HEBRABZRRARGO TRk RO RABERAAHA
FxXMits4 4 -

—HCBR AR BRI AR AR REEAEREL LY
MHABRKLIZ HAaoschzEBKarsxE XL
e Moo

WwiF KR % EFYZrRABRBR - A4HRRAHE
%~ BRRERMEMEG X - SABELE - SLE - O hFE
m o> g e m > B - = K E 8 ## (Lesch-Nyhan
syndrome) ~ ¥l - & =— K & 1 # (Kelley-Seegmiller
syndrome) ~ % ~ B & & -~ FxB® - M4 X ~ M &
R-hBE -S8F7HF SFTRRSEE -FELBRHA
BR - RREL-BRLBBEMERS B HPRT)S 2 &
XHE @b -

28. W KAR262F ik RV Z A KRAHRA -
29. o KIA222269 F — A2 H ik R —F 45 KB F

30.

31.

HEBRBRBAZE B A -

Yo F KB292 Fk » A v — 8 % A URAT 13 4 # -
Fer A LB HB - FREL A FEALAILER

Bws B RELas -

o 3F KR 292 7k » R ¥ 3% % — & 8 A 5 & 8

(allopurinol) ~ JF # % 32 (febuxostat) - FYX-051 &% # 4@

A o
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