
~CcOuhg principiee and ebndnrds 
consletcntly applied, except ae 
otherwise expreael,y required by 
instrUCthn8 for report8 of ccndition and 
income. 

(a) No person may enter into or 
perform or accept any benefit under on 
adverse contract. Whether a particular 
contracts ia adverse ehall be determined 
on the baeicr of, among other criteria, its 
own terms and a comparison with the 
terme of similar contracts entered into 
by the institution and by other 
institutions, taking into account any 
othercontract or financial relationship 
entered into by or on behalf of the 
institution which directly or indirectl,y 
involves the same or related parties. 

(b) A contract would be adverse. by 
way of example and not in limitation of 
the foregoing, if it provides or allowrs for 
termination, cancellation or reecission 
by the person dealing with en institution 
and fails expressly to provide the 
institution (including its successor, 
receiver or conservator) with sufficient 
reasonable prior notice [including any 
necessery information and materials. 
e.g., computer programs and related 
documentation, data files, and machine- 
readable tapes) and an opportunity to 
provide for substitute or replacement 
goods, products or services at fair 
market tenne consistent with safely and 
soundness,.’ 01’ if the contract require8 
an unreasonable period of prior notice 
of termination by the institution. 

8 334.4 eurdun ot proof. 
In any examination or other 

supervisory proceeding where the 
appropriate federal banking agency 
initially has made a determination that 
‘n institution has entered into an 

adverse contract in violation of 12 
U.S.C. I831g and this pert, and in any 
administrative enforcement proc;eeding 
where such wn agency initially has made 
a showing to that effect, the institution 
and other contracting parttee involved in 
the proceeding shall be required to 
demonstrate the propriety and legality 
of the contract hereunder by 
establishing that, under all the relevant 
circumstances, the contract ie not an 
adverse contract. 
--- 

’ In thlr connscc:on. 12 U.S.C. 18Zl(sl(l2l(A1 
suthotlrsn the FDIC a# coneervator or receiver lo 
“enforce my Icontract. other then B dIrector’s or 
officer’s IlabilIty lnrurance contrecl or a depository 
hswutlon bond. entered Into by the deposilory 
instttution notwithstandiq any pmvlslon of the 
contrac: pmvidlrq for tennlnallon. defuult. 
acceleration. or exercbe of righta upon,. or solely by 
reoaon of, lnnolvency or fhe eppolntment of a 
conscrvalor (or receiver.” 
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P 334.5 Enforcemwt. 
hstilutlons and instifuiion-omlintcd 

parties, including rmy mdcpondenl 
coniractor, may be eubject to remove1 
and/or prohibiton ordere. cease and 
deelet orders, nnd the impoeition of ci!A 
money penoltiee pursuant to eectfmon 8 of 
the Federal Deposit Insurance Acll (12 
U.S.C. 1818). ne amended, for violatior 
of thie part, as well as any other actio I 
or remedy authorized by law. 

By order of the Board of Directors. 
Dated et Washlngton. DC, this 26th day of 

March ISW. 
Federal Depoblt Insurance Corporation. 
Hoyle L. Robinson, 
Executive Secretary. 
[FR Dot. W-7548 Filed 3-P+Ql: 8:45 am] 
SrLLtMa can! 11714-01-u 
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DEPARTMENT OF HEALTH AND 
HUMAN SERVICES 

Food and Drug Admlnlstmtlon 

21 CFR Part 357 
[Docket No. 81N-00221 

RIM O9OCMO6 

Phenylpropanolamlne HydrochlOride 
for Over-the-Counter Weight Control 
Use; Safety and Effectiveness 
Dlscusslon; Public Meeting and 
Reopening of the AdminIstratIve 
Record 
AOLNCV: Food and Drug Administration, 
HHS. 
ACTION: Public meeting and reopening of 
the administrative record. 

SUMMARY: The Food and Drug 
Administration (FDA) is reopening the 
adminietrative record and announcing 
that a public meeting will be held to 
discuss the safety and effectiveness of 
phenylpropanolemine hydrochloride for 
over-the-counter (OTC) weight control 
use. One part of the diecueeion will 
include possible misuse of the drug. The 
meeting is pert of the ongoing review of 
OTC drug products conducted by FDA 
and will be etructured to diecuss the 
specific topice and to seek anewera to 
the speiific questions listed in this 
notice. 
OATRS: The meeting will be held on May 
9, XXII, at a:30 a.m. The agency 
anticipates that the meeting will last 1 
day. However, if there ie sufficient 
interest in perticipation, the meeting will 
be extended an additional day at the 
discretion of the chairperson. Relevant 
data and notice of par!icipation by May 
1, 1991. Administrative record to remain 
open until August 7,1%X Comment8 

rr:garding matters raised at the meeting 
by August 7, um. 

