MIGRANT AND OTHER SEASONAL
FARMWORKERS PROGRAM

| Year 1976 State Planning Estimates
m::d Announcement of Areas Open for

Pursuant to 29 CFR 07.211, the Man-
power Administration announces (1) the
State planning estimates for use by or-
ganizations applylng for Fiscal Year 1976
funds for Migrant and Other Seasonal
Farmworker Programs authorized by sec-
tion 303 of the Comprehensive Employ-
ment and Training Act of 1973 (CETA),
and (2) that all of the jurisdictions listed
pelow, except Alaska, are open for com-
petition among organizations eligible for
section 303 grants. The planning esti-
mates, which are announced for planning
purposes only, are subject to Congres-
slonal action on the Fiscal Year 1976 ap-
propriation for the Department of Labor,
Manpower Administration, CETA,

The Quarterly Agricultural Labor Sur-
vey of the Statistical Reporting Service
of the United States Department of Agri-
culture was determined to be the best
nvailable data source for the Fiscal Year
1976 allocation of section 303 funds, due
to its superior statistical precision. The
survey methodology Involves multiple
frame sampling on a probability basis.
Probability samples are selected from
lists of employers as well as from land
areas to increase efficiency and precision.
The employers sampled included both
agricultural employers and agricultural
service firms,

The definition of farmworker used by
the Statistical Reporting Service cor-
responds very closely with the section
303 definition. The specific data item used
for determining the planning estimates
is the number of hired farmworkers per
State in each calendar quarter, modified
by monthly adjustment factors to pro-
duce monthly data.

Elghty-filve percent (85%) of the
planned total section 303 allocation has
been apportioned for the planning esti-
mates for programs in 49 States and
Puerto Rico, based on each State's per-
centage of the nation’s farmworkers and
on each State’s hold harmless level of
ninety percent (80%) of the Fiscal Year
1975 allocation,

Organizations interested in applying
for these funds should consult the July
9, 1975, Feoerat. Recisrer for the pro-
cedures to be used.-A notice of intent to
apply, Preapplication for Federal Assist-
ance form, Part I, OMB No. 80-R0187,
must be submitted by eligible organiza-
tions to the Department of Labor, Man-
power Administration, by August 1, 1975.

The following list presents the State
planning estimates for the Fiscal Year
1976 grant application process for the
Jurisdictions which will be allocated
funds according to the procedures de-
scribed above,

State
planning
estimate

1

‘

1

o
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Signed In Washington, D.C., this 18th
day of July, 1975.
Roaert J. McCoNNON,

Director,
Office of National Programs.

| FR Doc.75-10474 Flled 7-24-75;8:45 am|

Occupational Safety and Health
Administration

FEDERAL ADVISORY COUNCIL ON
OCCUPATIONAL SAFETY AND HEALTH

Cancellation of Meeting

The meeting of the Federal Advisory
Council on Occupational Safety and
Health scheduled for July 30, 1975, In
Washington, D.C., published July 8, 1975,
(Feperal Recister, Vol. 40 No, 131), is
hereby cancelled due to further develop-
ment of agenda items.,

Signed at Washington, D.C., this 24th
day of July 1975,

Joux T. Duxvor,

Secretary of Labor.
[FR Doc.75-10566 Filed 7-24-75:0:45 am |
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INTERSTATE COMMERCE
COMMISSION

[Notice No. 815]
ASSIGNMENT OF HEARINGS
JuLy 22, 1975.

Cases assigned for hearing, postpone-
ment, cancellation or oral argument ap-
pear below and will be published only
once. This list contains prospective as-
signments only and does not include
cases previously assigned hearing dates.
The hearings will be on the issues as
presently reflected in the Official Docket
of the Commission. An attempt will be
made to publish notices of cancellation
of hearings as promptly as possible, but
interested parties should take appropri-
ate steps to insure that they are notified
of cancellation or postponements of
hearings in which they are Interested.

MC 140747, Rancocas Valley Bus Service,
Inc., now being assigned November 11,
1975, (2 days), at Philadelphia, PA, in
A hearing room to be later designated.

MC 113528 (Sub-No. 24), Mercury
Freight Lines, Inc,, now being as-
signed November 3, 1875, (2 weeks), al
Baton Rouge, LA, in a hearing room to
be later designated.

MC 130262 Crimson Travel Service, Inc.,
DBA Crimson Travel Service, now as-
signed August 4, 1975, at Boston, Mass.,
is postponed to August 5, 1975, (1
week), at Boston, Mass,, Fifth Floor,
150 Causeway.

