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EIEROMIGAMER (off-label use) WEEMOBRBEDO L LTI Z LR TE DR, TOEEOF
ELMHFE (prescriber) 1255, EEIIT-o TOBEMO KT, ERMIZIZBEMIZZ- T, i
NS RVIGR LOBRERIZIA B, JRY LNRT 4y FEBE LD, BEICY X2 ¢
B EHE R L TREEET (BVIEELLOEZC L 5>T) AFEToTWBORRRE Bb |
ﬂéowa\ﬁﬁﬁ%ﬁéﬁﬂ%?%ﬂ%%xﬁ?yzﬁiLwiiﬁmén5#~zﬁk¥?&‘
t9) ., F—off-label use IZ & B L BbNAHEEEREL LILHATH, BEXBEST b TWVA
e, ZOFSRAELATLEY, BOERREFIEREIED I VLV SBELHS, |
P27, RRIEEOBMELH5, BT TIE of f-label use IHRIRBISTH B, KEcBNT |
fLOMS (AF AT T« AF 44 B F—EREVF—) 1L HRREEOHBHILT L bRaEms |
FL TR, ThbL, KETIEROH 5 2~ F 4 TRRE SN Dy —F A c g B
;%ﬁéﬂ’b‘(‘b‘;}’wﬂf (" medically accepted indication” THIUL) . MS (AF 4 &7+ AF 444K -
f— RS —) BRBREEFRET A LRS00, BT LHEENRESRTWAHIFT |
Ham, ZOX D ICEEMO of f-label use 11 & ¥ X ERAER ATV AR, BEOEEERICE |
IAC, RERTRTHDI L LELFETHS, RO LD RBHEIML, KEKBOWTLEE, |
foff-label use (2B B IEMBBEOBBEL LV ) & R HRMBESEEL TVD, 20094E5 Bzt |
Ef*“?jtﬁfﬁ‘ﬁﬁw%@- o ko Talaz L= “Fraud Enforcement and Recovery Act” (FERA) [AEHIED
| LOMREERE] X0, BERASEOEES off-label 7HE— a3, BIT, TRICLEAR |
DOREFHERE S LI LB HEIREN RS TERLVA L), 207 T — 3 VEROWHS |
HEE A LD — A CEERCEONRERER Lo THALAL SR bOTHY BRSNS |
PE X ERTEE AT off-label TRE—L 3 VEEHLTOERERFSNCENSD L& bIC B
Fbpl AT BE b NI ERLEERILTVS, £, BFRIOIT—A LS4 F 407
I L BESURIE (XA T 4 TEROBIRE) L0 O REAFFTHRBEL 2o T3, KEOREEHE
fé‘ {Health and Human Services: HHS) & B4 (Department of Justice: DOT) iZ—3 &4 TE :
SRR ORISR GER) 2EE L, BRARE L-SAIARA MR LCER. fikegui+s |
FerafTbH L TEY, ERLEEIEERE - BERIET (27747 0 R) OERESEIRAN
LD RETAREHBICEE L TV A, - : :
P OARTETIL, RIENTIT B off-label use DEUR & FIBEAIIHE A% YT, off-label use 2512 FDA
DRIELT 7 ¥ a OV TEDERNE R LEDTHERT S & & bz, TR b RAmicEMTs |




A. BFFEERY

BISRAPZENAT 5 B EEIS/MER IR 2 EIEHRREDOH D F EMERBRFFRIC>NWT B
FEELHBHIEEFHBND, A TOHEGIER (off-label use) OFHIRHEE FHICEH A
RN 2T T 5, '

B. BRIHIE '

FREIE, RARIAT 1 BN/R— R0 F 4 TICRERFCERAT A>T, HEFKIL, Web 3
A PERPLICFIALT, EE LCOKE CORBAME B OBUIRR U AI% KE FDA @ Web ¥ X
DEE L. '
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C. FFosiR

I REICBTHSEER DN ERORIK

1. BG4 A (off-label use) &%
2. Offlabel use IR 5EER
3. XEIZBL T off-label use DHFEEDOEFL\ZEELFOH
1) MREHIET S off-label use
2) EFEEICE1+5 off-label use
3) HASEREICEITS off-label use
4) FHEMERIZHITS off-label use
5) #HEEIZEITS off-label use
4, REREE CREKEE) ~DF YA Compassionate use & Expanded access

1. & %51 # F (off-label use) &1%

TTICRBIN-EEROIULIZEREST-FBUNO (Fhh, FDA ITREBSH TLVEL B
HEMBEVARIZESERTATE off-label use &L\3, -, BED B HE > THRIREARER®
TP EETEFISh-EERL. FDARZE IO EREFETLVELO T off-label [SHXT 2,

BATELTTFROLI DD HS,
. @ Indication: FRSAILOERE (HFE-2E) MRISREIN TUELMES - ERICHU TR
@ Dose: ZRIVNIILOIMEZE-BEIRICTHSW TV IHE-AEREEBL TER
@ Age: BERSANUISEEESATOSERENDBRITHULTER G GhE, TRAIESh TN
HDIC, MNRICHERAY H3E)
@ Compounded preparations: ZER%U#H-FREASH> -
| (AKX PIEBRARALEH T, TR IH—)

FRER 2 off-label use [ZDWVTERFE(RET H2DIEEZTHY., FDA ORI LZBELRHE N H S
M. EFOEBRITAEICOVTIZI FDABEOHNRIATHY., EFFHSEENISHY THIEEX. BE
DOREEIMNBLNE-BET. EXMICWLNEZEMERICHU S TRETH D,

2. Off-label use IZBS9 5@ S

BACREEShTLS0IC, BATIRRERZOBECELE T BE. TOEER LN FRED
BLEERALTVES. EALELREY. EEFFREZTHLE. EMEAQOEGROLLICEDE
ESEEAAMALTLETIIENTED, CRITMITAEENGNOEBRIN-EHICEESLFE
#E5Z5M, EREIZiE, O E37% off-label use IZIFSEX LB R H S,

o REMICEHTHT—IHT+H
o HEIEORIHT—ELT+5H




o RIREFBENASNAZUATREN CKETIE CMS*HERE)
*CMS: Centers for Medicare and Medicaid Services (5 IV E&MH)

FDAIZRIZE S EICH-AAEREIC OV CBINBET 5 LEHREL TV AREBEF T TIEEST .
Thp R EEAEEXTORMNEVREE T HBMEDBINPEEEZ TUEMEEHEL,
BICHSFUNICREDN D IR I EESARFINDILIANIE, ERROFTLITRET IR
EAEL, FERAGES>TWALS3Gh THEZ RAHTNEDICRALERLF hEMNTTEM
RETHEITBELRCE>TRHTH S, MNEPRFISHVTIIIOER. +4bhb, BENT
URIEEDHEDESHEERARICS NI RN BENE L UEEC EMADOEBMND,
F-  BEREAOODLGWRDERCOLTE, BEREICEMBFEFRFTIOE. Hillhiot

- OTATDRVRKOFETIEHETHAS, LA >TRIBEOEHRTIZ T, SFORAICIE>TE
B R A SR BT ERE R T =012, offlabel use [IRMNFZEDTELZVDEOTHY . Thic
O TREZE>TVWIRBANNSILEBRTHD,

3. kEIZHL T off-label use DIFED L\ EIEETDH
1) MBREIZF (TS off-label use

SERAEZEROH 75%IBVTMNROERIZETARRIF T+ THLHLOBRELAHS
(Steinbrook, 2002) . AT O/ —H—2 - AE T IRRE L WNEAEI 7 LERTHAERICR S
THIEEOEDOFERIZOVLWTRAELEDA, $945%5H° off-abel use T, E/HH 0 XARFGEME.
FER. BLUMBERHFCTH 7= (Kumar et al, 2008) . U5 =T D5 KL HEICET 50E
Tl 62%7° off-label AT (Bazzano et al, 2009), SHUKZBIUEAOSAFRKEIZETS
WETIL, [BEREDESSA offlabel LB THo1=A (BEEDBMAICE>TREL/ASYEN D
12) . BROESAKREYEZL offlabel WAEBRHTLV=EHEEI TS (Yoon et al, 2007).
COEMMIRER. REERAE. 85, BISHFRLE DBEICHELT off-label use DFEHEL,

o FAERICETS offlabel use ffl: bevacizumab & fenoldopam
HERTHEBIW-EERIIFEAELZVD, FICRBRTEENLSTFEITBEESADELE
BHBENZ 2 H5. HAOMDAFIELTEESNTEY, £ MR EMECLIELE
off-label use &h TLBHAEZE bevacizumab (BRFER Avastin®, Do Fyo4h) (T EHE
EEREETHE/V0—F LK THIN, COEERICOVTHF I DIVITILKETERR
IR $ERRSE (retinopathy of prematurity) ~DERZXBEAEL LA 9 BARTRIWTEY. ED
[FEAEDERNRE Thoi-, Off-label FRFMADORBLLT, BEICOVWTIENEYDEL BT,
Z0550 2 FIICOVWTREFTRATHINRERHOBLELZBOH LI, LOALERYDEHIZD
WX, $#. BEGRAERE LR SHPORITNHERELTRES(LEBRERRET S12T0
FRETF—2R /LN I=EL TS (Micieli et al, 2009),

F-. FrEREDABEZICCGRIRBEAZY D1 2EEHS27I =AM TH 5 fenoldopam ZFIRF
23 LLIZ L FFED 22 FEH)iZ off-label TRWV-HE TIE. AIRFLIER BN TRID 24 B
10



[2EELHREMARD SN, BRECIEILTFo B, DAL e E s LTS
otz hl, IPRFRFE (BUN) DAEELRLAEREO. COHERLY, EHFIFRALIIRIC
H1+5 fenoldopam DEEHILHBRERET AR YLRAUDH S LEL TS (Yoder and Yoder,
2009), '

® /MNRIZHITS off-label use f]: linezolid

Linezolid (ARFE & Zyvox®, 7 —41) (A F VIS /o RERABRIT, KETEH/ A \va<A
LU tERBERE (Enterococcus faecium) . RBREE. P ffise (BEAIMMA) IT3L. 12 ELEITK
EEh TS, 771 —1t 13 Zyvox®d) off-label FOE—L 3V THREEZEEIHREEINEA, Iz
2002~2007 DM, linezolid (& 12 @EBD/NMNBIZHRBYEGEICHLSh TEY, EHERITAF
)ittt EE TR OBRE (MRSA) Th-71-(Pakyz et al, 2009) , R IER KETNRODE
SEFHEOMBRICENEICALGh =LOBELHS (Kosaka et al, 2009) , 591
linezolid #FAES T TIRE L EROBEIHEN., REEFIBICTRAZOALTEOR S 12T
YEZ TS, EERIAEEROOPRERNEICL>TEVNGREGEFET=_F4—~THLOHRL T
%, Flo A2V T DF—Lb linezolid Z BUME IFR T S EHEEBRI AV TERIZRTILTL
% (Krzysztofiak et al, 2009) ,

