
CZKBG\FXKCGZ

RDKTFCCZKBG\FPKRK\{EDOF\TZCG\BKREGYJKCK

DKNFCZGRZ,

FPZVBFNSYSGNGDKFCKIKEFNFVZTG\\RGTF{PINY\TXCKO,GF[KZG\FSGXKBNK,FPZMHFZVGBKSGZBSYK,\N-BCKC

PKRKG\FKBPKPEI[GCCBK[KG\G[NFBEOGFKBMGNN\ZCKO
PQFFKCJKOFRMNNKOCIGGKK\FHFG\FDCZK\GFR[K\*

~1=4|.FPKRKG\BKRRFZYSL-[NFIKKOFBZGJKKOBGKISK-FPKQ[N
FBEO,MKBOFKBMGNN\C\GMFB\FXGZLCY[ZTOFHGN\,
CBFCF,CPDT,CIPKPG\GCBKRJKPKG\.FPKRKG\CBFNKEKCKJGK
CMNBI\PQFPI[CG\,FZD[G\GFF\RFDGKG\[NFBEO,CKQBO
CPGETGCKQBONBCPGET~5|.NBHGCNCE,BNB[FPKRKG\
P[VKTFBVKNGTNECZKOKGO-KGPKKO,MEGDP\FEZL[CFPJGVN
P[GII,TGRFBGP\KKISNZGVB/F[NG,GFBGVQ[CGBEOTGPE,
RT,NGIWKEBGRGDTCBIZKO.

RGMIP[PTG\FFZICFFHG[NFPKRKG\,RK\QCRYNNFCKQ
MKXEHGKMGNFNFKG\PYGZNBG[ZG[PIF,BLCG-CHPQFVZTG\
CPKRKG\TNGNG\NDZGONMBC,\KSMGNGXTZZC~5=7|.CPKNKO
BIZG\,FCZKBG\FPKRK\GF\KVYGEFPKRKFOPZMKCKOI[GCKO
GPZMHKKOCBKMG\IKKG[NMNBEO,CMNDKN,GK[N[NCB\
FJKVGNCCZKBG\PKRK\MINYPQFJKVGNFZVGBKF[KDZ\K.

\MNK\F[NFZ[KPFFRGMIK\FKBNFEDK[B\I[KCG\G[N
FY[ZCKQPXCKCZKBG\GIGNKNCKQPKRKG\GNFXKDEDOKK[GPK
FPBV[ZNZGVBKO,[BKROCTNKFM[ZFKKIGEK\C\IGOFJKVGN
FPKRK,NF\PGEETOPKRKG\O[NFPJGVNKO,MVK[HGTGNF
CPSDZ\TCGE\OFZVGBK\FZDKNF.

\IKN\G[NFPBPZ[NFNQCSYKZ\FY[Z[CKQPXCK
CZKBG\GIGNKNCKQCZKBG\PKRK\.FP[MGCFXD\FY[KKO
FTNGNKONF\TGZZCRKSKGQNTSGYCCTKG\[NCZKBG\PKRK\
CYNKRKYFFZVGBK\GSGVGCFXD\EDOFPMGRF"FEDOFBKREGY-
JKCK",[MQEDOHFPBV[ZMRKSFPEGZD\GP\GRFN\GL[KI
CRG[BFCZKBG\FPKRK\,CYXCFPG\BONVGRFGNZGVBFPJVN
DOKIE.

FY[ZCKQCZKBG\MNNK\NCKQ\KVYGEPKRK

CPIYZKO[GRKO,PXCKTKOTNY[ZEG-MKGGRKCKQCZKBG\PKRK\
NCKQPXCKCZKBG\GIGNK[GRKO~6=10|.ML,NXGZLFFPI[F,PXKKQ

Taylor~7|,MKCYZCIGNKNCYKKOI[[PVRKBKZGTYZEKBNK
RK[RFBIZKVTKNG\PKRK\GDOI[[PVRKMK[NGQC\KVYGEFPKRK
TXPG.FPK[NC[N[RKBNFTNGNNDZGONFKPRTG\PVRKPXCKO
BKRJKPKKO,PF[TNGNNFCKBNVDKTFP[PTG\K\CBKMG\FIKKO,
NKZKEFCFTZMFFTXPK\GBVKNGNEKMBGQ.FTRKKQ[PTGZZ\JTRF
HGBKRGRGDTZYNFKCJKOFVSKMGNGDKKO[NIKKFPJGVN,BNBDO
N[BN\FXNI\G[N\FNKLF[KYGOFMNNK[NG.

B\FY[Z[CKQPXCKCZKBG\GIGNKNCKQCZKBG\PKRK\K[
NZBG\CPK[GZBZCTFDGZPKOP\GGMKO.[RKFDGZPKOFZB[GRKO
PGHMZKOTNKEKUttley~9|,Gregoire~4|G-Butcher~11|.[RK
BNFFO:B'F[VT\FPINFTXPFTNF\KVYGEFPKRKG-C'VDKTF
FRDZP\C[NFJKVGNCIGNF.N[RKFDGZPKOFNNGPGSKVFUttley

~9|[RKDGZPKORGSVKO:D'\DGCG\P[RKG\NPINF)\[K[G\,
TKKVG\,IGSZBRZDKFGY[KK-ZKMGH(G-E'VDKTFVSKMGNGDK\P\YEP\
FRDZP\TNZYTFPINF)KZKEFCEKPGKFTXPK,VDKTFC\IG[\
FR[KG\/FDCZKG\GVDKTFC\KVYGEFKGP-KGPK(.

