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‘Metabolifé International, Inc.
5070 Santa Fe Street

San Diego, CA 92109
-(619) 490-5222

' December 2; 19397

Vit

Dockets Management Branch [HFA-BOS)
Food and Drug Adm:.mstraticn .
i241¢ Parklawn Dr:.ve, Room. 1233

'Rockville, MD 120857 ‘ COMMENT ON PROPOSEDR RULE
b' Mr. Edwin V. Dutra, Jr. {HP-26)
‘5600 F:.sher Lane, Room 12A17

ocl:v:.lle, MD' 20857

Re: Docket No. 95N-0304 (Proposed: Rule Regarding
Diatary Bupplements Containing. zphedrine Alkuloids
({3 Fed Reg. 30678 (June 4, '1997))

To.Whom It May Concern:

Metabolife: Internmational, Inec. -{"Metabolife¥] now responds
to the above-referenced proposed rule. Throughout these Comments,
our - u.se of the phrase. "ephedr;ne alkaloid-containing dietary
.supplements' or similar’ language always .means and includes only
‘paturally occurring ephedrine. alkaloids.
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[1] our company’ -is located at ‘5070 ..8anta Fe S$Street, San-
Diego, califoroia, 82109, our telephone number is 1-619-490-5222.

[2] I-am ‘the presidenr. ‘of Metabol:.fe dnd am ane- of its

foundexs.: Metabol:.fe is a pr:.vately held Cala.forna.a corporat:.on

Metabolife -markets: .and ‘sells: dietary .supplements; the
mapufacturing of its dietary supplements is 'outsoutced.
Metabolife distributés .its progucts ~through a system of

‘mdependent ‘contractors; 1t -iB T4: d:.rect selling organizationm,
‘also_called & MLM. “Throughout the balance of ‘these Comments,

when I refeéir’ to .fthe Company" or use. & pronoun suoh ‘a5 "we'

‘npgv, . OF wour®, I. mean Metabolife.

[3} Metabol:_fe began its business operations .in . August - of

.1985. Metaboli.fe 356-is,.the Company B d:.etary auppleme.nt product
'wh:.ch contains both ephedra a.nd guarana. ‘- Metabolife 356 -is sold

in the form; ;of a caplet. its cond:.t::.ons of use are a’ suggested
usage of-2 caplets per serving, not.to exceed 4 Berv:.ngs daily.

“Each. caplet is ‘formulated to contain 12 wg:. -of ephedrine
.alkaloids and 40 mg. of caffeine; ‘therefore, the  maximum

suggested :,m:ake each day is -96 mg. of. ephedr;ne alkaloids -and’

. 320 ‘my. of caffeine. "1 note: that ‘there are between .200-150 ‘wd.
“of caffeine ; in’ each, cup of coffee.

[4) We- sell approx:.mately 20,000,000 caplets per wonth of

.-Metabol:.fe 356; at 2. oaplets .pexr. serving, ‘this - amounts " to
.10,000, 000. serv:.ngs or, from e consunmer's perspective, 10,000, 000
“tak:.ngs" per wmonth. . 240, 000,000 caplets of Metabolife 356 are-

consumed annually, -assuning. ‘that all caplets ‘sold are :.ngested.
Metabolife is. purch.ased and consumed by. persons- throughout .the

Qnite_d States.

[5] We would not promote, distribute. or sell Metabolife 356
uniess we believed it provxdes benef:.ts to consumers. COnsumers,

-especially. repeat ‘customers; would not. buy Metabolife 356 if they

did not .believe it was providmng penefits- to them. - The benefits

.which our customers get, from Metabolife’ 356 are (1) effeol:ive
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‘weight' management, including weight loss (2) an overall sense-of
-well—be:.ng or feeling .good and {3) a Bense of empowermeit 'or

self- ccntrel over their bedies_and lives.

['6'] Metabolife never has received one mnoticé from a,
,'consumer of ‘any" serious. adverse event ‘which hae been asserted-to
'be associated with the ingestion of .Metabolife -356. This.
cla:.me-f:ree hlstory -exists notw:.thetanding the pervasive media-
‘attention since early 1994 about :dietary supplement products
" which .contair ‘ephedra. -Much of that attention was. generated by.
‘the ‘szg and the -Texas Department of Health.

