
DEPARTMENT OF HEALTH 8r HUMAN SERVICES Public Health Service 

Food and Drug Administration 
Rockville MD 20857 

January 3,2003 
. 

Thomas G. Freund 
Manager, Regulatory Affairs 
Meridian Medical Technologies, Inc. 
2550 Hermelin Drive 
St. Louis, Missouri 63144 

Dear Mr. Freund: 
Docket No. 01 P-0542/CP 1 

This letter responds to your citizen petition dated November 27,2001, requesting that the 
Food and Drug Administration (FDA) determine whether Diazepam Autoinjector was 
withdrawn from sale for safety or efficacy reasons. 

The FDA has reviewed its records and determined that Diazepam Autoinjector was not 
withdrawn from sale for reasons of safety or effectiveness. The FDA will maintain 
Diazepam Autoinjector in the “Discontinued Drug Product List” of Approved Drugs with 
Therapeutic Equivalence Evaluations (the Orange Book). 

Enclosed is a copy of the Federal Register notice that announces the FDA determination. 
If you require any further information, do not hesitate to contact me at (301)594-5648. 

Sincerefy, , ,, 

Kehnt$h Borgerdmg 
Office of Regulatory Policy 
Center for Drug Evaluation 

Enclosure 
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Admin is t ra t ion ,  5 6 0 0  F ishers  L a n e ,  
Rockvi l le ,  M D  2 0 8 5 7 ;  o r  the  O ffice of  
Commun ica t i on ,  T ra in ing  a n d  
Manu fac tu re rs  Ass is tance (HFM-401 ,  
Cen te r  for  B io log ics  Eva lua t i on  a n d  
R e s e a r c h  (CBER) ,  F o o d  a n d  D r u g  
Admin is t ra t ion ,  1 4 0 1  Rockv i l le  P ike,  
Rockvi l le ,  M D  2 0 8 5 2 - 1 4 4 8 , 3 0 1 - 8 2 7 -  
3 8 4 4 ,  F A X  8 8 8 - C B E R F A X .  S e n d  two  
se l f -add ressed  a d h e s i v e  labe ls  to assist  
t he  of f ice in  p rocess ing  y o u r  reques ts .  
S e e  t he  S U P P L E M E N T A R Y  I N F O R M A T I O N  
sect ion  for  e lec t ron ic  access  to the  draf t  
g u i d a n c e  documen t .  
F O R  F U R T H E R  I N F O R M A T I O N  C O N T A C T :  

R e g a r d i n g  the  gu idance :  Cha r l es  P . 
Ho ibe rg ,  Cen te r  for  D r u g  Eva lua t i on  
a n d  R e s e a r c h  (HFD-800 ) ,  F o o d  a n d  
D r u g  Admin is t ra t ion ,  5 6 0 0  F ishers  
L a n e ,  Rockvi l le ,  M D  2 0 8 5 7 ,  3 0 1 -  
8 2 7 - 5 9 1 8 ;  o r  Ch r i s tophe r  C. 
Joneck is ,  Cen te r  for  B io log ics  
Eva lua t i on  a n d  R e s e a r c h  (HFM-20) ,  
F o o d  a n d  D r u g  Admin is t ra t ion ,  
1 4 0 1  Rockv i l le  P ike,  Rockvi l le ,  M D  
20852 ,  301-827-0833 .  

R e g a r d i n g  the  ICI%  Jane t  J. Showa l te r ,  
O ffice of  In te rna t iona l  P r o g r a m s  ( H F G  
l), F o o d  a n d  D r u g  Admin is t ra t ion ,  5 6 0 0  
F ishers  L a n e ,  Rockvi l le ,  M D  2 0 8 5 7 ,  
301-827-0864 .  
S U P P L E M E N T A R Y  INFORMATION:  

I. B a c k g r o u n d  
In recen t  years ,  m a n y  impor tan t  

ini t iat ives h a v e  b e e n  u n d e r t a k e n  by  
regu la to ry  author i t ies  a n d  indust ry  
assoc ia t ions  to p r o m o t e  in te rna t iona l  
ha rmon i za t i on  of  regu la to ry  
requ i remen ts .  F D A  h a s  par t i c ipa ted  in  
m a n y  mee t i ngs  d e s i g n e d  to e n h a n c e  
ha rmon i za t i on  a n d  is commi t ted  to 
seek ing  scient i f ical ly b a s e d  h a r m o n i z e d  
techn ica l  p r o c e d u r e s  for  pha rmaceu t i ca l  
deve lopmen t .  O n e  of  the  goa l s  of  
ha rmon i za t i on  is to ident i fy  a n d  t h e n  
r e d u c e  d i f fe rences  in  techn ica l  
r equ i remen ts  for  d r u g  d e v e l o p m e n t  
a m o n g  regu la to ry  agenc ies .  