MEKNYCNPG[DPSGKOBGEG\FKYVG[NFY[ZCKQCZKBG\
GIGNKNCKQCZKBG\PKRK\,RK\QNTKKQCPIYZO[NVNEPQG-
DGNE[JKKQ~12|[CEYG290,1DCZKOCDKN40=.70CPIYZHF,RPXB
Y[ZSJJKSJKPGCFY)0.000p<(CKQPXCKIGNKGFJKVGNCFO
NCKQBKQ-BGRG\PGINJ\:CTGE[KTGZMNNFRIYZKO)CZKBKO
GIGNKODOKIE([EKGGIGTNBKQ-BGRG\PGINJ\TPEZYTN%9.6,
FZKPCKQFRIYZKOFPJGVNKOCSGMZ\,EKGGIG%28TNBKQ-BGRG\
PGINJ\,PCKQFPJGVNKOC[NPIN\NC%39G-%15PCKQ
FPJGVNKOCK\Z-NIW-EO.TGERPXBCPIYZHF,MKBKQ-BGRG\
PGINJ\RPXBFC[KTGZDCGFCPKGIECDCZKOFXGZMKO\ZGVG\
PSGKPG\.NEGDPF,%26PCKQFRGJNKO\M[KZKOFKVGDNKYPKKO
)hypoglycemic agents(,%14PCKQFRGJNKORGDEKK\Z-NIW-EO
)antihypertensives(,%36PCKQFRGJNKOPZIKCKMNK-EO
)vasodilators(,G-%28PCKQFRGJNKO\ZGVG\NNC)cardiac

drugs(,EKGGIGTNBKQ-BGRG\PGINJ\.

*C[NPGZMCG\F[NF[VFFTCZK\,Y[FNF\KKISNPDGGQFF\RFDGKG\
FYKKPG\CBGMNGSKKF.TOHB\,FTYZGRG\FPGXDKOCPBPZHFPG\BPKO
NPJGVNKOPCRK[RKFPKRKO,NHGDG\R[GBKOBG[BKROR[GBKO,NCRKMN
FDKNKOGMQNHGDG\FJZGSYSGBNKKOBGFGPGSYSGBNKKO.
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NPZG\FTEGKG\FPGXYG\NYKGPG[NY[ZFEGYCKQPXCK
IGNKGCZKBG\NCKQCZKBG\PKRK\,GNPZG\[MCZNVRKNPTNF
PT[Z[RKORPXB,MKBI\PFSKCG\NML[PJGVNKOTGHCKO
B\FPJVNKOCFO,FKBIGSZF\KKISG\PSVY\NY[KKO
FPKRKKOCFONGYKOIGNKOBNF~13|,TEKKQPGCB\CSVZG\
FJTRFCECZY[KKFO[NBR[KPYXGTG\FCZKBG\NTSGY
CRG[BFCZKBG\FPKRK\MINYPQFVZYJKYFFZDKNF[FO
PYKKPKO~9|.

FYG[K[CEKCGZTNFCZKBG\FPKRK\

BNPGNFI[KCG\FDEGNF[K[NKKISN[KI[PYKKOFZGVBTO
IGNKGCRG[BCZKBG\OFPKRK\,TGPEFYG[KFPGRTPZCKOPCKQ
BR[KFPYXGTN[GIITOPJGVNKFOTNFFKCJKOFPKRKKO[N
PIN\O.YG[KHFT[GKNXPGIP[RKPYGZG\:PTMCG\[PYGZQ
CIGNFGPTMCG\[PYGZQCZGVBFPJVN.FY[KKO[NFIGNF
TNGNKONCGBPCG[F,PIGSZKETGPFTEZRKSKGQCVRKKFNTHZF
C\IGOFPKRK.FY[KKO[NFZGVB,PRDE,KMGNKONRCGTDOMQ
PCG[F,PI[[G\PVRKMRKSFN\IGO[BKRGPGMZEKGGPFTEZ
FM[ZFFGNP\NDCKEZMKF\KY[GZ\FRFGDG\C\IGOHF~9,10,
14=17|)NVKZGJRGSUZ'JCNF1(.

BNPGNY[KKOBNF,CBFFZ[KPFFRGMIK\NFVYKECKEK
FZGVBMNKRGI,[CBPXTG\GRK\QNSVYF\KKISG\FGNP\DO
NCZKBG\GFPKRK\[NFIGNF,PCNK[\FKFCMLP[GOVDKTFBG
BKGOTNFIGNFBGFZGVB.

FEDOFBKREGYJKCKNF\KKISG\NCZKBG\PKRK\

CSVZG\P\GBZEDORGINKK[GO[\MNK\GNFRIG\B\BR[K
PYXGTG\FCZKBG\NDCKFEZLCFRK\QNRFNB\F[KICRG[B
FCZKBG\FPKRK\.EDOHFPMGRFC[O:'plissit',GFGBVG\ICPYGZG
TNKEKAnnon~18|.TYZGRG\KG[NFEDOFPYGZKTGCEGGFG\BPG
CPFNLF\RSG\CFEZMF[NXGG\KOZVGBKKOGSKTGEKKOCK[ZBN.
FTYZGRG\[[KP[GCTKXGCG[NFEDOFPTGCE,PCGSSKOTN
FKSGEG\FCBKO:B'FEZD\KG\;C'KEKT\DCGNG\FF\TZCG\;
D'KMGNG\KGFSDGNKG\[NFZGVBFPJVN)ZP\FKETGFMK[GZKO,
HPQVRGKGPGMRG\(;E'PGMRG\G[NFVGRFNDT\C\IGOFPKRKG\G-
F'FBV[ZGKG\[PTRKYG\FPTZM\GFSKJGBXKFFJKVGNK\)HPQ,
VZJKG\GBV[ZGKG\JKVGNKG\(.