ZOEMN. RETIE/NREOFOEE D MRSA B linezolid DEAAEMLTLNEAL ZhiZD
WCRHELEIARNBELSh TS (Kaplan, 2009) , THF YR -HHFU AT AL A—D RS
FEFPE/DR O MRSA (2L 5 ER R H#AEE S IR S D ELIC linezolid DF A RUED
RLIZECH, FRBE (PO T—2T 10 R EBIL 10 ERBTAZLELNHDHLERH. A
OOPRENMFTRAELT/MROESEX BEHNRBREZL DPRICBVLTERHLIEN
A9, BEOUFA—LIZIELYE AR R ELEERL TL S (Santos et al, 2009) , Linezolid OF
BRI DI ENE ERF TH-o=L9 HHELHHA (Saiman et al, 2003) . 2007 & 3 . FDA
(% linezolid @ off-label use TRTHAIEMT HLEOESEERRFTFRITISRELTNS
(http:llwww.medscape.comlviewarticlelSS?;BO?:') o

1235, 1997 S ICFDAIR/NREE OB M HZ RET 5 H T, LLAEEEN FDA QUITRM
FO TN BROEEERRABREERR T HU5IE, RFED 6 v RER(Thbhb., xRy IEERD
BAZBELED) EWSAU T4 TEE5 X D ELT-(Pediatric Exclusivity Program) . fEF8IZER2%
PERLTEDRIAROBRERABRE A TATHEICE THET HLICHROER LSS
F=AO0. HBEERERI LIS XK IOLSERBERECRITIRHULELTFDAZ IR,
DA TA4TTATSL (%1997 F£EY 2007 EFTHSEEN . BH. ZOTOYTSALIZR-S
TREShI/DNREBERFRDIS., 9 DOEERKICOWWTHERSE 3 FROFTLERLICINBEEREL
2B NFURREHH1-LOD, |EITHTHRFEDEL F—RIZ&H> TR EBEERR TSR
WEoHdoT=(Li etal, 2007), \

. In 1997, Congress authorized the US Food and Drug Administration (FDA) to grant 6-month
extensions of marketing rights through the Pediatric Exclusivity Program if industry sponsors
complete FDA-requested pediatric trials.
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http://jama.ama-assn.org/cgi/content/full/ 297/5/480

2) EREEIZET5 off-label use
o HEIRITEITS off-label use : misoprostol

Misoprostol DMEREE (X7 R A2 E . %L(liéFZTl:l'fhlél REBEEICL->TEL-E BB
(1 THHH(TERD Cytotec®DFRIESER) . AR TIEH2&4/5< off-label use TN TV EHER
DVEDTHH, L4, BRFRBIELTHL LA 8, BUAKNEBEEHAFDAICIhigEE 122
AIEEANEIEHL. CORE. BELEFICOEREDBESTEGEM o,

Misoprostol [(EFEFRERMELEZRELISBEHRRESE I8N, ILEFBREHTOEDELT, K

EZHBWTE O X off-label TRLYBN =A% (Wing and Gaffaney, 2006; Lokugamage et al.
2003; Hale and Zinberg, 2001) , RO RELFE>TL 578 misoprostol - FEFERIEIC

FERTHZEIIHE TELNET HERLH S (Wing and Gaffaney, 2008) . IRTE D Cytotec®DE

SIEIXTRDOEBYTHD,

Cytotec®
misoprostol tablets

INDICATIONS AND USAGE

Cytotec (miscprostol) is indicated for reducing the risk of NSAID {(nonsteroidal anti

inflammatory drugs, including aspirin)—-induced gastric ulcers in patients at high risk of .

complications from gastric ulcer, e.g., the elderly and patients with concomitant '

debilitating disease, as well as patients at high risk of developing gastric ulceration, such

as patients with a history of ulcer. Cytotec has not been shown to reduce the risk of

duodenal ulcers in patients taking NSAIDs. Cytotec should be taken for the duration of

NSAID therapy. Cytotec has been shown to reduce the risk of gastric ulcers in controlled

studies of 3 months’ duration. It had no effect, compared to placebo, on gastrointestinal pain

or discomfort associated with NSAID use (Revised September 2009).
(hitp://www.pfizer.com/iles/products/uspi cytotec.pdf)

2008 ££ 5 B, FDAIZRFRSINIILONERP ELITRAR IO a0 ORFTHRE /
hitp://iwww.fda.gov/NewsEventsMNewsroom/PressAnnouncements/2008/ucm116902.htm
hitp:/iwww.regulations.gov/search/Regs/home. himidocketDetail?R=FDA-2008-N-0515 (&' 2R)

Pk, FOATIZBRICHT ZERROREIREESHET 28 % FDA Pregnancy Category ZERL
TAFLTE-(TRO Categories B8) . LA L. SEIORETETIE. COLELXHIRL . EEREE
ERITRRININTEEFTERBAFOEIaVEMTT. TOBBIERIIERRDVARAIEN
R UM HERERH TS, —BLI7A—TYMITHIEERELTV S,

12



2008 EIZEED H-T-FDA Pregnancy Labeling Initiative 13, /RSN OIEBOEIL 3007
=T UrBEUABEREITT2ESBHETT 24D T, URVERR T vNERIZTEL, R
TENRAZBE LD LICERE. KOO TIZIRALTLE-115E DURZIZEY 2154, 1FHF~0
A E OFIRICHES RRENE EHRB(PKPD)DOEE ., RIS RMTEHEDER LD
BETAEEND COMZLTTATITIE A —ELFRRIZT 4 BEOREYE - RER OB
IR RLHFFE (Fetal Safety Studies: > FOTOXHLY, FELH A4, PEXLIYL, TUR
AT/ V) BLUREOEBAICEERELENED PKPD RIE. 73U b KB TIERERIZE
FBFTEFLUI O PKHRIE., D4RV RETRITOOOFFLL PERARAIY, FY
BRALUNITDONVTHEBEIURADOZED PKAELZEAETh TV

{http:iwww fda.goviScienceResearch/SpecialTopics/MWomensHealthResearchi/default.htm) o

FDA Pregnancy Categories (FDA Use-in-Pregnancy Ratings)
http:/Aww.perinatology.com/exposures/Drugs/FDACategories.htm

DA ENMEEDH 3 4 BICBL T AT BEB TR RADERENSZDHS
HTWELWED

338 B: ﬁ%%ﬁfﬁ'ﬂiﬁﬁ@ﬂwﬁﬂﬁfilﬁﬂ&aéhu}tcl, IS, EREIRTTO NI
BRITEBEINTLVINDED, B, BIMEBTHEEZABHLA T
A, EMEEMIHE 3 h B OETAHEREBTEREOLATLVENED

HHEC: BYRBTEIRFICHEEERIBOLNATOEL, O BREBEA

RSN TOELED, HLAL. BPRBHIEFEA THEST ., EMERT
B TR RRBRARESHL TORNED

13



S48 D: ﬁiﬁmluhlféﬁwmﬁﬂﬁ*ﬁﬁl BLWTHRE~ADERENZBDHENTISS
D BEORR I vNBEMNIRIELEZE0, =208, B
EE FREIBEELERCIVRETEERNFERATELM oY, FLUTHR
BNENLSTES

SEXBPELIVEFTOENEHBRABRTHERE - BRRESBOHOATIS
BY, BHELLITRIRT RO HLHRIEITIIRR

3) MASEEIZ&ITS off-label use

*E GAO(Government Accountability Office: BFFESZERR) (X 1991 FOFET. HHAF SN
F D3 1/3 B off-label T, FHULDBEENBRONT WO DERIETPEIES 1 DD off-label
MFHEZTTINDEDHRZEHEERLT-(Laetz and Silberman, 1991), 7=&Z 14, paclitaxel (BR5%E
% Taxol®, TYRb—)b- A ¥ —X - R510T 1) (&, WESADBEOH TEBSh LA, KBS
NEFICZ T CICHAAOBRERBRAETLTEY. ChoDEBRBRITTCICERETHRE
ShBD T, BREKRRBRON T-2512 off-label AN E R LB THS (RIEIEENAICERES
htTha),

Rituximab (BR5E48 Rituxan®, /(A Pz -FA Tyt &R Ty03) (3 BHEKREICHR
BIZHRTS CD20 RIS T HE/7A—F LA T, CD niRBE D Bt RS T
SEICEZEShI=HY, rituximab M5 D 75%l3 off-label TH- =S TLVS (Kocs and
Fendrick, 2003) , Rituximab [XF7=, x5 F—RFESE (Wegener's granulomatosis) >, U7
Th—T R (2 FHABHEIRE) 128 OEEAREREBCE off-label THEAShTHEY. D 54%
[CEEARHLW-EOHEHHD (Sailler et al, 2008) , BIE, ChoOEELESICHLUTERE
HEBRE{TS5CLEMEBEEICERIT. HESFALEMBEEIHEL TLVEL,

£, BERELTRBENERBARZMORDSARIZELEHEAT RS (HDINITOFEDIE
&) BIGFERLT O BEE., 5L —k HAHNEREBAIRRINIVICERHSI-DAD
HLOTHAHIEN S 2HY ., Zhbidd AT off-label use TH 5, &L T, carboplatin (BR5E4£
Paraplatin®, FYRb—IL -2 ¥ —X - 22471 &, HELEFOBRBHUNENGEE . SRLICE
BEhizHB52XUH B HINEERZBENEREEHRIVEZSAEThLIOAAFEELTINS
(Levéque et al, 2008),

#Tk &) bevacizumab (BR584% Avastin®, Pz Tv74t) Id:iiﬁ'f;j(ﬁ%ﬁ“%l THEMTUAINT
WHH, REBSNTOADIEHARKRELTTHSH, Trastuzumab (BR5E4 Herceptin®. xR T
wH1t) (3 paclitaxel £ L<IE docetaxel (BE5c & Taxotere®, ¥/ 1 FPRUTo A1) EQOBEATER
BHILAAICEESN A EREZIZ vinorelbine (k554 Navelbine®, Pierre Fabre #t) &M &
ATMAEN TS (Levéque et al, 2008) .,

oFLAAIZHITS off-label use 4
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FAADBEIZHLTE oft-label HELBLLNTIND ATAT 7L RIESTIZEOLSEERIZ
LT, e BERRBRTHPMARENZEL TREIZZ IS TIEAL, Trastuzumab (3 £
BHERT-2 2K (HER2) (S A L. IRk EHEEREEERIET 5. HER2 BERFAOEE
TEARADF 30%ICHLN, COESLEBETIINADOETHBE F-EBLOT EEiE
HEHEIZLLY,

