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estimares. We have, however, revised the analysis to incorporate a new model
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fcr a 6-mnonth relormulation neriod would be $10 midion to §100 million. We
annualize these estimated cosis over 20 years ar an interest mats of 3 percent
.o convert these one-time costs to a vearly cest of 81 mitlion to $7 millicn

Annuadizing these costs over 20 vears at an interest rate of 7 percent gives

A

ar. annuai cost of $1 millicn to $

L}

G million.

e

We summarize the annual costs of this option in table 3 ol this docum

To obtain the lower bound estimate of et benelits. we siart with the lower

btract the hislier bouand estimeate of coste. I

cound estimate of costs and su
consumer behavior

P T AL mnltl Famptiie Tr $hiat eres the no treivmel of Phic
already be net of health benefits. 1o that case, the nec imvac! of this

o P e 5 .
simnty the total costs.

4

el

TABLE 3.~—ANNUAL COSTS OF OPTION TWO {(REMOVING DIETARY SUPPLEMENT CONTAINING EPHEDRINE £LKALOIDS F30OM THE

WMARKET) ROUNDED TO § M L'onNg

h

Type of Cost . C;os; (ro inced o $ mithons)
Utility Losses for Consumers $6 10 &81
Product Reformuiabon $1 10 59

e e ek [

TABLE 4.~—ANNUAL SOCIAL BENEFITS AND COSTS OF 3 FTION TWO (REMOVING DIl AR\/ SUPPLEME
ALKALOIDS FROW T MAHKE‘?} ?%OUNDE»D 7O 8 MILLIONS

X
IR

T CONTAINING E

FHEDRINE

Type of Banefit or Cost

Benefit ur Cost {rounded to $ milons)

|
“‘i’“""]

Health Benefis (for 10 percent reporling rate) 543 1o 5132

]

H
Cost of Jiilly Losses for Consumers D %0 o $81
Cost of Product Reformulation 511089
Net Efiect (if consumer behavior coes not alreaay mcorporate health risks) E -347 10 $12%
Net Efiect {if consumer behavior zlready incorporates health nsks) i -89C 10 -§7

d. Distributional issues and impuct on industry. In.

2

1997 proposal, we estimated that removing distary supplements containing

sphecrine alkaloids from the market would reduce the sales of dietery

NG - . 3 ~ o bvs ¥ oy 4 N2 TR0 S )
supplements containing ephedrine alkaloids by between $200 million and
$2530 mitlion per vear 52 ¥R 305 al 307100, We o | recinirod oo lee

230 M0 Per year | rR3 at U/ AU, e discussed reduced s H

N

Lo iy Fhat amalcale o e e tmelmed noresieerrris oo et e ]
secause, in that analysis, we characterized a reformuiated proaact as
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recuced sales. We can use the same informalion that we used o estimate

consumer utility losses to consider the likely effect on the profits of firms that

currently produce dietary supplements containing ephedrine alkaloids. In
20901, the average accounting profit for ali Fortune 500 companies was about

5 percent of reveniue, and some pharmaceutical firms had profit rater as high
e 10 nercent of revenus [Ref 1501, Profit rates § rins in th
as 19 percent of revenue {Ref, 150, Frofit rates for firins in the ;,u@?t\hy

suppiement industry are probably toward ¢
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fthe low barriers to eniry for this industry. There cre, we assame that the

orofit rate for dietary supplement manufacturers is abovt 5 percent o7 total
sales. Ais we discussed previcusly, press accounts suggest tha ynanufacturers
that have reformulated their dietary supplements to eliciinate ephedrine

o

alkalcids have experienced declines in sales ranging from about one-third to

no dectine in sales. We previousiy estimated total safes 1o be $559 million

1o $606 miliion. Therefore, we estitnate thai sales may decrease by $0 tc $269
miilion per year. Assuming that the profit rate is 5 percent of sales, removing
dietary supplements containing ephedrine alkaloids froin the market would
generate accounting profit losses of 30 to $13 miilion per year, We classify

this imipact as a transfer and not a social cost because yeinoving dietary

]

3

supplements containing ephedrine alkaloids from the markef would increase

jse)
D
e
ed
[ ]
ot
F
¥
-]
s
=
ot
tey
B
]
P
mné
w
]
Q
)
ot
rl.J
-
o~
]
fad
o
pen)
)
[
-
L iy
,.m.‘
;:-3
o V‘
N
e
S
o
2]
povs
- 7
[l
sy
4%
"
b
=
o
)
ot
O
foid
[}
o
by
=3
(=
€]
[
4]



ese

41

&

dght
7 iy

i

]

A

s, the

nark:

oy
T

AT
18

a mias

%

Fa Bl

Ldc

e

%
-
i

O to
8;3

b
pre

ir
yror

i
Y

%

s
E L
o
<

g

[FEURN
<

»

ssoeIated wi

L
]

~

ansier

06
edu
duct

for ¢

by
Z
v

%

Iso equ
111G

a
1iial
!

1

ed pro

P

21

L

3

d
.

age pr

-~y

r

-

[a)

avs an ave
ig

e
o
B
4

-

taining op

es would

e
formulat

.

Ie

a1l
iaWsu

2

~
S
5 2k

i

3403

A

o
L4
.

menis con

fa)
jo

1es5e oIy
Jourse

q

& gosis a

j/LL

~
2

oDy
CHOLE

a%w
12

Eata
T

Ty O
SN

&

: g
) m,.m . @
N R - b a
5] it} - i o - o Wi

s e . - S P o ®

- i o et ept - — 2% b

[N ﬂu et H 05 3% mw - “..J " HM \m&h.w

R 't ! ot - ) A5 o

= L N T >
soerd a) st &= Lk - red i

_— ( > o~ P 2 o = @
== B T Y O < = R S~ Q
o L 4 . ot = ot I A ; o
o IR LA R OO St S o B i

e B A > P e it o e e
= > , feded e o] St ol ot o

o= SR G N RN SN = B S IV o e P o

o oo o - & o & = by 3 A

T oo @ w e = = =
@ = & 2 B om ow E o3 0
o e hon g vt . et %) . - i’
B9 2 B @ o8 = % b =
D T <SR- M~ BV S S - SN SR B
o = - . T T - < 2

. ) mU (o Sl . »L«L ﬂh Soxdf } . NK
- mrw ﬂﬂ W e e Ny i -

RS T: Sl S T = S < A= oo

s 2 ¢ . % o o T3 o
R - T S T = B e B S R 3
fan] w o vy I o S| St a W B

o ,L B iy = 0 ¥ " =
- ; DA b R e T o wn C
o 15 - ot ot (] 45 ¢ :
B 1 o [} et = A <o) e

o RS < B = SR - R < Q.
ool w w e G S - = G
o oS G e §EOE g S 8
Lo N T O T S -
= D ey et Dy -
R Ty~ - S~ B G @
" a 5 o = ] 4 mm oo et o