FEDOPGZMCPBZCTF[NCKO:\IKN\GCP\QFZ[BF
NFTNB\CTKG\P\IGOFCZKBG\FPKRK\)permission(GFP[MG
CP\QPKETZB[GRK)limited information(.C[T\FXGZLKMGN
FZGVBNTCGZN[NCF[NK[K,GCPFNMGKGTNGFXTG\SDGNKG\
)specific suggestions([\MNK\QNSKKTNVGRFCF\PGEEG\TO
Y[KKO.FMRKSFN[NCHFKMGNFNFKG\KHGPFTNKEKFVGRFBG
FZGVB.SGVG[NFEDOCJKVGNRPZWCCTKK\CZKBG\PKRK\,BOTN
KEKFZGVBTXPGGBOCPSDZ\BIZ\PG\BP\)intensive therapy(.

FEDOFBKREGYJKCKPBV[ZNZGVBNTXGZCSKGPG[NMN
[NC,MEKNCIGZBOZXGRGNFP[KLNF\YEOC[NCKFEDOBG[PB
FGBPTEKUNFVRG\B\FVGRFNBK[PYXGT[F\PIFCJKVGN
CCTKG\C\IGOFCZKBG\FPKRK\.

JCNF1:PYGZG\KFQ[NTMCG\C[KIBGEG\CZKBG\PKRK\

Y[KKOFRGCTKOPFPJGVN:FY[KKOFRGCTKOPFPJVN:

{CG[FN[GIITNPKQ.
{CG[FNFGEG\[K[NKGNCQ/C\HGDKCTKF.
{YG[KNRSIB\F[BNF/FCTKF.
{FTEZ[VFBGIGSZCPKNKONRKSGIPRGPS[NFCTKF.
{VIENFKZBG\P[GDTKO,PGHZKO,IZKDKOBGPDGIMKOBOKPSZGPF

PJZKEBG\O.
{\IG[\VDKTFCDCZKG\BOBRKPGEF[YKKP\CTKFPKRK\.
{PTEKVKONFP\KQNKGHPF[NFZGVB/F,MKNBRTKONECZTNHF

CVRKFO.
{BPGRF[FVZTG\PKRKG\FQINYJKCTK[NFHEYRG\BG[NIGNKGBKQ

PFNT[G\.
{YG[KNCY[THZFCRG[BKO[BKROZVGBKKO.
{YG[KN[GIITOZGVB/FPFPKQF[RK.
{NBKGETKO[TNPKQRK\QN[GIIDOTOZGVBKO.
{VIENTGZZB\FRG[BCDNNF\RDEG\CQ/C\FHGD.

{IGSZHPQCDNNTGPS[NIGNKOCHPQYXZ.
{I[[[FJKVGNCCTKFFPKRK\KDHGNHPQZC.
{I[[VQFSCZBGEG\F[NMG\[NJKVGNTNCZKBG\PKRK\KDZPG

NIGSZFKTRG\CJKVGN)FKPRTG\PRK\GI,BKRJKN\\ZGVG\GMKG"C(.
{YG[KN[GIITNPKQCDNNFKETFPGDCNNRKSKGQTXPK.
{FI[[NFKZBG\IJJQ,SYZQBGPXKXQ.
{VIENTGZZPCGMFGMTSBXNPJGVNKO.
{VIENKXGZBGKZFBKRJKPK\PEK,CTKYZTOPJGVNKOCRKFPKQF[RK.
{VIENF\DZG\PPF[PECZKO.
{ZXGQNMCEB\FVZJKG\[NFPJGVNKO.
{YG[KC[VF:MKXE[GBNKOTN\RGIG\,TNFZDNKDKZGK,TNBGRRG\,TN

BGZDHPF,BGTNKISKOPIGWNRK[GBKO?
{IGSZFM[ZFP\BKPFNFJPT\FJKVGNCPKRKG\MINYJCTKPQ

FTCGEFFZVGBK\.
{PCGMFGCG[FBK[KKOC\IGOHF.
{CTKG\BK[KG\CN\KV\GZG\FPY[G\NFTNG\B\FRG[BN[KIF.
{BPGRF[HFF\VYKE[NFPJGVNKONFTNG\/NKHGOB\FRG[B.
{BPGRF[CTKG\PKRKG\I[GCG\VIG\PCTKG\ZVGBKG\.
{BPGRF[NBR[KOIGNKOFPKQBKRGI[GC.
{BPGRF[PKQHFECZNBZNCRJKNYCGXG\FCBG\:Y[K[KO,Y[K[G\,