Trastuzumab [EBBEEEL T, Pt —EITMO B ALSIEE S H-C LD HS HER2 B
B RBOEBIELNAICEEINE, T1-. paclitaxel LD HRAT. LA ALSEERESH=
—EDHEVWHERZ BRIEFHOEBIEIANACERIEIN TS, |RIANNLIZE, THerceptin®(d
HER2 40 BANBERELTLAREOHEATAZ LRI TEY, BEREBEDHK

BlzkoTREEND,

LOLERICE. BHELOBOFETRAVLATEY., AA~NOBEENREBESNLTNDS
vinorelbine &M HEAILIEE ICHBRAEL \ESH (Mano, 2006) , EIhEE 86%+D|ELHD (Chan,
2007), —DIF A, capecitabine (Bi5E4 Xeloda®, Owi ath) EMPFRA (Aapro et al, 2007) %o,
ToaNnUMEEICBWTHERAMBICH T E 7R —L RIEASHFSh (Kabe and Kolesar,
2006; Mehra and Burtness, 2006; Dahabreh et al, 2008; Mariani et al, 2009). off-label TH&E{ERY
ICIECRALLNTNDM, 2008 £ 6 A 4 H. 72U MEELTO TCH (Taxotere and
carboplatin with Herceptin) %, 35 &1+ AC-TH (doxorubicin and cyclophosphamide followed by
Taxotere with Herceptin) &M R Esh i,

4) HhahEFEIZI1T5 off-label use

AR eERL, RITOBEETETAENRA/LNGNDICTETETEERD off-label
THALNWTWABETHD, AT D Walton Six, D+ HBIETURANLENEFHLED
off-label use K7 TS, @REHE. QIRAMBLUNFE. D 3 DD EEIFIF—ITHTE,
2005 4 1 B ~2007 £ 6 R 30 BORICEASh -+ ST FEMNE I OMGL off-label use Zi&
DL, BHENTA—AEEELTHEFE., TREEOMCREH TN EHRT 2O DH
BHEPEEShDIEIC 14 HEOEERERELZECH. ZO5H0 9 FILSEHBRAET. <
M5 DFE T (bupropion, duloxetine, escitalopram, olanzapine, quetiapine, risperidone,
seriraline, trazodone, venlafaxine), LA DS LS DED off-label use [EWIBHEBETH-
=& &L TLYS (Walton et al, 2008) .

CORXLYLLURIOBE T, MTADAES LTHBEMHFED off-label ELTH 24650
FEhTEY., b THERIRBARESNS DELH+ S EHENRIAENERLASH TV,
ED R (Radley et al, 2008) 40, Ft=. Pa—T7H O 2001 EQAT 7 (FRBFORETIE,
HOSDEMAED 75.42%, L TAMAENF D 80.12%, HEMHKRELFD 63.62%H off-label
use £ EHESH TS (Chen et al, 2006), '

15



CDEEIZE T3 off-label use DT, FFICRIB LA 0 . THBMBERTADAE HEORT
ADAEEDHE) IBEVTA LR R DEREDER TREEh - gabapentin (BEF4
Neurontin®, 774 ¥ —%t) T# %, Gabapentin (IR BIERBECHBEEOFHICITEATHS
EDIETUANHZEOD, WESEGTEIMEOIEFURAOS L IUEHREE, TERMG- 25
HEE., LT TRERE. _R#*ﬁ"‘a"'%LE;ﬂJc‘:L’CEJEJ..{EJEL TRE—LavBRELTHH
=hf-(Mack et al, 2003) (FIESH),

o BHEHZH1T5 off-label use #l
" Risperidon (BR55 % Risperdal®, ‘vt 4t) O off-label 7OE— 3% L1=&LT 2007 £ 11 B

20 8.7 9 AMOFEIAY R BLUBSHOJRJIRFRSR. Vo A EESR

MNoFHRT HEEE B TUVA (htp/iww. [awyersandsettlements, comvarticles/0161 1/risperdal-off-label. html)
Risperidon (X AB LU BE (13~17 5%) OMSERIVEICHT 2B PSS UHBEE, AL
FUNR (10~17 8) DTUE | BEEICEEL - A BH AL CRAEIEY—F, 5~16 RO B
REREDEHBE., ITEBSHWLTWEATNL LN OSETEHEROKERICE off-tabel ELTALS
hThag,

f-& (4., HiBHEE (Choi et al, 2000) %, HAN=VEIRYAHEEH (SSRI) DHEILHHHEI
L5558 EE (Matsunaga et al, 2009) (< FFJL\E;:}‘L'CL\%S# FHEOIETURERINTING,
Ff-, SEXELLATORBENITHOMMISERLTIRENHDZ—H T, BRLIZALEDHLH
hot=+9 58 & (Tyrer et al, 2009) 45, risperidon ;&% 2 1T1- B &I HEE (RFEZEOD
MEEERBIRIDBREFIFRO2EHERR. ERFEET N T UOR—L X BREESAERDT
L)DEELGIMERAIEOLN, risperidon ZRAVWBIZEEISLEIBRFNBELTIHELE(HE
S TLV5 (Weiss et al, 2009; Leslie et al, 2009), F£7-. MeEEE 4445 ADHD GEE XM - 28tk
EE) BT FFFEVARICBNT, IO IETFURELEBE S TLVS (Thomsoen et al,
2009),

Risperidon ®ih® R NFRBFELSSHEERNECTHOBAEROTRICZNAESNSr—
AHEML TS, ChoDEERFESREZRALTH S ER2MESRSE TET ARSI
LR 1.6~1.7 EOFEL=DOEMA RO S, 2005 5 4 A, FDAIEY 4 S, BERESFIZEMN
TAHIIEELEEHTLE, T, COFETEZTTEERD risperidon O 3R EBMBETHREh
1z. Risperidon I3z, ¥ A% (deliium) (2% off-label LGS, L<LMDFAELBOHLII=E
DBRENHDHLO0, FAEAL - ETREBRBARETOATOALRD, &5, BOEBRTHE
B 20 RAEIREE (mucopolysaccharidosis [1IIA) DMBADRE T, FRPIDVREFITBNT
ERRENBOONI-EORBOBENMOHEIFEERSh TS (Kalkan et al, 2009),

5) WAPEERIZHITS off-label use

EEQEFMEAL R HEERF-1(GF-1) RIBEDNRICHI IR EREORBRESLT
2005 £ 12 A, AR R ERF 1(GF-1) EAV A AR ERFRES-AECE 3
(IGFBP-3) DA T-AIECEZREFHRIMA LI 8H mecasermin rinfabate (BR5E4 iPlex®,
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-~

Insmed 1) . BLUZTDOHLUETH D E T RS EH mecasermin [rDNA origin] injection (BRFE
% Increlex®, Tercica #) #%. FDA QA —T7> - RS54 - FOd S LIckYEBEhi=,

Insmed 30 iPlex®(%EE AT AL, SR ELNDAYRSATIVA, 200K, HHFMELH
£L, BRNCEL o OIS D — R SITHELT, LAL, ZOHELL DD DEEIC
115 off-label HEATHEKRAEATENTEY, Insmed #HIFBURBERELSHE R THS. 3
EHSARO I —TCRIPMEAROONT, T, HVERICHSRREOEES L UEHES T
ERRAOBRKRBRIEET T, FET—2EEON TV, REZEEEHTVBDH
FEE I RIRTEALE (ALS) s A TH S,

i kiR 4 (Washington Legal Foundation) 8 X UK IS iPlex®ht ALS EHDfHE
FBOETEIESHT-, BUITHETEEBLI-LOFAKICHT 553X (Popeo, 2009) F8HEL-. L
L. ALS B 100 I iPlex@FE AL THRMRERE LA ZU7IHEL T, 57 fAYRED
ETOTDHRBITLPETITLYBEL. BYOBHICBNTLREORR GO TMEDOLH

FITBES . HENERBORESREBL-OEENLILIZNZLZNELDDH, 12 7BUF

(X 2007 ££. iPlex®DALSADFEAIFE B TELNETEIAVMERRL TNV,

ZD&SIZALS DETIZH 3 iPlex®D T AKIERETHLN, iPlex®FALSICERAED=a
— 2N TCLESTOIZRT U DENHEEY. FDAIX 2009 £ 3 B 6 BETICERLE:
L EIZiPlex®® compassionate use ZEF e[ §5& L= CkERNTREETH DM, IBRARE
BETOERERMNICET), $4abhs, COMBRALLIEEREEE. @ Compassionate use
(single-patient IND —p18 &8), £ L<I&. QHERFEATS IND OLT IS ETELEL:
A, FDAIZ{E A B4 compassionate use 4. iPlex®DH AtEE LYTE LA TESER DR
HEBROFIFIEDBNAHLHLERERILT (FDA Position Paper, 2009.

http://www fda.gov/Drugs/ResourcesF orY ou/HealthProfessionals/ucmi18121.himj) .

ZCOHEMNZOHBHEZTOZHRICHIICEDL T FOAQIEIESEI LA, ERCHRESE
MIND OF-HDEERFERICCOEEREZEMLTEY., compassionate use THLIGNM S iPlex®
DEENFEICRON TN -CENEDERTHI- (2009 £ 7 AT, EES DG 6H,
FHREFAD iPlex®DRIFIFHLEL ., F-CEBRERFARIITHT . BEBEPOBEICOAHRH
T HERRLI) (EXD—EE TR,

The U.S. Food and Drug Administration (FDA) has approved two injectable drugs for the treatment of
growth failure in children with severe primary IGFD or with GH gene deletion who have developed
neutralizing antibodies to GH. Both mecasemin (Increlex) (Tercica, Inc., Brisbane, CA) and
mecasemin rinfabate (Iplex} (Insmed, Inc., Glen Allen, VA) have been approved as part of the FDA’s
orphan drug program in which drugs designed to treat rare conditions or those with few available
therapies are given expedited approval.

