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EXCLUSIVITY SUMMARY

NDA # 22-244 SLJPPL# II FD # i 70

Trade Namc Lusedra

Cìcncric Name fospropofol disodium

Applicant Name Eisai lVedical Research

Approval Date. If Known December i 2.2008

PART I IS AN EXCLUSIVITY DETEI~MINATION NEEDED'!

i . An exclusivity determ i nat ion \\ i II be made for all original appl ic,ll ions: and a Ii e nìcac~
supplemcnts. Complete P:'\RTS II and ILL ol'this E'\clusivity Suiiiiiar~ only ir~ou anS\\tT "yes" to
one or Ilorc of the 1'0 II ll\ ing questions ,iboutthe submission.

a) Is it a 505(b)( I), 505(h)(2) or elììeacy supplemenl)
\TS~ NoD

¡ryes. what type'? Specil) 505(b)( I). 505(h)(2). SE i. SL2. SI3,SL4. S1:5. SL6. SI7. SLR

505(b)( I)

c) Did it require the revie\\ oleliiiic,il data other than to supixin a s,iICt~ cbim or eh,iiige in

labeling related to ~"i1lt~ '.) (II' it reljuiin! revie\\ \)iil~ or hio,1\,iilahilit~ or hioeljuiv,ikni'e
data. answer "no.")

'YTS~ NoD

If\our ans\\er is "no" bei',iuse \OU helieve the stud\ is a hio,i\,iibhilit\ stud\ ,lIel. therefore.~ ~ - - ~
not eligihle for e'\clusi\it~. L.\PI.AIN \Vhy it is ,i hioa\,iilahilit~ study. includiiig your
reasons I'm dis,igi'eeiiig \\ ith ,in~ ,irguments iii,ide h~ the ,ipplie,iiii th,ii tlii' stud~ \\,LS not
simply a bioavailahilit~ stud~.

If it is a supplement ri'quiring thi' rcvie\\ ol i'linicil Lbt,i hut it is n\)t ,11 efICl'i\i'liCSs .
supplement. describe the change or claiii that is supported b~ thc i'liiiical data:
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d) Did the applicant request e'\clusivit) '?
YES L8 NoD

irthe ans\\er to (d) is "yes." ho\\ many years ore'\clusivity did the :1pplicant request'?

5

e) Has pediatric e'\clusivity bcen grantcd 1'01' this /\ctive Moiety'?
YIS D NO L8

¡fthe answer to thc above question in YES. is this approval a result orihe studies subiiiiiied in
response to the Pediatric Wriiien Requcst'?

IF YOU HA VF ANSWERED "NO" TO ALL OF TilL ABOVI. QUISIIO'\S. (iO DIRICTLY lO
THE SIGNATURE BLOCKS AT TIlL END OF 'rl-iiS DOCU!'vlLNT.

2, Is-hisclnig produci or indicaiion :1 DESI upgrade'?

'iTSO :\0 L8

IF THE ANS\VER TO QUISII()N:2 IS "YES." CO DIRECTLY .10 .ITJI: \1(ij\.:\ll.RL 131,()(.KS
ON PAGE 8 (even ira study \\w; required for the upgrade).

PART II FIVE-YEAll EXCLUSIVITY FOH NEWCHEJVIICA,L ENTITIES
(Ans\ver either # i or #2 as :ippropriaie)

i. Sini.le aetivc ini.rcclicni product.

Has FDA previously approved under si'ciion 505 orthc ACI any drug prmlui'l c\)Iu1ining the s~iiie
active moiety as thc drug under considcr:1tioil? Àns\\er ")es" irthc :lCtive Il\)ict) (including uthcr
esterified rorms. salis. eomplc'\i's. chelaies or clathrates) h:1s been prc\ iulIsl) :ippr\)\ cd. but this
particular form ofthc :lCtive muiety. e.g.. this particularcsierors:i11 (including s:ilts \\ ith h)dnigen or
cuorclination bonding) or oiher non-cO\:llcnt deriv:llive (such :iS:1 coiiple'\. '.'llL'I:1tC. ol cl:iihr:ii'.') h:is
nol been approvcd, /\ns\\cr "no" il' thi' l"impound rcquires iiè\:lbolic '.'ullcrsiun ((ltli'.'r iliui
deesterilìcaiion 01':11 esicrilìed !òri1 \)rilie dnig)iu pniduce:1I alre:idy ;ipiii.\)\cd a'.'¡i\i' m,)i'.,t),

ylsD :\0 lZ

I r "ycs," ident il': the :ipprO\ed drug 1m id uct( s) cunla i n i ng the :lct i ve nioiet) . :iiil. i lî,n( i\\ n. \ hi' :\ i ).\

#( s).
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NDA#

NDA#

NDA#

2. Combination product.

ltthc product contains more than one active moiety(as e!elìned in Part II. # I). hclS FDA preVi\lUsl)
approved an application under section 505 containing an\' one of the active moieties in thL' e!rug
product'? If for e:-amplc. the combination contains one never-before-appmvee! active moiet) ciie!
one previously approved active moiety. answer "yes." (An active moiety that is marketed under an
OTC monograph. but that was never approved under an NDA. is considered not previousl)
zipproved.)

YES D NO ¡¿

I t "yes." ident i fy the approved drug prod uct( s) eonta i n ing the act i ve iioiet). cind. i 1'1'.:10\\ n. the :' 1)/\

#(s).

NDA#

NDA#

NDA#

IF 'TilL ANSWER TO QULSIION I OR :2 UNDLR PART II IS "NO." (ìO I)IRICTI'l TO II II
SIGNATURE BLOCKS ON PAGE~. (Caution: The questions in part II 01' the sumiiai') shiiuld

only be answered "NO" tor original appmvals ofne\\ molecular entities.)
IF "YES.-' GO TO PART I II.

PART III THREE-YEAR EXCLlSIVITY FOR NDAs AND SlPPLEVIE!\TS

To qua I i fy for three) cZlrs of e:-c I us i v it). c1n ,1ppl ieat ion or supp Ieiient ii ust cont,i i!i "rcpmh I' 111L'\\
clinical investigations (other than bioc!\ ailahility studies) essential to the approvcili)fthe cippliL'citil)J
and conducted or sponsored b) the applicciit." This section should be C\)l1pk'tce! onl) itihL' clli"\\i'r
to PART II. Question I or:2 \\as ")es."

I. Does the c1pplieation contain reports ()fclinic11 investigations') (The i\genc) intlTllri'h "cliniL'cil
investigciiions" to l1ean investigations conducted on humans othcr thcii hi\lclVailcibilil) siiiclii'''.) If

. thc applicltion contains clinical iiivcstigcitions only b) virtue \11' a right iil' reli.'rencc tt) i'linicci1
investigations in ,1Iothcr application. anS\\L'l "ycs." thcn skip to quest inn 3(c1). II'the cinS\\LT 1\) ,~(cl)
is '\es" for all iii\estig,iiion rclcrinl ti' in cll0thcr applicmion. di) iwl coiipleti' rL'111cliliikl. (\1'
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summar\' lor that investigation.
YI::S 0 NoD

IF "NO." CO DIRECTLY TO THE SICNATURI: I3LOCKS ON PACE 8.

2. A clinical investigation is "essential to the ,1pproval" if the Agency could not have approvcd the
application or supplement \\ ithout rei) ing on that investigation. Thus. the investigation is not
essential to the approval if I) no clinical investigation is necessary to support the supplement or
application in light olpreviously approved applications (i.e.. information other than clinical trials.
such as bioavailability data. \\ould be sulìcient to provide a basis for approval as an ANJ)¡\ or
:'05(b)(2) application because 01'\\ hat is already known about a previously approved product). or 2)
there are published reports ofstudies (other than those conducted or sponsored by the applicant) or
other publicly available data that independently would have been suflìcient to support approval 01'
the application. without reference to the clinical investigation submitted in the applicitiol1.

(a) In light of previously apprnved applications. is a clinical investigation (either conducled
by the applicant or ,1V,lil,lble hom some other source. including the published liinature)
necessary to support approval olthe applicllion or supplement'!

YES 0 NoD
If "no." state the basis lor your conclusion that a clinical trial is not necessar) !òr appr()~ll
AND CO DIRFCrL'y. TO SIC¡N/\Tim.E I3LOCI( ON PAGE 8:

(b) Did the appliclIt submit a list orpublished studies relevant to the sakt) and ellccti\ i'ni'SS
of this drug product ,1nd ,1 statement that the publicly available data would not indepi'ndentl)
support approval olthe ,ipplicltioil)

YES 0 NoD

(I) If the :lnS\\er to 2(b) is ")l'S." do you personally know oLlI) re,1\on to dis:igri'e
\vith the :lpplicants conclusion'! irnot applicable. answer NO.

YLsD NoD

iryes. e.\plain:

(2) llthe ans\\er to 2(b) is "IW." arc you ,mare olpublished studies not condui.ti'd ()I'
sponsored by the :ipplicil1l or other publicly avail,ible data th:it could il1kpendel1tl)
denlOl1slr:itç the sale!) ~lJd çllççti\cncss olthis drug product'!

'lLS 0 NoD
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I l) cs. e.\plain:

(c) Ifthc answcrs to (b)( I ) and (b)( 2) \\crc both "no." idcntif) the cl i IJ ical investigat ions
submittcd in the application that arc esscntial to the approval:

Studics comparing two products \\ith thc samc ingrcdicnt(s) arc considered to bc bioav,1ilabilit)
studics roi~ thc purposc of this scction.

3. In addition to bcing cssential. invcstigations must be "nc\\" to support c.\clusivity. The agcncy
intcrprets "ncw clinical invcstigation" to mcan an invcstigation that I) has not bccn relied on by thc
agency to demonstrate thc clTectivcncss ora prcviously approved drug Jor any indication ,md 2) dol'
not duplicate the results or,lIothcr invcstigationthat \Vas rclied on bythc agcncy to demonstratc thc
clìcctivcness of a prcviously apprO\cd drug product i.e.. does not redemonstratc somcthing thc
agency considcrs to havc bccn dcnlUnstr,1tcd in an alrcady approved application.

a) For cach invcstigation idcntilìcd ,1S "csscntialto thcapproval." has the invcstigation bccn
relicd on by thc agcnc) to dcmonstl',llC the cl1cctiveness of a previously appr()\CL drug

product? (Ii' the ill\cstig,1tion \\,ls rclied on only to support the salety or a prcviousl)
approved drug. ansi\ cr "no.")

Invcstigation # I YEsD NoD

Invcstigation #2 YEsD NoD

If you havc ,1Is\\ercd ")CS" li)r onc or morc invcstigations. identify each such imcstig,iiion
andthc NDA in \\hich cach \ias relicdupon:

b) I.or cach in\estigation idcntilìcd ,1S "csscntial to thc approv,11". docs thc invcstig,iiion

duplicatc thc rcsults oranothcr invcstig,iiionthat \Vas rclicd on by thc agcncy to supportthc
clìcciivcncss or ,1 plT\imlsly apprO\cd drug product?

Invcstigation.# I YEsD NoD

In\ cst ig,1t ion #2 '/ES D NoD
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If you h,ne ,1Is\\crcd "ycs" lor one or morc invcstigation. identil\ thc NDA in \\ hich a
similar invcstigation \\as rclicd on:

c) ¡lthe ans\\crs to 3(a) and 3(b) ,ircno. idcntil) each "new" investigation in the application
or supplement that is csscntial to thc appl"val (i.c.. the investigations listed in #2(c). less an)
that arc not "nc\\ "):

~. To bc eligiblc for c.\clusivity. ,1 ne\\ invcstigation that is essential to approval must also havc
becn conductcd or sponsored by thc applicant. An investigation was "conducted or sponsorcd by"
thi' ,1pplicant iL beforc orduring thc conduct ofthc invcstigation. i) the applicant was the sponsorol
thc INI) namcd in the lorll 1-1)/\ 1571 lilCl \\ ith the Agency. or 2) the applicant (ur its pinkcessor
in intcrcst) provided substantial support lor thc study. Ordinarily. substantial support \\ill mean
¡mividing 50 pcrcent or morc olthc cost nlthc stud).

,1) Fnr eaeh investigation idcntilicci in rcsponsc tn qucstion 3(c): if thc investigation \\ê1S

calTicci out under ,1n IND. \\ as thc ,1pplic,lnt identilicd on thc FDA i 57 i as thc sponsor'?

Invcstigation t! I

INDti 'lIS D '\O D
I~" plain:

Investigation #2

INf) # 'lIS D NO D
i I:"pl,ii n:

(b) For cach invcstigati()n not i',lITieci (lut umler an IND or for which the appliccllt \\,LS nnt
icicntilìccl as thc spnnsnr. did thc ,ipplieant ccrtil) that iior thc applicant's predecessor in
intercst pl"vidcd subs!aiiti,il SUpP()rt tix thc study?
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Investigation # I

YES D
I "plain :

NO D
r:"plain:

Investigatinn #2

YES D
¡"plain:

NO D
i:"plain:

(c) Not\\ ithstanding an ,in;,\\ er nl ":e;," to (a) or (b). are there other reasons tn believe that
the applicant should not lw credited \\ ith having "conducted or sponsored" the study'?

(Purch,lsed studies 11,IY not Ill' u;,ed ,is the b,ISi;, lor öclusivity. 1-00vever. ifall rights tn the
drug arc purchased (nnt just studies on the drug). the applicant may be considered tn have
;,ponsnred or cnnduciedihe ;,Iudie;, ;,pon;,ored or conducted by its predecessnr in inierest.)

YEsD NoD

iryes. e"plain:

------- ----~-~------------------ - .- ------------------ - ----------------------------___ ______ ---____-_0._.___._____0- _ ______ __ ________________________ _____,__

Name olpcrson compleiing 1()lii: i\lIi;,on \'1yer
i iik: Regulatnry llealih Projeci iVLili,lger
J),iÌl: .June 12. 2()08

1\,il1e olOlficc!l)ivision Direcior ;,igning lorm: Rig() Roca
Tit Ie: J)eput: Di reclOr. I II i)-I 7()

Form O(jJ)-() 113-17: Revised ())il ()i2.()()4: 1()Jii:lIted 2.' i ).()5
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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.
- - --- - -- --- - - - - - - - -- --- -- - - - -- - - -- - -- - - - -- - - - - - - - - -- - - - - - - - -- - - - -- - - - - - - -- - - -- - - - -- - --- - - - -- - -- - -- - -- - -- - -- - - - - --- - --

/s/
Rigoberto Roca
12/12/2008 01: 02: 35 PM



PEDIATRIC PAGE
(Complete for all filed original applications and efficacy supplements)

NDA/8LA#: 22-244

Division Name:DAARP

Supplement Number: NDA Supplement Type (e.g SE5):
PDUFA Goal Date 12-12-08 Stamp Date: 9/26/07

Proprietary Name: Lusedra

Established/Generic Name: fospropofol disodium

Dosage Form: Injectable

Applicant/Sponsor: Eisai Medical Research

Indication(s) previously approved (please complete this question for supplements and Type 6 NDAs only):
(1 )(2)_(3)_
(4)

Pediatric use for each pediatric subpopulation must be addressed for each indication covered by current
application under review. A Pediatric Page must be completed for each indication.

Number of indications for this pending application(s)~

(Attach a completed Pediatric Page for each indication in current application.)

Indication: monitored anesthesia care sedation in patients undergoing therapeutic and diagnostic procedures

01: Is this application in response to a PREA PMR? Yes 0 Continue
No ~ Please proceed to Ouestion 2

If Yes. NDA/8LA#: Supplement # PMR #.
Does the division agree that this is a complete response to the PMR?

o Yes. Please proceed to Section D.

n No Please proceed to Ouestion 2 and complete the Pediatric Page, as applicable

02: Does this application provide for (If yes, please check all categories that apply and proceed to the next
question)

(a) NEW LZ active ingredient(s) (includes new combination): indication(s); 0 dosage form; 0 dosing
regimen or 0 route of administration?*

(b) 0 No PREA does not apply Skip to signature block.
* Note for COER: SE5, SE6,and SE7 submissions may also trigger PREA.

03: Does this indication have orphan designation?

DYes. PREA does not apply. Skip to signature block.
LZ No Please proceed to the next question

04: Is there a full waiver for all pediatric age groups for this indication (check one)?

o Yes (Complete Section A)

L2 No Please check all that apply
n Partial Waiver for selected pediatric subpopulations (Complete Sections 8)

DefelTed for some or all pediatric subpopulations (Complete Sections C)

:! Completed for some or all pediatric subpopulations (Complete Sections D)
Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E)

Extrapolation in One or More Pediatric Age Groups (Complete Section F)

(Please note that Section F may be used alone or in addition to Sections C. D, and/or E)

II TIIII~I \IH ()I I'oTIO,\...I'U \SI. (O'\T\(TIIII. (DJ.R I'\IIIS \1\ 1.\1\1/ 1~..i).!lD~:.~~~) OR\T 301-7%-OïOO.



NDA 22-244 Page 2

Section A: Fully Waived Studies (for all pediatric age groups).

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected)

D Necessary studies would be impossible or highly impracticable because:
D Disease/condition does not exist in children
D Too few children with disease/condition to study
D Other (e.g., patients geographically dispersed) __

D Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients AND is not likely to be used in a substantial number of pediatric patients

D Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note if
studies are fully waived on this ground this information must be included in the labeling)

D Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note if
studies are fully waived on this ground this information must be included in the labeling.)

D Evidence strongly suggests that product would be ineffective and unsafe in all pediatric
subpopulations (Note if studies are fully waived on this ground. this information must be included in
the labeling)

D Justification attached.
If studies are fully waived. then pediatric information is complete for this indication. If there is another
indication. please complete another Pediatric Page for each indication. Othe/wise. this Pediatric Page is
complete and should be signed.

Section B: Partially Waived Studies (for selected pediatric subpopulations)

Check subpopulation(s) and reason for which studies are being partially waived (fill in applicable criteria below).

Note. If Neonate includes premature infants. list minimum and maximUl:n age in "gestational age.' (in weeks)

Reason (see below for further detail):

Not meaningful
therapeutic

benefit*

I neffective or
unsafet

Formulation
failed \

11 N~ i1
minimum maximum f .bl II_.. ~ easi e I

D Neonate ~wk.~mo I~Wk.~I~ D
D Other . ~ yr _ mo. ~ yr ~ mo. I D
D I Other --~ _ yr ~~~ yr ~ mo I D
D 1 Other ' ~ yr ~ mo ! ~ yr ~ mo I D-- ------- . - - - ---, - ---- -- -- - .- ------

.Q-- Other ~__ yr ~ mo I ~ yr ~ mo I D

I
i

I~ D D D
-i-- ---§----. L-------~1----6~----

-~
D
n

D
D

D
D

Are the indicated age ranges (above) based on weight (kg)? D No: n Yes
Are the indicated age ranges (above) based on Tanner Stage? D No: n Yes.
Reason(s) for paiiial waiver (check reason corresponding to the category checked above. and attach a brief
justification)
# Not feasible

D Necessary studies would be impossible or highly impracticable because:
D Disease/condition does not exist in children
D Too few children with disease/condition to study
D Other (eg. patients geographically dispersed)

* Not meaningful therapeutic benefit

D Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients in this/these pediatric subpopulation(s) AND is not likely to be used in a substantial number of
pediatric patients in this/these pediatric subpopulation(s)

II. IIILlU. .\HI ()l 1:-'110,,,. I'LL \"1 COYI\CI 1111. CIlLl~ 1'\111" \ 1.\ 1\1\11 l.'d..lw_lnll.:.!!_.tda.Ii"'.~~) OH .\1 JOI-ï%-0700.



NDA 22-244 Page 3

t Ineffective or unsafe:

o Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note if studies
are panially waived on this ground this information must be included in the labeling.)

o Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note if
studies are pai1ially waived on this ground this information must be included in the labeling)

o Evidence strongly suggests that product would be ineffective and unsafe inall pediatric subpopulations
(Note. if studies are panially waived on this ground. this information must be included in the labeling.)

.\ Formulation failed:

o Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for
this/these pediatric subpopulation(s) have failed. (Note A pai1ial waiver on this ground may only cover
the pediatric subpopulation(s) requiring that formulation. An applicant seeking a panial waiver on this
ground must submit documentation detailing why a pediatric formulation cannot be developed This
submission will be posted on FDA's website if waiver is granted)

o Justification attached.