Gt e 4 4 2 » o

o) [ v s ~ b i fed mw. N o =
3 ey [€2] Py Fod g [ ot - [¢5) o~
D €T @D Dot bt ] $ey [o) ot s o pard ey
o) Tt [0 w xy] ot " o e [
o © e m B s E 0 = o
o E e B o e & N &3

v.n Ft QL S ,nﬂu. @M.i (RN £t n

P = L L= R S - B B
b c b X m a o @& 0 mU O L o

e o ] ] Mm = 00 = v o ?sm ' mum

- oo 3= ¢

e e = = G = B < SR -
e T = O N o e BD: (O RS &
a > me o4} W - ﬁ]\ - s out
s . < o rest o - S . F

pl Chen A ot . s &h) - f
Wm WM\ o . ¥ 2] o i W) < WUO et
SR A < S VS 4 S A e S -9

o ol¥] e & o et B - -t
ot o o) oy [cs} s W..
n jous v o e - £ e N

¢ R a &3 2 i ®» & forg o
b e [ - 4 fong = W ot o e
@] e ) o R W o o oy e L v

e - £ Foeed .0 2 jo- o @ o o) T
P Py e ot ey el e - jos IS} el e
) oy 25 o - 3 @ Loy b Sy o

N [ & 4] e it o = =y )

- ey sy o N o o (] Ao
] o [

52008 7 e oo & Wr T T < R
! O i : W L )] b - e

5wt : @ o bt = = o o o o

SV - 9 ¢ L W ] D

wiance premiums

A

%

sfgf

7
7 iio.

156

~
4
L

Kef

H

s
H

18

02

4
O

to 2
premi

o

W

Hon from 200
(SUTANIC

P
11
151

8]

0
in

|
ase

re
)

A

nc



_osts. Insurance raies would not necessarily .ncres e rate in the
“viure, and they could decrease. Therefore, we will this adjustmert

,nu( .

ticent in the perveived liabiiity risks

o
beerd
ad
ot o
o
-

Pl
@
b
m
5y
hussgen,
[
D
]
i
W
=]
Yo
ot
g

i
i
o
s}
ot
W
oo}
p
Srmcend

w B

ot

- «‘

13 e T Jvvrte TEF 2 v, gy T, PR P P
these products. I these higher premiums were unnecessary

5]
.
)
o
5
E
3
!
@)
&)
_
j#3)
bt
]
Pt
.
w
=k
Q
=
j
-
CL\
-
”%
ﬁ-
s
<
e
&
=
b

privaie costs of 360 miliion. However, if reformulated products were

eventualiy shown to pose risks comparable to those for ephadra-based

> ¥ S ~ e b b Y E o PR .
procucts, then 1nsurance rates might increase to a comparabie isvel for these
products

~ceounting profits make it impossible to estimate the tmpact of rernovirg

dietcry supplements containing ephedrine alksloias froin the market oo the

[ X9 4

{0 produce or sell substitutes might not suffer decreases in profits. Indecd,

m

media raports suggest that many firms have already veluntarily withdrawn

Sy g ol rmddiiele armd rorianod Thorn wedh re TFatard memedimd
their ephedra-based products and replaced them with reformulated products

to avoid the high legal and insurance costs associated wiih cietary

supplements containing ephedrine alkaloids {Ref. 148L

5. Option Three—Require the 2003 Proposed Warning Statercent
&. Benefits of requiring the 2003 proposed warning stateineni comparison

to removing dietary supplemenls.
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serspective, requiring a warning statement would not be a sufticient regulatory
action unless it actually caused consumers to changs their seliavior 50 as o
sliminate any adverse events associated with these products. Some corments
supported this perspeciive by arguing that warning sfatamenis are

‘nappropriate or inadequate because they probably would o significantly

w2

reduce the number of adverse events among ail or sonie subset of consumers,

{Response) In the analysis of removing dietary supplements containing

J
arhocre sllkalnide £ the market. we concluded tha rermovine Sietar
ephedarine alkaloids from the market, we conciuded thai rernoving dietury
N Al i ntmisde Seevrm S DN RN I R
ipplements containing ephearine alkaloics from the warket would generate

- oo ,,g b £ 2L . Q‘.@ag'ﬂ By 3oy by e s e bmé PR R R
et o eneiits if consumers tall to IRCorporate wne probaniily O atverse

o b Byt e v ey N T, Toymto Miyee Gooosamnnmd o b+ B SRR o
everts into their cemand for those producie, Uur assessment of the erfects of

a warning statement hinges on the same uncertainty. I conswners do not fully

incorporate the risk of adverse events into their dernand for products

ne aikaloids, and if the preposed warning lebel would ¢

o

;:
02}
M

coniaiving ephedri
at ieasl sume consumers to change their demand so as to incorporate the risk,
then the warning :abel could reduce adverse evenis and generale net social

uicome depends 0a the effectiveness of
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statements and of warning statements in general.

congiaeration that suggests that consumers fail to ircorporate, at least in part,

the probability of adverse events into their market behavior is that som



3. Uomparison o existing warning starements. In econemic terms, the

changing a warning statement is the value that consumers place on

J
[
s
oy
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the change in the information avaiiable on produc: fabels. If we had
information on how consumers vaiue different wa. ning staiements, then we
would not need 1o consider the irnpact of changing :he warning statemants

on adverse events. Without that information, we must infer the value from the
adverse health effecis that changing the warming statemant would climinate.
his vaiue represenis the minimam value ¢f changing the warning statements:
Comsumers who change their behavior in response to the change in warning
statements would presurably be willing tc pay
in health costs and lost utility because of that change in warn'r.g stafements,

ut somne consumers might vaiue the informalion even though they do not

,ll>

chanee their behavicr. Secauss the miormation value for consumers who do

o P oo morarte lo mrmlaio g ool N U TP N N TR, |
edverse events is probably a close approxiniation to tre value of changing the

warning staiements. Therefore, we have based our unalysis on estimating the

statermenrs from the existing
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1. Effectivensss of warning statements in elimnating adverse evenis. In

$7n

the enalysis of the juae 1937 proposal, we esiimated that the warning

;

statement that we proposed in 1997 would reduce the sstima‘ed number of

- — ¥ e e 3 - VAP N R S - -
anniuel adverse evenis caused by dietary supplemerts contain’ng ephsdrine

9 e , . ; F i - SEEY b CS4 4%
alkalcids by 0 to 15 percent (62 FR 30678 at 30712}
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T 8%Y A pumber of & nents add 1 thic esthimaate Omne
E\\)x)pl LHE O3 L naiiluel O O COMINens auuress 1018 esiirnate. Uns

commeni suggested that the estimated impacr was toc low 2ac noted thal a
;ecent study showed that almost 70 percent of aduits read product labels every
iime they use a produci. However, another cornment ergued that warning

stetements would probably be ineffective because snost consuniers do r.of read

iapeis on alcohol and tobacco products reduced coasumption of those

producis. Other comments simply pointed cut that warning statements might

statements might 5e ineffective at reducing adverse events (c.g. many

s and would be even less likely
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effective;. Another comment noted that we appeared to infer the osiensibie

cenefit of warning statements rather than demorstraring their effectiveness

AEAE rATIC e ritrien iele Thic rpvrirs o Yoem ae Y A
nrough careiully conducted ciinical trials. This comment also argued that

rm.,
gl
sty

warring statemenis would not be useful for consumers with unrecognized
medical conditions that might predispose them fo adverse reactions caused by
ephedrine alkaloids, such as hypertension, hyperthyroidism, vascular

maiformations of the brain, and subclinical cardiac arrhythmias. One comment

effectve.