AbDARUtl: Relevant data, notice of 
participation, and written comments to 
the Docketa Management Branch (HFA- 
m5), Food and Drug AdminIstration, rm. 
4-W 6600 Fishers Lane, Rockville, MD 
20857. Meeting to be held in Conference 
Rm. E, Parklawn Bldg., 5800 Fishera 
Lane, Rockville, MD 20657. 
FOR NRTMLII fMFORYAltON CONTACT. 
Helen Cothran or Mary Robinson, 
Center for Drug Evaluation and 
Research (HFD-ZlO), Food and Drug 
Administration. 58oc Fishers Lane, 
Rockville, MD 20657.3Ul-2Q!bKC8. 
SUPf%EYLI(TAAY IMFOYATIOU: In the 
Federal Register of February 261962 (47 
FR 8406), FDA published an advance 
notice of proposed rulzmaking on OTC 
weight control drug products baeed on 
the recommendationa end the report of 
the Adviaory Review Panel on OTC 
Miscellaneous Internal Drug Products 
(the Panel]. In that report, ;he Panel 
recommended that single doses of 25 to 
50 xrJlligrams (mg) and a total daily dose 
of not more then 150 mg of 
phenylpropanolamine hydrochloride be 
gek>erally recognized as safe and 
effective in an OTC drug product for 
weight control use. However, in the 
preamble to the Panel’s report, the 
agency limited the Panel’s recommended 
dosage of phenylpropanolamine 
hydrochloride for OTC weight control 
use to the level present in products 
marketed es of December 4,1975, i.e.. a 
maximum daily dose of 75 mg, 
immediate release doses of 25 to 37.5 
mg, and a timed-relecee (over 12 to 16 
hours) dose of 75 mg of 
phenylpropanolamine hydrochloride. 
The Panel further recommended that 
OTC weight control drug products bear 
the statement, “This product’s 
effectiveness is directly related to the 
degree to which you reduce your usual 
daily food intaks. Attempts at weight 
reduction which involve the use of this 

product should be limited to periods no!. 
exceeding three months, becauee that 
ehould be enough time to establish new 
eating habits.” 

Reports, which became available after 
the Panel completed its evaluation, 
indicated that phenylpropanolamine 
hydrochloride dosea higher than those 
currently marketed caueed elevation o’f 
blood preeeure. Therefore, in the 
preamble to the Panel’s report (47 FR 
&466), the agency requested comment8 
and information to reeolve the safety 
quegtione raised in these reports. The 
agency has received numerous data a!nd 
comments regarding the safety and 
effectiveneee of phenylpropanolamine 
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hydroch lor tde.  Thase  da ta  a n d  
c o m m e n t 6  a re  o n  publ ic  d isp lay in  the 
nockets  M a n a g e m e n t B r a n c h  u n d e r  
Dock&  No.  81N-0022 .  

As  the a  ency  was  comple t ing  its 
a  rev iew oft e  da ta  a n d  in format ion 

submi t ted to thts ru lemak ing  o n  O T C  
weight  contro l  d r u g  products,  the H o u s e  
Sma l l  Bus iness  Subcommi t tee  o n  
Regula t ion,  Bus iness  Oppor tun i t ies ,  a n d  
Energy ,  cha i red  by  C o n g r e s s m a n  R o n  
Wyden ,  he ld  a  hea r i ng  o n  S e p tember  24.  
1990 ,  to exam ine  ado lescent  d ie t ing 
behav ior ,  d iet  pi l ls con?a in ing  
pheny lp ropano lam ine  hydroch lor ide,  
a n d  Federa l  research  efforts o n  obesity.  
In a  letter sent  to F D A  o n  S e p tember  28,  
I990  (Ref. l), C h a i r m a n  W y d e n  stated 
that wi tnesses h a d  p resen ted  very 
d is turb ing test imony abou t  the misuse  of 
pheny lp ropana lam ine  diet  pi l ls at the 
hear ing ,  as  fol lows: 

I. A  n e w  ep idemio log ica l  s tudy 
demonst ra tes  that pheny lp ropano lam ine  
hydroch lo r ide  O T C  prepara t ion6  of al l  
t ype6 l ead  al l  o ther  O T C  remed ies  in  
bo th  n u m b e r  of eer ious  a n d  fatal 
adverse  effect6 in  p e o p l e  u n d e r  2 9  years  
old.  as  wel l  as  in  n u m b e r  of contact6 
wi th Po i son  Cont ro l  Cen te r6  e a c h  year.  

2. N e w  cl inical tr ials conf i rm 
statis!ically signif icant increases in  
b l ood  p ressure  in  study subjects.  
cor robora t ing  the ev idence  of inc reased  
react ion6 in  !he popu la t ion  at large.  

