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MRARE BESBRFEFN 2A RS #R

: ERLOBISIMER (off-label use) REMOHZEO G LITITI T LB TE BN, TOHEDRT
;E‘Bﬂjﬂg (prescriber) {23 5., EEU T - TV A EMO XY, EARRNIIZIBFNICZ T, 4t
HORARES ARV EOSLEHITE BN, YR ERRT 4y FEBELOD, BECY A2 ICET
B IEM AR L TRRERT BOVEBEPLOTEEITLoT) AHFET> TV EORBM L Bb |
B, LirL, AOMERESMIC BT 3B e SV ARZ LV EEEASND F —ABKETH |
ty | 5i—off-label use ILk % & BN A HEERMEAELEHETH, HESBE ST bR TV |
e, ZOWEAMILRTLEY, MOEREFECHREIED VISV EV S ELH S, |
P, RREROMBELH 5, AAITIY T of f-label use [TRRBII TH B, KEITBVT |
fL OIS (AF 47T + AT 454 F - $—¥RE2F—) ICE BRBEROHBILLT L bIEENS |
FL O TRV, ThbL, RETIERO D2 2~ F 4 FRBE SN Ve —F A A EERT
Eﬁéﬂ’bft‘#’bﬂi (” medically accepted indication” THIUE) . MS (AF AT F - AF 444 F »
-t AL S ) MREREERRET A LB HE 00, BT LHERBREERTHWIbITT |
e, SOX D ICERMD of f-label use & X EAMMERA T BN, BECEMERICS |
HOT, BERARTHEZE bELFEETHS, MBOL S RHIMBEIIMA, KEICRVOTRESE, |
foff-label use I B9 B ISMIBBOBINE L &\ 5 S BB RRIBEMREEL TV, 200945 Aot |
E/i‘?;‘(%ﬁﬁﬂ)%ﬁ 2 > THEESE L7 “Fraud Enforcement and Recovery Act” (FERA) [FRIEHI#k# |
L OHE R IS8 D ERSAEOEER off-label TRE—Y L BIK, TRIKEBAR |
IR RE SO LS MO ESBRERE-TER LR E), 20T BE— 3 VEROWE |
HHEL A LD — A CERRREONHEREIL Lo THLM SN bOTHY | ERAAEMNS |
¥ X ATHEEAOT off-label 7T - 3 L FEMLTVHEERESMCENE &L bR |
Fha REARTEFRE O FEESIERI LTS, £, EFMXOA—X NI4T 42
(& D8RI (R T 4 THEROEKE) LV IOIBEHFTOLREL RoTWD, XKEOREEH |
fé‘ (Health and Human Services: HHS) & T1{#:4 (Department of Justice: DOJ) iT—H & Ao TE
DRRIROFERR GER) 2ERL. BREARE LS aiiaie < M5 L Clk. Miegiids
FEEITHHLTEY, BERLEEIEEGE ERIET (2774 T R) OEREELIRED

L RETSEEREICEEL TS, - :
P OAHETIL. KEITI8T B off-label use DELIR & RIREAIZHE A% Y T, of f-label use {2533 FDA

DML T 7 Y3 VITOVWTEOEEME R bEDTERT 5L L biT, IO RRAMICENT 5 |
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B. W7k '
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NARELE, ,
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BeM. EU. 3—RAwsN EU

WSy ER . off-label use Asch(Ed < Toff-label uselZ#—
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C. MR

. REICHHHERER D5 ERDOBK

1. WRE4ME R (off-label use) & 1%
2. Off-label use <B4 2RA%E M
3. REI=HLT off-label use DHFED & L2 BEEEZOH
1) /NREUZET B off-label use
2) EHERICHTS off-label use
3) AASRBIZEHITS off-label use
4) FHHRHICH T3 off-label use
5) HPEEIZEITS off-label use
4. BERE (RKRBE) ~DTFHEX: Compassionate use & Expanded access

1. W43 A (off-label use) &1

FTCICEKEBSN-EEROINIIZEREIN-FBELSNO (Fab%, FDA IZRESHTULVELYE
BENBLUFZRIZLLERTATE off-label use &LV3, T, HED BMEH >THIRERER®
MRS THASN-EERL. FDARZETORREHETLVELO T off-label [2HET 3,

BATELTTRDEIHLONRHS,
@ Indication: FRTANOTEIGE (3h5-308) HRICRBSh TUELES -ERICHLTER
@ Dose: ERFALDIAZE-BEMMICHESLCOEME FIRERELTER
® Age: ERSALICRBENTOSERLUSN OBFITHUTHER (Tabb, THRAILSh T
AHOIZ, MNRIZERT L)
@ Compounded preparations: ZE53%-FEASH* -
| CAX D IEERRELSH T, TRCTERRS IH—)

B EMN off-label use [ITDWTERFERET SOIERETHY. FDA ©HICkIEELTHRTHBHS
M. EMOERITEICOVTIE FDABEOMRZATHY .. EMAERWICEY THLILER . BT
DOEEIELNIBEE, EEMNICOANEDERBRRICERETRETHS,

2. Offdabel use IZB83 5REA

BOTIERBINTNADIC, BERTERRBOBEINELGE T, RE, TOEERUNMFRAKD
BLNEESHFLTNEE. EANKHELED . BELFREZTHIE. EMEAOERIOLECTDE
EREEAMALTUATLIERTES, CiTMAE I TN EEMESN-EFICEELRE
#5750, BEIZIE, CO&5% off-label use ITIFSEIELMBEEANH S,

o REHICHTET HHSF+5H
o HHMEOEDIHT—EHBT+H




o FEREEINLINAVTREE CKETIE CMS*HERE)
*CMS: Centers for Medicare and Medicaid Services (38 IV E&H)

FDARBIEE D RICH-ABREIC O VWTEMBET 5L HEL TV A REHBMTTIEES T,
Th A, TEABBREIACERVVEREZETSEREDBMBEEZEI TLANEEN S,
FICHFUNICENCDC IRy I EESMNRFENLLSICGNIE., ERGOFLITRET LR
HAEL HFHRAES>TWALSAP THEZ RAHEVEDICRABERLEFT HEMTTEN
BT ACLEHESRITE > TRETHS. MNREOCIRITEL TR OB, $ihb, BENE
JRS%EEHEBESHBEERRICE NI B =NV BER S LUNECERHFOEBMD,
F BEAODOLBORPERRICONTL, BESKRICEMBELHFTIOE, Bkt

- T DBV RROEETIIEHE THES, L > TREOERBISET, BEOMEIZT-TE
MRS RETEEEH T -0, offlabel use (IRMTTEDTELANEDTHY. Zhic
LOTREEFE-TWHBEAVLELERTH D,

3. kEIZHLVT offlabel use DIFEDE L 2 EIREFDHI
1) INREHZEH3 off-label use

2ERAEERKOWN 75%IZBVTHMROFEAICET SIEERST 1+ THLEOERHIH S
(Steinbrook, 2002) . LA D/ —H—2 - AR T LRRELCNRAE)7 LA THERISRS
FTHIEROEDFERICOVWTHAELECS, 1 45%H off-label use T, T4 0 (FERIERME.
REE, BIUMERF TH-7= (Kumar et al, 2008) . B 74 L=F MO KZHRIZHET HHE
TlL 62% 4 off-label M5 T(Bazzano et al, 2009), S HY KZHELUEAOSAFXREIZE TS
WETIE. BEEDESH ofilabel WK THo =M (EEEDBEIC > TRER/NASTYEN DS
7). BROIFS AL RKYHZ L offlabel MEE R TV =EHESN TS (Yoon et al, 2007),
COEMIFE. REXBRIE. K2, BISELEDBEIZTE LT offlabel use DFELEL,

o HERICEITS offlabel use ffl: bevacizumab & fenoldopam
HAERTRBIN-EESRIFEAELLN, HICKRRTEEN-IIEBEEERENDEL
GRDBENS 25, BADRDVARELTRIESWTEY, £, MBEREHECLIELE
off-label use TN TWSHIEESE bevacizumab (BRFER Avastin®, Uz p7y44h) IZME4E
[EEERAZETHE/270—F L ETHEIMN. COEERIZOVTHFFOTVIXILKE TR
R HARR4E (retinopathy of prematurity) ~DERAZ XEAAEL-EZA. 9 BARRShTEY . D
[FEAEDERRE TH-oI=, Off-label FERMAORBLEL T, AEITONWTIEANEYDEL BT,
ZO550 2 FIOVWTREIRFTHATH ISR O BENEBO L . LMALIERYOEFIZD
WCIE. 5%, BEGRAERE LR SR OBIZYHBREL TREALRBRERESTSETD
T+ HEF—ERBLRI=EL TS (Micieli et al, 2009),

Fo FEREPARZISTRIRME /NI D1 REGBE S 7T =R THS fenoldopam ZFIFRT
2332 53 ED 22 F£7(Z off-label THRULW-HE T, AIRFLEMIBLTENO 24 B
10



CHESHREMABDON ., BRECIBEIL7Fo U, DR AL R8s b LES

timvotht, hREFER (BUN) DAFELLRERD. COBRLY, EERZHRFLILRIC
#1135 fenoldopam DEESLRBERRE T ASZ YRR HSEL TS (Yoder and Yoder,

2009), '

® /MRIZEBITS off-label use #4]: linezolid

Linezolid (B5E4 Zyvox®, J74 4 —t) (T4 T4/ US /o REBRERIT. RETE/ a9
LUK E (Enterococcus faecium) , &R, Tich fifi ¢ (BRPAh2) [TxL., 12 BERAEITR
Bah T3, 7710 —ttId Zyvox®D off-label TOE—L 3 TRE B ZEAICRHRSL M, FHiz
2002~2007 £ DML, linezolid % 12 EZ/O/NRICHEBYIREBICRALLH TEY. ERBESILAF
DR BT IEE (MRSA) TH-of=(Pakyz et al, 2009) , RERFFIZER KZT/MNE DD
SEFEREOHBRICHNEICHILLh=,OHELH S (Kosaka et al, 2009) , 5 M1
linezolid Za#CES T TR G L. EROBFIZHL . FEEFBICTRAEZDALTROKS 1Y)
VEZI TV, EERAEEROODDEEREI I TAYARSEBEE-4—T3LS5#RLTL
%, £z 12U T DF— LA linezolid ERUMIE <R T B HMMIRX ICALTABRICEILTL
% (Krzysztofiak et al, 2009),

ZOIFED RETIEZDROEPLET O MRSA BEA linezolid DEAIMEMLTLSA, Chi=D
NTIHESLRTFRABELEN TN (Kaplan, 2000) , FE45 R - HH2 AF 47 )Lt S — DR
FEFFEIS/NRO MRSA (23 BIRERHER R BOEILIC linezolid DHREEBED
RLiElH, KRB (PK) T—2X 10 UL EB LU 10 BRBTRELENHIEEED. KA
OmpRENMNMFPAZET/NROBESEE, EEMABMRETED/PRICBODTEEHEEN
AT BHEIAVFO—NLICIELYEREABELAERL TLVS (Santos et al, 2009), Linezolid D E|
ERIZMOREVELFETH LT 2HBELHHH (Saiman et al, 2003) ., 2007 4 3 A. FDA
i& linezolid @ off-label use TELHAEMT LN EEFERUFTFRITIZRLTLDS
(http:waw.medscape.comlviewarticle1553803') o

2§, 1997 FITFDAIK/NMERE OBINEREE 2T HBEMT, LLREEEM FDA OUIT M
FOTPRIZRDERRFBERET SL5E, RFEHED 6 vARR (Thbhb, PorhvIEERD
BAZELED) L1 T17% 5 X 5L 1= (Pediatric Exclusivity Program) , %
AR L TE DR DB RRBE A o T T Bk TR ET B LI BRAOER MR H-
fAO0 HEERERETEASE SO0 HBEEHURCRITIRBLIELTFDAZIERL -,
ZDA s TAT TR 5L 131997 F£4Y 2007 EFTHMESA - BH. COTOTSLIZRS
TEESh/NRERREBEDSS, 9 DOEERITOLNTHRE 3 EMOFLELLICIEEREEL
F2&CH NSUREHL0O0, BEITHT DR EEIPEL F—RICEH> TR EREE RN TES
WNEDEH-T=(Li et al, 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) ERERICEITS off-label use
o HEERIZE51T3 off-label use l: misoprostol

Misoprostol O8I IE [Z 7 AE D REME ., HLITIERTO/RE R EBEIC k> TEL-BEEH
(T THAHM(TEED CytotecODFEIGIESHR) . ER TlXbo&BE< off-label use EWTWHERH
DVEDTHD. ). EHRERFELTHL LA O, BUARESREMNFDAICM h#EEE 1452
AEELENELSFEL, CORE., BESRIZOBSED PENTEL,M o1,

Misoprostol [F FEFHEREEREL A BFFERSESEM., LT o BEREMOEmMELT, K
EHizHLTHEHO T off-label TRALISLT-H(Wing and Gaffaney, 2006; Lokugamage et al.
2003; Hale and Zinberg, 2001) , R OB BELHK-oTLVS =8, misoprostol £ FEFREREI
FRT A LFHERTELRNET HEREH S (Wing and Gaffaney, 2006) , TRE D CytotecRDE
EXTFROEBYTHS,

Cytotec®
misoprostol tablets

INDICATIONS AND USAGE

Cytotec (misoprostol) 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

ducdenal 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).
(http://www.pfizer.com/files/products/uspi_cytotec.pdf)

2008 £ 5 A . FDAIERTSAILOIMERh S L URED IO a0 OWFTERE
hitp:/www.fda.gov/iNewsEvents/Newsroom/PressAnnouncements/2008/ucm116902.htm
hitp:/Awww.requlations.qovisearch/Regs/home.himi#docketDetail P R=FDA-2008-N-0515 (B &)

BEE. FDA‘GIQ:ES!EI:“‘I?’%J EELOBBREE ST SEH FDA Pregnancy Category Z1ERL
THARLTER(TEO Categories £88) , LHAL. SEOBETRTIE. CORELEHIBRL . EREE
HRITRRSNIVLTEHIER LB POV E0H T, TORBICERTIEERDYAZER
R4V HERERET D, — LT+ UMITEIEFRELTINS,
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2008 FEITEZED HHT=FDA Pregnancy Labeling Initiative (¥, RRSAILOEFEO I 30T
FA—IVEBEIURABTERETTHLSRFERTTEED T, URIEARRI NERIITEL., BEEREY
FEHRARBEIL DL ZREE. R ONTICRALTLESTBEDOUARVIZET 2158, HE~D
ERAE (ERICHESERNEE, ENRE(PKPD)DEE. RIS RATSHEDBR) HED
BETVEENS, SOOI T T4 N A —ELMKRRICT 4 BREORENE - REX O8]
R&R MR (Fetal Safety Studies: > FOTAFHLY, FXIHAHU, FEFLIYY, FUR
AVAL ) ELTHIRO BN ICEERLREMED PKPD AIE., T b RETREFRICE
FETEFVIIO PKRAIE., 74R20 VKRBTSRI L0  FERATAL Y Ky
ARALUNIDONWTHEHBELIURBAPOLZED PKAELREMREERTIVS

{http:/iwww.fda.gov/ScienceResearch/Special TopicsAMomensHealthResearch/default.htm) .

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

SEA: EMIRDH 3 4+ BIBNL T, BYANERBR T RAOZRENAZOL
NTLVENED

S B: BMRBRTIIBFAORBRIEEROLATOVEDD, EMERTORBER
BRIEEBSNTLVENED, L, SHEBTHESREZHABHLATL
AN, EMERAE 3 H B OBEYERBREECIIEDHLATLVENLED

DEC: IPREBETIIRFICHEETERISBOLATINSA, EFTOXEREIRA

EESHTWVELED, HLLIT, BPRBARESNTHES T, EMERT
EY R EFBRARES L TOENED
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S D: #H%I;EBt'f%;il’;ﬁtﬂf:ﬁﬁﬂﬁé‘:ﬁﬁﬁl:ﬁt\fﬂ’aﬁf\@fé‘.ﬂﬁﬁﬁ?ﬁ&‘)B*L’CL‘%)%
BBEOAR I yMEENIRIE LB HE0, =&AL, IR
ET._[d:E%m";éﬁ'CJ:Uﬁéﬁliinnb\ﬁﬁﬁf%&b\otu HLLIEEH R
ﬁ\fa-L\J:'J&iﬁA

SE X BYEIVEFTOENGHBARTHARE -ERESZTOHA TS
BY, ERELLITIETREEOHLIXEICTER

3) MALERIZEBITS off-label use

*E GAO (Government Accountability Office: BURFEzERR) (& 1991 £ OAET, WA AHKIEN
FHDH 1/3 1 off-label T, ¥¥ﬂui®§%ﬁ§fﬁﬁ®L‘fh?ﬁ\d)ﬁﬁ%'@f’)ﬁ(&% 1 20 off-label
IMAEZEZIF TS EDHEBIZE SR LT (Laetz and Silberman, 1991), =& & 1, paclitaxel (BR5E
£ Taxol®, FJYRAr—IL A —X A9147%) (. ESADOEEDHTRBSh A, RBE
NI TICRAADBEBRRESETLTRY., ChoDRBRHERIIICICEERSTREK
ShADO T, BERBONTH=Z5IZ off-label WANERLI-FITHD (REIXIALAITERES
hTND),

Rituximab (BR5E4 Rituxan®, A F Dz FATvI# &R T 04) (L B HlRERmICHR
BIICRRET S CD20 RIZFHE T HE//A—FLRIKT. CD REEE OBk ERD ¥
VBICRBINI-A, rituximab 475 D 75%(E off-label TH-f-LH&ESh TLVS (Koes and
Fendrick, 2003) , Rituximab {$&f=. v x#%F—RIZFESE (Wegener's granulomatosis) . TUF
Th—TR (LS MR G L OERTRFREICD oftlabel THEMAZMTEY. €0 54%
[CERARHLNEOHENHS (Sailer et al, 2008) , T, Thom BRHAHR BN L THRE
MBETOCLIMEBEICHRIT. MELEBLEMBEEHBELTLEL,

iz, BRFERLLTERBESANBSAREROMDP AR ELHRATIES (HINMITOEDE
B8)  BIERT TG EEE. BE5IL—h B0 EREHMLERIAILICREEHSN LSO
HDTHICENZ £HY, SRBIZT T of-label use TH B, Hl&LT. carboplatin(RFE4
Paraplatin®, FYRr— LR/ ¥—X 27471 (T, LLEFOBBELNLINGE . FLICE
HENBEEELYBZL HAIVERBEIN-BERERLVEZNSFENLIOHNBELELTINS
(Levéque et al, 2008),

B bevacizumab (BRFE S Avastin®, P Tvo%t) Iiiﬁ%’&%ﬂ%b“hl:ﬁiﬂfﬂ?ﬁéhf
LBAY, RBShTOSDIEHAREELTTHS, Trastuzumab (BR5E A Herceptin®., x4 T
wH1) I paclitaxel £ L& docetaxel (5t & Taxotere®, ¥/ 71 -FALT1R4L) DA TE
BHINAICKESh =AY £BZIE vinorelbine (BE5E & Navelbine®, Pierre Fabre 1) &Dff
FATRAShTLVS (Levéque et al, 2008) .,

oI MAIZEITS off-label use |
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FLASADBEIZHTS oft-label B KCANBRTING , AT 7 OERS LD LS E RIS
HLT, e RARABR TEMWEN RSN LTRSS DI TR, Trastuzumab (3£
EIEERF-2 2HF (HER2) ICH & L. ik kEFEERSEE HIET 5. HER2 BEEROEE
[ZELAADH 30%IcHDI. CHOLSHEETIEAADETNE ELEBLOTL, {biE
HEHEIZLLN,

Trastuzumab (ZEMFEREL T, DadEd—ERbD N ALZEEERIT-2E0DHS HER2 1B
B RBOEBHINAICER SN, T, paclitaxel EDQHFAT. DRTICAALEREE ST
ZEDEWNHERZ BHEROGREAMNAITHLRESN TING , FRFNILISE, THerceptin®id
HER2 4V BHBREBLTNABREDAEATAZ|LEHINTEY., RESXEFOK

BIZ&>TERESID,

LOLERIZZE. BZBLOHNOFZTAVWLRTEY ., RA~NOBEGHERSh TS
vinorelbine &M HFRAIFIEE IR AE L\ EEh (Mano, 2006) , E|IhE 86%&D,EL#HS (Chan,
2007). CDIZM, capecitabine (BRFEH Xeloda®, RAvi-att)EDHEE (Aapro et al, 2007) %,

FOANYMEERIZBWTEAAMBRICH 3257 R —L XIEBA S (Kabe and Kolesar,
2006; Mehra and Burtness, 2006; Dahabreh et al, 2008; Mariani et al, 2009). off-label THERY
IZIG<ANSIATINSA. 2008 &£ 6 A 4 B, 7Pa/ AU MEERELTO TCH (Taxotere and
carboplatin with Herceptin) #:%. 3 & U AC-TH (doxorubicin and cyclophosphamide followed by
Taxotere with Herceptin) £ ERRINT=,

4) B IZB1T5 off-label use

BaaBERE BITOREETITAEMRA/ONLENOISEETFTLETR M off-label
TRALNTVWSRETH S, HITD Walton 51, O+ HLEIETFUANGWEERLED
off-label use HEEN TLVE, QREM . QRNBLUTHE. O 3 DDXEI7H4—IcHTE,
2005 £ 1 A ~2007 £4£ 6 A 30 BOMIcERASh -+ 2LEREMNE SO off-label use 1%
L. BT SA—SEBERLTENE. TRMECHCREMETNHEERETTE-OOH
BHRBELSNDIEIC 14 REBOEESKERTELZECH. FDI3H0 9 FIHHHHPRRAET, $<
A5 DT (bupropion, duloxetine, escitalopram, olanzapine, quetiapine, risperidone,
sertraline, trazodone, venlafaxine), Tt DELAS DED off-label use [FTFHEE CH>
f=&8R &L TL A (Walton et al, 2008),

CORMXEYPLUAT O R TIE, MTADAERBLUHIHEMFED off-label LLTH-&H 20
FENTHEY, dTEHERRRBARELNS DELN AR ZMBRATVEEDL SN T
D (Radley et al, 2006) 0, Tz, Pa—U 7RO 2001 EQ AT AR ZHEFEORE TIE,
RIDEMAD 75.42% ., M TADAZERF D 80.12%, NHHRELS D 63.62%5 ofi-label
use EHEIN TS (Chen et al, 2008) . '
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—DEIZETS off-label use DT, FIZHELESF-DIF. FMERNGHR TANAE IO T
ADAREDHR) 1B LRI ANILRREOER | EOB G THEE SO gabapentin (74
Neurontin®, 774 H'—#t) Téhd. Gabapentin (TR B ERBECHEEBOFHIZITERTHD
EDNTIETFUANBILDON, BESETEPHOIE T RO LOTELEE. ERN-£8
HEE., TTOTHESRE, ZXSRFEFICEDHELTRFEREL. TRE—avBRELTHSR
ahf=(Mack et al, 2003) (EIES ),

o FHMFIZI1T5 off-label use ]

' Risperidon (k58 4% Risperdal®, >+ 41) O off-label FRE—1 3% LELT2007 E 11 A
20 B. 7= Y RMD ARV, BEUBHSHOJI&IHEFRR. Yoo itEE-R
MEFR T HESBH B TU V3 (http/mwww.lawversandsettiements, com/articles/0161 1/risperdal-off-label.htmt) o
Risperidon [FRAB I REH (13~17 &%) O S LFEITH T DEME LUHIFRIE. HAS
FUIINR (10~17 &) OFHE | BEE B A RR AL RS HIEY—F, 5~16 RO B
ERBOEEE, ITRESATOEATIOUAOSEXELEROHEEITE off-label ELTRLS
nTha,

f=&Z X, #RBEEE (Choi et al, 2009) 4, A= BEYAH EEHR] (SSRI) ORI FHAIC
S HRIBERE (Matsunaga et al, 2009) ICALSHTVSA. EHEOIETFURERTNS,
Ff, SEXERAATOREHFTHOMBIERETIRENHDH—H T, HALEASEDHLA
ol d53& (Tyrer et al, 2009) 45, risperidon &% 2 H-BHICRBMEE (BHFZEOD
mERFEBIRIOEREESHFHO2RERE. BRAET N7 UF—2 R BREDAXRDT
=) DEERBERNBEOLH., risperidon ZAVDIZIESOLIRHPPELTIRELERE
S TLVE (Weiss et al, 2009; Leslie et al, 2009), Ff-. XMEEEEZEES ADHDGEEXR MR- 281t
BE)NBI3EFTRVDARICEVT. FHEOIETF O RELERES TIN5 (Thomson et al,
2009),

Risperidon “ih®DIEFE HInEHRENARHERNEOTHCHEMEROERICMAASNSr—
ABEILTLEA, ChoDEERREMRELBAL TV 2R RAEEE CE TSR
HAR16~17 EDOETDEMAEH SN, 2005 F 4 A, FDAIZY s, BREERISED
THIOSBEEERIT LU, T, COBEERFTTAERD risperidon OFRFXELBMSETHESh
7=. Risperidon [3F 7=, A% (deliium) (=% off-label A, | KSHhOFRAMELSBHLNTE
DHEEHHZEOD, WiEAL-ETREERBRRIITHATOED, E512, HOERETHS
B2 IV REE&EEE (mucopolysaccharidosis IA) D/NRADEFEE T, FROIDREZFICHINT
ERHRESBOON-LOBROBEINSOMENRZINTINVS (Kalkan et al, 2009),

5) #AEBIZHITS off-label use A

BEQRKEA R BISBEERTF-1(IGF-1) RIBEQNRIZHIT IR EREDABELLT
2005 &£ 12 B. ARV EBRERF 1(IGF-1) £V A UEBEERRTFES-AFE 3
| (IGFBP-3) D#E & 1= AIXBEER FHMA L BH| mecasermin rinfabate (8X7 4 iPlex®,
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Insmed 1) . EBJ:U%G)%M%'?E'G&%BZ'F?I&‘%%#H mecasermin [rDNA origin] injection(ﬁﬁﬁ'ﬁ
4 Increlex®, Tercica t) A%, FDA A —77> - FSv4 - F0sdS LlzEYEKBIN =,

Insmed $t M iPlex®IEALEREHT MM L, SBEIHEYBSNTUAR, T0O%, HFHBLE
£, BENTER D TR S — S 2 IZHOB LT, LAL., Z0%LOADERIC
£1+5 off-label EFATOREMEIEENTEY, Insmed H B ERBPEEHETTHD. B -
EHSRF AT —TEPRIFBOONT, Efo, HVERICHESRRRBEES SUVRHESH
EFEEAOBESRRIIETR T, EET—R2E/OATOEVLD, BIEEEEEHTLSDEE
ERUEAIRBLE (ALS) ST AERTHS. -

73 bis ik RS (Washington Legal Foundation) 3 & U KERIL iPlex®h ALS BEDFE
BOETEIEDT- ELIEETEEL D FAMIZEE I 533 (Popeo, 2009) #3RE L 1=, L
ML, ALS [ 100 i iPlex®@ZEAL THRAMERMN LI FU7IZELTIL, 57 flAERO
ETPEORBICIIRTICIYBREL. RYDBE SV TEREOREITOTMIEDHLN

RISBES . L BHROEREFBHL-OMERLRIEIENRELELDDH, 12U PR

[ 2007 £, iPlex®DALSADERILE DL TERNET DA MERERLTINVS,

SO XIITALS DETICH T B iPlex®DHFRBIEERETHHD . iPlex®IFALSITHERENS =
—ANRNTLESFDINATYvIDEANEEY . FDAIZ 2009 £ 3 B 6 HETIZEEHFLI-
FEEIZiPlex®®D compassionate use ZFFAI THEL-CRENTRERE THHH, BRERRBRE
BETOMEAEHINIEFD, Tbhs. COMBRELIEEEIE. @ Compassionate use
(single-patient IND —p18 S8) . £ L&, QHERFIITI INDOWLWThMCEETESLL
M. FDAIZE AR compassionate use (. iPlex®@DFAHEE LY ELGHE TESEH DK
REBOBITIZELZBNANH S LB EEZKBELT-(FDA Position Paper, 2009,
http://www.fda.gov/Drugs/ResourcesForYou/HealthProfessionalsfucmi118121.htm) .

ZLDEEFNZOMBFAZOBHEICHICEH T, FDAOIEESEIESH LA, BIRIZIIRIEDEK
AV IND D=8 DEEFRFRBICCOEEREFLEML THY. compassionate use THLIGNS iPlex®
DEENFRICRON TN EANEOBHRTH 1= (200945 7 A ICHEH L. FEENDELD,
FRBEAD Plex®DRFITHIEL, HFI-LBRESRSITHT ., REARPOBEIZOHREY
THERRLR) (EXO—EHETRICHRR .

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 mecasermin (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 [plex) announced that the Company will cease the suppiy
of Iplexto 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 to Iplexfor

17



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 to
supply Iplexto those patients; and

o 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.

aHE. /T, Plex@DFELIEET, ﬂﬁ'@ﬁggéhfl;‘é Tercica @ Increlex®ld, BXRTETATZ
AEMTYTRAD-CIDORFGER T, REES. mllfE R AUV IE. RERXEE, FEOH
EOBEGETRFLTLS,

4. RER3E (RIRBE) ~DOF 1 RX: Compassionate use & Expanded access

2009 4E 8 A . FDA LA CREEE) A DT 2RI KICET 2REIL—LERRLEA. 20
BEIZIE. PESAITSATUoRETV UL ERBER., £E5ERZLTTOREBRBE~DE

HOFHR%E FDA HRHIBLI=EL T, 2003 ££7 AIZ FDA #IRFFLI-IBEAHS GE@IT &) .
hitp:/iwww.fda. gov/DrugleeveIopmentApprovaIProcesslHowDrugsareDeveIopedandApprovedlApprov

alApplications/InvestigationalNewDrugINDApplication/ucm172492 .htm

¢ Compassionate Use (Single-patient IND)
EERIERORBREERICEEREHLLILOTHY., BREFEBREZITL. TOEME-T2EEHESR
LTHRFREIND VAT LREIShTOD, BAGEREEMShEZY, EL{QOLZETSHE
BEIWRBITHD>TWTHRITEREN GO BEIL, BESBR~NOSNNTELMNES . RRE
THHTHEERFOREHSIMELA LBV RARPOFEERLI-DEWSEEZBFE O OLBERLT
ETHB, COSISBBLRITIHER THKEETIETHISMIIEE 1 &L T compassionate use” (RE&ER
EONBRERR) EFENDHELRT. RELTE,

KETE., TAREORERFERI(21CFR312.34) D1/ ar TREERED compassionate use At
BESH, 8 11 HERE FEORERECEROEETHENME-T2HEHD OXRBELS TR
EIEHTWAH EHFOBERBTHELTLSEE TEISHICE | HEERBTERATiREL TLVS,

EU TCi&. 4% (Regulation(EC)726/2004) = compassionate use N RESh ., K& T HAEF
BOHNEEADREZED NEMNBENTRATOMBETARETHY . FORBARTEZNS
EFCRIEShAIEHMBARSh TS,

e Expanded Access

AR, FIRERRERARTL. TOHEOAMELTESATHEHEE . KBS IETORIRE D,
LRI EFEOEE~FTRATAILEFDAICRIETED, COBE . HELEI Expanded
Access CAERZEDIL KRR Protocol #iRH L CFDADFAIEB5H3. JARIBLEIX IRB ORE
Y. BEHLREZEATTIHENHS (hitp/www patientadvocate.orgfindex.php?p=102) ,
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e Treatment INDs / Group C drugs | :
E512, KEEULSATRERR (NCD IZIRASAERSSH L ELEBBRPISBOON-ERE R FDA (2K
BN DETITRMEN D H>TLESICLEREL. FDA ERBLTEOHEEZZRLDELLTVSE
EISECIEHTES LS, Treatment IND T OEREHIIL . ChIZE-> TR FDA &RE
DRI, RRICEFCBOTEOHEDOREMEAMEICHTIERLGT —HERHDHILHTE
%o BE. COLSHEEREGroup C IERLIEIFATND, #E3E Group C T T THRH TR
BN, TORBIEIATATT AT AT AR THNR—~SNTEH, 2009 FIZ FDA KUFTShi-
Expanded access [T HFEIL—/IL T, BRERITORID—EHEH/RI DI EHSBHONT

(hitp:/Naww. cancer.aoviclinicalirialsfiearning/approval-process-for-cancer-drugsipaged/print ?page=&keyword=) .

s Expanded Access (B89 2B &/L—IL

2009 £ 8 B 13 H. FDA &Y”Expanded Access to Investigational Drugs for Treatment Use”
(Final rule) MEITEShTz, ChIZEEL LJITIERGDOBBAELE>TWSEIWHEICRBY, KK
RABREORMBAERDS 2006 £FIEDOBET. 2009 £ 10 A 13 BRYETEE 1= (
http:lledocket».accesé.qpo.qoleDOSlpdfl ES-19005.pdf) .

LA, SO DEERIRTE p Tavh—4°, MESHEIEFINES TR0 Ca #MEITE T,
Treatment IND OFIET 1 AALLOEFIEBRESZ T TS, 1997 £0 FDA EHKIEEIZ,
Treatment IND {Z& % Expanded access use ABA{bxh. £ BAORINFERIZEHLTH,
LOHDEHEDBEIZBERICRD LN, TD%. 2006 EOTEELE T, SEOBIKIR (final
rule) &gt E-ERKIZ, AREOERICETIRRIL—ILLERIN=(TE),

o Charging for investigational drugs under an IND: RERZEDER

(Final rule &L T. FDAJL) 2009 &£ 8 A 13 HIZHT)
Treatment IND (£L<(& Treatment Protocol &£133) IZELNTIE, WO DOEEIHIZ I,
CBRBARUY—LBFICIERTEDLIN. TOHETH, 2RAMNEE, HREAR., AREOIIRIZHAE
BN LU EDOFEERLCTTESHENESN TS, SEDHETIE, AREOIRMEFER
TELBEEHEALTEY. BBRAR Y —REDEITIRA MR TESMEFEMICERFEL T
% (hitp://edocket.access.qpo.gov/2009/pdf/E9-19004.pdf) .

COXREBOEEICIE., ;EEEHBK (advocacy groups) MM Treatment IND'ORABENHIVENT -
BEEDEAITEDECANRKENESA TS, 1T, Treatment IND (&, EAR/IZHA® HIV EE
EERIZR->TEY., F0MOEELESB TIE compassionate access AL EDEFENHY. F
=, BIZE R AR R T ZOEME B &0F. compassionate use DFIFEERNEEETLHTLES
CEITHAEDERERALTEY. ChoDBRARTEICEELELEEZLSN TNV,

o PESAIILER&D I EERIGED FDA iR
FEFAIRAB(RRBEADLIYRNWT I ERERODIEH) X, FRLELTFRETHHETES
AIWHEEBHONATHEEERSIOZHTESELEREA 2001 £3 AIZRIELE-ROTHS. TE .
H4)LI2IE EGFR( L BISERF 2 B4 OERZIH T2 AF OEHENRFSh D LERM
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OB E=RBIL. REBETH I cetuximab (BR5E4 Erbitux®, ImClone Systems tHBAFE.~ A
W KGaA 1 & TURML A —X - R7ATHERIIRTE) , BLV, gefitinib (BRFEH Iressa®, 7
ANSEFRDR)EROTCHFRBEEITOLHEELZLOOEHLNT, PES ML 2001 E6 RIZT
{7i>7= (http:/ivww. abigail-alliance.org/WLF FDA .pdf),

TOH. TEFCMILVRERETO U ERIBET, REBEAOT7IV LA ILERERO CERTTHE
ToTERL MEKIIE | HHRBRER T LREREEEE, EREEFHIShIEREEZFEH>TLDEEA~
DFERAZROLBVDEEREFZICEDON-EFTYAEEZETLOLELT2003 57 B, FDA
ERELTZ, 2004 £ 8 B BHOOLETRAR AR, A EEFHAROREICIESH:
SANET AR ETLAAS. MEALEIRL, 2006 £ 5 . B0 7B TR S,
2% 1 COLUPERBRETETSAIEBO X REZEODIHRETLLEIETRESTH RIS
otz, CHICH U FDA [HEIRIERFEHFTICEFBRERDHD—F. 2006 F 12 B, KRBE~D
FORRERKTIREIL—ILE, MELENRRBEZBEICHERHTIBOEEHEOFRE
FRURENL—ILEBERTRLUTL: (hitp//www.abigail-alliance.org/MLF_FDA_Lawsuit.pdf)

2007 £ 8 B 7 B ERIEREHMOBEETTESMILAIQXREBROLNFRAT SO, C
- DERERIZ, KE D compassionate use HEIZ DT, KYBRHAOBRFEREIHIABE~ADTIt
RIERERDILEDED, HFEYICLRPBREOEAREOERICOLTIKRRLH o1 EHITHRF
FHEFTIZ 2007 €£8 A 7 B. 10 AOHHIBEICLDHRIE 8 3 2 TREANAEOERERICEHI-4
WEDFERETLEN, PEXAMNLVRBEIUV TV ERIGRAIIRE, LRERHGEINT
B, ‘
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Il Off-label FOE— 3> 8% LB %
B&U
FDA O B#HH AH X Good Reprint Practices

IZC&HI . '
1. Off-label use OEHIRE GIRI. E¥F) BT S FDA ORIFHA TR
Good Reprint Practices 77/ # > X O EIRK VME-F)
ERR/XOT—ARTI T I Bh AR
FDA(DDMAC) BF{Td &R LI4—LZEEL5—

%0 off-label use FO— 3 58 R ESE

Off-label 7OE— 3B RDEFH]

HHS &£ DOJ M—HhELH>TREFEREE: "HEAT” OF|IL
HAKICHT-8E: ER~OXILERBHAORTEER

N OhsLD

FLHIT: BEEXRELVECEMREOEL

FE Tl 2008~2009 F(ZHWNT. EEROD off-label use [T D EMBBICAELELLNH-
Tz EHBFAS AL L (BIAM BEBELRITERICBVT. ChodDZRBEEERZIC
BITEEFAEEFE. DXV TSAT U RCEHEEREFTETTE REZEOESRRD DY
AEDEDIZKELEEFERIFS &EM0T, -

® “Fraud Enforcement and Recovery Act” (FERA2009) (=& 5 NEE R DB

2009 4 5 F 20 B. “Fraud Enforcement and Recovery Act” (FERAY) TREHIEELCEER
HEE DA NI AFIEOBEICK > THRILL . ChiZABRERO{EEE BREL-"False Claims
Act’(FCA) T RIEFE R X |0 —HERETHEO T, civil liability (REFE) OREEHREL.
BEHREORELRBIETEIEDOTHD., ZhiZk-T of-label use [ZBT 2 AERE& FE (qui tam
relators) ICkDEREMRHERTIBENESI2ENZ &S

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

*FERA R ETSISHLTETIZHAL, FEICHEHN-ELERET-HDLNTHY ., EXRIC
Bof=bD TGN, YT IS5 ANV E0OEMBESESH . FETAOEREKTH I ENT
BTENFHEIh TS,

@ EHOIFRIERREILE] “False Claims Act (FCA)"&IX

FEZERZINEEL., BAOBEEFRRLILELTERENMOFEICRTEL ST -B 0T H5EE
OREZEEDEOT. —EOEHOLEIT MADNEAB LUVEHBFO-HI-RERLFIRES
LHoEMTED, '

Fihs, —EANERBATERERL C'qui tam plaintif?’ (F4FLRSE) ELT, BFICHLTE
EET>TOBBAELUEER RS ISH LABREFRFNEREST LA TE BiELIE
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AT, FIRELIIMBEIZ K-> TRH-IEERE{EEE (the damages recovered) D—E S|SB LL
TRHMAIENTES,

FHREFFREIRFRACT, REEFKICRATS, BFILFRICETIMAEES. BETH-
ERFSEBICH L TERL. BFESMARRISNDEMENERET S, 1 LE%EE (Department
of Justice: DOJ) B AL THERLI-BE . B 15~25% 0 EL% . £ L Depariment of
Justice B+ ALGLNVCHM 2 LRENEANICTHRRET>THHRLIES L 25~35%DREEE
ZITR 3.

