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DEPARTMENT OF HEALTH AND
HUMAN SERVICES

- Food and Drug Administration

21 CFR Part 343
[Docket No. 77N—094A]
RIN 0910-AA01

Internal Analgesic, Antipyretic, and

- ‘Antirheumatic Drug Products for Over-
the-Counter Human Use; Proposed

- Amendment to the Tentative Final
Monograph

AGENCY: Food and Drug Administration,
HHS. » , ,
ACTION: Notice of proposed rulemaking.

SUMMARY: The Food and Drug

~Administration .(FDA) is proposing to

amend the:tentative final monograph for

over-the-counter (OTC) mtemal

~analgesic, antipyretic,-and’

antirheumatic dmgproducts to mclude

the use of aspirin, buffered aspirin, and

aspirin in combination with antacid to

. reduce the risk-of vascular’ mortahty in

- people with a suspected acufe -

myocarchal mfarctxon {MD). This

- proposal is: mresponse ito two cmzen

: petitions and is part.of thie ongoing -
~Teview of OTC drug products conducted

by FDA. -

DATES: Submlt wntten comments by

September 11, 1996. Written comments.

_.-on the agency’s économic impact , .

" determination’ by.Se_ptember 11, 1996.

The agency is proposing:that'any. final

rule that. may issue based onithis-. : @

proposal be effective 12 months after the

date ofits pubhcatmn in the Federal

Register. .~ -

ADDRESSES: Wrxtten comknents tothe -

-Dockets Management ‘Branch:(HFA=-

305), Food and Drug Administration,

12420 Parklawn Dr Tm.1-23,

~.Rackville, MD 20857.:

_For FURTHER INFORMATION CONTACT:'

" William E:Gilbértson,.Center for Drug

Evaluahon and. Reséarch: (HFD-105), -

. Food and Brug Administration, 5600 -

Fishers Lane; Rockvﬂle MD 20857,

301-827-2304.

SUPPLEMENTARY: INFORMATION'

I Introductxon

"In the Federal Revxster of: November
16, 1988 (53 FR: 46204) theé agency
- publisheda tentative final monograph
(TFM).to establish:conditions under
which OTC internal analgesic,
antlpyretxc, and antirheumatic drug
- products are generally recognized as
" safe.and effective and not misbranded
‘(hereinafter referred to as the 1988 -
" .TFM). The 1988 TFM included
professional labeling for drug products

- after a pilot study (Ref. 7) of 619

containing aspirin, buffered aspirin, and
aspirin in combination with an antacid
for certain cardiovascular and
cerebrovascular uses to: (1} Reduce the
risk of death and/or nonfatal Ml in
patients with a previous infarction or
unstable angina pectoris, and (2) reduce
the risk of recurrent transient ischemic
attacks (T1A’s) or stroke in men who

_have had transient ischemia of the brain

due to fibrin platelet emboli. -

The agency has received two citizen
petitions (Refs. 1 and 2}, submitted in
accord with § 10.30 (21 CFR 10.30),

requesting that the professional labeling
‘section of the monograph for OTC )

internal analgesic, antipyretic; and
antirheumatic drug products be
amended to include an indication for
the use of aspirin in treating acute ML
One petition included reports of four -
studies to support this indication. The'

. petitions are on public display in the

Dockets Management Branch (address.
above).
FDA has reviewed the mformauon in

the petitions and finds.that it supports' -

the safety. and effectiveness of aspirin,
buffered aspirin, or aspirin in

combination with antacid to reduce the )
- risk of vascular mortality in patients:-

witha suspected acute MI. Therefore,

- the agency is proposing to amend the .
.professional labeling in § 343.80 of the -

1988 TFM for OTC internal analgesic - -

.d.rug products to include information on:-
aspirin, buffered aspirin,; or aspifin in "
combination with antacid for this .
* indication. Final agency. action on thls .
" proposal will occur in a future issue of .
" the Federal Register.

. IL The Citizen Petitions

'A. The Agency’s Evaluation of the
Citizen-Petitions

One citizen petition (Ref. 1) mcluded'

- reports of four clinical trials conducted |
:to-evaluate the safety and effectxveness

of aspirin in treating acute’MI (Refs. 3

 through 6). ' The petition cited the :

. results of the Second International”

. Study of Infarct Su.rv;val (ISIS-2) ('Raf
+; 3) as primary support for the'safety and-
- effectiveness of aspirin in the treatment

of acute MI to reduce the risk of fatal -

- and.nonfatal-cardiovascular and ~ -
+ cerebrovascular-events. ’

The ISIS-2 study was undertaken .

subjects suggested that aspirin was "
effective in reducing the incidence.of -
nonfatal reinfarction, death, and stroke
in subjects with suspected acute ML
The ISIS-2 study was a2 x 2 factorial
study of 17,187 subjects (both men and.

‘women) with suspected acute MI,
-randomized so that 8,592 -subjects

received a single dose of streptokinase

: ,l categonzed as,

.-  vascular deatlis as thosé attri
cardiac, cerebial, hemorrhagxc. other

(1.5 million units (MU)} and 8,595
received an intravenous placebo
(hepatitis-B-antigen-free albumin).
Streptokinase or placebo was

intravenously infused over about 1 hour

in 50 to 200 milliliters of physiological
saline. Of the subjects, 8,587 were also,

-allocated randomly to receive oral

aspirin (162.5 milligrams (mg), enteric-
coated) daily for 1 month (the first dose
crushed, sucked, or chewed), and 8,600
received oral placebo (enteric-coated
starch tablets). Thus, within 24 hours of
the onset of symptoms, 4,300 subjects
received streptokinase plus oral :
placebo, 4,295 received aspirin plus -
placebo infusion, 4,292 received bath
active treatments, and 4,300 received
double placebo. Subjects in whom acute
MI was suspected but not confirmed

-were eligible for the study if they were .
-entered within 24 hours of the onset of
" - symptoms and had no clear indication

for, or contraindication to, sﬂeptokmase
or.aspirin.. Subjects from 417 hospitals
in 16 countries were included in the -

“study. Information collected and

- recorded prior to randomization

. included patient identifiers, age,

" systolic blood pressure, honrs from

onset of pain, aspirin use in the week

- - prior'to admission, and details

concerning the planned treatment.-
Ancillary treatment (including -

.treatment with aspirin) was not

" restricted. Electrocardiogram (ECG)
results were not used as a basis for ‘-

" randomization. Once enrolled; sub)ects
- remdined in the assigned treatment
“group. foran*mtem to—treat analy31s of ~
-results. :

.An ECG done prerandomxzatxon was’

‘ "submxttad along with information on:

comphanqe with the study treatment,

-, other drug use, and adverse events. -

Observers blind to the treatment; ...
assignment read the ECG’s aqd eviewed
:the.deaths. Causes:of death o
"vascular e
“nonvascular.” The protoool de

vascular, or.unknoewn causes. Further

- details of reports of stroke were

collected for blinded review by a .-

: neurologxst_ ’