3. T h e  major i ty  of purchasers  misuse  
the d r u g  a n d  d o  not  fo l low the current  
labe l  instruct ion6 o r  indicat ions.  

4. T h e  majort ty of users  f ind 
pheny lp ropano lam ine  hydroch lo r ide  to 
b e  ineffective. 

8. Pheny lp ropano lam ine  
hydroch lo r ide  diet  pi l ls h a v e  b e c o m e  a  
pr imary  patho log ica l  pa thway  in  the 
deter iorat ion of pat ients wi th anorex ia  
nervosa.  

8. N e w  research  o n  obesi ty  documen t6  
the de le ter ious effects of d iet  pract ices 
that cause  r e b o u n d  o r  yo-yo we ight  1066 ,  
then  rega in .  Test imony indicates that 
F  heny lp ropano lam ine  hydroch lo r ide  
offecte m a y  b e  l imi ted to temporary  
we ight  1 0 ~ 6  that is quickly r ega ined  as  
fat, a n d  so  p red ispoees  the user  to 
fur ther diet  fai lure. 

7. N e w  research  o n  obesi ty  documen t6  
the de le ter ious effect6 of d iet  pract ices 
that waste  l ean  musc le  mass.  
Apparent ly ,  there  s imply exists n o  
research  o n  this poss ib le  undes i rab le  
effect as  the pr imary  mechan i sm of 
pheny lp ropano lam ine  hydroch lo r ide  
we ight  loss. such  as  it m a y  ‘be .  

C h a i r m a n  W y d e n  stated that al l  
w i tnesses expressed  concern  abou t  the 
prev ious ly  na r row  focus of F D A ’6  
cons idera t ion  of the eff icacy a n d  safety 
of pheny lp ropano lam ine  hydroch lor ide.  
H e  a d d e d  that the Federa l  T rade  

W I5 1  W 9  0 0 0 7 ( 0 0 ) ( 2 9 - M A R - 9 1 - 1 O : S l M O )  

C o m m l a a i o n  testif ied that popu la t ion  
da ta  show ing  w ide  m tsuse shou ld  we igh  
in  any  F D A  dec is ion o n  
pheny lp ropano lam ine’s O T C  status. 
O ther  sclentif lc exper t6  ca l led for a  
w ider  cons idera t ion  of eff icacy than  the 
na r row  scope,  short  te rm cl inical s tudies 
that const i tuted the pr ior  focus of F D A  
scrutiny. O n e  nat iona l  society of 
phys ic ians a n d  severa l  of the scientif ic 
wi tnesses ca l led for remova l  of 
pheny lp ropano lam ine  hydroch lo r ide  
f rom the O T C  market  ent irely. 

Subsequent ly ,  the agency  rece ived 
two submiss ions  (Refs. 2  a n d  3 )  in  
rebut ta l  to the test imony g iven  at the 
S e p tember  24 ,1999  hea r i ng  a n d  
ob ject ing to the da ta  u s e d  to suppor t  
test imony o n  pheny lp ropano lamtne  
hydroch lo r ide  misuse  in  O T C  weight  
contro l  d r u g  products.  

In a  letter sent  to the agency  o n  
N o v e m b e r  29 ,1990  (Ref. 4).  
C o n g r e s s m a n  W y d e n  ra ised severa l  
add i t iona l  issues for F D A  considerat ion.  
as  fol lows: 

1. D o e s  pheny lp ropano lam ine  
hydroch lo r ide  cause  o r  contr ibute to a  
r e b o u n d  we ight  ga in?  

2. D o e s  pheny lp ropano lam ine  
hydroch lo r ide  cause  musc le  loss ra ther  
than  1 0 6 8  of fat? 

3. If pheny lp ropano lam ine  
hydroch lo r ide  on ly  works  du r ing  the 
tim e  it is taken,  is l i fe- long med ica t ion  
then  requ i red  in  o rde r  to ma in ta in  
we ight  loss? If 60,  has  this fact b e e n  
cons ide red  in  de te rmin ing  
pheny lp ropano lam ine  hydroch lo r ide’s 
O T C  classi f icat ion? 

4. A r e  pheny lp ropano lam ine  
hydroch lo r ide  diet  p roduc t6  genera l l y  
u s e d  by  consumer6  ins tead of exerc ise 
a n d  behav io ra l  c h a n g e ?  D o e s  
pheny lp ropano lam ine  hydroch lo r ide  use  
in  a n  unst ructured a n d  unsuperv ised  
sett ing actual ly dec rease  comp l iance  
with these essent ia l  componen ts  of 
successful  we ight  loss? 