For those pediatric subpopulations for which studies have not been waived, there must be (1) corresponding
study plans that have been deferred (if so, proceed to Sections C and complete the PeRC Pediatric Plan
Template). (2) submitted studies that have been completed (if so. proceed to Section D and complete the
PeRC Pediatric Assessment form) (3) additional studies in other age groups that are not needed because the
drug is appropriately labeled in one or more pediatric subpopulations (if so. proceed to Section E) and/or (4)
additional studies in other age groups that are not needed because efficacy is being extrapolated (if so.
proceed to Section F) Note that more than one of these options may apply for this indication to cover all of the
pediatric subpopulations

¡Section C: Deferred Studies (for selected pediatric subpopulations)

Check pediatric subpopulation(s) for which pediatric studies are being deferred (and fill in applicable reason
below):

:

Deferrals (for each oral! age groups):

Population minimum

Ti Ready I! for i! i
i maximum Approval IIi in Adults

..¡_____~_____ .1......
i

!

.- ...

Received

mo. i¡-o Neonate

¡g Other

¡g Other · ~ yr 1 mo ¡ 17 yr 0 mo.
~ --.-. .... ... ..-.------.-... .. . .-..-. -1--=--=------
o Other __ yr __ mo ¡ _ yr _ mo.

o Other

o

wk. .wk. mo. o
Q yr Q mo.

i

i ~ yr Q mo

--
o

All Pediatric ¡

Populations
-- .--_..__..__.- ..__._.__._...

i: _ yr _ mo i_yr. _ mo.
.-¡

o yr. 0 mo. 0 yr 0 mo.
._L____

o
o

. ---_.._--_.-
Date studies are due (mm/dd/yy): 03/31/2012

Are the indicated age ranges (above) based on weight (kg)?

Are the indicated age ranges (above) based on Tanner Stage?

* Other Reason

X No 0 Yes.

X No I:J Yes

IF IIILlH \lH ()I 1,,110''', I'll \"1 (O,\I\(T IIII (1l1..I~ 1'\111" \ 1\ 1.\1\11 1.(:''-(:.:pl_i.'~~.I!J!.i.J.ili~:,~~1 Ol~\ I ,\1l1-7%-llïtHI.



NDA 22-244 Page 4

t Note. Studies may only be deferred dan applicant submits a cel1ification of grounds for deferring the studies.
a description of the planned or ongoing studies. evidence that the studies are being èonducted or will be
conducted with due diligence and at the earliest possible time. and a timeline for the completion of the stucJies
If studies are deferred, on an annual basis applicant must submit information detailing the progress made in
conducting the studies or, if no progress has been made evidence and documentation that such studies will be
conducted with due diligence and at the earliest possible time This requirement should be communicated to
the applicant in an appropriate manner (e.g.. in an approval letter that specifies a required study as a post-
marketing commitment)

If all of the pediatric subpopulations have been covered through partial waivers and deferrals. Pediatric Page is
complete and should be signed, If not. complete the rest of the Pediatric Page as applicable

I Section 0: Completed Studies (for 
some or all pediatric subpopulations)

Pediatric subpopulation(s) in which studies have been completed (check below):---~--~..-- --
~ I PeRC Pediatric Assessment formPopulation minimum I maximum attached?

o
o
o
o
o
o

Neonate

Other

Other

Other

Other

wk. mo. I ~ wk ~ mo. Yes 0
i yr ~ mo. Yes 0
Î=';r--=~-~--"Y~D-r--
! ~ yr ~ mo. Yes 0
J ~ yr ~ mo. Yes 0
1-16-~711~~;d-T---Yes 0-----

NoO
NoO
NoO
NoO
NoO
NoO

___ yr. ~ mo.
_...._..-

.

~ yr. ~ mo.

~ yr. ~ mo.

~ yr ~ mo.

o yr 0 mo.All Pediatric Subpopulations

Are the indicated age ranges (above) based on weight (kg)? 0 No: n Yes.
Are the indicated age ranges (above) based on Tanner Stage? 0 No 0 Yes.
Note. If there are no further pediatric subpopulations to cover based on p8ltial waivers. deferrals and/or
completed studies. Pediatric Page is complete and shoulcJ be signee! If not complete the rest of the Pediatric
Page as applicable

Section E: Drug Appropriately Labeled (for some or all pediatric subpopulations)

Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is
appropriately labeled for the indication being reviewed

Population minimum maximum

I Neonate
--

0 ~ wk ~ mo. ~ wk. ~ mo.
---_._---- -~-~~-_._-- --

0 I
Other _ yr mo. .. yr . -- mo.

I 
Other' 

__0-

0 ~ yr ~ mo. __ yr ~ mo.

0 J Other
L~~::~- mo.

i __ yr ___ mo.

o I Other

.Icyr.

._-------~--~- ----
mo. yr __ mo~__.._.___..___.... ... --------- --------------- - ---- . .- ..- - -- -- ---- -- -------------_..._------ - ..--.. -- -- - --------

0 I
All Pediatric Subpopulations o yr o mo. 16 yr 11 mo.

.

Are the indicated ag~ ranges (above) based on weight (kg)? D No LJ Yes
Are the indicated age ranges (above) based on Tanner Stage? n No: =~ Yes

If all pediatric subpopulatJons have been coverecJ basecJ on partial waivers cJeferrals completecJ stucJies. CJncJ/or

IF TIILlH.\IH. ()l I:STIO,,,. I'll \SI. (0' 1.\(1 TilL (ILLL~ 1'111'- \ 1 \ 1.\/\11 1\:,I-')~L"!.iI,_~'..L').'..J!.L'~.,_~.~I\.) OH\T _'OI-i%-1Ii1I0.



NDA 22-244 Page 5

existing appropriate labeling, this Pediatric Page is complete and should be signed If not. complete the rest of
the Pediatric Page as applicable

I Section F: Extrapolation from Other Adult and/or Pediatric Studies (for deferred and/or completed studies)
Note Pediatric efficacy can be extrapolated from adequate and well-controlled studies in adults and/or other
pediatric subpopulations if (and only if) (1) the course of the disease/condition AND (2) the effects of the
product are sufficiently similar between the reference population and the pediatric subpopulation for which
information will be extrapolated Extrapolation of efficacy from studies in adults and/or other children usually
requires supplementation with other information obtained from the target pediatric subpopulation, such as
pharmacokinetic and safety studies. Under the statute, safety cannot be extrapolated

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be
extrapolated from adequate and well-contro.lled studies in adults and/or other pediatric subpopulations:

Extrapolated from:
----

Population minimum maximum Other PediatricAdult Studies?
Studies?

0 Neonate i wk. mo. wk. mo. 0 0, - - -1-
0 Other _ yr - mo. 1- yr - mo. 0 0
0 Other _ yr - mo. I yr. mo.

I 0 0,- -
0 Other

i I 0 01- yr - mo. 1- yr - mo.

0 Other
i i o i 0! _ yr - mo. ! _ yr - mo.

-- --: -- ---- l.

--~--~---1---
.__.._._-------

All Pediatric :

0 i o yr. 0 mo 16 yr 11 mo n 0Subpopulations ,
; LJ I

, : i

Are the indicated age ranges (above) based on weight (kg)? 0 No DYes.
Are the indicated age ranges (above) based on Tanner Stage? 0 No: n Yes.

Note If extrapolating data from either aclult or pediatric studies. a descnption of the scientific data supporting
the extrapolation mustbe included in any pei1inent reviews for the application

If there are additional inclications, please complete the attachment for each one of those indications
Otherwise, this Pediatric Page is complete and should be signed ane! enteree! into DFS or DARRTS as
appropriate after clearance by PeRC.

This page was completed by:

Regulatory Project Manager

(Revised: 6/2008)

NOTE: If you have no other indications for this application, you may delete the attachments from this
document.

I F III Llü. \ in. () i LSIIl ),\s. 1'1... \ S L (() \1 \(1 III L ( J) LI~ 1'\ III S \1. \ i. \I. \ i i 1.'-~_IJ.,_i.'.Li,_.I!.J,la:hl~,,_:;~''- j () R . \ 1.'1) i _ "'ih-Hii)i).
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Attachment A
(This attachment is to be completed for those applications with multiple indications only.)

Indication #2:

-Q1: Does this indication have orphan designation?

DYes. PREA does not apply. Skip to signature block.
D No. Please proceed to the next question.

Q2: Is there a full waiver for all pediatric age groups for this indication (check one)?

D Yes: (Complete Section A.)
D No: Please check all that apply:

D Partial Waiver for selected pediatric subpopulations (Complete Sections B)
D Deferred for some or all pediatric subpopulations (Complete Sections C)
D Completed for some or all pediatric subpopulations (Complete Sections D)
D Appropriately Labeled for some or all pediatric subpopulations (Complete Sections E)
D Extrapolation in One or More Pediatric Age Groups (Complete Section F)

(Please note that Section F may be used alone or in addition to Sections C, D, and/or E)

Section A: Fully Waived Studies (for all pediatric age groups)

Reason(s) for full waiver: (check, and attach a brief justification for the reason(s) selected)

D Necessary studies would be impossible or highly impracticable because:
D Disease/condition does not exist in children
D Too few children with disease/condition to study
D Other (e.g., patients geographically dispersed): ___

D Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients AND is not likely to be used in a substantial number of pediatric patients

D Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note if
studies are fully waived on this ground, this information must be included in the labeling)

D Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note if
studies are fully waived on this ground, this information must be included in the labeling)

D Evidence strongly suggests that product would be ineffective and unsafe in all pediatric
subpopulations (Note if studies are fully waived on this ground this information must be included in
the labeling)

D Justification attached.
If studies are fully waived then pediatric information is complete for this inclication If there is another
indication please complete another Pediatric Page for each indication Otheiwise this Pediatiic Page is
complete and should be signed

I F III FlU: . \Iu. ()l I:SII()\S. I'I.:.\SI: C()\T\CI III I: CIHH 1'\lIIS \1.\ 1.\ 1.\ II t.'.:(l(:rll'lJi~Ü!:_I.cIJ-"',~¡L~) ()I~ .\1 -'01-7%-0700.
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Section B: Partially Waived Studies (for selected pediatric subpopulations)

Check subpopulation(s) and reason for which studies are being partially waived (fill in applicable criteria below):

Note. If Neonate includes premature infants, list minimum and maximum age in "gestational age" (in weeks)

Reason (see below for further detail): -~
Not

Not meaningful
Ineffective or Formulationminimum maximum

feasible# therapeutic
unsafet failed'benefit*

0 Neonate - wk. - mo. - wk. mo. 0 0 0 0 .._-0 Other yr mo. yr. mo. 0 0 0 0
0 Other yr. mo. yr. mo, 0 0 0 0
0 Other yr. mo. yr. mo. 0 0 0 0
0 Other yr. mo. yr. mo. 0 0 0 0
Are the indicated age ranges (above) based on weight (kg)? 0 No; 0 Yes.
Are the indicated age ranges (above) based on Tanner Stage? 0 No; 0 Yes.
Reason(s) for partial waiver (check reason corresponding to the category checked above, and attach a brief
justification):
# Not feasible:

o Necessary studies would be impossible or highly impracticable because
o Disease/condition does not exist in children

o Too few children with disease/condition to study
o Other (e.g., patients geographically dispersed): _

* Not meaningful therapeutic benefit:

o Product does not represent a meaningful therapeutic benefit over existing therapies for pediatric
patients in this/these pediatric subpopulation(s) AND is not likely to be used in a substantial number of
pediatric patients in this/these pediatric subpopulation(s).

t Ineffective or unsafe:

o Evidence strongly suggests that product would be unsafe in all pediatric subpopulations (Note if
studies are pai1ially waived on this ground, this information must be included in the labeling)

o Evidence strongly suggests that product would be ineffective in all pediatric subpopulations (Note if
studies are pai1ially waived On this ground, this information must be included in the labeling.)

o Evidence strongly suggests that product would be ineffective and unsafe inall pediatric
subpopulations (Note if studies are partially waived on this ground this information must be
included in the labeling)

~ Formulation failed:

o Applicant can demonstrate that reasonable attempts to produce a pediatric formulation necessary for
this/these pediatric subpopulation(s) have failed. (Note A pai1ial waiver on this ground may onlv cover
the pediatric subpopulation(s) requiring that formulation An applicant seeking a pai1ial waiver 017 this
ground must submit documentation detailing why a pediatric formulation cannot be developed This
submission will be posted on FDA's website if waiver is granted)

o Justification attached.

For those pediatric subpopulations for which studies have not been waived. there must be (1) correspondmg
study plans that have been deferred (if so, proceed to Section C and complete the PeRC PediatriC Plan
Template) (2) su!Jmitted studies that have !Jeen completed (i so proceed to Section 0 and complete the
PeRC Pediatric Assessment form) (3) additional studies in other age groups that are not needed !Jecause the
drug is appropriately la!Jeled in one or more pediatric subpopulations (if so. proceed to Section E) and/or (4)
aclditional studies in other age groups that are not needed !Jecause efficacy is !Jeing extrapolated (if so

IF TIII:IU .\in ()ll:STIO\'i. 1'1.1. \SI (O"I\(T TilE (J)EH 1'\IIIS \1.\ E.\I.\I1. (~l\J!iJ~_~J'~.!J.i~~_".\J OH.\I 301-:%-0:110.
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proceed to Section F).. Note that more than one of these options may apply for this indication to cover all of the
pediatric subpopulations

¡section C: Deferred Studies (for some or all pediatric subpopulations).

Check pediatric subpopulation(s) for which pediatric studies are being deferred (and fill inapplicable reason
below):

.

I

Applicant
Reason for Deferral Certification

Deferrals (for each or all age groups): i t
i

~adY
-

Need Other

I

I for Additional Appropriate
Reason Received

Population minimum maximum Approval Adult Safety or
(specifyi in Adults Efficacy Datai below)*

.1

_.-

0 Neonate - wk. - mo. - wk. - mo. 0 0 0 0
0 Other

i 0 0 0 01- yr. _ mo _yr._ mo.

0 Other i 0 0 0 0i__~_mo.__ _ yr - mo.
-- f--~---0 Other _ yr - mo. _ yr. - mo. 0 0 0 0

0 Other _ yr. - mo. _ yr - mo. 0 0 0 0
0 All Pediatric

o yr 0 mo. 16 yr 11 mo. 0 0 0 0Populations-- ._- -_.

Date studies are due (mm/dd/yy): _

Are the indicated age ranges (above) based on weight (kg)?

Are the indicated age ranges (above) based on Tanner Stage?

* Other Reason:

t Note Studies may only be deferred if an applicant submits a cei1ification of grounds for deferring the studies.
a description of the planned or ongoing studies. evidence that the studies are being conducted or will be
conducted with due diligence and at the earliest possible time, and a timeline for the completion of the studies.
If studies are deferred on an annual basis applicant must submit information detailing the progress made in
conducting the studies or if no progress has been made, evidence and documentation that such studies will be
conducted with due diligence and at the earliest possible time This requirement should be communicated to
the applicant in an appropriate manner (eg in an approval letter that specifies a required study as a post-
marketing commitment)

o No; 0 Yes.

o No; 0 Yes.

If all of the pediatric subpopulations have been covered through partial waivers and deferrals Pediatric Page is
complete and should be signed If not. complete the rest of the Pediatric Page as applicable

II. IIIUU.\IU. ()I 1."IIO'\".I'U.\"I. (()'\T\CT TilL (J)ri~ 1'111" \1.\ L\I.\ll.iI.c:rplili'EJi.3.ili..I_::l.!.'.'J OL~ .\T 31l1-ì'i-1l71l1l.
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I Section 0: Completed Studies (for some or all pediatric subpopulations).
.

Pediatric subpopulation(s) in which studies have been completed (check below):

Population minimum maximum PeRC Pediatric Assessment form
attached?

0 Neonate - wk. - mo. - wk. - mo. Yes 0 NoD
0 Other _yr._ mo. _yr. _ mo. Yes 0 NoD
0 Other _ yr. _ mo. _ yr. _ mo. Yes 0 NoD
0 Other _yr._ mo. _ yr. _ mo. Yes 0 NoD
0 Other _yr_ mo. _yr. _ mo. YesO NoD
0 All Pediatric Subpopulations o yr 0 mo. 16 yr. 11 mo. Yes 0 NoD

Are the indicated age ranges (above) based on weight (kg)?

Are the indicated age ranges (above) based on Tanner Stage?
o No; 0 Yes.

o No; 0 Yes.

Note. If there are no further pecJIatric subpopulations to cover basecJ on partial waivers. cJeferrals ancJ/or
complètecJ stucJIes. Peel/atrLc Page Is complete ancJ shoulcJ be sLgnecJ If not. complete the rest of the PecJIatrLc .
Page as applicable

I Section E: Drug Appropriately Labeled (for some or all pediatric subpopulations):

Additional pediatric studies are not necessary in the following pediatric subpopulation(s) because product is
appropriately labeled for the indication being reviewed:_.- .--~--.-.--- ......._._.1 ..

!
...- -

Population minimum , maximum
!

0 !
Neonate - wk. - mo.

I
- wk. - mo.

0 Other
1- yr. _ mo.

r yr mo-------- 1- _.- --
..---J

---------_.... -

0 Other _yr_ mo.
1- yr _ mo.

0 Other I_yr._mo. 1- yr. _ mo
0 i

Other _ yr. _ mo. I yr - mo.f-. ._-- -------------- ------ --l..= -~_._._.-
0 All Pediatric Subpopulations o yr o mo. I 16 yr. 11 mo.

Are the indicated age ranges (above) based on weight (kg)? 0 No: 0 Yes.

Are the indicated age ranges (above) based on Tanner Stage? 0 No; 0 Yes.
If all pecJIatrLc subpopulatLons have /)een coverecJ basecJ on partial waivers. cJeferrals. completecJ stucJIes. ancJ/or
existing appropriate la/)elLn9 this Peel/alric Page Is complete ancJ shoulcJ /)e signed If not. complete the rest of
the PecJIatrLc Page as applica/)Ie

IF Tiii.in .\HI: ()I L-;II()'-;,I'IL \-;1. (O,\I\(T TilL CIH.H 1"111-; \1.\ L\I\III~lJ.-'!_'-l;Ji~..l!"\) OL~ .\T 301-7%-0700,
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Section F: Extrapolation from Other Adult and/or Pediatric Studies (for deferred and/or completed studies)

Note Pediatric efficacy can be extrapolated from adequate and well-controlled studies in adults and/or other
pediatric subpopulations if (and only if) (1) the course of/he disease/condition AND (2) the effects of/he
product are sufficiently similar between the reference population and the pediatric subpopulation for which
information will be extrapolated Extrapolation of efficacy from studies in adults and/or other children usually
requires supplementation with other infoi:mation obtained from the target pediatric subpopulation. such as
pharmacokinetic and safety studies. Under the statute, safefy cannot be extrapolated

Pediatric studies are not necessary in the following pediatric subpopulation(s) because efficacy can be
extrapolated from adequate and well-controlled studies in adults and/or other pediatric subpopulations:

,
Extrapolated from:

Population minimum maximum Other PediatricAdult Studies?
Studies?

0 Neonate wk. mo. i wk. mo. 0 0- - i- -
0 Other i 0 0i _ yr _ mo. ! _ yr. _ mo._._-- ._._--~- ---- ----7.-----...-------.-4 --r-_.0 Other _ yr - mo. i_yr. - mo. 0 0
0 Other I 0 0. _ yr - mo : ~ yr. - mo.

0 Other _ yr - mo. _yr._ mo. 0 0
0 All Pediatric

o yr 0 mo. 16,yr.11 mo. 0
I

0 I
Subpopulations

Are the indicated age ranges (above) based on weight (kg)? 0 No: 0 Yes.
Are the indicated age ranges (above) based on Tanner Stage? 0 No 0 Yes.
Note I(extrapolating data from either adult or pediatric studies, a description of the scientific data supporting
the extrapolation must be included in any pertinent reviews for the application.

If there are additional indications, please copy the fields above and complete pediatric information as
directed. If there are no other indications, this Pediatric Page is complete and should be entered into DFS
or DARRTS as appropriate after clearance by PeRC.