Three primary analyses were

- conducted to assess the following
- .effects: (1) Streptokinase on vascular
~. mortality-during the first 35 days, (2)

streptokinase on vascular mortality -

. during the entire study period (a median
followup oof 15 months),-and (3) oral
daily aspirin on vascular mortality

" - during the first 35 days. The effects of

o allocated treatment on clinical events

_~(reinfarction; cardiac rupture, q:archac:
.arrest, bleeding,.and stroke) and on

nonvascular mortality were also
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evaluated. Although not specified in the
protocol, subgroup analysis on vascular
mortality in days 0 to 35.was performed
for certain-parameters, such as age,
gender, diabetes, and systolic blood
pressure. .. S

Results were presented as absclute
changes and as changes in the odds of
death. The report states: “* * * a change
from 10 percent dead (odds 10/90) to 8
percent dead (odds 8/92) involves an
odds ratio of 8/92 divided by 10/90, or:
0.78, and is therefore described as a 22
percent reduction in the odds of death
{rather than as a 20 percent reduction in
the risk of death).” (A change from 10
percent dead (risk 10/100) to 8 percent
dead (risk-8/100) would represent a 20
percent reduction in risk of death.) ’

During the first 35 days, there were

8,587 subjects randomized to receive
oral aspirin, and 1,016 (11.8 percent)
vascular deaths in the 8,600 subjects

" randomized to placebo. These results

represent an absolute reduction of 2.4
percent in the mean 35-day vascular
mortality attributable to aspirin and a

. highly significant (23 percent) reduction

in the odds of vascular death (2p <
0.00001, confidence interval 15 to 30
percent). Although not an endpoint .
specified in the protocol, an effect of
aspirin was still present after the
median 15-month followup was
completed, with a total reduction of .
early and late vascular mortality of 1.9

percent, highly significant (2p < 0.001):

The nunber-of nonvascular deaths in
subjects allocated to receive aspirin was .

o . not significantly different from subjects
804 (9.4 percent) vascular deaths in the; *

receiving placebo for the 15-month

median followup. One nonvascular
death occurred before 5 weeks, and 24
deaths occurred after 5'weeks in the
aspirin group, compared to 7 and 32,
respectively, in the placebo group. Total
mortality (vascular plus nonvascular)
was reduced at both 35 days (9.4
percent versus 11.9 percent, odds ratio
0.77) and after 15 months'median
followup (16.0 percent versus 18.1
percent odds ratio 0.87) for the aspirin
group and placebo group). The
reduction in all-cause mortality was
highly significant (2p < 0.001) at both
times. - o

The beneficial effects of aspirin on
vascular mortality in days 0 to 35 was
found to be independent of
streptokinase infusion. (See Table 1.)

TABLE 1.—BENEFICIAL EFFECTS OF ASPIRIN ON

VASCULAR MORTALITY IN DAYS 0 TO 35

Percent -

IETY
104

Trediments Ta'bcévlhf;}éioh”' " Vascutar Deaths/No. of Subjects Percent Absoluté ' ne'é‘:‘.’c%.%‘.‘fm
Lo A Dl o Change ~Odds of Death™ -
AISARP - 804/8,5872 9.4 T
\F,;s,fp/‘g-n : "1,016/8,6003 s 2.4 '2‘3.(2p<ﬂ)0001)
AP - 461/4,295 . 107 ) e :
\,pr'_; © 568/4,300 BTy 25 2 (2p<0001)
- AS . ) . 343/4'?92 . 8.0- - ,-
Pls . e | 448/4,300 - 104 24 25 (2p<tm01)

days by'25 percent (standard’ deviation
(SD) 6).in people who were also'given . -
- stréptqkinas ii'l{}{sq(;)p;_ah;d;b‘y’Zl‘:f ’

' “Similarly, there were sxgmﬁcantly

-compared to the placebo both inthe <. ::

péfdént‘(Slj 6) in peoplé given a. placeb’o,;'

" ‘infusion (2p ‘< 0.001).Thus; aspirin'was:

effective in réducing mortality both in
the presence and absence of. . = -
streptokinase. 7 . - i -

fewer deatlis in the streptokinase grou

presence and absence of aspirin. The 3

effect of the combined therapy of aspirin’

absolute reduction of 5.2°p

plus streptokinase was approximately
additive. The 35-day vascular mortality”
o dentsin phu

of the group thatrec:
streptokinase was 8 pércen
to 13,2 percent for the'dou
group: These results repre

42-percent réduction in od




: and ‘women for an acite:

30804

Federal Register / Vol. 61, No. 115 / Thursday, June 13,

1996 / Proposed Rules

the aspirin plus streptokinase group (2p
< 0.00001).

When specific clinical events (fatal
plus nonfatal) that occurred in the
hospital were evaluated separately,
statistically significant absolute
reductions favoring aspirin were found
for reinfarction (1.5 percent absolute
reduction, 45 percent odds reduction,
2p < 0.00001), cardiac arrest (1.2
percent absolute reduction, 14.2 percent
odds reduction, 2p < 0. 01) and total.

stroke (0.4 percent absolute reduction,
41.5 percent odds reduction, 2p < 0.01).
Moreover, the effect.of aspirin over and
above its effect on mortality was
evidenced by small, but significant,
reductions in vascular morbidity in
those subjects who were discharged.

The combination of streptokinase
infusion and daily aspirin was
significantly better than either active
treatment alone for vascular mortahty
(See Table 1). The differences in-favor

of aspirin plus streptokinase compared

to double placebo for specific clinical

events were 1.1 percent in reinfarction,

2.5 percent in cardiac arrest, and 0.5

percent (2p = 0.02) in total stroke. The

effects of aspirin and aspirin in

combination with streptokinase on

major clinical events that occurred in a

hospital is shown in Table 2. : -

TABLE 2.—EFFECTS OF ASPIRIN AND ASPIRIN
" PLUS STREPTOKINASE ON MAJOR CLINICAL
" EVENTS IN HOSP{TAL

Aspirin plus Streptokinase

day-vascular mortahty for 3,945 womeén’
assigned to either aspirin (1,994) or oral
placebo (1,951), and for 13,125.men
assigned to aspirin (6,540) or oral
-placebo (6,585). Vascular mortahty was
highier'in'women than men in both the

_absolute reduction of risk of vascular -
death was 2.6 percent for women and

' 2.4 percent for men, representinga 19"

- percent (p =0.018) odds reduction for :

.-+-women and a 25 percent.(p < 0.0001) - ~ -

ddsreduction for men: These data
.- snggest that berieficial effectsof aspirin
*“may be expected in imatmgv both men

Subgroup analyses' g F:
groups analyzed benefited from aspirin:
There were 1 percent fewer vascular ™

- deaths recorded for;3,870. sub)ects under
60 years of age who received aspirin
_ than,for:3,850 sub]ects ‘whoeceived
"oral placebo (18. Ppercent relati k
reduction). In subjects 60 to 69 years
- - old, 3.1 percent fewer vascular.deaths
© were’ recorded for 2,999 sub]ects who

© . received aspirin than for:3,057, subjects .