C o n g r e s s m a n  W y d e n  a lso  inc luded  
with h is letter a  subcommi t tee  staff 
repor t  ent i t led “Pheny lp ropano lam ine  
Diet  Pil ls: Ep idemio log ica l  Surveys,  
Adve rse  D r u g  React ions,  a n d  Contact6  
wi th Po i son  Cont ro l  Centers.  A  
Compar i son  with Over - the-Counte r  
Aep i r in  a n d  Ace tam inophen” (Ref. 5 )  
a n d  asked  the agency  to specif ical ly 
a d d r e e e  the fohow ing  areas.  

I. A n y  m e thodo log ica l  p rob lems  with 
the a a e e e e m e n t. 

2. A n y  contradictory f ind ings you  m a y  
h a v e  o n  teen  use  a n d  adul t  misuse.  

3. A n y  contradictory f ind ings you  m a y  
h a v e  o n  the n u m b e r  of adverse  inc idents 
wi th pheny lp ropano lam ine  
hydroch lor ide.  
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4. A n y  o ther  popu la t ion -based  
in format ion abou t  pheny lp ropano lam ine  
hydroch lo r ide’s effect o n  we ight  loss. 

In v iew of the n e w  in format ion re la ted 
to pheny lp ropano lam ine  hydroch lor ide,  
the agency  cons iders  it necessary  to 
reso lve  these issues rega rd ing  the 
safety. effect iveness, a n d  poss ib le  
m isuse  of pheny lp ropano lam ine  
hydroch lo r ide  be fo re  pub l tsh ing  its 
tentat ive f inal m o n o g r a p h  for O T C  
weight  contro l  d r u g  products  in  the 
Federa l  Register .  Therefore ,  the agency  
has  conc luded,  u n d e r  2 1  C F R  10.65,  that 
it wou ld  b e  in  the pub l ic  interest to ho ld  
a n  o p e n  publ ic  m e e t ing to d iscuss the 
safety a n d  ef fect iveness of 
pheny lp ropano lam ine  hydroch lo r ide  for 
O T C  weight  contro l  use.  

In o rde r  to p rov ide  a  f ramework  for 
the m e e ting. the agency  be l ieves that it 
wil l  b e  usefu l  to p rov ide  a  d iscuss ion of 
the agency’s rev iew a n d  eva luat ion  o n  
pheny lp ropano lam ine  hydroch lo r ide  
pr ior  to the in format ion ra ised at the 
H o u s e  Sma l l  Bus iness  Subcommi t tee  o n  
Regula t ion,  Bus iness  Oppor tun i t ies  a n d  
E n e r g y  hea r i ng  he ld  o n  S e p tember  24,  
1990 .  
S a fnty 

S tudies measu r i ng  the effect o n  b l ood  
p ressure  of doses  of 
pheny lp ropano lam ine  hydroch lo r ide  
f rom 2 8  to 2 5 0  m g  w e r e  submi t ted to the 
ru lemak ing  for O T C  weight  contro l  dny  
p roduc t6  (Pefs.  6  a n d  7). T h e  studies 
s h o w  that d  s ing le  d o s e  of 
pheny lp ropano lam ine  hydroch lor ide,  
wh ich  is a n  indirect-act ing 
sympathomimet ic  amine ,  g ives a n  e a r 1  / 
( lasts a  few hours )  dose- re la ted  pressc 1  
response  a n d  a  later dose- re la ted  a n d  
pos i t ion-re la ted (pr incipal ly  in  the e re  : t 
posi t ion)  depressor  response.  The re  
a p p e a r 6  to b e  to le rance to these effec ‘I 
such  that add i t iona l  doses  h a v e  little :r 
n o  pressor  effect. It a p p e a r 6  that 
pheny lp ropano lam ine  hydroch lo r ide  1  
doses  be low  5 0  m g  immed ia te  re leasn  I 
a n d  be low  7 5  m g  cont ro l led ( t imed)  
re leaee  g ive  pressor  responses  that 
wou ld  not  b e  expec ted  to b e  harmfu l  I 
2 8  m g  immed ia te  re lease  dose,  for 
example .  g ives a  m e a n  p resaor  effec: I C  I 
2  to 5  mi l l imeters (mm)  mercury  (Re  ‘6.1 
a n d  9). Doses  of the immed ia te  re ler  1 8 1  
product  a b o v e  8 9  m g  immed ia te  r e l m ~ 6 1 ~  
g ive  la rger  responses,  a n d  response!  tc 
cont ro l led re lease  p roduc t6  a b o v e  71;  I 
a re  not  wel l  s tudied.  A n  issue not  
reso lvab le  by  the ava i lab le  da ta  is 
whe ther  there  a re  ra re  hyper respor  16 )  
pat ients,  but  such  pat ient6 h a v e  ncl  
b e e n  ident i f ied. 