MC-F-12333 Enhrlioh-Newmark Trucking Co.,
Inc—~—Purchase (Portion)—Empire Carriers
Corporation (Alfred A. Rosenberg, Trustee)
MC 76065 (Sub-No. 24), Ehriloh-Newmark
Trucking Co., Inc, MC-F-12334, Tredways
Express, Ino.,—Purchase (Fortion)—Em-
plire Carriers Corporation (Alfred A, Rosen-
berg, Trustee), MC-P-12345, Hempatoad
Delivery Co,, Inc~Purdhase (Portion)—
Empire Carriers Corporation (Alfred A.
Rosenberg, Trustee), MC 121393 (Sub-No,
5). Hempstead Dellvery Co., Ine. and MC
34078 (Bub-No. ) Tredways Expresa, Inc.,
now assigned September 8, 1975, at New
York, N.Y, s postponed to October 6, 1075,
(1 woek), at New York, N.Y. In a hearing
room to be later designated.

[sEAL] Rogerr L, OswaLp,
Secretary.

[PR Doc. 7519408 Flled 7-24-756:8:45 am|

[Notice No. 30]

MOTOR CARRIER BOARD TRANSFER
PROCEEDINGS

JuLy 25, 1975,

Synopses of orders entered by the
Motor Carrier Board of the Commission
pursuant to sections 212(b), 206(a), 211,
312¢(b), and 410(g) of the Interstate
Commerce Act, and rules and regulations
prescribed thereunder (49 CFR Part
1132), appear below:

Each application (except 85 otherwiso
specifically noted) filed after March 27,
1972, contains a statement by applicants
that there will be no significant effect on
the quality of the human environment
resulting from approval of the applica-
tion. As provided in the Commission’s
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Special Rules of Practice any interested
person may file a petition seeking recon-
sideration of the following numbered
proceedings on or before August 14, 1975.
Pursuant to Section 17(8) of the Inter-
state Commerce Act, the flling of such a
petition will postpone the effective date
of the order in that proceeding pending
its disposition. The matiers relied upon
by petitioners must be specified in their
petitions with particularity.

No. MC-FC-75976. By order entcred
July 21, 1075, the Motor Carrier Board
approved the transfer to D & D TRANS-
PORTATION CO., INC., Camden, N.J.,
of the operating rights set forth in Per-
mit No. MC 134153 (Sub-No. 1), issued
October 7, 1971, to Joseph O. Dickerson,
Jr., and Joseph O. Dickerson, Sr., doing
business as D & D TRANSPORTATION
COMPANY, Camden, N.J., authorizing
the transportation of steel articles, from
Philadelphia, Pa., to points in Connecti-
cut, Delaware, Maine, Maryland, Massa~
chusetts, New Hampshire, New Jersey,
New York, Pennsylvania, Rhode Island,
Vermont, Virginia, and the District of
Columbia, limited to a transportation
service to be performed under a continu-
ing contract, or contracts, with Bayou
Limited, of Pennsauken, N.J. Raymond
A. Thistle, Jr., Suite 1012, Four Penn
Center Plaza, Phﬂadelphla. Pa. 19103,
attorney for applicants.

No. MC-FC-75977. By order entered
July 21, 1975, the Motor Carrier Board
approved the transfer to Glen Gawsan,
Bronx, N.Y., of the o lsncmt.im; rights set
forth in Ceruncntc MC 125015, is-
sued February 12, 1964, to Peter Gaspa-
rini, Mamaroneck, N.Y., authorizing the
transportation of homing pigeons, in
crates, and in connection with such ship-
ments, supplies and equipment used in
the care of such pigeons, from points in
Westchester County, N.Y., and Fairfield
County, Conn., to points in New Jersey
on and north of U.S. Highway 30 ex-
tending from the Atlantic Coast at At-
lantic City, NJ.. to the Delaware River
at Camden, N.J. Morton E. Kiel, Suite
61983, 5 World Trade Center, New York,
N.Y. 10058, practitioner for applicants.

[sEAL] RoserT L. OSWALD,
Secretary.

[FR Do0.75-10404 Piled 7-24-75:8:45 am|

[Natice No. 40]

MOTOR CARRIER TRANSFER
PROCEEDINGS
Jury 25, 1975.

Application filed for temporary au-
thority under section 210a(b) in connec~
tion with transfer application under Sec-
tion 212(h) and Transfer Rules, 40
CFR Part 1132:

MC-FC-75951. By application flled
June 18, 1975, BILL, MURRAY GRAIN
SERVICE, INC., Box 27, Hopkington, IA,
52237, seeks temporary authority to lease
the operating rights of HAYDEN PRO-
DUCE, INC,, 101 8. Scott Street, Ana-
mosa, IA, 52205, under section 210a(b).