ICH w a s  o r g a n i z e d  to p rov i de  a n  
oppor tun i t y  for  t r ipart i te ha rmon i za t i on  
ini t iat ives to b e  d e v e l o p e d  wi th  inpu t  
f rom b o t h  regu la to ry  a n d  indust ry  
representa t ives .  F D A  a lso  seeks  inpu t  
f rom c o n s u m e r  represen ta t i ves  a n d  
o thers .  ICH is c o n c e r n e d  wi th  
ha rmon i za t i on  of  techn ica l  
r equ i remen ts  for  the  reg is t ra t ion  of  
pha rmaceu t i ca l  p roduc ts  a m o n g  th ree  
reg ions :  T h e  E u r o p e a n  Un ion ,  Japan ,  
a n d  the  Un i ted  S tates. T h e  six ICH 
sponso rs  a r e  the  E u r o p e a n  Commiss ion :  
the  E u r o p e a n  Fede ra t i on  of  
Pha rmaceu t i ca l  Indust r ies  Assoc ia t ions;  
the  J a p a n e s e  Minist ry of  Hea l th ,  L a b o u r ,  
a n d  Wel fa re ;  the  J a p a n e s e  
Pha rmaceu t i ca l  Manu fac tu re rs  
Assoc ia t ion;  the  Cen te rs  for  D r u g  

<va lua t i on  a n d  R e s e a r c h  a n d  B io log ics  
{va lua t ion  a n d  Resea rch ,  FDA;  a n d  the  
Jharmaceu t i ca l  R e s e a r c h  a n d  
Manu fac tu re rs  of  Amer i ca .  T h e  ICH 
Secretar ia t ,  wh i ch  coo rd ina tes  the  
p r e p a r a t i o n  of  documen ta t i on ,  is 
p r o v i d e d  by  the  In te rna t iona l  
Fede ra t i on  of  Pha rmaceu t i ca l  
Manu fac tu re rs  Assoc ia t ions  ( IFPMA) .  

T h e  ICH S tee r ing  Commi t tee  inc ludes  
represen ta t i ves  f rom e a c h  of  the  ICH 
sponso rs  a n d  the  IFPMA,  as  wel l  as  
obse rve rs  f rom the  W o r l d  Hea l th  
Organ iza t i on ,  Hea l th  C a n a d a ’s Hea l th  
P roduc ts  a n d  F o o d  B ranch ,  a n d  the  
E u r o p e a n  F r e e  T r a d e  A rea .  

In a c c o r d a n c e  wi th  F D A ’s c r o o d  
g u i d a n c e  pract ices ( G G P s )  re iu la t ion  ( 2 1  
C F R  10.115) ,  this d o c u m e n t  is b e i n g  
ca l led  a  gu idance ,  ra the r  t h a n  a  
gu ide l ine .  

T o  faci l i tate the  p rocess  of  m a k i n g  
ICH g u i d a n c e s  ava i l ab le  to the  publ ic ,  
t he  a g e n c y  h a s  c h a n g e d  its p r o c e d u r e  
for  pub l i sh ing  ICH gu idances .  A s  of  
Apr i l  2 0 0 0 ,  w e  n o  l o n g e r  i nc lude  the  
text of  ICH g u i d a n c e s  in  the  F e d e r a l  
Regis ter .  Ins tead,  w e  pub l i sh  a  no t ice  in  
the  F e d e r a l  Reg is te r  a n n o u n c i n g  the  
avai labi l i ty  of  a n  ICH gu idance .  T h e  ICH 
g u i d a n c e  wil l  b e  p l a c e d  in  the  docke t  
a n d  c a n  b e  o b t a i n e d  t h r o u g h  r e g u l a r  
a g e n c y  sou rces  ( s e e  A D D R E S S E S ) .  Draf t  
g u i d a n c e s  a r e  left in  the  o r ig ina l  ICH 
format .  T h e  f inal  g u i d a n c e  is 
re fo rmat ted  to con fo rm  to the  G G P  style 
b e f o r e  pub l ica t ion .  

