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( DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
. Food and Drug Administration

Rockville, MD 20857

NDA 11-664/S-062

Merck & Co., Inc.

Attention: Kenneth A. Kramer
Manager

Regulatory Affairs-Domestic
BLA-20 P.O.Box 4

West Point, PA 19486

Dear Mr. Kramer:

Please refer to your supplemental new drug application dated August 26, 2003, received
August 27, 2003, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act for
Decadron (dexamethasone) Tablets.

This supplemental new drug application provides for revisions to the PRECAUTIONS section of the
labeling. '

We completed our review of this application. This application is approved, effective on the date of this
letter, for use as recommended in the submitted labeling with the minor editorial revision listed below:

Under PRECAUTIONS, Drug Interactlons Hepatic Enzyme Inducers subsection, "Co-
administration" is misspelled.

The final printed labeling (FPL) must be identical, and include the minor editorial revisions indicated,
to the submitted labeling (package insert submitted August 26 2003). These revisions are terms of the
approval of this application.

Please submit the FPL electronically according to the guidanee for industry titled Providing Regulatory
Submissions in Electronic Format— NDA. Alternatively, you may submit 20 paper copies of the FPL
as soon as it is available, in no case more than 30 days after it is printed. Please individually mount 15
of the copies on heavy-weight paper or similar material. For administrative purposes, this submission
should be designated "FPL for approved supplement NDA 11-664/S-062.” Approval of this
submission by FDA is not required before the labeling is used. '
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If you issue a letter communicating important information about this drug product (i.e., a “Dear Health
Care Professional” letter), we request that you submit a copy of the letter to this NDA and a copy to
the following address:

MEDWATCH, HFD-410 |
FDA

5600 Fishers Lane
Rockville, MD 20857

We remind you that you must comply with reporting requlrements for an approved NDA (21 CFR
314.80 and 314.81).

If you have any questions, call Stacey Welch, Regulatory Project Manager, at (301) 827-2090.

Sincerely,
{See appended electronic signature page}

Sharon Hertz, M.D.

Deputy Director

Division of Anti-Inflammatory, Analgesw and
Ophthalmic Drug Products, HFD-550

Office of Drug Evaluation V



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Sharon Hertz
5/17/04 04:30:34 PM



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:

11-664 / S-062
APPROVED LABELING




eueIIN
ey diess Buwy “uis ojiBay Uil 51531 UK O SUONORD

jo uoissouddns ‘oeuis .._wE ‘Buneoms peseesoul ‘Buieoy *BSN JUBLILIOIUOD LIIM poLodes _a._p
punom pesiedun " pue sey sisA| 1do 31x01 S8 n P
‘upjs Ajpos Asp ‘sal 2iBlej|e ‘pUdY of a PInoys sp | Yim o 1u D ept )

‘eipJeoAype) ‘odosuds ‘gluepe Aleuow|nd ‘BLiope “Yeuss

-0IPJRD ‘SONINYYAA BOS} UDN2ID)UI [BIPICIOAW eoo) m::sc__o.

aindny AW ‘sueul d up A

siydoiuadAy ‘uoisuspie >: “Wws|joquie 1e} ‘eun(ie; Loy
B .omnu__ou A ovipied ‘selwr

“UIAYLIE EIP.IRD ISELIR DRIPIED ‘BIPIROAPRIG LUB[AISBAIPIDD

Aud -

'SP(0Ie1SO011103 JBYI0 JO NOHAYIIA

‘vonoes)

.m.ma_
uis OF SUONoR0. 550:ddns AL SPIOJBISOOIO) ISISEY LINS

*|0A3U0D BIN2IBS U} SUOheE

-10lje 0] BUIPED] ‘UOREJISILIUPE-0 GUOSBLRBLUDXOP YIIM

s|oAe} Ausyd u) pue yioq Jo suodel
ubsq eARY 010y] ‘soubnadxe Bunexyew-isod u| wioriuayy

“SPIDJEISOIILIOD O GSN JWBLINIUCD LM POSBOIIU}

©Qq Aeul seiejAoljes jo BIURIEE(D 0y ‘olwaulquiolioidodAy

199 ym

yum pauiode) Usoq eAey suonozel BSIEAPE Bul eyl
{uonaesqns
9% Jopun ‘Ajjsataduyd2 parst SNOILOVEH ISHINAY

JeproloIsuoN
*|BABIPLLIM Pi0I015031LI03 Buninp

g pnoys sp! Yum pereos
sjuened >_Eu_a Ul uoisunliedAy pue UORUGIE. PINy} ‘Shujjow
seleqolp jo Ysu pesesssul oyy ‘egnonted uj ‘Adoiely Bnip
18Uj0 Jo BSBASIp JURILIOOUOS JO pUE ‘Uolidun} Je1pIsD 1o
‘{auel ‘onedoy Jo A Joieeub ol B
*sBue Buisop oy .o%_.n #Mo] oy Je Bulums Ajjensn .m:o..:uu
0q p(noys Juelsd AI0p[a UE 10} UONOD|Es BSOP ‘|EJBUBH
u) ‘siuenied 10BunoA pue Apeppe ey ccmz,_um mmm:onmw_

HIP ou sey
pauodss s0U1Q "$190[qNs J8BURCA Wo) >=:Eam_v v:oumE
AsYy Jslpoym suluumep O) Joac pue g pobe swoelgns
JO SJOGUING 1UDIIYNS BPNIUI 10U PIP SSIPNIS [EDIUILD
as) 21181169
‘BSOP BAIBYE 156MO| BU) O PEIENN By
pinoys stueijed oueipad ‘SpIDIe)SOONIOD JO SI008 IMOIB

jBUBIPR OSNEI AeW PuB m_mm—::\ﬁ ploseis
-031LI0D |EUGIPE }IQIYUI UED GUO[E B[OZEUOIOISY 'UONIPPR
u[ 'S198y8 GPIS PIOJBISOIRIOD JO NSL PUSEOIOUI 0] Buipea|
‘%09 o1 dn Aq ujBuod Jo oyt
85EB198p 0] Pellods) UeBq SeY BOZEU0IDIEY 6{02aLOIBIEY
‘uopeNUesLod
ewsed peseelodp Ul Bunmnses ‘sauzies|d llay) eseelou]
Avw (UppAwiosgiAte sneuiput ©68) pyE JAD Aq pezifogetewd
ore ey sBrup 5_.:0 E:s :o:m:m_:_Evu 0] 'PYE dAD

Jo 1eanpul
Jo suonenusauod mEmm_n pesesioul Ut ._:me o1 |enusiod
eyl vARY Ale s8 1pns

“8/0ZEU020I8Y "0} HYE JAD QYU WIYM sBNIQ "posealol]
Bq PloJOISOMIGD eyt jo eBEsop oyt 18yl esinbes pue
SPI0I6ISOIIU0D JO WSI[oqEjew Oyl uu:mM:m Aews fupdwiejn

'0) AIANOR auAzue

{Enuelod oyl eZIWIUIW ©} J0DI0 U|
jo Auigejieae oy pue peulelqo Siyeueq jesiund isuiebe
peyBiam oq pinoys Jueuneos pobuojoid jo sja0}0 YIMOIB
|enueiod ey pue | eq p|noys

pim - poigen  swoned L aujeiped  jo  imosB  sesuy|
Y | "UOIIdUN} SIX8 YdH JO SIS8) posn AJUCLULIOD BLUOS UBY]
siwoned ameiped Ul BINSOUXO PlOIVISODILIOT WEISAS 4O
JOleaIpU DARISUSS BJOW € 6q @10j8sell Aell >=uo_u> z:sn:o

(PVE dAD) YVE DSpd BWIOIYOOIAD BINPUI Ldiyas sBnig
seyensqng pue SioNqyul ‘sieanpu) ewAzuy nedey
“100))0 2oy} Buiseeoul AqeJey)
103 Ule)ed o onediy ey) 6seGIO0P
>mE sueBons3 seandodenuos jrio Bupnpuy ‘sucbolisy
.mmmnau P10J8}S0INI0D Ul BSL8oU]
us Bupinbes snyx *Al n_a_m\En Pouasse| pue sjes|