On July 27, 2009, Insmed Inc (manufacturer of Iplex) announced that the Company will cease the supply
of Iplex to any new patients. In addition, the Company will not initiate further clinical trials with Iplex at this
time. The Company has determined that its limited inventory on hand must be conserved for the
treatment of existing patients. Furthermore, the FDA and Insmed have agreed that access fo iplexfor
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investigational use in patients with ALS will occur in 2 ways under Investigational New Drug applications
{INDs):

* » Single-patient INDs requesting “compassionate use” of Iplex for treatment of named patients
with amyotrophic lateral sclerosis (ALS), received and date-stamped by FDA's document room
by close of business on March 6, 2009, will be allowed to proceed, and Insmed has agreed 1o
supply Iplexto those patients; and

¢ The remaining supply of Iplex, which is very limited, will be used by Insmed to conduct a clinical
trial under an IND in which other patients with ALS who are interested in receiving Iplex
treatment will be randomly assigned to receive drug through a lottery system.

W, RBE. iPlex@OIFLIEET, ﬂil'@ﬁ%ﬁéh’cmé Tercica &M Increlex®ld. BARTIETFTRTS
AT AD-CIDRFTR T, RRES. S-S/ UAUVNE, ERRKE, FEOXH
EDEIGETRFLTLS,

4. BBRECREKEFE)~DF7HER: Compassionate use & Expanded access

2009 4E 8 H . FDA L85 5 CRABRE) AD T I EREAIZE T 2REIL—LERELEAN, 2O
LEIZ[E FEFAIL - PILTURETLU N ERGEHN, EFERZ LT ORBREE~DS

EFOTE2R%E FDA ASHIBLI=EL T, 2003 & 7 AIZ FDA #i25FL1- 28055 (B Id k) .
http:/iwww fda. golerugleeveIopmentApprova]Process/HowDrugsareDeveIopedandApproved/Approv

alApplications/InvestigationalNewDrugINDApplication/ucm172492 .htm

e Compassionate Use (Single-patient IND)
EXRIEROBRLEFGICEZEREHILOTHY., BRFEERETV. TOFME-R2EEFER
LTHRFBRESINL VAT LADNEILSN TS DALGEREEMSN-Y, FEL(QOLEZETSE
BEITRBITHNH>TOTHRISEFELS GO EERD, BRERBRAOSNATELGLES, REFE
THH>THLRATOHREHIHNELNEDAEROHEERALLVEVDEEZZRBFOODAARLT
ETHD, O LSFREITIE L TRCRFEE TIETHISEIHEE 1 £L T compassionate use” (R
BEDNERHER) TN DHIELRT, BELTE .

KETIE, NABREDAERER] (21CFR312.34) 014 a3y TR R EBED compassionate use AY
BESh, & 1| R (HEORERETCERNOESTHENE -ReNEHE) OXRBENHTR
EREHTWDA, EHOBIERATHEL TS BETIEELICE | HEB LRI ATEEEL TS,

EU Tid. #% % (Regulation(EC)726/2004) [= compassionate use N8 ESh ., AT HAEF
BOENEEAORRBEO NENHANTRATONBETTRTHY . £OH/BILERFTIND
ETCHRIESNDHIEMNBARSIhTINS,

e Expanded Access

BE. FIHEEBESEBRIARTL, TOHFROFEIMEATINTNLIES, REBSNLETOHMED,
HECEIFTEOBENEATILEFDAICHETE S, COBE., HEDE(X Expanded
Access GEERZEDILKFIF)" Protocol ZiZHH L TFDAD BF A 215548, REBRHEYEX IRB OXR
MY, BENSAEEEAFTHLENH S (hitos/www patientadvocate org/index.php?p=102) .
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¢ Treatment INDs / Group C drugs :
S5, kEEISAHER (NCD IZRSAERSHLLEBRPIZRBOH N -EERHN FDA [ZFK
B AETICRAMM NS> TLESLEBEL. FOA LIBBLTEOHEL LV ELLTLSE
ZIEIZIRBETE D LS. Treatment IND O FOEREREZLI-, ChiZ k> TERKNAG FDA %82
DRTIZ, REFICBEICSOTEOHEO RS LANEICHT EIRRGT —RERDHLLLTE
%o B, COLIBEEREGroup CHEEEIEPATING, HEXE Group C BEIZ T < TREITIR
Hah, FOBBEIATATT AT 4T AFTHN—SHTEIH, 2009 £FIZ FDA LYUFETShiz
Expanded access I3 9 28I/ —/L T WEFRICIRMO—EEFHRIT LN BHONT-

( hittp/AMaveve. cancer.goviclinicaltrialsiearningfapproval-process-for-cancer-drugsfpaged/print Ppage=8keyword=) ,

e Expanded Access [CB9 2E#/IL—I

2009 £ 8 A 13 H. FDA &UY"Expanded Access to Investigational Drugs for Treatment Use”
(Final rule) B EfTeh iz, ChZEELLLTEROBHMAELE>TLDKIGHEICRY., K&
ARBREOERZEFRD S 2006 HFIEOWERRT. 2000 4£ 10 A 13 BXYMEFT LG 1= (
hitp://edocket. access.qpo.gov/2009/pdf/EQ-19005.pdf) »

LART, S ODERIRE B T 0uh—o, MERGERNEICHT 2RO CaFMEITBNT,
Treatment IND OH|BET 1 5 A LDESIHEEEZITTND, 1997 £0 FDA EHALEIC,
Treatment IND IZ&k5 Expanded access use HBA3{EEh, £z, BAOREHERICELNTE.,
VO DEHDHEIHRIED SN, TO%, 2006 FOREERE T, S EDBMKIR (final
rule) &iio7t-, £I-FEFIC, BREORSICHTIRRIL—ILBERShE (TR,

¢ Charging for investigational drugs under an IND: REZEDXILGER

(Final rule £LT.FDAXY 2009 ££ 8 A 13 BIZHF1T)
Treatment IND (£L<IZE Treatment Protocol &£0V3) (2HULVTIE, WCOMDEHELRIZ L,
CARBRRUY—IZBEFIHERTELN. TOBETH, ORMELE., IRFR. AREORRIZH
H5HIAR) L EDEFERLTITASHNEEN TN, SEOHETIE, BREOIRMEEHER
TELHEZFIEALTHEY., BRAR Y —BEDLSHIRCEERTES M EAEMITEHLTL
5 (http://edocket access.gpo.gov/2009/pdf/ES-19004.pdf) .

COWMEDEEIZIL, JHEFH K (advocacy groups) iS50 Treatment IND"D ABRAHUVENT
HBLDENICKDECANRRENESN TS, FFIT. Treatment IND (&, ERBIZA A HIV B8
BREKICE->TBY, 0O EELEB TiE compassionate access AEL\EDEIEAHY ., =
f=. BN NERTIDOEMNE|T B 1L, compassionate use DF|EEBLEEELETLES
CEITRAEDFEIAERBLTEY., ChoDERARRBICHELZEELZLA TN,

o FEFAILRAHK T ERBED FDA ZiR5K

FEFALRE (REBEADIYRWTIERERDHFAR) 1T, BRULXFREETHHTES

AIHERERONATHERIDET LIS ELEREA 2001 £ 3 AICREILI-BDTHS. TE

74 LIZIE EGFR (ERISTEE F2EK) O EAEIH T ML AR OB EASMH SN DL ER
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MW=L, REZBETH 7= cetuximab (BK5EHR Erbitux®., I[mClone Systems 1A%~ A
LD KGaA & TNRARML AN —X - 74T HRFHEFE) . BLU. gefitinib (BR5ESR Iressa®, 7
AZEFRN)EROTHRBEEEZITULEELELOORBOHLIT . FTESF M ILIE 20016 AITT
{7i>71=(htip:/mwww.abigail-alliance.org/WLF_FDA.pdf),

ZTO®R. TEFMNVRELETL VI ERIGRE RERBEAOTIERLRERO TERLZTHE
ToTE. MEKIIE | BHRZR TL-RERRBEE . EHEEHSNELIEBLEE>TLLIEE~
DERZERHLBEVOEERERRIEOON-ERYAELZETLDLELT2003 £ 7 A, FDA
ERIFLIZ. 2004 £ 8 B, EHOOVE7RAR MBS BRHMIT. FFEERNAEORE IS
ST R RE T LA, HE&IZERL, 2006 £ 5 B . BHOAE PRI EREAFRE.
2% 1 TOVULEERESETESALVRBOERERDDIHAREF T LLIETRELHELMRAIC
iEofz. ThisxL FDA X EF I REFIFTICBEEEZRDHDH— 4., 2006 £ 12 A, RRBE~D
TORRENERTHIEFEL—ILE, BEMENRRBELBEICHERMTIBOEAEOFHE
H#RLIIREL—ILEE HTRLUTL V= (hitp//www.abigail-alliance.org/WLF_FDA_Lawsuit.pdf)

2007 £ 8 A 7 B, EREREHNFOBEETTES M LAOTBEROLVERATE N, =
- MEREAIL. #KE D compassionate use HIEIZ DT, KUBHAOBRBREZH I BBE~DT It
RULKEROT=-EOER, HEVICELRARBEOEREDOHERBICOVNTIERRGH 1=, EHITHR
AL 2007 £ 8 B 7 H. 10 AOFHEITEDHRL 8 3 2 TEAMAEDREFITIEH 54
WEDEBEETLEN. PTESMILRABRELU IV ERBRAERE., LRERNPESNT
LB, ‘
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Il Off-label TOTE—Say MK LAk
B8&U
FDA O &BH#H 14> X Good Reprint Practices

[FC&HIZ '
1. Off-label use OIEHRLE GIRI. BFE) IS8T S FDA DRFHAF VR
Good Reprint Practices 7714 L AD R M)
EEH/XOT—ANZAT127 1Bt SR
FDA(DDMAC) A #1T9 HER LA—LEE5L3—

2 off-label use 70— 3 EREFHE

Off-label FO&~— 38 RO E &SI

HHS & DOJ A—R, &> THRIEEREZER: “HEAT' ORI
EHEICAT-5%E: E~OXLERBRORTREEXK

i R

[FLoHI: WEFREZLYFEHWRRAOEEL

FETIE 2008~2009 FEIZHLT. EERD offlabel use (2T 3 EZMNBRICKELT{ENH -
Too BB A BELII S (BN BEREETREIERICBV T, ChoDERIRERREIC
HITDRFREFE. BEAVTIATURICEEERFEFT T TE HELEDEDRIAD Y
BEDLDICKEGREERIF T &1, : '