BR[KONNBCRKHGD,RMKO,PVDZKO,IGNKRV[,DZG[G\,BR[KOTO
PING\SGVRKG\,BR[KOFSGCNKOPMBCKOBGPY[KKOZVGBKKO,R[KO
CDKNFPTCZ.MNGPZ,PKQZNCRJKZYNXTKZKOGNCZKBKO.
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C[NCFFZ[BF)permission(PTRKYFZGVBNPJGVNKGB\FZ[G\
N[GIITNCTKG\PKRKG\,\GLFED[\FRGZPNKG\[CFKGGXZG\
Y[KKOC\IGOFCZKBG\FPKRK\.FKMGN\NFTRKYZ[G\PBV[Z\
NZGVBNFY[KCFKJCN[BNG\FPJGVNKO,DOBOFNNGR[PTG\
PCKMG\BGPGHZG\,\GLFKPRTG\PVRKRYKJ\TPEF[KVGJK\BG
XKRK\,INKNF.I[GCNFTRKYNPJGVNKOZ[G\NFKG\ISZKKET
C\IGOFPKRK,MPGDONFZ[G\NFONFP[KLNFIHKYCBPGRG\KFO
GNF\PKECF\RFDG\OFPKRK\,DOBOHGBKRFPYGCN\TNFZGVB
CTZMKG,CFTZM\GFPYXGTK\GCIKKGFVZJKKO.MPGCQ[NBRFGD
N\\BK[GZNF\RFDGKG\FTNGNG\NDZGORHYNBEOBGNF\RFDGKG\
CN\KIGYKG\.FFZ[BFKMGNFNFKT[G\TNKEKFZGVBC[\KEZMKO
TKYZKG\:CBGVQSPGKGTYKUBGCBGVQK[KZGCZGZ.

FFZ[BFFSPGKFGFTYKVFFKBHG[BPGZFNTGEEGNDZG\B\
FVGRFNFTNG\SGDKG\P\IGOPKRKG\G.NP[N,TNKEKVKHGZIGPZK
FSCZFCIEZFFP\RFGCIEZFJKVGN:SVZKFEZMFPKRK\,TNGRK
FSCZF,VGSJZKO,\PGRG\BG\XGDF.FK\̂ZGQ[NEZLHGJPGQCML,
[FIGPZFPGXDPHPKQB\FVGRKON[GIITNPKRKG\OPCNK
[FZGVBKXJZLNKHGOPXKEGF\TZCG\MN[FK.

FFZ[BFFK[KZFGFCZGZFRT[K\CPSDZ\F[BNG\F[KD-
Z\KG\FY[GZG\NBRPRHFFZVGBK\,C\GMQP[NCFZGVB[BNG\
[RGDTG\DON\KVYGEFPKRK,NEGDPFCEZL[NYK[GZCKQPXCK
CZKBG\GIGNKMNNKKONCKQCZKBG\PKRK\.FFZ[BFFK[KZFKMGNF
NF\ZI[ZYP[RGXZY[ZPSGKO[NBPGQCKQFZGVBNPJGVN
GNBIZ[R[BNGMCZ[BNG\ZB[GRKG\NDCKFFKCJKOF[GRKO[N
FPINF.MEGDPF,RK\QN[BGNB\F[BNFFCBF:"...MKXEF[VKTF
FPINFTNKISK-FPKQ[NL..."BG:"...TNFKISKOFBKRJKPKKO?..."
BG:"...TNIKKFBK[G\[NL?...".FCIKZF[NFRKSGIFPEGKY
XZKMFNFKT[G\YGEOMNCF\BONPKE\FRGIKG\[I[FZGVB
CT\F[KPG[CPGRIKOPKRKKO[GRKO,GDOCBGZIPG\BONVGRF
)XTKZPGNPCGDZ,DCZPGNB[F,IKNGRKPGNE\KBGKNKEK[ZBN
PGNTGNF(.

NVGRKONZGCYNKG\ZNTRG\TN[BNFFRGDT\N\KVYGEO
FPKRKBOF[BNFPRGSI\CFMNNF,MPGCEGDPFFCBF:"...PCKQ
FNGYKOCK\Z-NIŴ-EO,K[MBNF[PGSZKONKTN[KRGKKOC\KVYGE
FPKRK[NFO.FBODOB\FI[\C[KRGKKOCHPQFBIZGQ?..."BG:
"...BR[KO[PYCNKO\ZGVG\MPGL,PTNKONVTPKO[BNG\
FY[GZG\C\KVYGEOFPKRK.BKHF[BNG\K[NLCRG[B?..."

FEGDPFF[NK[K\,FPGXD\NFNQ,PKGTE\N\\CKEKFZGVB
EZLCBPXTG\FFGBKMGNNSVYFZ[BFNRDKTFCRG[BFPKRKG\DO
NNBF\KKISG\NCTKFZVGBK\SDGNK\)MPG,NEGDPF,CVDK[FTO
P\CDZKOBGTOY[K[KO(:"...ZCKOPQFPCYZKOCPKZVBFPVRKO
BNK[BNG\TNIKKFPKQ[NFO.BO\FKFNL[BNFC\IGOFPKQ,
BN\FSS/KN[BGN..."CEZLHGKMGNFZGVBDONFZIKCB\
PGETG\G[NXKCGZFVGRKONHMG\NYCN[KZG\DOC\IGOFCZKBG\
FPKRK\.

K[NFEDK[,MK[NCFFZ[BFBKRGPS\MOZYCFXD\
F[BNF.NTK\KOYZGCG\,\[GC\GGF\KKISG\G[NFZGVBBN
F[BNG\FR[BNG\I[GCFBUKG\ZPTXOFFZ[BFN[BGN.
NVKML,REZ[FZGVBNFKG\Y[GCNBGVQCGPDKCKOFVGRKON[BN\
FFZ[BF,MEKNF\BKOB\FP[LF\TZCG\GNXGZMKFOFEKVZR-

XKBNKKO[NFVGRKO.NMQ,FFZ[BFRGDT\CTXONHMG\G[NMN
BEON[BGN[BNG\,NCIGZCBGVQF\DGCFFZXGK)N[\GYBG
N[GII(GFHMG\NFP[KLBGN[RG\FZDNKPKQ.CPYZF[NTGPS
GYGXZHPQ,KMGNFZGVBNFXKTVDK[FTOFPJGVNCPGTEBIZ,TN
PR\NFYEK[B\FHPQFRIGWNGGNVGRFMEKNF\KKISNCTKK\FPKQ
CMGCEFZB[FZBGK.