.m_w>u_ ewse|d |0sit00 |eSEq pUER DN

poolq w m::.:mE J0

] SIXE (YdH) jeus A d
J0 63UGPIAB AJ0JRIOQE] JO BIUBSGE B} Ul PLE SOEOP DILIBISAS
MO| 18 PBAISQO U68q SHY 1)moIB U $p1oJetsodlion
1o 1ordun sanebeu sitp] >.__ua_m> nmoaB sleyy ul eseesasp
8 8ousLiBdxe AB *
BuIpnjaul ‘e1nos Aug AQ SPIOIBISOINIOD UIIM peie)) ose oym
sjuened duinIpey ‘siscJodomse pur ‘s1ae1eE ‘s189(n snded
£ “uonogul jo
eausse:d at|) Jo} UOIEN|BAS 821D PUE ‘BInsseJd 1e[naoanu]
“wB1ay 7yBlem ‘einssesd poo|q [o sjusWEeINSEeLU Juenbal)
1m peatesqo Aljnjee2 6q pinat(s swusned aueiped ‘synpe
11 ISNOULOY3Y 35HIAQY 0} snpe Ut e60y) ol Iojuils aia
swened oplmpad Ul SPIOIBISOONICS JO $190)(8 BSIBADE 6y
‘suonendod yioq ut
JewIs Ajjer 6 0} @18
41y) puUT $eSEesIp Bl JO BSINOD Byl 1BYl Sesweld
el UO 'SINpe ur PBIINPUDD S[EMI PB||oUDd-{lem pus
elenbepe uo peseq ele ‘Blizesym pue BLILSE BJ8ABS “B'e
‘SPL0INISOIRI0D Jo esn dmelped 1o} suonesipul Jeuyip {ebe
10 Jiuow < sjuened) pue
pue ‘{eBe jo sieed z< siuened) swiolpuds snosydeu
od Ut Algjes pun Asediyje
qrg ‘suonejndod jjnpo

eyl esueyus Aew euupeyds euppsydz
‘BiLeejodAy 01 eNp SBILAYLE JO Y51 PISED.OU 18 8q
Asw sppIs0dAB syRIBlp uo swBNBY S8PISCoAID syenbig
-sjuoned osel Ul uonnes
Ui peresdIelus eq pnoys | 5Q oY} [0 Siinses ‘sny | ‘pesode.
uoeq DABY URBYIELWOPUI Yum poees] Buleq sueped
ur (15q} 158 uoissesddns eucsellewexop eyl Ul Sinsel
oAneBou-2s|R4 {1GQ) 156) volssesddns auoseylatEXe
*8SN 1WeAINIU0D
Sip yym pouodes UBeq BABY SUOIS|IAUOD .>_EE=,_"E3
POSN 818 OMI DYl UBUM JN30 Aew mn_os_mou_:ou%
BULOdSO|340 NOg Jo AlANGR POSBRIDU| ‘auLOdSO).
"SPIOIBISOIUOD JO BOUBIED|D
oY) BsBeU) ABw eulweIAISDlOY) ‘eurLEBIAISEIOND
*posensaop eq Aew
wnag sBrup
‘paJinbes aq Aewr swebe
es00n|8

pizeiuos| jo

10 (pe eBrsop
poo|q eseesoul Aelu esneoag
Ja8jje uenBroanue pesisep eyl wwiew 0} Apuenbsy)
pBIOlUGW eq PNOYS Sedipul uoneinBeod ‘elojerey)
*sunde) Bunoijjuod ewos uesq BAB 8ol Yonouy)|e ‘uire)esm
o] esuodses jo UONIGIYUI Ul S1NSe) AENSA ULEJIGM pue

10 19848
JO BSINOD peySIqEISE-|eM BY) UG peseq eie uolie|ndod
od 8y} LI §PI0IRISEINIED o ABJEE pur Aediye eyl
gsq) 2LNEAPEY
“Joyiow et 01 Gnup ey Jo eoueuodul ey Juncase oluil Burzel

0 ) Jpeso

*Ade1ay} ploeIsoanion Buneniut s10j8q
SINOY[ b2 1588} 12 UMBIPLIM 6q plnoys siuehie aseselseuloyd
nue ‘e|qissod J| ‘siaelB  euepseAw  yum swenad
Ul §sauyBeM BLeAes sonpold Aews splolelsodluod pue siuefe

“Brip oY1 onulUods|p 01 Jo Businy 01 Jeyieym
8pEW 8q PINBYS UOISIIOP U ‘SPIOIBISEDILIOD WoJ) Sluejur Bus
~61NU U] SUCIORO GSIOADE SNOLIGS JO) [enuniod oyl Jo bsnedeg
“S196)48 PIUAOIUN JDLIO BSNED JO ‘UONONPOIH PIOIBISOIILIOD
snoueBopue _:s CICHTSIT) :.:sEm ssesddns p|nos pue |
uswny ul Jes

" ssoyropy Buisiny

‘wsijeusiprodAy jo subts Joj paaesqo A|njessa
0q pjnoys AsueuBaid Bupnp SPlOIBISOINI0D jo SBSOP
[BRUBISQNS PBAIDIB) BABY OUM SIGUIOW O} WIOq SIUFUY)
'sme} el o} ¥su [enueiod ayy seusnl wousq _m__:Bo

1joLINuE o Bsh fnour

‘(serzirsqng
pue sionqiyup ‘'s:8anpuy ewAzug onedsy ‘suonaeiejuf Bnig
aes) u eseeJaep e 6sned

o1 peyiode) cmon 8ARY SIOIGUUR BPIIOIE (SanoiqruY
‘ein|ie) LBey eansabuod
pue jueweBie|up 9pipied AQ PEMO|(0) SBAM BUOSIICD
-0JpAYy Pue g upueoydWE JO BSN JUEHWIOIUCD LAIYM
pouode, sesed Uesq BARY 81al|} ‘uonippe u) ‘BB |EYodAl
jo Juswidoarep 10} Alesojo peasesqo eq pinoljs swefied
{saneinip °g Ul 'B'e) syuebe b

ou Ji Auo AausuBesd Bunp posn eq pinoys spio.

“uawrom weuBesd Ul SoIPMS Poj|OI)UDd-||om pur Menbape o:
eJe auay | Bupds)jo ey m.m_mn 1j03 jO 30UBPIOUY PBSER.IDU]
ue papjolA OABL S1IqQR) pue ‘siel ‘ednu jueuBoid o) usaill
uODq BABY SPIOJOISOINIOD LPIYM Ul SOIPMS |BWIUY '8SOP
uEwNY 91 0} JUS[EAINDE SESOP Ul UBAIB UoUM selveds Auew

vl oueliolelel 3q O UMOYS USBN BARY SPlOJBISOOIIOD
‘0 AvoBere) Aaurulesd :s108)3 oruebolele
Aoveubeid
‘suened owos Ly pozotewods

10 J8quINU pue AljIIOLU DSE0II6P JO DSEOIIUI ABW SPIOIAIS
“sisouoBeinw 1o sisousBoulorea
10} fenuciod B 0ATY SPIOIGISOIILIOD JOUIGUM OUILIIOIDP

©1 $[BWIUE Ul PBJINDUOD BB 8ACY SorpnTs elenbops oN
Aupung o

qum o0 ) uBy
:siuebo bujleidep-wsseiod pue uondelu g uraueoyduny
‘SpIo1B1S021I02 A Uorssarddns (suelpe

ysulunp Aews 1 I J
suopoesely] 61ig
“Arjop Inoyum wBnos eq pinoys
80)ApE [D3ipeW ‘pesodxe ee ABl J1 1EL) POSIAPE Gq 0S|
PINOL[S Sjusled S8|SepW 40 X0dusyIId O) 8JNSOdXG PIDAR
©] PoUiEM B PINOYS SPIOISISOdI0D O BIF OYM SUOSIGg
*esiejcw pue “eiB|esyue ‘oiBjeAws Buipnjoul swICIpLAS |emBlp
-LiIM PIO10SOILIoT a;_ 0 swoidwAs uy .L:mm. AeLs SPIOJOIS
-091L103 Jo Yum ‘Adesein 104 "UoRoBjuy
jo subis royio Jo Joae) Buipnjoul sseup enae ue dojoAep
AByl pinoys 0UO 1@ BIIAPE [EIPOW }EOS PINOUS ASyl pue
SPI0J61S0310a Buniel 8Je Aoy Teyl sivepusue [BaIpow Aue
esiApe pnoys Asy) ‘spIoseISOLI0 Uo Juopucdep Siuened

i t t o182
P ByowW pue |euespe esnes Aew esn peBuojosd
oes) o|qissod S| Adesey | 105 un~ SY'" dns [eaipew 1noyim Jo Apdnige SpIoJoIS0aNI0D
PaLIoap 8q PINOYS SPIOXe) Ja SoUILA Jo uonusLps 1O 05N Oyl BNURLOISIP 01 10U PULIEM 8] PINOLS Sjuoied
BUNNOY °SBUIDIEA oAl SjuaNGy 40} UoHEULIO)U)

owios jo uopesidal ey elenusled osjs Aell SpioJels
09 ‘esuodsal Apoghue Jo u ul 0} DNP SBUIDIBA
um_m>:um:. 10 eAl| pue SpIOXOl O} 8suodses peysiuiip
xe Auwi AdErey) PIOJBISODILOD UO BIUBRE :SOUD0EA