@ “Fraud Enforcement and Recovery Act” (FERA2009) IZ k2R EREZOENZE

2009 # 5 A 20 H. "Fraud Enforcement and Recovery Act’ (FERA™) TRE#I#FEH LTIEEMR ‘
Bk 1A NI KREDB R THIL, ChIZNFREOREL BB ELT-"False Claims
Act’ (FCA) I RIEFFRF L FZ IO —HEHET LD T, civil liability (REEE) OFHEHREL.
BREORELBILTHILOTHD, ZNIZ&->T off-label use (ZEATHAEFERE (qui tam
relators) 1Z&BEHERHERETIBENESTLNZ LS

( http://www.morganlewis.com/pubs/LIT-LF_ObamaSignsFERA2009 20may09.pdf) ,

| YFERA R EAAICHUTENICRAL . FEEb I ESERET b 0L D THY, EHHIC
ol O TIEAEL, YT TS AL EDSMERESSD . FEFAOERERERIMI-8NT
BTERTFHEITLS,

@ EFEHDOIFEFREILE) "False Claims Act (FCA)” &1

REFREZILFELL, BAOFEEERALIGELTCERRFNOAEICHAFER T -EICH TA8E
OHEEZEH-EOT. —EOEHDBEIZ MALREABIERBFO-HICRERRERET
HENTED, '

$hHh5, —EASEBATE R EL T'qui tam plaintiff’ (742 LRE) ELT, BRFISHLTE
E#ToTOHBEALLERE @S ISHLARESHRFRERES oLt ve. BRLES
21




i, HRE LTMMI L - TH -8 IE{EEE (the damages recovered) D—ERSEHMELL
TRITRAIENTES,

BREFFRERERAT, REEFRICRAT S, BIFSHRICET 2 EEES. HECH-
F-RRFHEAI R U TR L . KA S HRICNb I ENERET S, $ L% (Department
of Justice: DOJ) B3+ AL THRRLI-BS. [REE 15~25% D5 EE%. £L Department of
Justice BT ALBNTHA2LREAMEAMICHRAEToTHHL-IB S L 25~35% DRELSE
S5,

BE. FEFEREITEBIZELIBET AN CBBRELHRFTIOHOHRENRITENTNDA,
FERA2009CI, ABRE RZE T o= ¥ B (employee) D IEAMC, BRFE D 3 & A (government
contractor), & U, R A (agent) LFEFEDO R RITEMNShT -, '

*24 ZLEFER (Qui Tam Actlons) http:/Mibrary.findlaw.com/2000/Nov/1/130252_htm|

The federal False Claims Act pemmits a person with knowledge of fraud against the United
States Government, referred to as the "qui tam plaintiff," to file a lawsuit on behalf of the
Government against the person or business that committed the fraud (the defendant). if the
action is successful the quitam plaintiff is rewarded with a percentage of the recovery.

The quitam plaintiff's share of the damages recovered depends on whether the Justice
Department intervenes and takes over the case. If the Justice Department takes over, the qui
tam plaintiff is entitled to between 15% and 25% of the recovery. If the Justice Department
does not intervene, and the qui tam plaintiff pursues the action individually, the qmtam plaintiff
is entitled to between 25% and 30% of the recovery.

X(EICFAKEOFEFAREL-EIREFRE X (Whistleblower Protection Act)b#H5. —h
ILEHAFOBEAEDETEN, EXUEHER, EXLESORE. HEBROERSETREL
T:%U)'G?)éo

1. Off-label use DO1EHRIZE (FIRI, EHF)ICB 5 FDA DRFH AT VR

2008 £ 2 A 20 H. FDAIZ "Good Reprint Practices for the Distribution of Medical Journal
Articles and Medical or Scientific Reference Publications on Unapproved New Uses of
Approved Drugs and Approved or Cleared Medical Devices” &RET ABIEEEADHAE LR
(B|ERMTL., BT UyIar b EROT-05, 2009 £ 1 B, AAATADOBRKRIREFHTL:
(HAF AL RILHFSR) (hitp://www.fda.govioc/op/goodreprint.html) ,

FDA ZTCOHAF AT TRO AEEFT L, oft-label use [ZRA3 AIEROBRHFEEELT
ALOTIFELNELTNS,

o EYLESIr—FLHLORETHIE BT LFEFRICLIEREE. HEU

 EEOFNEEROARMALIATEY, AESEOERTERSNELOTHNIL)
o HHMIZBRET. THICEEShAERRICOVNTRBSh TS E
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o BIIMELNOBELBEINLOTIAC T, EEHLAL S v—FH LEAIASRE
L=t FDA B EIZRUEIERLI-LOTHINE

o EHEOBEICELWASZLLGTISBEOTHNIE

® HRXFEMHShiY, PoF—S/07—h~LGETHRAShE-LO TR E ,

o FAOEIRRITHICLEBLLBTOSALERNENLSICHRL. Z08E
FICBHAREEICEAT HEHEIRML. FEOHNSERICONTANTEIL

o BERBEShTLIENLBERMTEoE |

o COEHERREME—BITWALENSE

The FDA said that it did “not intend” distribution of information on off-label drug use to be .
unlawful promotion provided:

+ The article must come from a suitable medical journal {one that conducts reviews of
manuscripts by independent experts and fully discloses conflicts of interest of authors;
the issue has not been developed under the direction of a drug company);

+ The paper must describe a well-controlled'investigation that is scientifically sound;

« The paper must not be false or misleading, not have been withdrawn by an author or the
journal, or discuss a study the FDA previously has found fault with;

s The information must pose no significant risk to public health;

e The paper must not have been shortened and or marked or highlighted in any way;

s A prominent label must be permanently attached noting that the use discussed in the
article is not approved by the FDA and disclosing any author confiicts of interest or
known information about safety issues associated with the unapproved use;

e The approved labeling must be included;

» The article must be distributed separately from promotional materials.

Label: HEEFLFE R EICHIENRENE0 ., L@ REShf=tD
Labeling : IRNLLED, BROBE. Y., 20T ATORFLRTESN:
LOEED

Misbranding: FIEFRT®(E#H BAFRT. RERTESE)
Misleading: . . SfF%BE 0T LERTR

" e Off-label use =B84 BfFH#IBHE AL FDA B LE

FDAIZRI &Y., RKIBED off-label use IZEMD BEBEIEICEN DL, BESHFEATEICE
HEh TOEDRRBEINECOLTIOE—av 5l L3. YRIAFZEE EESIELTERE
TEf, &AM, 1997 FIZHEIIL-FDAR K {ki% (Food and Drug Administration Modernization
Act: FDAMA) Tk, 2 A EM (3L UEREEE) (< offlabel use 2T 2 XHEDERAE. T
RICRYT RHAETROROTHS., LALEAS, COEEFSHNEYHBTETHY, 2006 F 9
AERTHRAON T, COLIEERORTHITIN=DAH 2008 £ 2 § D "Good Reprint
Practices B3R THY), 2009 4 1 B I=RITeh-REHRTHS,
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FDA iEftitix Section 401: Dissemination of Info‘rmaﬁon on New Uses
off-label use GRAZWIHE) IZBA 4 HIGHMOEER

HREENFAIFBISRHESN TG RERROER -FFEICE T 5 EMMFHEEREM
RIZEHTHLIE, FTROESEETFTIILROLNS,

@ EHTIAIC, BEXEE FDA ITRELTRBER/HL

- The FDA had to review such information before it could be disseminated.

@ FHEO—FEBEAIZFOFERBIZDOLT, BINEESE (supplement IND)% FDA [Z
RHETAHIE (ZOBEIGICEAT IR EAINERHT AT —2EELIL)
The company had to submit a Supplemental New Drug Application seeking approval
for the off-label use. '

o =L, ChicM4HIE 2006 £F 9 B 30 HETOHR{FE
Those provisions had a sunset date of September 30, 2006,

2009 £ 1 BIzH{Tah-5#ER "Good Reprint Practices” A VAN KELTREEDH
E . AGROERAEETROLN TV 2 DOFEELHIRIh L L, $bs | RFICLD
off-label use (T AERIBERE RO L O ORHWNPBEHIN-2LETHS,

COERERKH®R Q008 E2 A) . SETFLERN FDA ITHF LN, EAIBIU—SBOERER
ENSEEISN-LO0 HEEHAZEL . Thliho0EEM-OE RiEMofecoxib (BR
FoA Vioxx®, Ao EQESHBIERL THHL. BRIFFDAIZKIZREHMIED TV
A HFELTWADP T, COFDADREBENIZIZOLIHRNICEITTEEDTHDIELITERNM

HTHol,

@ HFHFE 10 #HIEFEHMEHI EESL. HHENE FDA [CBR
KEAFARORREIZRID20084F 4 A, 774 F—, AL, FARSERD, D3y &
SV REESTHEERE 10 HITESEMA. off-label use DRFIEHIOMISEFDANZHL
fzo ZOHFASTE FDA Chief Counsel T#H->7< Daniel Troy T#h %, APCO Worldwide .
National Alliance on Mental lliness, National Organization for Rare Disorders #i& M 8 E#E
BHLCOESICHEAL . COBRIEL, BEEFEL offlabel DF-LERIZET
%"peer-reviewed journals” NN Xk GIRD #EMB L UVERMBEICRHATHILEHATD
KIIZEVIBDTH T
(http:/Amww.pharmalot.com/2008/04/pharma-lobbies-dc-for-off-label-rights/) ,

® FHAFLARITH T HHBER GO
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EERERESLL>TOWAREOHEERF/ T v 70X 18 2008 £ 4 B 21 B, [FDA
DFEIEZD 10 FTREERRL -, FDA FERBATEDH 200K HDHIRSh, ThETEH
M= EBEEREN, CORRENTEISICRE(GHF>TLEST-, FIEDOEEDHF (bromfenac
sodium hydrate: BR5E 4 Duract®, valdecoxib: BX554 Bextra®F) O —&Z off-label use [=HY
FDA QA AT A (EXR)FYRIOBRIZTDEMNLHIEB LA T HaA M FDA [TIRHE LS
(http:/Awww.citizen.org/publications/release.cfm?ID=7579) .