NOTICES

The transfer to BILL MURRAY GRAIN
SERVICE, INC,, of the operating rights
of HAYDEN PRODUCE, INC., is pres-
ently pending.

By the Commission.

IsEAL) Roserr L. OsSWALD,
Secretary.

[FR Doc.75-19405 Piled 7-24-76;8:45 am|]

[Notice No. 81)

MOTOR CARRIER TEMPORARY
AUTHORITY APPLICATIONS

JuLy 21, 1975.

The following are notices of filing of
applications for temporary authority un-
der Section 210a(a) of the Interstate
Commerce Act provided for under the
provisions of 49 CFR 1131.3. These rules
provide that an original and six (6)
coples of protests to an application may
be filed with the field official named in
the Fepgran Recister publication no later
than the 15th calendar day after the
date the notice of the filing of the appli-
cation is published in the Feorral Recis-
TER. One copy of the protest must be
served on the applicant, or its authorized
representative, if any, and the protestant
must certify that such service has been
made. The protest must identify the op-
erating authority upon which it is predi-
cated, specifying the “MC" docket and
“Sub" number and quoting the particu-
lar portion of authority upon which it
relies. Also, the protestant shall specify
the service it can and will provide and
the amount and type of equipment it will
make avallable for use in connection with
the service contemplated by the TA ap-

plication. The weight accorded a protest

shall be governed by the completeness
and pertinence of the protestant's
information,

Except as otherwise specifically noted,
each applicant states that there will be
no significant effect on the quality of the
human environment resulting from ap-
proval of its application.

A copy of the application is on file,
and can be examined at the Office of the
Secretary, Interstate Commerce Commis-
sion, Washington, D.C., and also in the
I.C.C. Field Office to which protests are
to be transmitted.

MoTor CARRIERS OF PROPERTY

No. MC 730 (Sub-No. 382TA), filed
July 9, 1975, Applicant: PACIFIC IN-
TERMOUNTAIN EXPRESS CO., 1417
Clay St., Oakland, Calif. 94612. Appli-
cant's representative: Thomas J. And-
rich (same address as applicant), Au-
thority sought to operate as a common
carrier, by motor vehicle, over irregular
routes, transporting: Meat, meat prod-
uots, meat by-products and articles, dis-
tributed by meat packinghouses as de~
scribed in Sections A and C of Appendix
I to the report in Descriptions in Motor
Carrier Certificates, 61 M.C.C. 209 and
766 (except hides and commodities in
bulk), from the plantsite and storage
facilities of or utilized by Farmland

Foods, Inc., located at or near Crete,
Nebr., to points in Arizona, California,
Colorado, Idaho, Montana, Nevada, New
Mexico, Oregon, Utah, Washington, and
Wyoming, restricted to the transporta-
tion of traffic originating at the above
origin and destined to the above-named
destinations, for 180 days. Supporting
shipper: Farmland Foods, Ine., 3315 N.
Oak Traflicway, Kansas City, Mo. 64116,
Send protests to: A. J. Rodriquez, Dis-
trict Supervisor, Interstate Commerce
Commission, Bureau of Operations, 450
Golden Gate Ave., Box 36004, San Fran-
cisco, Callf, 94102,

No. MC 11727 (Sub-No. TTA), filed
July 9, 1975. Applicant: JAMES H
RUSSELL, INC., 3 Rocky Hill Road,
Smithfield, R.I. 02917, Applicant’s repre-
gentative: Francis E. Barrett, Jr,, 10 In-
dustrial Park Road, Hingham, Mass,
02043. Authority sought to operate as a
common carrier, by motor vehicle, over
irregular routes, transporting: Bottles
and accessories therefor, from Cliffwood,
N.J., to Merrimack, N.-H,, for 180 day:
Supporting shipper: Midland Glass Com-
pany, Inc., P.O. Box 557, Clifwood, N.J.
07721. Send protests to: Gerald H. Curry,
District Supervisor, 187 Westminster St |
Providence, R.1. 02903.

No. MC-139800 (Sub-No. 27TTA), filed
July 7, 1975, Applicant: MIDWESl
HAULERS INC,, 228 BSuperior St
Toledo, Ohio 43604. Applicant’s repre-
sentative: Harold G. Hernly, Jr., 118
North St. Asaph St., Alexandria, Va
22314. Authority sought to operate as a
common carrier, by motor vehicle, over
irregular routes, transporting: General
commodities, which are at the time mov-
irg on bills of lading of freight for-
warders, as defined in Section 402(a) of
the Act, from Memphis, Tenn,, to Syra-
cuse, Rochester, Buffalo, and Albany,
N.Y.; West Haven, Conn.; Allentown,
Pa.; Worcester, Mass,; Whippany, N.J.;
and Wilmington, Del., for 180 days. Sup-
porting shipper: Springmeier Shipping
Company, Inc., 123 Hadley St., St. Louis,
Mo. 63101. Send protests to: Keith D
Warner, District Supervisor, Bureau of
Operations, Interstate Commerce Com-
mission, 313 Federal Office Bldg, 234
Summit St.,, Toledo, Ohio 43604.