{dSn s19192) BUCSBIRBWEXE() GNOHAYOIO

‘peIOlIUCW 8q p(Noys pinssard JejnJoBnU ‘SY0eM g
uey) esow Joj penunued s) Adereyy pioJals j| 'S|@npIAIP
BUIOS LI paleAR]e ewodoq Asw oinssosd JBjNdoBNU|

dduwpiydo

{dSn ‘sielqer euoseyieLuexaq) sNOBAVDIA
1511262

S 2 ——
anm —
> am @ —
20y = _
ap = 5
= — =
“G Atm— "
2 — ey
io= =28
26 mm— QOu
n == o
:Qu fre— 1]
s = oz
3 == SAH
= ; O:
= = m.Em
== 2 z0s&

LSLLZ6L JequInN JenollD

{dsn 'sL318VLINOSYH.LIWVYX3q)

eNOHdavo3d

sianavl

1611264 Jequiny Jejnany

{dsn ‘s1318VL INOSYHLIIAYXIA)

eNOHAVJ3Q

s1378vL

LSILZ6L Jequun Jopnoily
(dsn 's1318VLINOSVH.IIWVYXIA)

oNOHAavoda

si3anavl

LSLLZ6L JoquinN Je|rolid

(dSN ‘137181 ANOSYHIANYXIA)

eNOHavI3a

S1378vL

Aqp 66e 0q Aew
10 AqRISUl |EuOnOWS BUNSIX® ‘OS|y SUDNeISBjIuBW
anoydAsd yumyy ol “uoissaidsp 80A0s pue ‘sobuelp >=_==om_mn
‘sBulms poow ‘eruwsosul ‘elioydne wosy BuiBues ‘posn esn
§pl0J615031I0D Ueysm Joedde Aew sjueweBuelsp diusAsd
“sioeA 0) sy8eM Banbel ABw splosels
-00n500 Buiddoys Joye Aseacdes 1o uslueacdw) jeau
'JN030 Aeld BSDUIY BUILNEED JOo UonBAB|3 “sisesedupenb u
1nsas Aew %cc me_um:E Alojaurdsel pus 18|n30 BA[0AU] Acw
‘pezijelsusl Aw oinoe siy| d “B'e)
sBnip Buppoiq s Adesely

A8l SoUIDIEA PRJBAIIRULL 10 PO|[IY 'SPIOISIE021LIOD JO 6OSOP
anssosddnsounwiwi BuiAIeael SUBNEd U POIEDIBUIBNUC
S1 SOUIDOBA POJENUBNE ‘BAl 10 PAN JO UONENSIUIWLIPY

*9U1 00 %8 XOYAW Jo Yiewopey) paiol uox.

10 oposide BIN2E UE J6AC JUCHEd BYY BPN 01} UORUNSIULPE
wiel-poYs Joy Adeielp eanounipe Y SJ0pIOSIp Jneinely

BA18082

pinoys syuened esel)y ‘Adeseiy

Lo L
posn uoym 81 A

Buun( INooo ABw BSPESIP 8L} JO LONBANRERS SB AIDSSEI8U
St UollBAIBSQo 8SO0f> ‘AllANSEe) uln2eqnl Jo s|so|noleqnl
el s siuened Ul pelesipur Big SPIOIISOINI0D )|

uew|6eJ snojnaeqrinue eyeudoidde
us yum uopduUN(UGS Ul BSEESIP Byl JO JueWoBEUEW
eyl 10} posn m_ X I eyl pIyM Ul

-sip so Bunewiwiny ‘sisol >Em :sesgosip Alojeidsey
“snsojawoiAse m:n_._._
ul

o1 onp jeq1 1o As oH d 1 ]l LN
JO UD|SSIWBS 10 SISEINP B BINPUl O} [SOSEESIP [EUBY
'SpI0.e)$09NI02 [eidO) 0} DAISUCdSeIUN

Buialeses’ euened w o ;m_>m_u 1 “B'e)
1 jo yua siuened
U1 ‘BULINI2G UOLO 1SOW ‘SPIOIDISODINGS o Besop LBy

JO. 0SN 8yl Y PeAIRsqo ueoq sey AyiedoAw einas uy
r NOVMLSININGY ONY 39v500 205) 100)je

Jo sesed esoly 0] pelaInsHl
q pinoys m_mo_:u._enz. BAIIOD U} SPIOI@ISODILID JO BSN BY ]
s{senosogny

‘elig[ewW [21qeied ul PBSN 8q 10U PINOLS SPICIAISOLIO)
B B

A | :._:uo pue ‘shlean ‘spueue
9SEoSIp 9] o

‘Anful peeyY 10 ALIOIOIUBID 1ol

uleJq 91IeIsBIew Jo Alewld Y pelE|dosse BWISPa [BJqRIDD
‘515018108 G[dN|NUI JO 6UOIIBGIGILXS BINDY :WBISAS SHOAIDN

‘sewoydwA| pus sejwexno}

_E&EE

ol 103
Jo sosop ;mE Ajsane|or EE MOUS Op SBIPMIS BY | 'BSEOSID
oyt Jo AJOISIY [BINIBU 1O DLUONNG BlewNn|n byl 120H8 Aout
1BL) MOLS 10U 0P ABU\ “SISOJOSS o|dNjNW Jo SUONBGIBIRXES
oynde jo uolnjoses eyl Buipoads ul eAndeyje eq o) Sploiels
-030J02 UMOYS 9ABY S|9LN (8D pe|joauca ybnowy
anenphsd-oineN

pue 010805 AQ ueyo jo sAneyjjed ey) Joj :saseesip ansojdoop

|eass] s 1 pue juniadAy "AdelsyiotueLp snojnoisgnigue
seplojABuong o pee| Aelu peonpuy UM posn ueym yoolq Buipuedun o yoolq
~p10I61s031I03 ‘SiuBped Yans U Yum sniBuy '
seplojABuong peedsns 10 Umouy yum suened Ul 1o oifiojoineu yum  Sisol ) ‘uofjounj

8183 1E0lB (1M Pasn 8q PINOUS SPICIEAISEILOD ‘ALB|ILIS
“BaIelp peule|dxeun yym wwened Aue
Jo soidoa ey ut sl 1ueds Sey oym Jueited Aus ul Adeleyy

0 mc__ms

1q !
odolAsoquiolyy Alepuoses
Jo seses powogjes pue ‘viseid |jes ped eund ‘synpe uy

wand:nd ‘(elwour ueppe(g
.v:aEm.E ‘ejusaun onse|dodAy (pioigiAie) [miusBucS ‘CiLieus

paJnbay
'SHYJO0 ©ANI0I02|N PuB SHLBWE [eu0iBEl Ul BSERSIP BYL JO poliad
0 0 160 Jutled 6Ly 8PN O] SESEESIP BUHSOINOLSED
“SBIPIOIAL eAllBIAddNS UL pUE 183UED HIlM PEIeROSSE
‘eise(diodAy jouespe |musBuGY ‘{eoum

‘Adesey)

p 105 Buneniut esojeq no pejns eq
ploleisoalos Buneniul a10joq (Lo B's} p ; e SEY
sisosodoaiso Jo' 54 peseerauy le siuened ol ueB aq eanae 10 sk lueis) Eﬁﬁiug s 3

noys uoneiepIsuca |epeds ‘ebe Aue 18 B f o,
H E~¢Ena_m>sﬂ oy “_:E %cw:ma aneiped U ymoB m:uuouo:u\tw. Mﬂﬁzmu egoowy Aq uam:muhmof Buipnjoul
euoq jo uoniul 01 pes| Acw ‘uopdnpold euocwloy Xes
PBIAPB) PUE “WSI|Oqe18d ulBlold U] BSE8JOUI Uk 0) Aiepuoses  UF 04 Aew aieyl Jo pEIBANOE 8q ABW 8SBOSID .«:Suu
8uoq eyt Jo xuiew uie1osd By Ul eseesap & Yim JeyieBol joioeds
“slly] Uoilouny j0 mgyur pue { ‘(siwebe Bunejdep-wmssujod pue uvonasiuy
Buiseesoul pue uondiosqe oy InBes & g *SNOILNYOIH 8es) eanjie)

wnp(ea uo 1aeye Jlely YBnomyl yiog vondioses mzoa

ueey ealsebuod pue jueLeBloiue o 1pJed AQ pemojo)

eseesow pue .._Q_mE_c_ oUOY B5EOIRP
Esmﬁ&:ﬁ:s\

S| o_.:_u ilm siwened vl SpIcIBIsod(Had Jo

o1 onp 1040 v s) arey)