. who received placebo (22 percent
_relative risk reduction). Subjects over 70

that:all age"

on placebo) appeared to have the

- greatest (4.7 percent) absolute reduction subjects treated early and treated late -,

in vascular death. The relative risk
reduction in subjects over 70 years old
was 21 percent for those who received

© aspirin..
‘Placebo and the aspirin group, but the’ .

However, the agency agrees with the
mvesngators conclusion that more

wexght should be placed on the overall: L

“tesults than on any particulaf subgrou )

-of people. The agency has- determmed :
“that the evidence is insufficient af -

_present to validate efficacy results i in-
“particular subsets of patxents thh

suspected acute ML -

- The 'xfmt_npal entry’ (:ntenon fOr
sub)ects in the ISIS-2 study was that:
‘respounsible physunan siispected acute

;" Ml based on clinical ] presentatxon. The S
_protocol did not require that Ml be....
documemed in'those entering the study.,

The agency notés that:the- only

; prehmma:y indications of an MIare.
“chest pain and changes in the- ECG. The
- report did not indicate how many of the "
* subjects actually had anacute ML In a- .
retrospective analysis, about 98 percent -
-of the subjects admitted to the smdy had

some ECG abnormality:.

. greatest among those treated earliest.

" "the odds of death were more redvced

* incidence of major bleeding (b

reductions in vascular mortality among

after the onset of symptoms (odds .
reductions at O to 4, 5 to 12, and 13 to:.:
" 24 hours were 25 pércent, 21 percent : -
and 21, percent, respectively). The "
. effects of streptokinase appeared to be

. Aspirin

g Percent g . Placebo . Percent

Aspriri Tablets - Flacebo Absolute gopiinand - nfusion and Absolute

i : -Change P Tablet - . Change
Number randomized - . 8,587 8,600 4,292 4,300 - ’ ©ot
Number discharged alive 8,492 - 8,489 . 4,239 4238 - R }
Reinfarction (any) 156 284 1.5 R £ A - 123 1.1 C s :
i (any discharged alive) 83 170 1.0 - .. 46 61 0.4 - i
Cardiac rupture (any) - ‘ 69 81 0.1 31 38 02 3
(any discharged alive) " = . 4 5 . 0.0 o2 - o1 T .00 . ¢
Cardiac arrést (any) ’ 690 793 - 12 31 417 25 j
© (any d'scharged allve) 259 | 289 04 133, 129 % H
,  Stroke (any) 47 81" 0.4 T 25 . 45 0.5 i
: (fatal) 20 30 0.1 12 18 0.1 .
(disabled) 17 23 0.1 9 . 15 01 .. i
. {not disabled) 10- 28 0.2 4 12 02 ;
(hemorrhagic) . 5. 2 . 0.0 - B P -0.1 .
{any discharged alive) 27 51 ) 0.3 13 ' 27 0.3, }
Major bleeds (transfused) 31 - 33 o 00 24 11 03 !
‘Minor bleeds™ - . o R
(not transfused) 215 163 06 167 - . 33 32 )
: Subgroup analys1s was done for 35- .» years old (1,718 on aspirin versus 1 693 Aspum produced sumlar-sued - 1}‘
1

‘When comparing subjects who- receiv
“both'aspirin and streptokinaseto - .
».subjects who rgcelved double.placebo,

among those sub]ects randomxzed? to:

‘odds reductmn, 2p < 0. 01] '

The aspirin. regimen was well
tolerated. There was no differenc

reqmnngiransfusmn) twee

“percent for placebl)
but statistically sxgmﬁcant 0.6 pe
(SD=0.2, .2p < 0.01) ingrease’in

bleedmg in people ta.kmg aspmn
.compared to placebo (2.5 versis’
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percent). No other significant adverse by initial simultaneous treatment with  versus 35 days). Only subjects with —

effects were reported. Although there heparin. , - early signs of first anterior wall

‘were five confirmed cerebral _ A few side effects were reported with  infarction were eligible for entry in tk

hemorrhages in the aspirin group the daily aspirin dose used in this - third study, while in the ISIS-2 study

compared with two in the placebo study, although details were not " subjects with only “suspected acute MT"

group, this difference was not provided. Hematological side effects . . were eligible. The more stringent entry -

statistically significant. As discussed were reported to be rare and minor. ‘criteria and the longer followup period

above, the incidence of stroke of any - Gastrointestinal side effects were similar may account for the higher incidence of

cause was lower in subjects taking in'the aspirin and placebo groups at 1 reinfarction in the control group and the

aspirin when compared to those on oral - month, but were more frequent with significant effect of aspirin on

placebo (47 versus 81), a 0.4 percent aspirin (5.2 percent to 6.5 percent) than  reinfarction in the third study. A

absolute reduction and a 41.5 percent with placebo (0.7 percent to 1.9 percent) detailed report of this study was not -

reduction in odds of stroke (2p < 0.01) at3months. _ . submitted to the agency. Based on the

in subjects taking aspirin. . This study primarily involved the use  jnformation provided, this study  * -
The second study (Ref. 4) was a study ) of a_spu'ln In SUb)eCts with unstable provides little additionr;xl evideqce of

of low dose aspirin (75 mg daily]and . angina. The agency has already accepted the effectiveness of aspirin in treatigg' =

intravenous heparin in 945 men with the benefits of aspirin in unstable acute MI. '
unstable coronary artery disease - angina and has included that indication The fourth study (Ref. 6) was an
defined as non-Q-wave MI or inc;réaéing in § 343.80(c). PN uncontrolled study to evaluate infarct
‘angina within the previous 4 weeks me,thjrd study (Ref. 5) compared the vessel patency in subjects started on
assgociated with isc%emia (deficiency of effect of aspirin (100 mg daily) to both aspirin (325 mg/day) and