In O c t o b e r  2 0 0 1 ,  F D A  m a d e  ava i lab le  
the  ICH g u i d a n c e  M 4  CTD,  wh i ch  
desc r ibes  a  h a r m o n i z e d  fo rmat  for  n e w  
p roduc t  app l i ca t ions  ( inc lud ing  
app l i ca t ions  for  b i o techno logy -de r i ved  
p roduc ts )  for  submiss ion  to the  
regu la to ry  author i t ies  in  the  t h ree  ICH 
reg ions .  T h e  M 4  C T D  g u i d a n c e  w a s  
m a d e  ava i lab le  in  four  par ts  as  fo l lows: 
(1 )  A  descr ip t ion  of  the  o rgan i za t i on  of  
the  M 4  CTD;  (2 )  the  Qua l i t y  sect ion;  (3 )  
the  Safety,  o r  nonc l in ica l ,  sect ion;  a n d  
(4 )  the  E fficacy, o r  cl inical,  sect ion.  

In S e o t e m b e r  2 0 0 2 .  the  ICH S tee r ing  
Commi i t ee  a g r e e d  that  a  draf t  g u i d a n g e  
ent i t led “C o m m o n  Techn ica l  
Document -Qua l i t y :  Ques t i ons  a n d  
Answers /Loca t i on  Issues” s h o u l d  b e  
m a d e  ava i lab le  for  pub l i c  comment .  T h e  
draf t  g u i d a n c e  is the  p roduc t  of  the  
CTD-Qua l i t y  Imp lemen ta t ion  W o r k i n g  
G r o u p  of  the  ICH. C o m m e n t s  a b o u t  this 
draf t  wil l  b e  c o n s i d e r e d  by  F D A  a n d  the  
CTD-Qua l i t y  Imp lemen ta t ion  W o r k i n g  
G r o u p .  

T h e  draf t  g u i d a n c e  p rov ides  fur ther  
c lar i f icat ion for  p r e p a r i n g  the  qual i ty  
c o m p o n e n t s  of  a n  app l i ca t ion  in  the  
CTD-Qua l i t y  format .  T h e  draf t  g u i d a n c e  
a d d r e s s e s  the  re la t ionsh ip  b e t w e e n  
l i nked  sect ions for  cer ta in  pa ramete rs ,  
such  as  po l ymorph i sm  a n d  par t ic le  size. 

T h e  draf t  g u i d a n c e  a lso  a d d r e s s e s  
loca t ion  issues by  ind ica t ing  the  sec t ion  
in  wh i ch  to p l ace  r e q u e s t e d  
in format ion.  T h e  draf t  g u i d a n c e  is 
i n t e n d e d  to e a s e  the  p r e p a r a t i o n  of  
p a p e r  a n d  e lec t ron ic  submiss ions ,  
faci l i tate regu la to ry  rev iews,  a n d  
simpl i fy the  e x c h a n g e  of  regu la to ry  
in fo rmat ion  a m o n g  regu la to ry  
author i t ies.  

Th is  draf t  gu i dance ,  w h e n  f inal ized,  
wil l  r ep resen t  the agency’s current  
th ink ing  o n  this topic.  It d o e s  no t  c rea te  
o r  con fe r  a n y  r ights  for  o r  o n  a n y  p e r s o n  
a n d  d o e s  no t  o p e r a t e  to b i n d  F D A  o r  the  
publ ic .  A n  a l te rnat ive  a p p r o a c h  m a y  b e  
u s e d  if such  a p p r o a c h  sat isf ies the  
requ i remen ts  of  the  app l i cab le  statutes 
a n d  regu la t ions .  
[I. C o m m e n t s  

In te res ted  p e r s o n s  m a y  submi t  to  the  
Dockets  M a n a g e m e n t  B r a n c h  ( s e e  
A D D R E S S E S ]  wri t ten o r  e lec t ron ic  
c o m m e n t s  o n  the  draf t  gu i dance .  T w o  
cop ies  of  a n y  ma i l ed  c o m m e n t s  a r e  to b e  
submi t ted,  excep t  that  ind iv idua ls  m a y  
submi t  o n e  copy.  C o m m e n t s  a r e  to b e  
ident i f ied wi th  the  docke t  n u m b e r  
f o u n d  in  b racke ts  in  the  h e a d i n g  of  this 
documen t .  T h e  draf t  g u i d a n c e  a n d  
rece i ved  c o m m e n t s  m a y  b e  s e e n  in  the  
Dockets  M a n a g e m e n t  B r a n c h  b e t w e e n  9  
a.m. a n d  4  p.m., M o n d a y  t h r o u g h  
Fr iday.  
III. E lec t ron ic  Access  

P e r s o n s  wi th  access  to the  In ternet  
m a y  ob ta in  the  d o c u m e n t  at  http:// 
www. fda .gov /ohrms ldockets /  
defaul t .h tm,  h t tp :Nwww. fda.gov/cder /  
gu idance / index .h tm,  o r  http:// 
www. fda.gov/cber /pub l ica t ions .h tm.  