BE. FERERETLBICLIBRETEICBBRELZHFTH-HOBEMNRITFLATNSA,
FERA2009TIE, RERERE{T o= X A (employee) D iF M. BFF R D FE R A(government
contractor), BEW, KA (agent) HIFHDFRITEMSH =,

* 4 R LERER (Qui Tam Actions)  http:/ibrary.findlaw.com/2000/Nov/1/130252 . html

The federal False Claims Act pemmits a person with knowledge of fraud against the United
States Govemnmment, 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 qui tam 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 Depariment 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 individuatly, the qui tam plaintiff
is entitled to between 25% and 30% of the recovery.’

KEAICIEAFREOFREEZHRELELSRSFE L (Whistleblower Protection Act):$#65. h
ITERBFAOHEAEOESER. EXLEBRER. EXUELEDRE. . BIROERSEEMREL
T::Ba)-csﬁéa

1. Off-label use DIFHIZE (BRI, EHF) BT 5 FDA ORFHAFL A

2008 £ 2 A 20 A, 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” ¢R83 DEIEEEADHAF LR
(B)ERITL. BTV YIAVMERDT-DH, 2009 F£ 1 B, AAA TV AORKBEERTL
(HAF AL RIZBHESR) (http://www.fda.gov/oc/op/goodreprint.html) .

FDA IXTCOHAFVATIETRO SEEFThIE, bff-label use (CBIT RIEROEBAEEERET
53D TIFELELTIND,

o BUEERSv—FNSDRETCHEILRILEEMR-LIRHEE. iU

. BEEONEBROAMIGThTEY., REFEOER THERSN LD TR
® FMMIC@LT, +HICEFHESWAEHFRIOVWTEREShTNSHIE
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o AXIIRLEVOERBEBEIBLDTRAL, T, FHLLIESv—F LEAKRE
L7=£ M1, FDA BB EICRYZHERHL-LOTENE

o EROEBECELWRAIZEELT LGB OTENIE

® RXIFEHIhIY, 7oA 0T —h—LHETHBIhZIOTHRNIL _

o FROBEFRRETHILERLEBIDIANEFMAADESICEERL, T0MH

RICHTHRLECET HFREIRML. EHOHEBRICOVTAMTSIE

o HMERBINTWIFMNXEBERHTHL '

o COEHERREAME—HIEHALENIL

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;

s 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;

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

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

» A prominent label must be pemmanently aitached noting that the use discussed in the
article is-not approved by the FDA and disclosing any author conflicts of interest or
known information about safety issues associated with the unapproved use;

+ The approved labeling must be included;

e The article must be distributed separately from promotional materials.

Label: HESBEBEIERLIZHDAREN-E0, ILLZRTFEShL0

Labeling : FRLEED . REVLEE., R, TORTSTORFLPERTRSN:
LOZEEY

Misbranding: FEZRTR(EMH -ZEAXRT. RBERTEED)
Misleading: . . IRBERILINETR

o Off-label use (2R3 HIE#IREEFF LI FDA ERIEE

FDAIZLABT &Y. KEBED ofi-label use REMDBRBES=EICENELN., EEHNTFIXEIE
BEN TOVELNRRBBEBEC OWTIRE—Lar§ 5283 TURIAFEZE LES 1ELTEL
TEf=, ESAMN, 1997 F(ZHIZLI-FDAE k% (Food and Drug Administration Modernization
Act: FDAMA) Tl EMELT (5L UEREES) 1Z off-label use [CE¥ 2 XMEDEAHE, T
RISRTEHAETROEOTHD LOLEHD, COFHT LN LYHBAETHY, 2006 £ 9
BERTHBRAYNA TN, SOISHBFRORTRITSA-DH 2008 £ 2 AD"Good Reprint
Practices B THY., 2000 & 1 AIRATENERBRTHD.
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FDA #ftiki% Section 401: Dissemination of In_folrmati'on on New Uses
off-label use (RAZEEGIE) (CBI ¥ 21/ OKH

FEEFRNFMATEICRBESN TG, REBOEIRK - HHITE 52T HHRZEEREM
RICEFTHIEE, TROFHEETITNIERDHLND,

@ BT DTS, HEXERE FDA [TRELTRBEFDLL

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

@ [FEO—EHERIZFOWIGIZDONT, IBMEBFEE (supplement IND)% FDA IZ
RHETEHCE (FOEGICATIREEAMEEAHT LT —2E30 L)
The company had to submit a Supplemental New Drug Application seeking approval
for the off-label use. '

o f=f2L. ChibMEHE 2006 £ 9 A 30 HETOHABFE
Those provisions had a sunset date of September 30, 2006.

2009 £ 1 AIzR{TSh =R "Good Reprint Practices” H A4 AMNKELTEEEDT-
HHE, FRROERIEETROON TNV 2 DOEEMHIRENFC &, Thht, tEIzLS
off-label use IR AIFMIZUE B O 5O DRFBNESK - LTHS,

COERTRKRHZQ08FE2 A), TEIFLGERD FDA ITFELNL, REAB LU O BEED
EHSEEMEIN20O0, BEEFRAKEED., TARUANLDOEEN-DE R(& Mrofecoxib (BR
F 4 Vioxx®, Aot EDOEZRBENMESLTHHEL, BRIFFDAIZKZREH#EORYA
HZHFLTLNEHR T, COFDAQRFIBMIZCOESTTRNICHETTE2EOTHD 1 &350

P THoT =,

@ WESXE10HEEFEESEIESL. HEHEE FDA IR -

AHAFT D AREDREILITHILD 2008 FE 4 B, 74— "MV, FRRZERAD, Davv &
SaLYVEEESUHERE 10 EEEHA. ofilabel use DIRFIBEFIDMEIEEFDA~NRHL
fzo COERA T FDA Chief Counsel T#H-7- Daniel Troy Téhd, APCO Worldwide ¥,
National Alliance on Mental lllness, National Organization for Rare Disorders 7Zi& D EEBE
RiFLCOES ALz, COMEE, BELES offlabel DFFF-EAICEET
%"peer-reviewed journals” MoO K IRD ZEMB LV ERREEHFICREILOLEFATS
FITENIEDTH T
(hitp:.//Awww.pharmalot.com/2008/04/pharma-lobbies-dc-for-off-label-rights/)

O FHAF L ARICHT HHEEFROHS]
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ERRERES G- TOSKREOHEEERE/ T JvI-oT4X 152008 £ 4 A 21 B, [FDA
DA EIECD 10 EFTREERM L . FDARKILETED -2 DD EENHIBREIN, ThETELEH
T HEEREN. CORMBHTESIAE<HEE>TLE T, BEQEEDHH (bromfenac
sodium hydrate: BRFE4 Duraci®. valdecoxib: B3t 4 Bextra®Z) »—@ I off-label use IzHb.
FDA DHAF R (BEF)IFYRIOBRIZENDIEH L FIT 540 % FDA (SIRELT:
(http://www.citizen.org/publications/release.cfm?ID=7579) ,

BRGECEIZ FDA ORFIBEMOA (T AEEIE, KFEELED off-label TRE—L a8 KIC
HUREHEREZ L % (False Claims Ac) 12k 2HBE T TV ARPITHITEN, BbLEDN
T3 off-label 7OE—1 a2 O4r—R (L, gabapentin (BR5E®R Neurontin®, 774 ¥ —#) ©. &
F® 80%LLEA off-label use THo7=A%. FI&HIIC 4 {8 3000 BRIV DA EAFRE b=, FCT
[FZDIEMEEEZLD off-label TOB— 3 BREFHR TS (k) .

® TRENMESERZAELHA I AFTZIEHE

— 7. TIREEHRFEE S 2 (the House Committee on Oversight and Government Reform)
NERTHD Henry Waxman +., FDADERIZHL., [COHA ARk FDA OFRIOLE 12—

FURBLZLIC, BEESHLIMELNEMERZEEHELENEETLIOZRH L0 ERY

#bhobITli=, '

ZOERIZHL. FDA @ Randy Lutter (deputy commissioner for policy BEgIRE) 1%, [COH
AFVRATRLTREEZED O T BHEICLEEDOREIE RS, HA 40 AT ELESR
§ % off-label use [T XIMOEFEICDLNT, MERRET A THOMTHILIERH T T
WB &R T, ‘

2. Good Reprint Practices 5152 X0 R (VIMA-F)

COHAF o ADERIELFKITEN T 6 # 0 2009 £ 7 B . FDAnews [£”Drug and Device
Off-Label Promotion: Current Trends in Regulatory and Legal Enforcement” &fE3 /Mt
FERIT. COPT, HE, 200 #LLEO off-label TAE—1 a2 @8RFITOVTHEELTLNDE
FRATHEY, EQOLSITTIEFEALSTICHU . BEGIEHIFT. DEAHFASILITE. F
ASNELMTEFITOOWTERICELTUOS (R/NMBFO2RITFHFSE)

(bttp:/fwww .fdanews.com/store/product/detail ?productid=28454),

@ "peer-reviewed medical literature” D {EEtEIZPI 4 SR8
TENSEB~OBEBEOINET ETHELM > TETND MELT, NREEICHIT S8R
R BEGAMRER (SSRDIZDONT, REERMOIIWERZ T TWETATIVIAOE
EABREAR T YN ERXITERE T BT, A AT T EEHRERKR LG, of- (Meier, 2004) .
YR -RAT4wbDTO 74— Jbb‘fﬁé’\%ﬁﬁ\bﬁﬁéiﬂfhioft\é (Whittington et al,

2004) &L E bfiﬁ*a‘mrméa

25



CODIFEMTH JAMA [ZTCox-2 FEESE celecoxib (BRFEH Celebrex®, 77 —#t) i3
NSAIDs [ZHEL THILEESEORIERRRIT DG 1L BELTRGLIASBEH SN I:Y,
RIEEI< rofecoxib DX MG INIEE ., BITHH>TIORIITIERSA2—DT—ArSA T4
FIZEBEDTHHEHHEALT, 2D L5 peer-reviewed medical literature” [ZIXRAREAN LTS
LTHY.FDARIREB BN D TTROLIITRARDLE, "peer-review DIEFEMEILBEITLVS,

“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 to 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 believe that such data
have been reviewed or validated at all.

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

3. EERXDI—AMSAT1 T BHHME

2008 £ 8 A 19 B. GSK(GSK) 1t H¥n5 D E paroxetine (k554 Paxil®) DERF{REDT-H %
AIZ “ghostwriting program: CASPPER” Z{ERL TSI &AM B, SESELHHEI<KE=EY
L F 5 1= (hitp:/iwww.psychrights.org/Articles/090820BGlobe GlaxoPaxilGhostwriting.htm) .

B OHAAEZIX, (BERZVIIXEMIC7ZSO—FL, Paxil®DRS T+ T M ARERIZEET S
MXERRTHODIETRHETIISN BRNBEH SN THY. T, TOEMIST—IZR
HTAECANLMXAERTIETOLRIIEEZ, SHMNEDIIITKIETESIMNTONTHEEBIZH T
YERBAL TWB e AL ER Tz,

EERRAR Y — B> TITONARERROBREZLO-EFRND., EMTEIUKERAD
A—RAbTM2— (RERDRZY T, HLAITEEIKBLLERSM4—RE) ITRoTERESh T
B ETLRT LY ERBIREN TET, 2007 FIZ(E, KEOHFHERETJ19E-E—)—5iZH,
ZOEE “LET THEM EAT PROZAC” (B ATEHIRIE: BEARE. SEEERMASDEN
FE SSRIME LRI 2005 ) IZHB VT, 774 —3 D SSRITH S sertraline (BiFE L zoloft®)
IZB8T XD 50% AT —RAFFME—IZL>TEMNTNSHIEELTIND
(http:/mwww.healyprozac.com/booksale-healy.pdf) .

SDE3EH, EERXITBNTIE, 2FE— AVEYOERRNESSUERESREH I 2= CGEN
RAF L TFHAVEERL, HAFHRFFELLENE) | EFSy—HILIEREEaRT
—AMSA23—EAVNAI LI BHIETTHAZL. ELFDOTEMNHBELESARLT, EEOH
EBREEICEETIEERE I RE] BEOFELSENHOTVS, LMLEAS, 32V KED NEIM O
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BEHRERTHD Kassirer Higd, T—AFSA2—ZEEBTIDZHLL TOHELZE(ZDON
TEBITEEA A ETHSHELDDE, [d—RFA3—ZEBALMNFI-RX L. BEFICEFR
L. EERERBIVEZERICHTIERDEEEEDITHILELELTINS,

[AF AN TAT4Y 1. IR ERBICET 2R XITE N TlE, MEL RO AT DI -518
—MESTRRNERRLTNBIENEL COKIWIBEICRATATRBLERE LA 1. B
DVEREZMASAREATETET . T—AFI T4V I HRBLTV BB REL.

4. FDA(DDMAC) MEATS HIMBEL 5 — L BEL 5—

7OE—LavEBRVPERT SHE FDA O—ERF9TEH S DDMAC (Dept. of Drug Marketing,
Advertising, and Communication) (3 F D EEZE & T AL 2—ERITTHH. ZOL2—IZiX
Untitled Letter (§&2EL-2—) & Waming Letter(BEL2—) D 2 BELH 5, REDIFSELENE
ATCHABLERLTEY., BEEYA L—ISEYEEEETHIENTRIN TN,

2009 £ 10 BIZRTEINF-BELA—D—EHK. BLUTORBHETEISRS

(BELE—DOH T ILIRE®)

hitp://www.fda. goviDrugs/GuidanceComplianceRegulatoryinformation/EnforcementActivitiesbyF DAMarning L etters
andNoticeofViolationLetterstoPharmaceuticalCompanies/ucm@55773. him

October 2009
Product/lssue Company/Individual Division Released Posted
NDA # 21-287 Sanofi-Aventis U.S. LLC  [Division of Drug 10/23/09 10/27/09
UROXATRAL® (alfuzosin Marketing,
HCI) Extended-Release Advertising, and
Tablets for Oral use Communications
s  Warning Letter (PDF -
72KB) :
¢ Promotional Material
(PDF - 695KB}
NDA 22-321 King Pharmaceuticals, Inc. Division of Drug 10/8/09 10/22/09
EMBEDA™ (morphine sulfate Marketing,
Eand naltrexone hydrochloride) Advertising, and
]Extended Release Capsules for Communications
oral use .
¢ Warning Letter {PDF -
108KB)
+ Promotional Material
{(PDF - 327KB)
Codeine Sulfate Tablets, 30  {Cerovene, 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 10/13/09
mg Drugs and Labeling
Warning_Letter Compliance
Codeine Suifate Tablets, 30  [Glenmark Generics, Inc.  [Division of New 10/13/09 10/13/09
mg & 60 my 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. ¥ offlabel JO— 38K &S

2009 £ 1 B, 1—54 ) )—3t (3 ¥Ewh##E A ZE olanzapine (AR5t 4 Zyprexa®) M off-label 0%
—2a BERTH 1345 ER @ 14 BRIV OSIEEFE TN, BFOR LEEELLTEESN:
HY, 2000 £ 9 BIZIEZ D7 A ¥ —3t AVH X 88 3E valdecoxib (BRFE 4 Bextra®)ZEL4mBE D
off-label FAE—iar, BLU. £ 13 REICEBESBRGHEFERETAT(T7ICFERRLIZEL
T A—Z4-))—#1 2 XEF{LES#H2100EM (23R IL) DS EEZBFIZZ IS ZEICRAEL .
COFITHSH 13 BRI ENEEH 10 BRELOER T, RENEL LOSSHETHY. Ff-, &
REEOHRITAZOCINMELLTERBATH 1=, .

Off-label 7OE— 3123 ¢ 581 RILEICHREAT, EHIEAFIL 2009 £ 9 BETO 10 FREITH
12048FL (1 FIL=90 H&LT. 13k 800 B = FIEFERD AR ELTHINL TS, Sbl, 8lik
BILFTE. 500 (TOIFBHEER OS5, 200 LLEITDNT off-label 7AE— 3V QENTHAED &
LTL%, BUFIE., 12&Z2 59\ ORBBEDGEN, LBNEATAT T AT 17 ARIZBFEQG N TH
75 off-label FOE—aY | TH-T=ELTh, PEELZEEEHTTORTHEEHALEIELT
AV

FDA DD E5748Z L. "Good Reprint Practices” 44 RIZH LTl off-label use [ZR89 %%
HHABELNEENTOAXRBRZERLTELEVIETIANBREFBELTNDLIICREZ S0,
BEF—BREASEIFERLE-S>TULS, K EOAMERRBCHEIATIHTEIUAT4T AR,
EHICBHEAEBL O OHYBEO/BENAES TS, BEE XIS EORRISHIZEEE, B
BEABELH, ERENESETLIRT, BEESLDICREHSERITONIAERITEDEIEOA
YELTULNS,

#&: RAED offlabel TOE—3ViER (2009 5 9 AETITRELIT—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:

+« Marketing Bextra for conditions and dosages other than those for which it was approved.

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

Selling the pain medication Lyrica for unapproved conditions.

s Making false representations about the safety and efficacy of Zyvox, an antibiotic only

approved to treat certain drug resistant infections.

In addition fo the improper ofi-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).

Among the settlement terms are mandates that Pfizer shall:
28




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.
e 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, inciuding $1.415B
2009 | Co. Alzheimer's disease,
also in unapproved
dosage amounts. CME
programs fo promote its
off-label use
4Q, GSK Wellbutrin | Paxit was never Withhelding negative $4M
2008 SR Paxil approved for information about the
ané 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,
ticals excessive daytime depression, bipolar 3
euuca sleepiness in disorders, etc.
narcolepsy patients
May The OxyContin | Management of Wider pool of patients $635.5M
2007 | Purdue qugrate to_ft?evere and conditions '
. pain in specific g
E?derlck instances
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
2007 | 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 perfermance
and adults enhancement
Oct. | InterMun | Actimmune | Disorders of the Lung scaning $36.9M
2006 | e immune system
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cells and severe
malignant
osteopetrosis

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
andC
Dec. | EliLilly & | 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 cardiovascular
disease
Oct. | Serono Serostim AIDS wasting — the Lipodystrophy and body $704M
2005 involuntary 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
t - deficit disorder,

migraines, atc.

http://www.quitamhelp.c
om/static/stories/parked
avis_print. htrnl

®  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 cornpetition with AstraZeneca's prostate cancer drug, Zoladex.

The $354,900,000 Astra-Zeneca settlement came roughly two years later, in June 2003, AstraZeneca
violated the Prescription Drug Marketing Act by providing free samples of Zoladex to physicians during

the period 1993 through 1996, with the understanding that these physicians would bill Medicare for

reimbursement.

6. Off-label 7OE—3> 0 B4k H]

1) M TAMAZE gabapentin: 58 £ ® 80%LL E A off-label use

T4 —1t i, [HENEH TADAZE (O TAMELEOFHRA) IBEUTANARREOERE]

EDEE TR SN -gabapentin (Bk 554 Neurontin®, 248%iZWamer-Lambert® £ FTH o1

Parke-Davisti) % . off-label CHHSF I F BB AR HREEE~OERZRELLTOE—L3
VER (Db 11 Doff-labelfiEk - FEB) THFE SN . 200455 (24{83000BF L O EIEE XA

SZEIZRELTRE Lz, Gabapentinld 5t L £{KRIZH T Hoff-label useDELEAFFITH N ETHE
Bah=At, RS, 2001 FE(Z1E5% E 083w hloff-label useTéH-71-(Radley et al, 2008)

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

Bipolar disorder, Pain syndromes, Peripheral Neuropathy, Diabetic
Neuropathy, sole treatment 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.

ChBEM55, BRAMHBERS LU FEROFHIZOLTOAERET -5
HHLOO, WBEREE (bipolar disorder), Mg - £ 81 E (attention
deficithyperactivity disorder[AD/HD}), &3¢9 MHEIRE (restless leg
syndrome) . = X #1484 (trigeminal neuralgia) & (22N TIXEH TIEAL
{Mack et al, 2003)
(http:/Avww.amcp.org/data/jmep/Contemporary%20Subject-559-568.pdf) .

COS—AFAGBE(ITFAH— D AT HIIL - UV ELTELTW -1 8 (EER) 1:‘%6){#?&
L. EIHDFalse Claims ActiZiBERL TABMERL-CLITIRERLLED, AHLAEER 4y
TIZI/RUE-EBRABRIRED L5EDTH-T-,

E i b dDgabapentiniZ B4 22 MMM S B IS DOV TERASF=OITATHL

DIV ELTEAShTWWH G (EM) (&, #8h Soff-label uselZB$ 515

HEEMICEL, REERETDLOMEER = RELEAT1HIL YZVH
BENGEBETICEERBUTHHILERAMLTL,

R ERICE<NFLEEMICHL, BIEE LS TYR—MERET 5,
F71=. “thought leaders"&MEIEN S TOMBMTHREN - REHDBRVMEROE
#xME. ThoOEMICHREEEZ L > THEEMIZE > THH L (speakers
bureaus) , "peer-to-peer selling”’ &3 H5FE T, o EERICERE & Doff-label
uselZ DN TLIF v —LTHES, EbIZ, Thb OB OELFIZFlit Dadvisory
board A /A—[ZHio>THLL, #HLEXIAS,

“Publication Strategy’&¥id27ASSALT, EMIC7Z7A—FL. B4H
ERLTWRT—r T e NT—R 54 T42 5 Lz, off-label use
LAY R XOERICLESTHOILIERE, - . BREFRLHIEEER
ML ETETEROLENKSL., ak—+H 1 X Doff-label uselB$ 5
RABEZEEL. TORBRIBHELLTHLEZH -,

FEHAEELE-TLAVIFPLUAIZ, BRI HL TEMZECHELT
L5 FHAE-EMEEMMEL T, off-label use2 ELRVRADT B
IZ2ELIFv—E o 1= (http://dida.library.ucsf.edu/pdf/soad0a10
http://www.c2lawfirm.com/cu ent-cases/neurontin-u pdate/} .
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GabépenjcinﬁJ: DUA~ABEAT AT T OATA T AL LRIBEEESNT
WS AT DA E TS r—FNICBHE I, VRV FoPIZB# I T
L=f=8) . Shldke k50 IcBiT 35k ThoT=.

COKSUEEBRGI—rT4712&Y, 1995 FOHFTHE 9700 FRILE>T-FE KO EM
55 LI, 2004 ££IT(F30 BRILISEL Tz, F7 1 —3 1X20004E (28— 9 F(E R4 & B
WLEAZFOBRATIALOEBRTADRET G, T-ELDDH, gabapentindE £ D78%HY
off-label useMLMIRTI TH>F-C&EHRLI, 771 Y —%t 1. Corporate Compliance
Program (EROERET MERELTHRE)ZIALLLIT. ZORENLS
Wamer-Lambert MoDHBEEHTI— T TAVITFEODERZEHMICHIETHELT-,

TH., TDH gabapentinoff-label uselZIZTEANBHLNLNETANMEBLLLEY . BES

DEIEAPEREROEMESIEEZTAREELEREINL. ChoBERFERRLEESICE

S2TRELISATIL I HENFENTNE, :
PISAT LA Iﬁltﬁﬁﬁﬁﬁ*ﬁﬁ@ﬁ\ﬂﬁiﬁiﬂﬁh BHUDOHERENFHCHASLETRTHESE T
DFRENTATOEEEIZRNEVDAT, Fe—ROFHTEEOTHRT SOOI THE., £ BHT
[EEREAITAYIZA VMR ME L BETAEIIL T 21O ERFRFBEL T RANRERASELTE

OERICABMT HEVIERT, BERERRCL BT IHEEHEOHIE,
http:/mww . yourlawyer.com/articles/read/15809. hitp//content.nejm.org/cgifcontent/short/360/2/103

2) Paroxetine off-label 70— a3V B LURHT4T7 -T—20OEK

GSK 4t [ 2008 4. paroxetine (RF4% Paxil®) D TOE—La B RIZHL. 4EBRLOZINCS
BLf-. coO7nE—Lau R EIE, GAO(Government Accountability Office: BRFESZRR) A%
2008 £ 7 A - 1TL="Prescription Drugs: FDA'’s Oversight of the Promotion of Drugs for
Off-Label Use” [Z&B &, off-label use DFRE—Say, BEY, RHF+ T EBOERTH -
(http://Amww.gao.gov/new.items/d08835.pdf) .

® paroxetine DEBEIh I BEREAEIL social anxiety disorder THADIZHL. TV HETIL,
anxiety, fear, or self-consciousness social or work situations (=&, Bh . HErE LT
B TORERAFLE)ZBRLTWLDAILETE paroxetme MNERShFET (Paxil®@nD i
FREBETT) &R LT,

® MRIZELTIE paroxetine DR EEHE LUADREFEISh TLEWMNIEAIDHLT ., B
TIFT. TLeYEERAL, SO T vV T, $Hi=m% paroxetine B/hRIZHERTHIN D&
BENREERT=,

2002 £RFICII LK T 200 FAZBINREBLUVREHNOSE EEI(C paroxetine DLFH{THI
Tz, LMLZD# , paroxetine M SSRI (Z/MROBFRIMOEEFICIIBE NI MUHL, B

BROBEBEEMSEDHIRIBHLEAHBLY, GSK 1 FHBRER SR T(TICH 5812
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FFIEAERL. BUDADDRHT4THERIZEbL-HBOBHREERL T - MNESKU104E
DOREICIIREE - EHHEASEILSh TGzt hh o3, BIEMGET{REZT>TH
HEEFIFTOECZEARTO MR ORSBERICE>TEREL .,

RKE=21—3—VMDREIT 2004 £ 7 A, GSKHABKRBROBREN AT T+T - T—4%
RBRT 5L ORIMRFEZITL. EEMICELVHHZ TZALTAECERHMOEEEITLAGL.
FHEFEERELT, GSKHZFRERLT,

GSKHITZDE. RMOBROT-HIZ 250 AFAZXISLITAEL. BIRBROBHEIT-T
B#HA—LAR—DECARTHIE, Fo, BRRSIRER OIS 2005 EXETIZARTHI L,
SHOFRBITOVTELTTR 107 AUANICARTHTLLE, BELTERARETIZET=
a—3I—V M E B EMAEL = (GF: paroxetine MBE5EA [EKETld Paxil®, XEETIX Seroxat®)
http:/imww.guardian.co.uk/business/2004/jun/03/mentalhealth.medicineandhealth

3) Z7M¥—1t 4 RO offlabel FOE—Lar, BLUY, E0OMDOERZD
BELGRIRZ 2 BEFLOSES

2009 £ 9 A, KEREE S T7AF— A EELRODEECRFTREEL-CLEFEH 23 BFLD
A& EXHSEICRABLEERERL, 774V — 1 F VYAV NI T DRIBETER
1) —hHBICCRAMEL . EBEFEBELTI L. BEEAE T, Fu o WwhETHTHLE,
Valdecoxib (BR5E4 Bextra®) ., ziprasidone (BR5E 4 Geodon®) . pregabalin (BRFE4A Lyrica®) .
linezolid (BRF% 4 Zyvox®) DAL R (=D Tk, off-label use DFOE—LavBREER SN . =
&I, valdecoxib MBS, FDA ICERBEIh-RAESLVEIEREONEFEDH-Y, REKED
BIGEHEE, linezolid DIFE L, BB LUEDMEICOVWTOzRIVIEER O/ OT(IY
KULBhTHE, ERLERLTIEAORREEL- HEEA T, COHLMATEFERRFI<AEDH
AERERDERELTIIR EREHELSNS,

S On-label % vs Off-label % (&{10075)

45
40
354
30-
254
204
15
104

40.1 O Ofdabel use 1 On-label use

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/cgi/content/full/358/14/1427)

33



7. HHS(DOUM—HELS>THFEAKREEMR: “HEAT” DR

{R {24514 (Health and Human Services: HHS) & off-label use l:&éﬂﬁ%d)fﬁﬂﬂbvv_‘?;f
FOAF L AREE DA MEREIRTOSS LAOMEEELLTNAEEESES. of-label use
DOREITOVTEREZRHTIVS, 2009 £ 5 A HHS &8]i%% (Department of Justice: DOJ) A%
EFEL, —HELS>TERRKOFRERR GEIZERAL, ERAREL-ESEIERRERERL
TIZHF. $ISE 87T 5% “HEAT” (Health Care Fraud Prevention and Enforcement
Action Team) &5 LT, ' -

REBRF LD ESTARIRRE (AT 57 AT 7 AR EBALEERT A CHBE &8
DERFEORIEEZFEICEETEF LI TEY . SRLER. BESLUEHLOMINZHITTH
EHELTLKELTVS, Z<LDFELITEBMEICNEZVLEBAE DR AF v A &EER . BENE
DFERE, 2V TSAT7URICEAT BT ILT—avPd, EOLSIILi-6TOE—aVviBRE
I AN EOEIF—EEICHRITTRELTLS.

“HEAT'DRIABHEIINNVATTHEEZERT SO L EHIEEIT

Health Care Fraud Prevention and Enforcement Action Team

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

HHS Secretary: Kathleen Sebelius Aftorney General: Eric Holder
(RRELEE . (RERE) |

STOP Medicare Fraud

http:/ivww . stopmedicarefraud. qov/
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8. BHKICRIT-#E: EM~OXILERAFMORTEER

TEAZEMLRFLT, FLBOAZTERRALFOCERMBLFERAITLLNS, BELEH
FEAVTRYELIFILAVEMHOERHIEZZ > TE . LA T ERLSBREB LU
BREANT, UR— 22 TIAEEMEICEMENR DI EATHEY., a2 L2 MO E L TEK.
EEFI~DT ATOIILLD A (public posting) %, BZE-EFRBIRA—H—(FIFIHEHT
BEINHELTETINS,

FAZA KD Grassley HIR LRFBESIL, BRELE-EEETTH §ATOHE - [EHEBIFA
—H—ICEf~OXEEROBRETERB OITALOERUERLZER/BLTVLELN. FO—5F
T A—Z4 )=, T7AF— AT, ET7E2 GSK, ARPAZw G L IZERMIZATR T AL
EFELTNDETND RELRLEMEDNEERICHITIERORSEHLRATHHICH.E
ENEBHBEDLYEHRLERAREHX T LN BELORBABE TS |
(http.//www.nytimes.com/2009/03/04/health/policy/04doctors.html? r=1).

<#£%> e DDMAC (CDER/FDA) A3%4TL7= Warning Letter 47 )L ($k$k)
Dear Ms.-—-——-mm—m—emee—

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 viclation of the Federa) Food, Drug, and Cosmetic Act (the Act), 21 U.5.C.
352(a) & 321(n). Cf. 21 CFR e)(3)(i); (e)(5) & (e}(6)(i). In addition, it appears that the tent card was accompanied by an
outdated version of the FDA-approved product labeling (Pl) for URCXATRAL, in violation of 21 CFR 201.100(d).

Background

According to the Indications and Usage section of the PI:1 . "

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 Pl notes the occurrence of
postural hypotension and Infracperative Floppy Iris Syndrome (IFIS) and the need for caution in
patients with renal or hepatic impairment. The Warnings and Precautions section 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 (§%)
Use of Outdated Product Labeling (fg)

Conclusion and Requested Action (%)

Please submit a written response to this letter on or before November &, 2009, stating whether you 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
discontinuing use of such violative materials.
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. BRREA-FEBERAIHITSFDAORME -
H&U USP OB H I

XCHIZ
. ERHAIZETS FDA RHEDOERMEF
ERHANCREL-BIERE LT TH

2.
3. BM-EREERKOEIR
4. USP BLUED IO ZRFTEIR (2009 £ 9 A L)

-t

<HBED> A Model System by USP
<BED®> KBIZBTA3EEEZMEVATLAL
(MedWatch, AERS, USP OE#BISHLES XTL)

E: AWTIE, AREHELLIIHPRE CHAS - BY-SAEh-
EXRTATERANTH LML ELHTTEBEHF 1 LLTRH.

[ZL®HIC

Pharmaceutical compounding IiIﬁJEﬁ@:E.%%?%@—E&L'C RREFELLIEHPERIC
BOT, [Z3MELYERSLTETNS, FE, ERAHTHREEELOTEOR CIERATESL
WEFSDRIZ, HAIVEHEREICEGVAE-AEEE, B2 0EFORE——XithhEdi:
BIZHHE AT 51D TH S (custom-made medications) , LMWLAEASEEE - ARITAEITIRSY
#HS5HDT, feAE FRPICTENRALEY. HESRICKYALAABEBBASHEDEL—T
U IS—HRIYSS, EREFOR e, HAWL, [RE-BRTAICEZELT, FDAGES) IZk
SEHEIZHL. MBEUMOEHMFEREIERBHERCOLTIIMICEBELADHY . FDA ORFIx
ETRIEWELT, UV EROHEEATE,

1. ZERHANIZETS FDA BHOERNE =

@® Food and Drug Act of 1906 -

FD&C &% FDA fTRDEFRETHY , FDA TRDREAENCDERBIZEINTEESND,
FD&C DRI, 1906 FZHH THEERELZENLL TN -IBREFRRE (Food and
Drug Act) TH5, COZEETIHLERE L% . [T ER TG (Misbranded* products) I&TF B &
(Adulterated** products) I[ZKBIL. CO&IEERBSERFTL-EEEF THLTILRETHE
WSEMEENRONT, LOLEAS, COERTIEENATRANCENCF v DLG5E
(X3 8T VA > F= (hitp:/leda.law.harvard.edu/leda/data/646/Riley.html) ,

The 1906 Act prohibited the marketing of adulterated (meaning, contaminated) and
misbranded food and drugs. Under the Act, such products were subject to seizure by the
govemment. However, the Act did not require premarket inspections and approval.

( hitp:Awww.emedicinehealth.com/fda_overview/article _em.htm)
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*Misbranded = violative promotion #&Hoh 3% EAE
B (false) . HLIEIRME A (misleading) & 57, HBLERET
EXSMTL‘%“E&E“%(KF@ET)EE%‘ FERTREEKRT D

**Adulterated = contaminated . '
BRI :E‘S’U%ﬁ\&%: 8. B, ﬁ:‘ﬁ@&c‘:d)nnﬁa)aﬂtbtﬂun
AEVEFELAA. FORECERTHIHMBEEEKRT S

¢ Federal Food, Drug and Cosmetic Act (FD&C %) of 1938

1937 &£, EHEREICHRAFLELTRFEIN LRI 77 L 7SR (Elixir Sulfanilamide) % iR
ALEANGE 100 AORTEIN -, COERERELLEEIRZSERBRET>TEST . &
2. TDHEGEDIR)HAEU TIZGEN -T2 OO BFFOERTILRXRELELEDTIIEMN = =
DEIITZTOIFOERTRIMYFEN GO EBLERHOHMPEBDRTELLREREHST
BICHEL &SI 28, FROFHEBELTCINSOEE-FTEEGENYFHEIBMT
1938 4F, FD&C ARSI, CDEIMEN B LI R CEBEFLT TITEThh TV
A, BIERREHEL HID S8 (manufacturing) &IZRIISESHREIEAM o1, 185, FDA IF
1930 FIZFEEINE (US Dept. of Health and Human Services: HHS) W13 &LTERIISh
1= (hitp://leda.law.harvard.edu/leda/data/646/Riley.html)

COERICEIPEEA:

o EXSLBERLUNC.EERFND. EEEE. LHT. BERiFEND. @J%Hﬂlﬁxnn%ﬁﬂ
& IZB

FEDRFATIRL DAL FDA IBTT5

FDA [ 3LERRDRMBETED

BTECENESLEENEICHTIRSHEELHRTE

FRNTRTRESH ERHBRITHTHTEIEEICNA ., BHFFOZLGSEEM

o 1962 EDF—TH—/\—- N\ ZEERWE X

 FHRICRBEREVVRTAFOIRAIZRY, EU TELDFBRLBEFThIEVLSIB\ELLERELE
ClAt, COERERIETRETHLR R T OKETH T2 COIITEMERERARICHCHEIED
. 1962 £, FD&C EOHREA LI = (F~T+—R— NYREERKIE: Kefauver-Harris
Drug Amendments). COERTCEERRFI=>LThith [EBRRFT L EERENBEEA
AIZ 253D THY FERBOLSHHRHESGEIEDT . Tl FiEICHT25U% -ReH%:
BT A RIBEREBIE TR TERL I EL TV, SOESY R T —XHED B LK ECBITS
SEHEFOEROEE (Consumer Bill of Rights) d/ich . ERIEEESFREICAHAL THGYRES
nTh=, :

Efﬁi'iti‘ﬁl-_dbb\fﬁ%b\ba)'rJ?;j-—AF:/-tJh’é%?%{b

37



EEEFEOHHELREL, TOERIORMEADEOAEHIEHEEEL
ERCREAERERA T BIo Y BB R FOA ISHRELHTZES
EERIZEIFIEEZIEAR Ty TR VRO BEZ D
B RO RESBEE B
EESWEEEITHL, GMP OEFEER

EXRORE NI B a%- RECHTETTENEEHHL

o ok 0N

FD&C EZDUL OO FEICHEWTERARE ST TV
1) ZEREH D 7E F (section 201(g))
2) FERTBICFEAOEOOBENLGIETICETOE N
| Misbranding and adequate directions for use requirements for drugs (section 502)
3) ARG CREYY LU cGMP 1T 5 E
Adulteration and current GMP (cGMP) requirements for drugs (section 501(a)(2)(B))
4) HERBER '

The new drug approval provisions (section 505)

ERBFICITRONVERLASY, EFNICHETERICE-TEENMOFBRGLOTHLELELS
3. FD&C ZENEBEZERTHE. ERAFTT A TEBRICITEZEL>TLESRETH >,
D&, 1997 £O FDA ERIEENRITEE T, BLEHERZICHTIEGEERMANIC
L THREICRIRLTL Db TEian-oT=,

e FDA @ Compliance Policy Guide (1992)

FDAIZFNETOHIS0F(ZhT=Y, ERARIZ DL TIEMZORFIEMEFTE -, LML, 1990

SEHE, T8E (manufacturing) 16 - KB O AMBEEORBEE > TRRISERET5E5

HERLR N TEFf-(Baxter Healthcare Corporation 2&) , 1992 45, H#EFD FDAEMEITIESH

HESH. THENZETS FDA BEIZHERL., [FDA OFKBLLICEK TSI LIE FDAC EIZH
FBRERERBECHETSIELE,

FDA OB #F(=xtL . Baxter (& reconstitution (FFERE) (ZZERBRAITHIL ALV IELTFDA IR
L7=. FDA [& Baxter % FD&C i%®M “adulteration” LT “misbranding’® FIBIZERLTEY.
Ffo. GMP ITESFLTLVENER LT, Baxter (FELERRITFRAN THE T IBEORRERET
HY. Ff=. FDA OULIFEOREHBERICITASTELFAY, FHIFTIE Baxter ICkH8HE(E FDA
DEMEBYHEDRFMNERASh S L. Baxter BIARXERL =

FDA IZ&DZEOEHBRIL, HIcEBAFIFETEBELTVWAEFE - BRIz 2 =F112/3=yY
EEIERCTREL o, ERAIEMEBEHIL 4000 £LHASTHORTOEESETOEBDO—
EThHY. T-. EREF%E FDRC ZEDIHETIHEILALGT LI, ERAFOEENLCREZE
ke 2, BEDBEICTHLEDERBEIE DDLU T FDA DR BEBAILLEEIATET
BbIERB/LT-.
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1992 ££ 3 B, FDA [& FDA O#ITE E4E (enforcement discretion) M FHIZDLVTRRE LT
Compliance Policy Guide (CPG): Manufacture, distribution and promotion of adulterated,
misbranded, or unapproved new drugs for human use by state-licensed pharmacies # #1771z
ZOHMFITEREFSEFFECELIABMN LSRN TS LS & LY, [adulteration KT
misbranding ZEDEALERAHALHHT 20 FDA ORITREROTRICET 2544%
BHL-LOTHY., ERHEHITXT S FDA OBRFIZOVTEHEYBERKIZTh TLELD, CPG O
FATIZ&Y, FDA OERMRFIICH LARIE>-ERBEREL., ERHAICHT S FDA CD’FEBE
NECETHHDO,, TOBERBEREICENETHIOBEICERSL.