- oxygen supply to the heart muscle iue placebo for 3 months on infarct size, .~ dipyridamole (75 mg/day) after
tciqtfe cohgtll?igtibn or obstruction of a - 4eath, reinfarction, unstable angina, and th?oyxlnjbolyﬁc theraf 5 m{h '
blood vessel}in a resting ECG or during’ revascularization in 100 subjects with. streptokinase. In thre)a absence of a L
.a‘p_rédi’schargé exercise %est. The 8 earlty %m%ﬁﬁgiggggmiggxzn o éongol_ group: the study cannot vpmy,ide.' .
subjects were randomized within 72 :ﬁgcitan‘eous, he;lxarin im‘t)i] they were, © 20V information on the effectiveness of -

hours after admission to coronary care mobilized. In addition, those subjects -  SPirin in treating acute ML, c
units to receive bolus intraverious who were '1 ess than ,7'0' ‘ears of a ’)é and The second petition (Ref. 2) also -~
injections of heparin (10,000 units 4 - had s toms for less )t’han 4h oirs R requested the agency to approve
times a day for 1 day and 7,500 units 4 - wh eny:négrujt ed (24 subjects on aspirin professional labeling for aspirin for
times a day for 4 additional days) or " and 26 subjects on. Placjebb) also- p:v - prevention of fatal and nonfatal

placebo (saline) for 5 days, and oral received throm bolysis therapy - *" cardiovascular events in patients with -

aspirin (75.mg daily) or placebo for1 G s udy. Suspected acute MI. The petition -
.- year. The study was stopped early after 32?::332&-53: ?;?lzl;ﬁ.tﬁeni?g){ requested approval of an initial dose of -

publication of the ISIS-2 study. As a° .thrombolysis. - _ o “‘at least 162 mg aspirin” during the 24 —
result, the minimumi period of -~ . " The primary endpoint was infarct size bours following acute MI, with . - -
randomized treatment was reduced to 3 jp, the first 72 hours. The size of the. . -  continued treatment for at least the. .
months. A detailed report of this study  jnfarct was determined by the . - subsequent 30-day followup period at ..
. has not been submitted to the agency for . cymuylative release of serum lactate. . . the minimum dose of 162 mg/day. The: .
*, roview. - =% .1 dehydrogenase (LDH) in the first72 - -~ petition relied primarily on the results... -~ -
~ One hundred and forty-nipe subjects  hours. Secondary endpoints were death, ©of ISIS-2 (Ref. 3) to support-the labeling
were excluded from the study (115 with: reinfarction, unstable angina, and . ©° -  claim. Data from that study are BT
©  noevidence of myocardial ischemia - revascularization. The results showed a  Summarized above.. . . -
after'an exercise test, and 34 with an . 10 percent difference in infarctisize In addition to ISIS-2, the petition
", anterior-Q-wave MI before recruitment).: (1,431.+ 782 versus 1,592 +1,08 included results of four published: " -

The'-re"ma.iging 796 subjects were . © . ynits per liter) for the aspirin versug “efficacy studies-of aspirin-in acute MI
.randomized to either double’placebo . “placebo group. This dl_ffefeﬁée’w.%\s'ho;.f_ (Refs. 5,7, 8; and 9). The study-by -
(199), heparin and aspirin (210), aspirin " stati: nificant '0.35)Of the . Verheugt et al..(Ref. 5) was also~- -
.-and placebo (189), or hepatin and

‘placebo{198). o ARV
. - The combined rate of Ml or:death i
~:subjects'on aspirin (aspirin with placebo-
“sind aspirin with heparif) was 9.1 -
..-percent-and 10.6 percent lower at 1'and” . in subjects given aspirin ¢omp.
3 months, respectively, than'the * * **  percentin those given placebo
- combined rate for subjects receiving . . différence was not statistically’
 placebo;(double placebo.or placebo with : significant (p'=0.65), % .- :
eparin),;a risk teduction of 68 percent . . The si 'fgca_nt reduction inrincidence to be significantly lower in the aspirin:- -
- ‘at 1 month'(p = 0.0001}-and 62 percent  of reinfarction in this study issurprising treated group. Postdischarge death was - * -
. at 3 months (p = 0.0001). Heparin alone . because of the small size of th study:; -~ " reported at a similar rate in both the :*
did not appear to-affect the rate of death.. -and may depend on an-atjpica % - aspirin and placebo subjects’;, © .

: or ML However, the combination of * .~ incidence of reinfarction in the.control - Elwood and-Williams (Ré'ﬁ{ 8) found:

- ‘heparinrand aspirin-was the'only > ¥ . group (18 percent at 3 months). This*=:~ ~ no evidence of reduced mortality in

© . regimen that significantly rediced-the . was much higher than:in the control'»: malés or females evaluated up to 28
" risk of MI.during thé first 5 days in the'’: ."group of the ISIS=2 study =i ©7"" days after a single 300 rag dose of -

7 submitted in the first petition and is
" discussedabove.- i . ... s i
" :Inthe ISIS-2 pilotstudy-(Ref. 7), there -~
was a nonsignificant reduction in ; ; -
it .nonfatal reinfarction in:313 subjects
24 who received 325 mg aspirin'on: .

- alternate days compared -with 306
- subjects who reteived placebo: In-

¥

~hospital. Thus, the authors suggested - - (approximately 3 percent at 35.days).” aspirin. Aspirin or placebo'was "
- that reduction of events in the aspirin ... -Followup for this third study was'longer administered to 2,530 subjects, upon =+
- ‘treated group may have been influenced- than for the I1SIS=2 study (3 months &' first suspicion of acute ML ‘Analysis. was

hospital death (all causes) was reported ™.~~~
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confined to 1,705 subjects in whom
acute MI was subsequently confirmed.

Husted et al. (Ref. 9) compared aspirin
100 mg/day, aspirin 1,000 mg/day, and
placebo in 293 subjects with suspected
acute MI. An intent-to-treat analysis
showed no significant difference .
between groups. A significant benefit of
100 mg/day (but not 1,000 mg/day) on
the combined incidence of cardiac death
and nonfatal MI was found when -
subjects who withdrew from the study
were excluded from the analysis. No
conclusions were drawn as to the
reasons for the difference in effect
between a 100 mg and 1,000 mg daily
dose.

The agency received additional
comments that raised other-issues
related to professional labeling of
aspirin for cardiovascular use. Those .
issues will be addressed in.a fiture. -~
issue of the Federal Register. - -

B. Summary of the Agéﬁcfs Evafu{ztioh

The agency has-determined that the - .

IS1S-2 study (Ref. 3) supports the use of
aspirin at a dose of 162.5 mg/day, = .-
started as soon as possible-afteran -
infarction and continued foratleast 30°
days to reduce the risk of fatal and
nonfatal cardiovascular and '

cerebrovascular events in subjects with -

-a suspected acute MI. Thé study also -
_shows that the effect of aspirin‘is not "
diminished‘with concomitant early
treatment with a thrombolytic (i.e,, an
immediate 1-hour; single-dose; infusion
. of 1.5 million units of streptokinase}. -
-Aspirin treatment should be started as -

'soon as the physidan-shspe‘ctS; an'ML, - -

_ 1ather‘than delaying treatment until’
definitive'testing can be.done. A .~ - -
significant benefit of aspirin in'reducing
the risk of vascular death-was seenin "

. ISIS-2 for aspirinralone compared to - *

. placebo as well:as for aspirin plus =/ = .

bared to streptokiniase

streptokinase conip

~ alone, representing,

-+ ~acute MI. The latge mumber

- investigators invalved i

. the consistency:of results’a
countries leid further-credi

" _results-of this single'study

'+ The benefit of aspiriniis evident for . -

both:all-cause mortality and vascular ’ -.-
mortality for aspirin-alone and for - .+
aspirin-in addition to-early.thrombolytic

_ effect of aspirin’ inacute:Mlis the
- reduction in‘mortality::small; but:
statistically significant, decreases in_ .-

_ nonfatal reinfarction‘and stroke were. .-
also found. Overall; the-other studies:
_included in the petitions are consistent.
with a favorable effect-of aspirin in the ;*

* additi

"MI taken as soon’as the infarct is - .