Dated :  D e c e m b e r  23 ,  2 0 0 2 .  
Margare t  M . Dotzel ,  
Assis tant  Commiss ione r fo r  Pol icy.  
[FR Dot.  0 2 - 3 2 8 5 2  F i led  12 -27 -02 ;  8 :45  am]  
B I L L I N G  C O D E  4 1 6 0 - 0 1 - S  

D E P A R T M E N T  O F  H E A L T H  A N D  
H U M A N  S E R V I C E S  

F o o d  a n d  D r u g  Admin is t ra t ion  
[Docket No.  0 1  P - 0 5 4 2 1  

Dete rm ina t ion  Tha t  D i a z e p a m  
Auto in jec to r  W a s  Not  W i thd rawn  F r o m  
S a l e  for  R e a s o n s  of  Safe ty  o r  
E f fect iveness 
A G E N C Y :  F o o d  a n d  D r u g  Admin is t ra t ion ,  
HHS.  
ACTION:  Not ice.  

S U M M A R Y :  T h e  F o o d  a n d  D r u g  
Admin is t ra t ion  (FDA)  h a s  d e t e r m i n e d  
that  D i a z e p a m  Auto in jec to r  ( d i a z e p a m  
for  in jec t ion)  5  mi l l ig rams p e r  mil l i l i ter 
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(mg/mL) was not withdrawn from sale 
for reasons of safety or effectiveness. 
This determination will allow FDA to 
approve abbreviated new drug 
applications (ANDAs) for diazepam for 
injection 5 mg/mL. 
FOR FURTHER INFORMATION CONTACT: J. 
Kenneth Borgerding, Center for Drug 
Evaluation and Research (HFD-7), Food 
and Drug Administration, 5600 Fishers 
Lane, Rockville, MD 20857,301-594- 
2041. 

SUPPLEMENTARY INFORMATION: In 1984, 
Congress enacted the Drug Price 
Competition and Patent Term 
Restoration Act of 1984 (Public Law 98- 
417) (the 1984 amendments), which 
authorized the approval of duplicate 
versions of drug products approved 
under an ANDA procedure. ANDA 
sponsors must, with certain exceptions, 
show that the drug for which they are 
seeking approval contains the same 
active ingredient in the same strength 
and dosage form as the “listed drug,” 
which is a version of the drug that was 
previously approved under a new drug 
application (NDA). Sponsors of ANDAs 
do not have to repeat the extensive 
clinical testing otherwise necessary to 
gain approval of an NDA. The only 
clinical data required in an ANDA are 
data to show that the drug that is the 
subject of the ANDA is bioequivalent to 
the iisted drug. 

The 1984 amendments include what 
is now section 505(j)(7) of the Federal 
Food, Drug, and Cosmetic Act (21 U.S.C 
355(j)(7)), which requires FDA to 
publish a list of all approved drugs. 
FDA publishes this list as part of the 
“Approved Drug Products With 
Therapeutic Equivalence Evaluations,” 
which is generally known as the 
“Orange Book.” Under FDA regulations, 
drugs are withdrawn from the list if the 
age&y withdraws or suspends approval 
of the drue’s NDA or ANDA for reasons 
of safety 0; effectiveness, or if FDA 
determines that the listed drug was 
withdrawn from sale for reasons of 
safety or effectiveness (5 314.162) (21 
CFR 314.162)). Under S 314.161(a)(l) (21 
CFR 314.161(a)(l)), the agency must 
determine whether a listed drug was 
withdrawn from sale for reasons of 
safety or effectiveness before an ANDA 
that refers to that listed drug may be 
approved. FDA may not approve an 
ANDA that does not refer to a listed 
drug. 

Diazepam Autoinjector is the subject 
of NDA 20-124. Diazepam Autoinjector 
is an automatic injection drug product 
indicated for the management of anxiety 
disorders and the treatment of epileptic 
and other convulsive seizures. FDA 
approved NDA 20-124. held by the U.S. 