This page was completed by:

Regulatory Project Manager

FOR QUESTIONS ON COMPLETING THIS FORM CONTACT THE Pf:Ofi\TRrC i\NO ¡"fE.h.LT¡'-i

(Revised: 612008)

II IIIFIU. \IU. ()l I.SIIO'S.I'!! \SI (OYI\( 11111. CIHR 1'.\1 liS \1.\ I-!\I! (~:~..ii!nli, 1/ rd~..li~.,';L'.~) OR\I JOI-Î%-0700.
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PEDIATRIC PAGE
(Complete for all tiled o.-ginal applications and eftcacy supplements)

'\DAIBL\ #: 22-244 SupplenH'nt T~pe (e.g. SES): Supplement '\umhei':

Stamp Date: Septemhei' 27,2007 PDl FA (;oaIDate: .illl~ 27,2008

IIFD-I70_ Trade and gelHTic names/dosage fonn:_.\~iiia"in (fospropofol disodiiim) Inji'ction

Applicant: ,iei Phanna Therapeiitic Class: _IS_

Does this application pl"vide foi' 1i'\I actin ingn'dient(s), ne" indication(s), ne" dosagi' form, ne" dosing regimen, or ne"
niiite of administratioil? ,',

:\ Yes, Please pniceed to the next question.

O. '\0. PRL\ does not appl~.. Skip to signature hlock.

,', SF5, SFr'. il/id SLï sl1hl1is.iioll1 11/11.1 11/,0 ir(~ger PRF.~. If ihere ore 1/11"Slilii.i. p/el/Si Clll/lOcllhe RIISel/lir!'. Iddl' iir Gmce CI/1ï1111~I'.

Indication(s) PI"I'Vilili.l/r 11IJ(JI'I'l'd (please complete this section foi' siipplements onl~):

Each indÎlation covei'ed h~ fllITent application under i'e\ie" must h:we lH'diatric studies: CI/J1fJ/eied, f)efáred. 11111//111" Wiiil'ed,

'\umhlT of indÌlations for this :ipplication(s): i

Indication #1: inti'avenoiis sedatin'-hvpnotic agent indicated foi' sedation in adult patients undei'going diagnostic 01'

therapeutic ,íi'ocediires
Is this :ìn oqihan indication?

DYes. PRL\ does not apph. Skip to signatulT hlock

:\ '\0. Please pniceed to the ni"t qiiestion.

Is there a filII \iaiver foi' this indication (chl'lk one)"?

o Yes: Please proceed to Section\.

:\ :\0: Please dH'e1, allthat apph: _Parti:iI \\aiver ~DefrlTed _Completed

'\OTE: '\Iore than one ma~ apph

Please proceed to Section B, Section C, and/or Section D and complete as ne('.'ssar~.

Section A: Full, \Vai'ed Studies

Reason(s) foi' fnll \lainT:

o Produrts in this e1ass for this indication ha\ e IH'en studied/l:ihded for pediatl'ic population
o Diseasl'condition does not nist in chil(Ii'en
o Tootl'\I children \vith disease to stud~

o There are ~afl't~ concerns
o Other:

//I/Ii,/i,'1 "re/I///i. ""in'r/ 11i"Ii/,,'di,liri, iii/iiniiiiiiiiiiii '.III1/'/"It'/1I1" ¡liii iiidi,.iiiiiiii. /j ilien' ii IIIIOIIi'T iiit!i,.,/iioii. 1'/"111('1,.,'
111,''-11111''111 I (il/It'nii.i,'. ¡liii I',.t!iiiiri,. /'u'.e ii ,.,iiii/'/ei,' "iit! sliliii/t! he ('llIel"et! iiiio / irs
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Section B: Partially Waived Studies

.\gelweight raiige heiiig partiall~ i\ain'd (fill iii applicahll critlI'ia hl.ow):

1.0'b_\Ia\ kg_
Reasoii(s) foi' partial wai\er:

'Iiii_ IlO,_mo,_ ,11"_~I"- Taiiner Stage_
Taliliel'Stage_

o
o
o Too few diildreii \lith disease to stud~
o
o
o
o

PJ")ducts iii this rlass foi' this iiidicatioii hail. heeii studied/laheled foi' pediatric populatioii
DiseaSl'/coliditioli does uot exist iii rliildn'ii

Thei'e are safet~' coiicenis
..dultstudies i'ead~. for approial
Formulatioii 1I('eded

Othei':

1¡llildil'l "n' def,'rred imiceed iii .\ediliii (. 1¡llildit'l (l)\' i.iiiiiideied IJriiceed III .\ediliii I J. ()I/ierli/\e. i/iii l't'di"irii. I'",-.e ii
CIi/lI)li'le i/Id 1/iIiIiM he eiien'd iiiiii I J¡''\

St.'ctioii C: DcfelTed Studies

\ge/weight i'aiige heiiig defelTed (till iii applicahll critel'ia hl.ow):

.\1 iii

'Ia\
1.0\,~-
)-i'...- mo. 0 'i'. ().-

.\1, 17

Taiiiier Stage_
Taiiiier Stag('_mo.

lü'asoii(s) for defernil:

o Products iii this rla.5s for this iiidicatioii !i;l\e beeii studied/lahded JOI' pediatri(' populatioii
o Disease/coiiditioii do('s 1101 nist iii rliildn'ii
o Too f(,w childreii \lith disease to slud.,
'\ There :11'1. safety coiicenis

O\diiit stiidies read~ for appl")\ al

o Foriiiiiiation iieeded
01 her:

Dale stiidies are dill. (mll/dd/~\):

l/i/ii,li" il)\' cli/lI)lell'd l)riin','11 III .\"ciiiiil IJ. ()'lli'riiilt' i/iii l't'di"iric I',,:-:e ii 1.1i1i1)leie (l)idi/iiiilid he ellit'n',1 iiiiii I J¡''\

Sectioii I): Conipktcd Studies

\!!i'/\lei!!ht ran!!e ofeompleied stiidies (fill in applir:ihle criiel'ia lii'low):

'I iii

\1:1\
1.0,~- mo. , I".- Ta ii ~1('1' Sta!!e_

Taniier Sta!!e_,,0h_ 110, ~ I"

(OIlIIH'nl.:

Ii llle.1 i' (/1.1' 1i,ldiiilili,,1 iliiliciiiiiiili. 1)11,1111' iii.iiii,,'dili Jiii!I)lIlIi.1I1 I i )i/ieniiii' i/iii l'e,liiliril. I''','.'' II "IIIII'II'it' ,/ld 1/111111,11,1, ,'IIII'rI,d
iiiiii jU \
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This page \\as l'ollpkted hy:

j';

Regulator~. Pnijel't 'I aiiager

",T \. l- ~- ,i: In ì ~~i.Jl)~-1ì~-'nn

FOI~ Ql ESTlO\,S O\' CO!\IPLETI:\(; TillS FOR'I CO:\T\CT TilE l'

(RnÎsed: i Oil O/200(¡)
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Attachment A
(This attachiicnt is to bc collplctcd for thosc applications with Ilultiple indications onl:-.)

Indication #2:

Js this an orphan inditatioil?

DYes. PREA doi's not apply. Sliip to signature hlock.

o No. Please 11IïH'ced to the 11l'\t qucstion.

Is there a full waiver for this inditation (check oni')'?

o Yes: Please proceed to Section A.

o '\0: Please cheri, all that appl.\: _Partial \\ainr _DefelTed _Completed
NOTE: \Ion' than one ma\ app"

Please proi'eed to Section B. Sertion (.. and/or Section D and complete as IIl'cessal'~.

Section A: Fully Waind Studies

Reasoii(s) foi' full waiver:

o Pn)(lucts in this rlass for this indication han' heen studied/lahekd for pediatl'ic population
o Disease/condition docs not ois! in children

o Too few rliihli'en with disease to slud\
o Therc an' safety COIH'el'ns
o Othei':

Il.i!iidie.i iire/i¡f/i. iriiin'd iheii Ih'diiiirii. ili/i!/liliii,,11 ii lllllll'/l'iL'.!"'. ihis iiidic.iiiiliii. /fiher" is '1Ililher iiidii.iiiiliii. I'I"(/Il' w,'
/iiiichiiiell I ()ihc'nrisc. ihis l'"dii/II'¡c I'i/,'!e ii C.IIIIII'/l'iL' ,iiid ihiiii!. h" l'lIer"d iiiiii I JF\

Section B: Partia"~ Waived Studies

Age/"eight r:iiigi' being partial" wai\ed Ifi11 in applicabk criteria heiim )::

.\Jin

.\Ia\
i,g_
1.0...--

mo.
nil),

\r._
\ r.

T:llIlHT Stagc_
T:inIH'I'Stagi'_

Reason(s) for pai,tial "ainT:

o Products in this class for this indication han' heen studied/lalH'kd 1'01' pediatric population
o Discase/t'ondition docs not oisi in childn'n

o Too lc" children "ith diseaSl' to stud\
o TlnTe arc safet~ COIH'('I'nS
o .\duli studies ready lor appnnal

o Foniiiilat ion needed

o Othcr:

1l.lllidic'l ,irc' ddi'lh'd iir",.ci'd III .\,'diliii (. lil/ii';i", ,In' ,.""I!,I,.I,,,/. 1".'''.,.,,111-' \,.c iiliii I) i )11/('nl ii,'. ihii I"',/ii/ii.i,. l'II,'!l' ii
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eiiii/)Ieil' lilll! shliiifr hc ciiacl! imii f)¡':\

¡Section C: Deferred Studies

Age/iieight range being defelTed (fill in applirabk lTitl'I'ia helil")::

!\Jin

!Vlax_
I.;g_
1;0~- mo._

mo.
.yr._
'T.

Tanliel'Stage_
Tanner Stage_

Reason(s) for defelTal:

o Produl's in this class for this indication han' bceii studied/labeled for pediatric population
o Disease/condition docs not cxist in children

o Too few diildren with disease to study
o There arc safet~' roncel's
o Adult studies i'eady for appronl

o FOlïiiulation needed

o Othei':

Dah' studies arc dill' (inm/dd/~.~.):

I(i!liilie's lIrc l'IIIII)lelt:d iwiieeel! III ScC/ilili I). ()lllt'nl;lc. /17;1 I'".!;iiir;, I'll,'.!" ;1 eiiii¡ilelt' lilll! shl)lil.! hi' "Ili"r".! ;1111) I)¡. \.

Section I): Completed Studies

Age/weight range of rompleted studies (fill in applirabk lTileria belil"):

'\Iin
Vlax

1\.0.~-
1,0.~- mo.

mo.
H._
, r.'- Talinel'Sl:lgi'_

I anner Stage

Com nil n 15:

/lifiere lire iiddiiiiiiiiil ilidicliiililiS. pleiise Clip.! ¡ficfic/d, iihiii'l' Iil1d eiiii/plcii' pediiiiric ilifilrlilliilililiS dire('¡('I. /fihere iirc 1111

iiifier ililicliiililiS. ihis Pedilllric Piige is ciiiipleie 1I1l1,filill/d he eiieri'd iiiiii f)FS.

This page wa, roiipleted b.~:

Regiilat()i'~. Pn)jel't :\Ianager

FOR ()l ESTIO,\S 0'\ CO\II'LETI'\C IIIIS FORVI CO'\I.\(I IIIE

( Rey ¡sed: 10/1 0/200ii)



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

/ s/

Parinda 'Jani
i / 7 / 2008 04: 3 i : 37 PM



Meyer, Allson

From:
Sent:
To:
Subject:

Meyer, Allison
Thursday, December 04,20082:31 PM
'Jacqueline _Kline~eisai .com'
Pediatric dates

Jackie,
As a part of the Required Pediatric Assessments portion of the action letter, it is a requirement to include specific dates
for the following 3 items, Protocol Submission, Study Start Date, and Final Report Submission. i will need these specific
dates from you today for studies 1-4!

Thanks,
Allison

Meyer, Allson

From:
Sent:
To:
Subject:

Meyer, Allison
Tuesday, December 09, 20083:53 PM
'Jacqueline _Kline~eisai.com'
FW: Labeling comments

Jackie,
Please address ASAP.

Cartons and containers: two remaining comments

Storage statement should read:... ..Excursions permitted between 15°C and 30 °C (59 of and 86 OF).

. "Injection" in the name should be with a capital "I".

. Alison Meyer
Regulatory Health Project Manager
Division of Anesthesia, Analgesia and

Rheumatology Products
Offce of New Drugs II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Bldg. 22, RJ. 3176
Silver Spring, MD 20993
301-796-1258
301-796-9713 (fax)

.
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. PREAPPROV AL SAFETY CONFERENCE

MEETING DATE:
TIME:
LOCATION:
TYPE OF MEETING:

MEETING CHAIR:

MEETING RECORDER:

Novcmbcr 25. 200R
2:00 to 3:30 pm
White Oak Campus. Bldg 22. Room 3270
Prc-Approval Salcty ConlCrence

Rigoberto Roca. M.D.

Allison Mcvcr/Chris Whecler

FDA ATTENDEES: (Title and Onìcc/Division)

/)¡Ùsioii otAllolgesio. .'iiesfhesio, oiid Rheiiiiiofologl Fmdiiefs
Rigoberto Roca. M.D.
l3indi Nikhar. M.D.
Lc.\ Schulthcis. M.D. Ph.D.
J\1itch Frost. M.D.
Dionne Price. M.D.
Danac Christodoulou. Ph.D.
Srikanth NaJ.lani. Ph.D.
Larissa Laptcva. M.D.
/\yanna Augustus. Ph.D.

Allisoii Mewr

/)ii 'iiit iI of PIli ¡ril! 1(' J1 igi I I. lice

B()b Boucher. M.D.
Pcter Diak. Pharm.D.

Deputy Director
Ancsthcsia Team Lcader
Clinical Revic\\cr
Clinical Rcvic\ver
Biostatistics Team I.cadcr
Pharmaceutical Asscssmênt Lcad
Clinical Pharmacology Rcvicwer
Associatc Director or Sakt\
Regulator) Project Managcí'

Regulator) Hcalth Projcct \-1,lIagcr

Deputy Dircctor
Acting Team I.cader

()ffce of.\II¡TeillolicC 0/11 Euidcliiologl'
Chris Vvïiecler Regulator) Project M,ln,igcr

BACKGROUND: This NDA is ,li Nrvir tor the pro-clni!: oFprnpntol. This is ,1 Ci,¡ss I
Resiibiiissinii. 2".1 C) cle review. Overall safety coiiceris ,ire siiiil,¡r \0 propofol.

'VIEETING OBJECTIVES:

. Fngagc OSE ane! OND in discussion or possible s,ikty conccl1S or
rospropoldol.

. ':\11(1\\ OSE opportunity to c.\IJrcSS an) s,ikt) c()nccl1S not discusscd b)

thc revic\\ division
. Discuss how ,1ny potcnti,il s,ikty concerns \\ ill bc maii,¡gcd



DISCUSSION:

!?eIOlioli/¡i/i 10 lim/JOt;)I:

OND discussed the history of the application and the NA letter sent in the previous cycle.
Fospropofol ori gi na Ii y \vanted labe ling that perm it ted use without an anesthesiologist.
although the sakty profile is very similar to propolol. The application \vas given an N/\
until the) adopted labeling similar to propofol. Possible sa ret) issues could arise in the
luture ilthe applicant wishes to pursue alternative labeling.

Pi Jli- ,\ It i,"kel Siiidies:
The applicant w¡¡lhave post-marketing requirements upon approval. This is due to
ccrta i n popu lations showi ng higher rates of adverse cvcnts that rcqu i re ai rway
intcrvcntion. 'Tiiese populations are typically 100\er weight paticnts. patients of an ASA
class:: or 4. and elderly patients (:;65 years). The applicant will be asked to conduct
studies öploring this risk. OSE asked if the review division wished to limit the use of
lospropolol in these at risk populations until the PMRs \vcre complete. 'Tiie revie\\
division indicated thaifospropolèil \Vas elTective ~ind \\cll tolerated in theat risk groups
I()r ihe nl(st part. but they still wanted to e:\plore it. The l~lbel docs recommend dose
cidjusiments I()r smaller and older patients.

()mllJio(/\'il(/hilill' 0/71 Schedilling:

Fospropo1èil \\ill be a Schedule IV product upon approvaL. The product is water soluble
and therel()re orally bioavailable. OSE mentioned the or~ll route could lead to potential
abuse. howcver this risk is considered to be quite small.

ACTION ITEMS:

Posi-Mcirkeiiiig Requirements pending SRT apprmal
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\-: DEPARTMENT OF HEAL TH & HUMAN SERVICES

Public Health Serviæ

Food and Drug Administration
Rockville, MD 20857

NDA22-244 DISCIPLINE REVIEW LETTER

Eisai Medical Research, Inc.
661 1 Tributary Street

Baltimore, MD 21224-6515

Attention: Jacqueline Kline, Ph.D.

Director, Regulatory Affairs

Dear Dr. Kline:

Please refer to your October 13, 2008, new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for fospropofol disodium injection.

The Division of Medication Error Prevention and Analysis review of the labeling section of your
submission is complete, and we have identified the following deficiencies:

-

b\&')



NDA22-244
Page 2 of3

\\\~,

We are providing these comments to you before we complete our review of the entire application
to give you preliminary notice of issues that we have identified. In conformance with the
prescription drug user fee reauthorization agreements, these comments do not reflect a final
decision on the information reviewed and should not be construed to do so. These comments are
preliminary and subject to change as we finalize our review of your application. In addition, we
may identify other information that must be provided before we can approve this application. If
you respond to these issues during this review cycle, depending on the timing of your response,
and in conformance with the user fee reauthorization agreements, we may not be able to consider
your response before we take an action on your application during this review cycle.

If you have any questions, call Allison J. Meyer, Regulatory Project Manager, at 301-796-1258.

Sincerely,

(See appended electronic signature page/

Parinda Jani
Chief, Project Management Staff
Division of Anesthesia, Analgesia and
Rheumatology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE REQUEST FOR CONSUL TA TION

FOOD AND DRUG ADMINISTRATION

TO (Division/Ofce) FROM: HFD-170, Division of Anesthesia, Analgesia, and
Mail: OSEIDMEPA, White Oak Bldg. 22

Rheumatology Products

Allson Meyer

DATE ¡NDNO. NDANO. TYPE OF DOCUMENT DATE OF DOCUMENT

10/31/08 22-244 Labeling 10/13/08

NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE

Lusedra Standard Anesthetic 11/28/08

NAME OF FIRM:Eisai

RESON FOR REQUEST

I. GENERAL 

o NEW PROTOCOL o PRE-NDA MEETING o RESPONSE TO DEFICIENCY LETTER

o PROGRESS REPORT o END OF PHASE II MEETING o FINAL PRINTED LABELING

o NEW CORRESPONDENCE o RESUBMISSION o LABELING REVISION

o DRUG ADVERTISING o SAFETY/EFFICACY o ORIGINAL NEW CORRESPONDENCE
o ADVERSE REACTION REPORT o PAPERNDA o FORMULATIVE REVIEW

o MANUFACTURING CHANGE/ADDITION o CONTROL SUPPLEMENT . OTHER (SPECIFY BELOW) Carton and Container labeling
o MEETING PLANNED BY

II. BIOMETRICS

STATISTICAL EVALUATION BRANCH STATISTICAL APPLICATION BRANCH

o TYPE A OR B NDA REVIEW
o CHEMISTRY REVIEW

o END OF PHASE II MEETING

o CONTROLLED STUDIES
o PHARMACOLOGY

o PROTOCOL REVIEW
o B¡OPHARMACEUTICS

o OTHER (SPECIFY BELOW):
o OTHER (SPECIFY BELOW):

II. BIOPHARMACEUTICS

o DISSOLUTION o DEFICIENCY LETTER RESPONSE

o BIOAVAILABILTY STUDIES o PROTOCOL-BIOPHARMACEUTICS
o PHASE IV STUDIES o IN-VIVO WAIVER REQUEST

IV. DRUG EXERIENCE

o PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL o REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY

o DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES o SUMMARY OF ADVERSE EXPERIENCE
o CASE REPORTS OF SPECIFIC REACTIONS (List below) o POISON RISK ANALYSIS

o COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

o CLINICAL o PRECLINICAL

COMMENTs/SPECIAL INSTRUCTIONS:

Please review the carton and container labels and package insert for the NDA 22-244 from 10/13/08. This is an
electronic submission.\ \CDSESUB1 \NONECTD\N22244 \N 000\200B-10-13
If you have any questions, please contact Allson Meyer at 301-796-1258.