® FDA ERIEE (1997 &) . EBRAICETH a3z 503A DiEM

ZOIIBERITHUNT, 1997 ££ 11 A 21 B, FDA B 1ki% (Food and Drug Administration
Modernization Act: FDAMA) A2 b KIftEDZBRICKYRKIL, 2oL a 127 (2, EFHEDE
LTORBHEFIDAIE DT (status) ZHAREIZT 5. FD&C HEITIF g »f-t2232 503A A=
BinEhtz. COEI 3 503A T, EHELLIIEMICE>T, BEEBEAO-—XIZESINT
oM HEE, TROEEGFENSRBINDEMEL. 1 FEBLO 1998 5F 11 21 HAS
HITENA &It COLTERARIITEHEITEL THENCERShLISTIEIRN
MoREEINAIEA MO THESh -,

EZRHHF T TROFE, BRBRIND:

(1) NDA % L<IZ I BE B EE (aNDA) D& RICBE 45t a2 505 O"#HE OEA
(2) cGMP (B89 % adulteration GR A, EEY) DI

(3) ZRULTIZET B misbranding (- BAREDRERT - RIERR) OEE

hitp:/iwww.fda.gov/RegulatoryInformation/Legislation/FederalF codDrugandCosmeticActFDCAct/SignificantAmendm
entstotheFDCAct/FDAMA/F Ul TextofFDAMAlaw/default. him

FDA iE{£{LiETlL. "Compounded drug”®E &% . REZE R (United States Pharmacopoeia:
USP)4LLIE (National Formutary: NF) DHIzHBES Y SIIEMLI-EOEE (bulk
substances) IZ[BY. ER(FFE. USP ®"Pharmacy Compounding” M E T4 TS - -5
RShE=BDOTETRIEGELENEL, SHIZ, RERBLJIIFHEOEH N S, FTBMLSEIRSNT
EXSEHHLTIESHNELE, |

COERTE 2 ELBROSH - -EREESICEATSRETH - BEEVILGIEERF(TT
Hi ., BHEFIC XD EBEF DL (advertising) £LL X E 5 - BRFEARHE (promotion) EBLL.E
DO—AT, EREFF—ERZLTLSIEWNS T RBIDEFITONTIEFA LS

(Congress passed a provision that prohibited the pharmacist from advertising or promoting
compounding for any “drug, drug class, or drug type.” The statute did permit pharmacy
advertising of compounding services. htip:/leda.law.harvard.edu/leda/data/646/Riley.html) .
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LHOLEARS, SOLEE -BEEOFHBIE. ZEHEFNE D L5021 T DY —E REBH TEEMZDON
T, EMPEEEEE (educate) T2 DI AEAFERE LT, EREHH—E RITDNT—RIEL
TETRT T, BEIEE D L5581 T ORENTERLED N EMBIENRTES, FRABELSE
EH(ZAT I ERD LGS TLES . FERICTERBAZELTLET ), O —EREHEZEIR
+BREF O E LB CIEAR SRR AL =,

o Thompson v. Western States Medical Center

1998 ££ 11 A. 7 2 OERMN FDAMA 533> 503A DT EE - BRI OKEIZOLT, TEENE
AE—F(25$ 5, BETELZLVRS (an impermissible regulation of commercial speech) &L T
FDA Z128F. </ 5 M D US District Court (ZRERIDEEREFZEL =, FDA (ZIEREAIFTIC LR
Li=#%, 2001 £ 2 A, EHRFHIEEIa2 503A FOEDTATHENTHSEHEL:
(Western States Medical Centerv. Shalala. Section 503A to be invalid in its entirety) . 223,53
> 503A AT %< commercial speech ZHIBLTULDE0QEOMNESH, BFF(HHS & TV
VB (LR RHHITF OHRERRELT, SSITRE M= LKL (Thompson v. Western
States Medical Center) (http://supct.law.cornell.edu/supct/html/01-344.Z0 html),

Ba AT 2002 £ 4 A 29 B, FD&C ED+43-3> 503A i%. commercial speech IZ3x3 5F
EEROFIREEA TS OENTHLHEL T, EEREHIFFOHRE G E L= (The Supreme
Court affirmed the Ninth Circuit's decision that section 503A of the FD&C Act was invalid in its
entirety because it contained unconstitutional restrictions on commercial speech) , EFE KRR
(%, 423> 503A OhOEE% commercial speech (BT A XEE, BYDXEEHFD&MF

TELGZWELT, 4330 503A #O1LOMESEHESh -
(htip:flcaselaw.Ip.findlaw.com/cai-binfgetcase.pl?court=US&navby=case&vol=000&invol=01-344),

e Compliance Policy Guide (May 2002)

ERBH|IL, Lol AZMICTHRIA LIS RIS, misbranding (FEXRT) ERICET5E
YA TRE DB IERYFICIZT Y THENEShELOO, FDA (. EDLS5HZELNHhIE
FDA AT EE#E (enforcement discretion) #{T{E3 5N T EHA A ANBEEEZ, 1992
F(ZFTLE-CPGIZX D%, 200245 A . "Guidance for Industry — Pharmacy Compounding —

Compliance Policy Guide"&Z1TL71=
(hito:/iwww.fda.qov/ICECI/ComplianceManuals/CompliancePolicyGuidanceManualfucm074398.him) ,

HAXDRICIE, TFDA (FEFIFAEMOLS IR IE, RELREEO-HITEBHULEEDRAE
#% — B89 (extemporaneously) IS D> TE LT BHEL TS, COLILIEHMMLGER B X
BREZOHAFT o ADHRTIIH, MOBETHS, LHALAKS, BFHESh-EESOEL LU
HEINEESEEOHEZILAEO T, FDAC EOHEICHTIRIELDERTER.
adulteration (4 B &) HL<IE misbranding (FIE ) £IRICHE T 5 &5 & X, FDA (X3RH
DEMITEEEET D, TOLOIRTIIAVELLZNEIHIONTE, BERATROLThHD
TEELTVDANESIHZEI
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1) BoniLEDBEERE BRZTOLSTAFEERTHEAIEFHL T
anticipation) XEDHHFELTL S H

2) XEDERHFZMOMIBELTLIM (NETIREIShAEERIIHEF O %)

3) FDANRBLEERROES TIERL., ERERHDHEA DAL IMLIERT=H0OH

4) FEOEOYM FDA BREZHNLDY TSI Y—PSEEFEANEDTHIEDTEITEK
BREDHEFERIDVEVEEEAF RS -HALTLELD)

. B) BAMAVARUTAT (USPIZEABHEH-LTLWASEWSRIIOAVNEDEAF-BE-HAL

L TULVRL

6) BERBEOHELLITREBBEFE TN

7) BROBHICEFTTIE=ZFORH. LT BEROLHICHEREFEO LS LR TEREHEIR
HLTLVRLD

8) MERENTLAEEREFALLM., LI FDAREELAREMICRAL LS Ao —EER TN

© LMY, FDA RBELREFADDLETRLGS. Z{OEDLOEFERIANRAS - AR T HDEE

ETAETHY . COIILEEBEIREORENLEET HIRMEEL-BEOHE

9) EREEFHRFILTOIMEICELTLSMESD

=12, LROURAMGTATERBZL TS EWLSH I TRAEL BGr—ATEOERE2ER
THIERHEIMELNELELT, The above list of factors is not intended to be exhaustive, as
other factors may be appropriate for consideration in a particular case.

® FDA =X 2¥RRHDOBEHREE

2001 4, FDA 0 Prescription Drug Compliance ZFAl&. A2 4—Rwh L THATES 12 DER
HMHEUZDOWTCRERMGIAEEREL, AEBWNEEREFORE. FiRE. $hHITE T 2iHEHRIN
£THY. ChoDHFZ—MEBENAFT IO ERALIMEFRICE>TAFEL BN, HE.
$RSURN, RTLHEDABREELTORLEL A, HEWE. R70/F . BREEE0
20 WA T, MEEHF. REREH. BHAABSLyh BAF]L #OFD 5 DORGIIBEEHFFD
LD THHT =, '

FERETEEZ 20 WFD 34%ICHENT, V&I EOFEERETRAMNITEE. O BRITHET
vt AT AN (RSN Hift 59~89%) THRERTH 1=,

FDA TIXEBEL—FUICHREE FDA OSRICTHRELTHY. 1996 £, LIELSHT= 3000 B
[ZDWT, AE7vEATRERIL 2% U T THo =, CD 2%IZH<, 2001 EOERBH TS
34%LLVSEFIE, FDA SFRLTUO =&Y KEN ST, JU T LY A X PSS &R
. TOFERBLT—RETELZLOTEAL. LAL, §. FDA, HOERIAERE. E
B, ERET. ILICRNTRETHBSLFEHR/LTLS (Report: Limited FDA Survey of
Compounded Drug Product. '
httg:llwww.fda.goleru-gs!GuidanceCOmplianceRegulatorylnformation/PharmacyCoonundinglucm‘l55725.htma
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2. ERHAEEL-BIERASLUIETH

2002 £ KEICEWTEBEBRBO ORIV I) 2y I CAF LI L= DVESRIE R -8 &
NEOBRER . BEOHGRLMEELGEFELTAR. TORMBERICU-EREZL. &
MERS(ICE-STELENET . BERETH-HICEEBL-ECH. ERHO—ETHD Exophiala
dermatitidis H & oz, BB ETOEDEBEICE>TEREFLETICARS1 BEISETL . C
DIEMIEBRCAF VI LRV AV ESE R3O 4 fIARSICHEIRE T -ILEE R OER
#2LTAR. iR EFACEEABRO LR, SOXAFIL LRV OV EHFIZTATRCTHPFE
BICTHESN 30T, SOERICBEVTH>T-REABFOAFILILEZV OVEFF LT ILH
53 Exophiala dermatitidis B H & H &#.7=, South Carolina Board of Pharmacy (F§/hRZ1 3
EFFER)FACOERISEHFOBRFPLZHL. ERHAZEIREET=,

ERERESHL RIS SR REIREL-VBET AREAELV0 IS LU TROLILE
K, AENICERShAL5EBRMAELTIECHTRETLHEITHY . ChoDFr—AFKILO—
BIBELEE Z 515 (Prepared Testimony of Sarah L. Sellers, PharmD, Executive Director,
Center for Pharmaceutical Safety, October 23, 2003. hitp:/Awww.pharmwatch. orgfcompfsellers.shiml) .

»  An outbreak of bacterial meningitis in California was associated with compounded spinal injections—three
patients died and eight were hospitalized.

» CDC warned physicians and health systems to consider substandard, compounded drug exposures in
cases of unexplained infections following intraspinal or intra-articular injections after an outbreak of fungal
meningitis was associated with compounded drugs—CDGC further cautioned that health systems may not be
aware that they are purchasing compounded drugs, thus actually requiring vigilance to prevent
compounded drugs from inadvertently entering supply chains.

» Compounded spinal injections were associated with neurologic complications including paralysis in an
epidemiologic cohort study of patients who received unapproved, pharmacy-compounded continuous
intrathecal infusions.

e Three cases of poisonings in children have been associated with unapproved drugs compounded for
Afttention Deficit Hyperactivity Disorder.

e A 5-year-old died as a direct result of receiving an unapproved compounded drug for bed-wetting.

e  Two patients developed septicemia and were hospitalized after receiving compoundéd vitamin injections
contaminated with bacteria.

¢ Three patienis were hospitalized in critical condition after receiving compounded thyroid remedies.
« A cancer patient died after receiving a compounded injection of herbal tea,
s A patient became blind after using compounded eye-drops that were not sterile.

+ A study comparing a compounded prostaglandin dosage form with & licensed product found' a higher
incidence of cesarean delivery associated with the compounded drug.

s An estimated 4,000 cancer patients received diluted, sub- therapeutic chemotherapeutic agents
compounded in Missouri.

The above mentioned cases are considered the “tip of the iceberg"” by public health experts because
pharmacists, unlike licensed manufacturers, are not required to detect or repo_rt problems associated with
compounded drugs they make. These problems have come to the attention of the pubklic only when the

42



numbers of persons affected by a single incident or the severity of an incident have been significant
enough to gain the attention of the media—not through surveillance and vigilance.

e 2003 4F. B TO Galson K (HHS) ISk 3 EEHE

Galson KT (S, EHMTEREFICHT S FDA O REL. [EFOLEIZLEA>THED
BEOD=—XIZEIESICEFETIRE - FRLEDITHD. 122 BEAIZFLLEX—0H
ZBESAICHBRIZEHLLEOERIE DL oY FEHICAT LB O MAPAADSTELNBES
AZBBEEDDRE . BREOEERERVTHEEI+—2aL—3a %2310 T, k#
OXRBUFFEELERY —ERTHD, LALELSS, RICEREAELINA CEEOMRES
NRVEBLIETEDLHD, o2, EBRFDADLEICT, KEOHFZHRELTWAALRZT
Hh 5 (Testimony by Steve Galson, HHS hitp://www.hhs.gov/asl/testify/t031023.html)

CCOREBITHL. [HERZSFLEVEFFEREA|EL TOBEIIEILEL], & Galson ROFER
SIH D ERRI-% T 2 HET 2% International Academy of Compounding Pharmacists: IACP H35#%)

& HPEROPICTHEOFHELASL REEELVLENELTEESELTLEED
£ B, E5IZ, FDA RRBOESY©. REMIZMEAHIHICT CICHIBA DHIRL - EE
REEBEONTNBIENSHD, COLI4LT A FHBAERH=— (RGO THAL, FIE
BREBMELTND, 2UFBEDOT NAEBRRHESLDEDHERHNHSH, FDA T TED
ESHBEE BT ERITHL THEBETHEL .

o T AT L OURYT: FRLAEEMEREORNEELH L F—EE>THER. &
L&Zz2Hic Eﬁﬁ'é$ﬁu0):@ﬂ]&sﬁ%ﬁud}\ﬁkﬁzt;')ﬁiﬁ&liﬁi}i?ﬂiiw'?“‘éﬁb%
B, BELI—FHTLTIOREE P IESET-,

o EEAFATLE=VOY: MBOEEMNBALELAFLIVEZV RV ESHIT, FLEHC
fzo _

o MEFHITERIIAKEDHH: BEA—ADXKEOHSHEHAZ. MEBZTHRFELTW:
HI7H =T DERICHL. FDA [FEBEL2—ER1T. FDA BLUAITHILZTHERDR
B/ THhNIz, COERBZOLIZHABL - AZE (compounded inhalation solutions) 1<#4:
MERDHHELT, BHBRERNLAECRETIIEEMO MEOESIITRFEISh TN,

o BERRAIEODLLIBADHRT—R

Tomeldon Co. v. Medco Class Action Lawsuit (2006 425k, 2009 £ 6 A 30 BR&EHH)
TR ESCTARNSN - HFHOEEAETEDLL TART DT RER ORI AN -T2
LIZHEL. 5 DOWPERAAFIEZEFICEIULISAT I AV HRERE. 2009 &£6 A, ERHAl
OEBHGEERICE b, COBRBRERITITR. LLIZEREAXNSEBES 1D L3I0 —
LETFRERNZITEISBBOVEDDEETRLIZENR LS

{hitp://hrsclaimsadministration.com/casesitom/) .

*ERERERLEOEHENIE- Pﬁﬁ’éﬁ???é@inn%“ffmﬂé"*if TLRE AT D
P T or=A. 2003 FEIZ ALY T L,
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3. &M - EAIEMESER KD E

o EMOEM '

FDA BRAEEDESay 503A AEHLEES TLIE, BRUASHABRTION, EHK
R &N DR BARER S EALESh TWVEL DA RIK TH S, COLILHRT, SX—)MESRES
U D FEEFE § < (Missouri State Board of Pharmacy) I3 &3 EEBM L7 7a—F £ Ry, HEIC
L TER T A MA (EHAA S L UERFERA) OHAHITONT, T, EEFEFIZOL
TIEERBHEIZDONTE, BEAMEREEZHCIEVIFIEREHE L, THIZFDR, &V
MRRBETI L. EEREAITVARATLEEATHCL, BLUREAREETILEE
mLTiEESRELR,

AUTHIL T B BB BALAREITHHL., BREZHFHZRHS - AR T IEAENE, 1L
JCAHO (Joint Commission on Accreditation of Healthcare Organizations: EfRMBERESRE
E £) . Accreditation Commission on Heaith Care (ACHC: EBBEEEZA L), L
Community Health Accreditation Program (A2a=FRREZFETIOF S L) DS/ RERE
- LTWVELNE S MORBRRESIGRKADHAIERFT o Lelir, BUITHLZFTHTE
COEMNMESBHFCERNFFATZOFIE, FREB LUTI=2 v GARIEME) ORBLRE

3R L TS (http:/leda.law.harvard. edu/leda/data/646/Riley.html) , '

*AUTF NP IO BRI RRR OO T HEE
hitps.//www.dca.ca.govipharmacy/forms/sterile comp a kipdf

o EHEHARKCILEBRAIEHSEHIT1%
2R 2L B8R, B5E (manufacturing) (F3E 3 (FDA) (& BEREVS ATRIFIFEERD
—HEATHEY, FDA LTEABYEM O BRI, DECHLTEERSEHREHETE
BERLTND, SEITFAEFEMREFRAILEY) G ZERBAFEF (good compounding
practices) [CR(TT, BEMITHAFSAUE2HTLEY, REB-FHERE, T/, "Guide to
Contemporary Pharmacy Practice”, “The Art, Science, and Technology of Pharmaceutical
Compounding”, “Trissel's Stability of Compounded Formulations”, "The Science and '
Practice of Pharmacy” 4EDERHE-FRAEF AT IEE - THRAMEERTINIGL.
ERHEAOEDALIZKECERLZ,

NABP* (National Association of Boards of Pharmacy: EHEEESSBL) IHOEEE
BOEBIZETIL L—ILERITL, PadeEd 15 MiTL>THRRBENT -

ASHP (American Society of Health-System Pharmacists: ¥ EEBREXETSR) (ZBERZHE]
DF-ODHARSAEEE

USP(U.S. Pharmacopeia: (EEHS) EEERHOELIETLAA, COEILE N TERE
Sh. £, FDA LD AHREHEICHEIRTh TS,

APhA (American Pharmacists Association: RKEZEHIEF<) (338 7E (accreditation) . F23E
(certification) . BN D EMHER D=5 DL FITE (industry standards) &L, KRN
DL EELH K512 (standardized national guidelines) &% T 21D EBSFRT,
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*NABP (&, 7 AUAZ L 50 H& DC DIED, F 7L, TTILM)I R—DUEEE,
Za—U—SUR AT O, F—ANSUTANDEERSXOESETHY.
FEFERBR P RFZAORYELHEFTEOTNS
{(hitp:/iwww .cpc-j.org/contents/c08/nabp.html) ,

4. USP BXUZ0OBH#IA (2009 45 9 F LK)
1) USP OIEREXRMFOF-HOET NI ATAIZET EE1(2009 4£ 9 A 23 A

*EEBF S (USP Convention, Inc. http:/Avww.usp.org) (Z 5 EEL—AEXES (OTC),
FOMOANASTHRERR(BRES., TTUALIME SO ORBOMEREOATLE
(official public standards) &% &9 SHERMEES ©. £ 200 EORETh-2EHREL D,

KETUAESNTLWDTRATOEERBERER PV OTC EiL, USP DA REELF-T - LAERE
TEHEED LN TEY., FDA FREEO XA BT OHE -BETEIT>TS, T USP I National
Formulary CKEIEZR M%) &ML T, USP-NF &L TRITENTLVS, ZDIEMIZ, USP-NF (4R
BEINEEROBRICETIFHELRER(EAGREGE) ER/AL- USP-DI HiHY. ChiZE
AEFEFEL 2—PREL TSI BRERFEERFRISELLDEERZLND
(http:/mww.usp.org/pdf/EN/members/qualityMedicines.pdf) ,

USP %13 2009 £ 9 A 23 H. " White Paper — A Model System to Promote Access to Good
Quality Compounded Medicines’ &332 B FEHITL . 1K “ar’&EIONTIV-ERRAL.
7. A%, REMOEM. F3EER (BUD: beyond-use date) DR TR E ., BHRIZEINTHT
HhThs, COBREE. REOBLEFOLOO—D2DETILVAT LBIUFOES HEEIC
DVTRLEADTHD (EXA VO FILEHRRO <SED>)
(http:/iwww.usp.org/pdi/EN/members/qualityMedicines.pdf) .

A MODEL SYSTEM O#i2

A) PEOPLE, PROCESS AND PREPARATION STANDARDS: A.7otX. &EUHEERA

- Ingredient and Preparation Standards (Product)
BB IUEERNA(MST) . USPE/TSTIMID T ATITEET IO T, ShiZENT S

- Compounding Sites Standards (Practice and Process)

E OIEEME (B &TOHER) : FEREHSNE LT HEDORAERITOLT. NABPZED
BTIHFEEREL TS, Fio, USPAMERLLT-"Practice standards”[&HDIRHIOREREIC
BHLRA TS

*NABP: National Association of Boards of Pharmacy X R HEESEES

- Practitioner Training and Accreditation (People)

FEEIURE(N): REEZHTERF-HOBNGHE -FHEO-HICHYF1F5LH
HENTRY. TOFHEIINAPLEXH &> T, Fz. BROOHOLEEHIINOREEE
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(I X THIEEN TIVD, BPS*O LS L BN AR Y N TFABEO-DIZREE
HEEEELTNS,

*NAPLEX: North American Pharmacist Licensure Examination. dt % ZERIEME RS
*BPS: Board of Pharmaceutical Specialties EXHFBEE S

B) CONFORMITY ASSESSMENTS : &4 {45Ff
- Site Accreditation

HBERORE: NORKBZRERLENESNIE, PCAB DL SUFBFAGFERERRLEZSHT
L3 TED,

*PCAB: Pharmacy Compounding Accreditation Board XBSFIRTEES

- Adverse Event Reporting

FEFRRE: AEERBEVATLAICKVERTEASh - EXRICHET IHTE=RENE -
AT %, 2005F78 ., Ty a KENERL L THILE. EROREMRRIC
RT7=3%{%E. Patient Safety and Quality Improvement Act of 2005 [TiR&Eh
TS LI, ERZADPERLE . EREBCHRIsEEOR LT HE
HENFETHILT. EREBOBRREFEL. FROIRPERGLEOMIL
(Z#&ITSH.

GE: COEREHSEEL-SE, BAFESLETLEL0SUEMS, Bhhi-a
22— gl ko TF BRI ORI AIICEALDICHYTHH LS
nhi=)

2009 £ 11 B, FDA (& manufactured products & compounded preparations (1% 7% BRFE
[CHIFBTEICRBLTEY GEHEOREB LUEMNARIESLITERFYVIRETHS. LML O
DO &3 IEBENFERLTPITE T, USP ITEELREIFHERHKIT TS,

1) H3EIC USP OB TOER$irbhs  SENSIOEE, E 797 &, BLUEREUAOH
8% 795 ) AEASAE B ATRERE A DD

2) FD&C & TS THLERIHINEER |OFTEBIZIXD, LI=A>T, HL USP-NF (ZEi#kE
NTWAEMEFIBSE, BRSNS TRTO USP B/FSTIZ#ERLETRIELRS LY,

2) HBIUNDRERAS

EREFAZEH. ERHAEBEINBLUMOEZEESORAMNTICHL. EMTMBOEEER
HEL->TEREFEZEEL. RHETEHR T ~EREROHABREL—FUEBLTS. F
f=. HOEBRERSTEFENORFIXBRENEZTEL., S/ XOETETO>TNS, BEITE
LTOL—LBHBOHAETLIT3. LM DM TIE USP I &2 MEHH]- FE\E 2R DR
EZZEHFEALTLS, 5612, HETHAHARED—BHHE R D70 NABP [FMECHOESEE S
HRAZEERT 00T IVAEEZIRMLTULS (NABP Model Rules for‘Phénnacy Interns,
Institutional Pharmacy, Pharmacist Care, Nuclear/Radiologic Pharmacy, and Sterile Pharmaceuticals.
hitp.//www.nabp.net/fipfiles/INABP01/09ModelActFINAL .doc)

3) 1ACP. 7 i—2OR T L—— LK~
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JACP (International Academy of Compounding Pharmacists) [£ 2009 £ 9 B, FEFOKXFER
MREBAETHAITIL—IRR-TIL——ILEMNTER THFILI-EE SR (X "experimental,
investigational and unproven" T#HY FD&C EITEBRTHIELT. £D BCEMEEYRDBHIR
FTAHELIRTOR—FIL)ZRBLF-CEIIHL, TL—I0R-TL—L— WRIZHHER S KxE
FBAL 1=, http:/fiacprx.convio.net/site/DocServer/IACP|etter_BlueCrossBlueShield_082709.pdf?docID=6622

<BED> A Mode! System by USP (AU B — 4k

PEOPLE, PROCESS AND PREPARATION STANDARDS
- Ingredient and Preparation Standards (Product)

Optimally, a preparation monograph in USP exists for all compounded
preparations in the U.S.Compounding monographs are prioritized so that
standards for the most frequently compounded articles are developed first. The
Compounding Expert Committee, working with compounding practitioners,
associations and others, develops a preparation monograph. The Committee
takes into account safety and other considerations, such as intended use in
target species. This input is obtained through a variety of sources, including FDA
(whose views are represented by FDA liaisons to the Committee), NABP, and
other practitioner and board associations. As noted above, conformance to such
monographs is required under the FDCA.

- Compounding Sites Standards {Practice and Process)

Optimally, practitioner associations and others, including associations
representing state practitioner boards such as NABP, develop standards
for all compounding sites {(both in community and hospital locales where
compounding is practiced, as well as practitioner office practices). Practice
standards (<795>, <797>, and others) developed by USP for compounding
are recognized in state regulations and accreditation standards (similar to
the treatment of compounding provided by NABP in its Model Pharmacy
Act and Pharmacy Rules). ’

- Practitioner Training and Accreditation (People)

~ Adequate professional education and training curricula are adapted in schools
of pharmacy to ensure that competencies in compounding are acquired and
are supported by assessment through NAPLEX and licensure requirements
through the state boards. An independent certifying body, such as BPS, builds
an accreditation to define specialty certification of compounding
practitioners. Optimally, all practitioners who compound complex or sterile
preparations beyond a certain frequency are certified.

http://www.usp.org/pdf/EN/members/aualityMedicines.pdf
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<BEQ> RBEICBIL2HEFRBEVATLA

® MedWatch: FDA Safety Information and Adverse Event Reporting Program
MedWatch(Z iR A& (Post Marketing Surveillance: PMS) 704 5 LM —1& & L T.FDAAY1992
FITBALLEEFRBELRT LT, EES. ENEH, ERSE. $EBDER FTUAL
M) %, FOAQBHTIZH 2 ERAERNDEEERIT DT, on-label use, off-label use [ZH1
5F. #i— LEBRTRIHTS (L. DI FURBICET 2555885, SHOSRE
ATALEERET D) .

EFEBRCERERE. —WHEE (BF. KiK. 1B 1%) 4 LiZidon-label D#H T < | off-label
THEALEZ7—XLEHTHERICHRETHE58LTEY. £, EER/EEESUEEE
Z|TiLoff-label use THHOTELWEEBEHESITTLS, FRAIZZh L OHE Sh-NEORRE
HRELH - FEiL T, ERHEEC—RERICREISENT 5,

-Form FDA 3500 — Voluntary Reporting H #HHiE#=
EREFEE. HER. BBFILH58BE

-Form FDA 3500A — Mandatory Reporting &8 &=t
INDEREE . EEREHARERESE. TARANEL—4— BADE,
User facilities (Ef 35 % H 50k, Filitz2—F) DELE

T4 855K (BRORS)
HEOREM. KERE. EFARLEICLIERCHEETREREEE T 5 (EXITREBR),

+ . Form FDA 3500 - Voluntary Reporting
o For use by healthcare professionals, consumers, and patients. Submit the
completed form using supplied postage-paid mailer or fax to 1-800-332-0178.
(Send only page 1 plus any continuation pages - do not send instruction pages)

 Form FDA 3500A - Mandatory Reporting
o Foruse by IND reporters, manufacturers, distributors, importers, user facilities
personnel

Online Reporting Form {Voluntary Reporting)

Report serious adverse events onfine® for human medical products, including potentia! and
actual product use errors, product quality problems, and therapeutic inequivalence/failure.
The introductory page features additional information and instructions.

http://www.fda.gov/ Safety/MedWatch/HowToRepori/DownloadForms/default.htm

MedWatchZB A LIATIZ. Adverse Reaction®DiE LIGEXFBMETIE=R Y VT VATFLEYY
R4 FE4ZZMIT19624FITREL L T4, EMCESBEL SIcL IB8HMEES. BEELD
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£ K PEBHBEHE, 20MICHINTEY. BERRLRL>TWVELD., BETH =,
#d. MedWatchiZ#i& S hi-BIfEB1ERIZ. AERS (Adverse Event Reporting System) {ZUXER
ah 5 (hitps:/iwww.accessdata.fda.goviscriptsimedwatch/medwatch-online.htm) .

® Adverse Event Reporting System (AERS):
FDA GOEELBIVEDHAFICEHT IHERR2ERETO /S LE YR 51500
KRBEEERBESFRT 43—

FDA [& 1969 &4V, EEREEICHLARSNEER (EYRFZEL) OREBERO
HEFRFE DT, EZE Adverse Drug Reactions (ADR) VAT LICEEL TV, FDk.
1993 4£E|Z Adverse Event Reporting System (AERS) MEBAZh =8, ADR TF—3R—X%
CORIHESNTZ, LIzA T, BHIED AERS [Z1£ 1969 FELIEOT—4AUERSh TN,
AERS OEI{ERIEHIE MedWatch D#fE#ERICL>TRBbEhTEY, avEa—4&ikshiz
ERGTERT 2 N—ATHER I LICEFHL., 26&N TLS, Center for Drug Evaluation
and Research (CDER) & &£ Center for Biologics Evaluation and Research (CBER) MA#%
IMFHEL . REE ST FLERE., T=4—L. BEITGLTELLAEREAEETI.

AERS is supported by the FDA’s Center for Drug Evaluation and Research (CDER) and Center for
Biologics Evaluation and Research (CBER). Staff members evaluate reports made by drug

manufacturers, physicians, and consumers to detect safety signals and monitor drug safety
(http:/iwww .nap.edu/openbook.php?record id=11897&page=13),

AERS TF—A2A—XZEFNh28EEREH:

- EHEHESE (healthcare providers) & T B H °H & FF (consumers and others)
M50 FDA EEA~O B R E (MedWatch form FDA 3500 %{EF8)

- EXERLESL 3500A(Ff=lE CIOMS) X THREZEBLE >OHTIU—)

- 15 BLAN$RE (15-day reports) (E&E . RHOBHERARES LU 40—
TUTREOEE
serious and previously unknown adverse events within 15 days of their

occurrence and conduct a follow-up investigation.

- ERCHAEEROEHRE

~ FRE& (FDA REHSLIFLACHEHM) ITOVTOEEEL
AEEROEHEBSE

- ERREENSETFEEICI>THRESNDILO (LEEOHFIT—ZMHALY)

(BE3E S22 PHEER, 2008, www.nihs.qo.ip/dig/sireportiweekly6/15080724 pdf)

Fr- . ALBEENEERTESISENLEBEIE. CEIREDO7+—LTFDAICHR S a3
5750 (hitp:/iwww fda.gov/Safety/MedWatch/HowToRepo n/ucm085692.htm) o

AERS 13 1969 M HLRAETHT—HEUFEL TLHAY, AL DHFETRESN TV D, 12
OEPIH L TEBOBHRERESGEATEY . A—BE0EFNERESBELIFST
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EIZKBPERBENEENTVD (EERTSHEER,
www.nihs.go.ip/dig/sireport/iweeklys/15080724.pdf) o

AERS [Z&>TREShEHREL REFNNVEBELPEREFTE~OFENSDBEGZLONEI M
SHEhd. BHEVAZITONWTERL, VRAIZEIT 5= O RBEERICH H-RRSNIL

FE O ERIL CDER O Office of Drug Safety (EFRSZ 28 AEXREREHE TITI (FRX
X886, CDER ORI FEHE),

This information, as Anne Trontell, deputy director of the FDA’s Office of Drug Safety, noted, allows the
FDA, in collaboration with the manufacturer, to ensure that there is effective product labeling to alert

health-care practitioners and patients to possible safety risks and areas of risk prevention.
hitp/mww.nap.edu/openbook.php?record id=11897&page=13),

HE. ERMOZERTAIFEMICETI2EEAHTHL-O. FDATRETIEREZFELTELT .
EERICHL TR AREE STV, 2005 £ 40 20 MAEMICHREZEBLLTL:
B BFTLEBRELTWVEW T R0 HHEEND, T, EHLLTOVELM TR, EER2IC
EET. EEREBEENIOVRTLIZBMTEMEI M- TEY., BI{ERREEEMT 51
DITRETH—LF 1 R—DEBRETIREDTRIARERSN TS (TREXER),

The FDA does not impose on physicians any legal requirements for reporting adverse events because
it tacks authority to regulate the practice of medicine, a responsibility of individual state governments.
Currently, 20 states have mandatory reporting systems, but according to Mr. Troy his experience has
been that there are known cases of adverse reactions that are not reported. In states without mandatory
reporting systems, report submission is completely voluntary and therefore dependent on the

participation of health-care professionals.
(http:/Avww.nap.edu/openbook.php?record_id=11897&page=13)

FDA IZChSDBED DAL, BEELLUZEGOEMBEL-OTTIMNL (BT ABRELZF
Bk, 1 LRI EASBEEEBCOICARARELRLD) 2R T2, BEICHLTE
REMARIZEDESHEMT-EEE 2. EREEEICT—F\voT3,

hitp:/fwww fda.gowDrugs/GuidanceComplianceReqgulatoryinformation/Surveillance/AdverseDrug Effect
s/default.htm. hitp:/Awww.nap.edu/catalog.php?record_id=11897

The FDA searches these reports for serious or life-threatening outcomes that result in death, lead to
hospitalization or disability, or require interventions to prevent clinically significant impairment,

e USPOEMARIEREATLA
NATIONAL VOLUNTARY REPORTING PROGRAM

2000 IR < L>TiRIBEh = "The Medication Error Prevention Act of 2000"0 709 5 L%
USP ASBET &5 EDIRIEERIT. USP THERBBICET 3ERHE AT LAEHEL, O
DURTLITEMERTHIEEBMEL, MEBLTRETESLIITLES>TLVD, USP (£ 1 £/
[CHESN-T—3ZLEIT. ERALFR—MERRT D COLR—HIEFKBRBELOHIZER
S TLVA (The USP Role in the Prevention of Medication Errors. :
http/Awww.usp.org/pdf/EN/members/mederrBackground.pdf)
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V. Off-label use DRBEEEERET S CMS*

(*Centers for Medicare and Medicaid Services)

1. RILMEERR MedCAC

2. CMS AMEiB %R 2 51RHL:%% Medical Literature
1) AR T2 L(EESLATRE)
2} EEDYy—TIL (BARE)

3. BEIAATAFT OIS

<RIREZICBETISEEHN>

1. PG EEME MedCAC

EEROZEMBIUVENELHET S0 1E FDA TH-TH, FOEERN AT 7OMAEIZ
RUNDODBEREES THAINESILEHMT EDECMS (AT AH T - ATt (R H—EXB4
_) —C‘:Eéo

KERF(E CMS [CKYBELMERES X THY. f-&Z FDA AREL TLVELVERVE (off-label) T .
SLEBOHEIUAT4F7 (BEEKNFIER) SREShDy—FILICHERENEHSA T
hiF ($7db, "medically accepted indication” T (L) , CMS (H{EBERE TS,

Under Section 1961 (f) (2) (B) (ii) of the Social Security Act, the term “medically accepted
indication” with respect to the use of a drug, includes any use which has been approved by the
FDA for the drug, and includes another use of the drug if — the drug has been approved by the
FDA and such use is supported by one or more of the drug compendia. A Medicare
contractor may also determine that such uses are medicaily accepted based on supportive
clinical evidence in peer reviewed medical literature appearing in publications which have
been identified by the Secretary in a posted list of accepted cancer journals,

http:/fwww.cms.hhs.govimed/ncpe view document.asp?id=9

AP P CHI—F B EEE T O+ R (Medicare national coverage process)
FDA [Cdo>TEREBShHEINE. /DA _
CMS %% reasonable and necessary’ (§IE#MNDHE) LF|EFLT- off-label use

- BEEN1DUEOALARL Ty LICEHSA TS off-label use

- BEENht- ‘peerreviewed” Sy—FILIZEREEN TN off-label use

NCD (National coverage determinations) development process: EM{EiETEMHES

AERETSHIOHER

http:lfwww.cms.hhs.goleeténnin ationProcess/
http:/iwww.cms.hhs.gov/DeterminaticnProcess/Downloads/8a.pdf -
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[

@ Off-label use M3b# 75%[H{E:2 . 0% AL R F(FESR

LLATA7 7 TEETLE, i EMRRESH OISV THEETHIENE VD ZOREIEH
CETHRLXDRIRTSICLD. ChABEETINEI OO EEEZ—BEEICLTVLSERTHS.
BEATATAFEEENICENOREICDIZRLATNEO T, —ELTRARSIEEFETE
TEELLY, ‘

ATYREHNBMEIZIT>1E]E The Tufts Center for the Study of Drug Development (2009) (=
FhiE, FEO RIS L ELT, off-label use M55 D 75%IEEL T VD ESN 5, LAL.,
EIESNTIEEEOK 1/2 LLEIC, A 1K, BBERAEICT HLh . BRIRBILELE, . ED
FIRAE  SEIFLEHHHTON TS (NCD TlE, IN—F B/ EHEDETTHN—F B/ A
—LEL, O3RAT2HE) , = &ETHHNESIHDOREIZODNTI. IZIF 00%HaURUTFr
TESBELTULB I EAHIBALF= (hitp://csdd tufts.edu/NewsEvents/NewsArticle.asp?newsid=149) .