Army (Army], on December 5.1990. The 
Diazepam Autoinjector is manufactured 
for the Army by Meridian Medical 
Technologies, Inc. (MMT), and has 
always been listed in the “Discontinued 
Drug Product List” of the Orange Book 
because it is not commercially available. 

On November 30,2001, MMT 
submitted a citizen petition (Docket No. 
OlP-0542/CPl) under 21 CFR 10.30 
requesting that the agency determine 
whether Diazepam Autoinjector was 
withdrawn from sale for reasons of 
safety or effectiveness. 

The agency has determined that 
Diazepam Autoinjector was not 
withdrawn from sale for reasons of 
safety or effectiveness. The Army has 
never commercially marketed Diazepam 
Autoinjector. In previous instances (see, 
e.g.. 61 FR 25497, May 21,1996 
(addressing a relisting request for 
glyburide tablets)), FDA has concluded 
that, for purposes of 5s 314.161 and 
314.162, never marketing an approved 
drug product is equivalent to 
withdrawing the drug from sale. There 
is no indication that the Army’s 
decision not to market Diazepam 
Autoinjector commercially is a function 
of safety or effectiveness concerns, and 
the petitioner has identified no data or 
other information suggesting that 
Diazepam Autoinjector poses a safety 
risk. FDA’s independent evaluation of 
relevant information has uncovered 
nothing that would indicate this 
product was withdrawn for reasons of 
safety or effectiveness. 

After considering the citizen petition 
and reviewing agency records, FDA has 
determined that, for the reasons 
outlined previously, Diazepam 
Autoinjector was not withdrawn from 
sale for reasons of safety or 
effectiveness. Accordingly, the agency 
will continue to list Diazepam 
Autoinjector (diazepam for injection) 5 
mg/mL in the “Discontinued Drug 
Product List” section of the Orange 
Book. The “Discontinued Drug Product 
List” delineates, among other items, 
drug products that have been 
discontinued from marketing for reasons 
other than safety or effectiveness. 
ANDAs that refer to Diazepam 
Autoinjector (diazepam for injection) 5 
mg/mL may be approved by the agency. 

Dated: December 19. 2002. 

Margaret M. Dotzel, 
Assistant Commissioner for Policy. 
[FR Dot. 02-32851 Filed 12-27-02; 8:45 am] 

BILLING CODE 4160-01-s 

DEPARTMENT OF HOUSING AND 
URBAN DEVELOPMENT 
[Docket No. FR-473~~501 

Notice of Proposed Information 
Collection: Comment Request; Home 
Mortgage Disclosure Act (HMDA) Loan/ 
Application Register 

AGENCY: Office of the Assistant 
Secretary for Housing-Federal Housing 
Commissioner, HUD. 
ACTION: Notice. 

SUMMARY: The proposed information 
collection requirement described below 
will be submitted to the Office of 
Management and Budget (OMB) for 
review, as required by the Paperwork 
Reduction Act. The Department is 
soliciting public comments on the 
subject proposal. 
DATES: Comments Due Date: February 
28, 2003. 
ADDRESSES: Interested persons are 
invited to submit comments regarding 
this proposal. Comments should refer to 
the proposal by name and/or OMB 
Control Number and should be sent to: 
Wayne Eddins, Reports Management 
Officer, Department of Housing and 
Urban Development, 451 7th Street, 
SW., L’Enfant Plaza Building, Room 
8003, Washington, DC 20410 or 
Wayne_Eddins@hud.gov. 
FOR FURTHER INFORMATION CONTACT: 
Judith V. May, Director, Office of 
Evaluation, Office of Finance and 
Budget, Department of Housing and 
Urban Development, 451 7th Street SW., 
Washington, DC 20410, telephone (202) 
755-7500 (this is not a toll free number) 
for copies of the proposed forms and 
other available information. 
SUPPLEMENTARY INFORMATION: The 
Department is submitting the proposed 
information collection to OMB for 
review, as required by the Paperwork 
Reduction Act of 1995 (44 U.S.C. 
Cha ter 35, as amended). 

T l? 1s Notice is soliciting comments 
from members of the pub& and affected 
agencies concerning the proposed 
collection of information to: (1) Evaluate 
whether the proposed collection is 
necessary for the proper performance of 
the functions of the agency, including 
whether the information will have 
practical utility; (2) Evaluate the 
accuracy of the agency’s estimate of the 
burden of the proposed collection of 
information: (3) Enhance the quality, 
utility, and clarity of the information to 
be collected; and (4) Minimize the 
burden of the collection of information 
on those who are to respond; including 
the use of appropriate automated 
collection techniques or other forms of 