SIGNATURE OF REQUESTER METHOD OF DELIVERY (Check one)
. MAIL o HAND

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER
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(". ~ DEPARTMNT OF HEALTH & HUMAN SERVICES~~,.,::~~ Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 22-244

Eisai Medical Research Inc.
55 Challenger Road
Ridgefield Park, NJ 07660

Attention: Jacqueline Kline, Ph.D.
Director, Regulatory Affairs

Dear Dr. Kline:

We acknowledge receipt on October 14,2008, of your October 13,2008, resubmission to your
new drug application for Lusedra (fospropofol disodium) Injection.

We consider this a complete, Class 1 response to our July 23,2008, action letter. Therefore, the
user fee goal date is December 14, 2008.

All applications for new active ingredients, new dosage forms, new indications, new routes of
administration, and new dosing regimens are required to contain an assessment ofthe safety and
effectiveness of the product in pediatric patients unless this requirement is waived or deferred.
We note that you have not fufilled the requirement. We acknowledge receipt of your request for
a deferral of pediatric studies for this application. Once the application has been filed, we will
notify you whether we have deferred the pediatric study requirement for this application.

If you have any question, call me, at (301)796-1258.

Sincerely,

(See appended electronic signature page)

Allison Meyer
Regulatory Health Project Manager
Division of Anesthesia, Analgesia and
Rheumatology Products
Offce of Drug Evaluation II
Center for Drug Evaluation and Research
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.;~,.,. ~ DEPARTMENT OF HEALTH & HUMAN SERVICES
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:.q"d,l(J(J

Public Health Service
Food and Drug Administration
Rockville, MD 20857

NDA22-244

Eisai Medical Research Inc.
661 1 Tributary Street

Baltimore, MD 21224-6515

Attention: Jacqueline M. Kline, Ph.D.
Director, Regulatory Affairs

Dear Dr. Kline:

Please refer to your New Drug Application (NDA) submitted under section 505(i) of the Federal
Food, Drug, and Cosmetic Act for fospropofol disodium.

We also refer to the meeting between representatives of your firm and the FDA on September 8,
2008. The purpose of the meeting was to discuss the deficiencies indentified in the Not
Approvable letter dated July 23, 2008.

A copy of the official minutes of the meeting is attached for your information. Please notify us
of any significant differences in understanding regarding the meeting outcomes.

If you have any questions, call me at (301) 796-1258.

Sincerely,

(:':;ee appended electronic signature pagel

Allison Meyer
Regulatory Project Manager
Division of Anesthesia, Analgesia and
Rheumatology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

Enclosure .- Meeting Minutes
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MEMORANDUM OF MEETING MINUTES

MEETING DATE:
TIME:
LOCATION:
APPLICATION:
DRUG NAME:
TYPE OF MEETING:

September 8, 2008
2:00-3:00 pm (EST)
White Oak, Bldg 22, Rm 1313
NDA 22-244
fospropofol disodium
Type A meeting

MEETING CHAIR: Rigoberto Roca, M.D., Deputy Division Director, Division of
Anesthesia, Analgesia and Rheumatology Products (DAARP)

MEETING RECORDER: Allison Meyer, Regulatory Health Project Manager

FDA ATTENDEES: (Title and Office/Division)

Curtis Rosebraugh, MD

Bob A. Rappaport, MD
Rigoberto Roca, MD
Bindi Nikhar, MD
Lex Schultheis, MD, PhD
Srikanth Nallani, PhD
Mary Dempsey
Corinne Moody
Ayanna Augustus
Allison Meyer

Director, Offce of Drug Evaluation II
(ODE II)
Division Director

Deputy Division Director
Clinical Team Leader
Medical Officer
Clinical Pharmacology Reviewer
Regulatory Project Manager, OSE
Regulatory Project Manager, CSS
Regulatory Project Manager
Regulatory Project Manager

EXTERNAL CONSTITUENT ATTENDEES:

Mary Lynne Hedley, PhD
Timothy Hsu, MD

Jacqueline Kline, PhD
Lynn Kramer, MD, F.A.A.N
Stacie O'Sullivan
Andrew Satln, MD

Executive Vice President and CSO
Associate VP, Global Therapeutic
Head, CNS I
Director, Regulatory Affairs
Executive Vice President, Clinical
Manager, Regulatory Affairs
Senior Vice President, CNS and Anti-
Infectives



NDA22-244
Page 3

Ilona Surick, MD, MPH Executive Director, International
Pharmacovigilance

Mark Taisey Vice President, Regulatory Affair~

Masanori Tsuno President, Eisai Global Clinical

\\\A)

BACKGROUN:

The purpose of the meeting was to discuss the deficiencies identified in the Not Approvable
letter for NDA 22-244, fospropofol, dated July 23, 2008 and to discuss the planned resubmission
of this application.

The Sponsor's questions are presented below in italics, followed by the Division's response in
bold. A record of the discussion that occurred during the meeting is presented in normal font.

Agency Comments and Responses to Questions:
\\\.6,'

Question 1:
...In combination with additional warning that deep sedation may occur, therefore, would

ø _ the use of fospropofol by anesthesiologist, critical care specialist, or
pulmonologist be acceptable?

FDA Response

4

\\\.Ar)
A principal concern is that some patients became unresponsive or minimally responsive
following administration of fosprqpofol. The risks associated with unresponsiveness
associated with fospropofol are believed to be indistinguishable from those of a general
anesthetic. training in general anesthesia is
required unless you can show that unresponsiveness caused by fospropofol is preventable
or has a lower risk than general anesthesia.

Discussion:
Following introductions, the Sponsor stated their intent to resubmit their application, which wil
include an amended package insert with information specifying administration by persons
trained in general anesthiology. The Sponsor intends to work with the package insert that was
sent to them by the Division during the first cycle review and wil include language for MAC
sedation. The Sponsor requested classification ofthe resubmission as Class 1 resubmission
subject to a two-month review clock. The Sponsor also requested clarification on the
requirement of a REMS.

The Division stated that if the labeling for fospropofol is similar to the approved label for
propofol, then a REMS may not be required, although new FDAAA considerations might require



NDA 22-244
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a REMS. Therefore, further internal discussion was necessary before final recommendations
could be given to the sponsor

Post-Meeting Note: If the Sponsor uses Same labeling as propofol in regard to specifying
administration by persons trained in general anestheiology, they wil not need a REMS.

Question 2:
The action letter noted that the Sponsor could "provide additional and substantial

evidence of fospropofol safety when used routinely by representative health care providers in

their usual practice setting. " The Sponsor believes that a study conducted by gastroenterologists
in various practic.e settings, e.g., hospital, ambulatory surgi-center, and offce based practice,
would meet the definiton of "representative health care providers. "

Does the Division concur?

FDA Response

Although gastroenterologists and gastroenterology patients may comprise a signifcant
component of the study, the study should also include providers from other specialties and
patients with more severe and acute cardiopulmonary disease in order to adequately
represent the expected exposure.

Discussion:

The Sponsor wanted to know whether studies conducted by gastroenterologists in patients
undergoing procedures in various practice settings would be sufficient to support label expansion
for a restricted patient population. The Division believes fospropofol wil be used off-label, and
therefore, its use should be evaluated in patient/practitioners populations other than
gastroenterologists/gastroenterology patients. The Division stated that doses utilized during
broncoscopy provide a good starting point, but the Sponsor should consider evaluating the safety
of fospropofol in cardiovascular patients undergoing catheterization procedures. The Division
stated that an actual use study that assesses a training program for physicians and evaluates how
practitioners use fospropofol may be the best approach. A randomized, blinded clinical trial with
inferential statistics would not be appropriate for assessing the safety of fospropofol. The
Sponsor may want to consider discussing their study design with the Division before starting
additional Phase 3 trials. The Sponsor agreed to provide safety data from a more diverse group
of patients/practitioners and plans to provide clear language in the product label that states that
an anesthesiologist should be present and follow-up care should be provided along with proper
marketing and communication to ensure proper use of fospropofoL.

Question 3:
If additonal studies conducted by representative health care providers in their usual

practice settings result in similar rates of sedation related adverse events, interventions, and
outcomes as was observed in the phase 3 program, the Sponsor believes this would constitute
substantial evidence of fospropofol safety in the hands of these health care providers.
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Does the Division concur?

FDA Response

No. While we agree that a safety study should be conducted by representative health care
providers in their usual practice setting, substantial evidence of safety wil require more
than documentation that the incidence of adverse events is similar to the rate previously
reported in Phase 3 studies. A design is needed that wil enable a direct comparison
between the adverse events associated with a standard-of-care sedation regimen and
fospropofoI.

The following safety concerns wil also need to be addressed including:

· Additional dose-ranging information is needed in geriatric patients, patients
categorized as ASA 3 or 4, especially those with cardiopulmonary morbidities, and
in patients weighing less than 60 kg because these groups appeared to exhibit an
increased risk of hypoxia with the recommended dosing.

· Any proposal including a Medication Guide, Communication Plan, and/or Elements
to Assure Safe Use as described under 505-l(e) ofthe Food and Drug
Administration Amendments Act (FDAAA) should be submitted as a proposed Risk
Evaluation and Mitigation Strategy (REMS). However, a complete review of your
Complete Response (CR) wil be necessary to determine whether a REMS is needed
to ensure that the benefits of the drug outweigh the risks and what components wil
be essential to assure safe use.

You need to propose a training program to teach health care providers to assess
patients who are at an increased risk of becoming unresponsive from fospropofol
exposure and how to manage these patients safely.

For information on the format and content of a REMS, we refer you to the approval
letter for Entereg (available at
http://ww .fda.gov/cder/foi/labeI/2008/02l77 5REMS. pdQ.

Remember to submit all planned materials identified within the proposed REMS
that wil be necessary to implement your proposal. Education should emphasize the
safety messages important for safe use of the product. Product marketing materials
generally are not appropriate to educate about product risks.

· Any increment in the incidence of hypoxia associated with fospropofol compared
with a standard-of-care sedation regimen wil be interpreted as an unsafe trend.
Hypoxia associated with fospropofol is likely to be a consequence of protracted
hypoventiation. Therefore, monitoring systemic carbon dioxide as an indicator of
ventiation may be able to preempt hypoxia and improve the safety of fospropofoI.
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It is very likely that the results of the study wil be taken to the Anesthetic and Life Support
Drugs Advisory Committee (ALSDAC) for their input.

Discussion:
The Sponsor expressed confusion regarding what is needed to demonstrate that the safety profie
for fospropofol is comparable to the safety profie of currently approved sedation drugs, because
any increase in the incidence of hypoxia in fospropofol treated patients compared to midazolam
treated patients would be seen as unsafe. The Division stated that data generated from an actual
use study, including evaluation of an education/training program, could demonstrate the safety of
fospropofol compared to currently approved sedation drugs for sedation-related adverse events.
Furthermore, labeling fospropofol for sedation by health care providers who are not trained in
general anesthesia is a paradigm shift that wil require full public presentation of new data and
safety outcomes at an Advisory Committee meeting.

The Sponsor requested advice on which markers or adverse events should be considered when
evaluating the safety of fospropofol. The Division stated that the Sponsor should consider
implementing the recommendations given during the Advisory Committee meeting, including
monitoring of systemic carbon dioxide during Phase 3 studies. Systemic carbon dioxide levels
are inversely proportional to minute ventilation and may be an early indicator of excessive
sedation. The Division stated early signs of excessive sedation may enable detection of patients
on fospropofol who eventually become hypoxic and/or become unresponsive. The Division
stated that even without hypoxia, unresponsiveness wil be regarded as unsafe because it carries
the potential for aspiration or airway obstruction.

Monitoring systemic carbon dioxide to predict hypoxia in fospropofol treated patients may be an
improvement in safety monitoring over standard-of-care safety monitoring in existing sedation
practices. The Sponsor should consider exploring the benefits of such carbon dioxide monitoring
in patients receiving fospropofol compared to standard-of-care monitoring of patients receiving
alternative sedation products that do not require training in general anesthesia.

Question 4:
The action letter notes that the endpoints of a clinical study should include assessments to

objectivelyevaluate the success of clinical training to providers offospropofol sedation. The
Sponsor believes that such assessments could include a survey to test providers' knowledge of
fospropofol as well as clinical outcomes.

Does the Division concur?

FDA Response

A survey may be included, but wil not constitute adequate testing by itself. The most
compellng evidence used to evaluate successfulness ofthe clinical training program wil be
an analysis of adverse events.
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However, serious adverse events are expected to occur infrequently so practical
examination of sedation management skils should also be part of an ongoing training
program to enable health care providers to maintain a high level of preparedness.

Discussion: No discussion necessary.

Question 5:
The Sponsor believes that safety could be evaluated in a clinical trial using measures that

would include severity of, interventions for, and outcome of sedation related adverse events and
serious sedation related events.

Does the Division concur?

Discussion: No discussion necessary

FDA Response

Yes, provided the analysis wil provide comparative information relative to a standard-of
care-regimen with an approved product. In addition, the other safety concerns described
in the answer to Question 3 wil have to be addressed.

Question 6:
... Therefore, the Sponsor believes that demonstration that non-anesthesiology health care

providers who are properly trained and qualifed can independently and appropriately manage
sedation-related events, irrespective of a patient's level of responsiveness, would constitute
substantial evidence of fospr.opofol safety.

Does the Division concur?

FDA Response

No. A patient who is unresponsive from sedation may be diffcult to differentiate from a
patient who is under general anesthesia. Unless you can provide evidence to discriminate
the risk to a patient who is unresponsive from fospropofol from the risk to a patient who is
unresponsive from a general anesthetic, it may not be possible to demonstrate that skills in
general anesthesia are not required to manage sedation of patients with fospropofoI.

Discussion: No discussion necessary

Question 7:
The Sponsor believes that a "use" study, often described as a "large and simple" study,

where only essential data supporting a measure of safety as aprimary endpoint would be
suffcient to provide additional and substantial evidence as requested by the Agency.
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Does the Division concur?

FDA Response

In theory, this may be suffcient. However, since these data cannot be analyzed with
inferential statistics, any increment in the incidence of adverse events associated with the
fospropofol treatment group, compared to the standard-of-care treatment group, may be
interpreted as evidence of as an unsafe trend within the fospropofol treatment group and
wil need to be addressed. The additional safety concerns described in the answer to
Question 3 should also be addressed. As noted above, the study results wil probably be
presented at an ALSDAC meeting.

Discussion: See discussion for Question 3.

Sponsor Summary:
The primary aspect of the Sponsor's complete response wil include an amended package insert
which wil contain new information that addresses the deficiencies in the Not Approvable letter
and information obtained from the responses to questions submitted in the meeting package. The
Sponsor planned to submit their complete response within two to three weeks. The Division
suggested that the Sponsor submit their complete response only after the Division has had time
to determine if the product wil require a REMS. The Division also agreed to conduct a
preliminary review of the amended product label prior to submission of a complete response
package.

Action Items:

1. The Sponsor will submit a propofol-like labeL.
2. The Sponsor wil submit a proposal for a label expansion (End-of-Phase 2, meeting request).
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(-l DEPARTMENT OF HEALTH & HUMAN SERVICES,:; Public Health Service

Food and Drug Administration
Rockville, MD 20857

NDA 22-244

Eisai Medical Research Inc.
6611 Tributary Street
Baltimore, MD 21224-6515

Attention: Jacqueline M. Kline, Ph.D.
Director, Regulatory Affairs

Dear Dr. Kline:

Please refer to your Investigational New Drug Application (IND) submitted under section 505(i)
of the Federal Food, Drug, and Cosmetic Act for fospropofol disodium.

Attached are the Division's responses to the questions from your August 7,2008, meeting
package for our upcoming meeting, scheduled for September 8, 2008, to discuss issues related to
the Not Approvable letter.

The previously agreed upon time is stil set aside to meet with you, but, if you would like to
either cancel the meeting, because you feel all your questions have been answered to your
satisfaction, or re-focus the meeting (i.e., only focus on items which you feel require additional
clarification), that would be acceptable to the Division as welL. Alternatively, you can change the
format of the meeting from face-to-face to teleconference. If you decide to change the format of
the meeting, please contact us promptly by phone or e-maiL.

We wil be happy to provide clarification on any of the Division's responses, but WILL NOT
entertain any NEW questions, topics or review additional data (there is simply not enough
time prior to the meeting for the team to review such materials). Please let me know if you would
like to change anything about our forthcoming meeting.

If you have any questions, call me at 301-796-1258.

Sincerely,

(See appended electronic signature page)

Allison Meyer
Regulatory Project Manager
Division of Anesthesia, Analgesia and
Rheumatology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research

Enclosure
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for Allison Meyer
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Food and Drug Administration
Rockvile, MD 20857

NDA 22-244

Eisia Medical Research Inc.
55 Challenger Road
Ridgefield Park, New Jersey 07660

Attention: Jacqueline M. Kline, Ph.D.

Director, Regulatory Affairs

Dear Dr. Kline:

Please refer to your new drug application (NDA) submitted under section 505(b) of the Federal
Food, Drug, and Cosmetic Act for fospropofol disodium injection.

We also refer to your August 7,2008, correspondence, received August 8,2008, requesting a
post-action meeting.

Based on the statement of purpose, objectives, and proposed agenda, we consider the meeting a
Type A meeting as described in our guidance for industry titled Formal Meetings with Sponsors
and Applicants for P DUFA Products (February 2000). The meeting is scheduled for:

Date:
Time:
Location:

September 9, 2008
1:00 pm
White Oak, Bldg. 22
10903 New Hampshire Avenue
Silver Spring, MD 20993

CDER participants: Curtis Rosebraugh, M.D., Ph.D.; Director, ODE II
Bob A. Rappaport, M.D.; Director
Rigoberto Roca, M.D.; Deputy Director
Bindi Nikhar, M.D.; Team Leader, Anethesia
Lex Schultheis, M.D., Ph.D.; Medical Reviewer
Dan Mellon, Ph.D.; Supervisor, Pharmacology/Toxicology
Mamata De, Ph.D., Pharmacology/Toxicology Reviewer
Dionne Price, Ph.D.; Team Leader, Biometrics
Kate Meaker, Ph.D.; Biometrics Reviewer
Suresh Doddapaneni, Ph.D.; Team Leader, Biopharmaceutics
Sirkanth Nallani, Ph.D.; Biopharmaceutics Reviewer
Ali Al Hakim, Ph.D.; Branch Chief, CMC
Elsbeth Chikhale, Ph.D.; CMC Reviewer
Allson Meyer; Regulatory Project Manager
Ayanna Augutus, Ph.D.; Regulatory Project Manager
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Please have all attendees bring photo identification and allow 15-30 minutes to complete security
clearance. Ifthere are additional attendees, email that information to me at

Allison.Meyer(ffda.hhs.gov so that I can give the security staff time to prepare temporary
badges in advance. Upon arrival at FDA, give the guards either of the following numbers to
request an escort to the conference room: Allison Meyer, x 1258; the division secretary, x 2280.

Provide the background information for this meeting (three copies to the NDA and 17 desk
copies to me) at least two weeks prior to the meeting. Ifthe materials presented in the
information package are inadequate to justify holding a meeting, or if we do not receive the
package by August 25, 2008, we may cancel or reschedule the meeting.

If you have any questions, call me, at (301) 796-1258.

Sincerely,

(See appended electronic signature page)

Allson Meyer

Regulatory Project Manager
Division of Anesthesia, Analgesia and
Rheumatology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research



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

/s/
Allison Meyer
8/14/2008 09: 56: 33 AM
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Food and Drug Administration
Rockville, MD 20857

NDA 22-244
NOT APPROVABLE

MGI Pharma, Inc.
661 1 Tributary Street

Baltimore, MD 21224-6515

Attention: Jacqueline Kline, Ph.D.
Director, Regulatory Affairs

Dear Dr. Kline:

Please refer to your new drug application (NDA) dated September 26,2007, received September
26,2007, submitted under section 505(b) ofthe Federal Food, Drug, and Cosmetic Act for
fospropofol disodium Injection.

We acknowledge receipt of your submissions dated November 5, 7, 16, and 30, 2007, and January
3, February 15,26, and 29, March 6, 21, and 28, April 7 and 15, May 15,21, and 30, and June 6
and 27, 2008.

We also acknowledge receipt of your submissions dated June 9, 13, and 27 and July 3,2008.
These submissions were not reviewed for this action. You may incorporate these submissions by
specific reference as part of your response to the deficiencies cited in this letter.