[7) ‘Metsbolife has comprehensive ‘safety  monitoring
procedures in place. Each’ la.be:l. -of each pottle of Metaboln.fe 356

‘hag- a. telephone number .on it. "when -that number ‘ie’ called, ‘a
'.'customer service representative carefully listens to the caller’'s

message, manually records its pr:.nc:.pal peints, and, if that call

.1nc1udee ‘a. med:.cal-type complaint, refers it 1nterne11y to.a
“nurse, pract:.t:.oner -for -further . revzew and processing. If the
‘complaint appears to .present ‘a. .concern other than -one -of .a
" temporary, non-serious’ pmature or requeste ;.nformation about the
‘interaction' of Meta.bol:.fe 356 w;Lth a prescr;pt:.on or OTC drug,

the : customer service. ‘representative ‘is to reeommend tha.t ‘the
aller seek prcf.ees;onal health ass:.etance :.med:.ately. We - take
r_he health of ‘our potentzal and ‘actual . cuetomers ‘very eer:.ously.

[8) - We: have devoted 'a sign:.f:.cant amount ' of time, eénergy
and ~money" to" fulfill Sur commitment ‘teo sell cnly safe "and
effect:'gve products.: Among other th:.ng, we' have .done theé

following:

{a} We were.one of two c¢ompanies -which spent
" approximatély $200,000. on animal studies
in- 1994: -The herbal compound tested was
comprised -of ephedrs and guarana, "This
testing was ‘the precursor to the - key

- safety ‘ptudy identlfied .in paragraph
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[B)(C). The.report .of that testing is
attachegd- -ag  Exhibit 1

{B) .In 1987, we engaged ACERIS, a
non- profit, pr:.vate cert:.f:.cat:.on
company, 'to review the: :Lng:'ed:l.ents .and
‘label ‘of Metabolife 356 from the
standpoint - of safety. As. a result - -of
that review, we received..a valuable
quality , assqra.nce ' cert:.f:u:at:mn £rom
"ACERIS. '

An ' integral -portion ‘of that review
. process .requires. ACERIS ' to -review .the
manufacturing plant of the -buginess
which mapufactures- Metabclife 356. The
- Chemins 'CGmpany, Inc. of .‘Colorado
Springs, the manufacturer - of- ‘Metabolifé
. 356, already had received:an ACERIS .GMP

)' ) . certification so that waen't necessary.

(C)) We are funding. .a' portion of ‘the
s;gnlflcant human study conl:racted .forx-
by The Ephedra-Research Foundat::l.on and
bemg carr:.ed out, th.rough 'ST&T, at two
"bnsp:‘g.tgl_s which: are aff:.l:.ated with,
-major universities.

(D) We are a charter member of DSSSC. As-an
-adtive -meémber :wof DSSSC,, we .strongly
-insisted, that ACERIS engage ‘top- clinical
'.Bc:.entists in the United States to study:
‘the methcdology and other ‘factors relied
on ‘by the 'FDA irn ‘arriving ~at the
proposed rule. That-report- is -already a
part of this a_ocket.
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{F)

~Novembexr 26, -1997

We have sponsored a recently completed
human clinical study on Metabolife 356
at Vanderbilt Un:.vers:.ty Medical Center.

A brief description .of the protocol ‘of -
"that study’ and the preliminary results:

of that -study Jare ‘attached to ‘this

- document ‘as Exh.ihu_z - The .principal

purpose of this- study ‘was. to detérmine
the eff:.cacy ‘of this protocol for’ we:Lght
loss. - The report - was prepared by . Dr.
Harry E. Gwirtsman’ and 45 - dated October
24, -1997.

The préliminary conclusions 'of this
study are:

{1] "Metabolifé #356.° causes "an: increase
-in energy expenditure: "in -cbese
‘subjects which is “independent of
phyeical activity; in. esaence,. this
'fznd:n.ng ‘corroborates- “Metabolife's
position, ‘that this product _is
‘effeéctive .for ‘weight. management
purposes.- :

i2] Mo adverse effects were obeexved. or
measured thit affected "the health
of the gubjects in the study.