Apar t  i rom effect6 o n  m e a s u r e d  1 1 1 ’ 
pressure,  safety conce rn6  regardi r r l l  
pheny lp ropano iam ine  hydroch lo t i~ le  
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have aris,an principally because of 
Publi*hed sports of rerhm central 
m-vous systam adveraa effects, 
especially stroke and intracranial 
hamomhage. (See, e.g., Lake, et al. /Ref. 
10) ior a recent summary of published 
Wmla of adverse effects occurr1n8 
following the use of 
phenylpropanolamine hydrochloride.) 
FDA has received similar reports as 
well. The presumed mechanism of these 
reported events, if indeed they are 
caused by phenylpropanolamine 
hydrochloride, is an exaggerated 
hypertensive response, although in most 
cases no large elevation was seen when 
the adverse effect was observed. Given 
the apparent rapid tolerance that 
develops to the hypertensive response to 
phenylpropanolamine hydrochloride 
(see discussion above), the adverse 
reaction reports that most plausibly 
represent an effect of 
phenylpropanolamine hydrochloride are 
those occurring after the first dose, or at 
least during the first day of 
phenylpropanolamine hydrochloride 
therapy, or after a pause in therapy and 
resumption of the drug. Only a few of 
the reported cases clearly meet this 
description (in others, precise time and 
dose information is not available). The 
relatively few first dose/first day cases, 
combined with the short duration and 
seemingly modest size of the 
phenylpropanolamine hydrochloride 
hypertensive response, tend to argue 
against phenylpropanolamine 
hydrochloride being the cause of these 
serious reactions. On the other hand, 
most reports of serious reactions involve 
single doses of at least 150 mg (two 75 
mg controlled release dosage forms-not 
the recommended dose and presumably 
not the most commonly used dose- 
which could suggest a dose response 
relationship). Such a finding would 
make a causal relationship mote 
plausible. The agency recognizes that it 
is possible, of course, that the excess of 
reports with higher doses could be a 
reporting artifact, the relatively large 
dose stimulating reporting of that event 
by making phenylpropanolamine 
hydrochloride cause seem more likely. 

Although increased blood pressure 
after phenylpropanolamine 
hydrochloride use has generally been 
the major concern expressed, other 
mechanisms of an adverse central 
nervous system effect have also been 
suggested and these need to be 
considered. such as spaem/vasculitis 
(Refs. 11 and I?). 

Affecting all of the safety 
considerations is the extreme difficulty 
of evaluating isolated reports, often 
missing critical data, of relatively Pare 
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events, especially in the OTC dNg-uee 
Setting, where u6e lnformatlon id 
extremely aparae and llttle Is known 
about reporting practices. Theso are 
problems with evaluation of any 
spontaneous reports, but evaluation is 
even more difficult in the OTC drug-use 
setting. Without knowledge of use 
patterns and the ages of usen. the 
agency has found it very difficult to 
determine whether the reported 
instances of central nervous syetem 
bleeding are excessive in relation to 
background rate. Nonetheless, if 
reasonable estimates of the background 
rate of spontaneous intracranial bleeds 
in relatively young women could be 
obtained, it might be possible to identify 
what seems like a marked excess of 
such events in persons who use 
phenylpropanolamine hydrochloride. 

It should also be noted that. despite 
very wide use of phenylpropanolamine 
hydrochloride in cougI;-cold 
preparations at single doses of 25 mg 
and controlled release doses of 75 mg. 
very few instances of intracranial 
hemorrhage or stroke have been 
reported in this population. This could 
suggest that dose is indeed critical and 
that single doses of 25 mg immediate 
release and 75 mg controlled release are 
rarely exceeded by users of cough-cold 
products, ot that less frequent reporting 
in this population (or excess reporting in 
the population using 
phenylpropanolamine hydrochloride 
weight control drug products) is a 
fundamental difference in the user 
populations. 