T CMS BEDISICLTHEBDAUR U TATEIUVERDY—FVERETLHOM, HITHA
PREBIZ DLV TILRE R R EE S S ASCO (American Society of Clinical Oncology) AAHlMZAi-
TCMSITHEELTWLWAEN. ENNALEZ—0 FDA OEMRICK > TIRITLHELSTINT
VB, SOESEMBEFRICESHBOIZN, CMS EREKEQHE TLATICELIROM
- FHEETLD. TIETURDBSEEEL. CMS IZEISE 510D, CMS AT L-HEMES
£, MedCAC (Medicare Evidence Development & Coverage Advisory Committee)Z &% 3L LTl
%, MedCAC [ZEAMEES AN EILFRET S NCD TAERICELNTH DA REIEFE DES

HRA T D (hitpiwww.cms. hhs. qoviFACA/02 MEDCAC.asp,
http://www.cms.hhs.gov/med/nepe_view _document.asp?id=10).

2. CMS MWMEBEZFRETHEMMELSD Medical Literature

1) AR T L(EERDAES)

CMS @ Medicare Benefit Policy Manual*' =1 555 5 (2009 4 9 A E#7) T, as authoritative
sources for use in the determination of a "medically-accepted indication” of drugs and
biologicals used off-label in an anti-cancer chemotherapeutic regimen &L T, FEE4 2O
T4 LOWT A, HLAZT1 DU LIS I TODAAZEREOHREL TS,

" hitp://www.cms. hhs. govimanuals/Downloads/bp102¢c15. pdf

{p61~Chapter 15, section 50.4.5 "Off-Lable Use of Drugs and Biologicals in an Anti-Cancer
Chemotherpeutic Regimen {2358, £ 262 ~—3)

2 hitp/www. cms.hhs.gov/Contractorl earningResources/downloads/JAS181. pdf

(D AHFS-DI (KEREI+—315)—9—ERAOEERIFBET. KEANRTTIRF L
EHET A F1T. American Hospital Formulary Service Drug Information 1993 £~

@ National Comprehensive Cancer Network (NCCN} Drugs and Bioclogics
Compendium (NCCN EZ & - £EMHAID T4 4) 2008 £ 6 A 5 HEYH S
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® DRUGDEX (EE{EHRIZH A% Thomson Micromedex A4847)
2008 ££ 6 A 10 A &YHh

'@ Clinical Pharmacology (FERKZEIE%, TILEE TR
2008 £ 7 A 2 HKYHE%h

@ R TAILEREDOERE
1993 £, off-label TlEH>THRRIEEEZRH A ENAALEER - EMHF OFEREKIOLT,
BEIATATIRISLIRERRFEL T80V TA7 28R A &353R,

LZFOREIVRTAT:

| @ American Medical Association Drug Evaluations (AMA-DE)

@ United States Pharmacopoeia Drug Information for the Health Professional
(USP-DI)

@ American Hospital Formulary Service Drug Information (AHFS-DI )

LALEMS, ZD# AMA-DE, & USP-DI 1% 2007 £ -HGEMRIROFETED LTI E
PRELRO. SR TELIREIARUTAILM AHFS-DI Q& ELH>TLEN., ARILDOES
£H2T. AT FIRTSALIZEMTAEI AT I LERIDEITELNT =, FZ T, 2007
., CMS [FEMRITIKEL . FBavRo T LERET 50O ERLHET O REMHL.
2008 F£(TIE 5 DDAV R T LDBREVIIANERIT. TOSBTFTROIDERFEYAMIEM
L7=.

¢ National Comprehensive Cancer Network (NCCN) Drugs and Biologics
Compendium

® DRUGDEX

® Clinical Pharmacology

® ASCO AEELT= DrugPoints 32 Esh

—7.ASCO % -“DrugPoints” (Thomson Micromedex 1 #1T) DEREBEHB LT ORI (O RF
17 LDEE. HE. EERIAMNE. RELEH. ElERE IETU RAOATIV-0E%. B
BAAREHEO T O X, FIZERBEFOBERELE) £, 10 R—D(Thiz3L 28—l T

. CMS ICIRHELE=A BEMICEREIN T, F/-. AMA-DE [ZEEE VR BHEIBRENT=,
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" <ASCO O DrugPoints EBEEEL 2—D—E k¥ >
February 11, 2008

Re: Request that CMS Recognize the DrugPoints Compendium as
an Authoritative Compendium for Medicare Coverage Purposes

" The American Society of Clinical Oncology (ASCO) requests that CMS add the
DrugPoints compendium to the list of compendia specified in Section 1861 ()(2)(B)(i){D
of the Social Security Act. ASCO is the national organization representing physicians
who specialize in the treatment of cancer, and Medicare coverage of new drug uses,
which that section addresses, is extremely important to ensure the proper care of
cancer patients. As discussed below, DrugPoints meets CMS’s definition of a
compendium and largely satisfies the desirable characteristics for compendia identified
by CMS in the Federal Register on November 27, 2007.

Definition of compendium

DrugPoints meets CMS's definition of a compendiumi, which is “a comprehensive listing of
FDA-approved drugs and biclegicals or a comprehensive listing of a specific subset of drugs and

bioclogicals in a specialty compendium.”

A compendium must (1) include "a summary of the pharmacologic characteristics of each drug or
biological and may include information on dosage” and recommended uses in specific diseases; and
{2) be indexed by drug or biological.

DrugPoints is a comprehensive listing of over 1,400 drugs and biologicals that is indexed by drug and
biological. Each drug listing contains information about pharmacokinetics, dosing, route of
administration, indications, drug interactions, and toxicology. In addition, DrugPoints assigns
rankings to each indication to help users determine whether the use of a drug for a particular
indication is recommended. Therefore, DrugPoints meets the CMS definition.

< 8> Medicare Program; Revisions to Payment Policies Under the Physician Fee Schedule, and Other
Part B Payment Policies for CY 2008, 72 Fed. Reg. 66222, 66304 (Nov. 27, 2007).

U EQESTRBT. BEDADDAVAUTAILBAKICBESN TS,

Cy—FIL (BAARSE)

AURUTA 7 LDEM, FRIZEREDIRBLLE S peerreviewed medical literature &L T, ASAFE
BICHWNTRE 26 FURBRESI TS (TER),

- 1993 ££[TRZEESNT- 15 E(HAREE)
1993 I ASCO [Zh>TEESN., BESNUv—FILITROD 15 FTH-T:-
(http://www.cms.hhs.gov/med/ncpe view document.asp?id=9) ,
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2003 F£H KU 2006 4, ASCO LYBMIHT A48 -
LAL., FORLIZSRMHRETE WM oT=1=8, 2003 £H LT 2006 1< ASCO M5 145
G)ﬁhuE#ﬁ“TL,'C(iL,L\&G)'JbIXFﬁ?&ént(ASCO May 23, 2003 Letter and May 4, 2006
Letter),

EFIy—T LA 1993 | 2003 | 2006 2009
1 American Journal of Medicine o ©
2 | Annals of Internal Medicine ] ©
3 | Annals of Oncology ©
4 | Annals of Surgical Oncology (@)
5 Biology of Blood and Marrow Transplantation o o ©
6 | Blood o )
7 | Bone Marrow Transplantation 0 @
8 British Journal of Cancer o ©
9 | British Journal of Hematology o @)
10 British Medical Journal ’ o @)
11| cancer : o %)
12 | Clinical Cancer Research o @)
13 | brugs o ©
14 | European Journal of Cancer o ©.
15 Gynecologic Oncology o o ©
18 | International Joumal of Radiation Oncology, ' Q @

Biology, Physics
17| Journal of the American Medical Association o @
18 | yournal of Clinical Oncology o ©
19 | Journal of the National Cancer Institute 0 ©
20 | Joumal of the National Comprehensive Cancer o ©

Network (NCCN)
21 | Joumal of Urology @)
22 | Lancet o @)
23 Lancet Oncology o ©
24 | | eukemia o ©
25 | New En{;land Journal of Medicine o ©
26 | Radiation Oncology ©
LT3 FBE &Y HIRR

Cancer Investigation ' o

International Joumal of Cancer o

Lung Cancer o

The Cancer Journal o

Joumal of Thoracic Oncology o

Breast Cancer Research and Treatment B

55



L5 ASCOIEBHBS v—FILIZDNT, BPIROER, BEV, /3T oaA MR D45
B NCI £ ASCO #ESv—F L0535, FRO7HEYAMIBMNT 2E3CMSITIERL, Ti-.
ASOC HETITHL 4 EBDEMEHRELT, S5, FDA EMRIZEY 3 E0EME 2 EOHIRD
RS ESNT -,

The NCI experts suggested that CMS add seven ASCO-recommended journals:
Annals of Oncology

Biology of Blood and Marrow Transplantation

Bone Marrow Transplantation

Gynecologic Oncology

Clinical Cancer Research

International Journal of Radiation, Oncology, Biology, and Physics
Journal of the NCCN

NCI also recommended the addition of four joumnals not on the ASCO lists:
NCIIZASCOM¥EB LS D T L 4 548 MR

® Radiation Oncology ’

® Annals of Surgical Oncology '

® Journal of Urology

® Pediatric Oncology and Hematology

The FDA experts selected three journals from the ASCO lists:
FDABEMRIFASCOE D v—F I ME TR 3 HEER

® Gynecologic Oncology

® (Clinical Cancer Research

® Lancet Oncology

The FDA experts also suggested that two journals (American Journal of Medicine, and Drugs)
be deleted from the CMS list. FDA BRI FE . BED CMS VURMMSTEE 2 sEDHIBRZEET
® American Journal of Medicine
® Drugs

=ERIZ 2009 E]E, ERO 26 EABREShSITE-T-,

3. BEIVRUTAT~DIH

ARUTAT ., BEU, BETUvy—F L% medically accepted indication RO R T4 7./ 18
P o—F LIZBEATE T A5 EL T, 2008 Medicare Improvements for Patients and

- Providers Act TIET & BAEEL TLv5 (Social Security Act (42 U.S.C. 1395x(1)(2)(B)D
Conflicts of Interest-Section 1861(t)(2)(B)) (http:/fwww.qovtrack us/congress/bilitext. xpd?bill=h110-6331) ,
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1) EEBREOEAL
BEU
2) AXFBEPLTOMGEHZEZELIER RO EEROMAT

“Confiicts of Interest-Section 1861(t)(2)(B) of the Social Security Act (42 U.S.C. 1395x(t)(2)(B)) is
amended by adding at the end of the following new sentence: “On and after January 1, 2010, no
compendia may be included on the list of compendia under this subparagraph unless the
compendia has a publicly transparent process for evaluatlng therapies and for identifying potential
conflicts of interests”.

LOLGEAS, ZOERIVAL T LIREZOCHFEHEROMEIEHESh T %, DRUGDEX

(%, BELENMOSENTEIRVCELPIRERSL A, AHFS-DI (2B TE EBM 8% 2
FAREOLLT, IREXRITLD off-label use 1 DIZHT-Y 5 AR L OBEEERFNHF L EH,
LEIRL TS B BIRE Loz, EBIT, RETE AR TOT ELTRYT 50 (ZldWh5, SHED S

LY Pharmalots &, NCCN @OV RoFr 2 AFRIBEHREARICLTWVEVDO CEEAV R T

VLDBBAEENMANTNDEEREL .

In May 2008, an article titled “Cancer Drug Compendium Violates CMS Guidelines” was
issued on "Phammalot” website, one of the 50 Best Business Blogs, which criticizes that
The National Comprehensive Cancer Network’s Drugs and Biologics
Compendium should not be regarded as an official compendia because it fails to
disclose the conflict of interest

+ (htto:fiveww. pharmalot. com/2008/05/cancer-drug-compendium-viotates-cms-guidelines/) .

ZD%E., KEANVAT TR T LEFMSE, AHFS-DI IR AT 5BEERELE,MOHMMLT
WAD L, FDA XM S —— T FBBRLTWDSOLRALTHY . CMS Mo BEEFAEZIT

FI< off-label use ITBIL CIRBSN - B HE EHMICEE T CEUAREENBETHY., BEL
7= off-label use M55, 28% L NREEZRBHTLVELDIE, ThiZFEBALBELTNS ISt

BHENERIEL TS (Pink sheet, 2008) . BLED K1, off-label use [Z3§ HIRIRERIZIER

LTRREA LD TR, 5% CMS ISk 2 LUBLLWBEARETH S,

<RBREZIETIIZEEH>
- CMS ARRIAEY VT AMERMR R REFTOTOER
http:/Mww.cms.hhs_gov/DeterminationProcess/

C ATAT T THNA—SNTWSLEER (FF, MERY, RIT—BREANDID, FILI7AVRTRAEAN
—EhTWBEERNFRTREND)
http://formularyfinder.medicare govfformularyfinder/selectstate . asp?javascripton=true

- UOZRAMD SN THS, BEEZBRCEBRRENLSIIETOTOER
Medicare Coverage Determination Process
http:/Amww.cms.hhs.gov/DeterminationProcess

Medicare National Coverage Process
htip://www.cms.hhs. qoleetermlnatlonProcesleownIoads/Ba pdf
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- 2009 4F Formulary (list of covered drugs) by Kaiser Permanente
2009 £ AF 445 F 13—b D THh/A—Eh T 5 Kaiser Permanente D EESURAMTEYITD
Comprehensive formulary Z8)

hitps:/fprospectivemembers kaiserpermanente .org/kpweb/detailPage .do?cfe=422&html=/htmlapp/fe
ature/422formularycontent/nw_ 2009 PariD formulary promem.himi&rop=KNW

+ 2010 Comprehensive Formulary: Prescription Drug Plan list of covered drugs— Pennsilvania/\West
Virginia/Ohio hitp://iwww.upmcheaithplan.com/pdf/2010_MC_Comprehsive_Formulary.pdf
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V. REOBH &ERR IR E

1. KE O
2. XEDERFRIEHIE
1) EMOEEGRR
2) BEEOAMERER
3) REOBRFBRKRTSOEE
3. kEOEHRFRRFIEREDER
4. AT TIATSLBEAORE~REFTORE
5. ATt TRRIEEFATAHTE)

1. REOHH o
KEOERRBRHELERT S LT, REORHIET I ERABETTRTHS, KEOHH
RERRL A LACE GESE) . . 35 B B 1) O 3 DISH AR THY, BMTLTNARED
B LRSIERo TS, 48, BAOTEHERRIAKEDOTMN IS, BRI -87-H/ IARED
TER (s ) - T S ESAHD) ITH % T 3 (BB B AL EHEFRS. 2000).

KEDOBFOBEEL T EBLAILOEEB DR BB OB, BLU. TOMNERTIE
FECOE-HIZLBEE) ThETEMbEhMN B L3z, RETIEHETEHTM (State) 1A TEE T
DEXRT, FERVERER>THY . TOREAHHATER ) (ER) THHEOBRITIL>TVSD
(JETRO, 2004) , BATIX[E - #ERFE - HETH 1 EBBRL LA DICHHN T BT EERE
THHILOD, [EIDEBRABATHD. ThHbE, BRMTHREER [ THEOITHL, KEiE
(A MER | THY ., COAAREDRADERENZES, BAAZ, BEBOTLEORFHE
BiEEABTHS (JETRO, 2004),

*X(ETCIFHER (consumption tax) I, BRPT—EAOMARICRELN DD,
5t L7 (sales tax) LB\ WIS K> THRRFEARLZLID, BHMPEESRIIERTHS.

2. REOEMRRHE

1) REIOEHFRR
KE T EER LTI, BRERIRFIELSLGL, LA >T, EREEIEALLIIHEEELE
CTEMOEREBICMATAZLIZLE>THNA—T50, HANIRFOERRREZLEACH
PETEATILHIEL, B EOEENERTIERNERERICNATEZHEZFOBSIE. &
R ERIAESOFRBRHEERIETLOBEAGBELLE(TELH, COLIBREBEDLELY A~
FENFEE S, REREFRETIRF OBV PN EEDHE ., HEIWNIBEEELENENOER
RBEREALLSETIES. BAORBHIILEECAIELLES FSORRICEEAL R
TRETHUE T —ALEATHEY, =, EABBEEENRBRERELTELTE VAR
PELHMDEETERT S, WASLIES LICRRBL—RISE - TLED. BREROB
ADTAERELEY, Ef-AICRRBE I TLES,
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2) BFFXEOANEEGRE

DAOVEAERRKRICLMATERWNESMSBEZHE T SEMT KETRASNNIZZ OO AME
RRIRTOISLERHEL TN D, BEE G5 RLlL) - BFREEE - BHEET2BEERHRLLA
T4 7 (Medicare) &, EFMEEERN R ELI-AT 14 (K (Medicaid) T#$H 5, 1-1L. ChBHEDAHK
ERFRIECIMALTOCE, AN—ShENEROCEEHLTEIIEEREIBERIBLEL O,
ZLD AL AT 4 X2 T 1ERIENZ AT 7 O EHRBEREBRICMALTHSDONRFT
Hb.

K E DR ER R E

1| AT477 5@ EOEHE". BEEESRE. EEOEEERFRES

- 78—PhA: Hospital Insurance ABIRRE (Nt AEEE) GEHIMA)

- /3—kB: Medical Insurance ##2RIERRIR (EEDEREN. S KR TEMA - 78D

- IS—hC (AT T TENRT—Y): "—FABOWEAITHALTNSENIMA TES,
ERRBREaNEET IR U 7ERRIR(HMO, PPO) T, BUFIZ{HY
I\—PABORHEFEASH., ABLRIFL EOMBMEZITS (TEMA)
EFREAOT I ERFIRNZ U8, MAE DG,

L A—HD: BULMDFSEXSLHRE = REMRRSUSEE EEMA-HH)

2| AFAAF BT

3 | EMRERREE BAATIUCEKRENF

*EERIL, HHS (R 4E1LE) 0 h O ERRIE BT (Health Care Financing Administration: HCFA)

*RE BEIELRIER 7 s AOBIZIA LGNS FREENEAGD RS TEY (I FTEIZ 10%), Shdd
FCITMAT 20D T T2 TN AT AT 7 B TVA AT X o T)  AF 457
=D, AF AT T -FPEAVTF=UFSREDOMAL . BEBEITSATE 7 ~ AN MAKR,

BERECERESBOREZHF TCTAF(r7OXIBIEREL, SHIZ EEORFEHTLRES
OEMIZHEN EFFEERITAT A IEAOMAE LIS X T, BANERERIEHERTEY
PIRABRITHS>TIND AT MFILERBFOREISETFTRIEEMNNBBISEETED
=, MITE>T2<{BLIERRBEEEL TV, COLSEP T, FHOBISHELTLSME
HTETBY (BLLWNTIEATATIFMNAEE S REEREER) . COLSTM T, SFEE
FER TIRAHIRERT LI TETN D, BUENREREZL-0L. TORBEEHEEFICHLT
MWBAF AT AR D= DI K- EREFRBETLLIKROITAOFRRB L. AT TFEERETR
REFDEEIETIHRO—FITHY, MBEHBRELEAITTRERY DEZRYFENRRSLTL
LOPHRKTHS(FE I, 2009),

3) REORERRTS OES

@ AT LZT<1-7FZ2 (Indemnity health insurance, Fee-for-Service plans)

B DTS B, "fee for service” RBT T (Th ¥ —E RSEHREEILS / HEB

LT mAE T BHRICEMCREEZEA, T BAGLIZEMECAD LN TE, EFH
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HARELGHBLECBRITAZTIENTES, ERIZHL THES O TRIES A/ \—Sh 5,
ARERANMCBCHBEEZRVV-EEO—EI SV RIRSHEMOBAENLA, EDELR-H
BEEBATH—EISDLLTHN—EN5, URIEZ DTSR ERERHHLH LA, RIR
UAMBD T L RIERITE N eth, BECREDTTVERBLTLNSARDENEEN S,

@ TRTUEHST-FZ2 (HMO, PPO, POS %)
- HMO(Health Maintenance Organization) I fRER¥ER B 1 DR E

1973 &, ERY—ERAOHECHEZEELT. EROEREZRENI -5@4:!4::»1!2%%%%
WHIT BT OFS 7 (EBER) IOFEFB AL HMO A RELT:, Thit&->TERMER
HMO &3 HETEEEERTHL5145,. HMO A EMEEIEERAL TS r—X ., EH
*EERARETIIN—T TSIFAOEBEENLTEMERERTE7—R, BT
Independent Practice Association (IPA)ICIMALTWSREEWNMIBEIINL—T-TFS50574R
DEH IPA #FBLT HMO L2335 —RiEE, é?giﬁﬁé?&%?ﬁ*ﬂiihto

HMO (&, *%‘b\an‘C%éEﬁ#ﬁEﬂ’é HMO &L 1= fme - EEﬁTJﬂJﬁL([‘EETéu‘:&E
IR THRIEHE BRI DI EIZRIL -, LA T HMOTS 2 IZMATAE AR, HMO®D
FybT—OAHTCERY—ERZ21T5RY, FEIzDEV B 1855 (Co-payment) TH—E R
FZITHENTES, LML, EHICEAHHLSERSEFLAE HMO (218 L TOELRR A
EMEZFATEYT . £-EE, TEEEFEREHRAFBELLTREINLHLS2HY, BEMN

HMO OXHEFIZE->THABEEE TS hAEMoELTHMO FIRHT B LA LIFELIEH
BNS. EXEAD HMO THdHHAF— (Kaiser Permanente) iXZF DR ERTH B, 14—
M HMO RIZICIAAT BE, AP —HERTUMFIATELGL,

- PPO (Preferred Provider Organization) M2 % EEA B IOHSE

PPO(Preferred Provider Organization) &ME (N AR E L., RIESHIAEROEMORERLZED
EfU—C B HE (ERRE) SBULTBRTH VR0 —IT, 7y hT—INOERERIZHM
MERYIFRETH—ERDZITEhS, 2y — LN OERERBBTELZ R TELN, ERE
BIERTEESELS LI, 5?~JFU—DWGJE#ﬁ#ﬁﬁﬁ’&ﬂﬁﬁ‘a"é*fztzwﬁﬁﬁb(&oI_I%L,
LD THD.

HMO F52ER73Y, PPO T30 Tk w7 -7 OERBEATHOY—ERITH, BERIEE
(322200, RIEHNBEAICAES, THbSE, HMO JYLEFRIERRIROBHENH IO
RETHS. BE. KETE PPO NA—REMITFIASh TS,

HHHMO P PPO FEDIAUR T PRITUIE, R U Fr 7B AD BB CIRIZEALE LT
BROSEFBE THo. EEXIREBDEANFLED-HIHEDERTA/ A4 — &Y
LTEERORBRRIREBESRILE-ONBEYESNDS,

- POS (Point of Service) 75
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FLLVAATELT, POS TSV ERIEND, MAFTDO=—XITHE T SREERHEBRIOOH
Do -

- T—o0R-F——ILk

ARCEA RN THRISNETIL—7O0R - T IL—2— LR IFRE B OEAEREZ N
ESHOTEISEZFORBAMSEL T2 RICHRRBLTE -, BEIZH 60 DML
TN—I0R-TIL——UFIBEOETIZHY, RO FFRISUEFRHRLTODEEN DA,
—8IEFRETICERLTIND

{hitp/heww . foreignborn.com/self-help/health insurance/d-what types.htm).

3. KREDERFREHEREDHRH

[kEOERRGERRBR T CIE, S OSFLISAOBBTHS] (/AT K#iE)
HEKETIE. RIEFREO SO LEAEEMICE ERREQHZELLTE, 2008 FOR
RHREEIIAZ X LA DH 66.7% (2 & 100 FA) T, 055 58.5% I ERA TR OERRIRTSH
oo Tz AT T EAT AT ARIZMAL TS DIEH 28.4%, 8560 B A (AT 457 14.3%,
4300 B A ATF14 1K 14.1%, 4260 5 A) Thot-, BHEREBRMA B IRTEED 27%HHHE
mLTHY. COBRELT, BEFRICLOIEEFERXNICLYRRREBRNOAMERE~DI TN
IO TWREHRIN TN, T, 2008 EORAIRE (L 15.4%. #4630 FAT.HIEED
4570 A ALY 60 A ABEMLT=(US Census Bureau 2009 %%« D 2008 FEF—4.
http://iwww.census.gov/hhes/wwwihlthins/hlihin08 .html) .

K E OBIEQREEHE , 2000 £ LRI TUO-EEOH 2 ISl hHrio TS, ER
BIXiEE, BRIADH 3 ENFESTHAKMI TV, LEZRRISMALTOSATEE AR
53 (Co-payment) B Z 51-8 . EREOESEIZI7AVIZERICEKOLINSFALHETH S,
HHTIL, 2018 £(<(F GDP @ 20% U LAERETROIAHHICEHLHERTh TS,

B ESICHRE., RKETOThOEERRIZEMAL TUELERIE T 4630 BAT, %E
DBEEOGANPNIEANSTIE EROK 6. 5 A1 AVNRRKRE LNST LTS, 2009 F 9
A 9 B.AN\YK#fEIHRARASE T, RECORBRBEEHT) ., 80 14,000 ALVERRRERE
FoTHY. SHD 2 EHIZFAIDAD 3 AT 1 AZETH DA TRBICH A—ENRTULVELR
BICRAIEL. KEBDERREHEREOLAUEZTREDRETEUMNMBELEIZ, BERE
Z0U—4—&, dhbb, RiE. Fk. A LR ERRBRLROU-SF—FEH(T. B35 10 .
F£1Thizt) 2 EFLOERBEHFHO-&. KIBGREEZTHLMNEEHL-(2000F 99 H

DA AT RTBADEER. “Coming Together to Bring Down the Cost of Health Care”
hitp:/vww whitehouse.qovithe press office/Remarks-by-the-President-to-a-Joint-Session-of-Congress-on-Health-Caref) .

- AT TEET 2017 FICHEE?
2009 £ 5 A 12 B #HERESIVAT7 7 ERESFTHR (Social Security and Medicare
Boards of Trustees) [&AT 14 7O 2008 FEICHITH %3 4680 {BF L (# 44 Jk 5000 {&
M) THoz¢ER. SOFTEORETHHALETIE, SALVLREBOBUDIESHAKEL,
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2017 EIZITHIEL TLES LD FRIERERL-, ChiL 2037 EETICHE T AEF RSN TIVSE
EOHEEHELVLEANDRETH D

KEDESEESLUAT (7 EEINORET 20 ()
LE%: Social Security # R REFIE ESR., TEBAFAT7T)

Social Security

Mupber of yeors undil deplcbnd Year Year change

o 1w . 20 30 depleted in projected
199 0 ot b ot 2034
2000 o 2037 3
2001 oo T 20338 b |
20032 204 3
2003 I 2032 1
2004 2042 o]
2005 - ' ' 2041 -L
2006 ' B 2040 -%

- 2007 2041 h |
008 0 .. ... 2041 o
2002 RER IR RN 2037 -4

Medicare

Mumiber of yeors untit deglotad Year oo change

o 10 20 30 depleted b prejocted
19943 201%
2000 2025 10
2001 . o 2029 &
2002 . . 2030 1
2003 777 2026 -3
2004 ' ‘ 2019 -7
2005 . ) TO2 1
2006 L 2018 -2

) 2007 2019 1

2003 ’ 2019 o
zaoos NE 2007 -2
CSource: Office of Ehe Chicl Actuaey,
Social Secuely Adrministration

By Amy Goldstein
Washington Post, Wednesday, May 13, 2009
Medicare has become more fragile as well and is at greater risk than Social Security of imminent fiscal
collapse. Starting eight years from now, the report says, the health insurance program will be unable to
pay all its hospital bills
(http:/iwww.washingtonpost.comAvp-dyn/content/article/2009/05/12/AR2009051200252.html).

F(ENEREZIMOAEEEICEATHERIFEIZEL FATHWTEFAETOEOEREZERNZT
TWAHITTIEALNEL, ANRTRBBERETRO LS E RN TR RZRTFTEEOELEOR.L
~ADGHEFEERTS, KENER . REDEFPEESE, XERRICEEL TS,

- ABROTTEREL, Bk OBARERD

- BEFREERYANDIEICEY BRSESTACHT SMEEHRL. AT 7 ORRMIR
REMADRIERD BE. EIEEYE 14%BRIE T SEENS)

- EEETIFD — BT ARG TR IERND, Efo. AT AR OHFETIES R
& (TSUER) DAL ERTOFHELERED 15.1%H5'5 22 1% LIF T BNEET S
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e AP T EEUAT A AR ORI ST EBRERCS — KESFHAERS (GAD) 2E5
& SEIFELAREER (fraud) BH B EMRESNTINVD

(http:/iwww.whitehouse. govithe press office/Remarks-by-the-President-on-Reforming-the-Health-Care-Syst

em-to-Reduce-Costs/} .

Lowering Health Care Costs
By More Than $2 Trillion

BFFORE

I
-

]
”
=
&=
=

http://iwww .whitehouse.gowblog/Coming-Together-Bringing-Down-Costs/

:kld)Eﬁﬁ?ﬂz.éF‘iEE
= Z ST SERE
EROERIEZEDIX
EBRATLDOHEDES

AT KB IIIREDERE (LB T EICHUL TS ERSHEH, BhriELFS. iz
LTI ERETHS, BCS10ETI120BRILOIFEEZBIETIELTNS, COEEDER
[ZiX, EffRERNAT 212 ER/L-ERTAZITES LS5, g-lz/T—rj‘a)ElELh‘faf;%‘:o Rife
LZEROMEIUCEREBT LKLY, ERMCRROEEZRMLTESL-ERTAEEHRTS
LSRR EEMEAEAOBITAERSN TS,

128 TEOBVEREGAAIZ N THL . BEOER T THBR R EABENSENS
A FLh N, BRGERITAERIETEDN, FNATBETR., H3EOLEWNE

(Comparative Effectiveness Research) #£5H THY . SR D ISLIERDEFEED DI H&HE
THEHLTLS, 5[, AL ERRICHDELCHREIREL, TOREEZXATHLOICZ. B
WAL TSDEBRRM RN ANTBHESERFROBFLEHELTOSERIFIIIITHD

LEha,
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KEOERFESEBATRRICHIE RO DL, AATEETCIIRE S ELSELE
A% AWEREEOBAEH- OB THSDLY THEEHBELLA. A/\TA#HEO R I
[yyoE | LUSENEEEORLHY, FELLTRATIRMNEITNR ., TCI-REERR
RICMALTOWAEERALETTHAMEZ 2 EICEROEMET T 2O TR ) DL VE
ELHoT. BEOANVAHEOXIRERETO—RELE>TIS, ERGIEREIBIEE L EE
BBEEDRREERATEY . ANATAMBRIRERRAOREETZI TS,

4. AF4HTIRTSLEAOES ~BREETONE
=ELKTIEREXIHET S0 RETEIETELGEENEAON, SEITFLHELTHLH
TEf, 19600 FRFTRIBPELYLABCESHEI N, THESE LA (Fee-for-Services) 1D
EENAER AL, TOEHTEREOSHENLELEM TIEAN o1z, 1966 F, AT 157 EA
TATARBBASR:, ChoOERBRANAICISIERFRIROEAICEY, Effif-5XEES
ITBVWTHRFICREEBY DX I ERE TS RIEELE T, &, AT 7 ThRA—ShiEL
BEIIDOVWTIIRBORENDA—F5L31274Y, EHFDNELEMEL TS,

- 1984 &£, AT 44 F7IZDRGIPPS #H{ A , ‘

1982 . AT A5 T2 LA ERERESH GNP 0 10%E 2, LYHEENAERE QMRS BE
Ltpot-t= ., HhED ABEIZEL T, iE% A (DRG/PPS) NEAEHI= (CO &S IZRE
HHN—F BEROIBEHBLTIRMEEHET 2 OUHIE, TBEOEFEES 1L TLE, HiE
EDBVRRESH).,

- YD UBE. ARERBOBEA(CERK

1993 £, ERRRHEREEZET BT ERICRVEATH DI EBOES)—XRAT. B
EERIROBAZBIETREREITEHLEN. BEORXEZOEADEDBORRIZEL. #
B. FRILICH# 0Tz, 1990 FRBHECHEENFEEROTHBMATEELF-H, CONE
DAT4T T CIERSBRERENA—SNTHELS T ERERREOER TN S EEREH/NN—T
SR E RS (coverage) DILRITE R BB INELSITHoT=,

1999 ., ) U bV BHEEIAT 477 DBRABEEZLAL T, DABERENN—TIIELEREELE.
LALRICAFZBEKOEBEAT 17 7HRAETH LI, AT 7R HEITEA L
BA . MBR~ORBENRERELGLT-6H. RAEEH/LYCHRERFFIOAMMIEDBALLE
EEALNDEIITEOT,

- Tl A BHEO AT AT TRE

A KRBELNAZERENN—THRRORAEKRFE RO A NO—DISHBIT TLV=, #TRD
ESBINDD, Ty 1B TIEAT S FEIDOBBIZEEL . BHE B LU BARIEEER
THEVSHEREL TAF REOH N N—ERokAt, RBIC. AT FAREEROBAZRL
FATLEESND, RERROSABEC LY, ERRBRSURTOBRSREEBIEDLED

2. TR DR T (FEER) OFEEAT1TT7IFLAATERENFZIREBFTILNSH0
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Thotz. THbL, MAEERAORRERBEILEA LERERODRMIF ELS2D DIEHEIC
FEEICH NS BHDTHT=,

- T aBENRELIEEATA I 7O3REE

1) BREOAT 5 7HEARSN 40 (BB EENSEICE okt & TR TN H EERARED
BRI, El=, BEOLFERICDVTETARAY UM H—RIZEBESI% (10~15%)
K2Hoh,

2) IUNVAMAT45F (Enhanced Medicare): ZHEFZRBOTARCES7RERREA
DMAZBELCRAEEREN —LERREAF, COBE. BIHIRIRHO 8RS
ELTRIBSHITKHS, |

3) ATAT T TENALFT—Y (Medicare Advantage): IUNVAMATFA5 TR, 2 DFYy
FERMEE~AOMAZEL TS ZERESTRIBEAT, L. TUNVRR AT (ST
LIRELY, EROREORRENBESH, YIS, HDEEMEHITE>TUS, |

5. AT45TERLEFFATAHTiE) :

BRD LI, AT FIEENETEMH I IRRHEOIILWVET>THELT . BEHENOSEZE
[TEIWVTEZEATLHESIE. 2EBCHIETH /-, RETCIERESEASEME HHIZHE
TEL-8. ERITEEBICHET, ZLORKEL>TVHEREE Lo TERITRRAHES>
f= BEENRDEEROT. AAZEEZE>THTFICEERBNITELS L3S EHAEICITH
hTivi=,

SO EIGEREZRRRL. AR FZEADZRET IV EREWETHLDIC. AT 70FE
EEB LR {EE 2003 (Medicare Prescription Drug Improvement and Modernization Act
of 2003*) 1A% 2003 4£ 11 A 25 BIZEETHANR, 12 BIZTva A#E0ER I:J:ofCﬁk‘i"L‘ 2006
F£1 8 1 BICHETESN -, COMATA 77 ETRELEB T AERIE, AT 73—+ D PR
hi=C&, 30bb, FHEOHEGNARLAZERRA/ATIUNBAShI-C LT, BEARSRICM
A, REBEBEREENENEF, RIGHFICETRECHBRE ST
(http://Awww.cms.hhs.gov/IMMAUpdate/downloads/PL108-173summary.pdf)

*—RICIE, TAT 2 PIEREZE] MMA LLTHSND

L AT T N—hD: AEDSFERERORRIEA OIS A

FRIMIZE RO ERBET—RMICAASh TORERKIFEAEIN—TDTETLHTEY,
F, VEDDERITONVTRELBREOUAZREZAN—LGTNIEELEN L[> TN
=8, [FEAEDEERD formulary (THEEShTEY. E&Sh D,

=L, formulary [TBHEN TV A ERRITERRM CL-TRAEY, T, 1EIS1EEFEAS
A FEOFEPTHRBSO TOSESHIBRShY, BMNIESVT 22 E0HBY . ZHOERAMN
w7 EIcE#EEhd,
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- AP F 13—k D OTE—Fyih—il ] .
FVCHFLDAT 47T 13— D750 ICE. REROFNANSHL—EEEIETHL. TORLIL
SUERBERRBRA L TLUEN, 100% B2 A4 5[ Caverage Gap (RIEQ X vy ) | L
[EN2E6DH8H5, chiFIF—FyUmiR—IL BTN TEY ., COEHAITBEETEIND,
2009 £, 2,700 FILHD 6,154 FILETHTR—FYik— L 1TH> =, Thbhb. EOERMN
2,700 FILITET B&, #D#%. 6,154 FILIZERETIE (Thbhs, B2AERE TrOOP A%
4,350 FJLIZEBETIX)100% B 2 A1BEhiEib s, 2010 £EIZ{FT D 2,700 KILAY 2,830 K
JUIZAY, TrOOP 4% 4,550 LIS 2 E TIEREE B BIBLEEFETHE, F—FvUh—ILo)
TRR(2,700 FIWMITELEWNSSICTAIZRK, £R R TSUFRIERFLTELIDEIHIEERE
TREEELMBELE-S>T B, '

TWE. COR—FoUh— LA RELEEEA->TEY, HETAELOERLBEATINVG, 20D
FSERFEN S, FHEHORMERSHA 2010 EILEXIOF—FvYR—LRAIZH>THELS
DOETIELTNBD, ChSIFTRTISURRIZIZFIREDF5H, LTz R U I=
LML EL TS,

AT 4T —k DA EEFE) DIEHFNE (2009)

BFRE
ERAAL S A A TroOP* 3
AT T IDEL EOEES
205§ Lk 0~205K L gRHEL HE(SEEDEE)
295~2 700F LK 295~896.25F°)b 75% #&4t 25% HO&i8
2,700~6,154F L& 896,25~ HitEL SEBL AR
(F—Fwod—N) 4,350.25 FJ) {(F—F»uk—)
6,154FLELE 4,350.25F)LEL I ~ 95% #aft 5% BHoAiE

*TrOOP: true oul-of-pocket expenses: FRBFRAN IS B BIBRMA

http:/fiwww.cms.hhs.govDemoProjecisEvalRpts/downloads/PDP_Focus Report.pdf

http:/iwww . consumerreporis.org/healthfinsurance/medicare-part-d-drug-plan/the-doughnut-hole/medi
care-pari-d-the-doughnui-hole.htm

AT T - IA—hkDIFT D SSITHBER LGS T DO, IMAENE R ORFERISED LI EDHh
- EMBICH LT BETEX A =T EICEE S TND '

{hitp:/Awww g1 medicare.com/PartD-DonutHole-CoverageGap-Calculator.php) .

