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Robert G. Pinto, Esquire 
Counsel to European-American 

Phytomedicines Coalition 
Akin, Gump, Strauss, Hauer & Feld, L.L.P. 
1333 New Hampshire Avenue, N.W. 
Suite 400 
Washington, DC 20036 

Re: Docket o. 94P-0215 
Comment; 

Dear Mr. Pinto: 

This letter concerns your June 8, 1994 ci. 
March 17, 1995 supplement submitted on be: 
European-American Phytomedicines Coalitio: 
final monograph for OTC nighttime sleep-a 
include valerian as an active ingredient. 
supplement were filed in the Dockets Manal 
Docket No. 94P-0215 and are logged as Corn1 
respectively. 

The petition contains published and unpub 
clinical trials as well as discussions of 
and pharmacology in support of the safety 
valerian as an OTC nighttime sleep-aid. ' 
that valerian has been marketed in many E. 
nonprescription sleep-aid for decades and 
Company distributed a tincture of valeria 
until 1985. The supplement contains info 
compositions and sources used in six stud 
Mark M. Yacura, Esquire, of your firm in 
request from Michael Kennedy of the Divis 
Evaluation. 

We obtained from Eli Lilly and Company a 
formerly marketed product, Tincture Valer 
1962 Physician's Desk Reference page (Ref. 
labeled for use as a sedative in minor ne 
dosing of one teaspoon three times a day. 
product's labeling indicates use as a nig1 
Therefore, we conclude that Lilly's TinctL 
marketed in the United States as a daytim 
nighttime sleep-aid. We are unaware of t 
valerian drug products as an OTC nighttim 
United States. 
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lents No. CPl and SUPl, 

.ished reports of 
chemistry, toxicology, 
and effectiveness of 

'he petition mentions 
zopean countries as a 
that Eli Lilly and 
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? sleep-aid in the 



Robert G. Pinto, Esquire 
Page 2 

Since your petition was submitted, the ag ncy has informed you 
and other interested parties that it was 
which drugs without any marketing experie 
could become eligible for consideration i 
review. This process is described in a f nal 

Counter Drugs as Generally Recognized as 
Not Misbranded," which was published in t 
January 23, 2002 (67 FR 3060). We 
of this final rule. I 

eveloping a process by 
ce in the United States 

the agency's OTC drug 
rule entitled 

"Additional Criteria and Procedures for C assifying Over-the- 
afe and Effective and 

e FEDERAL REGISTER of 
previo sly provided you a copy 

The final rule requires the submission of a Time and Extent 
Application (TEA) (see § 330.14(c)) to re consideration 
under the OTC drug review. The required nformation and format 
for a TEA are set out in the final rule ( ee § 330.14(c)). Three 
copies of the TEA are to be submitted to Central Document 
Room (see $$ 330.14(d)). 

If your client wishes to pursue of valerian in the OTC 
drug monograph system, please submit a TE in the required 
format. We believe that valerian should eet the eligibility 
criteria to allow the agency to th a notice of 
eligibility (see § 330.14(e)). 

The agency reviewed the EAPC data and, 
determined that the submitted data at time do not 
demonstrate valerian to be safe and effec as a nighttime 
sleep-aid. Should your client submit and the agency 
proceeds with a notice of are items that your 
client would want to 
effectiveness data submission (see § 330. 

Safety 

Your petition states that the agency's of Valeriana 
officinalis L. as a direct food additive nder 21 CFR 172.510 is 
indicative of valerian's safety. valerian's approval as 
a food additive is as a flavoring it may appear in 
relatively minute parts per million 
(Ref. 2). Those amounts are relatively i compared to 

the amounts proposed for use as a nightti The 
agency notes that Houghton (Ref. 3) state that alkylation of the 
epoxide group of valepotriates and their in valerian 
give cause for concern. (Ref. 4) report 
that the valepotriate cytotoxic, but not 
the sesquiterpene agency will need 
additional information addressing these s fety factors for 
Valeriana officinalis. 
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Your client's petition states that valer 's mechanism of action 
appears to be the blocking of an enzyme at metabolizes gamma 
amino butyric acid (GABA) in the brain. f that mechanism of 
action is correct, the local level of GAB will increase, and the 
ultimate effect may resemble that of the enzodiazepine drugs. 
That class of drugs has been associated h addiction and 
withdrawal from known dependence. cy needs additional 
data showing that such concerns fro valerian are not 
warranted to evaluate its safety as an OT nighttime sleep-aid. 

In addition, your petition acknowledges s:.de effects from 
continual use of valerian, e.g., headache, excitability, 
uneasiness, insomnia, and disturbance of cardiac activity. An 
overdose can cause central paralysis, bradycardia, and decreased 
gastrointestinal motility. The agency has concerns about these 
factors with regard to safety. Adequate data addressing these 
concerns are necessary before this ingredrent can be included in 
the monograph. We would need adverse event reporting information 
from the foreign countries where this ingredient is marketed as 
an OTC nighttime sleep-aid. We are also Lnterested in seeing how 
valerian products marketed in foreign countries address these 
side effects in their labeling. 