In considering the extent and 
implications of possible misuse of 
phenylpropanolamine hydrochloride as 
an OTC weight control drug product. it 
is important that the term “misuse” be 
defined and differentiated from the term 
“abuse.” In lay use, the word “abuse” is 
synonymous with “mieuse.” However, 
drugs with a potential for “abuse” are 
regulated under the Controlled 
Substances Act (21 U.S.C. 801 and 9511, 
which is enforced by the Drug 
Enforcement Administration. Drugs that 
come under the juriedlction of the 
Controlled Substances Act usually have 
the potential for causing psychic or 
physiological dependence. 
Phenylpropanolamine hydrochloride is 
currently not regulated under the 
Controlled Substances Act, and FDA is 
not aware of any specific information 
that it causes psychic or physiolog;cal 
dependence. On the other hand, misuse 
of a drug involves incorrect or 
unknowledneable handling. Misuse of a 
drug would”include overdosing, double 
dosing, or use in an inappropriate 
population, etc.. but does not necessarily 
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mean that the drug in questlon IS a irug 
of abuse. In considering mlrura of F ti:ug 
with respect to ito OTC availabillt~ otlo 
must consider factors such as what ner 
the drug has an adequate margin o’ 
safety under recommended condill XII of 
use, whether the &w can be adeqlulrely 
labeled for its Intended use, and 
whether its toxicity or other poten iality 
for harmful effect. or the method of il:s 
use. renders it not safe for use except 
under the supervision of a physici an. As 
a genera1 rule, misuse of a drug b> a 
subset of the population has not been 
considered a sufficient reason for 
withholding such a drug f+om legi timate 
OTC uses by a majority of the 
population for whom the drug wculd be 
safe and effective, but this generul rule 
could be reconsidered if miecuse were 
very dangemus or very widesplr ad. 
EffOCtiV0llfifJ8 

The Panel reviewed a number of 
studies and concluded that 
phenylpropanolamine hydrochloride 
was effective as an OTC weinh’i control 
drug product (47 FR 8488 at 8474 to 
8478). The agency considers these 
studies as supportive but insufiicient to 
establish this claim. However, more 
recently, the agency has reviewed two 
adeouate and well-contmlled rtitudiee 
that support the effectiveness of 
phenylpropanolamine hydrochloride 
(Refs. 13 and 14). The two studies are of 
similar design, i.e., randomized. double- 
blind, and placebo-controlled. The 
studies were conducted with patients 
who were 15 to 45 percent ovmerweight. 
The main difference between the two 
trials was of duration: one [Ref. 13) wa I 
conducted over a 8-week period and tl I! 
other (Ref. 14) over a 1Cwee’k period. 
All patients were placed on (1 1,200 
calorie diet and received 75 ‘mg 
controlled release phanylpmpanolami Ire 
hydrochloric& capsules or palcebo at 1) 
a.m. each day. Both studies were 
positive in showing a statistically 
significantly greater weight lone in thl 
phenylpropanolamine hydrochloride 
group. At the end of the &week stud! ,, 
the mean weight loss from baseline 1 LMI 
5.7 pounds for the phenylpropanolan ih 
hydrochloride group and 9.4 pounds ‘IX 
the placebo group. In the l&week at 11~: , 
the mean weight loss from baseline ‘ia I 
0.0 pounds for the phenylpmpanolm jnf 
hydrochloride group and 2.4 pounds !fo 
the placebo group. Essentially all of th 
weight loss occurred by 8 weeks an !I 
was simply triaintained foor the 
remaining 4 weeks. The agency fine I 
that these studies, together with so ne of 
the previously submitted data. sup! 101 
the effectiveness of 
phenylpmpanolamine hydrochloric I? n a 
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75 mg controlled release dosage form 
when used In conjunctlon with an 
approprlale weight loas diet. A que3tiQn 
that needs to be addressed Is whether 
clinical studies in which subjects are 
pnriodically seen by a doctor, nurse, or 
health technician who provides dietary 
advice and scheduled follow-up (i.e., 
studies in a medically supervised 
setting) can document effectiveness in 
the OTC drug-use (Le., no medica 
supervision) setting. 

The agency is inviting interested 
individuals or groups to discuss the 
safety and effectiveness of 
pSenylpropanolamine hydrochloride for 
OTC weight sontrol use at an open 
meeting to be held on May 1X1991. At 
that meeting, the agency will consider 
all of the issues raised in the above 
discussion. The following topice and 
questions are of particular importance: 
I. Questions Relating to Safety 
A. Geneml 

I. Are there clinical data that show 
that phenylpropanolamine 
hydrochloride at recommended OTC 
doses causes significant increases in 
blood pressure in some individuals? 

2. Considering the above discussion of 
serious reported adverse events and 
other information, do data suggest a 
real. even if small. abilitv of 
phenylpropanola&ne h;drochloride to 
induce major central nervous system 
adverse events at the recommended 
dose or at slightly excessive doses, or 
are the reports of such events not 
distinguishable from the spontaneoue 
rate of theee events? 

3., Does the new epidemiological study 
(Ref. 51 contribute evidence that OTC 
phenylpropanolamine hydrochloPde 
drug products represents a serious 
hazard to consumers, especially those 
under age 307 

4. Is there evidence that 
phenylpropanolamine hydrochloride 
diet pills have become a primary 
cor.tributor to the deterioration of 
patient3 with anorexia nervosa? 
B. Misuse 

1. Is there evidence that a substantial 
fraction of purchasers of 
phenylpropanolamine hydrc$chloride 
products misuse the drug and do not 
follow the current label instructions or 
indications? What are the consequences 
7f this misuse, if it occurs? 