C

suggestad that the proposed warning statement was too long o b

his comment claimed that the necessary priat size and spacing would

aiscourage some consumers {rom reading the warning staterment.
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found that alcohiol warning statementis have had titile or ne impact on behavior
[ D N T 4 vy Eluoe eyt ke o4 v enE Ty ~ w i 4 o e NP
{Rel. 157]. However, these resuits do not necessarily hold for the proposes

vaining siatement pecause the efioctivensss of warnin

ES

a imber of considerations, including the content and formiat of the warning

literature does not orovide a basis for revising cur assumption that tne
oroposed warning siatement will raduce adverse events by 8 to 15 perceat.
However, the fact that most dietary supplements already bear uxtensive

I Log b o1y o Frver 15 Ae N S Tarrino b e o [T TGN S
warning statements suggests that 15 percent is probably an upper bound and

proposed warning

{Comment 84) Some comrments argued that the

staterment would probably have little effect on the aumber ol adverse evenis
because many dietary supplerenis that contain ephedrine alialoids alieady
sar warning statements. One corarment argued that some gxisung warning

statements fully and accurately describe the potential for adverse effects and
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argued that some existing warning statements are mors compiete than tne
proposec warning siatement. However, one comment said that the proposed

werning statemen: would probably be more effective than e
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staremenis because existing warnings do not alert consumers fo avoid taking
N P P . 3 nhe ikaloids o
~uitiple products containing ephedrine alkaloids a

A
1

AN oot T Y oo \ y R s e T PR, e o 4 o =
Response} To address these comments, we reviewesd and compared the

:ected between March 20 and May 30, 2001, and also compared the rrumber

of acdverse renorts received during the period januacy 2000 to ranuary 2004
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warning labels appeared on certain dietery sunplements. {Ref. 158} All of

L
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the proouct labels hore some sort of warning

fel

statement. Most warning

St ey e b Iy N o, o o N
statements had many of the same basic elemests

whiicn consumers should not take the product, varicus conditions under which

SCHsUINers ¢

s0e a healih care provider before teking the product, and

-
Q
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side effects or symploms that should iead consumers o consuit with a health

rovider. However, the specific content of the various elements varied

]
[SH]
3
[4¥)
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quile a bit both among existing warning sietements and betwecn existing
warning statements and the proposed warniag statement. Some elemerts of
the proposed warning statement were communon in exisiing waraing staternpents:

otner elements were less comimon. For exaraple. none of tne existing product

o7

lanmels carried a POF in Fotertient
@088 Carrica g P warlning stai¢raent

f—
By
o
&%
b
[
o
oin
o
hH
ol
wvief
b
o
W
ficd
!
Lned
S
it
by
Frmdres
o
¢
bR
;}Tn-m
s’
=)
@)
et
e
[}
&b
o
]
[
w
4
o

some sort of warning for people who had previousiy experieacoed heert
robleins. In addition, parts of some existing warnings were more strongly

worded {nan the corresponding parts of the proposca warning. In other cases,

i

] 2

parts of the proposed warning were more strongly worded tian the
cerresponding parts of existing labels. Our label comparison cud not support
ihe nction that the proposed warning statement weuald have no effect because
was identical to existing warning statements. The comparisoa did suggest
that ine proposed warning stalement is similar in many respects to existin

rning statement might not reduce
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warning statements, and t

adverse svents very much. This result is consistent with the assumptior that

the proposec warning statement might eliminate between 0 ard 15 dercent of

anverse events.
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oroposed warning statement. However, many different warning statements

L

might be more etffective than one or a few. The coinwents did not provide
suiiicient information to enable us to revise our estimare of the effectiveness

Py

of the proposed warning statement based on {ne possibility st some products

S bt Frem vvrsa e leale s RPN o
might face multiple labeiing requirements.
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b. Revised benefit estimales. When we revise the analysis as describec

of this docamen..
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The assumption unceriying the table is that the propused warning statement

o

risks from

w
Pt
]
]
=
(&}
Pt
3
o
P
=
€5
-
ot
v

would cause some proportion of consumers to i

supplementc containing ephedrine aikaleids into their demand for

=

iese procucts. Soms proporiion of those consume to 10 percent) would

,«J

o

cease using those products, which would reduce the number of adverse events

by a like percentage. The bencfits would therelore be some percentage

T

the benefits of remov ,p.u Cietary suppiements

(between 0 and 15 percent] of

containing ephedrineg alkaloids from the market. The resuits presented in table

5 of this document apply to every year after the fivst year. Benerits {or the

first year would be iower because our proposea rule woula have allowed firms

up to 8 months to comply with the warming statemont reguiremments. We dce

S Y aebrial mats aF b el 5o 210 o vy o 1S 3l
not know the actual rate at which firms would coms into compliance during

101 O

pt

ooty

the initial 6 months after publica a ruie finaiizing the proposed warning

statement requirements. To simpliiv the analysis, we sssume that it would take

& months to comply with such a rule, Under this assumption, the

benelits in the first year would be half those of every year afier the first year.
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the range $9 1o $26 million for annual benelits (exzivding the fest year)

R A D N 5 B N AN S PN E e o
~ecause it is incensistent wilh the presentation of the other opiions.