We have completed our review and find the information presented is inadequate. Therefore, the
application is not approvable under section 505(d) of the Act and 21 CFR 314.l25(b). The
deficiencies are summarized as follows:

CLINICAL

You have not provided adequate information to support your proposal that providers can
safely manage sedation of patients with fospropofol. Although adequate evidence of
efficacy was demonstrated, some subjects experienced undesired deep sedation resembling
general anesthesia and/or hypoxia associated with fospropofoL.- -.-

bl4)

Information Required to Address Deficiencies:

..
b(4)
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b\4)
..

-
anesthesia, so your label should state that fospropofol should be administered only by
health care providers trained in the administration of general anesthesia and not involved in
the conduct of the procedure.

Alternatively, you can provide additional and substantial evidence of fospropofol safety
when used routinely by representative health care providers in their usual practice setting.
This evidence should be derived from a clinical study that is representative of the patient
population likely to be exposed in practice. The health care providers who participate in
this study should be trained via a protocol that wil be available to all potential users and
wil provide substantial training that wil allow practitioners to independently manage all
clinical scenarios associated with fospropofol administration. Assessments to objectively
evaluate the success ofthis clinical training to providers offospropofol sedation should be
incorporated into the endpoints ofthe clinical study.

LABELING

We reserve comment on the proposed labeling until the application is otherwise adequate. If you
revise labeling, your response must include updated content of labeling (21 CFR 314.50(1)(1 )(i))
in structured product labeling (SPL) format as described at
http://www .fda.gov loci datacouncil/spl.html.

SAFETY UPDATE

When you respond to the above deficiencies, include a safety update as described at 21 CFR
31 4.50( d)(5)(vi)(b). The safety update should include data from all nonclinical and clinical
studies of the drug under consideration regardless of indication, dosage form, or dose leveL.

1. Describe in detail any significant changes or findings in the safety profie.

2. When assembling the sections describing discontinuations due to adverse events, serious
adverse events, and common adverse events, incorporate new safety data ~s follows:

Present new safety data from the studies for the proposed indication using the same
format as the original NDA submission.

· Present tabulations of the new safety data combined with the original NDA data.

Include tables that compare frequencies of adverse events in the original NDA with
the retabulated frequencies described in the bullet above.

· For indications other than the proposed indication, provide separate tables for the
frequencies of adverse events occurring in clinical trials.
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3. Present a retabulation ofthe reasons for premature study discontinuation by incorporating
the drop-outs from the newly completed studies. Describe any new trends or patterns
identified.

4. Provide case report forms and narrative summaries for each patient who died during a
clinical study or who did not complete a study because of an adverse event. In addition,
provide narrative summaries for serious adverse events.

5. Describe any information that suggests a substantial change in the incidence of common,
but less serious, adverse events between the new data and the original NDA data.

6. Provide a summary of worldwide experience on the safety ofthis drug. Include an updated
estimate of use for drug marketed in other countries.

7. Provide English translations of current approved foreign labeling not previously submitted.

OTHER

Within 10 days after the date ofthis letter, you are required to amend the application, notify us of
your intent to fie an amendment, or follow one of your other options under 21 CFR 314.120. If
you do not follow one of these options, we wil consider your lack of response a request to
withdraw the application under 21 CFR 314.65. Any amendment should respond to all the
deficiencies listed. We wil not process a partial reply as a major amendment nor will the review
clock be reactivated until all deficiencies have been addressed.

Under 21 CFR 314.1 02(d), you may' request a meeting or telephone conference with the Division
of Anesthesia, Analgesia, and Rheumatology Products to discuss what steps need to be taken
before the application may be approved.

The drug product may not be legally marketed until you have been notified in writing that this
application is approved.

If you have any questions, contact Allison Meyer, Regulatory Project Manager, at (301) 796-1258.

Sincerely,

(See appended electronic signature page/

Curtis Rosebraugh, M.D., M.P.H.
Director
Office of Drug Evaluation II
Center for Drug Evaluation and Research



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

/s/
Curtis Rosebraugh
7/23 /2 0 0 8 04: 57 : 2 8 PM



MEMORANDUM OF TELECON

DATE: July 8, 2008

APPLICA nON NUMBER: NDA 22-244

BETWEEN:
Name: Jackie Kline, Ph.D., Director Regulatory Affairs

Stacie O'Sullvan, Manager Regulatory Affairs
Ilona Surick, MD, MPH, Executive Director, International Pharmacovigilance
Mark Taisey, Vice President Regulatory Affairs

b(4)
Phone: 866-321-0153
Representing: MGI Pharma

AND
Name: Dr. Curt Rosebraugh

Dr. Rigo Roca
Dr. Bindi Nikhar
Dr. Lex Schultheis
Dr. Thomas Permutt
Dr. Srikanth Nallani
Ms. Leah Ripper
Ms. Parinda Jani
Ms. Allson Meyer
Division of Anesthesia, Analgesia and Rheumatology Products, HFD- 170

SUBJECT: labeling and REMS

During this teleconference, the Division informed the Sponsor that the language in the
fospropofol label would need to be similar to the approved propofol labeling with regard to
administration and use only to anesthesia trained individuals. This decision was made after
review of the application and recommendations of members of the Advisory Committee, from
the meeting held on May 7, 2008. Alternate wording for the label may be possible in the future if
an adequate REMS or further study by the Sponsor prove safe use for a broader range of
physicians. The Sponsor was unwiling to accept anesthesiologist only use wording in the label
and therefore it was deemed that the two parties were at an impass. Acceptable language could
not be agreed upon.

Dr. Rosebraugh informed the sponsor that upon cursory review, the current REMs submission
would not be adequate; however a comprehensive review had not been complete and would not
be done during this review cycle. An untested REMS, prior to approval would require a pre-
approval study.



The Sponsor was informed that there would be several other sections of the label that would need
negotiation, including pharmacology/toxicology, clinical pharmacology, and clinical trials.
These negotiations will be part of a future teleconference.

Allson Meyer

Regulatory Project Manager



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

/s/
Allison Meyer
7/15/2008 11: 07: 57 AM
eso



From:

To:

CC:

Subject:

Date:

Attachments:

Meyer, Allison

"Kline, Jacqueline";

FW: Information Request

Wednesday, June 04, 2008 1:07:57 PM

Jackie,
Please respond by Friday.

Submit the Fospropofol and propofol PK parameters for all the
hepatic impaired in the following format.
Fospropofol Individual PK Parameters for patients with hepatic impairment as
estimated by Model 120

Unique
Subject # Child-Pugh Class ClF

(Llmin) t1/2termF

(min) b AUC00

(mcg*hr/ml)
0520-

365-0001

0524-

544-0003

0523-

559-0002

0523-

565-0016



0523-

561-0001

0523-

565-0023

0523-

565-0025

Propofol Individual PK Parameters for patients with hepatic impairment as
estimated by Model 120

Unique
Subject # Child-Pugh Class ClF

(Umin) t1l2termF

(min) b AUC00

(mcg*hr/ml)

0524-

544-0003

0523-

559-0002

0523-

565-0016

0523-

561-0001

0523-

565-0025

Allison Meyer
Regulatory Health Project Manager
Division of Anesthesia, Analgesia and

Rheumatology Products
Office of New Drugs II



Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Bldg. 22, RJ. 3189
Silver Spring, MD 20993
301-796-1258
301-796-9713 (fax)
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From:

To:

Meyer, Allison

"Kline, Jacqueline";

cc:
Subject:

Date:

Attachments:

NDA 22-244 information request chemistry

Thursday, May 22, 2008 11 :26:46 AM

Jackie,
Please respond ASAP, thanks Allison

Drug Substance:

. Provide a UV spectrumfor the drug substance,fospropofol

disodium.

Provide available stabiltv datafor the primary drug substance batches
(manufactured at - bl4)

In accordance to lCH Q3A, qualify the - impiiritv or tif!hten the
drug substance specifcation's acceptance criteria for _ - to NMT-- b(4)

Drug Product:

. Provide a CFR reference for the drug product stopper
material.

. Provide a stability commitment containing wording similar to:

bl4)

bl4)

-0 i-



. In your amendment dated 2/26/08, a revised list of manufacturing
facilities was provided, reflecting the removal of _ as a contract
laboratory. However, the list should be revised af!ain. to reflect the
r.nrrect name and address of

\\\6,)

Appears This Woy
On Orlglnoi



From: Meyer, Allson

"Kline, Jacqueline";To:

cc:
Subject:

Date:

Attachments:

FW: Today"s Teleconference

Thursday, April 24, 2008 1 :41 :40 PM

Please find our request below:

"Please present information on how the current proposed dosing regimen is better than a
fixed mg/kg dosing regimen in the three weight groups (.:60 kg, 60-90 kg and /90 kg) in
terms of the distribution of plasma concentrations of fospropofol and propofol across
time.
We would like you to present
(A) Actual observed concentrations in clinical studies
(B) Relationship between PK parameters and bodyweight
(C) Model based simulated concentrations for the three weight groups in scenarios
comparing the dosing regimens.

-----Original Message-----
From: Kline, Jacqueline (mailto:Jacqueline.Klinerimgipharma.com)
Sent: Thursday, April 24, 2008 11 :32 AM
To: Meyer, Allson
Subject: Today's Teleconference

Allson,

Thank you for setting up the teleconference with us today. We really appreciated the
opportunity to speak with you.

We want to ensure we include the information that your Clinical Pharmacologist
mentioned. To that end, can you please shoot me an e-mail that describes exactly what
he would like for us to include?

Thanks,
Jackie
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Food and Drug Administration
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NDA22-244 DISCIPLINE REVIEW LETTER

MGIPharma
661 1 Tributary Street

Baltimore, MD 21224-6515

Attention: Jacqueline Kline, PhD
Director, Regulatory Affairs

Dear Dr. Kline:

Please refer to your September 26,2007 new drug application (NDA) submitted under section
505(b) of the Federal Food, Drug, and Cosmetic Act for fospropofol disodium injection.

The Controlled Substance Staff (CSS) has reviewed the Abuse Liability Assessment (Module
5.3.5.4) as well as supporting studies and data and have identified the following deficiencies:

The data available demonstrate that fospropofol is soluble in water
is orally bioavailable, and produces sedative and euphoric effects from

enteral (either oral or duodenal) administration. Propofol, the active metabolite of
fospropofol, produces sedative and euphoric effects, is misused and abused, and has been
associated with the death of persons misusing or abusing it. Therefore, CSS has
concluded that fospropofol has a higher abuse potential than that of propofol because
fospropofol is orally bioavailable.

b~4)

Additionally, the potential use of fospropofol in the context of criminal activity for the
purpose of incapacitating a victim is of concern. Other orally active sedative agents such
as GHB have been associated with criminal activity. In addition, iffospropofol is
ingested with alcohol a potentiation ofthe sedative and depressant effects of fospropofol
is expected.

Fospropofol has a phàrmacological profile similar to sedatives scheduled under the
Controlled Substance Act (CSA), pentobarbital (Schedule II) and GHB (Schedule I).
Thus, fospropofol, like pentobarbital, and GHB, has a high potential for abuse and its
abuse may lead to severe psychological or physical dependence and should be placed
under Schedule II ofthe CSA.

Therefore, CSS recommends that fospropofol be scheduled under the Controlled
Substances Act (CSA). CSS reminds you that fospropofol can not be marketed once
approved until the scheduling action is complete. The scheduling process requires an
eight-factor analysis and approval of the FDA Commissioner and HHS (Assistant
Secretary for Health) prior to DEA notice of proposed rulemaking and final action.
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You should reevaluate all data available on fospropofol, taking into consideration the
conclusions ofthe CSS, and accordingly submit a proposal for placing fospropofol under
Schedule II of the CSA.

If you propose a different Schedule than Schedule II, you wil have to conduct studies to
support the proposaL. The following studies wil be required:

1. Studies to characterize the binding profile of fospropofol should be repeated using

validated experimental procedures.

2. Studies evaluating the bioavailability of fospropofol, oral and intravenous, should be

repeated using only the liquid formulation (as to be marketed). Although fospropofol
can be further metabolized to propofol in vitro use of sodium orthovanadate (an
inhibitor of alkaline-phosphatase) in the studies examining the abuse liability of oral.
administration offospropofol is not recommended because of the effects on the
stability of propofol. The measurement of either fospropofol or propofol after the
oral administration of fospropofol is sufficient to demonstrate oral bioavailability. An
arm examining the oral bioavailability of propofol is recommended.

The protocol for these studies should include assessments for adverse events and drug
effects, and evaluations for sedation.

3. Clinical studies examining the abuse potential oral fospropofol should be performed.

In order to fully characterize the abuse potential of fospropofol, the drug should be
compared to other CNS depressants that are controlled under the CSA as well as to
propofol. Additionally, the effect of fospropofol in combination with ethanol should
be examined as it may increase the abuse potential of fospropofol and might result in
death.

CSS wil be available to review the submitted eight factor analysis or protocols examining the
abuse potential of intravenous and oral fospropofol and to discuss these issues you.

We are providing these comments to you before we complete our review of the entire application
to give you preliminary notice of issues that we have identified. In conformance with the
prescription drug user fee reauthorization agreements, these comments do not reflect a final
decision on the information reviewed and should not be construed to do so. These comments are
preliminary and subject to change as we finalize our review of your application. In addition, we
may identify other information that must be provided before we can approve this application. If
you respond to these issues during this review cycle, depending on the timing of your response,

and in conformance with the user fee reauthorization agreements, we may not be able to consider
your response before we take an action on your application during this review cycle.
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If you have any questions, call Allison J. Meyer, Regulatory Project Manager, at 301 -796- 1258.

Sincerely,

(See appended electronic signature page)

Parinda Jani
Chief, Project Management Staff
Division of Anesthesia, Analgesia and
Rheumatology Products
Offce of Drug Evaluation II
Center for Drug Evaluation and Research
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MEMORANDUM DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRA nON
CENTER FOR DRUG EV ALUA nON AND RESEARCH

CLINICAL INSPECTION SUMMY

DATE: April, 2008

TO: Allson Meyer, Regulatory Project Manager
Dr. Lux Schultheis, Medical Officer

FROM: Sherbet Samuels, R.N., M.P.H.
Good Clinical Practice Branch I
Division of Scientific Investigations

THROUGH: Constance Lewin, M.D., M.P.H.
Branch Chief, Good Clinical Practice Branch I
Division of Scientific Investigations

SUBJECT: Evaluation of Clinical Inspections

NDA: 22-244

APPLICANT: MGI Pharma, Inc.

DRUG: AquavanCI (fospropofol disodium)

NME: Yes

THERAPEUTIC CLASSIFICATION: Standard Review

INDICATIONS: Sedation

CONSULTATION REQUEST DATE: November 15,2007

DIVISION ACTION GOAL DATE: July 23, 2008

PDUFADATE: July 25, 2008

I. BACKGROUND:

Aquavan is a new molecular entity. The sponsor, MGI Pharma, Inc. has submitted a new
drug application for marketing approval of Aquavan for sedation. Unexpectedly few
serious adverse events were reported for study 3000-0522. Drs. Gregory Feldman (3000-
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0524), Allan Seibert (3000-0524), Atul Shah (3000-0522), Gerard Silvestri (3000-0524),
and C. Allen Goetsch (3000-0522) were selected for inspection due to enrollment of a large
number of subjects at their sites. In addition, there was a large difference in frequency of
serious adverse events reported at Drs. Gregory Feldman's, Allan Seibert's, and Gerard
Silvestri's sites. The goals of the inspections were to assess adherence to FDA regulatory
requirements; specifically, investigator oversight, protocol compliance, accuracy of
primary efficacy endpoint data, and protection of subjects' rights, safety, and welfare.
The protocols inspected include:
. 3000-0522 entitled "A Phase 3, Randomized, Double-blind, Dose-controlled Study to

Assess the Efficacy and Safety of AQUA V AN(ß (Fospropofol Disodium) Injection for
Minimal-to-Moderate Sedation in Patients Undergoing Colonoscopy"

. 3000-0524 entitled "A Phase 3, Randomized, Double-blind, Dose-controlled Study to

Assess the Efficacy and Safety of AQUA V AN(ß (Fospropofol Disodium) Injection for
Minimal-to-Moderate Sedation in Patients Undergoing Flexible Bronchoscopy"

II. RESULTS (by Site):

Name of CI, IRB, or Sponsor Protocol # Inspection Final
City, State or Country Date Classification

Gregory Feldman, M.D., Site 540 Protocol 3000-0524 February 04- NAI
S. Carolina Pharmaceutical Research 08,2008
1330 Boiling Springs Road, Suite 2100
Spartanburg, SC 29303

Gerard Silvestri, M.D., Site 544 Protocol 3000-0524 January 22- NAI
Medical University of South Carolina 30,2008
Division of Pulmonary/Critical Care
Medicine
96 Jonathan Lucas Street, CSB-812
Charleston, SC 29425 .

Atul Shah, M.D., Site 518 Protocol 3000-0522 January 28- VAl
Shah Associates February 7,
110 Hospital Drive, Suite 303 2008
Prince Frederick, MD 20678

C. Allen Goetsch, M.D., Site 303 Protocol 3000-0522 February 20- NAI
Clinical Research Associates, LLC 21,2008
131 Longwood Drive
Huntsvile, AL 35801

Allan Seibert, M.D., Site 321 Protocol 3000-0524 February 11- NAI
Pulmonary Associates of Mobile, P.C. 14,2008
6701 Airport Boulevard, Suite B-135
Mobile, AL 36608

MGI Pharma, Inc. Protocol 3000-0522 February 5-8, NAI
661 1 Tributary Street Protocol 3000-0524 2008
Baltimore, MD 21224
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Key to Classifications
NAI = No deviation from regulations.
VAl-No Response Requested= Deviations(s) from regulations.
VAI-R = Response Requested = Deviation(s) from regulations.
OAI = Significant deviations from regulations.
Pending = Preliminary classification based on information in 483; EIR has not been received from the field and

complete review ofEIR is pending.

1. Gregory Feldman, M.D., Site 540

S. Carolina Pharmaceutical Research
1330 Boiling Springs Road, Suite 2100
Spartanburg, SC 29303

a. What was inspected: For protocol 3000-0524, 41 subjects were screened, of
which 33 subjects were randomized and completed the study. Informed consent
documents for all subjects were reviewed. An audit of22 subjects' records was
conducted.

b. General observations/commentary: No significant regulatory violations were
noted.

c. Assessment of data integrity: Data for this site appear acceptable in support of the
pending application.

2. Gerard Silvestri, M.D., Site 544

Medical University of South Carolina
Division of Pulmonary/Critical Care Medicine
96 Jonathan Lucas Street
Charleston, SC 29425

a. What was inspected: For protocol 3000-0524, 29 subjects were screened, of
which 27 subjects were enrolled and completed the study. Informed consent
documents for all subjects were reviewed. An audit of 18 subjects' records was
conducted.

b. General observations/commentary: No significant regulatory violations were
noted.

c. Assessment of data integrity: Data for this site appear acceptable in support ofthe
pending application.

3. Atul Shah, M.D., Site 518

Shah Associates
110 Hospital Drive, Suite 303
Prince Frederick, MD 20678
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a. What was inspected: For protocol 3000-0522, 33 subjects were screened; 30

subjects were randomized and completed the study. An audit of 10 subjects'
records was conducted.

b. General observations/commentary: The inspection revealed protocol
violations regarding dosage of study medications administered to subjects 0004
and 0028. Specifically:

. The protocol specified that the initial bolus for subjects in the Midazolam group
should be 0.02 mg/kg. The corresponding dosing guidance table indicates that for
subjects whose weights are greater than 90 kg the dose wil need to be calculated
based on the subject's weight. Subject 0004 weighed 95 kg, but was administered
the maximum dosage of2.5 mg in violation of the protocol.

· The protocol specified that subjects who are 65 years of age or older or who
are classified as ASA P4 wil receive initial and supplemental doses that are
reduced by 25% from the randomized dose. Subject 0028, was over 65
years old but did not receive the protocol required initial and supplemental
doses that are reduced by 25% from the randomized dose.

c. Assessment of data integrity: Data from this site appear acceptable in support ofthe
pending application.