EARAC&IC FDA ORFIBHOA AT RAEE(E, KFHUELEOD off-label TOE— a8 RIC
HUREHRE LA (False Claims Ac) (T & BHEET O TV ARPIZH TSN, BLEGEISN
Tl off-label 7AE—L 3O —AlL, gabapentin (BR5E & Neurontin®, D74 ¥ —#t) T, &
F® 80%LLEA off-label use TH->1=H%, TI&MIT 4 & 3000 FRIILDEEIFEE NI, FCT .
(ZEDIEFENBHELD off-label TOE—LaVBERER>TLA (Bih),

® TREFMEEREZERSEHA I AELIFH

—7. TRREERIFHNESE B2 (the House Committee on Oversight and Government Reform)

NERTHS Henry Waxman %, FDADOEEIZHL, [COHAF 2R [E FDA OFRIDOLE1—F
FURFLLIZ, f‘ﬂﬁ‘lﬁ?ﬁﬁééb\%bhﬁt\ﬁﬁ:ﬁ’é%?ﬂm%ﬁ‘}ﬁnﬁ‘é‘éU)E'uﬂ&)é%@#.ﬂ&?&"J

FHbhITL=,

ZOERIZHL. FDA @ Randy Lutter (deputy commissioner for policy B8l RE) i, [COH
AF U RFRLTRAZEO-OTCIEA BHRIILILDOEIERR. A4 ¥ o ATEIEE L RA
7% off-label use IZBI TS XMDEFITOVT, MEBRET A THLNMTHLIZEHOTT
LB ER AL, '

2. Good Reprint Practices H 4> XD VMEF)

ZOBAE U AORBIRARKITEN TS » A% 0 2008 € 7 A. FDAnews {3”Drug and Device
Off-Label Promotion: Current Trends in Regulatory and Legal Enforcement” &3 5/l
FEHIT. COWRT, B, 200 HLL LD off-label TAE—LaVBRBICONWTHELTNAIE
FEATHEY. EOLSITTNITZEINSTISEDD, REREH T T, ERISHFTESILTAE. &
AISHEWNTHFITOVTEHRICRELTOS (F/MEFO 2RI HFESH)
(http://www.fdanews.com/store/product/detail?productld=28454) .,

® “peer-reviewed medical literature” D {538 I-BI 3 5 F1&E
TEMEZEAOEEOENAETETHLN G >TETLD, FIELT, IMNREEBIZEITHEIR
B0 = BEGAIEE (SSR) I2DW T, HELEMSHLVERHTNETATIVIAIOE
ERANBREAL T Y MERICEE T 72T RATAITGRBERERLGH o= (Meier, 2004) .
YRH - RAD Ly OTOT(— )b?ﬁ‘%éf\%ﬁﬁ‘bz’iﬁéhfbiofbé(Whlttlngton etal,
2004) &&aﬁiﬁﬂ'-éh"cué
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ZOIEMNZE JAMA 1ZICox-2 BAEEE celecoxib (BRFE4 Celebrex®. 774 ¥ —h) 13l d
NSAIDs IHEBL THILEEBOBIEARRIE DR ENS BRLFREIR/IHSBHINY,
I rofecoxib DX AEBR SRS, BITEH>TIORXEIEFESM2—DIT—AFF1T1>
FIZEkBEOTHHTEAHBALT-, ZD LS5 peer-reviewed medical literature” [ZIXRIEANULTE
LTHY.FDARIREBSEMDTTRO LSRR LME . "peer-review D{EFFE TN TS,

“Peer reviewers almost never receive the study protocol, ... cannot tell what the initial hypothesis was,
... do not have access to the underlying data, ... [and] must rely on the data and facts presented by
the author ...

The data and information supporting off label uses that appear in reference textbook chapters, CME"
materials, and materials related fo third party coverage and reimbursement are even less likely to be
validated than that in peer-reviewed journals. In fact, we have no reason to helieve that such data
have been reviewed or validated at all.

Schultz WB, Deputy Commissioner for Policy, Food and Drug Administration. Testimony before
Senate Labor and Human Resources Committee, February 22, 1996,

3. EFERXOI—ANSAT1Y1ZBHh5E

2008 4£ 8 A 19 H. GSK(GSK) Lt A5 &k paroxetine (BR5E 4 Paxi®) O IRFE{REDF-H %
A< “ghostwriting program: CASPPER” Z &AL TN &AM B, SESFLHMEICAEEY
L F 5= (hitp/Avww.psychrights.org/Articles/090820BGlobe GlaxoPaxilGhostwriting .htm) ,

RO AAEICE, TEER4YZXEMIC7ZTO~FL., Paxil@DRTTA I A BERICET5
BXERRTDI-OOXEZRETILS) BRAEH I THY, £, TOEMBT—IERE
B 2LECANDMXRERTIETDETEE. SHAEDQLSICHFETE LM OLTHERIZH T
UERBAL T AT &ML M ST,

EESAR Y —EG>TITONSRERFROEREFELOEZR/ N, EMTILE{EEEID
O—RESA 53— (EERDRAFYT, HLLEEEIMRBLI-ERES42—EE) IZ&>TERSh T
BIEZUATE YRS TS, 2007 £(<(d, BEOEBESSEFA 519K £—)—HIBAT,
FOEE "LET THEM EAT PROZAC” (B AEHIRI: BEASIE. SERERMHS %O
8B SSRIFRFELERFL] 2005 F)IZHWT, I7M P —1L D SSRI TH S sertraline (BRFE 4 zoloft®)
(BT HHMXD 50%MNT—RARFAE—IZL>TEMIN TS IERELTNS
(http:/Avww.healyprozac.com/booksale-healy.pdf) .

D&, BREHXIZHBNOTIE, 2FF— AVLYORBRABTH LU EMREERE TS GEN
RET A TFHAEERL, ARHHRFEIEL LIS | BE¥Sv—H LIS xRssecrd
— AL 23— RAWAETHEFENIETTHLI L BLEFDOTENHBLI-LARLT, BEHEOR
BREICEETIEZRETAE], HEDER LA >TNS, LHLEDS, 27VXKED NEM D
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RERERTHS Kassirer BRI, T—ALS/2—Z2RETHDITHLL TOHEELLZEITOL
TEHITEEARETHDHEL DL, [T—R IS F—IZLBBALME - HRXIE, BEIZEER
EL. ERAEABIVERRIHTIERDEEESEOITLIEEEL TS,

[AFARISAT425 | BIERRFARICET SRXITHOTIE, WELRBD AT AL -F44
—MESTRRIEERLTNDIENEL COLIBBEIRHATTRBEEH LMY, H
DVEBEEMALAREIENTETET, A—AFFATATHRRELTOSRIREIREN,

4. FDA(DDMAC) K474 HIML S—LBELA—

TRE—LaviERNAEETHE, FDA D—FiFIT#HSH DDMAC (Dept. of Drug Marketing,
Advertising, and Communication) X Z D §EZ &Y 5L 23— RITT A, COLF—ITIE
Untitled Letter (#&=EL 2—) & Waming Letter(Z&L2—) D 2 IBELNH 5. REOBFEIELE
ATHBHLEETRLTHEY., R IR LY—ITENEEZZTLHIIENERIh TINVS,

2009 £ 10 AIZRFIN-EELI—0O—ER. BLBFORBHNETRICTT

(BELA—OYUTILikEki),

http:/f/www. fda. gov/Drugs/GuidanceComplianceRegulatorylinformation/EnforcementActivitiesbyF DAMarninglLetters
andNoticeofViolationLetterstoPharmaceuticalCompanies/ucm@55773.htm

October 2009
Productilssue Company/individual Division Released Posted
NDA # 21-287 Sanofi-Aventis U.8. LLC  Division of Drug 10/23/09 10/27/09
UROAATRAL® (alfuzosin Marketing,
HCI) Extended-Release Advertising, and
Tablets for Oral use Communications
+ Warning Letter (PDF -
72KB)
¢  Promotional Material
{PDF - 685KB)
NDA 22-321 King Pharmaceuticals, Inc. Division of Drug 10/8/09 10/22/09
EMBEDA™ (morphine sulfate Marketing,
and naltrexone hydrochloride) Advertising, and
Extended Release Capsules for Communications
oral use
¢ Warning [ etter (PDF -
108KB)
¢ - Promotional Material
{PDF - 327KB)I
Codeine Sulfate Tablets, 30  |Cerovens, Inc. Division of New 10/13/09 10/13/09
mg & 60 mg Drugs and Labeling
Warning Letter Compliance
Codeine Sulfate Tablets, 30  Dava international, Inc. Division of New 10/13/09 10/13/08
mg Drugs and Labeling
Warning Letter Compliance
Codeine Sulfate Tablets, 30  {Glenmark Generics, Inc.  {Division of New 10/13/09 10/13/09
mg & 60 mg Drugs and Labeling ’
Warning Letter Compliance
Codeine Sulfate Tablets, 30  |Lehigh Valley - Division of New 10/13/09 10/13/09
mg & 60 mg Technologies, Inc. Drugs and Labeling
Warning Letter Compliance
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5. 30 off-label 70— 3 @R ERIE

2009 ££ 1 B, 41—54 - U —t (355 #$F F 2E olanzapine (BR58 4 Zyprexa®) ) off-label 7@€
—LavBRTH 1345 BA @ 14 BRIV ORIEEREON, SFOB LESHELLTEESh:
%, 2009 4F 9 BI(ET7 1 F—itA%H K48 valdecoxib (BR554 Bextra®) £ &L 4% E O
off-label 7AE—Lay, LU, 213 RE [CE&SBERGRTRETAT AT FITFIERKRLIzEL
T A—24))—11E RE{LES#2100 {8 (23 BF L) DEEEBFICEISLICREL.
COBITRSW 13 BRLLNBEESH 10 BERLOAH T XENSE LORFATHY . F- &
ELEOERITAEDCIHNRELLTLRBETH =, i

Off-label 7OE—3vIZxtd 2 EI €S HICHEE T, EIEAFIL 2000 £ 9 BETO 10 FRICH
120 BFL(1FIL=90 B&L T, 1k 800 EM)ZFERH KON ELL THIIL TS, oI, FliE
IR, 500 [CDIFBEERDSE, 200 LLEITDUINT off-label 7RE—L 3 OBV THESRE
LTS, BRRFIE. F=E 29I\ I BBEOEN, LBEAT AT T - AT ARITEEQIL, TH
#575 off-label FRE—S 3y | TH1-LLTH, DI ZERDTTORTHELBALLSELT
W5,

FDA O M &3%81F (. "Good Reprint Practices” 444> R(ZH LTl off-label use [TEST 5%
HHABNEEN TS XHARZRALTIEVIETIATEFBLTNSLSICRASD,
BEF—BRASELAERH>TVS, REOANERBRBTHLIATA T T BEVATA AR,
ELIZHREARBLOOHY HIEDOFEHAE-TIS, BRE X [SEOREIHTIE8EE. B
FHABRSN, ERENAERIIDTC, AIEEI/VDKERERENTOAENERTHOEIEOA
VELTLVS, '

F*: BOAD off-label TOE—1a2 &K (2009 4 9 AETITHRAFLIT—R)
Settlements Involving Off-Label Promotion Violations (2003 ~ September 2009)

Settlement
Date | Company Drug Indication Violation details amount
(nearest $100,000)
Sept. | Pfizer 4 drugs* Fraudulent Marketing of $2.3B

2009 multiple drugs, including
off-label promotion
violations™ (see below)

* Pfizer's unlawful promotional activity included:

s  Marketing Bextra for conditions and dosages other than thase for which it was approved.

s Promoting the use of the antipsychotic drug Geodon for a variety of off-label conditions such
as attention deficit disorder, autism, dementia and depression for patients that included
children and adclescents.