TABLE 5.—ANNUAL BENESITS OF Orn ION THREE (REQUIRE THE 2003 PROPCSFD WARNING STATEMENT) BASED ON E
5 PERCENT OF THE SENTINEL AND POSSIBLE SENTINEL EVENTS

LiMINATING G TO

_— E . QALY Loss Per wedical Cosi;?e;

Type : Number Casn Case
e e e — —
Teath ! 046002 NA ‘usaed VSL) 325,742
M (heart attack) | 0002 029 $30,586
CVA {slrake) f C0w03 02 $20,898
Ciher Cardiovascular {a.g Cartiornyczathy, VYentnouwlar Tachyourdia) ; Uo 028 $30,586
Other Meurological (e g. Transient Ischemic Attack) i oo smmmal 513,212
Seizure ; BO0ot nirimal 511,812
Psychiztnc i 15wh2 minimal $6,927

of Reporting Rates. Rounded o ‘f iMillions

fable 3-—Annual Benefts of Option Three {Requite the 2003 Proposed Warning Staterrent; Based on Alternative Assumptions

( Adverse Zvent Reporing Rate
Value of Avoiding Faial Cases and QALY Losses § : r
4‘}- U percent + 50 percent E 100 percent
- T T T o l
§ per jatal case = $5 million § per QALY = $100,000 § $0 10 Fi1 S0 10 $2 | 30 0 $1
$ per fatal cese = §6 5 million $ per OALY = $100,000 % 30 10 $1a i $0 10 $3 % 50 10 $1
$ ver fatal cese = $5 million § per QALY = $300,000 i 50 1o $14 | §0to 83 ¢ $0ic §1
& per faral case = $6 5 million § per QALY = $300,000 ! 5010 $17 $0 10 $3 $0 10 $2
$ per vatal case = 36 5 miltion § per QALY = $500,000 50 10 $20 $0 0 $4 $010 §2
¥ a Fa 5 % Ls oy N vaTry T
c. Cousts of reguiring the 2003 proposed warnirg stalement
i. Label Costs
7 ; e A4 Fhy ot F S atatarrs B o )
{Comment 86} Some cormnment d that the proposed POF or nonPDP
warning statements are too long to fit on the tabels of most distary supplement

~

producis. One corarent noted that firms package muuny “traditiona: sty.e

[€al

L., 53

. . S e O L G, By
exiracis’” in containers that have a maximum i 1.75 % 3.75 inches,

P
C'f'
w
ot
Fi
sty
i~
]

statemenss cannot fit on a labe) of this size. Une comurnent arcusc that the

. - - o 4

firms would be able to provide very litile other information on the label One
cormment argued that there is not enough room on package labe:s for multiple
werning statements and suggested that we clarily thal our proposed warning

ratermnent would preempt any state {abeling requirements.



Jo vk at N D S - . . 9 oy 7
¢ fhat we collested between Merch 20 and Mavy

\NJ

JCnd

IO k]

, Lo 2 Tathet olme Koot tnhieic e -
~v, 2081, to investigate label size. Most labsls were wrap-around adhesive

iabels with a minimam iabel size of about 7.5 sguers ‘nohes and ar EVETage

out 22.8 inches. Nearly all labels already bore exiensive warning

bty
@_3

5
[y
<

o, A e Saravtal I ‘3 >y y 1 T B e P T LYY 4T o TAT -
1ents, and most of the content of the exd St}‘f}g warning starements was

-t from the additional warning material required by scme States.

I'herefore, we conciude that the proposed warning steiements wouid prebably

nave it on most product labels. However, some dietary supplements

x
3

coniaining ephedrine atkaloids, possibly inciuding traditiona: style extracts,

NP N v T et iy o % P AU P iy s S RO P S PP 3 N -
raight have significantly smaller labels than the products that we collected.

5

f we had adoptec this option, we would have addressed this cossibility in
e number of ways. Firms that cannot fit the p ‘upos d PDP warniag statement

PP if they use the normal font size would be ebie to use a sinalier

w7y

font size. Firms that cannot fit the nonPDP warning statement on the product
labsis could piace the warning statement on any product labeling that is &n

integral part of the outer product packaging such that consumers may read the

Py

warning statement at the point of purchase, including t

exiensiorn, and oursert. .n some cases, fitms may already use ihese packaging
features, These firms would simply need to revise the conlent of existing
fabeling. in other cases, firms might need o change the siyle of their packaging
to utilize these types of labels. Rather than changing the style of their

packaging, firms could also change the size of the package to increase the

label

y\. -

3

space available for the warning statement. Changing

it - .
YO8 LTodult g
b3

one of these ways might require some firms to purchase new packaging

3’
7

machinery, which would be an additional cost beycnd the cos® of the labe:
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atkaloids is $3 million to $6 miliion. Annuaizing this cost aver 20 vears at
2 parcent gives an annual cost that rounds 16 $
130 $500,000 per year. Annualizing this cost over 20 vears 2t 7 perceitt gives
an annual cost of $C miilion w $1 miliion.

Hisks of substitutes/absence of weight loss.

‘Comment 87) One comment noted that the proposed warning statement

woulid instruct consumers not to take dietary supploments containing

o
o
g2}
[
e
o]
e
ot
w
[Sh)
ol
el
98]
f—
-
.

r

P
W
oy
D
Fam
-

fore or during strenuoas exercise. This commeant argued
that this element of the warning statement could harm conswmers by irdhibiting

A

t loss because exercise is an essential component of a weight loss

{Response) As we discussed under Oprion Two o

heaith effecis such cs the

3

insuificient information to estimate countervailing

alth risks generated by the use of substitute procucts or by che reduclion

w

or siimination of weight loss benelits. However, fo- this option, we have

calcuiated benefits as ara

r'm
93]
o]
¢S]
o
w
[¥a]
pone
ol
(-
o
et

with the existence ol countervailing Ith risks from the so
tris comment.
d. Effective date.

{Comment 88} Some comments recommended rhat we revise the proposed

O3
3

affective date for the warning statement that we proposed in 1897 and revised

o

"y g 2 £

‘n 2003. One comment suggested thalt we set the effzctive date 1o 12 months
after pubiication of the fina! rule, rather than the propesed 180 days after
nublication of the final rule, to give industry more time (o comply with the

‘abeling requirements. Another cornment suggested that we set the elfective

-

date ‘0 80 days after publication of the final rule. Some cominents sug
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ould be quite farge decatse finns might produce

ST S R o N PRI B T .
Die prior to the effeciive daie 1o avold having {0 mee:

3

ts. The comments did not provide informartion cn this

lifferent effective dates jor the proposed labeling

y 1

AT 23 Fined viove o vrgd b fito
ument. We only consider fivst year net benafits

st year. After the first year, annual benefits would be the sama

fective date. To oblain the hioher

we start witn the higher bound estimate
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scund estimates of costs. To obtain the |
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TapLs 7. —COMPARISON OF EFFECTIVE DATE OPTIONS FUR ujf N THREE (FCOUIRE THE PROPOSED WARNING STATEMENT),
ROUNDED 0 § MiLLIONS

B salizoe eed el Tiear Y, 3 - s LY 3
teohve Da r.nnuahuee, Cost {rmil- Firs’ Year Benefils (rail- | First Year Net Benefits
Effective Dae wons) fions) (rmiifions)
180 days $0 10 310 -$1 10 $10
385 days B0 $0
18C days al manufaciuring sie NA NA

a. Conciusions on the benefits and costs of

L
v

statement. We estimate costs to include the ene-time cost of changing the

tabels of dietary supplements coniaining ephedrine alkaioids o oe $3 million
to 56 mililon, which rounds to approximarely $6 million per year (i.e. less
than $500,000 per vear) when annualized over 20 years ar 3 percent anc
approximately $6 miilion to $1 million per year when annuaiized cver 2C years

