de!

§121.1092 Acryla:o-aqy]amlde resins.

Acrylate-Acrylamide resins may be
safely used in food under the following
prescribed conditions:

(a) The additive comists of one of the
following:

(1) Acrylamide-acrylic acid resin (hy-
drolyzed polyacrylamide) is produced by
the polymerization of arcryla.mlde wit.h
partial hydrolysis, or by

and subsegu

trile in a sodium silica’
tde aqueous solution, with the greater
part of the polymer being cumposed of
acrylate units.

() ‘The additive contains not more
tha'n 0.05 percent of residual monomer

as acrylamide, -

(c) The additlve is used or Mended
for use as follows:

(1) The additive identified in para-
graph (a) (1) of this'section is used as a
flocculent in the clarification of beet su-
gar juice or cane sugar juice in an
amount not to exceed 5 parts per million
by weight of the juice.

(2) The additive identified -in para-
mnh (a) (2) of this section is used to

control organic and mineral scale in beet

sugar juice and Hquor or cane sugar juice

a.ndllquorin an amount xiot to exceed
2.5 parts per million by weight of ‘the
juice or liquor.

Any person who will be. a.dversely af-
fected by the foregoing order may at any
time within 30 days after its date of
publication in the FepErAL REGISTER file
with the Hearing Clerk, Department of
Health, Education, and Welfare, Room
6-88, 5600 Fishers Lane, Rockville, Md.
20852, written objections thereto in quin-
tuplicate. Objections shall show wherein
the person filing will be adversely af-
fected by the order and specify with par-
ticularity the provisions of the order
deemed objectionable and the grounds
for the objections. If a hearing is re-
- quested, the objections must state the is-
sues for the hearing. A hearing will be
granted if the objections are supported
by grounds legally suificient to justify
the relief sought. Objections may be ac-
companied by & memorandum or brief
in support thereof. Received objections
may be seen in the above office during
working hours, Monday through Friday.

Effective date. This order shall become
eﬂecﬁveunttsdateotpmumuonmthe
Feoeral ResistEr (1-11-72).

Act (sec. 409{(c) (1), 72 Bt.at 1786; 21
USC. 348(::) (1)) and under authority
the Commissioner

legated to (21 CFR
?120) §1211092 is revised to read as

RULES AND REGULATIONS
(Sec, mm @, 72 Stet. 1796; 3 vsa.
M(o) [il) : i

Da.ted -December 30. 1971,

R, E. DUGGAN,
Acting Asaociatc Commdissioner
for Compliance.

[FR Doc.72-400 Filed 1-10-72;8:50 am]

SUBCHAPTER C—DRUGS
PART 148e—ERYTHROMYCIN
Erythromycin—Sulfonamide
nation Products for Oral Adminis-

tration; Final Order Ruling on Ok-
-jections ‘and Requests

An order was published in the FEDERAL

REGISTER of September 27, 1969 (34 F.R.
148980) (DESI.

in 40 days, ‘Part 148e of the.

amondina :
antibiotic drug regulations by repealing
provisions for certification of combina-

tion drugs containing erythromyecin and
administra-

: . triple sulfons:nides for oral
tion. Thirty days were allowed for filing -

proper objections to the order, and a

showing oI reasonable grounds for a

hurlnz

Objections and requests ror a hearlng :

weresubmlttedbymuuymd(:ommuy-
and Abbotir. Laboratories on October 27,

1969. Eli Lilly subsequently amended lts
Tequest by letter dated December 2, 1969; -
Abbott Laboratories amended its request
on June 5, 1970, in response to the order .
promulgnted May 8, 1870 (35 F.R. 1250),

which established the procedural and ln-
terpretive rules applicable to requests for
hearlng The Upjohn Co.; by letter dated
November 25, 1969, adopted and incor-
porated by reference the objections filed

by El Lilly and Abbott. Subsequently by

notice published in the FEDERAL REGISTER
«on November 8, 1969 (34 F.R. 8087) and
January 3, 1970 (35 F.R. 77) the effective

date of the order was postponed pending -

a rule on the objections and requests for
hearing filed.

The medical presentations of both
firms have been considered and the
Commissioner of Food and Drugs con-
cludes that there is no genuine and sub-
stantial issue of fact requiring a hearing
and that the legal argument. offered are
insubstantial, all as explained in more
detail below.