C[NCFFZ[BF,PXGVFPFZGVBNET\NFVZKECKQTPEG\KG
GZD[G\KG[NGNCKQ\DGCG\KG[NFVGRFNTXOFFZ[BF.CKQBO
KCIZFVGRFN[PGZTNVZJKG\GBGNFXKDFTEVG\PKRKG\[BKRQ
PYGCNG\TNFZGVB,CMNFPXCKOFNNGPXGVFPFZGVBNMCEB\
FVGRF,\GLFXD\FF[NMG\[NFEZLCFCGIZFVGRF.CPYZF
[FPJGVNP[\P[C[VF[BKRFRGIFNZGVB,RK\QNRXNB\
FFHEPRG\MEKNFXKTPKDGGQT[KZKG\Z[NCKJGKKON[GRKKO
C\IGOFPKRK,PCNKNMVG\HB\TNFVGRFG\GLFKPRTG\PVRK
ZPKHFFTNGNFNF\VZ[MF\R[BG\BGMHKNHGNCTZMG[NFVGRF.

CDPZFF\TZCG\[RT[K\C[NCFFZ[BFRK\QNF[KDBI\
BGKG\ZPQF\GXBG\FCBG\:

1(Z[G\NVSYHPQ[NKISK-FPKQ)CDNNFBKZGTFZVGBK(.

2(Z[G\NFP[KLNYKKOKISK-PKQ,NPZG\PINF,RK\GI,NKEFBG
R@MG\.

3(Z[G\N[RG\FZDNKOPKRKKO)\RGIF,TK\GK,XGZ\DKZGK,[KPG[
CIGPZSKMF,[KPG[CTHZKONDKZGKGMG'(.

4(Z[G\NFP[KLGN[BGN.

5(Z[G\N[GIICV\KIG\TNPKRKG\CPSDZ\HGDK\BG
P[VI\K\.

C[NCPSKZ\PKETGKET)limited information(,RK\R\F\KKISG\
NCTKG\PKRKG\[RGCTG\C[NIGSZKET,KET[DGKBG[KPG[
PGJTFCKETYKKO.FI[KCG\[K[NKKISNP\QKET,BKRFRGCT\
P\VYKEG[NFZGVB'MPIRL',MKBOPTXOFFRIF,[FTCZ\KET
T[GKFNPRGTCTKG\CT\KE,BGNSVYFSCZNCTKG\[F\ZI[G
CTCZG[NFVGRF,PCNK[FGBKETN\\NCTKG\BNFFSCZKO
PSVYKOBGRMGRKO.NP[N,BI\F\DGCG\F[MKIG\[NPJGVNKO
NP\QFPKETFKB:"NBKET\K[HFRGZPNK,I[C\K[ZYBXNKHF
YGZF..."BG"...FBPR\K[ZYBRKPZDK[/FML...".

FEZLCFRPSZPKETIKKC\NFKRYJCZDK[G\DEGNF,PP[
MPGC[NCFFZ[BF[FGXDNTKN.ZDK[G\HGRGCT\PQFI[[,VQ
KVZ[FVGRFB\FFSCZMBKNGPEGCZCF\R[BG\PXEFZGVBBG
CFPTJ\\CGR\GGTZMG[NFVGRF.MLDOBGVQPSKZ\FPKETXZKL
N[YUXRKTG\,TNPR\NBV[ZFMZFCTG[ZGCPKDGGQFBV[ZGKG\
GFXZMKOFYKKPKOC\IGOPKRKG\FBEO,TNPR\NFEDK[B\
FTGCEF,[PXGKKG\ZPVK\̂ZGQBIECPXCKOCTKK\KO[GRKOGMEK
NFKPRTPFINJKG\-K\ZFTNGNFNF\VZ[MFRIKKF,CSKDRGQ:"...ML
\T[F,BIZ\...".GNCSGU,PSKZ\FPKETXZKMFNFKT[G\\GL
[KPG[C[VFCZGZF,CPSDZ\FSCZKOYXZKO,V[GJKOGTRKKRKKO.

CZGCFPXCKO,RK\QN[NCB\[NCFFZ[BFTO[NCPSKZ\
FPKET.[KNGCHFRT[FMB[ZFPKETNDCKFCZKBG\FPKRK\Y[GZ
CPK[ZKQBGCTYKVKQNPXCSDGNK[NIGNKBGNJKVGN.ML,NXGZL
FFPI[F,RK\QNFSCKZNIGNKNCMCZC[NCFFZ[BF:"...FZCF
DCZKO[TCZGF\YUNCPGEBDKONDCKIHZ\ONYKGOKISK-FPKQ...".
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GBV[ZDONFGSKU:"...\GMNNIHGZN\KVYGEPKRKZDKN[NLCZDT
[\IHGZNVTKNG\DGVRK\ZDKNF...",TNPR\NSKKOCPSKZ\FPKET
FCB:"FPBPWFDGVRKCT\YKGOKISK-PKQ[GGFCTZMGNHF[N
PYNI\,TCGEG\CK\YNG\BGTNKKFCPEZDG\NYGPF[RKF..."
)EGDPFHGNYGIFP\GLPSPLTPEF[NFBKDGEFYZEKBNK~19|(.
EGDPFRGSV\FP[NC\CKQFZ[BFNP\QKETFKBFCBF:"...MEBK
[\ET[MNPK[PYCNJKVGNPFSGDFHFTNGNNIG[TKKVG\
G\[K[G\.MPGCQ[HFKMGNNF[VKTTNPXCFZGIGTNFKMGN\
[NLN\VYECBGVQMNNK...GCMNNHFDOTNF\KVYGEFPKRK.BO
\IG[[KRGKMN[FG\GMNNF\KKTWBK\K...".