In 2010 about haif of national insurers offering Part D plans will offer some coverage in the doughnut -
hole. That includes national insurers such as AARP/United Health Group, Aetna, Advantra, Cigna,
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CCRx, CVS Caremark, Humana, and Medco. Most plans that cover the doughnut hole pay only for
generic drugs, with limited or ne coverage for brand-name drugs.

« AT T TCETRTOEEEN /I —hEHbITTIEREN
TRCQERBNATAT 7 CLERBINBbITIEC, BENEICI->TIEEEOEEE
BAHD, BOEEBAINSESLBEE. ACRELSEITHE0., BFOAT 17 7T
Tl 5T #B. hORBERCLMATIOAEE THSD, ATA77  HTUAVMER
(AT TIRIR) LIEEH ., REDERSUALEATS, ' ‘
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VI. FDA iE#t{biE 1997 & FDA &%k 2007

1. FDA iERAL% (1997 )
1) B&]
2) EELAWIESH
2. FDA B& % 2007 (£ L<I% FDA &%)
1) =
2) REHZTHTI—EREHRA(OM)IZLS FDARERE
3) FDAWEZNEES
3. FDA OFREDOEFRE REMS OIRIK
<BEEFH> FDARET—HLYMNUNR—TEDEE~DLF—):

IEXERREHICATEE — EXGRRE2BERVATLOWIE
BEUERODHD FDA /=L F 747 July 2009 (FXDAHIEF)

21 HHR ISR =T REEE B#ELT FD&C EOREEBYAA R FDA LA, 1997 &Ic
D A A BB 2 ko TR - T ah T, CORERETIHERADES 1=, EES O oftlabel
use (<Y BEAHERORAE LM M= TEOLE . (LD EBLWEA LS,

O 10 £ 0 2007 F£IFEITEIN - FDA BREE (BLLIE FDA B4Z) (k. EEOBEETYR
HTDENSEMERTTH7=0, FDA BEREGDSA 7172 HEZEL TR D ERE
HEE T2 ITHIETED LS, FDA DIERE b AL . REMS (VR Y FHE - ) R U8R FIHER) DEA
8, JURELREUERATLOFILEZBIEL-30 T, 1962 £0 FD&C EREUED
BUAHEWEFE50L-. *HETH 2 BYOSIMLASH S (FDARA £ <13 FDAAA)

1. FDA R4k (1997 £F)
FDAMA :Food and Drug Administration Modernization Act
rA5—FDA RE. Y b K HEDBUE

1) = :
1997 £, FDA @ 21 ##EICET =T EZ BfEL. FD&C FEWET HIFDA EH{LFE* 1A
AEHERTEB. FF 11 A 21 B, 2V KHEDBAICE>THRISI T, COREXITER
fhEERE R T DRE OB LAZFH RO LEoTHEY. BB (DR OBIEDLHTEHEYRA
FNAEEBIC, TEETFEGHAF VA PLEHL LAR—MERAEFZESNDLE . FDA QIFEFETATO
EBIMND, RENDANNMBRHETHT

*Federal Food, Drug, and Cosmetic Act : FFDCA, FDCA, HLLIE FD&C Act &HREEN S

** Food and Drug Administration Modemization Act: FDAMA (£:32)

http://iwww.fda.gov/Requlatoryinformation/Legislation/FederalFoodDrugandCosmeticActEDC
Act/SignificantAmendmenistothe FDCAct/FDAMA/default.him
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2) BELRIEER ‘
FDARRILZETHRICEE T AEHEFEIETROLEBYTHLA, 15 off-label LOBEETEE

HEBRITREO~FTHS.

hitp:/Awww .fda.gov/Requlatoryinformation/Leqis!ation/FederalFoodDrugandCosmeticActFDCAcHSignific
antAmendmentstotheFDCAct/FDAMA/ucm(88179.him

(D Section 111: Pediatric Studies of Drugs
EERO/NMNEHEOHE
EERICTPRICHT DBEEHSBERBRICE>TEFTOM LN DL, ThoDEES
FEATZ/INREMROB CHBERIN TV, CORERDLETIL, NDA BET/NRICH
LTEERLOFEMEAHDE FDA AFIMLES L. —EHBAI/NNR Iz HERRRR
* BESE(TROLIENTEDZISCLIEO T /NRICB T R PREIZT 2154
EEMICIZMTELEBELELD THS, FDA [(FHBLEO/NRIFRICHTIBRERD
518, T D IR H K 6 1 BB OBRSTIH 51 (six months of exclusive marketing after
the patent expires) 2 BBIEELLTER 1=,
*ZHIL—ILE “Pediatric Rule’ELTHIBNA TS, LAML., B THHE ERSCTO4MOE
ER TRAGHOEERE UP IZDENDS. TG~ OBATESE L &S, MREELEY
FOESITESIOM, HEOER LSS, FDAINROBREBEUECKICERT DENAE-

FNHLAN I EL T FDA #ERASLOHIZ, 2 EMO AL F a2 Eliot=)
(http:/farchives.cnn.com/2002/HEAL TH/parenting/03/18/da. pediatric. drugsfindex. html)

@ Section 401: Dissemination of Information on New Uses
off-label use (2B 3 HiEHORH
HELEARFIEICEHSATUVEGN REBOEIR - ERICEHT 2 EHRE EREMN
RICEMT D&, TROEHEETINITEDOND,
1) BT HEIC. BT FOA [CIRHELTERRE/LIE .
2) HED—EHBENIZZFOBERBIZDOLT, BINBEEE (supplement IND) % FDA (Zigtd
S (EOBEISITETIREMLAMEEIAAT LT —HEEL L),

® -Section 127: Application of Federal Law to Practice of Pharmacy Compounding
A - ERMAIHL TEEEA
HERMIZITELEDO T, ERERHERRAIL ToLSREAEF (ELLUIER A OELIE., &%
. HHONIHRFLTIELTEHELBDOZFIT DL T Pharmacy Compounding Advisory
Committee 3R L THRE T HCLEERH.

@ Section 112: Expediting Study and Approval of Fast Track Products
First track [Tk AHREEE O REL

® Section 122: Radiopharmaceuticals ,
B EEREHR T SRECE~OEFEROHMI
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2.

Section 123: Modernization of Regulation
FDA Rl DgE
EXEL(EHHEALED) CEREROEATEETOLROEERLLE,

Section 204, 206, and 212: Risk-Based Regulation of Medical Devices
ERMERICET HVRIITE SR
EREOEVVFEERKFROTRATEREEILTHLEBIT. ThoORBEHERTIHE
ORI OVTHREVAT LERIL, ‘

Section 303 and 304: Health Claims for Food Products and Nutrient Content Claims
BmOBBEFEELSLIURERS B ROFFAT

R E DR (S XA BLURERS ORRITONT, BEROREEFS. 1L,
REBICEET DERHIFMERE (F-£Z X, the National Institutes of Heaith, the Centers for
Disease Control and Prevention, the National Academy of Sciences %) A S RIFEMF=HD
[CEIKBDOTHNITHFTT 5,

Subtitle A: Fees Relating to Drugs

75 %R 1 ——J4—i% (Prescription Drug User Fee Act: PDUFA) D#kik

1992 (< 5 ER DOFBAFE TR LN FEE L —HF —-Jr—i% (Prescription Drug User
Fee Act: PDUFA) 11Z, 1997 EICE#Hdh ., 5125 FHEBKTIRE (B R1—HF—T1r
—i%. PDUFA ID M2 FDA B R EZICEYAEN -, BB, COTUAEFE L —H—T4—
ENTTORE 5 ETEICEEFENh, 2002 £1Z PDUFA I &Y BTE(X 2007 FEITAA—L
7= PDUFA IV(BERI—H— 20— R) PETPTHL BEICBLTEID1—F— D
—& EERRRTOERORELOLHICEELERTH D,

COEA KETRELTOST A CORKRARICET 2RBE—RAT AT R—LN
— L% 71T L GEE TSI EELT: (hitp/iwww.clinicaltrials.gov/) .

FDA BHi% 2007 (£ L<IE FDA B4&K)
FDA Amendments Act, FDAAA (£L<Id FDA Revitalization Act, FDARA)

1) AR

1999 FE DB ALK, kEAIL IO REHR] (Cox-2 [AEH]) THS rofecoxib (Vioxx®) MRFRE &
EZLNDDERECREPLGEONERIRAVOBABEIVETHEZE. FESERIL 2004 £
BRI EGYTIEMSEIRESH -, ZOIFED ., GSK D32 paroxetine (Paxil®) IZL A A
DRODIEAK . B GSK #tO# O PR R A& rosiglitazone (Avandia®) (Z& 51D B ELE D
hERIRIDEALRE  RBEORETHEENEHHSHEBRCRELS,
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RETHOTOEESEEFENELE-BRFELTAIER SN FDA X 2006 £E[ZEI3L 100 BE%
ME T, LWL, R TEABREREENFDAFIEI N ABEEIBLV-CLIckY ., FDADEHEX
% [FDA (FEROKRLETIENSBEFRELITLSD 2 18 b h B &S50t

—7. 1992 I I LIz —H—-70—i% (PDUFA) [Z&Y) . FDA O ZRONELEBIZ T
[CHERIPEEERTHECENGETLILSI AT, 2—H— Jr—ik(X 5 F£TLITHERET
(Reauthorization) &, 1997 £0 FDAERALZIZE LW TR OBFH ALGShT-, 2002 F£LY., K
HEFBTIBRE IV — I —O—BEHFERBBETOHLGLT . REREROBNTRS
NEREICEBRLLNDESIIILTERE, cOSSIZ. EERBEO-HICHELGEROALEHE
TEMFZELTWSRRIZHL., FDA FEREYEAESZEOHFEZRLNTESEEL TS L0
BN EE Tz MR D IITRE SR EORRBRBERHSN. [FDA BEOBETEHEEHRMNIC
HEHLHEREHASHTMARERShS L35,

CO&SHEESRSMIZEHIEMER. KEOHRERERER AT AN ORRICES
FHTHILITHY ., BFRBO VL O THLIREAHETHTI—EEHAER(OM) IZ FDA DEE
EZTCHRE S - SMEE R, LEEREITH /-5 FDA OWRERFIRET HEELI, HEIZFDA
OWE-ERMEERDz, 1 —F—TJr—EO 5 EROEREHRTHS 2007 £ 9 AXED
LT KEHRH S TERTREORELNLSHh, IOM OEEBICEZASH THEEMNIEIELEOA
TFDA 2% 20071 TH 5, £ 500 R—IIcH B L5 FDA 8% 2007 (£, 2007 ££9 A 19 H,
TEREER 405, Kt 7 TiEiB. B 20 BIZE2S—HTLREEFBL. 27 BIcT v a K#fEEL

ERLTRGILT-
(http://www.Tda.qoviRequlatoryinformation/Legislation/FederalFoodDrugandCosmeticActFDC Act/Signifi
cantAmendmentsictheFDCAct/FoodandDrugAdministrationAmendmentsActof2007 /default.htm) .

2) IOM (TXk% FDA i E
FDA BREERRLIZEMDE S 2006 £ 9 A . FDA I oiRFEEZ 111 IOM ZIEEKOREHIC
RITT: EEOBREEHELFSF-5HZ(The Future of Drug Safety: Promoting and
Protecting the Health of the Public) ] &89 3 248 R—Tsh =330 X - LR~ EEED,
KEHRIC FDA DWEERELE '
(hitp:fvwww.idom.edu/Reponts/2006/The-Future-of-Drug-Safety-Promoting-and-Profecting-the-Health-of-the-Public.as x)_.,

ZOLHR—FTIOM (., FDA ETEREOAREEESTY. BREEALIES 1LV a0 DHE
. REGEERERIBOLEN L. REUAOTHERERELD NSV RAERS-HIZEREEN
o TERELDDE, BERRADYRYEAR T YMDEHEICIEISATH A DIL-7TO—F 1%
MAEARET, COEHICIEEBI-RICHDLLST . HEOIM79 /7L 2 HRZEEL TH#ELT
F-EREAFL. RERBERATLEEBMISFHET RETHLEL. BRLEDERMEEE
F+TRIEBTELLS., FDA ICHT-GHRBRENTFEREE5EA 5 EL. TROLSHHER DR
FREEHIZ, FDA REICH I =-2<OHEAEIERHL:. ‘
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® FDA ORIFES: :

@ FALERAF-EL)DHRICIVEERORSHICETIRENE - ELHITHL
@ CDER Mhi=S:lllc#EL TLEVR#ASHS |

® FDA OBHIZEFSEIERIFBENOF+5

@ FDA [ZSBRBFFECEFOZRECENT, BRIZHREICRL T

® FDAEIZRITIRE

- FDA REDEH% 6 FI-THZE 4 FEH DO AHEEGAMN S DIMIL)

» CDER iR MO E RITTREOEESESN, HHRLESEE HEHR{E,
@ EF— 1= &Z OSE (Office of Surveillance and Epidemiology: EHE M E#-EiES
FEEF T4 R) DAZYIEIER L, TEEICE IS HIRER G HHEZE OND(Office of New
Drug: $&EA71X) & OSE ECHRILTITHZE

- BESODEERDEREMUDHEBRELNS FDA O 2 2O BEEOBANASUAEFRYVETZE,

REICERTHIEIEY, REJFERICT I EZBYPT DA — D—KITONTH
BE (WRAESLORAISBEISKETEDILRE) |
FDA OEH{ERRE S AT LOThENRE

¢ RENBLURBEOURIEBRERERSED

- BEARICE2H~FE4HOLBRFROEFEHES Y. SBRERET—BR~AH

- FTROLSLBERDED FDA QIER%EHIE

— ZENRERICHETSHBCARGELAETECEESE HIER
— EBA~RBED)VRAVFHEELIAVERIZEET SEBOME
— DTC LEEHRFERO—FELME 2 £ EThEELMEREZLD
— EXESEERERIRATLHBROLODIEREZELD
— BELE~ADZLSGS. RAERZODCESFEFIEREZEIL
- ABIE RS XUEHROEM
FDA AEREORELRLETFYR LEELLHICHELGRBETSIOIC. HDELZAM-R
REMIZHEHLRIFELENRIRIZH > TIEELE, BE(L FDA DEE - AR OEINE X
E ‘

SB12, DTC IA&ICDUV TR 2 £MFREISFHE L MERE FDA K40 LEEETAE

M. FDA ZEBRBEOEHEEFES, EEEEET &L,
hitp://www.iom.edu/en/Reports/2006/The-Future-of-Drug-Safety-Promoting-and-Protecting-the-Health-of
the-Public.aspx, htip:/ffinance.senate.gov/press/Gpress/2005/prg082206a.pdf (RS 7MEO&HAH)

3) FDAREZDEES
F01: EEFETEHERRILL FDA ORFEREZHX (L

3k, FDA IZ$TEDRTHMA T Tho7T=At, FDA BE% 2007 Tld, FDA OJIHEED. E
EaRHRE EHSh TEON LI FETORRADSI AL OLMHEEEL TREEDOER
BEEE T REBETEDILS, REUHRICHELEZFBEIK, THRERSMECETAREBROH
TETEICEBEAFITSERE FDA (25 A 1= (bttp://www dlapiper.com/fdaaa_drug_safety/) ,
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@ User Fees Will Fund Regulatory Activities TiERERSMHEI-MHIBALIEE
IOM [ZEEFENSOIZHEFE LT LIBCERRAL TV, BRE1—F— Jr—IkDE
REMIFL, = —¥— - 7 —% 2008 ££ 2500 FFILH D 2012 £ 6500 BRIL(# 78 (ER)~E
WEALT-, TREREMNEICEDHS FDA OBRIEEHI—H— - 74 —DhhbFEHSh.
2012 45 10 AETO 5 F£HITH 2 {8 2500 BE AL FHSNh D,

@ New Authority to Require Labeling Changes SARIILEFRERDIERE 5

FDA A3 LEERAEDR ST 3 -AERICR T, SNILRRICRBEEIRE LEZ
RIE. HEGRICFNEFTZZISULEREZN S TTRETOHAECRISRAL, BFELE(T 308
LRIZEEEOSALE FDA TR0, 3LATBEORERENLELIBRETOEEIE
35, TD# 30 HLIAIZ FDA L ¥ ETHEL. 15 BRI FDA ISALRTEEEE K. &
DIETEBELEIZRITT S, 1. FDA ®IE% 2007 TlE. FDA @ CBE(change being
effected) &IIT OV TIHAN BN TULY,

® Expands FDA Authority to Require Post-Marketing Trials, Studies

THRRRERRLLIHMREERICEIEBEGS .
hREEERERRL: EXLVRIOMEZIET 55, HLAFFHLTWENEXREY
AVERRT DI-ODERN TR EFZ -LE (L, FOA BRRESRICHREERKRAE (Phase IV)
HLLEHARERDDENTEL,

@ REMS OBA
FDA ARET>TLBURVER - B/MEICE T ELEEFiFE REMS (YR 7EHE- VRS
F=HEEEL . risk evaluation and mitigation strategies:) EFF 3 2% RITEEHT-, REMS [FEES
DEHT AR Iy RO%E LEEEZZETRIET 56 DELD T, FDA A REMS O EHLER
O-EREGITOWT, R TREZICEbLL T, EERDVRIZFEL. TDVAZEZ/NRIC
THRHOEBRESZITIRBEIEZE0DTHDS. 1=12L. REMS [TT R TOEERICROHLATL
2D ITIELEL EQBRRBELLIRRBOERRICHENMEIFDANRET S (Tabs, X
SRR Ty b BURIE LRD LR T AN EDHIEESITHLTDH, TRROLSH
ERAREHIED), ‘ '

~ REMS TREAROLNZEHE (FDA MEZITTRSWAFR) 1L, ChoDTATOEHMN
ROLBNDENSIZETRAL, FDAREDERORHUAVEN EERIEITREEHNT S,

A. Medication guide, Patient package inserts: BEMITAEN AN (BB5E) ORI E
B. A communication plan for health care providers ERREEAODIZAr—~av IS5y
C. Elements to ensure safe use: REHEHRTH-OOESR

(including requirements for those who prescribe
or use the drug}

D. Implementation System: REUERERETI-HODLATL
(fl: a— L 2—TRHRET IR —REH#HBELE=4—T5%)

E. A timetable for submission of assessments: BEOFMD-ODIBHAA LF~T I
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UEDESIZ, TEREREDREE. RARFNILABTOERE, REMS FZHLVT FDA DERASEX
BiEEh. ChoEThELEEITENASHNHEDN BT EITEo T, ‘
FDA Amendments Act of 2007 (FDAAA) granted the FDA the authority to require the submission and

implementation of a REMS i the FDA determines a REMS is necessary to ensure that a drug’s benefits
outweigh its risks.

REMS components include medication guides; patient package inserts; a communication plan for
health care providers; elements to ensure safe use including requirements for those who prescribe,
dispense, or use the drug; and a timetable for REMS submission.

Z02. BERRABT AR EGORESIVEABREROVIT E~DOHEAMR
FDAAA 2007 includes provisions that will dramatically expand public access to information on
drug and medical device clinical trials.

1997 EQA—H — - T—RFEETEREEN THREDAERERREBBEFERD TAL,
FDA WHZTIE. & 1 188 & POC (proof of concept) RERZE L, HBEZE T RTOE
~IV JAERKRABRIEROT 42 EILIEXRELE (NML) O AR T—FA—RIZBHRL. 10 8—Fy
FEIZABRLT—ASEBENT IR TES LIRS, T EC, ETPOBERBOERIZD
WTHBETBLSEEL. BROZMLLTTREERDE(FHEL ERDOHEETES v—F L e
WHO [FEEERRBRDBHEE | HHHEBIALERLTLV),

(i) the title of the trial in lay terms: MY PFVEETHEHRS ML

(i) the primary purpose of the trial in lay terms: HDYPTNEETCHEBROTERN

(iii) eligibility criteria for study subjects: #ERFEELTSIMT 5O DB ERHHE

(iv) a description of the disease or condition being studied: MR OKESR -FEKRIZDVNTORER
(v) a simple description of the study design: BELRBTF I

(vi} for ongoing trials, the anticipated completion dates: #E{TROFREORT FER

Ff. —HEBEENBREREFERTES LS. NHCREBZ S AEMER) O LIBERER
BEDEEREICET I A—3)—%B#HTA52L. BEOERERIICTIEATED LS
FRHCLLGEFZEHL, TEIFELTITF—ER—R%E 2008 £ 9 AFETITNIH ISR T 54L5K
Bfzo Tz, TORERENIBERBRICOVNTL. HRARDODT—2A—R%E 3 F£LIKIC
BT, ERERAERE TR 1 ELUA, L. FDADRTOEERERELTHS 30 BUHRO EELD
BMESIC, BEFEFOT—2A—X%E NH IR THCENEEOHOh T, S5I12, EELEE
BELTWMBANRICL, T, 5%OREFEFHBADIEESZLRICLTRETIL5RDDEEE
2. ShoDT—2_A—R L safety issue” BEDHELX—T—FTCRETESLIBHELE,

ZMN3. DTC IR (TVIZEY 5%i1-%2/L—IL & FDA OHERMIL

IOM ARELTL =, SR 2 RO DTC A& 1EITDNTIE FDA SERICITBYAEA
o= DO . DTC ILEDABEFRIFvI T H1ERE FDAITEX ., £-FOHRED-HO
A—PF—-O—OHEEEELEICETIEARYAEN,

75-



D4, ERUBERLIVEERAOYRYZ -2 F—3 08 {E (RESEFRIZHERILE)
FDAWEZETIX VAT - 03225 —2a 0 DEMR. ERRER. BABIUHBEEARIED.
=12 R -2z = —2 3 800 %E B & (Advisory Committee on Risk Communication) &
L. ERRIHEL-ZE2ERBOLEA—ZER. ERESESIVEE~DEERT2MHEICH
$dHaza=F—arEid{bLl=,

EHEY., EHRESRELYBESH D EOEFEDRE G (federal preemption) A% FDA 8%
2007 (TEFNDEOXRFDOFRANSH -0, ChICBLTIFEFhEN o=,
Contrary to the expectations of many, the FDA Amendments Act of 2007 does not contain any

provision expressly preempting state laws. The House Subcommittee on Health eliminated
proposed language that would have precluded FDA act’s preemption of state law.

IOM IZ&% FDAREDIRENS 3HEHRD 2009 F 9 B [EXERLRSETF—S LA IOM 2T
fEEh-, ZOHIZFDA X, BEICHEAIITRERESUEERRT VIV OFEEEMES
SITRBT L EFHLMCLE,

3. FDA OEEDO#HE REMS OB

¢ 2009 ££ 7 A.FDA RENBRE~LR—MRY: TEEXSR2ECAT-EE — EERRE
HER AT LOBIEBEUEROT-HD FDA 1= 7517 1(Report to Congress:
Changing the Future of Drug Safety: FDA Initiatives to Strengthen and Transform the
Drug Safety System) '

AT KREEMBIZKH>T 2009 £ 3 A 14 BIZ{EGSH FDA REICFELI-Y—AHLyb =4
K*$2009F 7 A 318, XYBELEESRTEEERCATLOBEICHITTFDA DEZLR
BETY 85 R—UiThi-3LR—rEEaciRHL-,

*MD, T a—I—IT{ERERTARBTEOEMRELLTRBER FLEEICELERHAERD
' http:/fwww.fda.govidownloads/Safety/SafetyofSpecificProducts/UCM184046. pdf

<FXDOEH>
(FUOFVEXGERDOBEA—TSRE)

2007 F(CHIILT: FDA WE KL FOA (CHREOREHICE T HERE G 54 2 LFH
2. EXRROEEERERAL . RARICHLOOFBPIOT S LDRIE FDA [2BH
i to, ChUIE 1962 FEIZHIFEL T FDAC EDE IR, BEED BRI OVTESE
HLRELRELERO D LD TH D, FDEC EFITHOMHERMIT. AMEICEREST
EERRORELSUSH. TORER. BENS SCEENERICENTSROER RS
RSN TE-, $E. AFHLOARBEWERICI->TREFHELTOD, LMLE
Ao CORMOKER, ERGEFEHOEERICBSNSLSITHY (FHT10FRLL) .
FICEEREICBLTE S Bl LOERSETEHEMICIRALTLSKRTH S, SO K3IC
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B G A RIS £3 = hiototeth. FEDA~/ ) B EERELD 512, FHEH
ERROREEMEAKECRALLTREIT LTS,

*2007 SEREM AW A RICE S 0 FORTCHEECERTTLAXN—OBEALN SR, RE
EhETHE - BASh O LN, FEMOBRE LI O/ FURBORAN RSN,

TEREAEIEREMICITREFTLE 1 —ERLALO ANE RS LU RO BSHEISE
HWBETHHDTHD. FDA % 2007 ik T FDA IZfh5ahi=$if-iiERiz &y,
B4R HMEARAT A PBEORRICH R TEDLEZ TVD, FDA HEETIEE
fo. B OHEPEIUHMERAVT, FDA S AT E T HER AT LEEETS
CEEBRLTWS, COVRT LI, 1A AT AL AR CHRERRBRPICERSNIE
3, FLCHFERBRIITREFEEEL TRBSABROT A TEREL, v—4L

A - 70— (BEOELGEN) ORBREFAELLOHALDOTH S, FDA [T TICEFREE
HETRALT, LATRA CEEM>-EEERERETES, JYRET, BILSHERE
FERAFELTLS,

FESHIY D DH A RLM O (science of safety) | — HFERROEEEHFL
NUTEBRTS — ([ ERIBRAERBICIEET S LOTELM >R L EME
ERMITHHCELS FDA ORENEIEALDDHS. FDA IZ FDAREZDELET.REMS @
EREFBALT. EXRICHSIURIEERT IHLGFEV—IIERTLIOH S,

AL R—hE 2008 £ 12 AFETO FDA OEXSKREHICHET AT RYAAEEL
3T D, COER [ FOA MEZRITHEINEEERREEEROEES. IOM @) FDA
M E L AR—b"The Future of Drug Safety *[Z CHRESWLSFEIELEHDOIAO—FY

T Poiay, EHTRNEEREL—Y— T —TOTSAICRESN-EIEE SO, BE
FThh TWASEIFLFER LS HCEHLIEBEHAEL TV LODEFIEL ., “Safety
First/Safe Use" (B2 % — /" RE&LER) LT A= 7T+ &6/ L =

CDER i Safety First DRI CRIZFFUIAS, B, O EPIRED/ S~ —
YR ESTERRDLYRELHFEAICHIT T, Safe Use EREF TH 5.

FREFIANGIRARSIET ., T CICRBENERREBHHADIRIEART1oM S
=5LERIT 51255, AREOERICHIYRIZEEL, TRITEE T H=HITREDH
FEBXCTHI/DU—EERLE, BT 5L00, BEEERRR SRRV AT L
[CEH>TEHEOHEENTFONDIDZEHAEEZRDS (BT KUIK),

BE.NUN—FREIEX7 RY®, FDA OEEH LR/ O+ X (operation and

decision-making process) D:EAEE E DT DRR4 - 7+—Z(Transparency Task Force, &
¥R LI =-EPRE) ZREL., FDA BEDLSITThIEZFOEHCRFFF/ICOLNTE
DIBARENAOT L oL FALGHEICHEN AN ERN T HERRK, FDA LKV —ToTCEEHLHH
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B2 OBEEHRT HEOEBERLE

{http://www.fda.goviNewsEvents/Newsroom/PressAnnouncements/ucm163899.htm) .

o 2009 iF 9 H.REMS (YR SEE - YR VEHEE) RS TN A X ADRIT

FDA St&kicE-J%, 2009 4 9 A 30 H. FDA (% Draft Guidance for Industry: Format and
Content of Proposed Risk Evaluation and Mitigation Strategies (REMS), REMS Assessments,
and Proposed REMS Modifications”. Z#1TL 1=

( http:/Aaw. fda. qovidownloads/Drugs/GuidanceComplianceRegulatoryInformation/Guidances/UCM184128.pdf) .
RS HAF L RIEGKBLTTFRORIZOVWTEN TS,

(1) the content of a proposed REMS submission including REMS supporting documentation:
REMS AEE(RHEI AZHB LZOEMTER)
- FDA SREH A TV AR ERE AT — IS SUNBLEEROBS
- ABEN= REMS FE D E3ITd it T ILBIR

(2) REMS assessment and modification of proposed REMS:
REMS 5l & &L UR3E REMS DIEIE
- EHMli <RSI 5 F HmRIRBRB L UREESN - REMS OB ERE

(3) communicating with FDA about REMS.
REMS NAIZEEY S FDA £DaZa=sr—gy
- REMS [ZDWT FDA QEDEFEIZIAVPTRED
- REShT= REMS A5 #ixh D FDA Oz BT

provides FDA's current thinking on the format and content that industry should use for submissions
of proposed REMS

describes REMS policies for certain regulatory situations

describes each potential element

provides an example of what an approved REMS might look like for a fictitious product.

includes preliminary information on the content of assessments and proposed modifications of
approved REMS

informs indusiry about who to confact within FDA about a REMS

indicates FDA Web sites where documents about approved REMS will be posted

REMS A4 4RI, 2005 % 3 AIZFDA kU FB{TEh -, "Guidance for Industry: Development
and Use of Risk Minimization Plan(J X7 &/ METEIETEOREFELER. RiskMAPs) #&(ZH
BLTEEZLTHS. RiskMAPs (£, ELLHVRIBEENBELSNE—FOEERITHSNT.
FDOARTLIMEFEB DD, WHTURIER/IMET DA EBRLL-BBHNRLETOIT LT,
T4 BONHAMTOERTHS (L. REDOEERTIE RiskMAP [ZTE),

D BREDYRY-RAT1ybDINS0 RAEFHET S

@ RRToyhEHFLODVRIERIMET DS EEMRLERET S

B LBOFEOFMHUETFHLIARAY - RRTIMDNASUAEETETS
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@ VRYBMEDFRERRLYRY -RATLIIDINSRAEESHICHET D

Risk assessment and risk minimization form what FDA calls “risk management’. Specifically, risk
management is an iterative process of (1) assessing a product’s benefit-risk balance, (2) developing
and implementing tools to minimize its risks while preserving its benefits, (3) evaluating tool
effectiveness and reassessing the benefit-risk balance, and (4) making adjustments, as appropriate, to
the risk minimization tools to further improve the benefit-risk balance. This four part process should be
continuous throughout a product's lifecycle, with the results of risk assessment informing the sponsor’s
decisions regarding risk minimization,

http:/fwwaw.

. pharmamanufacturing. com/Media/MediaManager/FDAGuUidance RiskMinimization.pdf

S#% (IFDATREE2007(CETE BHITAR I RYRIZE LRIZZEXZEDTIHEOHAERE
I L TIERiIsSkMAPD X HYICREMSDIRHI AR DS D,

o BEETIZ REMS JnJSLNERISh-EER (95 &B)

2009 £ 12 A 8 BETITIRHEEN- REMS FO4SAT, TTICRBSh -EERICOVTIERE
BEIUEHMEABD pdf 771 EELIT, FDA D97 LIZABSh TOS (RIEARLIBEIE
BB LITIRA) , ‘ :

BER T, EATURJ U (FIRR, Duetact) , ARIRVYRRER (R R) . Fnonx4oy
(L 70)., £24—7x0Y B(Extavia), 12%—TJxOY a2a(AVMAVA), LIETOFH Y
(Levaquin), /JL7RFHL 2 (Noroxin) , RY A R2—TJ1AY 02b(RT 1 bAY, Pegasys). R
B (NSOVT)  ASLHEL (ST ) £5ET 95 RALAREIATIVS '

( http: fanww fda.qov/Drugs/DruaSafetyiPostmarketDrugSafetyinformationforPatientsandProvidersfucm 111350 him )

o

f=&ZIE, 7O (Takeda Global Research and Development center, Inc.) @ REMS QEA.
ROLNTHWSABEIL A BERBES(BHEBE)E E BEOFGOHDIRELMLT—T
WO T R=U(ZHEIE>TLVSA(TFER) . romiplostim (BR5E48 Nplate, Amgen Inc.) GlZA
~EQLIFERAMROENTEY. REMSEHIE 104 R—TICE XSG BAED EEH>TIVD,
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NDA 21-073 ACTOS (pioglitazone hydrochloride) tablets
Takeda Global Research and Development Center, Inc.
675 N. Field Road, Lake Forest, IL 60045

PROPOSED RISK EVALUATION AND MITIGATION STRATEGY (REMS)

. GOAL:
The goal of this REMS is to communicate the risks of ACTOS.

l. REMS ELEMENTS:

A. Medication Guide

A Medication Guide will be dispensed with each ACTOS prescription. The Medication Guide will be
included at the end of the prescribing information as a perforated attachment. Each packaging
configuration including bottles, sample cards and trays will contain a Medication Guide.

Because the Medication Guide is included as part of the packaging and provided by additional means
for ACTCS, Takeda has met the requirements of 21 CFR 208.24 for distribution and dispensing of
the Medication Guide.

B. Communication Plan

The REMS for ACTOS does not include a Communication Plan.

C. Elements To Assure Safe Use
This REMS for ACTOS does not include elements to assure safe use.
D. Implementation System

Because this REMS for ACTOS does not include elements to assure safe use, an implementation
system is not required.

E. Timetable for Submission of Assessments

The Timetable for Assessments is as follows:
1st FDAAA assessment: March 2011 (18 months from approval of REMS)

2nd FDAAA assessment. September 2012 (3 years from approval of REMS)
3rd FDAAA assessment: September 2016 (7 years from approval of REMS)

Takeda will submit the assessments within 60 days of the close of the intervals as noted above.
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Z2EEH:
_ FDA Eﬁv—f Lok nR—FEOBES~OLE—
(EXHRLEICMH-ZEE — EESTEUEHVATLOBIESIUEROHD
FDA A =37 T47 1 (FX DA )

Report to Congress

Changing the Future of Drug Safety: FDA Initiatives to
Strengthen and
Transform the Drug
Safety System

Margaret A. Hamburg,
M.D.

Commissioner, FDA
July 2009

Foreword

In 2007, Congress passed landmark drug safety legislation as part of the Food and Drug
Administration Amendments Act of 2007 (FDAAA). - The drug safety provisions of FDAAA give
the Food and Drug Administration (FDA) important new drug safety authorities and also
mandate that the agency establish novel programs to prevent and detect adverse drug
reactions to enhance drug safety. '

These provisions recognize the enormous changes in medication use that have occurred since
Congress enacted the requirements for drug efficacy in 1962. 1 For several decades
thereafter, the major focus of drug development was demonstration of effi cacy—resulting in the
availability of a large number of effective drugs to ireat acute and chronic illnesses. Today,
millions of people depend on medications to sustain their health. However, the consequences
of this success are that many Americans are exposed to multiple prescription drugs each year
(on average, more than ten), and many individuals, particularly the elderly, take more than five
separate medications on a chronic basis. Because of such widespread use, an unanticipated
drug safety problem can rapidly evolve into a public heaith threat, as illustrated by the recent
problems with the blood thinner heparin.

The broad and growing exposure of the U.S. population to medications requires an

aggressive approach to prevention and detection of safety problems, as well as the capacity

for rapid response. FDA expects that postmarket surveillance will ultimately require a level of
. staffing and organizational structure similar to that used for premarket review. FDA
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- anticipates that the new authorities enacted in FDAAA will enable the agency to promptly
deal with safety problems once detected.

The FDAAA legislation also calls on FDA to apply new scientific and technological advances to
build a new postmarket drug safety system. This new system will enable a seamless flow and
integration

of information gathered during biomedical research, clinical testing, and, once a drug is
approved, throughout postmarket surveillance. In addition, FDA is already using electronic
health information to develop faster, more robust methods of surveillance that can detect
previously unrecognized adverse events. The emerging “science of safety"—understanding the
cause of adverse events at the molecular level—is expanding FDA'’s ability to prevent drug
safety problems that cannot be identified during clinical testing. Finally, FDA, under FDAAA, is ,
implementing new tools to manage risks associated with drug products through the use of Risk
Evaluation and Mitigation Strategies (REMS).

This report describes FDA’s progress through December 2008 in the broad area of drug
safety. The Center for Drug Evaluation and Research (CDER) has created a new initiative,
Safety First/Safe Use , as a framework for integrating many of the new drug safety
activities under way, including implementation of th'e drug safety provisions of FDAAA,
follow-up actions resulting from recommendations in the Institute of Medicine's (IOM) report
The Future of Drug Safety , and commitments under the Prescription Drug User Fee
program. CDER has begun implementing Safety First , which addresses many of these
mandates and recommendations. Concurrently, CDER is planning Safe Use, which will
involve capitalizing on the capabilities and expertise of others through partnerships to help
bring about the safer use of medicines.