1. The drugs. The drugs involved con-
tain erythromycin and triple sulfona-
mides in the following combinations:

ABBOTT LABORATORIES

Eryvthrocin  Ethyl Succinate-Sulfas
Chewable Tablets and Granules. These
contain erythromycin ethylsuccinate to-
gether with sulfadiazine, sulfamerazine
and sulfamethazineina 1:1:1 ratio.

Erythrocin Stearate-Sulfas Filmtabs,
This contains erythromycin stearate,
with sulfadiazine, sulfamerazine and
sulfamethazine in a 1:1:1 ratio.

Each product contains, per unit dose
(tablet or 5 ce. teaspooon), 125 mg. ery-
thromyecin and 500 mg. triple sulfas.
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Combi=

57), to become effective

sulfameﬂm:lna ina
; 3 Ur:rom Co
Eryt.hrosulfa. '

Tabletu contaln!ng

eryt.hromycln. with " sultadia.zine, sulfa-
,andsulta.meth.n.slnemal 1:1

patient.s “treated ..with'““ 5
sulfonam.lde eombjna.tlon

leve.l of ndequsbe and well

extrapolated to: hum».n' expe.rlence. The
blood level data contain me data re-
specting a proposed sulfonamide formu-
lation'in @ 1:1:4 ration; this is irrelevant’ -
to the products’ sulfonamide formulation

in'a 1:1:1 ratio. The data which relates
to the 1:1:1 preparation involved & dose
twice that recommended in the package
insert; no comparison is made with the
I;llood ‘levels produced by erytm:romycin
‘I‘heclinim.lda.bashmahotalcured
and improved rate of 90.51 percent for
those patients treated with the combina-
tion as compared with a total cured and
improved rate of 95.07 percent for the
patients treated with cin alone.
This does not establish the superiority of
mecomhinat.ian but of one of the com-
ponents. In addition, the data are un-
reliable because of & wide variability in
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clinical lnmt-lxaﬁ:lom ‘and cannot be .



ellnlca.lt disgnosis; a Jack of post-treat-
men
tionormemmmwornngwiﬂ:l
1:1:4 ratio sulfonamide product, which
is irrelevant here; the data 1s pooled daba
dmwnﬂumdimmﬂummmm
obmﬂmwerenotmademn-
sistently; so cultures

etiology and therefore nmresponslve to

viral infections in both groups; some of
the patients received rectal or intra-
muscular as well as oral

erythromycin’
erythromycin. No valid emm.lusions can:

be based on such uncontrolled data.

Wlthrespecttothéddmthatthe.

-sulfa combination is effec-
tive in urinary infoctions with gram-

negative and gram-positive mixed infec-:
tions, Abbott- states

that s study

_submlttedtotheFDA showed alisnlﬂ - ter dic
‘ ./Information “wasmot collected in a large  the

n- - was assoclated with 2.6 percent incidence
_-of skin rashes which were typical allergic
= drug < reactions. In  this  controlled
; erythromycin ‘alone was shown
to be more effective than the ﬂxed

(as in the group as a-whole), ;
bination was considerably leas effective

than sulfs alone.
(b) Published studies. mlymednmny
referred to two published studies which
to establish that antiblotic sul-

work with the excep-
-penldlnn‘i’phu

50 many ‘showed nor-
mal flora that it is evident that many of
the infections must have been viral in.

'sard: The “In Vivo Sensitivity Test"—

a8 _cin-stﬂ.ta eomblnad :

.- improve the'out.come of the acute puru-
. lent cases at 14 days regardless of ‘the -
dose’ uchedule used for the comblnatlon-

RULES AND ‘lEGU'I.AﬂONS

Treatment Rudta in’Relstion to- Ba.c-
terial Etiology,” Pediatrics 43(3): 851
358 (Mar.), 1969, mpnedpenldlllnv.
triple sulfa ina 1:1:1
ratio, and Ampicillin in 308 children with

~otitls media. The authors concluded that
' elther penicillin - plus . sulfonamide - or:
ampiedl;m had & ‘better thempeutlc Té-.

penicillin 'V alone. ‘1‘hls'

sponse than
study 1s not relevant here.
The second study, Howie and Plous-

Bacf.erlology of Middle Ear Exudate
During. _Antimicrobial Th.erapy in Otitis

Media,” Pediatrics 44:940-944 (Dec).' y,
pared penlcﬂnn with sulfona~ ' v \j were 'C
~ein,  erythromycin . plus mlronmnides "

1969, co
mides.