CRKDGEPGINJNFPNXFFPGXD\CVKSYFFYGEP\,MB[Z
PEGCZCPKETMNNK[BKRGRGDTNPXCPSGKO[NIGNKBGNJKVGN
SDGNK,PSKZ\FPKET\KT[F\PKEZYNBIZ[NCFFZ[BF,MB[Z
FZGVBGKEB[FPJGVNBMQRMGQN[GIICRG[BPKRKG\G.

BV[ZG\RGSV\FKBNRXNB\FFEZMFFRK\R\NVRKGBIZK
RK\GIKOBGNVRKGBIZKJKVGNKOPKGIEKO,BHRK\QNGPZ:"...NBIZ/
NVRKRK\GIKOPSGDHFBRKDORGFD/\NECZTNF[VT\FRK\GI/
FJKVGNTNF\KVYGEFPKRK...".\PKENBIZFSCZYXZK[NBV[Z
NPJGVNKON[BGN[BNG\FCFZF.

[NCFFXTG\FSDGNKG\{P\CZZ,[FF\TZCG\C[\KFZPG\
FZB[GRG\,YZK,C[NCP\QFFZ[BFGC[NCP\QFPKET,TGRFTN
FXZMKO[NINYDEGNPFPJGVNKO.CPYZKOBNF,PS\KKOCRYGEF
HG\VYKEG[NFZGVBC\IGOFJKVGNCCZKBG\FPKRK\.BGNO,
CPYZKOPSGKPKO,MB[ZFCTKFFPKRK\PGZMC\KG\Z,MB[Z
NPJGVN[BNFSDGNK\FRGDT\NCZKBG\GFPKRK\BGM[CTKF
C\KVYGEFPKRKPQFTCZPIPKZFCTKYCG\F[KRGKFCZKBG\K,
PP[KMFFF\TZCG\DOC[NCF[NK[K[NFEDO:[NCFFXTG\
FSDGNKG\.

FECZYGZFMB[ZFVGRKOI[KOBPGQMNVKFZGVBFPJVN
GMB[ZFOPZDK[KO[PY[KCKONFOCBGVQTRKKRKGPYXGTK.FECZ
T[GKNFK\VSBXNOMFHEPRG\PKGIE\[RK\RFNFOTNPR\
N[BGNGNF\KKTW.NTK\KOY[GZG\F[BNG\[NFOCPXCFCZKBG\K
[NFO,MPGCPXCCGIGNFNCPCY[NF\KKTWTOFZGVBNDCK
FSKMGQFYKKOC\RGIG\FPKRKG\FPGTEVG\TNKGTNC\HGDG.
CPYZKOBIZKOT[GKKOFVGRKONFXKD[BNG\P\IGOFCZKBG\
FPKRK\[BKRQY[GZG\MNNNPXCFCZKBG\KFRGMIK.MLNEGDPF,
KMGNIGNFNCFPYCNFZ[BFGPKETP[PTG\KNRXNB\FFHEPRG\
TNPR\N[BGNTNCTKK\FKGC[CNEQBXNC\HGDGB[ZPXGKF
C\YGV\IENGQ-FGGS\,CTKFFPJZKEFBG\OTGENVRKF\ZI[G\
FBKZGTFYZEKBNK.KISK-FBPGQ[IGGFFVGRFCPKZVBFFO
[PBV[ZKONGNFTNG\B\FCTKFFPJZKEFBG\GGB\C\HGDG,DO
BOHGBKRFRGDT\MNNCPK[ZKQBGCTYKVKQNPINFFIEFCTJKF
FGBPJGVN.

FZGVBKGMNNCIGZC[NCFFXTG\FSDGNKG\B\\DGCG\KGTN
VKPKE\\IG[\FRGIG\CFI[CPFNLFEKGQCRG[BCZKBG\G
FPKRK\[NFVGRF[NVRKG,CF\BONKETGNRKSKGQFPYXGTK[FGB
ZM[CTCGE\G,CF\I[CCPKDCN\FHPQFTGPENZ[G\GGCMVGU
NPEKRKG\FRFGDFCPKZVBFCFFGBTGCE.

[NCFJKVGNFRPZW:CF\BON[KYGNET\G,KMGNDOFZGVBNCIGZ

CFVRKK\G[NFPJGVNNKKTGWBXNPGPIF,N[OYCN\JKVGN
RPZW.CMLYKKOCKJGKNPTCZN[NCFBIZGQ[NFEDO
FBKRJDZJKCKFPGCBCHF.NEGDPF,RK\QNFVRG\CRK-HGDNPKZVB\
DKNFPTCZN[OF\KKTXG\CRG[BFKGC[CNEQ.EGDPFRGSV\,RK\Q
NFVRG\B\FDCZFP\NGRQTNY[KK-HKYVFNPKZVBFFP\PIF
C\IGOHF.BGNO,CJZORYCT\FFVRKF,BOFECZP\BV[Z,ZBGK
NTZGLCKZGZPGYEOC[RKRG[BKO:RKSKGRG\YGEPKOGXKVKG\.PKET
PSGDHFT[GKNFKG\ZC-TZLCPFNLFFVRKFNFP[LFJKVGN,MEK
NISGLPQFVGRFBMHCF,\KSMGNGMK[NGQ.CEZLHGKMGNFZGVBDO
NFTZKLB\PKE\FF\BPFCKQSGDFCTKFGIGPZ\FNCKQFFRKTF
GFKMGN\[NFPJGVNG[NCQ/C\FHGDNF\PKEGNFXNKICJKVGN.