“JuBSqE 1O (8L

oq Aew sploie1soamios Buialeses swened up uoneioped
JeunseuionseB Bumolioy uonernr [eeuciyed jo subl
‘uonelojied € Jo ySL B

sBA pue g Jjo esn

LoIyM Ul pepiodel Sesea UBBQ BABY BJBL | 'SUONIBAI Bnip

BUIUL)EBI-8}1] |011UOD O} PAPAsU Gae Agld SSe|un SuonoBjul

Yons jo edueserd Biy ul pasn 6q 10U »::o:m slojesal)l pus

suoNoe)ul 1eBuN oILUBISAS e18qIEOEXE ABW BPIOIBISOILIAD
suonaejuy feBuny

BN JO SUBIS BLUDS YSBUI

-odw Jeparued Jo si uonejuaweiddns proansosotelaUL
Aouey e|qedlidde esoym sBojeuve 911J090 | BI0UIW
oneyiUAS Yum uonounfuod uj pesn 8q Aew fodioyd
Jo Bnip oyl s o:om.-._nu 10 w:SEOuo._gé Adu

leon 1o Asswiig
1puA _._om_._:oﬁ 5) mEeEbm aIeh0s
pue SISOAW

‘stuniojnediey SIREULIGP SNOJNG :SOSPOSID SnEEEEmQ
“SSOUXOIS WINJOS pue ‘shiulys a1Buaj(e

|euosees Jo |eiuusied ‘suonzeal Al suessodAy” Bnip

‘SIINBWIDP 19€1U00 “sniewnep didole ‘BLIYISE ul uBULNEeI}

0s|B Aew spiy 103 [ ] |
0 o ael eyl 102 §0 S050p

JO S|BIN elenbope o} 6jqEIIRAV) SUONIPUOD

pue
InouoAp ‘s1edin anded

BUNSAIONSTD

“AlUBJIN2UGY POJOISIUIUpE

0q ptnoys 0D0{R18UIW B 10/PUR 1|BS ‘poJiedu 0q ABL
UonoI20s adu1g eq pjnoys
Adeseyy u:oEEz ‘poued jey Buunp BulLnad0 ssans

UlIAA ‘018ABS O] Pl 0q Aew suohaejur eseyy ‘siueBt

| JoU0 it u Jo euoje
SPICJOISO21LI0D JO 8SN BUY YIM POIEIOSSE Bq ADW >uoa ap
Jo ueneao| Aue Ul [anylulueY 1o urozoloid ‘{EBUN; [EibloRg

21B10|8 | 10 010408 JO |0NUOY ‘sEIElS Jitlally
JOVSN ANV SNOLLYOIONI

“OUOSIIODOIPAY JO SBANNBALBP PDITIBI AJ6SO[O PUE BUOSTIOD

-o1pA jo Auedosd m 19.-LURIPOS 8L} S8 Ajptejduwics jsoute

“|oa1a) ueBoled Aue Yusm uoioe)u] ‘pesn oie 103
UBYM UDIDBJU] 0Z1|220| O ASHIGEUI PUB GIUESISDI POSEDII0P
aq Aew 8oy 'S[EnpIAlpUI >£_mu__ 512 UEYL SUORDDU] O1

Jo uoienmIs Aue U1 ‘sJojoloy) ‘Aderow jo uol 1 ]
1018 SYUoW 104 1s1siod Aew Aour »:.,_w @Ane(es jo edA)
siy] ‘oBesop Jo uohonpel |enpeifl AQ poziwiuIL .5 >mE
1pe AJEpUGIES P

o o n::ueu:m
“Asueroyjnsul [eual 1o 'uoisusliedAl ‘eJn(ie) Ueey eansaBuod
Yum ‘syuened Ul UORNEI UM pesn Bg pinoys Sjuebe
BS0U1 "SPIOIBISOILOD BUIAEDS) SjuBped up JNadD ARW S5O
winisse0d PUR BLIBPE WLINSE A LUCKUBIS) LUNIPOS Sy

[eutLolpIED)
.EuEw>oEE w2t

ul JnsoJ Aow 100 jo

BiowWw 0l uo Bre oYM sIUBHEY
1810U09
suonsojuy
‘eBesop ur jueunsnips
e1is5200u ABL wened ey jo smEs prosAyy Ut soBusyy
‘siuened ;::au;: uy pesaasout pue syuenad prosAujodAy

ueBio AUBW JO SIBPIOSIP Ul 51980 AID)EWwweju)-aue JloLl
10} pesn Ajisewud ole euoseyiowexep Buipnjoul sBojeue
onoyluAs 1oy "se1eis ASuBidlep [EoRIodoueIpe Ul Adeeyt
woewessides se pesn oue ‘soruedosd Bujuieel-wnipos
BABY OSIE U2Iym
bu=_m Buiunaso Ajjeinien

ul 100 Jo
‘paseasoul 6g 01 n>m_._ Aeur efiesop *Apea.je spi Ee_m Bual 5981 51
woned auj i ‘poimnsuie) eq pinoys Adesay suowioy ‘poued
184) Bupnp Bulnaoe ssesis Jo Uonemis AUe ul ‘blojoioyl
‘AdRIDL]) JO UONBNUNUOSSIP JaYy8 SYIUOW 10} isisJed Aews Aoty
1nsul eAnejas jo edAl siy -eBesop jo uononpes jenpriB

aluoiye 10) usyo 1sow ‘Adeley) w.o.smoo_:cu Buialoons
siuaned ug Inooo o peuodes woeq sey owooles s, isodey

'pasn 0q pinoys Adeloyy Jueniueaiul Jo Ajiep Jelpeym o)

S PUB 1UBLUIEDI JO UOHEIND PUD GSOP O SE 85T [BNPIAIPUI

YoEG U| BpEW 8q ISALL UOISIIBp MJOuBqAsl @ JUBLIIEA

JO uonENp DL puo 0Sop By ha n 5 6l 'uo 1uspuodop
o1 qm ooulg

*“[enpesd eq pnoys :o_.u_._vw_ oy “ojqissod st oBusop

Ut UORONPOJ UDLAY TUBLLIEES) 18PUN UORIPUO B [01UGD OL
POSN B PINOYS SPIOISISCIRIOD JO 6SOP BqISSOT 1S8MO| BLY)

es000D

SNOILAVO3Yd

“xe|dwis sediey Jajns0

BANJE Ul P8SN 8¢ JOU P[NOYS SPIOIeISOINLOY) 'seposide

AAGU |0 XSLI B} Ul BS0610U) UB 0} PES| ARt PUB S)LNGBU Otdo.

4O JUBLUIBE.) 6L} UI PEPUBLLLIOIE 10U SI SPI0JBISOOILID (B0

10 8SN B 1 *S8sNIA JO ‘IBun;] “eLIBIORG ©1 BNP SUBADRJUI 48|NIO

AIBpUO28S jJO JUBWIYSI[ARISE BL)) S2URYUG ABW pue ‘serseu

ando ey oy eBewep siqissod yum cwoone|B ‘siseieles
se|nsdeagns Joneisod aonpoud Aaws SpIoBISOONIDD JO BS()

Aq 8q ABW pUE SPIOIBISODILIOD JO [emelplilm

e 00) W0y 1INSeJ ABW ASUBIDI[JNSU| {EIILIDOOUBIPY TUBU

QEel) jo 1M Joye 104

Jenuoiod eyt sk uoisseiddns Sixe [yaH) feusipe Ateynyd
<lweeyiodAy 0|qIsioAes eonpord UED SploJelSDonio]

suidopuz

'sjuened essil w1 uonnea

1eesB yum pesn aq prnoys mwa._smeu.:ou ynm - Adeioy

‘plojeJeyl ‘Uonosejul JeipJeOOAW JUedes B Iele eimdnl

1[BM B6J JE|MOLNUBA 6| PUE SPIOJAISOINO JO BSN UBEANE]
uoneloosse jusiedde ue 15eBBns suodes simelen]

uolieIaXe wnid|es esBaIdul

SPIOJIEISOOILIOD ||y "AJESSEeO0U Bq AP UoNERUBWe|ddns

wnissgiod pue UoRoIses yjes Aleeiq 'sesop oBle) ut pesn

usym 1deoXe SPANEALEP SNELIUAS 6U1 Y JNd30 o) Aje:

58| 618 5190140 €504 | “WNISSTIO JO UDIIEIOX® PESEE.IUI PUB

“uonuelel Jelem put wnipos ‘einssosd poojq Jo uoneAeje
9SNES UED SPICJEISOINI0D Jo sesop eBIe| pue oBeleny

ouBI-0lpITD

‘uofiemis

[nyssens oyl seye pue ‘Buunp “00joq ssexs (ensnun Aue

f 0

-posopisuas
oq pnoys siweBe |puanue QM Juouneon ‘sdojsasp
xoduoxpiyo j [‘uonewsosus Buiquosesd eie|dwod 10) 9
puC D|ZA Joj suesul eBexaed aalloedses oL 6ag) ‘peIRIIPUL
ag Amu (D)) ungolB ounwwi yum sixejdydold ‘sejsesus
o1 pesodxe j| “poIESIpUl 0g Aew {DIZA) UINQOIB ounwwl
161502 ejjoolea yum sixejAydoid *xoduexdigo o) pesodxo m
. 51 BUYL O JUBLNDEI] PIDIBISOLIOD JOL
Jo/pue oseesip BulAliepun oy) jo UOINQLIUBY BY | ‘eINsodxe

ap Adeseyy 109 Uo swened ul pareatpul
£ mv_o_m-mou.:cu Dunoe Ajpides jo oBesop pesseiou]

"ISNOILOVIAY

3ISYIAQY ©0s} Aderey) proletsooniod Bujaleoes sjusiied ur
PRUN020 eARY SUONIBE) PioYIE|AYdEUR JO SBOURISU! BlBY

Jeseus9

SONINYYM

“enpoud sip Jo stusuodwos Aue o) eanisussiadAy ese
oym swefied U pejeoipulenuos el s10/qel NONMAYI3IA

vw:m> BSNE2J SPIODILOIOIN|SH 128N |punseuosed

By} Woyy paqosqe AJIpess Bie 1Blp SPIOIDIS [ea1090udIRR

iz ‘anouivAs pue buiunsoo Ajjeimieu ‘s

>QQ:_OU<_>E<=L AVIINND

"19)EM Ul 8|qnjosul Ajjeonoeld &1 }| 1B UL B|qB1S

m_: _mgan BUI[[EISAID 'SSBI1OPO ‘@11l AllPanoeid o1 elIymM
10i91S {B2R, o:m::;m e a

81 e[NULIO) {eIMaNAS ey pun SQ8Zly
©|NLLIO} [BINAWE BU ] "BUBIP-0Z’E-BUBIP-p'L -8UBadiAjew
2091 -AX03PAYHI-LZLL 'dL1-0lon|)-6 e Ajeoiwey peipubisep
13] 2268 St lo} 1yblom auy

‘4 enjg )9a uleluoo osfe B 520 NOBQV3
s18{qe) '3 MO||oA J°B(14 PUB 0L MOjjeA 'BQ WIEIUOD OS|E
Bw §'0 NOYAYI3Q S18|qEL "Ya.els pue ‘Bieieels wniseubew
‘gs013¢| ‘e1eljdsoyd wnio|ed e1v stuaipe.Bs | 0AUSRY| ‘Bui g0
pus B g°0 ‘selousiod omy ui peyddns e ‘LoneusiunLpe
110 J0} 618108} (SN ‘Sie|qel BUOSEIRBWEXEP) JNOHAYIIA

HNOLLNDS3a

{dSn ‘s1371avL INOSYHLIWYXAa}

eNOddvoaa

PIOAE 0} Uoyel BQ PnOYS DJEI refnanted ‘SUSEOSIP @se . “(suonasyuy -S1378vL
PoY 10U BARY O Slusned ynpe pue u:pm_vua u[ ‘Spioiols feBung N! M 90S) 1§ 18Buny o)
-021102 U0 Suoped Jnpe pue Auelpe 051103 |MB) SNOLLVOIGNIVHLNGD
SRR o s e 4 S P oo VSN ‘68880 [N "UONEIS 8SAOYBHUYM
190 pue spisoAwAod sy o iog 0
-esees|p s,ucsippy 10} “6'0 ‘Adesoy ‘Adesaip '950p-MO| E__.EE >mE S8582 PBJID|as) UZ— 8“!0‘“2
SB SpIOJAISOoNIoD m:;_mum_ o1e oym susied ur suuyue ejluean|
oq Aew aq jouury

$3UI208A YaNs 0} H5UCUSA) GY} 1OABMOY "PBIBIEILIWIPE Bq

(dSn "siejqel suoseLieLlexed) «NOYAYI3A

{dSn ‘sielges auosetjewiexsq) xNOWAYI3D

TR

[£-30%472



VSN u poruig
002 AU ponss)

VSN '68BE0 PN 'UONEIS BSNOYNUM “INI“00 9 HRERN 0

Ajuo xy
{Holt
01 89} 0,52 O} 0Z 0JMBJOCWS W00 Pe||oUoD 1B BIOIG
EL
‘00l Jo Sejueq 89-L00-9000 OGN
'Ly QSN PBPOd pue 1003 Ul mo||eA ‘Bl §'0— BESL 'ON
“00L 30 seioq §9-€900-9000 OGN
(21 jo aBeyoed) yMvd 2L-6 2L-£900-9000 JGN
‘E9 QS
pepoa pue 10j0> ur ueesB-ysin|q ‘B §7'0 — LO9L ‘ON
!SMO(|0) SB 8|qR|IEAR BIR ABL(] "I6L[10
BY} U0 NOHAYJIQ YlMm POSSOGUIE PUB BPIS DUD UO PBPOD
pue paioas aJe Aoy) “Asuerod ysinBul 01 pelo|od ‘s)8jqet
pedeys-jeuobeiusd *pessesdwoa eie NOHAYIIA S19|qeL
aandd4ns MoH
‘UONBJOXA PIOIBISOIIO0AXOIPAY-£L JO LUORRUILIBIEP
Joj epewl oJe SUCNIL||0D BULN Jnoy INoj-AUBM] ‘SInoy| gp
loj smoyg Aseas AlleJo NOHAYDIIQ Jo BWO'Z oAtD
‘sesMBo
18yio 0} 6np BwoJpUAS $,BUSN) WOl SS65XB H)DY
Aseunyd o} enp owoupuds s,Buiysny ysinBunsip 011se] g
UOIEIIXE PIOIRISOD
1209AX0IpAY-£] JO UONBUILIBIEP 1O} @PEL 818 SUOND8|
“[03 euLIN IO INOj-AlUBM 'SINOY gp 10} SNoY g AIBAS
Allero NOHOW3Q Jo Bw g'0 8B ‘Ackinade Jejeesb Jog
-Buiuiow Buimojio)
eyl 'W'e 00ig 1¥ UORBUILLIBIep [0ENJ0D ewseid 1o} UmBIp
pooig “wrd go:tl 12 Aljei0 NOHAYIAA o Bw oy B
BwoIpuAs sBUlysnY Joj sise] .
s1s01 uoyssesddns euoseyiewiexeq
‘BAloalE 8q Asw Ajep
$181981 NOUQVI30
q

sown esayy Jo am) Bw Z'jo afesop e
Jo dsn ‘uolyeluy yd wnipos
Jayie M Adeiay 1 ‘siowny wesg L
40 Juenndes yum sjueiled jo Juswebeurw eaneljed o
‘sABp eAes 01 8y Jo pousd © 180 penuRUOISIH A)jEnpeid
pue sAep inoj o} omj Jeye poonpes aq Aew sbusop pue

:peiseBBns
s1 Adeleyy |8J0 pue |Risjusled Buluiquioa snpeyps aBesop
Buimol|o} ey ‘siepiosip 2Biee sjuoip jo SUCHEQIGILXE
einoe 10 siopiosip 9iBiojje poyl-jjes ‘onoe  uy

‘poseys Allaesl
aq Avw sopsadosd eAnees seyl ‘séosds jutol oju Jo

it poosiur e1a 48D 41832 1O
oselr usym aseyl J0 UoNRASIUS snouen
-edjur do jeso o) Ao Aidde sdiujsuopieiel esop eseyy
b ‘eucjosiupasdiAtpon
9£°0 ‘auoseyleuLxeq § ‘suosiupasy
sLe g 4
k4 oz i H
» ‘suojouowany 52 "GUOSILG)