New medicines will continue to be developed, and older drugs will continue to exhibit new risks
and benefits. Patients and consumers deserve a vigilant, responsive drug safety system that
applies the best possible science and technologies to rapidly identify and understand the risks of
medication use.
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VII. EU B&UVERICH T ERNMERICETSMEYIX

B [EL&HIC

INRICHIT SRR O REA BRI -0, EU THMRISE T HEHED 50% L) _EHNEYIZEE
i -EERTENEDHELHY*. off-label ZLTIH ﬁﬂﬁl:%ﬁﬁ@&ﬁ@ﬁé‘@%%l:ﬁﬁ L&k
(FHIEEBIELN T EAY 1999 FFELYRELRMEELTERBINDES(TH T MNEEVSTERE
BEALBERICWV-5REFT, HERHN, £1BFHM. FRZNICHEYREDIEDTHY., RLT
KADTIMETIEED MNRIZHE 1T HEERRRE . HBRRZRELEFORET SO0 EFSRIH.
BEGEERREETS-OITFROMBLZIEMSE LA EGENECERICRYFh, T B
RERREREXIET OOICBREE R TG 5LV, BRLIZBS0OH A E oxt
HAVEN SN TE - (*Directive 2001/20/EC, http:/iwww.wetn.org.uk/downloads/EU_Directive/Directive.pdf,
hitp:/iwww.ema.europa.eu/pdfs/human/paediatrics/12632704en) , |

2006 £ 12 AIZETEh D RAERR (B XURAHEREBO5EE) (CBT 55 R
Regulation (EC) No 1901/2006 Tl&, @/NRIZH T3 off-label use D F—ZUREK LN O FEEE,
@177 R EFIRI - 525 . @EMEA I Paediatric Committee (PDCO /MNRREXRES
£) DRI LFHEFEBORT. OEEFBRATOERLLLERORFL. OXBEO-HOHAF
4 OHIE (RENEE., BESBORE)FIZOVTESD ., HRREFEOLLCEOBUVERRE
RBFERET D LOEERANR 5N TS (http:/mwww.nebi.nim.nih.aov/pme/articles/PMC2633263/
hitp:/fec. europa eufenterprise/pharmaceuticals/eudralex/vol-1/req 20068 1901/reg 2006 1901 en.pdf).

B EURKEBRES: BHVLYVDGEEDO-OHD off-label use THLIESEREER ]

EU CIXEEERFAERIZRAL THREIZE &= EU Clinical Trial Directive (EU CTD) A% 2001 £ 5 HI=#
Bohi-ft, ChiENBEEEEICEWCERTASFEEEHLOT. NBEEL 2004 F5 A 1
BETIZIESICERT DI ENERFZRIR- 2L T, EU RERITHETELSEST
HRMPBITON T, 2O EU B4R TIE, BEREED off-label use HLIERREER I LB Jibh
THEY., — ADERHUEYDBRED AR of-label DEFET 2BEH. [BERRER Latrah,
AR Y —ELTORFENBETHS CGEHRBAPERSARITIdREDFENGE CREEEH
f2)e SHIT.EUBROBRRERT R —AEHEL TRESER L SN HEEHIZ (EudraCT,
https:/eudract.emea.europa.eu/) . iR (B F|E) SLVBREKHBRP CEC-FHE HEERLE
EEDOELE EU #BOT—8~A—R"EudraVigilance” L T— E#§I TR - EBEIh AT &2

o>f= (htt_p:lleudraviqilance.emea.europa.eulhumale&A.gg. hitp://www.nihs.go.jp/dig/sireport/weekly5/11070531 .pdf) o

W Off-label use O HI B
HKE D IND (Investigational New Drug) Fl#k. EU TI& EU iR (&Y. off-label CERT HEHS
4, BREREER O —REL T IMP(Investigational Medicinal Product) D@ H A &HIEEbEh T 5, BR
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RIS E WIZBST, ?«T@‘ﬁsﬁlhﬁb\’cfﬁﬁiﬁx@ﬁ(uﬂb‘z\gtéih fREEARE
60 BUHIZEREZRH TS, EHRERROBESEINEE 1 EIZ2E N 20FBERSHIITH
BREMARELSN TS MEBEERSLELITHFZBR~ORFLREHTToATHEY. 60 BUA
CEHRMDEBFAEESEIRIETELLLTVS,

*EF#. L UEM BRI RRER S off-label use MBS (T, BES 2 CIFLGEBRAYLENS
B7Oba—)LOTHA IND/IMP OEH. REBOEE. T—20IREBLUBHET. T
DEFEETZ(FEBRT2OMELARE)

{http:/iwww ssd .com/fites/Publication/93acfe25-bctd-4de3-9fef-d5f81041 bbece/Presentation/PublicationAttachment/64b5a 31 4-4faf

-4ad6-a28f-d6f5a610a0e0/SSD CENTRAL-%2368696-v2-DRAFT - White_Paper - Conducting_Clinical_Trials in the US_and
Abroad_ M__ Bennett .pdf),

EU BEER 5t ER 15§ (EUCIinical Trial Directive) D5 F

e ——————
- -.__

- -

Eo

EUCTD

EU Efﬁ“tsﬁ?'ﬁ &, BRFERZEEMICIRS T, HOW IEEERRICERSNS.

® EUBRARICESIERIZE, 1961 FOVURTAFETERICHERTIEERN
C OEELBFOBESIVESERORNANOSH S Ho .

® Z0k. A—Ay/ A BETEBRMSDIRFEIZLY 1991 F(Z ICH HRE—H, 1993 F
(Z EU HZRIir#Z (T TESE, EMEA(European Agency for the Evaluation of
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“It is vitally important that we continue to raise awareness of the Yellow Card Scheme
amongt the public and encourage reporting of side effects. We hope this new,
targeted campaign will increase patient and public engagement, and we look forward
to seeing the results translated into more effective medicines safety systems.”

by June Raine, Director of Vigilance and Risk Management of Medicines
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T 2= OH PN G ORBRE L MR AT R P HICR S THAEEZ SN DEY)
WO+ R BB ER T BEENR THIRETH D, CILBERRILER B
DILEHZE . EMBEE (PK) - N2 (PDY AR, 287 FULRTHIN, T3LEHEHNEED
EERESERIEL TV BB A3 &,

HRITA T THoTIIESALY:

FELY HONEBRBEIBLESLLD , PIZ L, BT HIEZRIOCSEHIRMHME
BTEDRTETUAE—HLEN. HHVEZLDBDHEL LD/ PLSELIFEDO
BWEFELTWAHEIZE, BEF Y EFRXPSELBRYIL, BN O+5EH
BEHERT-BRMREN BN RN DEHRTELIIET UV AORREATT
REFTIFEL, TILERISTOHBHASIMY T IFohSETH, EHEAMLHESL
HRETHEMN o1, TOBRKHEILED N D+ LB REFEREL TLVELE FDA
AEOEEIZThETITERL LD HIERMRERY LIFHRETEALY,
TORBEEBELLESICARBE L. EXGURIELE0TE0,

AT O W BRIEERH 5 A THERL TV AT BIRIRA O RHEE T BL TV B LIEAHEE
NEVHIRMOBITHS:

WEE~DOFH

iR Db Ex

EECHBEEWNRELEE | BHROKREE

BEMR TR HREMNAEBRZEEAL . HAVFEREELNSEHRY

B. EFFEHEHDTZ

RSB BRI LT THHETHA:

BEHEATOEL IR, RXOAE—HENESEHRMORBE,

T@EIY, I—h—TR I Y, BRLEY, DABSAEICE-THEEICE

VISR NI ASh TN E (K22 a0 TRAAEHRBTRERC).

EXROCEREBORINECONTORREREITL, : ~

F3LI-EBIHH5E . ERERICRYRAEN T SEE R OERSE O I

T HES B OENSSE HRYITBES TLSET A D+ S LB BRE ST
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EEERHARIC OV TREL TV AN OR LA EHREFBH T (ZOMEEM
FTICESLBEEEEF S ATIEMES), '
BHHERICBLTFELTVS, HBLFBRASERETL OB R ENH A
HBBBICIE, FOHBMEELIERTHoE, BICEHHTEOR ORI OMR
A DR O RIS &> TERRRSh TLABAICITESTETL,
BEOREFLOEREIIBIERETEIE, f-E2E, ERISHRIBYE (MR) HE
SHI=BIRIERBIT 4. MR AT ERLEY . RG2S ERAEHEZORRE
— BB T ARETRAR, T, SHREIZ MR CEMEOSFTEORRIZDONTE
B ARETITEL L, Rk, B ROZBOE-HISENZBETHIESSICHEL
THRERTHLTHENA, BRZEEELEAOEBRA—ILCRALLY, EEREE
FHEOTOTSLTEENEBL TV AESITRAGTAETILAL,

X BRI &AW EBEHRICIEUTICET SRBRATRE R LD LIHER T ~ETHS.

EERHDOZERBRICET AERITEHIN TS FDA ISETEh TLVELMER
7
RXHRHINEBEHIRNOT I THIELRHI FEMBBIET oRER
EOHE |
FOHBEHINIRELEICSBOFIRETTIEAHISTNIEE, EHISER
MR E->TWAES . CEASNIHET, EEOMEORBLLLIC. EEOSHE
BB EENTENOBH R EBHORES SUEEES
TENSHRD=HDERERBESN-CEN DA TNIEES
EFHRTHIVESE R BHSA TUORLEENMERICEL TR EN b >T
WABEAGYRIDPELHEICETABSOTAT

V. EH

| EREMRARTSA TV IERLHIOEERRBOBEIMERCEAL T, ERTRFER
(CEDHENEHEEREZTRLOIEE, RREEICE>THERTHDI LT FDA FFEHL T
%o LIzAtoT, BB EAERH AT L ROEYY Ay V ITEHER TOABEIRSI O THIIE,
FDA ZFH AL AOHERIZA - EMN PEROEMZEERRH LV TERBROFH-1LHE
BAMER SEBRELTLAEALTOEY LA, UL, BEL S EERH I XERES
DBELIMERICONTEOMDEF LT HEEBET>CLIESICIL, BsRENEH 15>
ZOHERICH=EFHEToTNLIENELE, E3LISEBIHLEHIR R EEEL LM

HBo
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BE

VAHAE U ATRASh TOAI SR IEVSHEIEERH AN T EBFET2E. b
BNEESLE-REENLEFOEERHINTEBETE- ST ARTE+ B TLEEFIET,
L FOHEEBICIZRE G EESHOIVIBBORR U Y—LEENS,

% Tunapproved new use iTunapproved use l off-label use | EAHAF R CIERICESE TR
LWah TEY., ZE (B EXERHIVEERBBRORISAREOZIALSHHNIHERE
DREBICEEFNLTOEWNERZZEKR TS,

S ERHAF U ATANShTWAIEES IBLUTESIVSHSEL. AREEEO s Y
351(a) (ZBIYERIZE-EMPHERES L. 42 US.C. § 262()2BBD L),

A TEEBHSRE I3, BRSPS, ZRLAERE. NLATSY (BBRSEST,

SEREMRMALOEMNFEEEATULNEOERECHLT, BEAHERICET 21585 E
HTBTECDNTHOREE FDA IEBHRIZR RTINS, Z2D4ZBIT 3 FDA ASBIETI T ol 2
F1%. 62 Fed. Reg. 64073, 64086, 64091(1997 £ 12 A 3 H) . BEER~DH A >R 64099
[EERAEIEST DR HEHEE ) (1997 4 11 B) . hitp:/www fda.qovicder/quidancefisse.him

# &1 59 Fed. Reg. 59820, 59823(1994 & 11 A 18 H) CRIE®TRETH D,

5 EFSROBAICE. EELEEERRAEA(FLRE—BL TV BT LERBLTOBE
S SN LS EHERY

T B EE R Mo AR Lo B AICIE. EEEHRIE LE L ESLAEMITDOL
T, ERSELESH IV EERNERICHNEHEIRETHDEIE 5 EBB/OTL), £,
NEHEETIERPRNEL IV XERPBITEERE L WEET— T4 T EILH
ETHEETHE, |

' COHROTOIES LT, BRI PIZRTIhTOESEWEN L ERMFRESERS
BRDTARSA2THAH EERHE DIRMO =0 D —HE (Uniform Requirements for
Manuscripts Submifted to Biomedical Journals: Writing and Editing for Biomedical
Publication) | D733z | ATREEN TV AEEDEROEEFH L TWSBEAEET.

° FDAMA § 401 YU bybEIT kY EN -0 8%FE 2 2L AHAF U ATHESh T
LS 401 OO £EZE I OEBRAENAN,

FR—TOaRFEH A :08/06/2009 .
H O —< YN CEBRIZT /R ALE=UMBSIZIL, Instructions for Downloading Viewers
and Players Z#&RND &,

107



FDA HAZ L AOERR
Drug and Device Off-Label Promotion:
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1., [XCHIZ

nnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnnn

EESTE - ERERBHNELEICLOTEERS IUERBRD of-label use (XHhE D K375
HDTHD. EMEEREET off-label DERSTRETHIH. EENRRKEOMERAICOLT
7 Elie—vay'g"éctliﬁﬁh'cmm\o LML, EEFAY off-label use (289 21EFHFAFLT-
LMBE ., —HHICThZUITANTREA50 2 YARGHALEE G ETHS, FLTIhIEL
DEENBYRAATLE T L—T—VERBELTVWADTHS,

TEIBEEERITAE, 1=5(2 off-label FOE—SavE N TEL, LLEMAS
off-label use {ZDNWVTHEL LW EWNZIE, TEEFNICHLTED I3 LEFRXEEZRH>TWHADE
5?2 FOMBHERERBTESEAIN ? HIREFHHR—TELHEA50 7

2009 £ 6 B . A4 ADEEME A—h— Synthes B EFRIEHD off-label use #T0E—30
Liz&LTkEHELTICRFIN I EVLIANVFSAU = —Z A i, BRI KB L. BRITE
DEBOFEEFERICOVTEREBFOARTELIOTIEGL BT IL—FIZ20OEREZEF
AELTESL, ZORERERNRERTELCE>TEYBGENRESITT A EEBALE N
- 3P0 T, EFThICKBLTIS,

ftelzid. REZOBRLLIIEBRICHALEHERNA VI TREITE>To T EICHTER
&, off-label TRE—LaVMBEHXAATLESIEITR DN RRO KL 5UHEHSH.
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LI DB TIE, FDA D off-label TOE—L 38R EH B EIEHET, EHALGHRE LT
EEHMATHER T, Dry—FHILORXEFERALEYELZESELEELTERFIICERLT
L3, P3 DYRME 2009 FaiEIC, MEHELIIFEEIZKY off-label FOE—LavERE
LTLVAELT FDA KUIERISh R THS ELEL -0 I EMEELTVS VT
HEEUTHEEDEA, it FDA MTofcA v i~RwbOEF—T—FRETHIMIZE-
Mo TERLDOTHAEIXTRICET D, 8 —RybEFERAL-TOE—avid FDA A
REFIEAL TSI RAREE THAHLICBELTELL,
YEREE: TV A EREESEEET

BiED“Good Reprint Practices'si 4% XX off-label FOE—av 2B 5 DH DRE
FHALMTTHDITRILDTHAIN., CCITRESHTOEABTNT A TENSIZETIEEAL,
2009 4 1 HIcRfTEhI-RI&ERH 14 R“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” (&, ®2E L UE
SHALOBVBRITELTHIIYEZSESNLOTEHLHD . TNTLRE. REULOREE
EHENTLS, ‘

hidE, RELRETIONTHASH OREER T HAEROHL - RHLTL
B, L EANEHBRDOT T PTOE—a R EECThENESE., AEE
(Dept of Justice) &L IZRMBDFHELICK>THIRIFENZ AL+ HE2DTHD.

Off-label FOE~L3vicBLTHEHZDHOMREZRILIELTH, 21 CFR 312.7 ITHE
LTLBESIZ, REEBARPORBDOEEFHFISA TN, LALENS, FTITIE, FDA O
13\—k+—T#%% Arnall Golden Gregory BT OME Alan Minsk KAERET 5451,
PSR ORTREHBLESET 2O TELGINETHROEEPLEHEAHS, LI=H>T &
SV TERITEICRA T IZSFRURBLTWNTEOM, H5L ML FDA LEHELTLESIDMN?

FF. FOEERICONTXEIELELDTRTA FDA ORFEETLTLWAINEIHNRESRT
BLENEETHD, FHEROZRLEON, TAE—LaVEHEOADORMUEFEEITRE
THD HIC 2V ILEU B LUVRAE—IT— (BE) EOBRBRICEWTIIESHRHRESINRD
BB, HEBLIUTENZBULTOAITRTOERILEOLEN, XBICTEET2FHEE
BT, -, THEFEL T, off-label TOE—LavzBT 3R @B LU EGIBLTHRESE
BLTWACEERE T HOLEMATHS,

(Alan Minsk KIZ FDA D& Tl ZOMO B ETD S 2 HAEEEE LUHFIBIRICOVWTER
REE - ERESREERICPENAARET>TOS HIEEEZ DT ITY AL 7RI AL EORTIE
B EE ST FDA BEOSEIFHFEHEITONT, REIThI LT E#TofY, R OREEE
EFoTIND, RTR DA MBR—M I A FDAnews audioconference |2 TH-f-FL 57— 3>
RBEICT—EBREINTLE),
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il FDA JYRfTENEINLERTREDESL 52—
Recent Labeling-related Warning Letters

« May 14, 2009; Waming letter to Dexcel Pharma Technologies regarding professional joumal ad for PerioChip.
« May 12, 2009; Waming letter to Johnson & Johnson regarding consumer webcast video advertising Ultram ER.
+ May 4, 2008: Waming letter to Cornerstone Therapeutics regarding sales aids for Spectracef,
« April 16, 2009: Untitled letter to Sanofi-Aventis regarding professional reprint carrier for Taxotere.
- April 2, 2009; Untitled lefter to Bayer regarding sponsored links on Internet search engines for Levitra, Yaz and
Mirena.
» Apri] 2, 2008: Untified letter to Johnson & Johnson regarding sponsored links on Internet search engines for
Prezista.
+ April 2, 2008: Untitled letter to Pfizer regarding sponsored links on Internet search engines for Aromasin,
Caduet,Chantix, Detrol LA, Lyrica and Celebrex,
+ Apiil 2, 20089: Untitied letter to Novartis regarding sponsored links on Internet search engines for Femara,
Diovan,Exforge, Exjade and Gleevec.
April 2, 2009; Untifled letter to Genentech regarding sponsored links on Internef search engines for
Avastin,Lucentis, Rituxan, Xofair, Herceptin and Pulmozyme.
- April 2, 2009: Untitted letter to Boehringer Ingelheim regarding sponsored links on Intemet search engines for
Spiriva, Flomax and Mirapex.
- April 2, 2009: Untitled letter to Merck regarding sponsored links on Internet search engines for Januvia,
Propecia,Singutair and Emend.
- April 2, 2009: Untitled lefter to Hoffmann-LaRoche regarding sponsored links on Internet search engines for
Boniva, Pegasys and Xeleda.
- April 2, 2009: Untitled lefter to Eli Lilly regarding sponsored links on Interet search engines for Cymbalta, Evisa
and Gemzar,
« Feb, 27, 2009; Untitled letter to Gilead Sciences regarding oral statements about Letairis.
* Feb. 18, 2009: Untitled letter to GlaxoSmithKline regarding a direct-to-consumer (DTV) television ad for Avodart.
« Jan. 27, 2009: Untitled letter to Indevus Pharmaceuticals regarding a professional journal ad for Sanctura.
- Jan. 22, 2009; Untitled letter to Abbott regarding a pharmacy fiashcard for Depakote and Depakote ER.

Source: FDA Center for Drug Evaluation and Research website

oooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooooo

FTODHIZ BRIANICET ZER ORI TLH-0ICiF, Offt-label FOE—avISHE
AEhDSERBLIURARNZERT L LSDETHD,

® “Label* (SRI)DE: FD&C %

FD&C %l label" (5~JL)% "a display of written, printed, or graphic matter upon the
immediate container of any article” (L\AVESRMDER LITEREIC, EhviizY, BIRZh iz
U, H5LLUIRTREATNDERR) EEBEL TS,

hitpifiwww ilga. govilegisliationfiles/docurmnenis/041006200K2.8.htm

@ “Labeling*” (5~UY>45)DEH: FD&C %

“all labels and other written, printed, or graphic matter (1) upon any article or any of its
containers or wrappers, or (2) accompanying such article” (1) &BELIIZOBRROAE
CEIZ HANE, Q) FORMIZHMETEEDIC, BHhhT-Y., BIREhzY, HLEBRSNT
WATRTDINILEIVZDMDELED, & FDAC EIZEHE STV,
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“F b, FREBR(REOER)

Label: HRBHRLICE,EY, AREh Y, BREhELO
Labeling : SALLED, REERORE. TOMRBRICHEET 5501
Ehhi=Y, BIREhiY, Brshi=to

CCTlE. "Labeling’ LWV EEAFITEE T, Labeling [ZREBOBESAILOHFTLEL FD
HRIGHETILPEILEPRHLEL DT, COREICLDL, FETRTOIONETL
BIEITED — FThbb RRE— 8T, 1870y T Ly, BB (circulars) . /MRF
(booklets) . 7E1—32,2 7 (brochures) . ##5% & (instruction books) . #5t3,—I (direction
sheets) . 2z U (b, 0V FOMOLNESBRICBWNWTERSINS, LWHVESEREDE
BE EZIE HENAE—LRADEZEELIZY. HAN I —FLa—LGET HRTOLD
EPBERIZFITEoTWVIKED, TORGICRTHSFTEGENEF>TVEYELEYTS
ESLIBE . Thb it labeling' EHBENS B, FizlE, RRICE>TIHABHDF /LI (1
F.ToeVE TS FEPTOMOBHREMRILTVWSLSLES ., TOERELET. B
RELDHIBMRBODANTE>TIOE—Lar L TR EEY, FNIEZEOESLE4T0D
IEARIE S T EE IR G RUARGIE SOVP i, <y 3

® “Misbranding*” DEZE
Misbranding 113354 7T0E—av I BRAShAEZBET, f-&X (L. offlabel use DT OE

—avTRIREBENESANLICRBHESATLEN, LUAZVERERIEChIZEENS, 25128

ABRIT WL JRVICEATEHER. 25, BLURRBOFERICETEREE . §LRES
EAEFhTLEWLSAJLE misbranding -Eaén‘:o)*ﬁ%\ REShTWAEENER
(false) TERMAES X P T L (misleading) ——h5(EF 7545 misbranding —74&I(E. L
Tk, BN A ERBEOTET. DLATERICET 2BNERROTBETLEENDE
53, '

stiphoh  FIRERR (REDER)
Misleading: SRE#EZCILETR
Misbranding: #&ZF T (. BART. REFEEOTL. ZERTESD)

AEIH TS FDA OBEBHIER. EHITHALT, M, AEAES0EROBOEFOER
2R LENEETHD, Offt-label TOE— 31 FDA HALDBELA—OHEFLI—%
BEWEEHETRHIETTHLY, BEEBLEM AL L off-label TOE—Lav At 1L
[FEEE L LS E AT AISHEASNSMEISERL TO A TR EE I TEMABH Y, ]
AROBEEIERILMEL, 512, CORBERALTEEERT-BE (RS Ao
FIHLA—FBIILT, BHNOEEIX off-label TOE—avic&kdEOMELNGRNEEZD
WHEELH B,

111



LAL. Labeling &HEZ 5N HZ2=y—LavORITIERESHS. EHETIL. labeling 1T4F
EREERCELOT, MEDE, QEEE. HLAINBE P ENBRLLRUICI>TRE/
BRESh2E0THS, Labeling [CEEF 28 HIL. =X F N off-label use [Tl TLV=&L
TH FDHRIOVWTRERHBL TV D EICRHARXENH T30 TIEEL, B EE 2L
ZILE. BRE. DBEBLEOBREICOVTHRICELTHELA, ThIXFDOE5FKREST
SRR TESRITNIL, LV ETHY. HBEZEFEOHM T LTSN,

hOBELT. BERROEESTELBRELLEVEMD. ZOERO offlabel use 12D
WT,CME* /RIS LPFDMOERGRRTH T EEBELA TGN, B, EEST
# -5 R BEO LR EEE A off-label use [TDLNTRBINTLAREH S y—FILOREBI
DUVWTEHERLEY ., TORBEFELLYTDHLITMERELL.,

* CME = Continuing Medical education. E&fi4 EHH

LLEAL, 3LEERAOEERTENTOEMOTLUELT—LavPREEE-FYER
MLV ISR REB DR REEAH D, %@ﬁﬁ@ﬁ)jﬁ%&‘l‘%ﬁd) EENEEGRA
i

EREFE-. OBETEREEFICEATVSLEEDSI—BRIELELEN., BRI,
labeling [F&EANT-Y., BIRISh=Y, MREENZHOT. ST LEMOBETESA-ELDITIE
Ly, LWL, 2500 E0-T, RENBSEFERICATHEL TR EWLSZETIEEAWL,
EDEBERARYINEZEN—E 23— T—0avT | 34— RETE,. HIVNFNL—T
AVEHBICEVT . ERRBEHICHELELILITHREOERSWIERAZEALTNS
(changing the intended use of the product) &€& 7Gsh., Bl L OEICER T S AL SH
%, FBELHZTHAIRE LR TROLIHLDLETNS, ‘

TZOFEFIE XXXX (of-label) ISHERTEET)
“This preduct can be used for { xoox {off-label use})}

A DERIE (D) FH) XXX £UBEDTY (FH A 122 OERARESN
THEY. BHOERTIIREZEDEZS)
“Our product is better than Product XXXX {which is approved for a particular use,

but our product is not}’

FD&C ZITERT 2584, 2 NTEROFELIBERLE BRELHEEFENEELNS,
[FDEIEEBRIFETEN 2 1ENFZEFR T DEYIE LMo 1R EFZTVRIZELELY,
HILEEOHBIRHEIOT LT AIEETIELTCERLEREL>THUSIVERICEM
Li=&LTH, FDFTAIL oft-label use Z{EELTWLSEHLEhIU, EADOIERH DIV ITRE
FRCESTIFRFREL TS AL SN D ATREELH D,

112



PEOHIBBHLEIOE—3Y Typical Promotional Defects

RRBOGEAEICELTERIEE * Suggestions/representations of unapproved uses

s - (L wEE g za " » Non sequiturs, such as drawing conclusions or
IR [EREAROARH RS LS OFER, projecting by inference or implication from

T:&i[i\ *i@% " $+ﬁ@;_9b\‘5®*ﬁgﬁ inadequate data
CEELERFSATIVINIE » Failure to include material facts
BEERMEE AT Lyl avic R SGREBM O E * Use of anecdotal testimonials based on clinical
RS EROEIRE L IZEAME EME) Impression

N . ~ o * Minimization or omission of risk information
TFELZSN TGN T —FITHLBIMREROD in Vitro | . sg of in vitro or animal data in a manner that

TR FRAWTERRNGERT IR I LL suggests clinical significance, when data have
EEMNLLILRENICES RO ER L BT S not been established

o . - " = * Direct or implied comparison of unlike products
- * S ‘ \ 'r\ ~ . .
REEBLIVHMELOVTRIFERT. T * Half-truths, inadequate qualifications and/or

537 R limitations regarding safety and effectiveness
BNFENT, BEFEMEBELIIBEEDORE | - Vague, open-ended claims or suggestions of
: superiority

.ﬁﬁi,@f*E%%ﬁi%JﬁiJ(Fa[se Claims Act: FCA) _
EXROLSEEUTOE—LavdEECEMICL TS ERIINE . EXR ST T, &
HAEB S TITSN TV ATESEREL % (FCA) HEF RS i, FCA [HEEBO
HEEEROCEBBITELTZ0 HAEBEAREL - RIRESEHRMICELSETEE
BRI T REETHD. THLL, EREFORFICLSTOISATIE, BREREI AR
TURUTFAT OWNTFIMCEBSNTOELRY. of-label use [CIXRREEShALIE(S
2TV, FCA [ZIEEl, ol whi ik ki 55, ' '

FEFRBEZDOLETIAEBEZATIT (AR BRE LD, i547e 1 & ) el /)
TLFES-2EEEEINT S-HIC, REEH (civil penalty) ¢S B TIRIFTESDTH D, AERER
EIIEFERRLTRFTE LLEHFI L. ARSEO— OB E (%) FRESLLTRIT
WMBENTED, DEITTES (criminal penalty) DA THKRESICLEE T A &Y, A
FATTRATATARTOT S LADEMEFEREINITEMELHS,

SHICEREEHEEICLTVBDIE, FEAEDMIEFERERZILEICETIMEBD A —D3
#F-oTWAIETHSH BRADAE —FITFREShiz"commercial speech” TlAL \&LVDTEE
FDA (ZBAREIZ{ER TEfL. HHIFrH FDA OREBZIFLTL D, TAMECHE. TLE. 1
a—zyb EIZ{EEM TLVS DTC (direct-to-consumer) 15 RIAHAETH 5.

EHFEEE FDA O&SCHEL-HBETHIN, MIZESITO-HNTH S, EHEITERL
I, EROMOBR EEST M) B L OBBE LRI B EERBLEITAILEEEL,
WL B DS RERERRETIENTEDDTH D,

Sz, LR E Y A S EL TR 5. BE, Minsk BIzkhif. AEEERSOME
R AR E PR ADRREG- TN AR LD RIG ARSI B ERBER AT LA S
B, CHIEESICED AW DBEI AL THR G Bl Bn R b EA RS T
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Minsk EKl=dtuid, ;u:@maww), GERROIC, ROV WIRZTF RRAR AV THIL=T
MESITHD, LYRIBED hot (Fif=IZHEBME) “WELTHUHR, TV by, G7—S2TFH

NEEID,

Off-label ZOE— 3> CRFESh T hhhi=#: Some Enforcement Examples Relating To Off-Label

Fromotion

Fine Amount Date District

$1.4 bil. January 2009 Philadelphia, PA
$425 mil. September 2008 Philadelphia, PA
$4 mil, March 2008 Boston, MA
$499 mil. September 2007 Boston, MA
$20 mil. July 2007 Brooklyn, NY
$700 mil. May 2007 Roancke, VA
$9.8 mil. May 2007 chhita‘, Ks
$10.5 mil. Aprit 2007 Seattle, WA

ARTAZEERRIL. FDA BEEZEETNWELRRBIZEELGE M >BRIETHS, COLIL
r—Al%, FDA Ii%‘%b?—l:rfiﬁi@ﬁbft\%ﬁi AEAEBLALSESEGMOTET S
AEEELH B,

BIROD L3I, off-label TOF— 3% {BET H-HODEZTv—FILOFIRIOERMIFEFAIS
MTOEW, RSB IIEEELEESUEMANOILWNLIART 5. FDA SIUENIFILS
DEIMEMBMESE (dirty work) 123 H#5EOICEREREF>TLALIGEESRTEIZRIL
TRLTHEMIZIIAEL,

BiLIZ, FDA, AEE . MIZBEICEE 40T RELE - &SHFERBEOTOE—L A Bk
[SRL TR EICHDT 5, ChidAH T OERERICE T 2R SMNBEE T TRAL, &
ZIE.CMP BRALT. HROSEMBLSDAL, VD TRBED RSN ICHBEZ £ L5
BabEEND,

3. Good Reprint Practices H145> &

uuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuuu

&L O Off-label 7RE—L 3L HHBETRLEETH#RIL FDA O’Good Reprint Practices
~"(RNFEORED AR HAF L ADREIRA 2000 5F 1 BIZETSNI-CELTHS AIFY
RULZBAHERNDHZEOTIELRNA, FDA AREEGFEHICED ESIZHRRTLESELTLY
BhOO—FTyTEIR MR TS,

COHAFZADERITHEELFEL T, EEITEHEZERD off-label use ZFEIEMIZHEEL
TIEAESEL . $EO“Good Reprint Practices” DA A F A TIE, R IZEERZBED off-label
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use I:’DL\'Céﬂﬁ;éh’(.'l.\%nﬁfﬁ*‘)-v—ﬂ'ibd)EIIEII"(EEE?HLI%J:L\&%J’J‘FI’L’CIit\éb‘. _h
XH<ETE ThoORRATOE—LaF LEERSEFICEASh, T, BLRAHEROHE
MRt —HICRASNALDIE, LLVSTETHB. BLEEMNTOH (S L ROHREITL A>T
H#EEREAZNITTOE—a0F50THIIE. FDA [ZEDOLEICLZEAMEHROER
%, RERBOFEREZEEMNICIRIEL TV BB (FAHEEEL,

AT RAICEBEALTELIVREREEETROLILLDTH S,
- peer-reviewed journal I8N -5EFET
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TREATHDEVSICEEBREICT AETH D RRSNRTXELRAST D EIEHBER
STRLWAETHD, ELVS30H, FAXBIZEES FRISOOVTOEEE. TATOEERWE
HEACUIABICRIShEFERC OV THREICERSATL AN THS,

—DVEDDMSHETAE— 3 EHEERLLALLLE a—BhiEAba, FALICNSA
EHTH>TH. TR FNSRACER= OV THOFRICEESH TR T 5120 THS, K2
Shi-#ERERO b, of-label use AH ., HANEI— T4 BRANMEBEBHZON, LV
AE—23vEHE. TTIChL—F L a—PEERST—RICTEHALE—LR - T(FHLE
DO EH . HEVWEEED I TH AR LRAR A =KDz TH A, AR —LTNVERE
I OREDABRELELAFNIEESENL, £, FABLRMABHFET., hho. REBS
hi-(ERikE. A off-label use HLLLITAR R DFERIZAELO M. LB O LS (ZBEFEIC
LA RIEEBALY, |

Off-label {§ 3R I3 4 B HBFLBENDEGRERBR LOFERIZONT: FDAIXEOERAICE

. FRTUWBER(claim)$9 TlzLE 12—, EHLE-CEAHEN 2 HLESTHRIE, —EER

Ehi-b0ELOILIERENNIE, ZORBI LA EE BN TH oL TEEBIN LS

SMT, ESITEEICIESHEL HD, 5. FTOEMITHLT FDA REBHEFFELTS
124, ’



HBAER. TOEEHAREICERIEALLEL,

Bk O&3(2, LU, 0T 8EEOEDLIHERERISNE-REITR->TNSEMLEL
—BhlERnib, fzEA E, RABIZEEEN =40 (approved for adult use) IZid., /NE D
FRVTHERIhTRAELEN, URL b, ZOEFOI 1T HAFELTHAATRLRERATL
FolCEIC o TRERICEAD, BLE, BBERESLER(claims) £ 2TENH &
5. +HEEBABETHD.

TOEEBEFLEA—TO04R(Z DT, SOPszi2#L ., £, LEA—{BLEOEFhETIDA
Sy OEFLARZERELELEN, BEEBIUBRFOMET AV ADIE—L, 20T
DFtEELIcEENRRIELGLEN, L ETHEEHICEN T ChoDBRICOWLWTHR T~
ETHB. HEICONTIR. BHOTILEA LM EOEHISEH, CSO (contract sales
organization) . I LAV, PR £t REREBELREDEZHAEDO Ry ILIHEST AE
THhd. ChHoDE=ZFRKICE>THRENETRTOLFEL. HREHERL AL THEICL
Ea—, A2, BSAYLS B RIFHELHL,

THETHILIE, TEOBNEERICLELE 1 — BN TIEEDLAL, HLREN US Aoy
EHoTOT. BN CRETESh TOAARE TEE TSR TOENEIRY— T4 5 i E
I THA RO —R- L 3—IcE BT hiE, FhIEEELETOE—Sav ks, KERTRES
h37OE—Lar EHITKEOT R TOERESTHRIEELAL,

2T AR BNILFDANEHELELIZEDH A LIZRIOT. RETHEGMP A~
 DEFIEETRSAULBEVTOE—3vDEHOITISATFURABBREKIZE>TEETH
Ba

=EIC. LEa—ET7 08— a3  BMAMER SN LERIFIZP>TEHHTLESI LS TH-TIE
THEN, BEAIVILB T, HICEEXIVIBLUPR —F L a—SIBOESLE. TO4H
BHAEFEYICEITET—ABYEOTOE—arEREE—4—LRThiEioin, Ehic,
TEYAE off-label use OTARAHyi g NBEGZNES, OE TSI EIZDNTHELRIER
EERELTHLRETH D, '

Ik >TIXENRIMIZ disclaimers (REFEIH) 4> qualifying information (ERRZRIET 5%
B EANZCENHEH, ThT FDA OHIBIITLE—HBIEGE T O ShIT TlEiiLy, B

BT FDA 1Z#F DL A—DOH T, disclaimer BBAIZY—~Fro 7 BMICREIh T3R5
SSHEABOMNRELTLEEBLAL LSRR TN,

@ Medical Affairs (AT AN -7 —X) DEEH

$1Z off-label use DAL TIE. £¥ D medical affairs DF—LA%, FEOLELKSIZHIECH

BB REELANESS, BEREYR VIR ELLTEEOREECAIF02 TS5
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FURITENT B, ATF4HN- IV TFO0E—a BEQEBIZEAL., A TOE—23
VOEHRET, AN ESENLENREEOHEBISEVSINERET S,

BRESh-TOE—1aF LEHELETSy—~F L REDRRIOSHEI BN TATF (AL FI
F—RDREYINEELREBE BTl ML LR OBBOATF(HIL UV RR
974 —AH off-label use 2Z2=H—LIVITDVTRYERSAE, LERDEMARETE/C
ALTWNS, -2 T OEEERETEEER IV INEMM DD of-label use (ET 2HME
S TEENITHSELTH. ZOLIBEBEIZATA AN - FITF—AOBE~ETIESHEH
THHIEVNSORCOABOIAHILAVNDER THD, TDIFINBEEENROTVTHS.