“study and:to improve readability, the

acute and subacute MI setting, but do
not provide substantial support for
1S15-2. While the dosage in the ISIS-2
study was 162.5 mg enteric-coated
aspirin daily, the agency believes one-
half of a conventional 325-mg tablet or
two 80- or 81-mg tablets are also -

.reasohable doses (i.e., a range of 160 to

162.5 mg).

Inthe 1988 TFM (53 FR 46204 at
46229 and 46231), the agency proposed
(in § 343.20(b)(3)) that aspirin, buffered
aspirin, and aspirin in combination with
antacids are effective to treat patients
‘with TIA, a previous MI, or unstable

- angina pectoris. That proposal was

based on recommendations of the
Peripheral and Central Nervous System
Drugs Advisory Committee, the agency’s
review of data submitted to.show-that’
buffered aspirin would be expected to-
have similar-effects, and on the data . ..
from an unstable angina trial that used -

" a highly buffered aspirin-solution; Based

on those data, the agency is proposing
that aspirin, buffered aspirin, or aspirin
in combination with an antacid may be
used to treat patients with a suspected::-
acute ML After the 30-day R
recommended treatment with aspirin for

" acute M, physicians should consider’ -

further therapy based on the labeling for

: dosage and administration of aspitin for

prevention of recurrent M1 -
(reinfarction). - . o

- Based on the above discussion, the. ..
agency is now proposing several .. .

changes in the professional labeling:* - .

proposed in § 343.80(c) for OTC drug - -

products containing aspirin propose i
‘§343.10(b) or permitted combinations .

. proposed in-§ 343.20(b)(3) as follows: (1)

Add information for treatment of a -
suspected acute:MI; and (2) revise sonie*

- “of the previously propdsed text based 6a

onal information from 'tl?e ISIS=2."

- study:under:*“Clinical Trials;” a.dosage-s. -

-suspected and then daily for at least 30

- days; and-a statement that this use'of *
» : I Yic - aspirin applies to both solid; oral dosage
-treatment. Although the. mést'important. .

-forms and-buffered aspirin in:solution:
{To,add the findings of the I1SIS—2.- :

agency is also proposing the followin,
Change the heading from “Indication’
to “Indications;’" add the subheadings, -.;
“Recurrent MI (Reinfarction) or S
Unstable Angina Pectoris” and -

of 160 to 162.5 mg for a suspected acuitd,

Myocard:

“Suspected Acute MI,” under the.
headings “Indications,” “Clinical
Trials,” and “Dosage and -
Administration;” revise the text under
““Gastrointestinal Reactions” and change
from 300 mg aspirin to 160 mg aspirin
daily the dosage level at which subjects

. should have biochemical measurements
assessed; add a subheading, ““Bleeding,”
under the heading *‘Adverse Reactions”
(after “Gastrointestinal Reactions”);
renumber existing reférence (8) as
reference (9); and add a new reference
(8). : ,

IV. References .

The following references are on -
display in the Dockets. Management
Branch (address above) and may. be seen
by interested persons between 9 a.m.
and 4 p.m., Monday through Friday.

(1) Comment No. CP9, Docket No. 77N-  ~

0094, Ddckets Managernent Branch:” = .
(2) Comment No. CP10, Docket Nog77N- . -
' 0094, Dockets Management Branch: ™~ %"
(3) 1S1S-2 {Second Intérnational Study of
Infarct Survival) Collaborative Group, -7 -
“Randomized Trial of Intravenous . - . -~ :
Streptokinase, Oral Aspirin, Both; or Neither
Among 17,187 Cases of Suspected Acute. *
Myocardial Infarction: ISIS—2,” Lancet,
2:349-360,1988. . - ..~

(4) RISC Group, “Risk of Myocardial =~ -
Infarction and Death During Treatment with
Low Dose Aspirin and Intravenous Heparin -
in Men ‘with Unstable Coronary Artery "
Disease,” Lancet, 336:827-830, 1990; - -

(5) Verheugt, F. W, et al., “Effects of Early
Intervention with Low-dose Aspirin (100 mg)
on‘Infarct Size, Reinfarction and Mortality in -
Anterior Wall Acute Myocardial Infarction,”.
Auierican Joitrnal of Cardiology, 66:267-=270,

{6) Hays, I: J. et al., “Short-térm Infarct

Vessel Patency with ‘Aspirin and:
. Dipyridamole Started 24 to 36.Hours After
Intravenous Streptokinase;”” American -Heart 5
Journal,115:717—721,1988.: . .- FS
.. {7) ISIS Pilot Study Investigators, IR
“Rhndonﬁzed}‘qctor_ial Trial of High-

- T e G

AIntravenoiss Streptokina

Controlled Trial," Journal of Internél =~ -
Medicine; 226:303-510, 1989. AEEPARNEN

¢ ey
" The'agéncy.is allowing the proposed.:-
professional labéling to-be used: prior to.
the completion of 4 final rule for OTC ...
‘internal analgesic, antipyretic,.and ... ..
antirheumatic drug products. This:. -....
decision is based on the substantial data
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- philosophy and principl

- requires agencies to analyz -regu
. options that'would minimize an)
L ,slgmﬁcant impact of

- number of aspirin‘productsinvolvéd . .- .
because many manufacturers.of these -
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supporting the safety and effectiveness
of aspirin for suspected acute Ml and on
the importance of early dissemination of
this information to health professionals.
Manufacturers who disseminate this
information must use the exact
professional labeling set forth in this
proposal. Such labeling may be
disseminated pending issuance of a
final rule, subject to the risk that the
agency may, in the final rule, adopt a
different position that could require
relabeling, recall, or other regulatory
action. Those manufacturers who do not
wish to revise the professional labeling
in accordance with this propesal may
continue to dlssexmnate the labeling
proposed in the 1988 TFM (53 FR 46204
at 46258 through 46260) until a final

rule becomes effective. Dissemination of

professional labeling that is not in
accord with the labeling in the 1988
TFM or with this proposed amendment
to the 1988 TFM may result in -
regulatory action agamst the prcduct
the marketef, or both. :