2. It has been claimed that 
phenylpropanolamine hydrochloride is 
misurted by teenagers and young adults. 
What behaviolr would constitute misuse 
and what data are available to 
demonstrate that this use occurs and to 
document its adverse consequences? If 

misuse does occur and the adverse 
Co1188qu8nc88 are consldor8d an 
important problem, would this be a 
basis for Iimiting the use of 
Phenylpropanolamine hydrochloride to 
adu!ts 18 year3 and over? How could 
this be don87 

3. Are there adequate data 
demonstrating that some Indfviduals. 
e.g.. anorexic3 and bulimics, misuse 
phenylpropanolamine hydrochloride? If 
so, what are the documented 
consequence3 of this misuse? 
II. Question3 Relating to Efficacy 
A. Genemi 

1. Anorectic agents, prescription or 
OTC, have been approved by FDA on 
the basis of evidence of ehort-term (S-12 
week) weight loss. While long-term 
effect3 are pertinent, the agency 
believes that the question of long-term 
uae is relevant to both prescription and 
OTC anorectic agents and should be 
taken up in a different context. 
Considering just the short-term results, 
does the fact that the studies were 
carried out in a .qedical setting decrease 
their usefulness as support for an OTC 
(no medical supervision) use? 

2. Are there any data to suggest that 
phenylpropauolamine hydrochloride 
causes a loss of lean muscle mass rather 
than a loss of fat? If there are no 
pertinent study data, is it plausible that 
it would do so? 

3. Are there data indicating that 
phenylpropanolamine hydrochloride 
causes or contributes to rebound weight 
gain? New research on obesity suggests 
that some diet practices. especially 
those leading to rapid weight loss, are 
associated with rebound weight gain. 
Testimony presented at the September 
24,lQQO hearing contended that 
phenylpropanolamine hydrochloride 
effects may be limited to temporary 
weight lost that is quickly regained as 
fat, and so predisposes the user to 
further diet failure. Can 
phenylpropanolamine hydrochloride 
related weight loss be distinguished 
from other weight loss in this respect? 
B. Lobeling 

I. There are no data to indicate that 
phenylpropanolamine hydrochloride at 
doses higher than 75 mg per day are 
more effective than the 75 mg dose, yet 
these dose3 have been used. How best 
can weight control drug products be 
labeled to convey to consumers that 
effectiveness is not increased with an 
increase in dose? 

2. Assuming that 
phenylpropanolamine hydrochloride 
remains OTC for weight control use, in 
addition to the labeling proposed by the 

Panel, what spec!fic labeltng should be 
recommended? 

In this document. the agency is aeklng 
for comment and any new data on these 
and other issues specifIcally related to 
the safety and effuctiveness of 
phenylpropanolamlne hydrochloride for 
OTC welght contml uoe. Any commentr, 
new data, and presentations at tbe 
public meeting should be organized in 
such a manner to address specifically 
theee issues. Data previously submltted 
to the rulemaking for OTC weight 
control drag product3 need not be 
resubmitted. 

The safety of phenylpmpanolamine 
hydrochloride for nasal decongestant 
use is not specifically at issue during the 
public meeting. However, if evidence 
becomes available indicating that there 
may be safety problems connected with 
the use of phenylpropanolamine 
hydrochloride in cough-coId nasal 
decongestant drug products, appropriate 
action(s) will be taken. 

The agency requests information on 
the above questions from any interested 
person. Any individual or grout wishing 
to submit data relevant to the questions 
above pi :or to the public meeting should 
send tham on or before May 1,19Wl, to 
Docket No. 81N-0022, Dockets 
Management Branch (address above). 
Any individual or group wtshing to 
make a presentation at the public 
meeting should contact Helen Cothran 
or Mary Robinson, Division of OTC 
Drug Evaluation (HF%ZlO), Office of 
Drug Standards, Center for Drug 
Evaluation and Research, 5600 Fisher3 
Lane, Rockville, MD 20657,3(X-295- 
~~18. Interested persons who wish to 
participate mual: also send a notice of 
participation on or before May 1,19BT, 
to the Dockets Management Branch 
(address above). All notices submitted 
should be identified with the docket 
number found In bracket3 in the heading 
of this document and should contain the 
fcllowing information: Name: address; 
telephone number. business affiliation, i 
any, of the person desiring to make a 
presentation: and the subject and 
approximate amount of time requested 
fcr the presentation. 