Further, valerian is a mixture of easily ydrolyzable esters and 
highly reactive epoxides, of which the ac ive moiety is not 
identified. It contains volatile essenti 1 oils, iridoids 
(valepotriates), and alkaloids. essential oils and 
iridoids show the greatest quanti d qualitative 
variability between species and genera an even within the same 
species. A straightforward test measurin some of the 
fingerprint chemicals, e.g., vale , valerenic acid, 
valerenal, and selected essential oils, ould be designed and an 
internal standard developed. The latter teps should be done in 
conjunction with the United State ial Convention to 
determine the chemical standards These steps are 
not listed in the current Nationa 21 monograph for 
valerian. 

Because the water extract of Valeriana of icinalis has been used 
in certain studies submitted in support o 

I 

monograph status, the 
issues of whether valerian in the water e tract changes 
chemically from that of its powdered form and the stability of 
the water extract need to be determined. 

For reasons discussed above, the agency c generally 
recognize valerian as safe for OTC use at time. 
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Effectiveness 

Kamm-Kohl, et al. (Ref. 5) performed a doI 
Valdisperta, a tablet dosage form contain 
root extract compared to a placebo in 80 : 
79 years of age. Each subject received a 
6 sugar-coated Valdisperto tablets (total 
a placebo. The improvement ratings were : 
differences in a 5-point scale of 0 (absel 
(very severe). Ratings were evaluated fol 

asleep (sleep latency) and problems in rer 
specific period of time as defined by the 
of sleep). 

Two subjects (one in each group) dropped ( 
All 39 subjects in each group exhibited PI 

After 14 days of treatment with Valdisperi 
improved by two points in 8 subjects, one 
was unchanged in 5 subjects, and worsened 
subject. In the placebo group, 10 subject 
point, no change was observed in 28 subjec 
worsened by one point. 

Although the time to fall asleep was not r 
of 30 minutes or less, indicating efficac; 
change in the 5-point scale (1.02 on Vald: 
placebo). These figures demonstrate stat: 
(P<O.OOl, x2-test) of improved versus no c 

the two groups. 

.ble-blind study of 
ng 45 mg dried valerian 
ubjects between 59 and 
one-time daily dose of 
of 270 mg valerian) or 
,eported as point 
.t), 1, 2, 3, and 4 

difficulty in falling 
laining asleep for a 
investigator (quality 

ut during the study. 
oblems falling asleep. 
0 sleep latency 
point in 25 subjects, 
by one point in 1 
s improved by one 
t-s, and 1 subject 

easured, a time frame 
I may be inferred from 
spert@ and 0.22 on 
stical significance 

P ange or worse between 

All 39 subjects in each group reported poor sleep quality at 
baseline. After 14 days of treatment with Valdisperta, 24 
subjects improved by one point, 5 subjects1 improved by two 
points, and 10 subjects were unchanged. 
subjects improved by one point, 

In the placebo group, 12 

and 26 subjects were unchanged. 
1 subject improved by two points, 

The difference between the two 
test groups is statistically significant (p<O.OOl, x2-test). 

The study demonstrates effectiveness of 250 mg valerian root 
extract derived from Valeriana officinalis L. as a nighttime 
sleep-aid by reducing sleep latency and by improving quality of 
sleep. 

Many of the other studies submitted are s pportive of valerian as 
a nighttime sleep-aid, but do not clearly demonstrate 
effectiveness for the following reasons: 

(1) Crossover designs did not inclu e appropriate washout 
periods (Refs. 6 and 7). : 
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(2) No placebo control (Refs. 8 and 
(3) Trials were not adequately powe: 

effect of valerian (Refs. 10 and 11). 

(4) Results were equivocal (Ref. 12 

(5) Some studies include combination 
not allow the evaluation of valerian alonc 

(6) The supplement to your client's 
that more detailed information on the corn] 
Natt is not available to add to the study 

(7) The report does not indicate thl 
extract given to the subjects (Ref. 2). 

Any comment you wish to make on the above 
submitted in three copies, identified wit: 
numbers shown at the beginning of this le. 
Management Branch (HFA-305), Food and Drul 
1061, 5630 Fishers Lane, Rockville, MD 2 
would be more appropriate for any comment, 
evaluation of the safety and effectivenes 
a future TEA submission. 

We hope th is informat ion will be helpful. 

Sincerely y' 

./’ <’ 

fl 
John M. Tay 
Associate C 

for Regu 

9) . 
.ed to evaluate the 

LS of ingredients and do 
! (Refs. 4, 11, and 13). 

petition points out 
josition of Valeriana 
report (Ref. 4). 

: doses of valerian root 

information should be 
L the docket and comment 
.ter, to the Dockets 
1 Administration, Room 
,852. We believe it 
: in response to our 
: data to be included in 

)urs, 

)mmissioner 
.atory Affairs 
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MEMORANDUM DEPARTMENT OF AND HUMAN SERVICES 
HEALTH SERVICE 

FOOD AND UG ADMINISTRATION 
CENTER FGR DRUG ALUATION AND RESEARCH 

DATE: APR 7 2003 

FROM: Director 
Division of OTC Drug Products, 

SUBJECT: Material for Docket No. 

TO: Dockets Management Branch, HFA-3d5 

!xl The attached material should be placed on public 
display under the above refe 

I 

enced Docket No. 

q This material should be cros -referenced to 
Comment No. 

Attachment 