V1. Analysis of Impacts

FDA has-examined the unpacts of the’
proposed rule under Executive Order
12866 and the Regulatory Flexibility Act
(Pub. L. 96-354). Executlve Order 12866
directs agencies to assess all costs’ and
benefits of available regulatory -
alternatives and, when regulation is

" necessary, to select: regulatory

approaches that - maximize net béneﬁts ‘
(including potential economic, - .
environmental, public health-and safety;

impacts; and ‘equity). The ageticy

_believes that this proposed ruleis -

consistent with the regulatory -

the Executive.Order. In addition; the .,
proposed rule is not amgmficant
regulatory action as defined.-by:the - -
Executive Order: and s0isnot sub)ect to
review-under the Executive Order.
"The Regulatorv Flexibility Act

entities. If this PYopo;
final rule, diféct one- S
associated with changing pro :
labeling will be  imposed. That cast 1s
estimited to be less than'§; :
Also, there. appears to bé.a

products do not distribute professr
labeling for their products.

professional labehng will have an " "
additional claim to make for their |~
product(s) and will have 1 year after
publication of the final rule to . -

implement this relabeling. Accordmgly,

i'dentlﬁed in

' .poran ‘environmen al impact: statement

- Dockets’ Managemem Branch( {dre:
: above) written comments’
. proposal. Written-Cominen s

agency’s economlc 1mpact

- with'the docket number found ifi
 brackets in the heading of this' ,

document and may be -accompanied by, .
"a supporting memorandum or, brief...

the agency certifies that the proposed
rule will not have a significant
economic impact on a substantial

number of small entities. Therefore,

under the Regulatory Flexibility Act, no
furtker analysis is required.

The agency invites public comment
regarding any substantial or significant
economic impact that this rulemaking
would have on the professional labeling
of OTC internal analgesic, antipyretic,
and antirbeumatic drug’ products that
contain aspirin, buffered aspirin, or
aspirin in combination with antacid.
Types of impact may include; but are
not limited to, costs associated with
relabeling. Comments regarding the
impact of this rulemaking on these OTC
drug products should be accompanied
by appropriate documentation. The
agency will evaluate any comments and
supporting data that are-received and--
will reassess the ‘economic impict of
this rulemaking i in the preamble tothe

" finalrule. .

VII. Paperwork Reductlon Act of 1995

FDA tentatively concludes that the *
labeling requirements proposed in this
document are not subject to review by
the Office of Management and Budget

‘because they do not constitutea = -

“collection of information’ under the

. Paperwark Rediction Act of 1995 (44

U.5.C."3501 et seq.). Rather, the

pmposed labeling statements are a
“public disclosure of information

originally supplied by the Federal -

‘Government to the recipient for. the
and other advantages; dxstnbutxve . p

VIL Envnronmental Impact -
The agency has determined’ under 21

. CFR 25.24(c)(6) that this action is of : a
. type that does not individually or "

cumulatively ] haVe asignificant: éffect on
the human environiment. Therefore, .
neither an envu'onmental assessment-

determination may be subxmtted on or

‘before September 11, 1996. Three coples
" of all comments are to be: submxtted‘ 8
+ . except that mdnnduals ‘miay subinit
Manufacturers whao'do’ dxstnbute such” -

copy. Comments aré to'be 1dent_\ﬁed

Received comments may be:seen in: the-

" of six large, randomized multicefiter,

" treatment.was started within 1 month after.

office above between 8 a.m. and 4 p.m.,
Monday through Friday.

List of Subjects in 21 CFR Part 343

Labeling. Over-the-counter drugs.

Therefore, under the Federal Food
Drug, and Cosmetic Act and under
authority delegated to the Commissioner
of Food and Drugs, it is proposed that
21 CFR part 343 (proposed in the
Federal Register of November 16, 1988,
53 FR 46204) be amended as follows:

PART 343—INTERNAL ANALGESIC,
ANTIPYRETIC, AND ANﬂRHEUMATlC
DRUG PRODUCTS FOR OVER-THE-
COUNTER HUMAN USE ’

1. The authority citation for 21 CFR
part 343 continues to read as follows:

Authority: Secs. 201, 501, 502, 503, 505,

510, 701 of the Federal Food, Drug, and .
. Cosmetic Act (21 U.S.C. 321, 351, 352, 353

" . 355, 360, 371). -

2. Section 343.80 is amended b

30607

rewsmo paragraph (c)'to read as fo]lows' -

: 5343.80 _Professional labehng

* ® - * * *

- (c) For products contammg aspmn
identified in § 343.10(b) or permitted
combinations idéntified ini
§343.20(b)(3). The labelmg states under
the heading “ASPIRIN FOR .
MYOCARDIAL lNFARCI’ION " the

. following:

Indications:
Hecument Myocardm) Infarctmn wa) - -

v . (Rein farctxon) or Unstable Angina Pectoris ::

Aspirin is indicated to reduce the tisk of .-

urpose of disclosure to the pubhc" (5 '~ death-and/or nonfatal MI in patlents witha.~

. CFR 1320.3()(2)).

- previous Ml or unstable anoma pectoris:
Suspected Acute MT S
Aspirin is indicated to reduce the nsk of :
vascular mortality in panents vnth a. v
suspected acute M. - .
Clinical Trials:.

Recurrent MI (Remfamtxon) and Unstable 2

Angina Pectoris - oo
The indication is supported Y:

placebo-controlled studies i
predommantly male, post Asubjects
onerandomired. plaoebo-con; Iled d
1,266 men with upstable angina (1
Therapy with aspirin.was; begu,n' atin
after the onset of acute. MI varying from les:
than 3 days to more than 5 years.and.:

" continued for periods.of from less: than 1 year

to.4 years. In the unstable anigira. study,

the onset of unstable angina and contipued:
for 12 weeks, and patients with’ comphcatmg
conditions such as congestive heart fail
were not included in the study:w+ ..
“Aspirin therapy in MI subjects was -

nonfatal reinfarction, a median‘absolute
decrease of 3 percent ‘from the 12- to 22- .
percent event rates in the placebo groups. In
aspirin-treated unstable angina patients. the
reduction in risk was about 50: ‘percent, a. i

assocxaled with abouta 20-pércent1‘educnon ’
.. in the risk of subsequent. ‘death and/ot-
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reduction in the event rate of 5-percent from
the 10-percent rate in the placebo group over
the 12-weeks of the study.

Daily dosage of aspmn in the post-MI
studies was 300 mllhgrams in one study and
900 to 1,500 milligrams in five studies. A
dose of 325 milligrams was used in the study
of unstable angina.