: tdm tj.hst Abbott’s p‘rqdmta are noc sh'

Supp. 301 (D. Del, 1970), The

triple. sulfas, sulfamethoxazole or su]:n.-; ‘the
unequal

dimethoxine; and tetracycline in

groups of- children. The authors’ con-

cluded | smplcﬂlln. _n.lcillin -sulfe

double hlind smdy with °mu.ltlp‘le _sa.fe-

"~ Abbott’ rererred to 24 references ttom a.

) vhe ‘published literature.” All but oneé of thromy
. the references’are not enﬂtled 1o con-
“ sideration’ for various reasons, includ- -
n- ing the lack of controls, employment of
{y. different doses, ' different drugs:. ;

_'."-'studyis:e‘levmt LenoskLetﬂ
e . o 2

“Drug G n

l'-"Nlntsr-four-
-_ _-pement of those on ‘erythromycin alone

were ‘cured; 875 pereenx_on,erythromy o V. Fi

drug. 'Moreover, the combination drug

‘study,

combination. < -

A published controlled  study wh.ich
was not referred to by either Abboti or
Lilly is Hughes and Collier: “Strepto-
coccal Pharyngitis, Am. J. Dis. Child. 118:
700-707, 1969. In this study, children
with betahemolytic streptococcal  phar-
yngitis were treated with Abbott’s ery-
thromycin-sulfas or with erythromyecin
alone. The cure rate for erythromycin
alone was 84.2 percent; for the com-
bination, 68.5 percent.

Thus, there is a lack of substantial
evldenee consisting of adequate and well-
controlled clinical studies that the fixed
combination products consisting of ery-
thromycin plus sulfonamides will have
the result clalmed for them. On the con-
trary, the controlled studies establish
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: Tty vent :
. nal ‘frritation, and oversmwt.h ‘of ‘non

smeepﬁble a4 or. fungi from  eryth

serum sickness, hemalirélogic reactlom in- -

cluding aplastic anemia, and renal dam-
age, the regulations for certification of

deleté these fixed combination erythro- -

mycin-sulfonamide products from the list

of drugs acceptable for certification, The ]

Commissioner further finds that the cer-'
tificates of safety and effectiveness here-

tofore issued for these fixed combination =~

erythromycin-sulfonamide products.
should be revoked on the basisof & lack
of substantial evidence of effectiveness
and an unwarranted “from thh =
fixed combination antibiotic thempy. S

Therefore; pursmttotheproviddm_' o

of the Federal Food, Drug, and Cosmetioc

-
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the RecisTer of
1970 (35 F.R. 18513), will b
tive 30 days after the date

[FR Doc.72-350 Filed 1-10-72;8:560 am]

Title 20—LABOR
Chupllr XVIl—Occupational - Sufety-

and Health Adminlslm!io‘n, “De-
pariment of Labor

PART 1 9IO—OCCU?ATIONM. SAFETY :

Standard for Exposure’ !o As
Dust in. Ship Rnpuinng,

)-.
1910, 13 1910.14, 1910.15, am:l 1910 16 ate

SQeﬁon_.n 1910.13, 1910. 14
1910.16 adopt,  and extend:
bility - nt ma.rlﬁme sa.tety

1917, and 1918 (see 36 F.R. 25232). Those
standards permit the exposure of em-
ployees to concentrations of asbestos dust
so high as to constitute a great danger
to the employees. The immediate adop-
tion of the emergency temporary stand-
ard set forth below, which is-the same &s
that promulgated for industries in gen-
eral on December 7, 1971 (36 F.R. 23207)
is necessary to protect employees from
that danger. 3

.In addition. 29 CFR 1810.93a (36 F-R,
23208) s amended by correcting a cleri-
cal error in paragraph (g) thereof.
Part 1910 of Title 20 of the Code of

-
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is ndded, réadingasrouawa

Lereby amended as set forth below AN g

§1910.16 Longshoring:

(g) An q eanupozasbeaeosdmtm
be: performed--liy wyacuum cleaners. No
dry sweeping:or blowing of dust shall be
performed.

(8ec. o(c). 84 Btat. 1506; 20 U.S.C. 655, Secs
retary's Order No. 12-71, 38 F.R. 8764)

Effective date. These amendments

shall become effective immediately upon

publication in the Fepzrar REGISTER
(1-11-72).

Simed at Washington, D.C., this 6th
day of January 1872,

' G. C. GUENTHER,
Assistani Secretm'y of I.abor

[FR Doc.73-401 Plled 1-10-72;9:40 am]
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