1t 7 percent. We are unable to quantify potenlial recurring countervailing



the ineihod used tc

IS
a2
Y,
et
s
eter

dspenaing on the reporting rate foc adverse events, ¢

value those events. Therefore, we vstimate the annus! net benefit of this option

o - . ,. PRI s ravr Fhile R T
w2 be -$1 miilior: to $20 million. In the long run, this option would probably
generaie net benefits, for two reasons: First, the bensfiis recur snnually and

1y o et alyes o f TN e e s LTy creved
cost. Second, as we discussed above, the recurring counservaiiing health costs

4 v H

S PR 5 3 ekt 1 Fmedifor
. Option Four—KRequire the Proposed Waring Statement, But Modily

e
@]
=

Q\

Require 1t Only on Certain Products.

a. Require warning only for cestain products. We discussed a numbsr of

fﬁ

comments under Opiion Two that claimed that certain dietary supplements

is also relevant in the context of exempting certain products from the prooosed

sarning statement. The summary of those commenis and our response is the

()

I o A 23 Taares i eoe it UITT A 0 af 5k e fmeigrrmons Tevr v eopee 1)
arae as under Uption Two in section VIL AS of this aocumen:. For example,

5

ne comment suggested that warning statements ars unnecessan

)

C
P

~

products that firms distribute to “healthcare professionels,” ‘ncluding
members of the American Herbalists Guild. We do not bave sufficient
information to estimate the impact of exempiing products based on patterns

of distribution or other product chasacteristics.

[N

cInen

t"‘»«o
.
by

t. Placement asid format of warning stut

{Comment 89} Some comments addressed the nlacement of the proposed

warning statement on product packages. Some comments suggested that we
aziow firms tc use inserts, stickers, or “peel away” labels. One comment said

wearnirg information if they dispense products that are part of = bulk decoction



formuls that lacks stendard labeling, such as products compounded anc

3 R

3y ot 1 " vy i 4 PR YT T Iy ~ ~ bl
dispensed in Chinese herbal medicine phermacies or “qualified health

{Response} According to the March 2003 notics, we prog sosed 1o allow

Lt

3

firms to use special iabeling for the nonPDF warnirg statement as long as

consumers couid read the warning statement at the point of purchase.

3

{Comment 80} Some comments objected 1o the PDP warning statemeut that
was part of the revised warning statement that we proposed in 2002, Otaer
commenis suppored the 2003 proposed POP warning statement. Some

> require firms to use the PDY waraing state:nent

g8

cornmenis suggesied that w

on both the product container and the outside container or wrapper of the

PDP warning statement in any promotional literature and advertising.

{Response) Eliminating the PDP warning statemnent butl retaining the
nonPDP warning statement would probably significantly reduce the impact of

the proposed warning statement. The PUP warning statement was cne of the

main elements of the proposed warning staiement hat differsc frora

ing warning staiements. Reducing the impact of the warning slatement by

eliminating the proposed PDP warning statement woula recuce both the

benetits and the cistributive impacts of the warning label opticn. However,

eliminating the POP warning statement would have liitie impsct on the overaii

cost of changing labels to comply with the proposed warning staternent
because firms woula still need to cnange labels even if we did aot requirs

a PDP warning statemen!. Requiring firms to place the warning staternent on

Hotl: the product container and the outside container or wrapper and requiring

firms to include i in any promotional literature and advertising might increase



3

g

1

T above

e

2

s. T
comment

L

kS

i

ith

> COS
—edr g

e

14

213
x,-i,i
i 2
EES LN

rease i
£ocC

o0

¥
§

o 1y

“hyy
B8 86

o

to orce

3

all

i

5 G
38 more s

[ 3

000

Y
i

-
(e

3

i

4‘{.

e allow the warnin:

to the

ie su
e d:

TovVic

orresponds
e some {

v

Gre, requir

L

hat consumers use (o order the

Cn
suggested that

i

cations woul

E

MIpetny

-

3
o

1)

P

£
<

1 80

L

s
[

ise its product. Thi
comment ax

s

P

8
thege |

3
i

nex

order form

"

Tiere
1t

k]
i

O

amenis ¢

[ taal
spienlf
riat. Th

C

e ma

T

2
1

other w:

3

g in

pad

JLer comments

L

'y

M

!
4

-
;
1.

O

SN
ER S

3

{

it
rins 1

oo
P

i does

ire I:

¢ 4
el
Raki

i1
1

3

.

ackag

.
€

e

OX grapiic
for

e Warning

L
&

¥

b
-
PL

P

<

&

that we reg

.

tat o

-

S

i
5|

i

5

d

18
Py

,:_i

H

Ky

the producs

i
i3

£

i
v colored or neon box 1

ament

gire
T

4
g

o
ghil

<

-
L

3

g8 warning sta

2

respect to the for
in a ori

produc

b

on the front

3

v

rment 8
One commen

2 o an

JTTL
~
3

v
§

<.
o

'lfu‘"ﬂ
\Q‘J

=

i
kN

tement, Some

)
Loy

7 1

Ta

&
Paps
[o18
F
s

[

b



225

{Response) The nroposed warning staiement is consistent with gurrent
research on effective warning statements. Eiiminating the box graphic would

& & i it PR P el Ty s ] 55 AT~ e
impacts of the rule as weil as the rule’s powenial healtn benelits. We have
S s s A PR ot T o e 2 ey Tl e e
no information estanlishing that colored boxes are nore effective than black

boxes, Uepending on the background color of the label, colored boxes may

b M 3

reduce the color contrast between tne border and the background, which would

{(Comment 93] Some comments suggested that we revise the proposed PDF

rarning staterment {11 various other ways. Une comment arguoed that there was

o

“wnole-herb progucts” containing ephedrine alkaloids have

associated with heart attack, stroke, seizure, or death, so (hat the proposed

»)
o
4]
i
=
o

ZUP warning statement would be inapprouriate for thoze products. This
~omment stegestad tha & o PDP statemert 5o that it s

comment suggesisa t we revise the PDP staternert so that it simply informs
consurners that a product contains ephedrine alkaloids and directs themm to a

waraing statemerf elsewhere on the label. A number of coniments argued that

shortening the proposed PDP warning statement woud make il more effective.
One comment noted that the proposed approach is inconsistent with the
“signal/refer/expiain” format used for the labeling of other hazardous producis.
Howaver, one comment suggested that we add malerial to the PDP waraing

. - e - ek b . Sy ey 3
staternent, rather than shortening it.
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(Response} Although the information i tne proposed warning statorent
is factuaily correct because some people have reporied tae specified adverse
_vents after consuming epheadrine alkaloids, some consumers might interpret
the phrase “have been reported” to mean that a proven causal relations.1ip

= Trited
i

§ aete if & provern canss PR ST BRSO T ~ontinue
tnese procducts if & proven causal relationship existod m:ght choose to continue
5 ccnsume th s hucrs 3T 3 cancal relatin ; o v possible or o

to consume these producss if a causal relationship were oniy possible or even
kel SRS o reduce potential misnercentions would be o add a

