immediate reg i

In a notice publisheq in the Fepzgray,
REcisTer of September- 9, 1976 (41 FR authors reported
38312, FDA proposed to establish con~ twe,en(theophylline dosage and the likeli-
ditions under which OTC cold; cough, hood -ef achieving both therapeutic ef.
allergy, bronchodilator, and antiasth-  fect ang toxicity. 1

ic drugs are generally -recognized. ag
and effective. gnd 1ot misbranded,
based son. the recommendations of ~the
Panel. The Preambile to the proposal also
Included the complete conclusions and
recommendations of the Panel. © .

an initial determination not to disagree
Wwith the Panel’s reco i he

mg in 24 hours, -

54032 540ms

[Docket No: 76N-0052] . °§‘?hetrﬂiﬁﬁﬁg§3' , 5230]3 &Fug; ﬁw'
AT A T g . ministration, Rpy | 600: . Fishers
OVERTHE-COUNTERDRUGS = tne fonel's recommendation that theo- Lo Rockville, MD 2085%and ‘may pe
e L ingle ~ ~ Phylline be mide availablé: for use 4s 'a én betwaer the hotirs of and 4
Decision on Theophylline As A Single single ingredient in OTC drug preducts. - Seen be ween & el GFm'Is;ﬁ 4 a‘,‘mi’.gn
ingredient This additional information, which ey R Monda}ythl}m%%;ﬁ: 1 informatic
The Food and Drug Administrabmn - Aek:available during the Panel’s delibera- | Because o 15 additional information

announces that, as g result. of tions, indi

additional information, the Commission-~ therapeutic do.
er of Food and Drugs disagrees with the individuals.
recommendation of the Cold, Cough, Al- that' the safe and
lergy, Bronchodilator ang Antiasthmatic drug requir

; Vi
Commis.’sion_er stated, however, - iy

ceens of .the .pa

ent popula;

:9, 2559

ercent is

toxicity.- At the -Yower: adult 4

' The report notes “thai téiﬁ‘rem} d ..
enaoq il products. - Suggest that theophyliine is effective for _For the above reasons, the Commjs-~

suppressing chronic asthmatic symptoms: sioner does not at this time agree with

ati es careful
Panel (“the Panel”) to allow theophyl- . based/on-fgh;eo‘phylline.,se Ui con
line o be made available over-the-coun- tions,.. - 2
ter (OTC) as s single ingredient. Anhy - Inarecent r
OTC drug product containing theophyl- MBD,. Lieslie
line as a single ingredient is subject. to “Rharma(;o-tthep_a@py; of..

ulatory action, " Journal of the Main

tient p(;pulation will: . end and inAcombina;tion, and both in pre-

; , W, shieve i : r, . Scription and oTC drug products; is un-
had been limited to Dreseription use or gfcblgét?§5?a Soerapeutic effect; nowever, .,

tion -is likely to

) d - Suggesting careful 'titi‘ation. based on
c_a,te:etlg,;ytlgg {f;ﬁ,mégeﬁo‘ige measurement of theophylline serum
This information suggests levels, the Comnﬂssioner(conpludes that,

'effecti;fe:f:gse'_ i th

ical Associaﬁef R is 2
5 Sep‘temberr1976, the: .3
the relationship

likely to be at risk of = dergoing extensive review in FDA. There-
ey 0 oy Tisk o f,qr‘e,; conditions under which ‘theophyl-

age level lower than that recommended Hended by 1 s oL A e Fee- 1Line is used may be subject ¢ additional
C ik mmenge the'Parne H . Raei une | $ y Subject to 1tiona)

Y the Pane} After reviewing those spe- ghe repo ,’d‘_sbgr‘o‘w; thi% ';oﬁe changes in the future, The Commissioner
tillc ingredients, the Commissioner magde o -recommends that there not be-any pro-

#eration in the number of products con-
; taining theophylline, pending the an-
' nouncement of. the results of the review

data; py PDA, a o '

tic

admninistered in dosages that ace the Panel's recommendation, (rag theo-
the therapeutic Serum .concentra~ phylliz-l,e be: classified in Category I and.

B range of 10

to 20 micrograms: per - :he made available for OTG use as a single

. iliter (ug/ml) . The Panel stated that <P : in acco ‘Wi
e o S SRR e B Bk Gy reier I secordamos il
audgmegx;t tﬁiogg;uﬁfénei rﬁg?_rdilzig tﬁh%’ - Dbatlents in their maintenance dosé res: . setting forth ‘the ‘of ingredients
, he believe AL uiremernte ttributable to remark Fedoma 4 tor se fnd
‘$here was a scientific issye as to whether g;]ém é%g?;gcz?ﬁ the rate at which theo- reeommen(%ed for use “under the
the recommended dosage levels. were phylline is metabolized. Béeatise of varias e io T
therapeutically effective for a significant, tions in metaholisn. about 20 percent of OFPE€ drug l‘e&’ig’ o
Identifiable population of “asthmatics, . ‘the adult patients receivi € 800-mg/day ~ERAL REGISTER of Augm: e
'gl’flereforf, the Commissionér noteq that Will have theophylline serum conoeit 8258 & %nigep?sdi’e;%ggeingr edient for
eophylline wag currently, undergoing - tions of over .20 ey ¢ at g8 o © ingredient f N
extensive review within the agency and, '%}?gif?; ,%; ‘%’véén : 18] se Is subject to immediate regu,la;

port has ‘been

FEDERAL REGISTER, 'VOL. 41 P

equently, the Panel’s recommenda- “recommend that, becs
ght be subject to modification m - uch as seizures. and

auires him to disagree at this time wity o be based on meas

NO. 239..pp
RN

levels

toryaction. .
. Dated: December 3, 1976, -

ath” can occiir -

tative final monograph. fro iva' " concentrati -
L IE QBT " , .. excessive  serum concentra ions - SHERWIN GARDNER,
ommendggggc%lglé?%oirfnfilsiﬂﬁ;eim;srgg: - (generally over 20 ug/mD without rier - ‘ ' Acting Commissioner of
; itional. i b slgns of lesser ‘toxicH > clinical titration 5 Pood
ceived additional mformation “that re- ; A it of thee—

IDAY; DECEMBER- 10,1976 =~ e