FCKZGZ[NRKSKGRG\YGEPKONVK\̂ZGQFCTKF,KMGNNFKT[G\
CEZLFCBF:"...BKLRKSK\ONV\GZB\FCTKF;NPKVRK\O;PFK
FM[Z\OGPFGRKSKGRO[NBR[KFPYXGTBNKFOVRK\O;PFFO
FXKTGNMO;BKHFRKSKGRG\YGEPKONVK\̂ZGQFCTKFTHZGNL;PFNB
THZ;PEGTHFNBFXNKI;FBORJN\\ZGVG\TOBGNNBPKZ[O
ZGVB;PFFKK\FF\GXBF?"

CKZGZFMGGRG\GFXKVKG\NDCKSGDFJKVGNFZXGKGNDCK
F\GXBG\BNKFOFGBBGFKBZGXFNFDKT,KMGNNFKT[G\CEZL
FCBF:"...BKLB\FPCKQB\FCTKF;BKHFVK\̂ZGQTGNFCET\L;
PFIG[C/\CQ/C\FHGD;FBOFGB/FKBPGETKONCTKF;FBO
FGB/FKBPGMQ/FNKJGNINYVTKNCPFNLFJKVGN;FBOFKK\ZGXF
[KVRGBG\LNPGPIFC\IGOFPKRKG\BG[\TEKU/VK[BRIRGRRSF
NFP[KLNF\PGEETOFCTKFCPSDZ\FPKZVBF;FBO\TEKU/VK
[FJKVGNKKT[FTNKEKBK[PYXGTCQPKRLBGCQFPKQF[RK?"

FVRKK\FPJGVNKONTHZF[NPGPIKOFKBINYCN\KRVZE
PFJKVGNCCZKBG\FPKRK\.NMQMEBKNFMKQCPKZVBFZ[KPF[N
[KZG\KOPYXGTKKO[KMNNGPGPIKOC\IGPKOZVGBKKOP[NKPKO
)BGZGNGDKF,DKRYGNGDKFGBREGYZKRGNGDKF(,PGPIKOC\IGOCZKBG\
FRV[)VSKMGNGDKFGVSKMKBJZKF(,GMQ[KZG\KOFP\PIKOCJKVGN
PKRK,CJKVGNCYZCRG\[NRKXGNPKRK,CJKVGNHGDK,PGPIKON\KMRGQ
FP[VIFGCTNKPYXGTC\IGOFKKTGWNP\CDZKO.PGPIKOBNF
T[GKKODON[P[MPBDZBR[KPYXGTTKPOKMGNFZGVBNF\KKTW
CBG\OPXCKO,CFOPJGVNKOI[KOV\KIG\GBPGQMNVKGGBKRO
PTGRKKRKON[\UBR[KPYXGTRGSVKOCCTKK\O.

FJKVGNFRPZWTNVKFEDOFBKREGYJKCK,P\BKOZY
NPKTGJO[NFVGRKO,M[FJKVGNCCTKFFPKRK\JTGQF\KKISG\
PYXGTK\PYKVFGPGZMC\GMB[ZFJKVGNTXPGIGZDPTCZ
NDCGNG\KFO[NFFZ[BF,P\QFPKETBGFKKTGWFSDGNK.

FTKSGYC[NCHFEGZ[PQFPJVNFPKRKFPGPIF)ZGVBBG
CTNPYXGTBIZ{CF\BONXGZLFSDGNK[RYCTCPKZVB\
FPGPIKO([KPG[CPKGPRGKG\PYXGTKG\FPIKKCG\FM[ZFSDGNK\
KKIGEK\.FFTZMFGFBCIRFFPNBFIKKC\NIYGZB\FVRGPRGNGDKF
GFBJKGNGDKF[N\NGRG\FVGRF,B\FRSKCG\FSCKC\KG\GFCKQ-
BK[KG\C\GMQPXGKFFCTKF.MLDOXZKMFNFKMNNCFCIKRF
IGHZ\GPEGYEY\[NDGZPKOVKHKGNGDKKOBGVSKMGNGDKKORGSVKO
FT[GKKONFKG\MZGMKOCFKGGXZG\FBGCYKGPF[NFCTKF.
GNCSGU,XZKMFNFKTZLCIKZF[YGNF[NBGVQFJKVGNFP\BKO,
CP\MGR\FR[TR\TNKETBPVKZKPXJCZ,RKSKGQYNKRK~9,17,20|
GMPGCQCEKYG\PTCEFGBIZG\,NVKFXGZL.
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SKMGOGEKGQ

CZ[KPFHG,FGEDPFI[KCG\F[NSGDKK\FCZKBG\FPKRK\MDGZO
[RGDTNMN\IGPKFIKKOGNBKMG\FIKKO.TNCSKSPKPXBKFO[N
PIYZKO[CFORCIQFY[Z[CKQPXCKCZKBG\GIGNKNCKQPKRKG\,
RK\QNB[[B\FJTRF,FDGZS\,MKCPXCKO[NVDKTFCCZKBG\G
FDGVRK\[NFVGRFYKKP\PGTEG\NF\FGG\Q[NCTKG\Y[G\
C\KVYGEFPKRK.NPZG\[YKKOXGZLIKGRKCFMNN\RG[B
FF\KKISG\NPKRKG\G[NFVGRFC\GLPKMNGNFJKVGNFZVGBK
FMGNNRKCT\IGNK,TNGNKOZCKOPQFZGVBKO[NBFGM[ZGNML
NF\Y[G\CFTNB\SGDKK\FPKRKG\CPFNLFPDTFJKVGNK.
FZ[KPFFRGMIK\PXKDF,BVGB,EDOBKREGYJKCK[PMGGQNV\KIF
PEGZD\,PCGYZ\GP\GRF[NRG[BFPKRKG\CPFNLFF\KKISG\
FMGNN\[NFZGVBBNXZMKG[NFVGRF.