PIOIBISAINLIOD SNOLRA BY) Jo 88esop weiBlW JusieAinbe
eyl s Buimojjoj eyt ‘vosuedwos jo esodind eyl Jog
‘(ABp/eSq.UlBL § 01 §°0) SBSOP POPIAID IND) SO BBIUYY
Arp/By/BLuU g0 01 20°0 515650p |! o eBuB! BY| 'peisen
Bulog Alue esvesip sieds eyl Uo Buipupdep Aiea Aew
BUOSBYIBLUSXEP JO esOp |ENIUl Yl ‘siuened dineiped U|
“oupoAsd-omon
‘SNOILNYIIHd PES) BAII98}0 04 0} UMOYS LBBQ BARY LRUOLL
BUO Jo) Aep lelio Asoae Buw z| o) p Aq pemojjo} jeom
e Joj sUosEylBweXep Jo Bw Qg Jo sesop Ajlep ‘sisolsfos
e|dn|nr Jo SUONBQIEIBXS BINOF JO juGunEaN ey uj
‘Apdnuqe uey Jees Ajjenpels
moeq 1l ey 5| u ‘peddols o
0} 51 Brup eyt Adsialp wier-Buo| 1oje )| "UONIPUG) S, juBn B
BU} Yum JUGISISUOD BuNl JO polad B o) PloIRSOOIIOD
oY) jo eBesop eyl esesiour 01 Asesseosu eq Acw 1|
UONIBNTIS JBNE| SIL] U] JUBUNREEL 1OPLIN AJ[IUB 8SEESID 8y) 0)
psiejes Aoalp 10U SUONENIS |N)ssells 0 einsodxe usned
0 198}j6 B} PUB ‘ssaueAlsuodses Bnip [BnpiIAIPUI SausRRd
8y} ‘65800 GSEESIP Ayl Ul SUONEQIEIEXE IO SUOISSILLE)
©) Aippuooes smiels (o2 w sebusyd ese Alesseseu
syuewsnipe pBesop eyew Aew yaiym suonen:
‘paLREee) S| Bsuodsal jaolv|> elenbepe
ue sUIRlUIeW 1oy BBUSOP 1SEMO| BYI (UN SIBAJBIUI BUN
ojeudoidde je syuoweioep |[ews ut eBesop Bnip |eniul oy
Buispeioep Aq peulw.elep oq p|noys eBesop esususulew
Jodosd 6yt ‘pRIOU S| @SUOOSBS O|qRIOAB) © 10YY
‘uened
oY1 JO ssuodsey ol] puy Juewlee.] JEpUf) 6SROSI BYL JO
SIS8g ayj UQ PSZGNDIAIDY] ag ISnJY pUY 0[qELIEA bry
T alpsoq 18yy 4 og pinoys 1
"peleoJ} Buaq eseesIp 6U) LO
Buipuedap Aep B Bur g 01 5¢'p LIOJJ SOBA 6BESOP [EIU) BYL
UOIIBLSIUTLIPE 10 104
NOLLVHISININGY NV 39vS0a
Isewe 1o efeavj
Jised epnpur Aew Adessyy eaiuoddns ‘uonpucs susned
8yl ot Buipioooe ‘9BrIOPIBAD EINOR JO 0SED BY) u| "Adelayy
lewoldusAs pur oAjoddns Aq si 9Bes0PIEAS JO JUBUNERY
JOVSOQHIAC
‘188 1yBiom ‘eae) OO ‘BSIB|BLU ‘BOZOIEWLIBMS JO JOqUNU
pue Ajlow pesEBIoop JO peseesur ‘sdnooly ‘uonosjul
01 BIURISISOL pesEeIDEp ‘SUSOdBP 1By |BwHOUqY JeyIO
‘s)oeInea Jensdeagqns soumsod ‘esnssosd
| peseeJoul

| j o
“oB e ‘51BPIOSIp 9ILjoAsd ‘seBuEyy
nad

Y "oplsqns

SWBPO |8IGEIBD JO |
sinoy xis AJsae Bui b Aq pemojjo) Aisnousaeau fw o1 Jo
5Besop & Ul Ajeniul poiclsiviwpe AjjeieusB 8) gsn) ‘uonaefu
019ydsoyg WNIPCG RUOSBYIBLIEXDQ ‘TlEPe jeiGesed U

syl jaun

“S8SE JIUCIYD U) BBBSOPIRAS

1o ¥ oyl Buiziwjuw epym ‘seposido enoe Buunp
Aduseyy elenbope oinsue of psubisep S| ajnpeiwps sy
Usia dn-mojjog

Asg yyBig

ouneon oy

Ae@ Yiueasg

9|98 |

AeQ yixig

18|98} |

Aeq uyy

S8SOP POpIAP oM} Ul S19|gel Z
Aeq] yunoy

S6S0P PBPIAIR OMI UI S10]q8) 1
e piyL

SeSOp PUPIAIY oM U) 51B|qE) b
AeQ puogeg

6w 52'0 *s1e|qe1 NOHAYD3Q
Apenasnuseul “w Z o |,
Aeqisid

I sed

Bw p gsn ‘wonselu) elpydsoyy WnIpog euoseyeWwExXeq

IR

[3:1114-72

I ‘snuney 'sbuims
IUWOSU! ‘WUsUNEan JO uONBNUNUODSI Bulmojjo)
1qa100 sownjopnesd) ewepsjjided yiim esnsseid
|eiueloe U 1 “enoydne | jouon
e ‘uoy ‘SUOK D (BIPA: !
'sBJnlanl} Uo|ssesdWwoa B1qeueA ‘eimdn: uopue) $._=.no»E
preiois ‘seuoq Buoj jo eimanyy viBojoyied ’sisosodoslso
‘sS8UYEBM BIOBNW ‘SSELU BJOSNLW JO 560] ‘SPEBY |esewny
pue |elows; jo sisosseu andesy ejejeysoinasnpy
“wsioqe1ss
uieloid o1 enp edupeq ueboniu eaneBeN dyoqEleN
.m___mmuaumu eAnesean
‘{esbosip |omoq Asolewwepjul ym suened ul Ape(nanied)
eunselu mm._a_%ce |jows eyl jo uoneioped ~emn__.::;:uu
pue uofieiopred eigissod yum Jesjn snded ‘shearoue
‘eosneu ‘eledde pesee.oul ‘AjeBawoledey ‘fuonenunuocasip
uodn o|qisieaes A||BNsN} S[BAB] BwAzZue JBA]| WNies
u

o ‘uonuelel wN|pas 's60] WNIsselod ‘SISOJeN |8
u_Eu_mxonEn_:c_EBE pinj; ‘spuened siqndeasns ui sinjiey
5 $ A

sey sAl puz ping
syuened
oelped uj YimoiB Jo uoissesddns '(sseu||l 1o ‘Auebins

‘BUINBN Ul SB ‘SSDJIS JO SBWIL ul Ajlejnoiued) ssaueajsuods

-8Jun Aleyniid pue |o1I020UBIPE AJEPUDDES ‘SelliBinBaL)

JBNASUBLI ‘SMI[(BW SE1BdeIp TUGIB| JO SUOHBISBIUBWI

‘seleqelp v sjuebe awesAiBodAl Jeio Jo ulnstl 1oy slUeW

-61ihbel pesessaur ‘sisoyarniedAy ‘wsansiy ‘eunsodA|b

i AlS1adAy ‘ayays i o p ‘edueJejOY
Ayoque q ey

es00n|B  pue

(dsn ‘s1e|qe) suoseyisLIexag) sNOHAYIIA



CENTER FOR DRUG EVALUATION AND RESEARCH

APPLICATION NUMBER:

11-664 / S-062

 ADMINISTRATIVE DOCUMENTS
AND B
CORRESPONDENCE




Division of Anti-inflammatory, Analgesic, and Ophthalmic Drug Products
REGULATORY HEALTH PROJECT MANAGER REVIEW

Application/Material Reviewed

Number: NDA 11-664/SLR-062

Drug: | Decadron® (dexamethasone tablets, USP) Tablets
0.25 mg, 0.5 mg, 0.75 mg, 1.5 mg, 4 mg, and 6 mg

Applicant: Merck & Company, Inc. (Merck)
Submission Date: 26 August 2003
Receipt Date: 27 August 2003

‘Background and Summary

Additional Supplemental New Drug Applications Pending Approval:

o S-046, dated 21 November 1986 and received 25 November 1986
S-052, dated 18 July 1994 and received 21 July 1994
S-054 (CBE), dated 26 March 1996 and received 29 March 1996 (package insert # 7921147)
S-056 (CBE), dated 1 April 1997 and received 3 April 1997 (package insert # 7921148)
S-059 (CBE), dated 24 July 2001 and received 25 July 2001 (package insert # 7921149)
S-061 (CBE), dated 6 March 2002 and received 7 March 2002 (package insert # 7921150)

FDA sent Merck a 4 February 2001 Approvable letter in response to supplemental new drug
applications S-046, S-052, S-054, and S-056. The letter proposed comprehensive revisions to
the content and format of the product labeling. FDA also sent Merck a 17 January 2003 Not
Approvable letter in response to “Special Supplement — Changes Being Effected” supplemental
new drug applications S-059 and S-061, proposing changes to the WARNINGS,
PRECAUTIONS and ADVERSE REACTIONS sections of the labeling. Subsequently, Merck
informed the FDA that S-059 and S-061 were submitted without addressing the revisions
proposed in the 4 February 2001 Approvable letter because Merck has no record of receiving
such a letter. FDA faxed the letter to Merck again on 28 January 2003 per the request of Mr.
Kenneth Kramer of Merck. Merck agreed to respond to the 4 February 2001 Approvable letter,
incorporate all outstanding supplements into the response, and incorporate a Geriatric Use
subsection in the PRECAUTIONS section of the labeling.

