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Dear Midodrine Application Holder :

As you know , midodrine hydrochloride was approved under the Food and Drug Administration 's

(FDA ' s) accelerated approval regulations in 21: CFR part 314, subpart H . The approval of
midodrine hydrochloride was based on a surro gate endpoint and completion of phase 4 studies
verifying clinical benefit was a condition of approval (see § 314.510; approval letter enclosed) .
To date, the holder of the midodrine hydrochlo ;'ride new drug application (NDA) has failed to
obtain approval for the required phase 4 studies verifying clinical benefit . If those studies are not
approved in a timely manner, that NDA (and all ANDAs referencing that NDA) will be subject
to withdrawal under the withdrawal provisions of subpa rt H(§ 314 .530). As a result, several
holders of approved abbreviated applications for midodrine hydrochloride have considered
whether to conduct the requisite studies and have requested FDA advice regarding the

availability and potential scope of 3-year new 0 linical studies exclusivity if holders of approved
midodrine applications were to collaboratively , or individually complete the required post-
marketing studies to verify clinical benefit for lnidodrine hydrochloride . Because these
proposals raise issues of first impression and will affect more than one midodrine application
holder, we are seeking your input on a number of related legal /regulatory questions before

responding . Please consider commenting on the following :

1) If the post-marketing studies have beeI previously required as a condition of continued

approval of midodrine hydrochloride uiider subpart H and one or more ANDA applicants
complete those studies, are those studies eligible for 3-year exclusivity? Under what
theory?

2) Does the answer to #1 depend on whether the studies merely validate the use of the
surrogate endpoint or change the indication or other condition of use for the approved
drug product?

3) Does the same result apply if the sponsor of the NDA, itself, completes phase 4 studies

that were required as a condition of approval under subpart H. Why or why not?

4) If 3-year exclusivity is available for the~ required phase 4 studies and holders of approved
ANDAs collaborate to conduct those studies, is there legal authority to permit them to
share 3-year exclusivity? If not, can th ' first applicant to obtain approval of its
supplement selectively waive its 3-yea~exclusivity in favor of the other collaborators on
the studies?

5) Under the statute and applicable regulations, could a study be "conducted or sponsored
by the applicant" as required for 3-year exclusivity if that applicant paid less than 50
percent of the costs of the study? Why or why not?

6) If studies are completed and certain ho lders of approved ANDAs or the NDA holder does
not collaborate, does FDA have authority under section 505(e) of the Federal Food, Drug,
and Cosmetic Act to withdraw approval of those applications? Does FDA have such
authority under any other statutory or r~gulatory provision? Would notice and
opportunity for hearing be required be re withdrawal ?
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To ensure a more complete and public discussion, FDA will make these questions and any 
responses received available in a public docket at Docket No. 2007N-0311.  Please send your 
responses, if any, by September 7, 2007, to: 
 
 Food and Drug Administration 
 Division of Dockets Management 
 5630 Fishers Lane, HFA- 305, Room 1061 
 Rockville, Maryland 20852 
 
We remind you that exclusivity determinations are generally made by FDA after approval of an 
application or supplement, based on our findings and the specific labeling changes approved.  
Exclusivity issues should not delay any efforts to undertake the needed phase 4 studies to show 
clinical benefit for midodrine.  Thank you in advance for your input.  
 
     Sincerely, 
 
 
 
     Gary Buehler 
     Director 
     Office of Generic Drugs 
     Center for Drug Evaluation and Research 
 
 
 
 
     Norman L. Stockbridge, M.D., Ph.D. 
     Director 
     Division of Cardiovascular and Renal Products 
     Office of New Drugs 
     Center for Drug Evaluation and Research 
 
 
Enclosure: September 6, 1996 Approval Letter for NDA 19-815 
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NDA 10-815 

a 'em 
Robbrls Pharmaceutlcnl Corporallon 
Attantlon: Mr. Drew Karlan 
Morldlan Center II 
Four lnduntrlsl Way West 
Eatontown. NJ 07724-2274 

Dear Mr. Kerlan: 

Please reler to your Aprll 28, 1888 new drug oppllcatlon (NDA) aubrnllted undrr rrctlon 
M)5(b) ol the Federal Food, Drug, and Coamellc Act lor ProAmatlne (mldodrlno HCI) 2,6 and 
5 mg Tablelr. 

Wa acknowledge recelpl ol your amendmantc and oorrerpondence dated June 10,14, 19 and 28, 
July 5, 8 and 15 and Augud 8, 13, 16 and 23 (two), 1008. 

The now drug appllcallon provldea for the ure of ProAmetlnr lor tho treetment ol rymptomallc 
orlhorlatlc hypotenrlon (OH). The Indlcatlon I8 baaed on ProAmallna'r effect on lncnares In 
1-rnlnute dandlnp ay8loIlo blood prermure, a nurrogato marker aonmldrred llkoly to correspond 
to a cllnlcrl brnallt. At prerent, ollnlcal bondltr o l  ProArnatlne, prlnclprlly Improved ablllty 
to parform llle acllviller, have not bran artabllrhad. 