TKYZKG[NFEDOFO[KPG[C[VFK[KZF,CFKZFGV[GJF,
FZ[BFNEKCGZBGNFKPRTG\PVRKEKCGZCRG[BFPKRKG\,FZ[BF
RJGN\[KVGJNCKJGKKFF[GRKO[NFPKRKG\MVK[FOPGCTKOT"K
VGRKO[GRKO,P\QPKETMNNKBGSDGNK,NVKFXGZL.PKETHFT[GK
NFKG\SDGNKCPXCKIGNKPSGKPKO,C[NCKOF\V\IG\KKO[GRKO
CIKKOBGCFY[ZNSGDKJKVGNCTNKF[VTFTNF\KVYGEFPKRK.
CPXCKOCFOREZ[\F\KKISG\PTPKYFKG\ZPGPNWNFVRG\B\
FVGRFNJKVGNBXNCTNPYXGT[F\PIFC\IGOFJKVGNFPKRK.

GNCSGU,PQFXGZLNSKKOCFED[FGCIHZFTNPKPXBKG[N
PIYZG[NStrean~13|,[RTZLNVRKMPTJ15[RF,CGRPXB,MK
PJGVNKOZCKORGJKONFKVZEPQFPJVNKOCFOC[NIGSZ
F\KKISG\PSVY\NSGDKK\FPKRKG\CIKKFO.PXCKOBNFKMGNKO
NFTKETNML,[F\KKISG\ZDK[FNPKRKG\G[NFVGRF\GVS\PYGO
I[GCCKXKZ\Y[Z[NBPGQCKQFZGVBNVGRF,GMKFMRFRMGRF
GP\QPKET[K[CFOFCFZ\Y[KKOPKRKKOFTNGNKONF\ZI[
CPFNLPINFBGCTJKG[NJKVGN,IKGRKKOMEKNFCJKIFKTRG\
PNBFNJKVGN,FK[PTG\NFGZBG\GFRIKG\FZGVBGVRKKFNKKTGW
RGMIYKGOYG[K,M\INKUNEVGS[NSKZGCNYCNJKVGNGFKPRTG\
PCKXGTFRIKG\NJKVGN.
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{PTMCKCOX-2VGDTKOC\KVYGEFMKNKF:\ZGVG\NB
SJZGBKEKG\,RGDEG\ENY\,PVIK\G\MBCGENY\T"KTKMGCFBRHKO

cyclo-oxygenase-2 (COX-2),BRHKOFPTGZCCKXKZ\VZGSJFDNBREKRKO
ENY\KKO.F\ZGVG\PFEGZFK[QPTMCG\DOBRHKOBIZ,cyclo-

oxygenase-1 (COX-1),[NG\VYKEPV\IC\KVYGEVKHKGNGDK\YKQ
[NZYPG\GBKCZKO[GRKO.NMQ,JKVGNCPTMCKCOX-2/COX-1PFEGZ
FK[QMZGLCF[VTG\-NGGBKY[G\,CPKGIECEKPGPKOPPTZM\FTKMGN,
GCBK-SVKY\MNKG\.PTMCKCOX-2PFEGZFIE[,FOMPTJISZK
F[VTFTNCOX-1GRI[CKOMCJGIKOKG\Z.BCN,CPSVZTCGEG\FRKIG
[N-COX-2\VYKEI[GCC\KVYGEFMKNKF.ML[JKVGNC-COX-2KMGN
NDZGONVDKTFCMNKG\.SwanGIC')Ann Int Med, 2000; 133: 1-9(
CEYGSGDKFHGGF[GGB\FF[VTFCBR[KOPCGDZKOTNFMKNKFNBIZ
JKVGNCPTMCCOX-2[RYZBrofecoxidGJKVGNCPTMCCOX-2/COX-

1PFEGZFK[Q[RYZBindomethacin.FIGYZKOPXBG,[[\KF\ZGVG\
PVIK\G\CBG\FPKEFB\[KTGZKFSKRGQFVYTK\K.CF[GGBFNIGNKO
[YKCNGBKRCG,FVIK\e[K[FKPK-JKVGNC-rofecoxib,CPKRGQ25P"D
NKGO,B\[KTGZFSKRGQFVYTK\KC-0.13P"N/[RKKF.Indomethacin

CPKRGQ50P"D,[NG[VTPKOCKGO,FVIK\B\[KTGZFSKRGQFVYTK\KC-
0.10P"N/[RKKF.

NSKMGO,NBRHKOCOX-2I[KCG\C\KVYGEFMKNKFG[PKZFTN
PBHQFPNIKO.EZG[FBG\FPKE\HFKZG\[RFGDFCT\JKVGNCPTMCK

COX-2/COX-1DOCJKVGNCPTMCKCOX-2MEKNPRGTVDKTF
C\KVYGEFMKNKF.
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