130 EDOERIE. Medical Information General Call Desk (ESEHREIROBFZRTFR
D) DESEBEYT N—TERH T, Sv—F L OBRIORBSNE R CBEERS T, Hik
FAO— B v —SERABLTE(CETH D, COESITTRIE, BERAYTIZL ZEHM
ARIRLERT AT ERTEBIEDS, cOPTOA—FTIE. 00— S A BRERR NFTyY
EBHEOTUMEZERITEHAANENSCEERETEDENIEDEIR R T4y biSH
%,

FDA Mo DI LA—IFZTEDRYZIHTLEOESIZEHERETHLH, FDA HbttiziEz-o
L A—5FEA—F BT LT, i&%’&ﬁ’éﬁ:@%i&l‘f%@l:ﬁﬁ?t’%’)o hodLa—%LEa
— BET., B A AN AEORRE B OKROEL A ARERETHD, =
DEBDESEHEOEEREEMHHT. ChE SOPs R EBO—BEThIFHEHLHE
fab Ay cbate W '

ATAAN) TV EBEAZYIDOBBEEBERANTHETENEEOBREEBERTI L

[ECEHELIN. ThaDREZYIOFEE(CHEVBE TIHELAL, FDAIZE>TIEEESLH

RETRAL. TERAPIEL O THSD, Off-label use [ZE§T S 5Tk (F Medical Science Liaison”®

BEEORAYIIZE>TRESNTOIRTE, EXER RV IARBI I3 ATOBELAZEN

(ST CEEMEEMNTONBENIDIT T EROTFR/— L, B —=U 5 %8

T CAVTSATURANREL AL TNS AT AL YTV UIC ofi-label BEOEMEFBLSE

L BBIEEEWTATFTEN FWT FDA ORITF7 25 avERIT DA RTILRL TR, T,
EER4YIIMedical Science Liaison” &LV EEEFS5ZA-ECAT, MOTOTHLavIcE

TRBELY, '

® EVAMICEEAED

BELTREEIRRER CIEEZIBFEVELTLEI L, $H S, FDA FEE. EDK3IZLT
COXIET—RERDTEDEAS5H 7 RIELI-RAED FDA X4v7id, BEAEREZSFEE
HAETCHEBOBRIZOFLTNESITT AL THE L 2—R b EE S, IR, SUAHTVIA
ELREDEEDORETCIALOTOE—aVBREFTETROFET LTINS,
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LAl ENEUEBETL{E-EGLERET, BRiCRE ., HIVEHRATEILBBE LA HEER
B FDA [ZHLRAENLDTH D, FDA LIS OERBET. & X [E. FTC (Federal Trade
Commission: EFEFIE B 4x) 4> SEC (Securities and Exchange Commission: E#ER5IE
RE)VEELFDA LBRMIZEINT VD AT RS BY . £ D L8 EE R DIT-1B &L FDAIZ
HET S, ' :

DT EEHELTIL, FDA AR OEAMIZ>WT . BHEBDOSABMIZE S V=LETHS, =
D &3 L& FDA OEEZESIC BIERICET35#M%E . off-label use IZEET 26D
HNTEZRTMBELNGEL, T5E, BABICER LT RBGEHEROBEMAE O
BB, FhEFRBIBIC off-label use OEZTOE—LavOERICOENBAREMENSD
%, HAVIE. ABEEERAOKINERET 515, FDA BYUBENTROTOE— 30 EME
R T 3281k T off-label TOE—LavBRFELETMELAGN, REHICEHS
CO &SRS DL TIIAHCEIE?: FDA OHBER R L4, ChbEHRSERBF.
KIFRMEAZLDORFITRBTITRMELSHI-0. CEOEBEHIBELLDT—ATHB,

EMEHDRELNGWNEETEH. LYNL—T 1L LE 2—d[Z FDA 1 M E A off-label use 70O
E—LaVICBELERAEMBEEZ RO BE k. EBISERTEESS, EXIE, FHX
ETTOERIEBEOEROEFCEHEALANCEE G- TV ALY, RIEEHTE
DE3IEHBEIN TOAEN B L, FDA [HIZEMEEVAGIRLA—E RT3, 20
E3BT—RTRHHLE—RISR X EOBRLEFEATLLALT VY —S 1o THALT,
FEH OB XEBERTEM 0N ? Lo RICENT S,

Off-label FOE—LavicBAY 2 EMEROHER LT, RRIZEDISTBEICETT 5235
M ? TRORE—BICBETHSH ., TEDT—ATREHERSERT LY BHRMLEFI
TAITOW T HRREREL TS,

Off-label @R I_EmM T 5LEZALN SN

Off-label use MiEFETOE— 3L Tld. FDA BELA—DIEM IR ETFRO
FOUEBRICEmMT SRR H D

R LB LUHBHIS0, YRR ITh-2EREEOER
IS ESOBECET2ER. BLUOTOS IO BAOFA
BARENEROEELF—FFAL TS S G EEEN
NI TADETHELEEE
NEEHEDTR
PLESIUMELJIIERMIFELTORSR
SECHEER
FDA SN DEFT. =& (X, Bi%4E (Justice Dept) VL4 E I ER S (SEC) 4L
AEDEELALER,
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1=z 1E BERESHE-FARSERAD Seroquel DIRFTHLMITH-F-CETHHM, ©E
I% 2000 SFEEHO B LN S ofi-label RT—7 T T EREEI TTW-2ERlbhof-, COTS
VlZlEloff-label T—2%£FTIEBENTRIILIOFERASNEER TV COTS O EHM
XTCDOERORISAEBMEUADLYIEN., RBEEECEHELE ORAKZELTO
FREYR—L EBHT 50 THZIEEFTRE SR TV, REREDLSL O RS A
—DFETFALSERAICEEL A IETHETH S,

T7AF—IE R, Cox-2 [BEHE Bextra N7 0E— 3 BRTEBORBEAENY ., 23 ER
NOREEXRILICELE D e A—F1-)Y —lIMFEMEE Zyprexa O off-label 7OE— 3%
D3—UTFMTITN MBEUEROAT T AFICFHERLIZELT 1500 ARILOXIICE
ELT:D

— . ANZIEHBMSEUN LTz Cox-2 [HEZE Vioxx OFABBBTHFF TLERLTNS  F>
FNVADERBTANDIEEGEEISATILAVELTRDEIRETRVEEERLTLS,
Saskatchewan DFEFIFA TR Y TIZABEITAT Va0 TRHRENELTIND, Vioxx [FFE<
HF1—t VW TEKRIEE (grand jury) BEOE R ELE-TINVD,

EEKEEEIESLELIOISHHEREBOTIT/ITVYIMA—DEFILENTESDESS
M?  WMIZERIE BHTHERTITRTOREEHEREICEALETLFREELA
NWEWSTETHAMN, KB EHMELT off-label use [CEALTREEhTWAEMIZHONT
[ETEEHBMEITTREZTHD, 2009 5F 1 BIZFH{TIhI= Good Reprint Practices OHAFZ4
VEESFTHIENBVWARANOE—STHY . EERIVIT ATsALITV Y FL—F23
—PROKEDHELFEONBHEENBETOE—LavOR—F -5/ EBABNKIIZBE
[CEZF—FRETHD,

® TROBRRITILAESHE
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
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MR <A>

Federal Preemption GE:EDE 5)
B&U
CBE (Changes Being Effected) Supplement

HE<B>

B3 2 @ DTC(Direct to Consumer) [5&1ZB84 %
FDA QR B D EH LK
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BE A

Federal Preemption GEI;Z D &)
BLU
CBE (Changes Being Effected) Supplement JL—JL

L vs Wik (FikiT A%, State TortLaw): SBEAEEMN?
FRNERIZET S FDA OFRKEH T floor “ceiling"m™ ?

H ARG, EBEOE HERETIEAERE

Wyeth v. Levine EHIM LD

Supplemental “Changes Being Effected(CBE) Supplement" JL—JL& (3
RAREERFZEORTINIIWOEEIZR TS Supplement Application: & IL—IL
FE R B X FDA @ CBE supplement OB #&)L—/LIZERERHA

@ EHiL vs Mk (FiE1T8i%; State Tort Law): EBEL0BEMN?
Federal Preemption GEIR;EDHE &) 1L FDA O XRIBE T, ZaEATLLN?

EERICHTIEEERE (civil liability: REEZBRLOFE) IcHI LM ALRE —d bbb,
EIEDOEF S (federal preemption)* — AEREFERFICKOTEESNLT—ANELTHEY.,
EEGERICEHRINELILERBRIC, SRILRREHCIZHNBRBAEXGFELEZITNS,

HELYFDAIR EREEATHS FDANRBLESRILORTABIZONT, HOEHFRH
MZEZBERALTHBRBOHHET I EIChEBLTEERAHD, '

“HE Ik D HE Y (Federal Preemption) &, BB Z DM X I T HEBEMEEET .
ThHLE KEOEFETIIERZCEARENKESEKICE L) L, BN
% )
LTWABMENRDIMN ., ENDORMFIENENFELLVEMT IS SLESE. B
D mEERICEY. EREIPBEMICERSWIZEEEBK®T S,

State Tort Law (MO T ZITARICITITROLSILTETEFRETAN
EFEnd:

- WEICLBZFRETTS (intentional torts)
- BELEFE (negligence) [EH B IR medical malpractice (222

BFEh3] :
+ BEAE (B LK) FEIPL & -Z 5B A (failure towarn) (ZZZICE

Fhal
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® SALERRIZEETS FDA OEHELT floor” s “ceiling”h ?

FDADBEBLTLWSRARINNDESHEFOAR L, REROEEERLTL
("floor”, 37z B " minimum standards”) MR HENTNADIZTELRLDOH, FI3E5(E,
I EEMERFEMRLEVDOT, MRICE SO TRREZEHIETHIN, FDANEE
LTL\éaxlbiﬁ?[i%WE;ﬁﬁ:0)U7-7&.’{*74‘9FU)I‘%DZE&OTL‘%}’QX["#'DDE
—DED (ceiling”) ELTIRASNERELON, COBSE. EHZ LM EAEMTE-
H ERZOEFICRAETRE, LVWSEIBERNVUNIYGEShTERLN, 20HE &
MEHIFFOHBICEROSN TS,

FDA Drug Labeling Requirements: Floor or Ceiling?
http://www.martindale.com/health-care-law/article_DLA-Piper_530838.htm

In Fall 2007, Congress passed and the President signed into law the FDA Amendments Act of 2007 (FDAAA).
FDAAA, did not contain express guidance that would make clear whether Congress intended FDA regulations
regarding drug labeling to preempt state law claims. The House Subcommittee on Health initially proposed
language that expressly would have precluded FDAAA from preempting state law claims, but in its final form
FDAAA omitted the proposed language. ’

In the absence of express preemption, courts across the nation have wrestled with the issue of whether
and to what extent FDA regulations implicitly preempt state laws regarding drug labeling, Courts are
called upon to determine whether FDA regulations constitute minimum standards which the states are free to
enhance, or whether FDA should be held to be the best and only governmental entity equipped to balance risks
and benefits of proposed drug labeling.

Essentially, the courts must determine if federal labeling requirements constitute a floor or ceiling for
drug warnings. If the requirements are a floor—a minimum standard—then additional state law requirements
would not inherently conflict with federal law. However, if the requirements are a ceiling—meaning the
requirements are the final word on the adequacy of drug tabels—then any state law requiring additional
warnings would conflict with federal law and thus be preempted.

COR/FICOVWT HEEFRBOIIBELTREZZE = (American Association of Justice;
AAD) 2> TEIIESh1-"The People Over Profit’ F{ki. FDA OSAIREIBEGIIRBEREET
HHELTEMEDE SR,
Regulatory standards must be a “floor, not a ceiling.” Preemption eliminates the ability of
state and local governments to maintain flexibility to meet their constituents’ needs while

allowing the federal government to establish a basic level of protection for all citizens.
hitp://www.kintera.org/htmicontent.asp?cid=71439

® H/TAEE. BIEOGHERET SENERE

TS B0 ETILEIEDE & ATEIEN RSN TEA, 437 KBE4EIL 2009 £ 5 A
- 20 HOAET, [REOEEF SHECH U TERREBR T A LATERN L. ThiEsh
CETHTHLENBIA B TS BEIBONAIEENFEOE S EBETIBAERLE £
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F=. EFICBWTEE 10 FHEICERSMWETATOHRFIEREL. £ LM% 5%F ] (Preemption
clauses} NFXICTFFNRTNLIFEE. TOELHEZERALFTEY LB I-ESITTD
FHEZEAIRT HL3ETRLE,

A May 20, 2009 memo from President Obama introduced the next chapter in the ongoing debate over
federal preemption by issuing a memorandum clarifying his administration's position. Federal agencies
can pre-empt state laws, he wrote - but only when there's a sufficient legal basis for such displacement,

The president ordered federal agencies to review all regulations created during the past 10 years to
determine whether the pre-emption clauses that appear in some preambles are justified. Where an
agency deems a pre-emption clause inappropriate, it will amend the rule to remove the passage,
potentially impacting product liability litigation for everything from mattress flammability to the safety of
food additives.
(hitp:/iwww.venable.comliinside-counseli-guotes-john-cooney-on-obamas-review-of-preemption-clauses-07-23-
2009).

FNRTBEOCOISILAHOREEZ T EREZOESZEMELTSRILKRTOREBI=xT
SEEMSORFICRAL TELLE ST ZFOENERYTIFY, HBUME, TTITHRAHTL
T —ATEBOVYELERETD L5345 —AEH A L3251,

PEE, RECESCOEREDESEZRICBENODRMBERITTERLS—IANE 2 H o=
5t EEQRDOINILOBEERRICTHADH /LT IRBITHE T, HELEINEREZOER S
RSO I RYRBRLIGEEEZ NS, LOLAERL, R ENELERTOBRITEERIA
=K. FDA |- CBE B & (Changes Being Effected supplement application) L. #hIZd 93
FDA ORI IEFEXELLTERE, BAONOINKREHIETILONEZREBETOERTHD
(hitp:!!www.businessweek.c’om/bwdaiIv!dnfiash/contentlmav2009!db20090520 039748.htm).

® Wyeth v. Levine E ¥l 0)%{%]"

2009 £ 3 A, B FEBESh TOWREHEREROHRE, SRILBRRICEBT2EREZNE L% 6
HIDEHARATHEEL,. B.LHRB. EREOTIATICEVLWTHELELNRHFTTIHEE
Lo, COHEHL., Wyeth 3 OHIIEEE Phenergan®% [V-push sEICE VIR EShi-E., 70
EESNBoTHIRITEALTLEN., BEEELEOERTHESEEEh-. kiERE
(Levine) &/ 3\—FEL MY ATEE R OB ER TN T4 (failure-to-wam) THof-1-HIEE
1L TREREFRFLE-EOTHD KIEBETREBICEIBERLZDOERDO-HICRE
LT =,

ek, MECEN FDA RELZEHLTIC. HOINIRBELISSRIVLOEBEENRELETT A
BHEMTLENESIMIOVT, BIREDRHAERSA T8, RE(EE) QIFSETE
MO PLIRICEBA T RREDBELH LT FOA KRBHTH(HANFRELSL L) RTATE
TR AEBHHo-I1EEELTE,
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Zhizsl. Wyeth 22O RFSAIVIZFDA TEBSh -2 O THY, MEnHETE>TE
ERTOBEDEERS LI TELNELT, EREDEAEERFAL TV,

Wyeth 1t IZC O EESHABIRICEA LI EMLGSITRESELATEEICOLNTRD
WCTWD, BRISD o avEATE0 ., BESCT 30T ONTIREMICENMETL
fzo BRSANILDESHICE. BIRA~AOEMICIVIINEDELTHREZ ISR T EEE
ARBIh TV EEO0., REIELICEERLSUBRES ISR T TREEOH S IV-push &
[Z&BEBEHETDLDERRETRETHH>T=&EiR, —F. FDA (FBICESLDURIE
RHELTWVDO0, TORSHEITRE R T IMIVRIZLELHELT. SRVOERTREE
EIEL T =, Wyeth 115 FDA O EI<HE(S V-push SESERRELTERNBEE RS
BIEFTERN D, EFEDEENROLNIRETHLILEBLTL=ED THD.

<GRHROER>

In April 2000, Levine sought treatment for a migraine headache at her local clinic. As part of her
treatment, she received an inframuscular injection of Demerol for her headache and Phenergan,
manufactured by Wyeth, for her nausea. /d.  She later returned to the clinic for another round
of both drugs. /d. This time, a physician assistant administered Phenergan through an
IV-push injection, whereby the drug is injected directly into avein. /d. Due to the physician
assistant's error, however, the drug entered Levine's artery, which ultimately led to gangrene and
the amputation of Levine's forearm. - Levine first sued the clinic and the clinician, who settled;
she then sued Wyeth,

Despite the warning in Phenergan's labeling about the “danger of gangrene and amputation
following inadvertent intra-arterial injection,” Levine alleged that the warning was inadequate.
She argued that the 1abeling failed to warn heaith care providers to use an 1V-drip method to
administer the drug, instead of the IV-push method, because of the risk of intra-arterial injection.
At trial, Levine showed evidence that the risk of intra-arterial injection can be mostly eliminated
using the IV-drip method of administration.

Wyeth D E5RITH L, EFIFT L. [Wyeth S ZOEERDO R KR LOFHIZ, LYk
84 FDA O TEBTICRRTASICBNT &%, FDA M"changes being effected" (CBE)
L—AZ&2TEHFAIEN TS, B, FDA ARYBBNWESHFIBRE LG LTBEII—FLE
Ly, Ffz. FDA RHITIE ERJBERRNEOHBORFINNTOVTLAESBHLEEE
BoTHY.FDA GREEE5Z LT THDIEEEL . 51T FDE&C EITIIEXE RS EFITH
WTHEFHER T DM T4 MEICESGAERESRINHEERRITOUND LR
AhS ., HEIY, MEL FDA ORBEFELTNDEDEZE FDA AR TETNSIE
wEMfERSh ., EIMEITERMIT DO TRAENELE:

(the FDA's own longstanding posifion that state law is a complementary form of drug regulation) ,

COEBHTIITI—E. LRECREAIHHL., ERRSHOFIRNASIEREED T
V=, 2009 &£ 3 A. ERESHIISANKRRICBTIERZOESEFEL. A —FEVMN
RN HELECHLTETOAFLOBESOZRVERLLHREZR D . COF—
ACEHZOELASBTESNE-RTITRLTE EREDOEBLAEIIEFEEL TS, LHLEM
5.8% S50 EMICCOEERD IV-push ;% T Levine Rk IZUIBICE 2= —AH 20 fE
BEH-DIZ, ThTHLEEROBETZEELTITOENM > EEEDODEEABRLIEAD
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S EIQFHIRBERICE-EWVEZES
{http://www.pharmalot.com/2008/05/wyeth-files-brief-for-levine-preemption-case/) .
http.//www.fdalawblog.net/files/wvl_hpm_analysis.pdf (#8)

ARG —RZE LN SEHOHRICE>THRELFEE-EX FDA OREINTH-
TH HERICERETTHINEERALELICESEREWITL. HITHLMI AR

EREMICHLIEEREEEREFTE L/ ITYv2ICBALETRE, MRICESF
RITAEORBIASENGNIENFERYITHoT,

FD&C ICHER G DRFRIAILIZET S FDA ORI AMELYLBE SN LEHT
ERTOEWN, COE3IC, B EDE SICETIBRBAXEILRET, kEL T 0
B HIFT X FDA BH AR RMICBESNION, F3EETAE—HhEDRERBOLN
BOD, COMBERICHBLTEEVNED, LML, BARICEZDC L. BEOREM
FE—ICEATEINHNBRONER THILERIBELTILIVERBIRELNSTETH
%5,

@ Supplemental “Changes Being Effected (CBE) Supplement® JL.—)L &l

~BMICITHELEE, —BREShEEEROINILETRECOVNTEREMASFIE.
DRI supplemental new drug application (SNDA)ZIZ2H L. FDA OFRBEEFHIThidid
DA, BRELEBET T, 80213 FDA OFRB%1571-9 &4 CBE supplement

application WV T, $FiflCRRENURIDLELICERETFLHICIANINABTEEE
TE5, Chix FDAR RV, - TE A2 A T4 (21 C.F.R. 314.70; 601.12; 814.39.) ,
CBE supplement 7O+ (d, FDA OBRIRBDELHEELT S, BEOERMAGIHT

% "narrow exception”(BaOE&IZ. AL TEOHLNI-HN) TH B,

The CBE supplement procedure for making changes to labeling is intended to be a narrow exception

to the general rule that labeling changes must first be approved by FDA. This exception exists in order
to allow a manufacturer to quickly convey newly discovered safety information to the user.

2008 ££ 1 B 16 B. Supplemental Applications Proposing Labeling Changes for Approved
Drugs, Biologics, and Medical Devices [Docket No. 2008N-0021]&R89 B8 /L—IL
(Proposed rule) S FDA kU FE RSN -, COERFRIL—I (&, FDARRL(E->TE-FIRDA
#HELUBREICL, FOSITBSITR X FOA ORBHIISSAUARRREOEENTRETH
SO EBHERTHLEBANELTHIOTH - ‘
(http:/Awww.epa.gov/fedrgstr/EPA-IMPACT/2008/January/Day-16/702 htm) .

BEIL-ILTEH.ER, E4, {EFHJ:‘G)E%\ HULLLEBMEROMRIZEM., £ LLIX381LT57=
&I1Z CBE supplement Zi2HH T 2L FRO2 DD EREHELLT-,

1) ”newly acquired information” 535 &
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05, DENCHRESN TRV EFFATHRELS, L LTEEARLIH-2IER
“a risk that is different in type or severity than previously known risks” would qualify as newly
. acquired safety information

2)EDERLLOHARBRETT TR PNERAHDH L

“sufficient evidence of a causal association with the drug, biologic, or medical device”

TROFHITRLEETICREISEBMTERL-ES. FLTHL FDA AAZFDEFTEE L THL
EHIBRL - S 1d, BEXENEEEMHONIAERLAHEHETIED T, SNILRTERED
EENBENESIHIDHIETIL, FDA HEIERLIER (ultimate authority) i ->T L 5 &LT=,

The proposed rule would clarify these regulations to confirm that utilizing a CBE supplement is proper
to change approved labeling in two situations: (1) to reflect newly acquired information and (2) to
add or strengthen a contraindication, warning, precaution, or adverse reaction when there is
sufficient evidence of a causal association with the drug, biologic, or medical device. Even under
the proposed rule, FDA would maintain its authority to accept, reject, or request modifications to the
proposed changes, as appropriate.

CBE L—ILE{ER T HIBIET. FDA RICORAE, REBShF=FRIIC, RHIZEH TE
VRSROEENRMSNIISIBERTHLOT, BUGEREHITFLLSMBEIEE0, &Y
BEEGEREEOETLEILIUILZBCHLDIZH D1 EL TN,

This rule is intended to ensure that scientifically valid and appropriately worded warnings will be
provided in the approved labeting for medical products, and to prevent overwarning, which may deter
appropriate use of medical products, or overshadow more important warnings,

LAL, 787 )wd T X245 Consumers Union 28 DN EE R, SLEBER. E2%0
#12. BEUEE (House of Oversight Committee, Senate Committee on Health, Education,
Labor, and Pensions) L& M &ik, EEMTIIZLILTIHIBEDEER -OBELNE
AbhBEIGRIERHAELT-BA (reasonable evidence of a causal association with a drug)
[ZESHMT DO (HHEREMIRE B D103 5 - IR ARES L L S E
T. BRESHMND), F-. newly acquired information 2D THER L DORIEIZ AL EDT
Ao EEh, TCOREL—IVIK, BERFEAD sufficient evidence to demonstrate
causality Z3%1-%2 1+ £ CBE supplement ZRHTEARNENS T I, EHEDOBHEMET
LT . RECREMNOFRETESE (GNUFEICHT S PL A, "failure to wamn*) M EET S
3D 1ELTFDA #IE#LE-,

e NIy s-L 74X FDA @ proposed CBE JL—LIZK 75

INT w274 XX Consumers Union 74 DEEEREKIL FDA LY KREZE
AHENT25,A%O 2008 3 A 17 B. COIL—/)LIFHERENBBIZSAL
RREFETHDEFRT LD THY., FDA (& Vioxx®OHERHEE Avandia®i
ENEFTERBL.BRELITLROIC, WELEIZTERETAILBITRNERND
O CR/EBAT- { http: fwww.citizen. org/publications/release.cfim?ID=7571),
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—7 ., RERZER (PhARMA) (X COREIL—IIZEROBEZSHIERICBIZHE->T-E0OT
(there is a strong public health raticnale for the proposed rule) &AL, FDA QEZEIL—
JUIE FDC s &EFBOHRVEDTHDHEL THBERALE
(http://www.hunton.com/files/tbl_s47Details%5CFileUpload265%5C2272%5CContractPharma Messpl
ay-Heisey May2008.pdf) .

® ﬁéﬁ&@%ﬁ%wi%s&m%@:ﬂwé Supplement Application: i JL—/

2008 £ 8 A 22 H.FDA [f. T CICEIESH-EERZOETINILOEE(CODNT. [HLED
EEZLIRVEORARBRICEATI+2EIENLHIES . FH-ICAFLEHRERR, B,
ALOXE. BERE@IZEML TR, $LLIFHMIET BHIZiX. CBE supplement application (CBE
HEE) % FDA [CIRHL. FDA RBEH-TELEBLTLLVIETEREIL—NLEZERICIEHL. F
£9 B 22 RI=H$hEtot=, '

21 CFR Parts 314, 601, and 814
[Docket No. FDA-2008-N-0032] (formerly Docket No. 2008N-0021) RIN 0910-ZA32

Supplemental Applications Proposing Labeling Changes for Appreved Drugs, Biologics,
and Medical Devices

AGENCY: Food and Drug Administration, HHS.
ACTION: Final rule. ‘

This final rule provides that a supplemental application submitied under certain FDA
regulations is appropriate to amend the labeling for an approved product to reflect newly
acquired information and to add or strengthen a contraindication, warning,
precaution, or adverse reaction if there is sufficient evidence of a causal

association with the drug, biologic, or device, as defined in other FDA regulations and
guidance documents.

- hitp:/fedocket.access.gpo.gov/2008/pdf/ES-19572.pdf

B&)L—)LIE 2008 £ 1 AIZIBH & T= proposed rule EEXRMIZIZFZERLTHY. [FDURIE
EXL LOERBFRETRTSEMBIM - DL THELZEHREAGLN B EIZIRY. CBE
supplement Z{2H L. FDA ZZBORIIEZEATORBESAILICRMESE L LN TED LA
BELTLS,

REIL—IIL HEOEESIL. 1) newly acquired information D EZE - RARKICER

FTAHT—R, BERROLKR—b, HLLTT TITRUESN TN TR (=2 AR T7HIL D

$T-7 AR I RY., LUAT FDA ICHREL TV O LERAED M TELIIKVEE, HELNTHEE

REYBNCEAHBL-ED &, LYBREICLE-A, BLU, 2) TEERZOBEI DT —4]

. THECHRERR. AZEROME. BLULRHRHSW =T —3OF BRI M DT 4]
[CEELETHD, FDAFREIL—I HRZEICFDA ITFELAFLEFITEHRIAMIDNT
HCOBEL—LTRBELVEDRAERLE,

Changes to the January 2008 Proposed Rule
FDA has made the following changes to the January 2008 proposed rule:
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The definition of “newly acquired information™ has been revised to clarify that data,
whether derived from new clinical studies, reports of adverse events, or new

. analyses of previously submitted data (e.g., meta-analyses) needs to be of a
“different type or greater severity or frequency than previously included in
submissions to FDA":

The codified section of the January 2008 proposed rule suggested that this limitation
applied only to data derived from reports of adverse events. Instead, it applies to data
derived from new clinical studies, reports of adverse events, and new analyses of
previously submitted data. .
hitp://fedocket.access.gpo.gov/2008/pdf/E8S-19572.pdf

@ KEHZEIT FDA 0 CBE supplement O&#IL—)LIZERFEHA

REHERTRBL-ABEEIN-BATTTIZBRAOELZRAL TN, EEEIHE

Ken Johnston {&, &#&IL—IVEREZD 2008 £ 10 A 30 B. [EEAEEROETIANINIL. E
BRI PRI TR OCB LSRR, BEETIEHI2H5, EMLEELHET, Y1 2D
FREOGVRFRINIVEEBRLTEY, =, FDA [TXBNSUAORN-EREREEL TN &,
WHTID CBEL—ILIZEROBEEZTAIRVWERTHAELT FDAZYR—IMTIEELE R
L=, '

Ff-, FDA BIEi% (FDA Amendments Act 2007) Tl FDA @ drug safety program Zig{Ei LU
ERAE T A ORFIEMAEYATH, REFIZETEIRRINILOEREZHT- FDA O
MRid{b&Ehiz pre- BKU post-market safety assessment system DIEEEHEMNTEDIZTS
CEMRELTLVADIZ, House of Oversight Committee DAL —ILA~DER]IZC O = 4580
THY. BETHA, L=,

‘Federal [aw grants the FDA national oversight over drug safety and labeling. Congress delegated such
a complex task to this agency for a simple reason; FDA’s expert staff is the most qualified to make such
highly scientific and technical judgments about pharmaceutical benefits, risks and appropriate
communication of those risks.

Our preliminary review of the report by the House Committee on Oversight and Government Reform
indicates that it ignores last fall's passage of the FDA Amendments Act, which provided significant
additional funding to enhance and modernize the Agency’s drug safety program, including the
authority to require safety labeling changes, thus helping to ensure that the Agency’s pre- and
post-market safety assessment system remains the world’'s best, PhRMA strongly supported
enactment of this legislation, and is surprised that this law is not referenced in the Waxman report.”

http:#iwww.phrma.org/news_room/press_feleasesfphrma_supports_fda_oversight_of_drug_safety%2c_labeling/

137



2 B,

EE3 5 DTC (Direct to Consumer) [54&IZBT 5
FDA ORF O EEERAK

iZL&Iz
WRE. REEOP TCERAEEREZHEE~EELE (DTCIEE)TAEEHFALTWSEIE TR
D 2HENDHTH 5,

KE (1997 £)
« Za—U—3F(1981 £)

K(EIZBWTEEZDIASEREILZ. FDA (O CDER(CENTER FOR DRUG EVALUATION &
RESEARCH) MTEZE %R E (Office of Medical Policy) IO OIEEZY— T4 [E&-3
Fa=4—iazER]. B# DDMAC (Division of Drug Marketing, Advertising and
Communication) AAEH LTS,

@ FDE&C EITHESh TOHIERBEERDILERH
KRBCBTIEEMODEEIIOVTIE SO BEETH /- FTC(Federal Trade Commission : 3&
HESIEB L) M5, 1962 £(Z FD&C i% (Federal Food, Drug, and Cosmetics Act) D #Eilg<#
EEh, FD&C &M "Labeling” (F/:R) ME&IED. "21 CFR 202 Prescription drug advertising”
FMLAEREDLEILETIRAICES oW -, ERAEESO LS —EER CHENGF
BERULTITS DTC &S 2LVTIE, DDMAC IZEHEMICTREO LS ICREHEh TV S,

"a true statement of . . . information in brief summary relating to side effects, contraindications, and
effectiveness” of the advertised product, The implementing regulations (Title 21, Code of Federal
Regulations [CFR] Section 202.1), originally issued in the 1960s, specify, among other things, that
prescription drug advertisements cannot be false or misleading, cannot omit material facts,
and must present a fair balance between effectiveness and risk information. Further, for
print advertisements, the regulations specify that every risk addressed in the product's
approved labeling must also be disclosed in the advertisements.

For broadcast advertisements, however, the regulations require ads to disclose the most
significant risks that appear in the labeling. The regulations further require that the
advertisement either contain a summary of "all necessary information related to side effects
and contraindications" or provide convenient access to the product's FDA-approved labeling
and the risk information it contains.

1)"Public Policy Issues in Direct-to-Consumer Advertising of Prescription Drugs” by John E. Calfee.
http:/faei-brookings.org/admin/authorpdisiredirect-safely.php?iname=_/pdffiles/related 02 07 pdf

-2) “"Prescription Drug Promotion” by DDMAC, 2001, http:/Awww fda.goviNewsEvents/Testimony/ucm115206.htm)

138



Jhbht, LiE FDEC HITEIUAERDEEICHTHRMOFELITROLEYTHS:

A B E RS BRSBTS

MEICETAERZHIRLTIIGLRELN

ALV RYICEATAHERIZAETNASVRAOERM -GEHTHHZE
ENRIBEARICBVTERSSRIVICEHSNTOSERDSE, TATODVAZIZIDNTE
DIEERIZEHBT AL

BOELEIZBEVTIESAYLT M35 JRIERGIAZIZTOVTARL, BHEASLUE
RIZET AT RTOBEEROYIU—EELIL

Ff-. 2O FD&C ATl FDA DIEROHBIZDOLTEHE T RO &SIZRAREELTL YV,

The FD&C Act specifically prohibits FDA from requiring prior approval of prescription drug
advertisements, except under extraordinary circumstances. Also, the advertising provisions
of the FD&C Act do not address the issue of drug product cost.

® HAGEHOHIFEERE, FDA IHREEDENFEETRRLTIIZLEL

Li=tSoTod 4%, FDA (LR 4 2 A E M CEMREE RS THENEEIZHLIER 120D
HEEEE Do LRTEDENS, LB BUERLA BT EM ofz, Efe. COBETIL..
FDA DR ARM IS RELCE AR T ER RS EA R AR R LTV,

DTC &N ThhdE512H>1=D 1%, ERFIZIZ 1980 FRIZA>TH ST, 1981 £, Merck HifHi
KIDF> (Pneumovax®) BIEEE)—~F—X - FADzAMIBBHLI-OIBEYTH L, 1983 &£
[ZiZ, Boots Pharmaceuticals H3L5EFETHDHHNIEFEE ibuprofen (BRFEHA Rufen®) D TV
[REETQUFMITTRIE. TV ASEELTIRIAI R TH . TOHEE L. Wall Street
Journal @ 1 R—UEMEIZ Rufen®@DEHEHELIA. ChITHFHFXELEFENL T, .

@ 1983~1985 ££. FDA (& DTC [R5&— BRI IE

RESENTEENG DTC REICBZH T L, EEOXEEME (AMA) AL, I EF—BERN
RICEZBAFTATRHE~ADESOCREBELE | RRERANHERDLSIZHY, FDA F208
o L CEARGA HEHSRITESEVILGTELAER=, COKEERHMS, FDA IXDTC
EEIHRITEAIFEEABETICLERE, HREOERTETERBTILLEIC, HEE.
EEEHRE. NELELOWEEF OO, 19834£ 9 5 2 H., 1983~1985 £ O/, T§RT®H
DTC G488 A H T MIZE 1F (voluntary moratorium on DTC ads) 3 54L3:@HIL ., B2
TEFIThEBFLE,

1984 5, *f'J/-'fjt—ihbta$U15‘J7T_Fﬁﬁnﬁﬁ7§““n'€‘//"ﬁ9'7J-\’E‘Ffﬁ‘lﬁ FUBLEENS
HEEICEITE ?&r“-‘*’:lhot\f“lébf_n

® 19854 FDA (4 DTC L&EEER LR, LOLFEHXELAORBIBHREHANE"
139



FDA [XARD L53GEFET EL AN OHELTRON-EREIMEL. 198559898, BERIC
“current regulations governing prescription drug advertising provide sufficient safeguards to
protect consumers”& LT, —BFZE UL FERRLT-,

ZORBIZE, ThhE,

® HEFHRILDTCEENDHERICE - THIADEFEENDCENTE,
® HEDTIREMELRIERIZDLYTAIY,

® FREVRHIEUBLTERTIENTED

BE, BEITRAR Ty NEL o T LHMEN--H T, [HEE D FDA OFHT+HLTHY . BHD
TEEICHBZEB LTI LFGD I EDHRIEL-HTH S,

1990 £ DHEH, WEERD DTC EEFRELTOTLEDFREFERICEBSIA T, &LV
D4, #EORATHRIEAKICIEE TS DTC ILHITIFIRZICEBT HBEZR (T)—7-4<1)—)
DFTRTEBYRALEEENTEY, ChIZE>TRENERT S DTC EE L OHPELFT
LREAR~TVIBBEREIBRENELLDTH D, -, TLELRLEOBREFTIR, ChiyilE
WO TENEENEROND, YRSIZETZEERBERY R FLEEST. BE LTI O
BOREERTEFH LI -DOTHE Y,

In 1985, the FDA lifted its moratorium but emphasized that DTC advertisements must meet
the same standards as those aimed at professionals. Print advertisements were required to
include a detailed "brief summary" of risk and other information. Broadcast advertisements
required a much shorter but nonetheless lengthy "major statement” of risks, while also making
"adequate provision" for viewers to obtain full FDA-approved prescribing information.

ZOEODTCEEE, LEA-T, TVIESLH L FETTEY., #5% - RLG LS OMRIEEED L E
LT, FELTTFROLIG2OOENTIThhE" 9,

® “help-seeking advertisements” EXEGTSURRIZITERETIC. WEDEKIZOULTHE
BREEZTV, AREOFAZHSESEVSMEMERRIESE * |, CCTCOREMAVE—
Tlk "See your doctor’ T#Hotz. BIELTIZHBEOTYI O34 0B EEIRogaine®] M

RET, [EEICSHBRGEEN | EWSE0 DB Y,
(% EBFEHRBELLTOIANENERDDETH OO TILAL HEMICEEMIC B ANE
TREVDTTA? LBEN T IEHRS VO EMR) |

® “reminder-advertisements” 73U FRGTE DR FHROAIZERL. EDOLSLGER
[CDVWTARTHELDIITREENIZEMNGEVEDOT. TOEEROBFEFRVEIS
HL5EMOMN)TA T —E&R (T FEEIRE) 1. IELTIE LR LM T THhof, S
—2 T FSHOHORERFZVE Clanintin® | A1 ¥,
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CDEIGEERETTHo=H00, DTC LEEDHEREL 1989 HD 1200 BRILHE 1991 4 5500
B IL., 1993 D 118 6400 7KL, 1995 £F 3 {8 4000 511 1996 4 5 48 7900 BRIL &R &
(cEmii-, -
Because meeting the broadcast requirements was impractical, advertisers were forced to take
one of two approaches. "Help-seeking” advertisements could discuss that a treatment

existed for a condition, but they could neither mention a drug by name nor make suggestions
and representations about drug treatments.

"Reminder advertisements” could emphasize drug brands but could not mention what
conditions the drugs could ireat. '

Under these constraints, DTC advertising gradually increased from $12 million in 1989 to $55
million in 1991, $164 million in 1993, $340 million in 1995, and $579 million in 19967,

3) http:#iwww.econ.canterbury ac.nz/personal_pagesfohn_fountain/Teaching/HealthEcon/DTC/CalfeeJPPM.himl
4) “A History and Perspective on Direct-to-Consumer Promotion” by W.L. Pines 1999
http: /iwww.fdli.org/pubs/Journal%200nline/54_4/art1. pdf

® 1993 i, XEEMLMNREELE. AMA AT (7 TORBREH DTC KEEER
80 FXIC DTC A EIDWTHITEM—BEBRICEZ SEE~OBEERAL TV R EEMR
£(AMA) [, 1993 EITREZDRAVREER . AMA HEE AT 7 IHISRABICET . M
RERNTHEBERATLEEERTHERE COBFHEROEIZ, AMA BT O, EENFE 1T
DOTLEBREMELBROTEY(CORRT—~TILAybT—0 (3 EBEETLEZICHAILNT
E) | FOARYY—~ELTRHEREFRAATWIENEZ DM, #H. COFRIFERKI
#hofeh’, DTC IEEQFRIE. TOFERFEND &Y,

In 1893, AMA changed its stance. The change can be attributed most directly to a
new commercial interest that the AMA had in consumer advertising of prescription
drugs. AMA starled a series of programming aimed at physicians that appeared
on weekend cable network. While the programming was directed at physicians, it
could be accessed easily by consumers. In fact, some of the advertising by the
drug companies then did appear to be aimed at the consumer.