Selling the pain medication Lyrica for unapproved conditions.
Making false representations about the safety and efficacy of Zyvex, an antibiotic only
approved to treat certain drug resistant infections.

In addition to the improper off-label marketing of these drugs, Pfizer is alleged to have provided illegal
payments to health care professionals to induce them to promote and prescribe Bextra, Geodon, Lyrica,
Zyvox, Aricept, Celebrex, Lipitor, Norvasc, Relpax, Viagra, Zithromax, Zoloft and Zyrtec (total 13 drugs).

Ameong the settlement terms are mandates that Pfizer shall:
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Not make any false, misleading or deceptive claims regarding Geodon.
Not promote Geodon for off-label uses.
Post on its Web site a list of physicians and related entities who received payments from
Pfizer until 2014. ‘
+ Provide product samples of Geodon only to health care providers who have specialties that
customarily treat patients who have diseases for which treatment with Geodon would be
consistent with the product's current labeling.

caused by defects in
immune system

Jan. EliLilly & | Zyprexa antipsychotic Dementia, including $1.415B
2009 | Co. Alzheimer's disease,
also in unapproved
dosage amounts. CME
programs to promote its
off-label use
4Q, GSK Wellbutrin | Paxil was never Withholding negative $4M
2008 SR, Paxil approved for information about the
and children safety and efficacy of
Paxil for teenagers and
others children. Violation of
off-label promotion &
. marketing
Sept. | Cephalo | 1) Actig,2) [ 1) Cancer pain in 1) Non-cancer uses $4.25M
2008 [ n Gabitril, opioid-tolerant {infuries, migraines, etc)
3) Provigil patients 2) anxiety, insomnia,
2) anti-epilepsy pain
3) excessive daytime | 3) non-stimulant drug for
sleepiness the treatment of
associated with sleepiness, tiredness,
narcolepsy, decreased activity, lack
obstructive sleep of energy and fatigue
apnea/hypopnea ’
syndrome
Sept. | Bristol-M | Abilify, Treatment of adult Pediatric use and $5.15M
2007 | yers Serzone schizophrenia and dementia related
Squibb others ' bipolar disorder psychosis
July Jazz Xyrem Weak or paralyzed Fatigue, insomnia, $20M
2007 | Pharmac muscles and chronic pain, weight loss,
euticals excessive daytime depression, bipolar 3
sleepiness in disorders, etc.
narcolepsy patients
May The OxyContin | Management of Wider pool of patients $6356.6M
2007 | Purdue moderate to_fs_evere and conditions :
. ain in specific
Frederick ﬁmanceﬁ
Co.
May Medicis Loprox Fungicide for Treatment for children $9.8M
2007 | Pharmac patients over 10 under the age of 10
eutical years of age
Corp.
Apr. Cell Trisenox A specific and rare Various forms of cancer $10.5M
200 Therapeu type of leukemia
fics
Apr. | Pfizer Genotropin | Certain growth Anti-aging, cosmetic $34.7M
2007' failure and related use, and athletic
diseases in children performance
and adults enhancement
Oct. | InterMun | Actimmune | Disorders of the Lung scarring $36.9M
2006 | e immune system
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cells and severe
malignant
osteopetrosis

migraines, ete.

http:/Aww.quitamhelp.c
om/static/stories/parked
avis_print.htmi

Aug. | Schering- | Temodar Certain types of Other types of brain $435M
2006 | Plough and Intron | brain tumors, specific | tumors and metastases
Cor A types of cancer, and | and superficial bladder .
P chronic hepatitis B cancer
and C
Dec. Eli Lilly & | Evista Prevention and Prevention and $36M
2005 | Co. treatment of reduction in the risk of
osteoporosis in breast cancer and
postmenopausal reduction in the risk of
women cardtovascular
disease
Oct. | Serono | Serostim | AIDS wasting—the | Lipodystrophy and body $704M
2005 invaluntary loss of cell mass wasting
more than 10% of .
body weight, plus
more than 30 days of
either diarrhea or
weakness and fever
May Pfizer/ Neurontin Adjunctive or Bipolar disorder, various $430M
2004 supplemental pain disorders,
Warner- antiseizure use by Amyotrophic Lateral
Lamber epilepsy patients Sclerosis, attention
. deficit disorder,

®  Not off-label promotion related violation, but,.........

The $559,500,000 settlement with TAP in 2001 was based on allegations of "marketing the spread and
concealment of Best Price for Lupron®, a prostate cancer drug. At the times relevant to the complaint, Lupron
was in direct corpetition with AstraZeneca's prostate cancer drug, Zoladex.

The $354,900,000 Astra-Zeneca settlement came roughly fwo years later, in June 2003, AstraZeneca
violated the Prescription Drug Marketing Act by providing free samples of Zoladex to physicians during
the pericd 1993 through 1996, with the understanding that these physicians would bill Medicare for
reimbursement.

6. Offlabel Z7OE—2 30 B4

1) MTADMAZE gabapentin: 5t L @ 80%LL £/ off-label use

J7 A1t E, TR ERTADARE DR TANAREDHR) IBXUITNILRREDERE]

& DS TR S hi-gabapentin (AR5 & Neurontin®. 2B/ZWamer-Lambert) & F T -7=

Parke-Davis#t) % . off-label CHLHTETELER LR AN BREE~OEREZRELLTOE—L3
B R (P EB11Doff-labelfEK - S8 THFE S, 2004458 [24183000F KL DEIEE X
SZ&ICEELTRE L, GabapentinldFE E2IZE T Boff-label useDEEEIFIZHE LN ET
Bahi=A%, REE, 20014F(Z(X55 £ D83%Hioff-label use TH->F=(Radley et al, 2006)

(http://archinte.ama-assn.org/cqi/reprint/166/9/1021.pdf) ,
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Gabapentin @ off-label use {:

Bipolar disorder, Pain syndromes, Peripheral Neuropathy, Diabetic
Neuropathy, sole freatment for epilepsy (monotherapy), Reflex
Sympathetic Dystrophy, Attention Deficit Disorder, Restless Leg
Syndrome, Trigeminal Neuralgia, Post-Hepatic Neuralgia, Essential
Tremor Periodic Limb Movement, migraine, and drug and alcohol
withdrawal seizures.

ChEM56, BRAMTHBES SV FBEHEOFHI DV TOFFRET—2H
HDELEO O, WEEHENESE (bipolar disorder), ¥ KM+ L EPEEE (attention
deficit/hyperactivity disorder{AD/HD}), &3¢9 HIIEIZEE (restless leg
syndrome) . = X 8H4%JE (trigeminal neuralgia) £ & (2D T IR T ClEALY
(Mack et al, 2003)
(hitp://mvww.amcep.org/data/imep/Contemporary%20Subject-559-568.pdf) .,

.:a)fr-—xli1996&{:774%—*1@%%‘4?:»-UI*)‘)&L(EJJL\U\T:HE(Eﬁfﬁ)ﬁ%b}{thf'aﬁ
AL, EHOFalse Claims AciZIREFL THABERL-CLITIHRERLEN, BHAEEISY
ZISERLU-EBREARIREO L3 GLDOTH -,

EETAH S D gabapentinl 2B 2 MMM & HIZ DOV TER B3 F=OITAT(HIL

TV ELTEBSh TV & (E) (X, FEfH Hoff-label uselZBi 9518

BrEMIEA. BREETIEIMEEZR -, AL EATF1HL VTN
C BEMNGEEETICELIEITEY THHILERMLT LM,

RHABERHFICENALEEMMICHL. B EOSTH TIA—ER T 5,
F 1=, “thought leaders” I (X5, FOEE CHEN-FEHDBVERDOE
EREBE. ThoOEMICHREZ > TEERICAS> TH LU (speakers
bureaus) . "peer-to-peer selling"& ¥4 3 FE T, thDEMMIZF U Doff-label
uselS DN TLIFv—LTHES, BIZ, ShdOELOEMIZE Dadvisory
board AL /S—IZig>TEHLLY, BELEXIS,

“Publication Strategy’&#Md 270554 T, BERICZIA—FL, R#H
FERALTWAY— 5 Fsv T &1 RT—AS4T12 4 LT=, off-label use
IS AR DBFEITHE->TELILOKRE, T BREH/DITITEER
LT ETCEKROLENESE, ark—bY A X Dofi-label useizBI3 5
RRBRETERL, TOEBIBSELLCHLEE -,

RN EELETLAVI7LORIZ EREEHEL TEMEICHELT

L0\ FHAEST-EMEEE &L T, off-label useZ AR GO B

IZ0ZELUFv—F{Tof=(hitp://dida.library.ucsf.edu/pdf/soa00a10
http:/Amww.c2lawfirm.com/cu rrent-caseslneurdntin-u pdate/) ,
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Gabépen;inﬁ.t DUVA~BIEAT AT T RAT AT AN RIEEESH T
WA (AR O A E TS y—FILICBE S, VR FATICBEHEh T
W8 ChiteXk50MIzBIT5EE8Tho-.