4. C. Allen Goetsch, M.D., Site 303

Clinical Research Associates, LLC
13 1 Longwood Drive
Huntsvile, AL 35801

a. What was inspected: For protocol 3000-0522, 31 subjects were screened; 30

subjects were randomized and completed the study. An audit of all subjects'
records was conducted.

b. General observations/commentary: No significant regulatory violations were
noted.

c. Assessment of data integrity: Data for this site appear acceptable in support ofthe
pending application.

5. Allan Seibert, M.D., Site 321

Pulmonary Associates of Mobile, P.C.

6701 Airport Boulevard, Suite B-135
Mobile, AL 36608

a. What was inspected: For protocol 3000-0524, 39 subjects were screened and

35 subjects were enrolled. An audit of all subjects' records was conducted.
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b. General observations/commentary: No significant regulatory violations were
noted.

c. Assessment of data integrity: Data for this site appear acceptable in support of the
pending application.

6 MGI Pharma, Inc.
661 1 Tributary Street

Baltimore, MD 21224

a. What was inspected: The inspection audited protocols 3000-0522 (sites 348,
368,517,518,303, and 526) and 3000-0524 (Sites 321, 540, 544, 555, and
566). The inspection included review of standard operating procedures and
monitoring reports.

b. General observations/commentary: No significant regulatory violations were
noted.

c. Assessment of data integrity: Data for this sponsor appear acceptable in support of the
pending application.

iv. OVERALL ASSESSMENT OF FININGS AN RECOMMENDATIONS

As mentioned above, inspection of Dr. Shah found protocol violations. The inspection of
the other sites found no significant regulatory violations. Data generated from each study
site, and monitored by the sponsor, appear acceptable in support of the pending
application.

(See appended electronic signature page)

Sherbet Samuels, R.N., M.P.H.
Good Clinical Practice Branch I
Division of Scientific Investigations

CONCURRNCE:

(See appended electronic signature page)

Constance Lewin, M.D., M.P.H.
Branch Chief, Good Clinical Practice Branch I
Division of Scientific Investigations
Office of Compliance
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Constance Lewin
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MEDICAL OFFICER



From:

To:

CC:

Subject:

Date:

Attachments:

Meyer, Allison

"Kline, Jacqueline";

FW: Clin Pharm Information Request for Aquavan

Tuesday, April 01, 2008 11 :30:05 AM

Jackie,

"Please submit information similar to Table 18 in Summary of Clinical
Pharmacology Studies using data from all the studies. The current table in
Summary of Clinical Pharmacology studies has information only from
Study 3000-0522 and 3000-0524. We need information from all studies on
change from baseline observed MOAAS scores by age, albumin, ASA
status etc as currently shown in Table 18"

Allison Meyer
Regulatory Health Project Manager
Division of Anesthesia, Analgesia and

Rheumatology Products
Office of New Drugs II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Bldg. 22, R1. 3189
Silver Spring, MD 20993
301-796-1258
301-796-9713 (fax)



From: Meyer, Allison

"Kline, Jacqueline";To:

cc:
Subject:

Date:

Attachments:

Info request micro

Thursday, March 20,2008 12:29:58 PM

Provide the following information:

. It is stated in Module 3.2.A.1.5.3 of the NDA that _
.- have not yet been determined and that these

limits wil be established based on data obtained through
process validation. Have these studies been performed?
Provide the 4 for the following time
periods:

bl4)

.
bl4)

. -

. a
"lA)

qualification data demonstrating the suitability of use of this
test method with the ~iihject drug product =

Thank you,

Allison Meyer
Regulatory Health Project Manager
Division of Anesthesia, Analgesia and

Rheumatology Products
Office of New Drugs II
Center for Drug Evaluation and Research
10903 New Hampshire Avenue
Bldg. 22, RJ. 3189



Silver Spring, MD 20993
301-796-1258
301-796-9713 (fax)



From:

To:

Meyer, Allson

"Kline, Jacgueline";

cc:
Subject:

Date:

Attachments:

tradenames

Monday, March 10,20083:51:35 PM

Jackie,
Please send me additional choices for tradenames for Aquavan.
Allison



From:

To:

Meyer, Allson

"Kline, Jacqueline";

cc:
Subject:

Date:

Attachments:

aquavan non-clinical

Friday, February 15,2008 10:48:44 AM

Jackie,

Send the historical control data from the following non clinical studies:
1. Rat data from the Segment I and Segment ill reproductive toxicity studies;
2. Rat and Rabbit data from the Segment II reproductive toxicity studies.

Thanks,
Allison J. Meyer
Regulatory Project Manager
Division of Anesthesia, Analgesia
and Rheumatology Products

Office of Drug Evaluation II

Center for Drug Evaluation and Research

(301)796-1258
10903 New Hampshire Avenue

Building 22, Room # 3189
Silver Spring, MD 20993



From:

To:

CC:

Subject:

Date:

Attachments:

Meyer, Allson

"Kline, Jacqueline";

Comments to Aquavan

Wednesday, February 06, 20088:54:17 AM

Jackie: Please address, asap. Also, please update me as to the status of
answering the requests in the 74-day letter.

Allison

Your primary endpoint is QTcI, which was computed using the 11 time
points extracted from the continuous digital recorder at baseline. Based
upon visual inspection of the trends in individual's QTcI and RR intervals,
the individual correction method you used did not sufficiently correct for
heart rate. The range of baseline heart rates from the 11 time points
extracted from the continuous digital data was too narrow to compute an
individual heart rate correction to account for the increase in heart rate with
Aquavan administration.

To obtain better precision of the effects .of administering Aquavan on the
QT interval, you may want to reanalyze the data using an individual
corrected QT interval computed from the 24-hour data (if available)
obtained at baseline. Using the 24-h data wil allow for the
characterization of individual's QT - RR relationship over a larger range of
heart rates. The effect of hysteresis between the QT-RR intervals should be
assessed.



';.$+'~g' Sl"'Cl~.,,~.tf-~~ l-~+l~
DEPARTMENT OF HEALTH & HUMAN SERVICES

Public Health Service

Food and Drug Administration
Rockville, MD 20857

FILING COMMUNICATION
NDA 22-244

MGI Pharma, Inc.
661 1 Tributary Street

Baltimore, MD 21224-6515

Attention: Jacqueline Kline, Ph.D.
Director, Regulatory Affairs

Dear Dr. Kline:

Please refer to your new drug application (NDA) dated September 26, 2007, received September
26,2007, submitted under section 505(b) ofthe Federal Food, Drug, and Cosmetic Act, for
AQUA V ANTM (fospropofol disodium) Injection.

We also refer to your submissions dated November 5, 7, 16 and 30, 2007.

We have completed our fiing review and have determined that your application is sufficiently
complete to permit a substantive review. Therefore, in accordance with 21 CFR 314.101(a), this
application is considered filed 60 days after the date we received your application. The review
classification for this application is Standard. Therefore, the user fee goal date is July 26, 2008.

During our filing review of your application, we have identified the following potential review
issues:

1. It is indicated in the submission that after being liberated from fospropofol disodium,
propofol undergoes further biotransformation as described in the following references
(Simons, 1988, Gray, 1992). It is also mentioned that fospropofol does not induce or
inhibit CYP enzymes based on results from a 14-day IV infusion toxicity study (3000-
15715-00-06G) in dogs.

Provide information about the specific metabolic pathways (e.g., CYl or non-CYP) of
propofol clearance. Provide information on the potential for fospropofol and propofol to
induce or inhibit major CYP enzymes. If this information is provided within the
submission indicate the location of the information.

Preferred tools for assessing drug interaction potential with regard to CYP enzyme
inhibition and induction are indicated in the Draft guidance for Industry, Drug Interaction
Studies - Study Design, Data Analysis, and Inplications for Dosing and Labeling

(http://www.fda.gov/cder/guidance/6695dft.htm ).
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2. Provide a summary table containing the drug lot numbers, purity, and composition of
drug product tested in the toxicity studies.

3. Provide safety information for the identified leachables and extractables from the drug

container closure system. Provide a toxicological evaluation of those substances
identified as leachables and extractables to determine the safe level of exposure via the
intravenous route of administration. The approach for toxicological evaluation ofthe
safety of extractables should be based on good scientific principles and take into account
the specific container closure system, drug product formulation, dosage form, route of
administration, and dose regimen (chronic or short-term dosing). Include copies of all
referenced literature.

4. Amend 9-, 12- and 18-month stability data and updated stability summaries for the
AQUA V AN supporting batch 904152 manufactured at Baxter.

5. According to the Physicians Labeling Rule, the package insert must be changed to Bold
the Adverse Reactions and Patient Counseling Information Statement in Section I:
Overview of Highlights. Also, in Section IV: Overview of Full Prescribing Information,
the periods need to be removed after the numbers for the section or subsection headings.

6. As per your email dated November 30,2007, the indication has been revised to
"AQUA V AN(I (fospropofol disodium) Injection is an intravenous sedative-hypnotic
agent indicated for sedation in adult patients undergoing diagnostic or therapeutic
procedures," and should be reflected in the package insert once labeling negotiations
have commenced.

We are providing the above comments to give you preliminary notice of 
potential review issues.

Our fiing review is only a preliminary evaluation ofthe application and is not indicative of
deficiencies that may be identified during our review. Issues maybe added, deleted, expanded
upon, or modified as we review the application.

If you have not already done so, you must submit the content of labeling (21 CFR
314.50(l)(1)(i)) in structured product labeling (SPL) format as described at
http://www.fda.gov/oc/datacouncil/spl.htmL. The content oflabeling must be in the Prescribing
Information (physician labeling rule) format.

Please respond only to the above requests for additional information. While we anticipate that
any response submitted in a timely manner wil be reviewed during this review cycle, such
review decisions wil be made on a case-by-case basis at the time of 

receipt of the submission.

All applications for new active ingredients, new dosage forms, new indications, new routes of
administration, and new dosing regimens are required to contain an assessment of the safety and
effectiveness of the product in pediatric patients unless this requirement is waived or deferred.
We note that you have not fulfilled the requirement. We acknowledge receipt of your request for
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a deferral of pediatric studies for this application for all pediatric patients including neonates,
infants, children and adolescents.

If you have any questions, call Allison Meyer, Regulatory Project Manager, at (301) 796-1258.

Sincerely,

(See appended electronic signature page)

Bob Rappaport, MD
Director
Division of Anesthesia, Analgesia and
Rheumatology Products
Office of Drug Evaluation II
Center for Drug Evaluation and Research



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

Bob Rappaport
12/14/2007 10: 21: 01 AM
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NDA REGULATORY FILING REVIEW
(Including Memo of Filng Meeting)

NDA # 22-244 Supplement # Efficacy Supplement Type SE-

Proprietary Name: Aquavan
Established Name: fospropofol disodium
Strengths: 35 mg/mL

Applicant: MGI Pharma, Inc.
Agent for Applicant (if applicable):

Date of Application: 9/26/07
Date of Receipt: 9/26/07

Date clock stared after UN:
Date of Filng Meeting: 11/9/07

Filng Date: 11/25/07

Action Goal Date (optional): User Fee Goal Date: 7/26/08

Indication(s) requested: intravenous sedative-hypnotic agent indicated for sedation in adult patients
undergoing diagnostic or therapeutic procedures

Type of Original NDA:
AND (if applicable)

Type of Supplement:

(b)(1) ~

(b)(1) 0

(b)(2) 0

(b)(2) 0
NOTE:
(1) If you have questions about whether the application is a 505(b)(1) or 505(b)(2) application, see

Appendix A. A supplement can be either a (b) (1) or a (b) (2) regardless of whether the original NDA
was a (b)(1) or a (b)(2). If the application or effcacy supplement is a (b)(2), complete Appendix B.

Review Classification: S ~
Resubmission after withdrawal? 0
Chemical Classification: (1,2,3 etc.) i

Other (orphan, OTC, etc.)

p 0
Resubmission after refuse to file? 0

Form 3397 (User Fee Cover Sheet) submitted: YES ¡g NO 0
User Fee Status: Paid ~ Exempt (orphan, governent) 0

Waived (e.g., small business, public health) 0

NOTE: if the NDA is a 505(b)(2) application, and the applicant did not pay afee in reliance on the 505(b)(2)
exemption (see box 7 on the User Fee Cover Sheet), confirm that a user fee is not required by contacting the
User Fee staff in the Offce of Regulatory Policy. The applicant is required to pay a user fee if: (1) the
product described in the 505(b)(2) application is a new molecular entity or (2) the applicant claims a new
indication 

for a use that that has not been approved under section 505(b). Examples of a new indication for ause include a new indication, a new dosing regime, a new patient population, and an Rx-to-OTC switch. The
best way to determine if the applicant is claiming a new indication for a use is to compare the applicant's
proposed labeling to labeling that has already been approved for the product described in the application.
Highlight the diferences between the proposed and approved labeling. If you need assistance in determining
if the applicant is claiming a new indicationfor a use, please contact the User Fee staf

Version 6/14/2006
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. Is there any 5-year or 3-year exclusivity on this active moiety in any approved (b)(1) or (b)(2)application? YES IZ NO 0
If yes, explain: 5 year exclusivity for NME

Note: If the drug under review is a 505(b)(2), this issue wil be addressed in detail in appendix B.
. Does another drug have orphan drug exclusivity for the same indication? YES 0 NO i:

. If yes, is the drug considered to be the same drug according to the orphan drug definition of sameness

(21 CFR 316.3(b)(13))?
YES 0 NO i:

If yes, consult the Director, Division of Regulatory Policy II, Office of Regulatory Policy (HFD-007).

. Submission complete as required under 21 CFR 314.50?

If no, explain:

YES 0 NO IZ

YES 0 NO 0
YES IZ NO 0

YES IZ NO 0

YES IZ NO 0

. Is the application affected by the Application Integrity Policy (AlP)?

If yes, explain:

. If yes, has OC/DMPQ been notified of the submission?

. Does the submission contain an accurate comprehensive index?

If no, explain:

. Was form 356h included with an authorized signature?

If foreign applicant, both the applicant and the U.S. agent must sign.

. Answer 1,2, or 3 below (do not include electronic content oflabeling as an partial electronic
submission).

1. This application is a paper NDA YES 0
2. This application is an eNDA or combined paper + eNDA YES 0

This application is: All electronic IZ Combined paper + eNDA 0
This application is in: NDA format 0 CTD format 0

Combined NDA and CTD formats 0

Does the eNDA, follow the guidance?
(http://www .fda.gov/cder/guidance/23 53fnl. pdf) YES IZ NO 0

If an eNDA, all forms and certifcations must be in paper and require a signature.

If combined paper + eNDA, which parts of the application were submitted in electronic format?

Additional comments:

3. This application is an eCTD NDA. YES IZ
If an eCTD NDA, all forms and certifcations must either be in paper and signed or be
electronically signed.

Version 6/14/2006
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Additional comments:

· Patent information submitted on form FDA 3542a? YES ~ NO 0

· Exclusivity requested? YES, 5 Years NO 0
NOTE: An applicant can receive exclusivŽty without requesting it; therefore, requesting exclusivity is
not required.

· Correctly worded Debarment Certification included with authorized signature? YES ~ NO 0
If foreign applicant, both the applicant and the U.S. Agent must sign the certification.

NOTE: Debarment Certifcation should use wording in FD&C Act section 306(k)(l i.e.,
"(Name of applicant) hereby certifes that it did not and wil not use in any capacity the services of
any person debarred under section 306 of the Federal Food, Drug, and Cosmetic Act in connection
with this application." Applicant may not use wording such as "To the best of my knowledge. . . . "

· Are the required pediatric assessment studies and/or deferral/partial waiver/full waiver of pediatric
studies (or request for deferral/partial waiver/full waiver of pediatric studies) included?

YES ~ NO 0
· If the submission contains a request for deferral, partial waiver, or full waiver of studies, does the

application contain the certification required under FD&C Act sections 505B(a)(3)(B) and (4)(A) and(B)? YES ~ NO 0
. Is this submission a partial or complete response to a pediatric Written Request? YES o NO ~

If yes, contact PMHT in the OND-IO

· Financial Disclosure forms included with authorized signature? YES ~ NO 0
(Forms 3454 and/or 3455 must be included and must be signed by the APPLICANT, not an
agent.)
NOTE: Financial disclosure is requiredfor bioequivalence studies that are the basis 

for approvaL.

· Field Copy Certification (that it is a true copy ofthe CMC technical section) YES ~ NO 0

· PDUF A and Action Goal dates correct in tracking system? YES ~ NO 0
If not, have the document room staff correct them immediately. These are the dates EES uses for
calculating inspection dates.

· Drug name and applicant name correct in COMIS? Ifnot, have the Document Room make the

corrections. Ask the Doc Rm to add the established name to COMIS for the supporting IND if it is not
already entered.

. List referenced IND numbers: 62,860

. Are the trade, established/proper, and applicant names correct in COMIS? YES .~
If no, have the Document Room make the corrections.

NO D

. End-of-Phase 2 Meeting(s)? Date(s)

If yes, distribute minutes before filing meeting.
NO 0

Pre-NDA Meeting(s)? Date(s)
If yes, distribute minutes before filing meeting.

Version 6/14/2006
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. Any SPA agreements? Date(s)
If yes, distribute letter and/or relevant minutes before filing meeting.

NO ¡g

NO 0

NO 0

· IfRx, all labeling (PI, PPI, MedGuide, caron and immediate container labels) has been consulted toDDMAC? YES ¡g NO 0

Project Management

. IfRx, was electronic Content of Labeling submitted in SPL format?
Ifno, request in 74-day letter.

YES ¡g

. IfRx, trade name (and all labeling) consulted to OSEIDMETS? YES ¡g NO 0

. IfRx, MedGuide and/or PPI (plus PI) consulted to ODE/DSRCS?
N/A ¡g YES 0 NO 0

. Risk Management Plan consulted to OSE/IO? N/A 0 YES ¡g NO 0

. IfRx, for all new NDAs/efficacy supplements submitted on or after 6/30106:
Was the PI submitted in PLR format? YES ¡g

· If a drug with abuse potential, was an Abuse Liability Assessment, including a proposal forscheduling submitted? NA 0 YES ¡g NO 0

If no, explain. Was a waiver or deferral requested before the application was received or in the
submission? Ifbefore, what is the status of the request:

If Rx-to-OTC Switch or OTC application:

. Proprietary name, all OTC labeling/packaging, and current approved PI consulted toOSEIDMETS? YES 0
Ifthe application was received by a clinical review division, has YES 0
DNPCE been notified of the OTC switch application? Or, if received by
DNPCE, has the clinical review division been notified?

.

Clinical

. If a controlled substance, has a consult been sent to the Controlled Substance Staff?
YES ¡g

Chemistry

. Did applicant request categorical exclusion for environmental assessment? YES
If no, did applicant submit a complete environmental assessment? YES
IfEA submitted, consulted to EA offcer, OPS? YES

¡go
o
¡g. Establishment Evaluation Request (EER) submitted to DMPQ? YES

Version 6/14/2006
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. If a parenteral product, consulted to Microbiology Team? YES iz NO D

ATTACHMENT

MEMO OF FILING MEETING

DATE: 11/9/07

NDA #: 22-244

DRUG NAMES: Aquavan

APPLICANT: MGI

BACKGROUN: This NDA is an NME for the pro-drug of propofol. Advisory committee wil occur before
May 31, 2007.
(Provide a brief background ofthe drug, (e.g., molecular entity is already approved and this NDA is for an
extended-release formulation; whether another Division is involved; foreign marketing history; etc.)

ATTENDEES: Bob Rappaport, Dionne Price, Kate Meaker, John Metcalfe, Dan Mellon, Danae
Christodoulou, Srikanth Nallani, Mamata De, Lex Schultheis, Rigoberto Roca, Elsbeth Chikhale, Parinda Jam,
Allson Meyer

ASSIGNED REVIEWERS (including those not present at filing meeting) :

Discipline/Organization
Medical:
CDTLlSecondary Medical:
Statistical:
Pharmacology:
Statistical Pharmacology:
Chemistry:
Environmental Assessment (if needed):
Biopharaceutical:
Microbiology, sterilty:
Microbiology, clinical (for antimicrobial products only):
DSI:
OPS:
Regulatory Project Management:
Other Consults:

Reviewer
Lex Schultheis
Rigoberto Roca
Katherine Meaker
MamataDe

Elsbeth Chikhale

Srikanth Nallani
John Metcalfe

Sherbet Samuels

Allison Meyer
QT, OSE (RMP, Tradename, Label), DDMAC

Per reviewers, are all pars in English or English translation?
If no, explain:

YES iz NO D

CLINICAL FILE. iz REFUSE TO FILE D

. Clinical site audit(s) needed?