Group3 having similar interests are 
requested to consolidate their comment 
and present them through a single 
representative. FDA may require joint 
presentation3 by persons with common 
interests. After reviewing the notice3 01 
participaLon, FDA will notify each 
participant of the schedule and time 
allotted to each person. 

The administrative record for tha 
rulemaking for OTC weight control dn , 
products is being reopened to 
specifically include all data submitted 
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since the record prevlouely closed on 
July 2d.1882 and the pmceedlnas of this 
public meeting. Thu admialstrative 
record will remain open until August 7, 
108l to allow comments on matters 
raised at the public maetin& Thereafter, 
the administrative record will remain 
cloeed until the agency publishes Ita 
proposed regulation for OTC weight 
control drug products. 
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Redwood Employee ProtectIon 
Program 

AOIWCY: Department of Labor. 
ACTIOMZ Notice of proposed rulemaking; 
request for comments. 

SUMMARY: The Department of Labor ia 
responsible for administering significant 
aspects of the Redwood Employee 
Protection Program established by title 
II of the Redwood National Park 
Expansion Act of 1878 (Pub. L 95-250). 
The statute provides benefits to eligible 
employees to timber harvesting and 
related wood processing firma adversely 
affected by the Park expansion. 
September 3~1989 was the final date 
foi industry workers to establish basic 
eligibility and it is our intent now to 
announce a date certain after which 
time any additional applications for 
benefits, or appeal8 of previous benefit 
decisions, will be considered untimely. 
The intended effect of this action is to 
bring to a close this Agency’s 
responsibility ur,der this statute. If there 
ie any reason you believe this rule 
should not be adopted, the Department 
requests your comments. 
DARC Comments are due on or before 
May I, 1990. 
ADDRESSES: Submit written comments 
to Kelley Andrew& Director, Office of 
Statutory Programs, U.S. Department of 
Labor, room S-2203,200 Constitution 
Avenue NW., Washington, DC 20210. 
FOR FlJ(ITHLR INFORMATION CONTACT: 
Kelley Andrewe of the Department of 
Labor at Fax: (202) 523-6782 or 
Telephone: (202) 357-0473. (This is not a 
toll-free number.) 
SUFFLEMLNTARY INFDRMAIIW: Title 11 of 
the Redwood National Park Expansion 
Act of 1978 provides monetary and non- 
monetary benefits to eligible employeea 
of timber harvesting and related wood 
processing firms adversely affected (laid 
off, terminated or downgraded) by the 
Park expansion. Under the Act, 
employees were required to apply for 
benefits no later than September 30, 
1980. Some older employee8 were 
eligible for benefits until age @+-about 
September 30,lQSQ. 
Determination Appeals 

In accordance with title II of the Act, 
employees whose applications for 
benefits were rejected had the right to 
appeal to this agency for review and 

reconsideration prior to 3ctober 1, I@O. 
While new appealr have ceased, this 
regulation provider official notlce of the 
expiration of the appeal procere and 
completes this agency’s determination 
review rerponslbllity for benefit 
eliglbllity. Therefore, any appeal 
eubmltted to this agency for review and 
reconsideration after the adoption of 
this regulation will be considered 
untimely and dismlrsed. Any such 
appeal resulting from actions taken on 
any canes currently before the Secretary 
will, however, be considered timely. 
Health Be&It Claims 

Under title II of the Act, this agency 
has been reviewing health benefits 
claims for eligible employees and 
ensuring their payment. While no new 
health claims could be incurred after 
September 30,1989, this agency has 
allowed a grace period for eligible 
employees to gather cost statements 
from health-care providers to submit to 
this agency. This regulation provides 
official notice of the expiration of the 
period allotted for the submission of 
health benefits claims. Therefore, claims 
submitted after the adoption of this 
regulation will be considered untimely 
and will be returned. 
Pension Benefit Claims 

Aleo under title II of the Act, this 
agency has been reviewing pension 
benefit claims for eligible employees. 
September 30,1889 was the final date 
for pension eligibility. This regulation 
provides official notice of the expiration 
of the period allotted for the submission 
of pension claims. Therefore. claims 
submitted after the ai.option of this 
regulation will be considered untimely. 

E.O. 12281 
This rule does not have the financial 

or other impact to make it a major rule 
and, therefore, the preparation of a 
regulatory impact analysis is not 
necessary under E.O. 12281. 

Paperwork Reduction Act 
There are no information collection 

requirements under this rule. 
Regulatory Flexibility Act 

This rule will not have a significant 
economic impact upon a substantial 
number df small entities. The Secretary 
has certified this fact to the Small 
Business Administration, and no 
regulatory impact analysis is necessary 
under the Regulatory Flexibility Act. 
List of Subjects in 28 CPR Part Q2. 

Unemployment compensation. 
Natione? parks. Accordingly. it is 
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