When the - £ipal ‘Yeport of- ‘the study’ is

,,available, At will be sent to.the Agency
: for :.nclus:.on in the docket of this
matter. We _expect the final . -Teport . by'

the end. of 1997

We are sponsoring a third human. clinical

"study. This. one will be . f:.m.shed ifi
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FPebruary, 1998. - It is in- progress at
- Bt Like's Roosevelt Hospital which. is
affiliated swith -.Columbia Univer‘s:.t:x
This ‘is’ a randomized, double blind,
placebo study of approximately 75
. subjects; ite - protocol. ‘has  been
‘primarily des:.gned ..to measure the
‘efficacy of a compound wh:.ch :.ncludes'
ephedra and guarana: Of course, ‘any
side effecte Oor -adverse. events -will be
reportéd. As scon.as reliable results
are ava:Llable, they, along with: .a
deta:.led descr:.ptlon of the .parameters .
of the study, will bé forwarded.to ‘the
FDa for . inclusion’in: this ‘Docket .

f.BT We i ﬂe*’o-m"y f-'hsagree ‘with . the FDA's .statement in-

column 3 on .page 30704 of the June 4, 1997, Eede:a,l_nag:um that
*there are f10 demonstrated benefzts for: ephedr1ne alkaloids.®

.The - fact that the FDA's Food' Adv::.sory c°mittee members. ‘were
. unable to. 1dent:.fy a benefit for: ‘ephedrine . alka.loids in terms of
‘supplementing: the diet" (see’ page 30704, .middle. colum) does not

mean such beneflts ‘do. not exisr.. -

e - suggest to 'the FDA that: ‘neither. .'Ltself ‘nor the Food Advisoxry

" Committee is a reflect:on of: .a szgnlflcant segment of the
‘American consumer who apparently wants- dletary supplements which

contain- ephedrine alkaléids. Do not ignore the fact that .DSHER
does not proh:.b:Lt ‘the prowotion or .use of. a: dler.ery Bsupplement

. for weight control or .weight' .loss -- :Lt only proh:.bits the
"promotion of a dietary supplemen\: for. (1) <the prevention,

diagmosis,; treatment, m:.t:.gat:l.ou, ‘and. cure of ‘a.disease and 12)

~without satisfying the FDA's provieions -.and the .related:
regulations, making . cla.uns ‘which charac¢terize the relationship

between .an ingrediént ‘or supplement ‘and -a health-related

_condition. Assuming, for ‘the. purposes of thise paragraph that

chegity is a d:.sease, a -dietary’ supplement cannot’ be promoted as,
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a. bepefit for. obese’ ‘people. We "at Metabolife do not promote
Metabol:.fe "356 for any .therapeutic effect -.or - other effect
relative to ‘obesity.

The - terr:.f:.c consumer demand :for: Metabolife 356, along with the
.preliminary results of the “metabolic: chamber’ tests ‘described ~in
‘paragraph  [8)'(Eyabove, demonstrates l:.hat “this product s
effective for weight management: purposes. Although we. acknowledge
.that the FDA states, at page 30688 .(first column)}, that ":.n this
document , the agency makes ' no evaluation or judgment of the
effect:wenees of the -use of ephedrme in the t:reatment of
obes:.ty," it should now. aclmowledge, at a minimum, that Amer:.can
consumers perce:_.\re that we:.ght management, . :.nclud:.ng we:.ght 1ose,
As &l benefi.t they derive from ‘the ingestion  of d:.et.ary
supplements which contain ‘ephedrine alkaloids. The- contzol over
.their 1lives which- these consumers:-. accuire due to. . the weight

: management- bene‘rlre t:hey réceive is-a. discrete, valuable benefit

. .as w_e,ll.,
. The' other benef.u: which- I have - identified; "a . sense of. ‘well
N’ *béing,"-is a "benefit. recognized by the':Congress and inserted irito

Sec. €. of DSHEA Sec 403(:) (6)- {A) of the FDCA provides that a
structure-function statement is j:erm:.tted ‘to. describe ngeneral-
well- be:mg" from consumptzon of a nutr:.ent or d:.etary ingvedient.
The Congrese d:.d not: restrlct this ‘gtate of ‘“geheral well- be:.ng'
‘to- -ab a.ngredlent which ‘has caloric ‘value. Consumers’ often
~deecz':.be "this feellng as having increased - energ'y. It sounds,
absurd to- argue that a consumer has a right ‘to: feel good
Feeln.ng good in'. this com:ext does not.mean a*high frow a drig.
scan understand how certa:m menmbexrs, of the:Food Advisory.’ Comittee
bel:.eve there is no recognizable benefit when that conclusion 'is
based .on- trad:.tlonal ‘notions :of drugs and focds. "But, the DSHEA
“hag- epec:Lfica.lly made room for. these Jbenefits.