“kely. One way to reduce potential misperceptions would be to add a

spnecrine alkaloids and these adverse events may hHe ancertain. This
additional marerici might either decrease or increase the demand for thess

o
;my
‘,.4

C{ﬁ
D
3

roducts, and consumers are generally less likely to respond (o

staternent. The comments did niot provide suificient i
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the warning would increase the benef

d. Content of nonPDP worning statement.
{Comment 98) A number of commments suggssted that we revise the

proposed nonPDP warning statementi. Some comments suggesied that we use

e ooy o eyt ey oy E s b YRS vy 1O TNEOIA et o
the same warning statement that appears on OTC drug products containing

f.

ephadrine alkaloids. One comment! suggested that we atlow firmas to use the

professionals for subsequent sale tu consumers. One comment argued that the

warning statement should not insiruct consumers *o contaci a doctor if they

h



experience nausea because nausea is not likely to be a precurssy symptom of

Sorne comments objected o the warning that the risk of sevious side effects
increases with duration of use. One comment suggested that the scientilic data

comments argued that tnere was no persuasive evidense that ephedrine

alkaloics nad anv cumulative effect on the cardiovascular or central nervous

Foutirt
(o

One comment suggested that we allow manufaciurers {o ad

contre he required warnicg ‘abel. One
AT o ot o PP AN resgelle Ty o o b eyt SRR T DRI S S, 1 - 1

comment suggested that we require a statement clarifying that we have not

reviewed the product for safety or efficacy. Some cominents argued that we

sacula require warning statements to include the toll ree telephone numoer
A A e otte afddrnoe ey A EAF b I T TR ST
1a Web site address for our MedWatch program. Some comments

e v el + v, LSV < S, LS K. . S Y U,
recommended that we reguire firms to indicate the amount of ephedrine

ponse) These comments did not provide suflicient information fo

[

analyze the costs and benefits of revising the nPOP warning

C’;
lam‘w
9
e
o
193]
o
o
P
&
o

fnmodifying the proposed warning

R, rg g : Tor Fm o i d ey irs vire s P SO in
siatement or reguiring it only jor ceriain producis. Requiring a4 warning

starement for cerfain products only would reduce costs and dismributioral
effects and right reduce benefits compared with Option 3 {alf compariscns
in this section are with Option 3). Eliminating the PDP wurning statement or

7

distributional effecis and probably also reduce benefits. Kequiring a colored

"
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hox graphic instead of a biack and white box graphic waould increase costs

3 r Iic4 v ol ~rtite Raovicino the emontent
and possibly increase distributional effects and berciils Revising the content

; 5 3 i P S P T X
cts and benefits, depending on thz revision. We
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have insufficient information to quantily these possible anpacts, so we are

~eneliie of this © 01,

g. Ootion Five—Cenerate Additional Information or Take Some Acrion Other

-

“han Removing Dietary Supplements Containing Ephaedrine Alkaloids From

tne Markst or Requiring Warning Stalements

{Comment 97} One comment argued ihat we have no controlled

epidemiological stucies that support an association between ephedrine

tnat someone

Haller and Benowitz (2000 said that their approacn did not

]
Q
ey
w
Q.
=t
oy
o
e
.

establish that ephedrine alkaloids caused adverse cvents and suggested that
someone do a large scale case conirol sludy fo quantitarively determine the

vy it mrbadriee el alaide (1268 T4 nont 7 LS
rigks associated with ephedrine alkaloids {Refl 34). One comment noted that

iternabve

the NiH National Advisory Council for Complem

‘”‘*\

Mecicine Working Groun on Fphedra suggesied that someone perform a multi-

=

site prospeciive case-conirol study 1o assess the risis associsted with teking

years

ephadra, This comment suggested that such & study would reguire 4 to 8

> i 2

wrgued that even I someone werse

increased cardiovascular risk by raising blood pressure, somecne would still



need ‘o do a coniroiled research study to determine whether that effect
cutweigned the raduction in cardiovascular risk resulting from any weight loss
generated by these products. One comment argued rhat a refrospeciive case

control study is the correct study design Tor vave events. This comment argued

v 1

that someone coula do muliiple studies of this type because they are quick,

relatively inexpeusive, and because the population exposure level is reletively
aigh a® 1 percent, according to a multistate sucvey oa roporied use of enhedra
orodacts from 1936 to 1998. Some comments suggestad that we not take
ulatory action until we determine that the adverss events that we suspect
are caused by thess supplements are due to ephedrine alkaloids rather than

aue to inconsistent and inaccurale formuiations.

Scme comments argued that we do not need o generats acditiona

information because we aiready have sufficiant informeation © remove distary
applements containing ephedrine alkaloids from the market or require

waraing statements. Other comments argued that we do not nesd to generate

additiocnal information because we already have sufiicient indonnation o

establish that these resirictions are unnecessary. Somes ¢

was just (ke type of case contro! study that the RAND report recommended

{ef. 238). These comments noted that this study found that ep

o

1edra did not

i

raise the risk for hemorrhagic stroke. However, other comments argued that

this study found that ephedra did raise the risk for hemorrhagic stroke. Some

comoents criticized various aspects of that siudy. A nuwrber of corments
argued inat the only additional studies that would e wortnwaile to perform
at this point would e unethical. These comrnents suggested that a human
subjects committes would not allow a prospective study of the safety of



s X

ié-‘ﬂ e
armbadrias alleal (‘?a %ﬂ medical coreonine Thow nien wiooestadd that
Epnecriiie aix alecids witaout medical sor COIng. 40y 4150 suggesizd vial 3

conort study wouid be difficuli because ephedrine ajkeloids do not geaerate

1e eibical recuirements o

ja—

significant health benefits and also because o't

effectively inform participants oi the risks.

{Responsej Generating additional infosmiation ra:gnt reduce the re naining
uncertainty associated with the benefits of tihis cule or it might not. Geaerating

additional information may be difficalt, tirme consaming, and sxpensive, In
addition, it is not ciear that reducing the remaining uncertainly would change
the cuicome of tnis rulemaking. The commenis did not provide sufficient

information to allow us to estimate the costs and beneiits of celaying

e

rulernaking until we generate additional information.
{Comment 98) Other comments suggested that we shouid feke some type
of acrion other than issuing a regulation or generating additional information.