If no, explain:
. Advisory Committee Meeting needed?

YES iz NO D

NO DYES, date if known May 2008

Version 6/1 4/2006
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. If the application is affected by the AlP, has the division made a recommendation regarding
whether or not an exception to the AlP should be granted to permit review based on medical
necessity or public health significance?

N/A ~ YES 0 NO 0
CLINICAL MICROBIOLOGY N/A ~ FILE 0 REFUSE TO FILE 0
STATISTICS N/A 0 FILE ~ REFUSE TO FILE 0
BIOPHARMCEUTICS FILE ~ REFUSE TO FILE 0

. Biophar. study site audits(s) needed? 0 NO ~
YES

PHARMCOLOGY/TOX N/A 0 FILE ~ REFUSE TO FILE 0
. GLP audit needed? YES 0 NO ~

CHEMISTRY FILE ~ REFUSE TO FILE 0
. Establishment(s) ready for inspection? YES ~ NO 0. Sterile product? YES ~ NO 0

If yes, was miêrobiology consulted for validation of sterilzation?
YES ~ NO 0

ELECTRONIC SUBMISSION:
Any comments:

REGULA TORY CONCLUSIONS/DEFICIENCIES:
(Refer to 21 CFR 314.101(d) for filing requirements.)

o
~

The application is unsuitable for fiing. Explain why:

The application, on its face, appears to be well-organized and indexed. The application
appears to be suitable for fiing.

o No filing issues have been identified.

~ Filng issues to be communicated by Day 74. List (optional): formatting

issues with the PLR wil be identified, along with a microbiology request, CMC
request, pharacology request and biopharmaceutic requests

ACTION ITEMS:

1.0 Ensure that the review and chemical classification codes, as well as any other pertinent
classification codes (e.g., orphan, OTC) are correctly entered into COMIS.

2.0 If RTF, notify everybody who already received a consult request of RTF action. Cancel the EER.

3.0 If fied and the application is under the AlP, prepare a letter either granting (for signature by Center
Director) or denying (for signature by ODE Director) an exception for review.

Version 6/14/2006
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4. ¡g If fied, complete the Pediatric Page at this time. (If paper version, enter into DFS.)

5.i: Convey document fiing issues/no fiing issues to applicant by Day 74.

Allison Meyer
Regulatory Proj ect Manager

Version 6/1 4/2006
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Appendix A to NDA Regulatory Filng Review

NOTE: The term "original application" or "original NDA" as used in this appendix denotes the NDA
submitted. It does not refer to the reference drug product or "reference listed drug."

An original application is likely to be a 505(b)(2) application if:

(1) it relies on published literature to meet any of the approval requirements, and the applicant
does not have a written right of reference to the underlying data. If published literature is
cited in the NDA but is not necessary for approval, the inclusion of such literature wil not, in
itself, make the application a 505(b)(2) application,

(2) it relies for approval on the Agency's previous findings of safety and efficacy for a listed drug
product and the applicant does not own or have right to reference the data supporting that
approval, or

(3) it relies on what is "generally known" or "scientifically accepted" about a class of products to
support the safety or effectiveness of the particular drug for which the applicant is seeking
approvaL. (Note, however, that this does not mean any reference to general information or
knowledge (e.g., about disease etiology, support for particular endpoints, methods öfanalysis)
causes the application to be a 505(b)(2) application.)

Types of products for which 505(b )(2) applications are likely to be submitted include: fixed-dose
combination drug products (e.g., heart drug and diuretic (hydrochlorothiazide) combinations); OTC
monograph deviations(see 21 CFR 330.11); new dosage forms; new indications; and, new salts.

An effcacy supplement can be either a (b)( 1) or a (b )(2) regardless of whether the original NDA was
a (b)(l) or a (b)(2).

An efficacy supplement is a 505(b)(1) supplement if the supplement contains all of the information
needed to support the approval ofthe change proposed in the supplement. For example, if the
supplemental application is for a new indication, the supplement is a 505(b )(1) if: '

(1) The applicant has conducted its own studies to support the new indication (or otherwise owns
or has right of reference to the data/studies),

(2) No additional information beyond what is included in the supplement or was embodied in the
finding of safety and effectiveness for the original application or previously approved
supplements is needed to support the change. For example, this would likely be the case with
respect to safety considerations ifthe dose(s) was/were the same as (or lower than) the
original application, and.

(3) All other "criteria" are met (e.g., the applicant owns or has right of reference to the data relied
upon for approval ofthe supplement, the application does not rely for approval on published
literature based on data to which the applicant does not have a right of reference).

An efficacy supplement is a 505(b)(2) supplement if:

(1) Approval ofthe change proposed in the supplemental application would require data beyond
that needed to support our previous finding of safety and efficacy in the approval ofthe

Version 6/14/2006
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original application (or earlier supplement), and the applicant has not conducted all of its own
studies for approval of the change, or obtained a right to reference studies it does not own.
For example, ifthe change were for a new indication AND a higher dose, we would likely
require clinical effcacy data and preclinical safety data to approve the higher dose. Ifthe
applicant provided the effectiveness data, but had to rely on a different listed drug, or a new
aspect of a previously cited listed drug, to support the safety of the new dose, the supplement
would be a 505(b )(2),

(2) The applicant relies for approval of the supplement on published literature that is based on
data that the applicant does not own or have a right to reference. If published literature is
cited in the supplement but is not necessary for approval, the inclusion of such literature wil
not, in itself, make the supplement a 505(b)(2) supplement, or

(3) The applicant is relying upon any data they do not own or to which they do not have right of
reference.

If you have questions about whether an application is a 505(b)(1) or 505(b)(2) application, consult
with your ODE's Office of Regulatory Policy representative.

Version 6/14/2006
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Appendix B to NDA Regulatory Filng Review
Questions for 505(b )(2) Applications

1. Does the application reference a listed drug (approved drug)? YES 0 NO 0

If "No, " skip to question 3.

2. Name of listed drug(s) referenced by the applicant (if any) and NDA/ANDA #(s):

3. Is this application for a drug that is an "old" antibiotic (as described in the draft guidance implementing
the 1997 FDAMA provisions? (Certain antibiotics are not entitled to Hatch-Waxman patent listing and
exclusivity benefits.)

YES 0 NO 0

If "Yes, " skip to question 7.

4. Is this application for a recombinant or biologically-derived product?

YES 0 NO 0

If "Yes "contact your ODE's Offce of Regulatory Policy representative.

5. The purpose of the questions below (questions 5 to 6) is to determine if there is an approved drug
product that is equivalent or very similar to the product proposed for approval that should be referenced as
a listed drug in the pending application.

(a) Is there a pharmaceuticalequivalent(s) to the product proposed in the 505(b)(2) application that is
already approved?

YES 0 NO 0

(Pharmaceutical equivalents are drug products in identical dosage forms that: (1) contain identical amounts of
the identical active drug ingredient, i.e., the same salt or ester of the same therapeutic moiety, or, in the case of
modified release dosage forms that require a reservoir or overage or such forms as prefilled syringes where
residual volume may vary, that deliver identical amounts of the active drug ingredient over the identical dosing
period; (2) do not necessarily contain the same inactive ingredients; and (3) meet the identical compendial or
other applicable standard of identity, strength, quality, and purity, including potency and, where applicable,
content uniformity, disintegration times, and/or dissolution rates. (21 CFR 320. I (c))

If "No, " to (aJ skip to question 6. Otherwise, answer part (b and (cJJ.

(b) Is the pharmaceutical equivalent approved for the same indication for

which the 505(b)(2) application is seeking approval?
YES 0 NO 0

(c) Is the approved pharmaceutical equivalent(s) cited as the listed drug(s)? YES 0 NO 0

If "Yes, " (cJ, list the pharmaceutical equivalent(sJ and proceed to question 6.

If "No, " to (cJ list the pharmaceutical equivalent and contact your ODE's Offce of Regulatory Policy
representative.
Pharmaceutical equivalent(s):
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6. (a) Is there a pharmaceutical altemative(s) already approved? YES D NO D

(Pharmaceutical alternatives are drug products that contain the identical therapeutic moiety, or its precursor, but
not necessarily in the same amount or dosage form or as the same salt or ester. Each such drug product
individually meets either the identical or its own respective compendial or other applicable standard of identity,
strength, quality, and purity, including potency and, where applicable, content uniformity, disintegration times
and/or dissolution rates. (21 CFR 320.I(d)) Different dosage forms and strengths within a product line by a
single manufacturer are thus pharmaceutical alternatives, as are extended-release products when compared with
immediate-or standard-release formulations of the same active ingredient.)

If "No, " to (a) skip to question 7. Otherwise, answer part (b and (c)).

(b) Is the pharmaceutical alternative approved for the same indication

for which the 505(b)(2) application is seeking approval?
YES D

(c) Is the approved pharmaceutical altemative(s) cited as the listed drug(s)? YES D

If "Yes, " to (c), proceed to question 7.

NO D

NO D

NOTE: If there is more than one pharmaceutical alternative approved, consult your ODE's Offce of
Regulatory Policy representative to determine if the appropriate pharmaceutical alternatives are referenced.

If "No, " to (c), list the pharmaceutical alternative(s) and contact your ODE's Offce of Regulatory Policy
representative. Proceed to question 7.

Pharmaceutical altemative(s):

YES D

7. (a) Does the application rely on published literature necessary to support the proposed approval of the drug
product (i.e. is the published literature necessary for the approval)?

NO D

If "No," skip to question 8. Otherwise, answer part (b).

(b) Does any of the published literature cited reference a specific (e.g. brand name) product? Note that if
yes, the applicant wil be required to submit patent certification for the product, see question 12.

8. Descnbe the change from the listed drug(s) provided for in this (b)(2) application (for example, "This
application provides for a new indication, otitis media" or "This application provides for a change in
dosage form, from capsules to solution").

9. Is the application for a duplicate of a listed drug and eligible for approval under YES D
section 5050) as an ANDA? (Normally, FDA may refuse-to-fie such NDAs
(see 21 CFR 3 14. 101 (d)(9)).

i O. Is the application for a duplicate of a listed drug whose only difference is YES D
that the extent to which the active ingredient(s) is absorbed or otherwise made
available to the site of action less than that of the reference listed drug (RLD)?
(See 3l4.54(b)(l)). If yes, the application may be refused for filing under

21 CFR 314.101(d)(9)).

Ii. Is the application for a duplicate of a listed drug whose only difference is

Version 6/14/2006

YES D

NO D

NO D

NO D
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that the rate at which the product's active ingredient(s) is absorbed or made
available to the site of action is unintentionally less than that of the RLD (see 21 CFR 314.54(b)(2))?
If yes, the application may be refused for fiing under 21 CFR 314.1 o 1 (d)(9).

12. Are there certifications for each ofthe patents listed in the Orange YES D
Book for the listed drug(s) referenced by the applicant (see question #2)?
(This is different from the patent declaration submitted on form FDA 3542 and 3542a.)

NO D

13. Which of the following patent certifications does the application contain? (Check all that apply and
identify the patents to which each type of certification was made, as appropriate.)

D Not applicable (e.g., solely based on published literature. See question # 7

D 21 CFR 314.50(i)(1 )(i)(A)(1): The patent information has not been submitted to FDA.
(Paragraph I certification)

Patent number(s):

D 21 CFR 314.50(i)(1)(i)(A)(2): The patent has expired. (Paragraph II certification)
Patent number(s):

D 21 CFR 314.50(i)(1)(i)(A)(3): The date on which the patent wil expire. (Paragraph II
certification)
Patent number(s):

D 21 CFR 314.50(i)( 1 )(i)(A)( 4): The patent is invalid, unenforceable, or wil not be infringed
by the manufacture, use, or sale of the drug product for which the application is submitted.
(Paragraph IV certification)

Patent number(s):

NOTE: IF FILED, and if the applicant made a "Paragraph IV" certifcation (21 CFR
314.50(i)(1)(i)(A)(4)), the applicant must subsequently submit a signed certifcation stating
that the NDA holder and patent owner(s) were notifed the NDA was filed (21 CFR
314.52(b)) The applicant must also submit documentation showing that the NDA holder and
patent owner(s) received the notifcation (21 CFR 314.52(e)) OND wil contact you to verif
that this documentation was received.

D 21 CFR 314.50(i)(3): Statement that applicant has a licensing agreement with the patent
owner (must also submit certification under 21 CFR 314.50(i)(1 )(i)(A)( 4) above).
Patent number(s):

D Written statement from patent owner that it consents to an immediate effective date upon
approval of the application.
Patent number(s):

D 21 CFR 314.50(i)( 1 )(ii): No relevant patents.

D 21 CFR 314.50(i)(1 )(iii): The patent on the listed drug is a method of use patent and the
labeling for the drug product for which the applicant is seeking approval does not include any
indications that are covered by the use patent as described in the corresponding use code in the
Orange Book. Applicant must provide a statement that the method of use patent does not
claim any of the proposed indications. (Section viii statement)
Patent number(s):

Version 6114/2006
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14. Did the applicant:

· Identify which pars of the application rely on the finding of safety and effectiveness for a listed
drug or published literature describing a listed drug or both? For example, phartox section of
application relies on finding of preclinical safety for a listed drug.

YES D NO D
If "Yes, "what is the listed drug product(s) and which sections o/the 505(b)(2)
application rely on the finding 0/ safety and effectiveness or on published literature about that
listed drug
Was this listed drug product(s) referenced by the applicant? (see question # 2)

YES D NO D
· Submit a bioavailability/bioequivalence (BAIBE) study comparing the proposed product to the

listed drug(s)?
N/A D YES D NO D

15. (a) Is there unexpired exclusivity on this listed drug (for example,S year, 3 year, orphan or pediatric
exclusivity)? Note: this information is available in the Orange Book.

YES D NO D

If "Yes," please list:

Application No. Product No. Exclusivity Code Exclusivity Expiration

Version 6/14/2006
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DEPARlMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE REQUEST FOR CONSULTATION

FOOD AND DRUG ADMINISTRATION

TO (Offce/Division): David Hussong/Jim McVey/Sylvia Gantt FROM (Name, Offce/Division, and Phone Number of Requestor): Danae D

NEW DRUG MICROBIOLOGY STAFF Christodoulou PhD through Scott N. Goldie, Ph.D.,
OC/OO/CDERIOPSINMS - HFD-805 Office of New Drug Quality Assessment, 301 796-2055

DATE INDNO. NDANO. TYPE OF DOCUMENT DATE OF DOCUMENT

December 7, 2007 22-244 Original NDA September 27,2007

NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE

fospropofol sodium Standard February 27,2008

NAME OF FIR: MGI Pharma

REASÒN FOR REQUEST

I. GENERAL 

o NEW PROTOCOL o PRE-NDA MEETING. o RESPONSE TO DEFICIENCY LETTER
o PROGRESS REPORT o END-OF-PHASE 2a MEETING o FINAL PRITED LABELING
o NEW CORRESPONDENCE o END-OF-PHASE 2 MEETING o LABELING REVISION
o DRUG ADVERTISING o RESUBMISSION I: ORIGINAL NEW CORRESPONDENCE
o ADVERSE REACTION REPORT o SAFETY / EFFICACY o FORMULA TIVE REVIEW
o MANUFACTURIG CHANGE / ADDITION o PAPERNDA o OTHER (SPECIFY BELOW):
o MEETING PLANNED BY o CONTROL SUPPLEMENT

II. BIOMETRICS

o PRIORITY P NDA REVIEW
o CHEMISTRY REVIEWo END-OF-PHASE 2 MEETING o PHAACOLOGYo CONTROLLED STUDIES
o BIOPHARMCEUTICSo PROTOCOL REVIEW
o OTHER (SPECIFY BELOW):o OTHER (SPECIFY BELOW):

II. BIOPHARMACEUTICS

o DISSOLUTION o DEFICIENCY LETTER RESPONSE
o BIOAVAILABILTY STUDIES o PROTOCOL - BIOPHARMACEUTICS
o PHASE 4 STUDIES o IN-VIVO WAIVER REQUEST

IV. DRUG SAFETY

o PHASE 4 SURVEILLANCE/PIDEMIOLOGY PROTOCOL o REVIW OF MARETING EXPERIENCE, DRUG USE AND SAFETY
o DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES o SUMMARY OF ADVERSE EXPERIENCE
o CASE REPORTS OF SPECIFIC REACTIONS (List below) o POISON RISK ANALYSIS
o COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

o CLINICAL o NON CLINICAL 

COMMENTS / SPECIAL INSTRUCTIONS: Microbiology review requested of new NDA application. Microbiology section

3.2.A.l, Electronic NDA. Additonally, the microbiologist should assess the applicant's proposal for commerical
batch validation. Commercial validation was not submitted with the NDA. Injectable dosage form. Please direct
questions to Danae Christodoulou at 61342. Submission is in electronic form in EDR.

SIGNATURE OF REQUESTOR METHOD OF DELIVERY (Check one)

t See appended electronic signature page J I: DFS o EMAIL o MAIL I: HAND

PRITED NAME AND SIGNATURE OF RECEIVER PRINTED NAME AND SIGNATURE OF DELIVERER
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Meyer, Allson

From: Kline, Jacqueline (Jacqueline.Klinecæmgipharma.com)

Sent: Friday, November 30,2007 11 :09 AM

To: Meyer, Allson

Cc: Ressler, Timothy; O'Sullivan, Stacie

Subject: NDA 22-244 fospropofol disodium

Allson,

Per our conversation this morning, please see our proposed revision to the indication statement below.

1. INICATIONS AN USAGE
· AQUA VANQY (fospropofol disodium) Injection is _ _

indicated for sedation in adult patients undergoing diagnostic or therapeutic procedures.

b(4)

Please let me know if you have any questions.

Regards,
Jackie

Jacqueline M. Kline, PhD, PMP
Director Regulatory Affairs
MGI PHARMA
410-631-5595

12/4/2007



This is a representation of an electronic record that was signed electronically and
this page is the manifestation of the electronic signature.
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Allison Meyer
12 /4/2 007 02: 18 : 14 PM
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From:

To:

Meyer, Allson

"Kline, Jacqueline";

cc:
Subject:

Date:

Attachments:

Additional CMC comment

Tuesday, November 20, 2007 11 :58:57 AM

Jackie,
Can you respond to this today?
Allison

II Provide the street address of '

_ , which is proposed as alternate release testing site for
the drug product (M3, Section 3.2.P.3)".

blt\)



DSI CONSULT: Request for Clinical Inspections

Date: November 15,2007

To: Constance Lewin, M.D., M.P.H, Branch Chief, GCPl, HFD-46

From: Allson Meyer, Regulatory Health Project Manager
Division of Anesthesia, Analgesia, and Rheumatology Products,
HFD-170

Subject: Request for Clinical Site Inspections
Application: NDA-22-244

Sponsor: MGI Pharma
Drug: Aquavan (fospropofol disodium) Injection



Protocol/Site Identification:

As discussed with you, the following protocols/sites essential for approval have been
identified for inspection. These sites are listed in order of priority.

Site # (Name,Address, Protocol Number of 

IndicationPhone number) # Subjects
Study site 540:
Gregory J. Feldman, MD
Investigator, Phone 864 253
9626
S. Carolina Pharmaceutical
Research
1330 Boilng Springs Road,
Suite 2100
Spartanburg, South Carolina
29303

3000-
0524 33 sedation

//
Stùdy site 321:
Allan Seibert, MD Investigator,
Phone -not found
Pulmonary Associates of
Mobile, P.C.
6701 Airport Boulevard
Suite B-135
Mobile, AL 36608

3000-
0524 35 sedation

/',

\\~Ar)

bl4)



Site # (Name,Address, .
Phone number)

Study site 518:
Atul Shah, MD Investigator,
Phone 410 535 4333
Shah Associates
110 Hospital Drive
Suite 303
Prince Frederick, MD 20678

Study site 544:
Gerard A. Silvestri, MD, FCCP
Investigator, Phone 843 792
3161
Medical University of South
Carolina
Division of PulmonarylCritical
Care Medicine

96 Jonathan Lucas Street,
CSB-812
Charleston, SC 29425

Protocol
#

3000-
0522

3000-
0524

Number of
Subjects Indication

30 sedation

b(4)

27 sedation
b(4)



Site # (Name,Address, Protocol. Number of IndicationPhone number) # Subjects

Study site 303:
C. Allen Goetsch, MD, CCTI
Investigator, Phone 256 536
6600
Clinical Research Associates,
LLC
131 Longwood Drive
Huntsvile, AL 35801

3000-
sedation

bl4)
0522

30

Domestic Inspections:

We have requested inspections because (please check all that apply):

-- Enrollment of large numbers of study subjects
High treatment responders (specify):
Significant primary efficacy results pertinent to decision-making
There is a serious issue to resolve, e.g., suspicion of fraud, scientific
misconduct, significant human subject protection violations or adverse event
profies.