Suspected Acute MI

The use of aspirin in patients with a
suspected acute Ml is supported by the
results of a large, multicenter 2 x 2 factorial
study of 17,187 .subjects with suspected acute

- MI (8). Subjects were randomized within 24
hours of the onset.of symptoms so that 8,587
subjects received oral aspirin (162.5
milligrams, enteric-coated) daily for 1 month
(the first dese crushed, sucked, or chewed) -
and 8,600 received oral placebo. Of the
sub)ects, 8,592 were also randomized to -
réceive a single dose of streptokinase (1.5
million units) mfused intravenously for

~about 1 hour, and 8,595 received a placebo
infusion. Thus,"4,295 subjects received
aspirin plus placebo, 4,300 received
streptokinase plus placebo, 4,292 received
aspirin plus streptokinase; and 4,300, :
received double placebo... ;

Vascular mortality (at’mbuted to ca.rdlac
cerebral, hemorrhagic; other vascular, or - -
unknown causes) occurred in 9.4 percent of
the subjects in the aspirin group and in'11.8
percent of the subjects in the oral placebo
group in the 35-day followup. This
represents an' absolute reduction of 2.4

- Percent in'the mean 35-day vascular

" mortality attribitable to aspirin and a 23-

- percent reduction’in the odds of vascular
death (2p < 0.00001). -

Significant absolute reductions in mortahty
and corresponding reduchons in specific
clinical’events: favoring aspirin were found
for reinfarction (1.5- percent absolute
reduction; 45 percént odds reduction, 2p <

-0.00001); cardidc arrest (1.2 percent ‘absolute
reduction, 14.2 percent odds reduction, 2p <

0.01), and total stroke (0.4 percent absolute
réduction; 41:5- ‘percent odds reduction, 2p <

~ 0.01). The effect of aspirin over and above its. .

- effect on mortality was evidenced by small,’
but slgmﬁcant reductions in vascular. - -

- morbidity in those sub}ects who were

_discharged.’ - .

:-.". The benefici effects of aspmn on

: vmortahty were present with-or without

tyfmm 10.4:to 8.0 percen
far: 5411 subjects given- -
stréptokinase and reduced vascular: mortahty
. i2%tos 10.7 pen:enf insubjects’ ngen no
.- 7streptokmase. ;
; ety of aspmn and thrombolyuc
* therapy with'stréptokinase in this study’ xvene
-approximately additive. Subjects who :
received the combination of streptokinase
- infision and daily-aspirin had significantly- °
" lowervascular mortality'at 35-days than
those whio recei red either active treatment
alone (combination 8.0 percent, aspirin 10. 7
. percent; streptokxnase 10.4 percent, and no
. treatment 13:2 percent). While this study ~

" . demonstrated:that aspirin has an additive

benefit in patients given streptokinase, there

" is no reason to restrict its use to that spec1ﬁc

- thrombaolytic.
Adverse Reactions: -

" --also be included here.) -

iv the trial so that the'clinial impott

_penods is not]|

-such as congestive heart or renal fail

Gastrointestinal Reactions

Doses of 1,000 milligrams per day of
aspirin caused gastrointestinal symptoms and
bleeding that in some cases were chmcally
significant. In the Aspirin Myocardial
Infarction Study (AMIS) (4) with 4,500 post-
infarction subjects, the percentage incidences
of gastrointestinal symptoms for the aspirin
(1,000 milligrams of a standard, solid-tablet
formulation) and placebo-treated subjects,
respectively, were: Stomach pain (14.5
percent, 4.4 pertent); heartburn (11.9
percent, 4.8 percent); nausea and/or vomiting
(7.6 percent, 2.1 percent); hospitalization for
gastrointestinal disorder (4.8 percent, 3.5
percent).-Symptoms and’ signs of
gastrointestinal irritation were not
significantly increased in subjects treated for
unstable angina with 325 milligrams buffered
aspirin in solution.

Bleeding :

In the AMIS and other trials, aspxrm-
treated subjects had increased rates of gross -
gastroiritestinal bleeding. In the ISIS-2 study
(8), there was no siguificant d:fference in the
incidence of major bleedmg {bleeds requmng
transfusion) between 8,587 subjects taking
162.5 milligrams aspirin daily and 8,600
subjects taking placebo (31 versus 33" ;
subjects). There were five confirmed cerebral
hemorrhages in the aspirin gronp compared
with two in the placebo group, but the
incidence of stroke of all.causes was. oL
significantly reduced from 81 to'47 for the .
placebo versus aspirin group (0.4 percent .
absolute cliange). There was a small and- _ -
statistically sngmﬁcant excess (0.6 percent) of ~
minor bleedmg in people taking aspirin (2.5 '
percent for aspirin, 1.9 percent for placebo)
No other significant adverse effects were
reported. ;

(Other apphcable ‘warnings related to the
use of aspirin as described i in § 343.50(0) may

Cardiovascular and onchemlca.l .

“In the AMIS trial (4), the dosage 0f1,000"
milligrams per 'day of aspirin was assoc:aied
with sniall increases in systolic blood. .. ;
pressure (BP) {average 1.5. to 2.1 mxllxmeters
Hg) and diastolic BP (0.5 to 0.6 milliméters

these observationg for.such subjects.c
any sub)ects treated over more prolo

~eveit at doses of 160 mﬂhgrapqs,
perday; be seen st regular intervals to asses:
. changes in these measiirements, -
. Sodium'in Buﬁ'ered Aspmn for Solutzon
Formulations: -, .

One tablet.daily of buﬁ'ered aspxrm in:
solution adds 553 milligrams of sodium:to ,
that in the diet'and L may not be tolera_ted by
patients with active soditim-retaining

amount of sodium adds about 3G percent to ™
the 70- to 90-milliequivalent intaké sugges(ed
as appropriate for dietary treatment of - -
essential hypertension in the “1984 Report of

) Amencan Medwa] Assocmtzon. 243 661—669 -

- “Aspu-m and Secondary Mortality ‘Aft' 3

“of Aspirin‘Against Aciite Myocardial.:~

the Joint National Committee on Detection,
Evaluation, and Treatment of High Blood
Pressure’’ {9).
Dosage and Administration:
Recurrent MI (Reinfarction} and Unsteble
Angina Pectoris

Although most of the studies used dosages
exceeding 300 milligrams, two trials used
only 300 milligrams, and pharmacologic data
indicate that this dose inhibits platelet
function fully. Therefore, 300 mxlhgrams or
a conventional 325 milligram aspirin dose is
a reasonable, routine dose that would ’
minimize gastrointestinal adverse reactions.

. This use of aspirin applies to both solid, oral

dosage forms (buffered and plain aspmn) and
buffered aspirin in solution.