[1o0] Metabol:.fe ‘ohjects to .the use of the vord "death® in.
proposed rule 21.C.F.R.-§ 111.100 (£} (1) for the same reasons
expressed by those who . comment:ed on the proposed rule for
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jron-containing suppléments .and ‘drugs. See 62 Eederal: Register
2218, 2221 (January 15, 1996). There the Fpa substituted the.
.word. "fatal" for "death™ -and  should 'do the same here.
-Metabollfe, however, objects -to " the inclusion -of the. warning.
-statement ‘'set out in that ‘subsection for these. . reasons: {1)
.t:here ‘is - mo different:.at;on of levels .of excessive consumptlon
{e.g., one extra caplet ‘per day- or -eight .extra per day] .and
therefore’ such a warning: would ‘be mislead:.ng; and (2} ‘the: FDA‘
comments do not reflect any " competent evidence ’ ‘that (a) - most
producers of ephedn.ne contaln:mg dn.eta:y -supplements: epc_ouz‘age
more than the’' recommehded usage -of those supplements, {b) these
'supplements are: more frequently uped.in an excessive-manner .than
-OTC " drug products ‘which contain- ephedrlne .and. (). that ‘Consumers,
“for some clearly 1dent1f1ed -reason, regularly consume more that
‘the:recommended per serving size'or- the recomménded daily usage.

‘[11] We believe that thé proposed rule must be.significantly
modified if d:Let:a.ry supplements which contain ephedra are- to’
‘remain ava:.lable as a’ d:.etary supplement i::pt::x.on for consumers.
in. add:Lt:Lon, if the rule were” to- be promulgated in'. this. form, ‘a
-company which continues -to sell such .products concelvably could
be Bubject to a msbranded ‘charge since "effectiveness® probably
couldn't " he obtained at 'the -use ‘levels ‘get " out in the rule.
-Based on our. . knowledge and -experience -in thie :.ndustry. we ‘can
predict that the sales.of -ephedr:.ne alkalm_d-contam:.ng products
"will plummet and soon disappear :Lf ‘the rule; "without significant
'modif:,cation, is prcmulgated. “In’ our judgmem:, therefore, this
A‘proposed rule "amounts to- a_de facto, prohib:.tion and seizure. of
-.ephedra producta e - bel:_eve that the FDA has .an important
_regulatory ‘Tole in . this :.ndustry, however, the FDA has an
‘obligation to bea respcnsible regulator-as well

\This responsibility 1nc:1udes an obl:.gat:.on ‘to comply with and
implement Congress' - recog'nitlon of "the public'e demand_ for

dietary. supplements and not’to eviscerate Congress! .comprehensive:

manifesto (i.e. the DSHEA) concerning such supplements. - The

‘chgz-ess wanted. safe dietary supplements 1eft on the market; to:
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. ensure that the- I-’DA did' not attempt te :.nterfere unwiesely with

that marketplace,  the .Conpgress. enactea Bec. 4. -of the DSHER. Its
naz:y provigions vhich are deslgned to protect"t.he public's access

: to. dietary supplements must be- ‘bonored. This  proposed rule‘s

cve.rall design and Lts pnrl:icul.ar pxmri.sions do-not do this.

In ‘conclusicon, we: strungly ‘iarge ‘the. .FDA to wodify ite
proposed . rule -hy {1} withdrawing proposed proviuom 21.°C.F.R.

'511.7.200 {a) (1), (b)Y, ana {c) which contain use restriccions and

suhst:l.l:uting a provision which would prohibii: label or. 1-5;1:.::9'
of more than 25 mg. per serving ané 100 ‘mg. per day of ephednne
alkaloida, [2] -withdrawing - pro.posed 21 C.F.R. 111.100 {(d)

.[p:.ombzuon against certain ‘combination products] -and (e) and

37 s;gn:.ficant.ly modifying the vaining set ‘out in (g) (1) since

.it ., as prepared, is 8O consumer. unfriendly. that it ie- un.ukely

.that one consumer, will read it. and ) mcluch.ng a prohibitionm
‘againet ‘il 'ieg'-HM"e pzmm.en 8f dietary ‘supplements which

contain ‘ephedrine alkaloide. ‘ Please refer to DSSEC'e Comments.to

‘the’ proposed rule for the exact language -we support.

I.am ready, willing. and able Lo discuss this letter with you

or meet with you at your convenience.

" Youre: very truly.
Het.abclzfe Internatz.anal ‘Ine.

_Michaed”J. Ellis, President
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