X Other (specify): Large differences in frequency of serious AEs reported
between sites 540, 544 and 321 in Study 3000-0524. Unexpectedly few
serious AEs in study 3000-0522

International Inspections:

We have requested inspections because (please check all that apply):
There are insufficient domestic data
Only foreign data are submitted to support an application
Domestic and foreign data show conflcting results pertinent to decision-

making
There is a serious issue to resolve, e.g., suspicion offraud, scientific
misconduct, or significant human subject protection violations.
Other (specify):



Goal Date for Completion:

We request that the inspections be performed and the Inspection Summary Results be
provided by (inspection summary goal date) (15 July 2008). We intend to issue an action
letter on this application by (division action goal date) (73 July 2008). The PDUFA due
date for this application is (25 July 2008).

Should you require any additional information, please contact Allson Meyer at Ph: (301)
796-1258

Concurrence: (as needed)

Rigoberto Roca, MD; Deputy Director
Lex Schultheis, MD, PhD; Medical Officer
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From:

To:

Meyer, Allison

"Kline, Jacqueline";

cc:
Subject:

Date:

Attachments:

micro request

Wednesday, November 14,2007 10:52:54 AM

Jackie, please address the following request for Aquavan:

Provide the verification stmlies demonstrating the sultahilitv of the \\\6.)

, or a reference to the location of
this information in the 26 September 2007 submission.

~
Allison J. Meyer
Regulatory Project Manager
Division of Anesthesia, Analgesia

and Rheumatology Products
Office of Drug Evaluation II

Center for Drug Evaluation and Research

(301)796-1258
10903 New Hampshire Avenue

Building 22, Room # 3135
Silver Spring, MD 20993



From:

To:

CC:

Subject:

Date:

Attachments:

Meyer, Allson

"Kline, Jacqueline";

FW: QT Consult Request - NDA 22244 / Report

Tuesday, October 30,2007 10:21:58 AM

In addition to the ClinPharm table, please ask the sponsor to provide the PK
concentration for pc.xpt. The PC datasets that the sponsor has provided for this
study report did not include the PK concentration values.

Please let me know if you have any questions.

Thank you,

Allison



DEPARTMENT OF HEALTH AND HUMAN SERVICES

REQUEST FOR CONSUL TA TIONPUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

TO (Division/Offce) FROM:

Controlled Substance Staff (HFD-009) HFD-170

Attn: Corinne Moody Division of Anesthesia, Analgesia, and Rheumatology Products

Dr. Bob Rappaport

DATE INDNO. NDANO. TYPE OF DOCUMENT DATE OF DOCUMENT

October 29,2007 22-244 NewNDA September 26, 2007

NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE

Aquavan Standard Anesthestic 3/4/08

NAME OF FIRM: MGI Pharma

RESON FOR REQUEST

i. GENERAL 

D NEW PROTOCOL D PRE-NDA MEETING D RESPONSE TO DEFICIENCY LEITER
D PROGRESS REPORT D END OF PHASE II MEETING D FINAL PRINTED LABELING
D NEW CORRESPONDENCE D RESUBMISSION D LABELING REVISION
D DRUG ADVERTISING D SAFETYJEFFICACY . ORIGINAL NEW CORRESPONDENCE
D ADVERSE REACTION REPORT D PAPERNDA D FORMULATIVE REVIEW
D MANUFACTURING CHANGE/ADDITION D CONTROL SUPPLEMENT . OTHER (SPEC/FY BELOW) Abuse liabilty
D MEETING PLANNED BY

COMMENTs/SPECIAL INSTRUCTIONS:

Please provide guidance on the abuse liability section of this new NDA 22-244, section 2.7.4.5.6 in the following electronic
submission \ \CDSESUBl \NONECTD\N22244 \N 000\2007- 09-26

If you have any questions, please contact Allison Meyer, Regulatory Project Manager, at 301-796-1258.

SIGNATURE OF REQUESTER METHOD OF DELIVERY (Check one)

. MAIL D HAND

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

REQUEST FOR CONSUL TA TIONPUBLIC HEALTH SERVICE

FOOD AND DRUG ADMINISTRATION

TO (DivisionIOfce). FROM: Division of Anesthesia, Analgesia and Rheumatology, HFD-170, Allson Meyer
Mail: OSE

DATE INDNO. NDA NO.21-521 TYPE OF DOCUMENT Risk Management DATE OF DOCUMENT 9/26/07
October 25, 2007 Plan

NAME OF DRUG PRIORITY CONSIDERATION standard CLASSIFICATION OF DRUG anesthetic DESIRED COMPLETION DATE 3/4/08
Aquavan
NAME OF FIRM: MGI Pharma

RESON FOR REQUEST

I. GENERAL 

o NEW PROTOCOL o PRE-NDA MEETNG o RESPONSE TO DEFICIENCY LETTER
o PROGRESS REPORT o END OF PHASE II MEETING o FINAL PRINTED LABELING
o NEW CORRESPONDENCE RESUBMISSION o LABELING REVISION
o DRUG ADVERTISING o SAFETY/EFFICACY o ORIGINAL NEW CORRESPONDENCE
o ADVERSE REACTION REPORT o PAPERNDA o FORMULATIVE REVIEW
o MANUFACTURING CHANGE/ADDITION o CONTROL SUPPLEMENT o OTHER (SPECIFY BELOW) Risk Management Plan
o MEETING PLANNED BY

II. BIOMETRICS

STATISTICAL EVALUATION BRANCH STATISTICAL APPLICATION BRANCH

o TYPE A OR B NDA REVIEW
o CHEMISTRY REVIEWo END OF PHASE II MEETING

o CONTROLLED STUDIES o PHARMACOLOGY

o PROTOCOL REVIEW o BIOPHARMACEUTICS

o OTHER (SPECIFY BELOW): o OTHER (SPECIFY BELOW):

III. BIOPHARMACEUTICS

o DISSOLUTION o DEFICIENCY LETTER RESPONSE
o BIOAVAILABILTY STUDIES o PROTOCOL-BIOPHARMACEUTICS
o PHASE IV STUDIES o IN-VIVO WAIVER REQUEST

IV. DRUG EXPERIENCE

o PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL o REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
o DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES o SUMMARY OF ADVERSE EXPERIENCE
o CASE REPORTS OF SPECIFIC REACTIONS (List below) o POISON RISK ANALYSIS
o COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

o CLINICAL o PRECLINICAL

COMMENTs/SPECIAL INSTRUCTIONS:
.

Please review and comment on the risk management plan included in the September 26,2007 submission. The mid-cycle meeing wil occur on 3/4/08.

\ \CDSESUBI \NONECTD\N22244 \N 000\2007-09-26
If you have any questions, please contact Allison Meyer, X61258.

SIGNATURE OF REQUESTER METHOD OF DELIVERY (Check one)

o MAIL o HAND

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE REQUEST FOR CONSULTATIONFOOD AND DRUG ADMINISTRTION

TO (Offce/Division): Division ofCardio-Renal Products, Ed FROM (Name, Offce/Division, and Phone Number of Requestor): Division of

Fromm, Devi Kozeli Anesthesia, Analgesia and Rheumatology Products,
Allison Meyer

DATE INDNO. NDANO. TYPE OF DOCUMENT DATE OF DOCUMENT
October 24, 2007 22-244 NewNDA September, 26, 2007

.

NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
Aquavan standard anesthestic 10/16/06
NAME OF FIR: MGI Pharma

REASON FOR REQUEST

I. GENERAL 

o NEW PROTOCOL o PRE-NDA MEETING o RESPONSE TO DEFICIENCY LETTER
o PROGRESS REPORT o END-OF-PHASE 2a MEETING o FINAL PRITED LABELING
o NEW CORRESPONDENCE o END-OF-PHASE 2 MEETING o LABELING REVISION
o DRUG ADVERTISING o RESUBMISSION o ORIGINAL NEW CORRESPONDENCE
o ADVERSE REACTION REPORT !8 SAFETY / EFFICACY o FORMULATIVE REVIEW
o MANUFACTURING CHANGE/ ADDITION o PAPERNDA o OTHER (SPECIFY BELOW):
o MEETING PLANNED BY o CONTROL SUPPLEMENT

II. BIOMETRICS

o PRIORITY P NDA REVIEW
o CHEMISTRY REVIEWo END-OF-PHASE 2 MEETING
o PHARMACOLOGYo CONTROLLED STUDIES
o BIOPHARMCEUTICSo PROTOCOL REVIEW

o OTHER (SPECIFY BELOW): o OTHER (SPECIFY BELOW):

II. BIOPHARMACEUTICS

.0 DISSOLUTION o DEFICIENCY LETTER RESPONSE
o BIOAVAILABILTY STUDIES o PROTOCOL - BIOPHARMACEUTICS
o PHASE 4 STUDIES o IN-VIVO WAIVER REQUEST

iV. DRUG SAFETY.

o PHASE 4 SURVEILLANCE/PIDEMIOLOGY PROTOCOL o REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
o DRUG USE, e.g., POPULATION EXPOSURE, ASSOCIATED DIAGNOSES o SUMMARY OF ADVERSE EXPERIENCE
o CASE REPORTS OF SPECIFIC REACTIONS (List below) o POISON RISK ANALYSIS
o COMPARTIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

o CLINICAL o NONCLINICAL

COMMENTS / SPECIAL INSTRUCTIONS: Please review the following electronic submission and provide comments to the

following questions:\\CDSESUB 1 \NONECTD\N22244\N _000\2007-09-26
1. Does Aquavan cause QT prolongation?
2. Does the thorough QT study report show that Aquavan does not cause QT prolongation?
If you have any questions, please call Allson Meyer at 301-796-1258.

SIGNATURE OF REQUESTOR METHOD OF DELIVERY (Check one)
Allison Meyer !8 DFS o EMAIL o MAIL o HAND

PRITED NAME AND SIGNATURE OF RECEIVER PRINTED NAME AND SIGNATURE OF DELIVERER
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DEPARTMENT OF HEALTH AND HUMAN SERVICES
PUBLIC HEALTH SERVICE REQUEST FOR CONSULTATION

FOOD AND DRUG ADMINISTRATION

TO (Division/Offce): FROM: HFD- 1 70, Division of Anesthesia, Analgesia, and
Director, Division of Medication Errors and Rheumatolog Products,
Technical Support (DMETS), HFD-420

Allison MeyerW022, RM 4447

DATE INDNO. NDANO. TYPE OF DOCUMENT DATE OF DOCUMENT

10/11/07 22-244 request for tradename 9/26/07
review

NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRD COMPLETION DATE

Aquavan Standard anesthetic 1/11/08

NAME OF FIRM: MGI

REASON FOR REQUEST

I. GENERAL 

D NEW PROTOCOL D PRE--NDA MEETING D RESPONSE TO DEFICIENCY LETTER
D PROGRESS REPORT D END OF PHASE II MEETING D FINAL PRITED LABELING
D NEW CORRSPONDENCE D RESUBMISSION D LABELING REVISION
D DRUG ADVERTISING D SAFETYIEFFICACY D ORIGINAL NEW CORRESPONDENCE
D ADVERSE REACTION REPORT D PAPERNDA D FORMULATIVE REVIEW
D MANFACTURING CHANGE/ADDITION D CONTROL SUPPLEMENT 18 OTHER (SPECIFY BELOW): Trade name review
D MEETING PLANNED BY

II. BIOMETRICS

STATISTICAL EVALUATION BRACH STATISTICAL APPLICATION BRACH

D TYPE A OR B NDA REVIEW
D CHEMISTRY REVIEW

D END OF PHASE II MEETING
D CONTROLLED STUDIES

D PHARMCOLOGY

D PROTOCOL REVIEW
D BIOPHARMACEUTICS

D OTHER (SPECIFY BELOW): D . OTHER (SPECIFY BELOW):

II. BIOPHARMACEUTICS

D DISSOLUTION D DEFICIENCY LETTER RESPONSE
D BIOAVAILABILTY STUDIES D PROTOCOL-BIOPHARMACEUTICS
D PHASE IV STUDIES D IN-VIVO WAIVER REQUEST

IV. DRUG EXPERIENCE

D PHASE IV SURVEILLANCEIEPIDEMIOLOGY PROTOCOL D REVIEW OF MARETING EXPERIENCE, DRUG USE AND SAFETY
D DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES D SUMMARY OF ADVERSE EXPERIENCE
D CASE REPORTS OF SPECIFIC REACTIONS (List below) D POISON RISK ANALYSIS
D COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

D CLINICAL D PRECLINICAL

COMMENTS/SPECIAL INSTRUCTIONS: Please review NDA .. for trade name issues concerning the name AQUAVAN. If
you have any questions, please call Allson Meyer, 301-796-1258. The submission dated 9/26/07 is an electronic
submission. \\CDSESUB 1 \NONECTD\N22244\N 000\2007-09-26-
PDUFA DATE: 7/27/08
ATTACHMENTS: Draft Package Insert, Container and Carton Labels
CC: Archival IND/NDA 22-244
HFD- i 70/Division File
HFD- i 70/RPM
HFD- i 70/Reviewers and Team Leaders

NAME AND PHONE NUMBER OF REQUESTER METHOD OF DELIVERY (Check one)

Allson Meyer, x61258 18 DFS ONLY D MAIL D HAND

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER

b~

5/28/05
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

REQUEST FOR CONSULTATIONPUBLIC HEALTH SERVICE
FOOD AND DRUG ADMINISTRATION

TO (Division/Offce!
FROM: HFD-170, Division of Anesthesia, Analgesia, andMail: OSE/DMETS, White Oak Bldg. 22
Rheumatology Products

Allson Meyer

DATE INDNO. NDANO. TYPE OF DOCUMENT DATE OF DOCUMENT

10/11/07 22-244 Labeling 9/26/07

NAME OF DRUG PRIORITY CONSIDERATION CLASSIFICATION OF DRUG DESIRED COMPLETION DATE
Aquavan Standard Anesthetic 2128/08

NAME OF FIRM:MGI

RESON FOR REQUEST

I. GENERAL 

o NEW PROTOCOL o PRE-NDA MEETING o RESPONSE TO DEFICIENCY LEDER
o PROGRESS REPORT o END OF PHASE II MEETING o FINAL PRINTED LABELING
o NEW CORRESPONDENCE o RESUBMISSION o LABELING REVISION
o DRUG ADVERTISING o SAFETY/EFFICACY o ORIGINAL NEW CORRESPONDENCE
o ADVERSE REACTION REPORT o PAPERNDA o FORMULATIVE REVIEW
o MANUFACTURING CHANGE/ADDITION o CONTROL SUPPLEMENT . OTHER (SPEC/FY BELOW) Carton and Container labeling
o MEETING PLANNED BY

II. BIOMETRICS

STATISTICAL EVALUATION BRANCH STATISTICAL APPLICATION BRANCH

o TYPE A OR B NDA REVIEW
o CHEMISTRY REVIEWo END OF PHASE II MEETING

o CONTROLLED STUDIES o PHARMACOLOGY

o PROTOCOL REVIEW o BIOPHARMACEUTICS

o OTHER (SPECIFY BELOW): o OTHER (SPECIFY BELOW):

II. BIOPHARMACEUTICS

o DISSOLUTION o DEFICIENCY LEDER RESPONSE
o BIOAVAILABILTY STUDIES o PROTOCOL-BIOPHARMACEUTICS
o PHASE IV STUDIES o IN-VIVO WAIVER REQUEST

N. DRUG EXPERIENCE

o PHASE IV SURVEILLANCE/EPIDEMIOLOGY PROTOCOL o REVIEW OF MARKETING EXPERIENCE, DRUG USE AND SAFETY
o DRUG USE e.g. POPULATION EXPOSURE, ASSOCIATED DIAGNOSES o SUMMARY OF ADVERSE EXPERIENCE
o CASE REPORTS OF SPECIFIC REACTIONS (List below) o POISON RISK ANALYSIS
o COMPARATIVE RISK ASSESSMENT ON GENERIC DRUG GROUP

V. SCIENTIFIC INVESTIGATIONS

o CLINICAL o PRECLINICAL

COMMENTs/SPECIAL INSTRUCTIONS:

Please review the carton and container labels and package insert for the NDA 22-244 from 9/26/07. This is an electronic
submission. \ \CDSESUBl \NONECTD\N22244 \N 000\2007-09-26

If you have any questions, please contact Allson Meyer at 301-796-1258.

SIGNATURE OF REQUESTER METHOD OF DELIVERY (Check one)

. MAIL o HAND

SIGNATURE OF RECEIVER SIGNATURE OF DELIVERER
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DEPARTMENT OF HEALTH & HUMAN SERVICES
Public Health Serviæ

Food and Drug Administration
Rockville, MD 20857

NDA22-244
NDA ACKNOWLEDGMENT

MGIPharma
661 1 Tributary Street

Baltimore, MD 21224

Attention: Jacqueline Kline, PhD
Director, Regulatory Affairs

Dear Dr. Kline:

We have received your new drug application (NDA) submitted under section 505(b) ofthe
Federal Food, Drug, and Cosmetic Act for the following:

Name of Drug Product: AQUA VANCI (fospropofol disodium) Injection

Date of Application: September 26, 2007

Date of Receipt: September 27,2007

Our Reference Number: NDA 22-244

Unless we notify you within 60 days ofthe receipt date that the application is not sufficiently
complete to permit a substantive review, we wil fie the application on November 26, 2007, in
accordance with 21 CFR 314.101(a).

If you have not already done so, promptly submit the content of labeling (21 CFR
314.50(l)(1)(i)) in structured product labeling (SPL) format as described at
http://www.fda.gov/oc/datacouncil/spl.html. Failure to submit the content oflabeling in SPL
format may result in a refusal-to-file action under 21 CFR 314.101(d)(3). The content of
labeling must be in the Prescribing Information (physician labeling rule) format.

The NDA number provided above shown above be cited at the top of the first page of all
submissions to this application. Send all submissions, electronic or paper, including those sent
by overnight mail or courier, to the following address:

Food and Drug Administration
Center for Drug Evaluation and Research
Division of Anesthesia, Analgesia and Rheumatology Products
5901-B Ammendale Road
Beltsvile, MD 20705-1266



NDA22-244
Page 2

All regulatory documents submitted in paper should be three-hole punched on the left side ofthe
page and bound. The left margin should be at least three-fourths of an inch to assure text is not
obscured in the fastened area. Standard paper size (8-1/2 by 11 inches) should be used; however,
it may occasionally be necessary to use individual pages larger than standard paper size. Non-
standard, large pages should be folded and mounted to allow the page to be opened for review
without disassembling the jacket and refolded without damage when the volume is shelved.
Shipping unbound documents may result in the loss of portions ofthe submission or an
unnecessary delay in processing which could have an adverse impact on the review ofthe
submission. For additional information, please see http:www.fda.gov/cder/ddms/binders.htm.

If you have any questions, call me, at (301) 796-1258.

Sincerely,

(See appended electronic signature page)

Allson Meyer
Regulatory Health Project Manager
Division of Anesthesia, Analgesia and
Rheumatology Products
Offce of Drug Evaluation II
Center for Drug Evaluation and Research
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From:

To:

CC:

Subject:

Date:

Attachments:

Meyer, Allson

"Kline, Jacqueline";

carton/container labels

Thursday, October 11,20077:21 :27 AM

Jackie,
Can you send me an electronic copy of the carton/container labels in color? Or is
the shaded grey box supposed to be grey?

Allison J. Meyer
Regulatory Project Manager
Division of Anesthesia, Analgesia

and Rheumatology Products
Office of Drug Evaluation II

Center for Drug Evaluation and Research

(301)796-1258
10903 New Hampshire Avenue

Building 22, Room # 3135
Silver Spring, MD 20993