. number of comments suggested that we address any probiers with cietary

supolements containing ephedrine aikaloias by using cur existing authorily
to seize unsafe or adulterated dietary supplements. Uiher comments suggested

that we adaress any problems by using our exisling authority to investizate
ALM] disuributors. Another
comment suggested that we develop a levsl 1 guidance Jdocument rather than
taking regulatory actiorn,

{Response) The comments did not provide sufficient information to
estabiish that spending additional resources on enfoscernent of existing

regulations or on promulgating a level 1 guidance document would gensrate

greater net benefits than issuing tnis final rule. Following guidance docuaments
s strictly voluntary. The fact that some manufacturers continue to produce
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' such products suggests that vo uatary

have a sienificant effect.
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3. Beneiit-Cost Analysis: Sumamary

Removing distary supplements containing ephedrine alkszioids from the

I

market {i.e. taking this final action) will generate estiznated benefits of betweer.
12 e ronr TATa v oo tho Bl .
$43 million and $232 million per year. We used the following assumption:
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from. potentially foregone weight lcss, and tne fact thal consumers do not

aiready understand and incorporafe the risis posed b

cnisumption decisicns. Including the impact o
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ctiviries could reduce the rule’s heaith benelit considerably, possibly to $0
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wer vear, aithough tnat is unlikels
Foratise b 1 iil et the erivi
because this rule will not affect the underly

functional cnaracteristics simiiar to epnedrine alkaicids, and it is likely that

croducts having similar functional characteristics raay contain similar types

ci ingredients that may pose similar types of health risks. The range of benefits

includes alternative ussumptions about the value of « stavishicat life ($5 millicn

smd $8.5 million] and the value of a statistical iife year {$0.1 miilion, $6.3

s - 5 5 s ~ - €3 o I o
which leads to estimated annual benefits of $9 million o $28 million, and



mnoving these products fron: the market wili generate cne-time product

Y
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f‘D

retormulation costs of $10 million to 3100 million, which amounts o e yearly
wost of $1 million to $7 miliion when annvalized over 20 years at an interest
rale of 3 gercent, and $1 million to $9 miilon at an inlerest vais of seven
mercent. These costs could be partly olfset by reduciions in {ees associzied with
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n to the social costs, removing
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Hiefary supplements confaining ephedrine alkaloids from the market could also
generate distributional effects under which some {irms manuiaciuring or
distributing dietavy supplements containing ephecrine alkaloids may

experience reduced profits, while firms manufacturing or distributing other

5

~onsumer utility or satisfaction because of the removal of a nroduct fromn the
YO T i e er > Frvriotoed Toaoet sabi b i b e fT, S i wé.’” '“ﬁuzk e ) T
marketl. We estimated lost utility to be $6 miilion to 381 million per year.

3ased on these estimates, the potential econowic sifects of this rule range

from a niet annual social cost of $90 million par year, ifthe ruie’s net heaiih
penefits are zero because of countervailing nealth effects or hecause consumers

already understand and voluntarily accept the risks posed be these products,
to en annual net social benefit of $12& million, if there are no countervailing
health risks and consumers do not already urderstand and accept the known

TaBLE 8 ~SUMBMARY OF OPTIONS, ROUNLED 10 % MILLIONS

-~ i~ x P 2

% Opticr Annual Cost E Annual Senelt Net
| T B .
f +
I 1. Take no now reguiatory achon {paseling) 0 EL ST 30
I e - :
g 2a. Rerrove gisary supplermenis contaning ephedrne alka- 57 10 $96 § 543 w0 §102 ! - $47 t0 5125
g lowas from the market (f consumer orhavior does not ai- | i
L ready meorporate risk) %

“b. Remove dietary supplements containing eprednne alka- $7 w 980 ‘ 55 ' -$90 1o - 87

oids o the market (i corsumer behavior already incor i j

{ poates nsk) } !
i | S !




TABLE 8. —SUmMARY OF OPTIONS, ROUNDED 1O Ei; i LIONS- ~Continued

e 7Opi>on ’’’’’ T AonalCost | Ann.alBoacdt Nex
U U
§ 3 Reguire 2003 warning atatemen’ : 30 10 ; U0 $20 - 81 o 820
Require warning statement, out modify 11 or reguire only on A ; NA I\;’i.
i certam producls I i )
E Generate acdiional inforrmaton or take sorne action other unknowi § UHKPOWT Unk,own
L_ man removal or warning stalements L o i____._ S -

3. Smecll Entity Analysis

We have examined the economic implications of {his fina: rule as requirec

Executive Order 13272 (August 13, 2002). If 2 rule has a significant economic
fmpact on a substantial number of small enrities, the Regulatory Flexibility Act

reguires us to analyze regulatory options that wouid lsssen the economic effect

3

oy

of the rule on small entities. We find that this final ruie would have &
significant econormic impact on a substantial number of small entities.
i

{Comment 99) Some comimenis addressed our estimate of the mumber of

nall firras in the analysis of the proposed cule. Some commerns argued that
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we had ignored a _arge number of independent s

analysis of the proposed rule. Une comnment suggested wa revisit our analysis

obtain information on the impact of the rule on small entities by opening a

2

dialogue with industry associations.

¢

‘Response) We have revisited and revissd our estimate of the nuraber of

firms based on a database of dietary supplement producis that the Research

Triangle Institute compiled under contract to FDA ufter sublication of the

w5

proposed rule. This database listed 30 firms associated with 48 dietary

ne number of these Frms that are small, we used a database of dietary
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tirms would provably qualify as small businesses. However, we do not have
sulficient information to estimate the numpber of distributors ©r to compare
.aeir characteristics to the SBA definition of a small business ror that indusiry.
As we noted in the previous paragraphs, this final rule will generate shifls
r. demand that might adversely affect thess firms. However, the most Lkely
substituies for dietary supplements containing ephedrine aikaloids are other
dietary supplements, and the same disiributors that nandle distary

nts contaiving ephedrine atkaloids might also handie these other

’:}«!
o
.
-l
o el
4
=
o
o

-

dietary supplemeats. Therefore, the net disiributive hupact on smail
aistributors may be small or nonexisten!. Although demand saifts generated
by this final rule might aisc increase business for ciher sma:l businesses, we

do not consider countervailing positive elfects on otner small entities when

<

associations, we note that smail entities, and frade associations {with member

stnall entities) submitted a number of comments regardicg smail business

impact curing the variocus comment periods for tl
the preceding cost-benefit analysis, we estimated that removing distary

suppleraents containing ephedrine alkaloids from t1s market would gererate

5]
<2

%

nntalized cost of $1 miliion {o $8 million over 20 years because of the need

jay]

B e A e e A N — o TPl PR T i o Wa sy Y wm;w«
to reformulate products. This waould correspond to a ¢os? per firm across 30

firms of between $30,000 and $300,000 per year. In addition, we estimaled
that prolits might be reduced by S0 to $13 million per year due Lo decreased

BT

gaies, Profits may accrue to either manufacturers or distributors. If ali profit
-osges affected manulacturers only, then the annual profit loss per firrn acress

»

30 Tirms would pe belween $0 and

««

$ 430,000, which woulid give a total cost

e
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impect of the PDP warning from the Impact of the nonPDP watrung.