.Suspected Acute MI

The recommended dose of aspirin to treat

suspected acute MI is 160 to 162.5 milligrams

taken as soon as the infarct is suspected and
then-daily for at least 30 days. (One-half of

a conventional 325~mlll|gram,asp1rm tablet .
or two 80- or 81-milligram aspmn tablets

may be taken.) This use of aspirin applies to
both solid, oral dosage forms (buffered, plain,:.
‘and enteric-coated ‘aspirin) and buffered
aspirin in solution. If using a solid dosage
form, the first dose should be crushed,
sucked, or chewed. After the 30-day -

- treatment, physicians should consider funher

therapy based on the labelmg for dosage and .
administration of aspirin for prevenlion of
recurrent MI (ramfa:ct)on) .
3] Elwood, P. C. et all, “A Randomlzed
Controlled Trisl of Acetylsahcyhc Acid in
the Secondary Prevention of Mortality from
_ Myocardial Infarction,” British Medical
- Journal, 1:436—440, 1974. ' N
(2) The Coronary Drug Project Resean:h e
Group, “Aspirin in Coronary Heart Disease,”
]ouma.l of Chronic Diseases, 29: 625_7_6_42
1976, . . : N
(3) Bmddm K_ etal., “Secondary '

" Prevention of Myocardxal Infarction: A

Comparison of Acetylsahcyhc Acid, . N
Phenprocoumon or Placebo,” Homeostas:s, R

" 470:263-268, 1979.

" (4)*Aspirin Myocaniu;] Lnfarcuon Study

'Reseathroup' “A-Randomiized; Contiolled’
~: Trial of ‘Aspirin'in Persons Recovered from L

MyocardialInfarction,” Journal-of the

Myocardxal Infarction,’? Lan

Circulation, 62"449—461 1980
(7) Léwis, H:D. et al., “PmtectlveEﬁeds

Infarction and Death in Méen with Unistable -
Angina, Results of a Veterans Administration

: - Cooperative Study,” :New. Eng]andJoumaI of; :
. Medicine, 309: 396—-403 1983.. :

- (8).IS1S—2. (Second Inter; n(mal Study oi
Infarct Survival) Collaborative Grou
*“Randomized Trial of Intraveno i
Streptokinase, Oral Aspirin; Both; or Nezther
Amnong17,187-Cases of Suspecte: Acute T
Myocardial Infarction: 1SIS-2,” Lancet.
2:349-360, August 13,1988. -~ . i
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{9) "1984 Report of the Joint National
Committee on Detection, Evaluation, and
Treatment of High Blood Pressure,” United
States Department of Health and Human
Services and United States Public Health
Service, National Institutes of Health,
Publication No! NIH 84-1088, 1984.

Dated: June 5, 1996.
William K. Hubbard,

Associate Commissioner for Policy
Coordination.

{FR Doc. 96-14894 Filed 6-12-96; 8:45 am}
BILLING CODE 4160—01-F

request disclosure and amendment of

ARMS CONTROL AND DISARMAMENT
AGENCY

i 'secuon 3() of that Executxv Order L

to revise and restate in
Ies that govern the
means by which in v1duals can

ACDA records conta1 ing personal
g these.rules,. .

this proposal will help the public

interact better with ACD and is part of

ACDA'’s effort to update an{ streamline

its regulations. ACDA invite\ comments:
" from intérested groups and mémbers of -

the public on'the proposed reglations.

to the address, or faxed 'to the: telephone
number, listed below: by5p 1m..0n .

ADDRESSES: Commenfe should be
directed to the Office of the. General
States Arm;s Control.

Frederick Smith, Jr.

the anacy Act;as'amended.:In
addition to containing internal pohmes
and procedures, these regulations set --
forth procedures whereby an 1nd1v1dual
can determine if a system of records -

' mamtamed by, ACDA contains record.s .

. “The pmposed rule is rict sub} BN

. Accordmgly, a budgetarylmpact
- statemient is not required unde

- 603. to: read asIoll

s “,6038 -Exemptions;
' 603.9 ' New and amended

‘records.
603.10 - Fees.. such record for a purpose which is .7«
compatible with the purpose for wlnch

§603.1 Purpose and scope.

This part 603 contains the regulatios
of the U.S. Arms Control and
Disarmament Agency implementing the
provisions of the Privacy Act of 1974, 5.°
appealing such denials. ACDA does not  j, S.C. 552a. In addition to containing
intend the proposed rules to materially  ipternal policies and procedures, these
affect current ACDA standards, pohcxes - regulations set forth procedures
practices. whereby an individual can determine if
a system of records maintained by the -
Agency contains records pertaining to
reby certified that the proposed the individual and can request

: disclosure and amendment of such
records. These regulations also set forth
the bases for denying amendment
requests and the procedures for

pertaining to the individual and can -

such records. These regulations also set
forth the bases for denying amendment
requests and the procedures for-

Reghlatory F lexibility Act Certification

Itis
rule will'\got hiave a significant
economic hupact on a substantial
number of siqall entities. Accordmgly.
regulatory flexibility ana.ly31s is not

- required. appealing such-denials.
Execunve Order 1 66 D’etenmnahon §603.2 Definitions.
As used in this part:

{a] ‘Act means the Privacy Act of 197 4
5U.S.C.552a; -

(b) ACDA and Agency mean the U S. -
Arms Contro} and Disarmament Agency
{0 anacyAct Ofﬁcer means the ..

\ o~the Agency official who receives and’ acts
upon inquiries, requests for access and :
" requests for amendment. .
(d) Deputy Director means the Deputy
irector of the Agency. : '

¢ meaning of

provisions of the Paperwork Reductig
Act because it does not contain dny-
information’collection requirements -\
within the meaning of that Act. = -

Unfunded Mandates Act De(erm i

ACDA has determined that the’. ]
proposed rule will notresultin - "7 * " (f) M
expenditures by state, local, an tnbal
governments, or by the | private
more than $100 million inany &

auon United States or an alien‘lawfully.
-# admilted for permanent residence; -
{ntain includes maintain,
, Or dxssenunate,

agency, mcludmg, ‘
educanon ﬁnanclal vahsacnons,

202 of the Unfunded Mandat
Actof 1995 2 U S C 1532

ifjing number, :
symbol, or other identificatiby; < ; B
 particularly assigned to; the indiv
such as a ﬁnger or vaoe printor a
photograph; -
_ () System of records
“-of ‘any records-under
agency from whxchmformahon

b CDA proposes to revise 22.CFR part,

ot by some identifying ny
. or other identification par
assigned to the individual;,.. .. .
- (i) Statistical record rnean a record in .
-a-system of records jmaintained for,
* statistical research or. reportmg purposes
only and not used in whole or in part .
in making any determination about an ..,
- identifiable.individual, except as:.
_provided by, sectxon 8 of. ufle 13
and - o
(. Routme ise means wi r%pect to» )
the disclosure of a record, the.use of ..

603.5 . Requests | for
* individual of reco
mdxvxdual

603.7 . A;%

Authonty' 5 U S.C. 552a

and 31'U.S.C. 9701.: © it'was collected. : .. Do