This supplemental .’ w drug application S-062 provides for labeling revisions in response to the
4 February 2001 Approvable letter, for revisions to malntam consistency with the 26 November
2002 Approvable letter for NDA 8-506 Hydrocortone® Tablets, and for revisions to the
PRECAUTIONS section of the labeling to comply with the FDA Final Rule [21. CFR
201.57(£)(10)(ii)]. A new subsection, Geriatric Use, has been added to include information
regarding the use of Decadron® Tablets in the elderly.
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The submission is in electronic format and contains the following:

Labeling history for Decadron® Tablets

Last approved (25 August 1993) Decadron® Tablets labeling (S-050, package insert # 7420545)
Current Decadron® Tablets labeling (package insert # 7921 150)

Proposed Decadron® Tablets labeling (package insert #79211xx)

' Annotated Decadron® Tablets labeling (package insert #79211xx)

Supportive documentation (Reference 1, 2, and 3)

Review (Proposed Changes and Reviewer C_omment)

DESCRIPTION
» Revised per FDA’s 4 February 2001 Approvable letter.
» The 4-mg dose is deleted due to discontinuation.

Comment:
Acceptable.

CLINICAL PHARMACOLOGY _
= Revised per FDA’s 4 February 2001 Approvable letter.
= Revised to be consistent with FDA’s 26 November 2002 Approvable letter for NDA 8-506

Hydrocortone® Tablets, including retaining the following text: “Glucocorticoids cause varied
metabolic effects. In addition, they modify the body’s immune responses to diverse stimuli.”

Comment:
Acceptable.

INDICATIONS AND USAGE ‘

= Revised per FDA’s 4 February 2001 Approvable letter from a list to a paragraph format,
including editorial changes. :

= Revised to be consistent with FDA’s 26 November 2002 Approvable letter for NDA 8-506
Hydrocortone® Tablets. '

Comment:
Acceptable.

CONTRAINDICATIONS :

= Revised per FDA’s 4 February 2001 Approvable letter.

= Revised to be consistent with FDA’s 26 November 2002 Approvable letter for NDA 8-506
Hydrocortone® Tablets, including retaining the contraindication “Systemic fungal infections”
as well as adding the cross-reference “(see WARNINGS, Fungal infections)”.

Comment:
Acceptable.
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WARNINGS

= Revised per FDA’s 4 February 2001 Approvable letter. ,

= Revised to be consistent with FDA’s 26 November 2002 Approvable letter for NDA 8-506
Hydrocortone® Tablets, including keeping the following additional text in the WARNINGS,

Endocrine subsection: “Adrenocortical insufficiency may result from too rapid withdrawal of
corticosteroids and may be minimized by gradual reduction of dosage. This type of relative insufficiency may
persist for months after discontinuation of therapy; therefore, in any situation of stress occurring during that
period, hormone therapy should be reinstituted. If the patient is receiving steroids already, dosage may have to
be increased.” :

Comment:
Acceptable.

PRECAUTIONS

» Revised per FDA’s 4 February 2001 Approvable letter, with one notable exception:
The Geriatric Use statement requested by the FDA has been replaced with the version
provided in the FDA Final Rule for Geriatric labeling 21 CFR 201.57(£)(10)(ii) because
although both statements are consistent, the FDA Final Rule version includes a dosing
caution. Also, an additional sentence was added based on supportive documentation
Reference 2: Prevalence of Diabetes and Impaired Glucose Tolerance in Adult
Hypopituitarism on Low Dose Oral Hydrocortisone Replacement Therapy, and Reference 3:
Glucocorticoid-Induced Hypertension in the Elderly: Relation to Serum Calcium and Family
History of Essential Hypertension. The PRECAUTIONS, Geriatric Use subsection reads

as follows (strikethrough of old text and additional sentence underlined): “Ne-everall-differences

& > O

i . Clinical studies did not include sufficient
numbers of subjects aged 65 and over to determine whether they respond differently from younger subjects.
Other reported clinical experience has not identified differences in responses between the elderly and younger
patients. In general, dose selection for an elderly patient should be cautious, usually starting at the low end of
the dosing range, reflecting the greater frequency of decreased hepatic, renal, or cardiac function, and of
concomitant disease or other drug therapy. In particular, the increased risk of diabetes mellitus, fluid retention
and hypertension in elderly patients treated with corticosteroids should be considered.>”

= Revised to be consistent with FDA’s 26 November 2002 Approvable letter for NDA 8-506
Hydrocortone® Tablets, including: '

o Revisions to the PRECAUTIONS, Information for patients subsection to read (new text

underlined): “Patients should be warned not to discontinue the use of corticosteroids abruptly or without
medical supervision. As prolonged use may cause adrenal insufficiency and make patients dependent on
corticosteroids, they should advise any medical attendants that they are taking corticosteroids and they should
seek medical advice at once should they develop an acute illness including fever or other signs of infection.
Following prolonged therapy. withdrawal of corticosteroids may result in symptoms of the corticosteroid
withdrawal syndrome including myalgia, arthralgia, and malaise.” '

o The addition of the following sentence to the PRECAUTIONS, Nursing Mothers

subsection: “Because of the potential for serious adverse reactions in nursing infants from corticosteroids,
a decision should be made whether to discontinue nursing or to discontinue the drug, taking into account
the importance of the drug to the mother.”

‘Comment:
Acceptable.
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PRECAUTIONS (continued)
= Editorial changes in which titles were added to existing text of the current Decadron® Tablets
labeling (package insert # 7921150) and the text inserted into the alphabetized list in the

PRECAUTIONS, Drug Interactions subsection. These new text sections include:
O “Ephedrine: Ephedrine may enhance the metabolic clearance of corticosteroids, resulting in decreased
blood levels and lessened physiologic activity, thus requiring an increase in corticosteroid dosage.”
O  “Phenytoin: In post-marketing experience, there have been reports of both increases and decreases in
phenytoin levels with dexamethasone co-administration, leading to alterations in seizure control.”
O “Thalidomide: Co-administration with thalidomide should be employed cautiously, as toxic epidermal
necrolysis has been reported with concomitant use.” :

Comment:
Acceptable.

Note from E. Dennis Bashaw, Pharm.D., Biopharmaceutics Team Leader, Division of
Pharmaceutical Evaluation III (DPE I11):

“The Agency is highlighting individual drug data so that it is easy to locate within a label.

The arrangement provided here is within the norm and represents a re-arrangement of
information that is currently in the package insert. That is, no new information is being added
to this sub-section of the label.”

= Editorial changes to the PRECAUTIONS, Drug Interactions, Hepatic Enzyme Inducers
subsection for relative consistency with the current Decadron® Tablets labeling (package

insert # 7921150) to read (new text underlined): “Hepatic Enzyme Inducers, Inhibitors and Substrates:
Drugs which induce cytochrome P450 3A4 (CYP 3A4) enzyme activity (e.g.. barbiturates, phenytoin,
carbamazepine, rifampin) may enhance the metabolism of corticosteroids and require that the dosage of the
corticosteroid be increased. Drugs which inhibit CYP 3A4 (e.g., ketoconazole, macrolide antibiotics such as

erythromycin) have the potential to result in increased plasma concentrations of corticosteroids. Dexamethasone
is a moderate inducer of CYP 3A4. Co-adminstration with other drugs that are metabolized by CYP 3A4 (e.g.,
indinavir, erythromcyin) may increase their clearance, resulting in decreased plasma concentration.”

= Added the cross-reference, “(see Drug Interactions, Hepatic Enzyme Inducers, Inhibitors and
Substrates),” to the PRECAUTIONS, Drug Interactions, Antibiotics subsection since
macrolide antibiotics are also inhibitors and substrates of Cytochrome P450 3A4.

= Editorial change to the PRECAUTIONS, Drug Interactions, Ketoconazole subsection
based on supportive documentation Reference 1 (See Summary Ila.): The Effects of
Ketoconazole on Patients Receiving Concomitant Corticosteroids. The following sentence
was added although it was rejected in the 26 November 2002 Approvable letter for NDA

8-506 Hydrocortone® Tablets: “In addition, ketoconazole alone can inhibit adrenal corticosteroid
synthesis and may cause adrenal insufficiency during corticosteroid withdrawal.”

Comment:

Acceptable.

Note: “Co-administration” is misspelled in the PRECAUTIONS, Drug Interactions,
Hepatic Enzyme Inducers subsection.
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Note from E. Dennis Bashaw, Pharm.D., Biopharmaceutics Team Leader, Division of
Pharmaceutical Evaluation III (DPE III):

“The first part of this revision deals with the addition of new information regarding CYP
P-450 induction and metabolism. The information contained in this section represents
current thought and general information that is available from the open literature. In
addition, part of the revision represents a re-arrangement of information that is currently in
the package insert.”