Wr hmvr complotrd the rrvlrw 01 thlr appllutlon lncludlnp the rubmlttad draft labrllng. 
accofdlng to ihr repulatlonr lor awolrratd approval, end hava concluded thrt adequate 
Informallon has been prbrmted lo approve ProAmellne (rnldodrlne HCI) 2.5 and 6 ma Tablet8 
for ure as recornmendad In the rncloord marked-up draft. Accordingly, th. appllcatlon Is 
approved undrr 21 CFR 314.620. Approval la alfeallve on the data 01 thlr letlor. Msiketlng of 
thla drug producl and related acllvlllea mre to be In accordence with the mubrtanco mnd 
procrdurrr of the refrrmcod mcularatod approval rogulatlona. In parllcular, wr rrmlnd you 
that all promotional mrteilalr muat be rubmltted el leael 30 day8 prlor to the Intended tlme of 
lnltlal dlaaemlnallon ol the labellng or tho lnltlal publlaetlon of the adverllaomenl. Pleare 
rubrnlt one copy to NDA 19-815 and a aswnd copy dlraclly to tho Dlvlrlon ol Drug Merkbtlng, 
Advertlrlng, and Communlc@tlona. Such submlrrlonr should be prornlnanily labeled 
'Accelerated Approval Malerlals.' 

We remlnd you of your Phere 4 ccmmltmantn rpoolfled in your eubmlsalon8 dated May 20 end 
Augmt 16, 1QW. Theea cnmmltmentr, along wlth m y  completion dates agreed upon, sro lleled 
below. 

Ar deacrlb8d under 21 CFR 314.670, approvel under thlr arotlan requtrclr that you 
rtudy lhr drug fumer to verlfy and daecrlbe Its ollnlcal beneflt. The atudlrr requlred lo 
conl ln  the cllnlcrl kneflt of mldodrlne wrrr dlrcus~rd at the July 18, 1998 rneetlng 
with the Agmcy. Drafl protocola lor the Pharr 4 lrlals provlded In your 
Augurt 16, 1OQI wbmlarlon arr currrntly under revlew. Our rrcomrnandatlonr for the 
popored rtudlea wlll be provldd under moperate cover. Upon frcolpt 01 lheae 
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recommendatlons. the studles should be oarfled out wlth due dlllgence. The projected 
time for completlon 01 theme trlele was estimated, at the July 10 meellng, lo be 3 lo 
4 years, depending on rate of enrotlment. 

Protocole, dsta, and IInal raporta should be submltted lo your IND for thle product wlth a copy 
ol the cover letter submltted to thls NDA. For admlnlelratlvo purposes, all submlaslons, 
lncludlno labellng supplements, relallng lo there Phase 4 commitments must be clearly 
designsled "Phase 4 Commllments." 

If  these studles do not provlde verlllcnllon ol cllnlcel benellt to conclude thal the drug lo safe and 
efiecllve lor an Intended use, you wlll comply wllh the eccelereted approval wlthdrawal 
procedures dercrlbed In 21 CFR 314.530. Addltlonal studlea, lncludlng treatment IND 
protocolr, could proceed after such a wlthdrawal i tho dale supported continued trlels. 

The llnal prlnted labellng (FPL) must be ldantlcal to the endosed mnrksd-up drat!. Merkelng 
tho product wlth FPL thal Is no1 ldentlcal lo thle draft lsbsllng may render the producl 
misbranded and an unapproved new drug. 

Pleaso subrnlt slxteen coples of Ihe FPL as soon as It Is available, In no came more than 30 deye 
alter It Is prlnted. Please lndlvldually mount t m  of the coples on h o a y  welpht paper or slmllsr 
material. For udmlnlmtrative purposem thlm submlsslon should be daslgnaled 'FINAL PRINTED 
LABELINQ" lor approved NDA 18-815. Approval ol thls submlsslon by FDA la not requlred 
before tho labellng Is uaed. 

Should addltlonsl lnlormellon relatlnp lo the salety and ellecllvmess of the drug become 
svallablo, revlslon of that labellng may be requlred. 

Please submit one market packageof the drug when It Is svalleble. 

We rrtmlnd you that you must comply wlth the requirements for en approved NDA sel forth 
under 21 CFR 314.00 and 314.01. 

I1 you have any questions, please conlacl: 

Mr. aery Huehler 
Regulstoly Haalth ProJect Manager 
(301) 504-5332 

Slncersly yours, 

Robert Temple, M.D. 
Dlreclor 
Olllce of Drug Evaluatlon I 
Center for Drug Evaluatlon and Research 

Enclosure 
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