COESERBHRT T T42J2&Y, 1995 EOFEFLY 9700 FRILE-REGKDOER
5 L& (3. 2004 £EIZ(E30 BRILISEL TV, 77409 — 4 (32000 2/ 8— I F(E AU EE
WLEREOBETIhEDBRTADRBEITE,>I=LL DD, gabapentinie £ D78% M
off-label use N SDINJIETHHI=Z&EH TR, 774 —311Z, Corporate Compliance
Program (X 0OZESET HERTLTHRIE) ZIE LT, TOHENLS:
Wamer-Lambert oD BEEHTI~T TAV T FZOEREZLHMITHETEE LT,

B, FD#E gabapentin®ofi-label uselTIEFRABHONENEZEIMELLY ., BIFES
OBERPEREROENEsIESREC T IRELERSh, ChoREREERRL-BEICK
oTﬁE%O?Z?bva/*ﬁ#ﬂﬁ%ﬂb\‘cué
| *GSATF I A EE: ﬁtﬁﬁ”éﬁﬂﬁﬁ@ﬁﬂﬁii*§ﬂﬁb‘ HEHOERPFRTHAILETHTHAIE. £
DERIT A TOYEECRNELIAT, BFE—COBH TELO TRIRTIOOHHTHE, i BHRT

[FERWIAYISNVDERDEME L. EET AT A0 RERAEREL T RANEEFLLAL TE

OEFRICHM T HEVIEKRT, BANEFHEEELLBT OBEEEFOHE,
http:/imww.yourlawyer.com/articles/read/15809, htip:/fcontent.nejm.org/cgifcontent/short/360/2/103

2) Paroxetine off-label 7 OE—1avB&URTT1T - T—2OER

GSK #t1& 2008 £, paroxetine (B354 Paxil®) D /OE—~L 38 RIZxL, 4 BRILOFZHIZE
ELf-, cOTOFE—2avBR &L GAO(Government Accountability Office; TERFESZERE) A
2008 £ 7 R {=#17L1="Prescription Drugs: FDA’s Oversight of the Promotion of Drugs for
Off-Label Use” (&b, off-label use DFAE—Lay, BLU, FH T+ THROIEHRTH 7=
{http:/www.gao.govinew.items/d08835.pdf) .

® paroxetine DEBESh /IS L social anxiety disorder THADIZHL. TV LETIE.
anxiety, fear, or self-consciousness social or work situations (%, B&h., LML
B TOBERBFLGE)ZRRBRLTWDSAILHETE paroxetlne MERAShEY (Paxi®n i
FIEHETY) &ML,

o /ERIZHULTIL paroxetine (D%‘céfi&’a‘é:tﬂﬁiﬂ]'lﬂiﬁﬁiéhfl,\t;l,\I::t:_.,iJ\yﬁ\;bfg,—g"s fEpE
TIFC. T VERTL. O T YT, Hi=h paroxetine AU/ %l:{,:ﬁm-@'&éyﬁxmg;
jﬁEn%E%ZTzu

2002 FEHICIEEKT200 FAZBXH/PRESVBEH OB FEIC paroxetine DIRAMThHh
Tz, LALEF D, paroxetine @ SSRII/NRCEREMOBEEEZICIIDESGNIN . B

BOBREEMESEDIRIAHAEEAHBALE, GSK #HITHBRER IR T+ T I 51D
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FHEoRL. BYDADDORATIRBRICEO EEBROBHREERL TV, DREKIT10H
DOREITIR 2 - FHRSEILEIN TVED SN DL T, FRIENGRFREE{T>TH
#wE EFTW-CEARMDO MR OAMERIZL>TEREL,

REZ21—I—IMOREIT 2004 £ 7 A, GSK AL BEBRROBREON I TF1T - T—8%
R T D2 EDFB/REEITL., EMICELLYIMZTERLTMNRCEFHOEFEFIZNAL,
FEHEFBEZEHLELT. GSK HERRLT=,

GSK#HIZZ D%, FIROFRDOT-HIZ 250 BRAEXISCEICAEL. BERBOEHEET-T
BitR—ALR—DEICART DL, - RKREBREROBIEE 2005 FRETICAKTDH L,
SEROFRRITOVTII LR 10  ARRIZART BIELE . BELTEHRAMETICLT=
a7 LB EFFEL - (G :paroxetine MERFER IZKE TIE Paxil®, HEETE Seroxat®),
hitp://www guardian.co.uk/business/2004/jun/03/mentalhealth medicineandheaith

3) F7M4Y—1t 4 RO off-label TOE—Lar . BLU. TOHOEZ D
FEEVERREIZ 23 ERLOES

2009 £ 9 A KEFEE X 77/ F—UAEEROEXITRFEREEZLCLERH 23 BFLD
BEEXIIEITEBLIERRLU ., I7 M — 1 ETA B LA ER I LT ORBERER
)V —bbIZTREL . EMERELTINT ., BELEX I, v \wIETEHTELE,
Valdecoxib (BR5t4 Bextra®) . ziprasidone (B 554 Geodon®) , pregabalin (BR5%4 Lyrica®) .
linezolid (BR3E & Zyvox®) AR QIZDULVTIL, off-label use D TFOE—L 3 BREBERIN- 1=
&AL, valdecoxib DIFE 1, FDA ITRBENF-BRELULEREOLAEZEDHY. REKED
BIGEHER, linezolid DFE X, REUELIUFEMECOVTO IR YIEERD/N\OR(Y
FUHLEBNTIEE, EIRLIERGEDEBOREEL. RERAT, SO EBITEESHAHICED
AEHERDEELLTITIE EREHALESIS,

A On-label {ER% vs Off-label A% (B£110075)

5
0 OFI'-hbeEuse ﬂOﬂ-labe!m

40+ .
35 o
30+
23.4
2 163 '
154 .
10+ 70 Y 77
: N
&
;"? &

xfgf f"g

No. of Uses (milllons)

“Regulating Off-Label Drug Use — Rethinking the Role of the FDA” by Randall S. Stafford,
NEJM 2008; 358: 14; 1427-1429 (hitp://content.nejm.org/caifcontent/full/358/14/1427)
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7. HHSIDOJUN— L EH->TFIESREER: “HEAT” ORI

{£f212 41L& (Health and Human Services: HHS) & off-label use [k 5875 E D18 BAT A
FOATA5AFREDAMERRBRIOVSLOMBEEELTVAEREZR S, off-label use
DEEEITONTEREEH TS, 2009 £ 5 A HHS &F]iE4E (Department of Justice: DOJ) A%
EEL, AL TERRBOFRESR GEZERL. ERVABRE LGS EIEREIRREL
TIRE. $IHEHITT 2488 “HEAT” (Health Care Fraud Prevention and Enforcement
Action Team) E4ERLT=, ' )

REBFIEZO LIEBHRIRBE ATAT7 AT T ARV EBALIEERT A PHBE SR
DEASFOELFERICEEGEBRLRR THY. SELVER. RS LU EOMIRICHITTH
FHELTIWELTWD, 2D HETEBAFIChEFVERECSHRAFyUREREL. BERE
DFEERE, AVTSATLRITET BV FILT—ar e, EQLCLi-oT0E—LaVERE
I ohEFD LI F—EREICFRITTHEL TS,

“HEAT" DRI BEIIANAT7HEEZER TSRO IE LRIEMT

Health Care Fraud Prevention and Enforcement Action Team

Turning up the HEAT to Stop
Medicare and Medicaid Fraud
Medicare Fraud Prevention

HHS Secretary: Kathleen Sepelius Attorney General: Eric Holder
(REELEE) _ - (BIZERE)

STOP Medicare Fraud

http:/iwww.stopmedicarefraud.gov/
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8. ERHICEIT-BhE: EEﬁ'\G)I?L\%FHEEHG)EﬁT’EEX

EAIZEMERELT. 3'5’&;%0)75%'('[’&_%::::5;75@Efﬁ*&%ﬁ’&ﬁﬁﬁéﬁé&L") BT
FEERVTHRVELIV YLV ARSI E I > TEf LA T ERYBEEB LU

BRERANL, UR— RIS EGAIHEENHHEATEY ., IUH LAY O EL TEIC

EEi~DT R TOXILL VDT (public posting) % . S3E - EEMEEA—H—2EdETHEId

BESITHEHTETLNS,

FAX IO Grassley #IRE LRIBALIT, BRELEEEZITTE TATORE - ERBIBRA
—H—(CEM~OLEROBMEREREZRBE ITSL3TBUERFEBLTLIA. TO—F

T A—34-Y)—  F7AP—, A2, EI70O0, GSK, ARFOZw I ETBARIZATRT AL
ERLTWDESh D RECELEMEOAEBRIHTIBRORSEIME T 5LHICL.
ED0ERHMADLYZE RLEBEZOITLENABRELOZBNEE-TINVS
(hitp:/Amww.nytimes.com/2009/03/04/health/policy/O4doctors.html? r=1),

<%%>e DDMAC (CDER/FDA) A 31TL1= Warning Letter ®4-2 )L (3k¥)
Dear Ms,—--—-——m-—m-mee-

The Division of Drug Marketing, Advertising, and Communications (DDMAC) has reviewed a Voucher Tent Card
{US.ALF.09.04.002) (tent card) for UROXATRAL  (alfuzosin HCI) Extended-Release Tablets (UROXATRAL) submitted
by sanofi-aventis U.S. LLC (sanofi) under cover of Form FDA-2253. The tent card is misleading in that it presents
efficacy claims for UROXATRAL, but fails to communicate its indication or information about the risks associated with its
use, Thus, the tent card misbrands the drug in violation of the Federal Food, Drug, and Cosmetic Act {the Act), 21 U.S.C.
352(a) & 321(n). Cf. 21 CFR e}{3)(i); (e}5) & (e)(B)(i). In addition, it appears that the tent card was accompanied by an
outdated version of the FDA-approved product labeling (Pl) for UROXATRAL, in violation of 21 CFR 201.100(d).

Background

According to the Indications and Usage section of the F’l:1 : . T

UROXATRAL is indicated for the treatment of signs and symptoms of benign prostatic
hyperplasia . ..

UROXATRAL is associated with a number of important contraindications, warnings, and
precautions. The Pl for UROXATRAL contraindicates use in patients with moderate or severe
hepatic impairment and co-administration with potent CYP3A4 inhibitors {e.g., ketoconazole,
itraconazole, ritonavir). The Warnings and Precautions section of the P| notes the occurrence of
postural hypotension and Intraoperative Floppy Iris Syndrome (IFIS) and the need for caution in
patients with renal or hepatic impairment. The Warnings and Precautions séction also indicates
that prostatic carcinoma should be ruled out prior to treatment with UROXATRAL. Furthermore, the
adverse reactions associated with

UROXATRAL include dizziness, upper respiratory infection, headache, and fatigue.

Omission of Indication and Risk Information (B}
Use of Outdated Product Labeling (B&)

Conclusion and Requested Action (35 )

Please submit a written response to this letter on or before November 6, 2009, stating whether yout intend
to comply with this request, listing all promotional materials (with the 2253 submission date) for
UROXATRAL that contain violations such as those described above, and explaining your plan for
discaontinuing use of such violative materials.
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