Thus, in 1993 AMA altered its policy to say that “AMA consumer media” would
accept disease-specific, health education consumer advertisements, including
those that mentioned specific prescription drugs, so leng as the advertisements
met eleven criteria — all of which easily could be met by drug company
advertisements. American Medical Television turned out to be a fiscal failure for
the AMA, but its policy of tolerating DTC advertising survived”.

1995 5 8 A, FDA O XUBABAA#HEROSBHEENLDELHEL TE/-86 ., FDA [XAEED
FAfEZEEA. 1996 £ 5 BIZIEE5H 54 MRITLI, COE FDA (ZTE#BER~DT 7R
FIEBEREThE. BECFRTEELI D) —7 93— 28T TEEV O TIHELMEE
ZIBHTLV=, '
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@ 1997 £ DTC IRGEEDRMIITIEODOH AT LR (R)ERIT. REEEMN

1997 8 A, FDA L DTC O TV [EE & RBMIATS D H A H U XFE “Guidance for Industry:
Consumer-Directed Broadcast Advertisements” %17, COh T, BHERA. 3. SR, BH,
A EOEBFICTONTERERLITU—7 - 32— brief summary [ L2 EL Y,
“HYIEOQURVICETAR|ESL L, BEU, a3V TH A M EDIEBAF %
(TEOADDIFR) EHRTNE, TORENICRRLECTAEWNET 2E ML REERERL
Tz

0 EHEEINEMERICBBRIZTIEATESRES, TR4E5THTT RS
) =S AV IEBEES 9 THADTFFLA
- I 1T O FRIAR - REENCE T A5

FHRLE 12—, AV NERIERIT -1, COH XV RIER(F—BERL T TR&EEh, 1999
F 8 ARUMEITEN T, CORFIBHICL-THESR L, HXORGERET)—7-H3Y—%
ANELTHEGRY, Ee, EEREZOBGE - AREEETIENFTESN, EE L DTCK
ENERESN-DOTHD, Tl 1997 4 11 A, FDA [FTEROBES BiLT 5 FDA SERALEH R
L=,

5) "The Effects of Direct-to-Consumer Advertising in the Prescription Drug Market” by T. lizuka &
G.2. Jin, 2003. hitp:/Aww.cramton, umd.edu/workshop/papers/jin-direct-drug-advertising. pdf

FDA @ DTC [R&EfREIZEY, DTC E&FTLE -#HlEPOHICERITITONUB ES5I124Y, DTC

&I 1997 0 2 {8 2000 FEJLAD. 2002 £EI=[% 28 {81 L . 2004 (= 40 fEFLIZHAL
foo F2EZ 1E. 1999 £, Lz )5 -FS5™ % Clarintin®® DTC [A451Z 1 48 2400 FRILEHR AL
ZEMBLOA TS, COE EU I2BLVTE HIV/AIDS, BRE. BEAEROEERO DTCIEE
I3t g 2 REEEICE O,

6) Pharma 2010: 1/ R—-a> OB L IIBM

k. DTC [REDEBEFELLTLS FDA O DDMAC DR 2y 7% 1997 &£HE 28~30 L CH
2f2o DDMAC AT TS EBOEMIZ DL TIRER T 5,

@ 1999 ££~2002 4, FDA [ BEBLVEMD DTC L& I 3 ESBAEER"
DDMAC (FDAYIZDTC ML EIZHd4 58BN RGE 2 lEll:JbT:*_:’C%ElEL(‘IQQQ £ 2002
&), ERRICEMMIZOLTEEEEL- (2002 £F),

BEAEDHERTIE,
BAORECRALTWAEERICHLIYVEOBREFIFT L51Eo1z(4124—Rvh)
EEXSCRECOVDTHIMLYELS(DBHREEMMNLAF (89%HEE) . BLXUEFIEI,S
AF (B1%HEE) THLIIET .
- REVEEMERICHTAIBHRELYAD LT
- EMECESICETEA > A OREDTECHEEC OV TEICEC &SI
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GE . S4ERI- DTC IEEABREDOBOEEHADIZRIZI>TWAEENTEREEOD,
(OTC BEERFVERIIEMELI-BEIL 1999 £0) 52%H\5, 2002 £0 32%IHBLT=.

-, EMENREL-AETIE. DTC REDOEEICOWTTROLIGEELSLGSNT-,

- BE_EMROIIA=S—IavtBVTENVBEIERALLTEY. BEIERLVEIEED
5 (thoughtful) | BT D &SIzt LREL

- BRITEEELNHIMELAENELSERERICR S E

- BEMNBESORERECSYHBYICRUEAT STt A

- BEIZ DTC L& TRERD ARSI DD TERL TV (40% D EAAEE)

- BENBEISVROEEIONFERELLEE, ED 8%NBEED, 20%AADEYDT
Lyir—EBLIAN, K OEFTIRME LA |

- 7T5%DEETANOBALTVIEERIITEE EH- BT IEBS L3I0, ERfILE
EDDTC IEETREEESELLF T AT Ly v—ERLE:
EENAREREERETERTLHLOITH-
FEHEICETHBEDORILTEE., RELTRDICKRAIN Mo

BENE. EMBAEOMBICHEWNT, IDTC A&, SLEYHEN 5 S B (TREIC
HTHBHEDD. EfiELVRNSEATELLSITHS, RETRE-EXESTOLOENA
Liaded, EEAEY ML AEERTERIIBICREBEBALRVIGE  TEFEERTL]
LW ETRUTRIST(ILEEN ST DD, EFHNTOEERITRMIZIEB LML
FTHREBLRAATLE>Y, BHERITDVWTRCERTETLVEL., HENEITOBREFITEST
FOEERFSBELTCELIN-1-1B S CHEBAZRBLATAEELTRAEBELAILHL, BE
OREEBIEHESh T T, BESEMIZHLTREOEEROUNAFFIEL-IHE. 75%
[LEVLWTREESYORE L EEh, 20 5T%HREFICK>TUITAMNET SRR TH-

7.8
1= 18,

7)"Regulating Prescription Drug Promotion” by Janet Woodcock, M.D., Director of CDER, 2003.

hitp:/fwww.fda. goviNewsEvents/Testimony/ucm115080. him

8)Final Report on *Attitudes and Behaviors Associated with Direct-to-Consumer (DTC) Promotion of
Prescription Drugs” by Kathryn J. Aikin, PhD et al, DDMAC/CDER/FDA. Nov. 2004
http:/Awww.fda. gov/AboutF DA/CentersOffices/CDER/ucm109593. htm

DTC AR PUEICHAL TR AU ERARH N, DTC IREAR NGB NE
Foo&hREN T,

2002 FEDEESIZHNT AMA &, T 9@&%&[:5&?6E%@Iiﬁ<s ?#EOD%E,%IZEEIT%%%
BRECEREBEVV-HO T, FEOEERENATINESHITONTOREGEREQIY
NTF—2avtk>ThEh A EORAREL Ay E—~UFHLTIVD DTCIEEERHBIEDAMA DR
BERIRLE,
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Physician Reactions When Asked about an Advertised Drug (DDMAC 2001)

Gussion 26 i far. | Cusgiel 2 I T o P
gL}h?e Egsf;blﬁ ;f:ﬁ:ﬁgﬁ doctor would have if you asked about a
your doctor prescription drug you had seen
you asked about the advertised?" (May say "Yes" to more
[advertised] drug?" than one.) '
Welcomed
question 81% 69%
| Discussed drug | 79% \ 82%
Reacted as if the
question were
ordinary part of 1% 56%
visit
] Got angry or upset ] 4% | 3%
{ None of the above | 2% | 1%
| Don't know/refused | , 1% | 2%
| Sample size | 220 ‘ | 607

Adapted from: Food and Drug Administration, Center for Drug Evaluation and Research, Division of Drug Marketing. Adveriising,
and Communications. Attitudes and behaviors associated with direct-to-constumer (OTC) promotion of prescription drigs: main
sufvey resuits. Available at: www.fda.gov/cder/ddmac/dtcindex.him. Accessed May 1, 2001.

At the AMA 2002 Interim Meeting, the Association adopted a policy on DTC advertising that calls for an
emphasis on patient education about select diseases rather than a single drug, and for a clear message
that any decision about whether to take a particular drug be made in consultation with a physician. But in
addition to changes in the rules, many doctors are particularly keen fo see improvements in enforcement,
as promised by Dr. McClellan. A repeort from the General Accounting Office found that regulatory letters
meant to inform companies that an ad was in violation of FDA rules were sometimes sent out long after
the ad campaign was over.

9)" FDA chief pledges changes to direct-to-consumer advertising guidelines” AMNews 2003 Apr 28
“ http:/fhealthyscepticism.org/globalflibrary/item/1083/

® 2004527 FDARNHBEFEILUFI—IGERERRETIHAT R (B EFRIT

DTC IAFITELARETY—2- 43 )—OXF(F, ERWIT/NS Lk, EREMAERELITT.C
NoEEROELL—F—THISMEFITL>TRFRITHAIKVNLOHOTHET L. &
DHAF LA (R)EH#HT. COBEMIE, EBELVAIICETLHEREZ. JYbMYOTVEREEHA
WBZLIZE>THBENMRRADFEERET HETHY., FDA ZEDH ORFENLIETRER
L9, _

10yEvaluation of Consumer-Friendly Formats for Brief Summary in Direct-to-Consumer {DTC) Print Advertisements

for Prescription Drugs: Study 1.
http:/Avwww. fda. goviohrms/dockets/98fr/05n-0016-ss00001. pdf

2005 4 A. €75a71tix Lunesta®® DTC IE&1Z2{& 1500 FEILEA
B, /74 PAUT+ A& Ambien® @ DTC 54128800 BRILEZEA,

@ 2004~2005 £ FREBEEOFHHRIZKY., DTC EEITxT HHEIA R
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DTC G4 B #ASBET B, Celebrex®(celecoxib) [Z#i< 2 BB M Cox-2 AEHLLT, XH
HEOREHIBFEZITI199945 AIZFDAIZE>TRIBEN - rofecoxib (BRFES Vioxx®,
REAN3) ORAICEY | DEFEE, DBRATPRZEPLEEDDIE ) RO AL EREK
BBk > THESh -, ChESIFT 200449 A 30 B. REALZHIEREOTEN S0 H
TENEFRRLEN, COBATI TIZ8000 FAEBASBBRICTAESK TV -LOHERND
Y. Ef=1-<55I2# 7000 #ORRIZRELI (BHLHIDHITE 29,000 4., BiZEch 17,000
HOHERD ' _ '
(hitp://hosted.ap.ora/specials/interactives/ documents/vioxx_settlement description.pdf) o

Dk, 774 —113 FDA O EFEICIYRIERRK 5D valdecoxib (BR%54 Bextra®) O
BDOEURERE . SEIZ. RO Cox-2 [HERETH D celecoxib (BRFEH Celebrex®) £7F
HXEOIMEEHITBENRT S /EVERIRRL . COIFH, GSK 1t D5 DFE
paroxetine (BR55 4 Paxil®) 122 B YR O BA, 40 SR rosiglitazone (BR354
Avandia®) (CRDDFEEZEODMERIRIVBAGELBESH . R EHOHRETEEH
BE N EHBINS,

Vioo®IZ 2T, COLIBREICEIFTCIT—HOEMIIREHICAHTIZELEHNER

AEELSHTULEIZEN DT, FDA A Vioc@®@DE £ E /IS RB A A EFEX
B ETBHLLDEHTEH XA Lancet, New England Journal of Medicine, JAMA (224 &
FEERIN-. [EROBELREFTYRESES T O FDA TR EEFIOLVALREDE
FEEMbh. BROEHEIE—RICEELX,

HIZEL-EHEZEET L FDA(BRFEORENRT LRE— U074+ —FK) 1, 2004 £ 11
A. REOREMIOTSLDEILIZAFI=F I arTnT S5 LEHRR, 2005 42 A FDA
BEICESETNHERFIC. TREOREUZERL. EMISEZRELZRHTLIBMT,
FDA Offfgd ol L-TEXRTEHERERAR I OMBRERRLIH, HRCEERHE
DHFRITHBROHBED RS DTC ILE~OHHNESLL,

® 20054 8 A RKERFERHNIDTC EENIEATIAEHEHIEHERE

2005 4 8 A, XEHZEH (Pharmaceutical Research and Manufacturers of America: PARMA)
I B84 DTC Ih & D HHITH S Guiding Principles on Direct to Consumers Advertisements
About Prescription Medicines” (EfEREREAD DTC BT 54 K5 12) #H#1TL 1=, 2006 4
1 B&YUBITENE=ETAFSI0DELRITTRD 4 STH-I=

(http://Awww . phrma-jp.org/archives/newsroom/release/nr2005/050823-1713.phpJ .

1. BELEFTUELEOKRAIZ. 3C0 DTC AE#% FDA ISRELAZTIEESHE,

2. EERBEWALMNITETLED DTC LETE. EERASHRETDERE. TOEESR
TS E ot RIEBRUR T ITABEL,
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3. TLE®HMYWIZLS DTC AEHIE, LERNRLGIVTERDHMREVRIZNATVALR
R RIFELEN, RIS, TLE® DTC BEISBLTIRZCREHICHTHHEEE.
BAESDY LT ORETHEAL, ARE CRESRIAZELGVES FRELERRE
ENRESHOMBEETED&IITLAITIIT LA,

4, BHELEIBIO DTC EEFvUA—UERBTIEIC, +HRBEERVCHREE (T
$HLLVARER (COVOTEREEE CHBELATR TS0, THA72BsE 1 b 3R,
HELEIFHEOURIBEUA) YO TOTFAILDERS, BEICT D EBREEEDME

& BEICHLEACEOEEREERICANETNIZELED, BEEHLODIEETEDH
I OEREICE S BRI EAGEINSh B L, EEAEE I SRS E RIS HERTS
FhlERD L,

T TURMNL -2/ —X T E EWICHESTRICH TN S 1 ERIGEEH~OFRIRE L
LTEEHBEER L0 ERHEITEHL, 77/ F—HEEHICEHEROLS IIXEH O
BUGRRAREBLC LG EFREICBVTRANBE TS AHEIT BB L CRERERO R
F %L “Voluntary Code of Conduct’EFEIEN TLNA)

@® 20054 11 A FDA 2A§EZ(Public Hearing) #Bif€. DTC IE&& 1t 87

20054 11 B 1 BE&U 2 B, ERRELEROATHS, ToF 8, Mgy . SBEES
R%ED DTC RS T2BE, —NESE. NS, BRUESE (BN, ERIELR. 5E.
EEE, EHEE) M OOBERELCRDA D, AELERELE, EEREOZORTEIC
DNTIHAL A ORENBELNSERTIR—BLEED D, FEIZL 28414 DTC EER1E
[LEBETIFESEA>F= HERORMITTFREOVIIHAR), |

{Public Hearing on Direct-to~-Consumer Promotion of Medical Products November 1 and 2, 2005.
http://www.fda.gov/AboutFDA/CentersOffices/CDER/ucm092137.htm) ,

COHBBRERIT, KEBOERAEZEAD DTC RETEREMYREL ., BEMFEIZLS 2006
FOLEHO DTC EEBEEHRTFLT 9%IEIND 24 18 6 T 5L (2005 £ EHH O DTC

EEET 22 %6 FAFIL) &18-7-(TNS Media Intelligence 2008,
http://mmm-online.genpublishing.com/content/index.php?id=28&tx_ ttnews%5Bit news%5D=10643
&tx_ttnews%5BbackPid%5D=18&cHash=ec8b6cb1e3)) .

@ 2006 & 6 A. XEEMEEHED DTC LEERRE—EMMRRILTILSER
KEEER (AMA) [, DTC [R5 YD FDA HAR S/ Db EBER LI, COREIZIE,
FDA 43 DTC [GEABTEEMMICBELTRETIC L, iz HIERRRO—EHEE OTCE
HFERLETEILLGEDERNEEN, DTC LEZ—EHMRR LTS &ICKY, BT EE
(CRF T IR EORAEEEERTEI AR T VLY RAZITOVTHE T HERNTE, T,
FONHFEENZOEFISELTVANEIDIYRCGRETHIENTES, EXIRLS=,

® 2006 £ 9 A, KXEHREFTHTI—EFHAEMIOM) . FDA HE~DREERE
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2006 4. £l3Z 100 FE£MA - FDA &, fIR D &S5 IR T HEEMBETIFDA FERDOR
LEFHLVSBAZRLLATIGN? IERDI TV, T TGRIMBRIFILS (HHS) &3

2. RERETHATI—ELFRFIOM CEERRLSHLRT LA EET ZEALEBIL.
YRR, REMER. EXRREHEAO M LICAHEEET KSEHEL I

@ 2007 %£1 H.FDA iZIDTC TV 2—H—-r—TOFSLIDEHBEEH

FDA IIEBRAEERD DTC LEFBELZLVREICITADSED. £HE 620 AR LZHEREN
XSO 1T —- T —TOJSLDOFREBEICEEL-, THIE DTC IRERBITONT
MBEELLIEDOTHHE FDA MEIEHThA20ERESENGFG OO T REDFIMD—
BRI Y HATIC FDA [CRELTIRELBEEERET 510D O, FDA RREL XM SF
BEOEHELZITH, SR REBEELREITAZLETOMBELATELTOSEOEEMNDT
Hof-, [HMELEATIZAL—RESHRNRT—4SFoEBE EWETHY ., £M 620 AF
LHNIE, FDA IXCOBEREYT 27 REFH-ITEATAIEMNAEETHSIEL. COBRIE. B
{70 PDUFA CEETHIABLITAOHENT,. DTC LEEEERAOTEITERDILLE:
(hitp:/iwww.ashp.org/import/news/HealthSystemPharmacyNews/newsarticle.aspx?id=2411) ,

f=f2L. 2008 &£ 1 B 25 HFETICLEOEKXBFE (625 FFIL ITEE T {#E (operating
reserves) FMAT-, 8EF 1125 AFLICELZVSEEE. K70 SLOMBERELN D
DEL- B, A——- 20— 05 S LDERX BRI 'User Fee Program for Advisory
Review of DTC Television Advertisements for Prescription Drug and Biological Products”,

—%. IOM [£[FDA REQBBZFICBEL SR ABEEMICHES LSRRI HoTIEADE
Uy Ehe. TORBRITIDBLEN B BERELE ML OL—— T(—(TBEIKET
BT LIE. FDA OIEEMEER AL LA EBEONBIRITISEEE575,ELT. [EES
DSATHFAHNEBL =Rt - EHE BT 2R BHED I, BHFIL FDA IS LR
BEU AT EERIEIIT RET, BRECWERET 55 1BE Ll

F1=. RERYEMHFEDHEERARTHLH ATy - 27X ETFDA ORRIZENASTH S
hERETHY. FDA [FTHREREBEOLELCICRVATCHEY . TOERROREHEITDL
TERTDEIBENH-TUTAELLEL &AM (TR,

DTC [REEEDH® FDA BHRIZH Y 2 IOM DIRE (2006 EE 9 B)

The Institute of Medicine (IOM) noted that appropriations from Congress for FDA have
remained roughly flat since PDUFA was enacted in 1992. [OM's Committee on the
Assessment of the U.S. Drug Safety System called on Congress to substantially increase
funding for FDA and recommended that the agency's drug safety acfivities be supported
by appropriations from general revenues rather than PDUFA user fees.

DTC EEEEDGRHOD FDA BHEICHT 23T s ST q oD arb
(200751 R)

“The FDA's crucial drug regulatory functions are too important to be tainted and
compromised by direct funding from the very companies whose drugs the agency
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reviews for safety. (f7@#&) The agency should request these additional funds
through the same process that funded the agency from 1906 through 1992 — that is,
the money should come from the Federal Treasury, not the pharmaceutical
industry” said Sidney M. Wolfe, director of health research for Public Citizen, a
Washington, D.C., watchdog organization. .
hitp://iwww.citizen.org/pressroom/release.cim?ID=2353

@ 2007 ££ 9 A, IOM O EHRIH IEIFDA t$i% (FDAAA) | AL

2006 £F 9 AIZIRESN - IOM O#ERETIZ, 2007 ££ 9 B, FDA Amendment Act: FDAAA
[FDA 2% | (ELLIETFDA B4% | FDA Revitalization Act: FDARA &4E[EN3) AT v
ARBBEOBRICE>THIL -, RETIE, Vio@EZEZEI A ERLTW-HED
DTCIA&IT DU T, IOMAHRELTLVIfRFER —E IR o DTC 2.1k GERIC DLW TIZE A D
EESRIZ&>T FDA A4 [IHRIRE LA -1=45, DTC LEDNBEERISF v 51
BR% FDA [T5EZ f=C&ERICET 5.

® IDTC EEBEED-HH1—F—-T4—-TOYS 4]

FDA tR# % (FDAAA) @ Section 104 1<, #7=I< 736A "Fees Relating to Advisory Review of
Prescription-Drug Television Advertising” QIEB ATz, Chik 5 ERONFEEL—Y
—+74—i%& (PDUFA) AR RS . EFE 2008~2012 EXTRERESNI=D &ITRZ, FHf-ic
BN A THRILNLO T, [MAEED DTC TLEREDTRNASYF)—-LE 12— |DIERE
FDAIZ5Z ., TOBEICTHEIMREEMNEST20 FDA B EI L1 —F—-T—OHEERT &
ERO-ELOTHD, FATRTSL~ADSMIBEBHTHY, {ERLI=DTCLEDKIFIZFDADOTE
NAF )= LE2—FROBINEIDE, AR —DE B TRE TES (Federal Register, Oct. 25,
2007, hitp/fwww. fda.gov/ OHRMS/DOCKETS/88f/07-5282.pdf) ,

® FDA.M# DTC TV A—H—-J4—-TRISLI~DOEMBMEI VTR

FDA (£ 2007 £ 10 B 25 A4 ERICT, HEREN 2008 EEDFTRNITSLICS T IHEESE
30 BLIM(11 A 26 BET)IZ, 2008 £ (2007 £10 A 1 B~2008 £ 9 A 30 B) M DTC TV
EEFEAFELLIC, DDMAC [CXEBIZTEMTHEIVITAMFHL. 2008 F£ED 1 #H7=0
DFRNAHY—LE1a—Ta—I&, EMSRHSh - EERRESEHIC L THEHENDEL .,
BB.TVILEEETELTLSTEL, DDMAC Orox T (Zi§#Eh TLV3 "Submission of
Proposed DTC TV ads” #&E(CLTHEKL. BHET3
(http:/iwww.fda.gov/AboutFDA/CentersOffices/CDER/ucmG90159.htm) ,

ATNTSLOMEETHD 2008 FEO 1—H— 74— O HIESTHEEL 625 R TH D=8,
&2 T EBMFEILEHEN 150 $THo-BEE. COBIREEE 150 TH-f-8. $hbhk,
1851 41,667 RILEWSTEITES, F1EL., X BEETICIbhiadh o5&, A+
T4 50% A ME S, 62,085 FILICH S, F-. EMBEMEHARETICIRHE LMo -EE8ERIC
RFNT4 50%DIMEEh S, HLEMEEAHIESTIBLUBFFCER TS, 48, BiZEEE
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F.FODEDAILEFEEELTHEESN, &@El:’:t\‘tli 6 A 1 BETISSMFEERERT
L.8 A 1 BETITHIBFEEERET Do Tz, TOFEITPEL TV TV REHRBHERICE
LIS R, TTICKHAEEOBVWRLELR BEEITHEBEnLI0ELE,

@ “DTC TV User Fee Program” {3 £H#7

#5B. Z0 DTC Television User Fee Program (&, + 5 EENEFSHEM o118, 2008 F£&
TRTSLIEF v ZILEShBIEA 2008 5 1 A 16 BFERICE RSN
(http.//www.fda.goviAboutF DA/CentersOffices/CDER/ucm 124867 .htm) ,

LHLGAS, EREICIK 31 #tAASMEFRLTEY., 51 151 RO DTC TV RE#HAHEShTH
fet=8d, A—HF—Tq—I1& 1 &HT=Y 41,390 FILTHAERESh, WELELHHFLTL =0T
$Hd. "OUANLELES, FDA [FFEEEBY, T REEOHNZEETHEES >TL 55 FDA
BRI EE DTC TV ASNEERBO 45 BHI= FDA ISIRIHLTEEEROD- LT
EhTHY, FDABLUPDDMACIE, COX—H—- T —DRALLIZE D L3ITLTTAITHIET
ERDNFRTHIEDENRHR>TD, B, COMEIL. TR EBVICBERENEFTLAN
ST=1BEdEv L1405 FDA BAZICHREEN =T 5 H F &% (Appropriation Acts) JIZ/REA
DHd. Tva KENELLT, FDA BLUEHERENRELTE, MOERNARIME &5
TFA AT TELEN > RTHD,

AT — =BT EEEEIE. COBHRIZE-T FDA AEFIc 27 DR Ay TEERL.
45 BREILLAIC, IBREEN-DTCIEE DD H{EE 50%DBEECLT LV A THF=. FDAB L
PEHES L. EHEFFERYVICLEEEILLELDTIEIEL FHALBREDODVNTRETRET

%5 (DTC Insights, 2008 £ 1 A 17 H. _
http:/hwww dtcperspectives.com/article/DTC-Insights+em+-Alert+dots+FDA-Cancels-Pre~Review-Prog
ram/43.html) .

@ 200845 H 8 H.DTC L7V Y (CGRAKIGECERIHNALELS DTC (TIe#

Tavy & a8 | Rz &EEh - Procit® (FRIMBKIEFEEF ) 2T EH Ik (K
BHBEMSTHTNDS) &S DTC LEERBEL, FDA OEERABEERICLEDLLT, 7 FIC
L i o THBRLERT =, LWL, J&J #HIZCDEENBTIZTLE FDA NRBLE-RFRASGEFEL
THEHYT . EEFLDTHLERB/LU -

@ 20084 5 H 9 H, AMA A DTC LGEBRFOMECETER

200845 A 8 BM DTC 7Y F#%Z(IT. KEEETSE (AMA) (X XVEEL DTC ILERHIZIRE
L7z DTC IREMRBREH S I FDA D REBT D45, FDA OEREE{ET & LU (FDA
should be given more authority to pre-approve DTC ads), '

FREAZEICEBIDTC EETEHNZLOTHSIEOERITHL, AMA [FMSHEBLEN TS
DTC IAHEDOARFEERDOT—Hr T 7 EHTHY . BEBTHENLLOTIEIAW IR, T,
BRHAI T RIRY 1% 189777 THH GAO (Government Accountability Office: BRFFEEZERE) (3
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" TFDA ﬁﬁ‘)b——;wg}iL’Cb\érﬂﬁﬁlli’ﬁﬁ%r:%%w—(Waming letter) 36479 2MDIZ6 # BLL
EH I oTIVA, FDA 2K DTC EERFIIHTLEMRM TR &t R,

E7V T OH T, RKEBAILYH =T - TSI O E IS IE A EE ezetimibe &
simvastatin D& #| (BR5E A Vytorin®) 45, J&J 1D epoetin alfa (B354 Procrit®) 1%/ 1883%+3
(BD T, BT LHBRTIHAAND I EARIRSN TS [ ED DAV MRS h -, ShiTH LTl
[ChSDABIEARTHEEASINTNDHEDTHS (supported by research)] (A7 Yz—1)2
T750)  [BRT, BETELILOTHY. BEMRICK>TRIESh TL VS (true, responsible,
and substantiated by scientific studies) | (J&J) ERFRLT=.

® DTC [5&%(3 2008 FIHRIER 9%F 1. 2009 £k 1% O F T 1

TNS Media Intelligence (£ 2008 £ 11 A. ERBEEERO DTC [L&5EIL 2006 £0 54 BFIL
FE—DELT, FORBDICEC TS EEREL- (RO 2009 £OHEXTH) .

DTC Ad Spend

"
o
o

R
w
=}

W
A
o

Spend ($ Billions)

*Projected by year'send -

Source: PharmaMarketing News and TNS Media Intelligence

"Advertising Investment Trend Report: Direct-to-Consumer Pharmaceutical Industry”
hitp://iwww.tns-mi.com/downloads/DTCPharmaReport.pdf

® 2008 iF 12 A . XEHREF (PhRMA)DTC L&EIBET28ERHSTIES1052%E
CD&SITRFISNERT LR TRED DTC EERFTDITHIEEBE S CRATHS, 2008 £F 12
A 10 B, XEHFEH(E 2006 £ICKELE-BREBHAFSIOOHEETUVFER, 2009 £ 3 AIC
R etiote,

® JUBEL DTC aERB~OENTES
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74—t atorvastatin (Bx5E4 Lipitor®), /31 L)L D drosperinone & ethinyl estradiol
DEHF| (AR5EE Yaz®), FIBDANY /Lx—1)0 T - T5741 0D Vytori®EE 1T LBRIEE TEE
BB THY, DTC LEZIFITALLEDOBRIBRETHESI TS, SO BERIL FDA OO
DDMAC AMEH LTSS, FiRlE, WA TE, &4 FDA ORBEERICRIT L LITNE
TIHHK, FDA OBIEERHZHMES M AR RBOB HENS ETHS,

Although some academic studies suggest that DTC advertising can help people who need to start
taking drugs and others to remain compliant with existing treatment regimens, the lack of fair balance
in many DTC ads that promote drug benefits and downplay risks is what is driving legislation to
curb its use. The recent brouhahas over Pfizer’s Lipitor commercials, Bayer Pharmaceuticals’ ad
that deceptively promoted its popular birth control drug Yaz and Merck and Schering Plough's
Vytorin ads that overstated the health benefits of the cholesterol lowering drug have convinced
legislators that DTC must be fixed. )

The US Food and Drug Administration {FDA) Division of Drug Advertising Marketing and
Communications (DDMAC) oversees and has full responsibility for DTC advertising. However, it is
important to note, that under current regulations, companies aren’t required to get approval from
the agency before they appear. Sharing DTC ads with FDA is completely voluntary. However, if
FDA receives enough complaints about particular ads, DDMAC will review them and natify the
company if regulators believe that they contain information that is misleading, unbalanced or
unsubstantiated. Companies that violate DDMAGC policies and guidelines are typically required to
show run all future DTC ads by FDA regulators before they can show to the public.

"Several US Legislators Begin to Seriously Scrutinize Direct-to-Consumer Advertising”

http.//www. biojobblog. com/2008/07/articles/biobusiness/several-us-legislators-begin-to-seriously-scrutini
Ze-directtoconsumer-advertising/

® 2009 4 9 A 21 A'ERICT FDA. 2SO EZ B

FDA [&"Promotion of Food and Drug Administration-Regulated Medical Products Using the
Internet and Social Media Tools"&389 %2 LT, ATE2% 2009 ££ 11 B 12&13 BIZB{E.
FHILE M. CDFRMEIZSELE, Pharma Marketing News #4TorRBERRELUaA M
2. FDA OEMBRICHTIEABLVAAERBTBLINT VU SIREEL =, T AR
DAESOAIELY 2010 £ 2 AE TR, ZORICAEBRESRERSNLTE

{http://mww.news.pharma-mkting.com/) ,

@ 2009 £ 9 A 25 H, ACP (American College of Physicians) #' FDA [Z12 &

¥12 5RD—RANFAERENSEEZHT S, KET 2 FRICAZVENRETHS ACP
(American College of Physicians) 4%, "Improving FDA Regulation of Prescription Drugs” &R&
FTHREIREEZRAL-, CORE L. FDA OBHREM (IFF. BV EOL—YH—T1), I
R5&iE. BIFRBE AT LOREGLE DHERLLHIT KRS ENYDOHEIZE, thib
MEFANEDTT, FOEERD DTCAEE 2 EME LT HERE FDA 5T RE, &1V
£ DTS (“Improving FDA Regulation of Prescription Drugs”

http://Amww.acponline.org/advocacy/where we stand/policy/fda.pdf) .
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TR 21 FEIR AR F SR R4
B A S B R BT SR
Syt &

0. EACBTEREE. £2ECET 3BMEAOERRIHCET 5 EERA

MRARE BEZBAFEFE 27 RS #%
WIgEsiRE  BEREESECFIRER mo T HEER

POBSRAET ) ERMESAME AR BRI R BRI OH 0 7 L RERRHIT ROV
P T BTERELDHI L RN, ENOEREE. MEMREERRE S — R

E AR RICTEISIMER (off-label use) ICEAT 2% EMIEREVIREDEE, HRND

P BAISICOWTIRE, SFETTo T,

PR, EAEAOT L — MEE T, 1R 8 A PSSR E IR A T OSBRI S

§D~ﬁmﬂﬁﬁ®W§ﬁIKf@ﬁ%%éhfv%@%%m%ﬁﬂ®ﬁﬁLFﬂ%kb(

PAFTERVDORRARAIL LTHE - 8] Thok, WROAFFEIER MR -

|, T, BEORR. ¥R BIER] Tholoh, BABICHAER T IR -

PR ~OWREEEIE, 5, BE. BATRBEEROBMERREORENS
g TR a VTEENCORB L ENHEIESH TSR, R 20 OFEMRA2ERELD

P ODBGRIFE LT, —F, BTBE—Va v e LT, bE—ERET CREASMIBEE

P BRHBENTNB I L bHIbD LR,

A. BIREEW)

BAFE N 25 & EFHRBT~ OIS IME R FRUR St D7 b OFITFEREROH YV F o Hkitd
Bilehic, BEROEREE. CESICHITD MNEGMER] KHET S EHRIRERILED
KiE, HRANOBRAEIZOWTHRE, SEiTo7,

B. R
MEBA B AREBEES =
HETEA  RAEFES

C. WFEFik
1. AEXESHE - Bk & HEEEME
O ZEXIER - Efi: TR 2241 H258~2 A 15 H
@ BEEF. 7V =y 7 EN (BHEERE) 20NESBE : k2243 H3A~3 A9
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H (Web fi%&)
@ HAEKMSTBOSEBERFREFERE ¥ —  F22F2H228~3HA6 A
@ HAMKTZHMBEORBEAE (F VM) BB (FRIEALERT) « FaE 22 4
2E8H~2H28H

2. TAERE

H AR SEAIET 22 B s B3 AR EF 1000 Mk & H AR RERARTI S IC 448 L, £E O 300
KU EDTFERE L, BEOT7 7 — MIEDERBEEZEE L THE L TWeEx, EAE~
DT v ir— MNREEITo 7, FRICFEREROERME 10000 A& EAERICEEL, 2%
M3 1 RV EM I0AEHELTWEES, 7oy —MABEZEBBLE: CAT. E
fh), 7 »ir— PRAMIE, 1HERHEVELMHAT 7 — b 15 (Appendix 1) S ERIAT
»i— b 10%8 (Appendix 2) #EEAEMZEE L=, ERi~D7T o — M Z b RIZENY
BEAHEZNLCERE L, 207 27— MNEZEL, FHERROELE L 0 S5EMEE
WEBEICTERBREI N,

i, BET. 7 VU=v7ER GUT, BEE) 2LCRRHRIBES OUT. 95E)
FRBIIHNEHT T A FDA v & —F v FAE (Appendix 3) Z2HWET7 27— MNEHE
PEE L, HESHRTFHEF—BEINZER 16421 A (FRK 224 2 B 4 REE
TENE 13632 A, BAE 2789 A, WRIEZBRA) 2o, BIBE. FEENE 200 A (7
400 A) ZREXMZBAEILE L TRE Lz, MR OESIX, 9BE, REEZIERIE
VT, — AR 120 AL AN, EERARL BRI ARZREN 0 ALRB LAY
H—Fy MREFER L, WEIE, AYEZEENEEE. HEES 2200 MELERSR
TH_T & L7,

B AZEKIEIEFT R O EFRESEESE v ¥ —47 RO 7 o — FRZEIL, B ARSI
ST RERFRE F D LEHMEFRESHEREF—IZ, 74— b 14 (Appendix 4)
BEFA AN (emai ) BATITGEMN L. T — FEIEET A A VEFICCHOHEIFES
WESRXEINT, .

AAMIETREHSME 60 fto [0 FM (FFHRBMEEM) ~07 7 — FRE
_M\%&®r<¢UW%J%W%KTV¢—Fl%(@mmm5)%ﬂ%L\TV&—b
AEREH LI, b7 v — MESK, SEFEEICEEIC CEERE SN,

3. WEAMERDES _

AT FEEAMER] RN T 584 L LT, OEMKE STV 5 EES0KR
| OPETOEA. OENKE SN TV A EERORRAOHE - AETOER. OEAT
BAFD (EEESR. TABR. FKRAEU) OEIESOER. QWS TLAIKEARVERSD
B, GRS LTHRLTHER,. ORRETERNMIRSATHEE (M, &
IR - R - BR LR ~ORARE L L, 2B, kRECEY 5 MEMERL it
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EZEMEZENE LB ESxhnwIi e L,

Ein, WERGETOT v r— MZEWTEE LTS b o ERHOEHL, EFSEH
ZRHNTERICBVW TEEORRICERTIEERTHY . SRERTE W TORER
FEEBEA L. WETOEER, OQFFERAELEL. OENTHIET GEERRK.. ik, &
RHET) OEEML, @BHENIEHOMFE N AURER RO TR E TR
DEFEmRE L LT,

D. WFSEAER - BE

1. BAIESI 5 70 ‘
NIV Cid H AR IR T2 B3 1000 JERR & 476 HERE 6 7 4 — FEIE A
RStz (BIUNE47.6%),

1) EHEROGE

TR ORARIREE, KERbEE BTSRRI 68 HER2. 300 BREL EORARE
7 279 Mk, 300 RARTEOBAMBEA 9 sk, FFIMBTs 86 Miak. £ DfthAs 28 fEsk. MEE
BN 6 MR Th o7, FEFIREBLIL. KR 66 MERR. R 8 MERX. NRIMER. ~rEVR2ME
. TAMDA - HENEL, FEREE - 7LAX—BE 1 iE, BHX 4 ERTholn,. £O
fiik, BB, F 7 I v I AR ThoT,

2) EFEMHO [HESSMERT 2B 2EAM O OB E L ITRRy

PIRESEANR TEMD b EREAHOD [EISAMEA] I8 ER T 72, TRV
B DAY, 476 Haak ¥ 424 #iE(89.1%) MREERH V., 49 HEzk(10.3%) MR L L E
B, MEESE 3 HER (0.6%) Thote (K1), ¥ 9B0MERT NERIMER] ICET5
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3) EERo [HEMER] oRE

FRPBIRVCORBRRYEH 5 424 HRIcBT 5. [ESAMER] oR&EE, TBRRESR
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