{Comment 101 One commen! recommended that we congider reasonable

i T $ye O el dend S O o
I Dusinesses undgaer ;.M.BB;’“% 5126 fkit Hi(;'ﬁb ‘s/‘v’” Gyl ﬂ( Vi }L(‘“

cefinition of a very small business {different from the SBA delinition of a smali
:siness) and develop additionai regulatory cptions o reduce the bucdar on

tacse lirms, but those options would also be sinilar to (nose in the benefit-

L b eyry Sod s briyyred - | R 5 S (SR ST S < N
reduce the regulatory burden on very small firms would also reduce benefits
Tty YTy o riols § St t Ly [
by increasing the risk to public heaith. We do not baves sufficient information
e alatsahe =T us %'%r .«g il o1V n“ 7 ro it o v S r b {*::m“r‘«w oy E iy

] O afe the Vaiuo Cu e r {&},i IjJ fei1ar 107 JuX“j/ smail iivms o the

associated requction in benefits.
X, Ewvironmental hopact

Removing dietary supplements containing ephedrine alkaloids from th
marce: will not have a significant impact on the human envircament.
Thersfore, an envircnmental impact statemeni is not required.
X. Paperwork Reducltion Act

Tris final ruis contains na collection

by OMB under the Paperwork Reduciio

torth in Bxecutive Urder 13132, FUA has astermined ©

yreemptive effect on State law. Section 4{a} of the Bxecntive vider requiras
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other ¢lear evidence that the Congress intended precmption of State law, or

\
-y
)

3

re the exercise of State authority conflicis with the exercise of Federal

authority under the Federal statute.” Section 402{1)(11(A] of the act states that

i |3 TSNP UR  T. J
a disrary supplement or dietary ingredient shail be considered adu

H
jand
!
e

conairions of use recommended or suggested i the oroduct’s

[¥2)

congifion

of use are suggested or recommended in the produci’s It

4

esents a significant or unreasonable risk of iliness or injury under

dietary supplement or dietary ingredient is considared o be aculterated f it

o
Cﬂ

oresents a significant or unreasonable risk of iilp

e

conditions of use. We have conciuded il

or injury vnder ordinary

ephedrine alkaloids present an unreasonable risk and ace therefore adulterated

under seciion 4021 A of the act.

P ~ i

‘aws. Therefore, under section 4{b} of Executive Order 23132, we are

5

J{11(A] of the ac! does not expressly preemnt Stats or lcoal

construe our rulemacding authority as authorizing preewption of State law by

ru:emaking “only when the exercise of State authoritv direcily con

the sxercise of Federal authority under the Federal stutute or there

zvidence to conclude that Congress intended the ager.cy to have the auihority

statemenis,

AT Yo '\}! S IalaY e Bars Er\‘ } ERARE - o Ty [P N N A PN B 3
B B G R ks 7 Cid Lads s 1AL (- E o » LAk v & -l
which clearly contemplate the coniinued marketing of such products. Section

301.2) of the act {in relevant part) prohibits the introduction or delivery for
introduction into inierstate commerce of any adulterated focd. In td

18

aie, the

agency has declared diefary supplements containing ephedrine alkaloids to be
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reguiremnents that conten
wontlict with this final rule and, consequenily, are precmpted.
of Executive Order 13132 Instructs us fo restrict any Federal

preemption of State aw to the “minimum level necessary to achieve the

objentives of the siatute pursuant tc which the regulations are promulgal

Section 4{¢) of Executive Order 131
the nossibility of a conflict between State law and federally protectad interests
withia the agency’s area of regulatory responsibility, the agency “shall consult,

ro the exient practicable, with appropriate State and local officials in an effort

tc avoid such a conflict.” Seciion 4{e) of E
‘hen an agency proposes to act through adjudication or rulernaking to preempt

State law, the agency “shall provide all aftected Stute and local officials notice

I

and an opportunity for appropriate participation ir the proceedings.”

In the preseni rulemaking, consultatici with and notice to State officials

ar section 4{d} and {e} of Executive Order 12132 did not ocour vefore we

der
publiished the June 1987 proposal. Such consuitation and notice was not

nossibie because we published the proposea rule in the Federal Register of

xecutive Order 13132 was not signed until August 4, 1898,

OMB’s guidance for implementing Executive Order 13132 states that, when

2

a firal rule may have been issued as a proposed ru:e beiore Augus!

pet
s
e
€
4]

! ¥ [N 3 3 F ey TYY v E ey b YORYS O 3 o ¥ araral g
such trnat the intergovernmental consultation process had not cceuored as
satied for by Executive Order 13132, the agency’s certification “should so

Il

state” {see Memorandum for Heads of Executiv

4]

Departmentis and Agencies,
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encies, dated Oclober 28, 1899 (Ref. 1815

but we a:50 believe that State and local goveramenss haa sulficient notice and

an opportunity to participate in this ralemeking process. We note that the

)

sroposed rule was subject to @ previcus Executive Urder, Exeaitive Order

1,
,,,,,a

Ty 3 N A P e 3 e tEE L. e . 2.

12572, which was also entitled, “Federalism,” and had a siinilar consustation
NS Ty e b 3 . eSO Y £ AT v Ay T R . o s el
and notification cbiigation for federal agencies. When we issued the proposed
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ubmitted comments to the proposal (65 FE 17474, April 3, 2003}

that State and local health departments and governinent aganciss had
commenied on the propesed rulej). Furthermore, a subsequent notice,
ouplished on March 5, 2003, expressly asked whether we should determine
1at distary suppiements containing ephedrine alkaiolds preseat a “sigaificant

cr unreasonable risk of illness or injury” under seciion 402{){(1){(A] of the act

ey e 3 p o Fearalle Ao ivreie o e lio Pie, b W atag oo e A F
contain a separate rederalism apalys:is, we beueve that Slates were awere o1

the March 2003 notice because at least five State or jocel governments or

ot ~E s e e P T o o -1 Gy
most of these comments urged us to ban the sale of such products.

following references have been placed on dispiay i the Division of

Jockeis Management (ses ADORESSES) and may be sesn Dy iulerested persons
between € a.m. and 4 p.oi., Monday through Friday. (FUOA has verified the Web
site addressas, but FDA is not responsible for any subseguent changes to the

nenF A Web sites aftec this document publishes ia the Federal Register.)
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Dietary ingredients, Dietary supplements, Foods.

1thority delegated to the Cornmissioner of Food aand Drags, 21 CFR part 118

115 consisting 0f §129.1 is added to read as follows

PARY 119-—DIETARY SUPPLEMENTS THAT PRESENT A SIGNIFICANT OR
UNHREASONABLE RiSK

]

118.1 Dietary supplemenis containing ephedrine alkaioids.

vareasonable risk of illness or injury under conditions of use cecommended
J

or suggested in the labeling, or if no conditiows of use are recommended or



suggested in the labeling, under ordinary conditicns of use. Therefore, dietary

supplements containing ephedrine alkaloids are aduiterated under section

4 SR Ao

)2{}{1}(A] of the Federal Food, Drug, and Cosmeric Aot
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DR ol NN 4 1T & w “
Laathority: 21 U.S.C. 321, 342,
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