ADVERSE REACTIONS

= Revised per FDA’s 4 February 2001 Approvable letter.

= Revised to be consistent with FDA’s 26 November 2002 Approvable letter for NDA 8-506
Hydrocortone® Tablets, including the addition of the following sentence at the beginning of
the section: “The following adverse reactions have been reported with DECADRON or other corticosteroids.”

Comment:
Acceptable.

OVERDOSAGE

Revised per FDA’s 4 February 2001 Approvable letter, but changed to be consistent with FDA’s
26 November 2002 Approvable letter for NDA 8-506 Hydrocortone® Tablets so that the section
reads (strikethrough of 4 February 2001 Approvable letter text): “Treatment of acute overdosage is by

immediategastriclavage-oremesis-followed by-supportive and symptomatic therapy In the case of acute

overdosage, according to the patient’s condition, supportive therapy may include gastric lavage or emesis. Fer

Comment:
Acceptable.

DOSAGE AND ADMINISTRATION

= Revised per FDA’s 4 February 2001 Approvable letter, with the exception of a minor
editorial revision and that for the purpose of maintaining consistent nomenclature throughout
the labeling, “glucocorticoids” has been changed to corticosteroids” in the following
sentence: “For the purpose of comparison, the following is the equivalent milligram dosage of the various

glucocorticoids corticosteroids.”
= Revised to be consistent with FDA’s 26 November 2002 Approvable letter for NDA 8-506

Hydrocortone® Tablets.

= Regarding the dosing schedule for combining parenteral and oral therapy, the trade name
DECADRON Phosphate Injection is deleted and the established name of Dexamethasone
Sodium Phosphate injection, USP 4 mg per mL is used alone since DECADRON Phosphate
Injection is no longer marketed in the U.S.

Comment:
Acceptable.
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HOW SUPPLIED
» * Information regarding the 4-mg dose is deleted due to discontinuation.
» Revised per FDA’s 4 February 2001 Approvable letter.

Comment:
Acceptable.

Conclusion
Approval.

Note: “Co-administration” is misspelled in the PRECAUTIONS, Drug Interactions, Hepatic
Enzyme Inducers subsection.

Review
“Stacey N. Welch, M.A.
Regulatory Health Project Manager, DAAODP

Comments
E. Dennis Bashaw, Pharm.D.
Biopharmaceutics Team Leader, DPE III

Supervisory Concurrence
Carmen L. DeBellas, R.Ph.
Chief, Project Management Staff, DAAODP

Sharon H. Hertz, M.D.
Deputy Director, DAAODP
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This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.

Stacey Welch
5/10/04 12:02:54 PM
Cso

Dennis Bashaw
5/11/04 09:51:06 AM
BIOPHARMACEUTICS

Carmen DeBellas
5/11/04 10:03:59 AM
CSO

Sharon Hertz

5/11/04 05:01:11 PM
MEDICAL OFFICER

I concur with this review.
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Public Health Service

Food and Drug Administration
Rockville, MD 20857

S/é DEPARTMENT OF HEALTH & HUMAN SERVICES

NDA 11-664\S-062

Merck & Co., Inc.

Attention: Kenneth A. Kramer
Manager, Regulatory Affairs
Sumneytown Pike

P.O. Box 4, BLA-20

West Point, PA 19486

Dear Mr. Kramer:

We acknowledge receipt of your November 29, 2004, submission containing final printed
labeling in response to our May 17, 2004, letter approving your supplemental new drug
application for Decadron” (dexamethasone) 0.5 mg and 0.75 mg tablets.

We have reviewed the labeling that you submitted in accordance with our May 17, 2004, letter
and we find it acceptable.

If you have any questions, call Nancy Clark, PharmD, Regulatory Health Project Manager, at
301-827-2516. »

Sincerely,
{See appended electronic signature page}

Sharon H. Hertz, MD

Deputy Director

Division of Anti-Inflammatory, Analgesic, and
Ophthalmic Drug Products, HFD-550
Office of Drug Evaluation V

Center for Drug Evaluation and Research
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Division of Anti-inflammatory, Analgesic, and Ophthalmologic Drug Products

REGULATORY PROJECT MANAGER REVIEW

Application Number: NDA 11-664/S-062
Name of Drug: Decadron” (dexamethasone) 0.5 mg and 0.75 mg tablets

Applicant: Merck & Co, Inc.

Material Reviewed: Final printed label

Submission Date(s): November 29, 2004

Receipt Date(s): November 30, 2004

Background and Summary

Merck submitted NDA Supplement 062 on August 26, 2003. The FDA sent an Approval Letter
dated May 17, 2004 pending upon the spelling correction of “Co-adminstration” under
PRECAUTIONS.

Review
The Agency’s suggested change from Approval Letter dated May 17, 2004 was completed. We
note that the font of sub-headings was updated from bold to ifalicized. The final printed label
also removed an inappropriate comma under Information for Patients. The final printed label is

acceptable.

Conclusions

An Acknowledge and Retain letter will be sent to sponsor.

Nancy Clark, PharmD
Regulatory Project Manager



Supervisory Comment/Concurrence:

Carmen DeBellas, RPh
Chief, Project Management Staff

Drafted: NC 2.9.05
Revised/Initialed:
Finalized:

Filename: FA 11.29.04

CSO LABELING REVIEW
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Kenneth A. Kramer Merck & Co., Inc.

Manager ‘ BLA-20

Regulatory Affairs-Domestic PO.Box 4
West Point PA 19486
Tel 484 344 3000
Fax 484 344 2516

November 29, 2004 :
Brian E. Harvey, M.D., Ph.D. - Acting Director Research Laboratories
Division of Anti-Inflammatory, Analgesic

and Ophthalmologic Drug Products

¢/o Central Document Room

Food and Drug Administration

Center for Drug Evaluation and Research
5901-B Ammendale Road

Beltsville, MD 20705-1266

Dear Dr. Harvey:

NDA 11-664/S-062: DECADRON™ Tablets
(Dexamethasone)

FINAL PRINTED LABELING for Approved Supplemental NDA 11-664/S-062

Reference is made to the Supplemental/New Drug Application cited above. Reference is also
made to the Agency's Approval letter of May 17, 2004, requesting Final Printed Labeling
identical to the labeling submitted on August 26, 2003.

As per the Agency’s request in the May 17, 2004 Approval Letter, the Final Printed Labeling
submitted herewith also incorporates the minor editorial revisions indicated in that letter. Please
also note that although the labeling is identical in content to the version approved in the
referenced FDA Approval Letter, the font of the sub-headings has been updated from bolded to
italicized in accordance with the company’s current standard label style/format guidelines.

As indicated on the attached Form FDA 356h, this submission provides Final Printed Labeling
for the approved supplemental New Drug Application for DECADRON™ Tablets. The
Statement of Organization following this letter describes the sections contained in this
application.

With this submission is the following item:

Labeling
I Final Printed Package Insert [#7921151]



Brian E. Harvey, M.D., Ph.D. - Acting Director
NDA 11-664/5-062: DECADRONT™ Tablets
Page 2

This submission is formatted as required in Title 21 paragraph 314.50 of the Code of Federal
Regulations and is being submitted in accordance with the January 1999, Guidance for Industry
~ Providing Regulatory Submissions in Electronic Format — NDAs. As an attachment to this

letter, Merck Research Laboratories (MRL), a Division of Merck & Co., Inc., is providing one
- Compact Disk (CD) which contains the submission. All documents requiring signatures for
certification are included as paper for archival purposes.

All of the information is contained on one CD and is not more than 100MB. We have taken
precautions to ensure that the contents of this CD are free of computer viruses (Norton Anti-
Virus 7.51, Symantec Corp., 2000) and we authorize the use of anti-virus software, as
appropriate.

A list of reviewers from the Division of Anti-Inflammatory, Analgesic and Ophthalmologic Drug
Products who should be provided access to this electronic submission on their desktops may be
obtained from Nancy A. Clark, Regulatory Project Manager, Division of Anti-Inflammatory,
Analgesic and Ophthalmologic Drug Products.

We consider the information included in this submission to be a confidential matter, and request
that the Food and Drug Administration not make its content, or any future communications in

regard to it, public without first obtaining the written permission of Merck & Co., Inc.

Questions concerning this submisston should be directed to Ken Kramer (484-344-3000) or, in
my absence, Tamra L. Goodrow, Ph.D. (484-344-3051).

Sincerely yours,

Mory B Vgl o

Kenneth A. Kramer
Manager, Regulatory Affairs

Enclosure: CD
Federal Express #1
Desk Copy: Nancy A. Clark, Regulatory Project Manager (Cover Letter)

HFD 550, Rm. N345
Federal Express #2
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