No. MC 51146, (Sub-No. 438TA), filed
July 11, 1975. Applicant: SCHNEIDER
TRANSPORT, INC., 2661 South Broad-
way, Green Bay, Wis. 54304. Applicant’s
representative: Neil A. DuJardin, P.O.
Box 2208, Green Bay, Wis. 54306. Au-
thority sought to operate as a common
carrier, by motor vehicle, over irregular
routes, transporting: Cans, aluminum
and return of empty pallets and other
dunnage materials, and refused or re-
jected shipments, from the plantsites and
warehouses of Reynolds Metals Com-
pany, at Woodbridge, N.J., and Middle-
town and Warwock, N.Y., to Louisville,
Ky.; Pabst, Ga.; Cheraw, S.C.; and
Belleville, Ill,, for 180 days. Supporting
shipper: Reynolds Metals Company,
P.O. Box 27003, Richmond, Va. 23261.
Send protests to: John E. Ryden, Inter-
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state Commerce Commission, Bureau of
Operations, 135 West Wells St.,, Room
807, Milwaukee, Wis. 53203,

No. MC 82492 (Sub-No. 124TA), filed
July 9, 1875. Applicant; MICHIGAN &
NEBRASKA TRANSIT CO., INC., 2109
Oimstead Road, P.O. Box 2853, Kala-
mazoo, ~Tich. 49003. Applicant's repre-
sentative: Willlam C. Harris (same ad-
dress as-applicant), Authority sought to
operate as a common carrier, by motor
vehicle, over Irregular routes, transport-
ing: Meat, meat products, meat by-prod-
uets and articles, distributed by meat
packinghouses as described In Sections
A and C of Appendix I to the report in
Descriptions in Motor Carrier Certifi-
cates, 61 M.C.C. 209 and 766 (except
hides and commodities in bulk) , from the
plantsite and storage facilities of or
utilized by Farmland Foods, Inc,, located
at or near Crete, Nebr., to points in Il-
linois, Indiana, Towa, Kansas, Kentucky,
Michigan, Minnesota, Missourl, New
York, North Dakota, Ohio, Pennsylvania,
South Dakota, and Wisconsin, restricted
to the transportation of traffic originat-
ing at the above origin and destined to
the above-named destinations, for 180
days. Supporting shipper: Farmland
Foods, Ine., 3315 N. Oak Trafficway,
Kansas City, Mo. 64116. Send protests
to: C. R, Flemming, District Supervisor,
Bureau of Operations, Interstate Com-
merce Commission, 225 Federal Bldg.,
Lansing, Mich. 48933.

No. MC 99427 (Sub-No. 22TA), filed
July 1, 1975. Applicant: ARIZONA TANK
LINES, INC., 4150 East Magnolia St.,

Phoenix, Ariz. 85005, Applicant’s repre-
sentative: E. Check, P.O. Box 855, Des
Moines, Towa 50304. Authority sought to
operate as a common carrier, by motor
vehicle, over irregular routes, transport-
ing: Forest fire retardant, liguid, 12 bulk,
from Phoenix, Ariz., to points in New
Mexico, for 180 days. Supporting ship-
per: Chemonics Industries, P.O. Box
21568, Phoenix, Ariz. 85036. Send protests
to: Andrew V. Baylor, District Super-
visor, Interstate Commerce Commission,
3427 Federal Bldg., 230 N. First Ave.,
Phoenix, Ariz. 85025.

No. MC 113678 (Sub-No. 595TA), filed
July 7, 1975, Applicant: CURTIS, INC.,
4810 Pontiac St., Commerce City (Den-
ver), Colo, 80022, Applicant’s represent-
ative: David L. Metzler, P.O. Box 16004,
Stockyards Station, Denver, Colo, 80218.
Authority sought to operate as a common
carrier, by motor vehicle, over irregular
routes, transporting: Meat, meat prod-
ucts, meat by-products and artioles, dis-
tributed by meat packinghouses as de-
scribed in Sections A and C of Appendix
I to the report in Descriptions in Motor
Carrier Certificates, 61 M.C.C. 209 and
766 (except hides and commodities In
bulk), from the plantsite and storage fa-
cllities of or utilized by Farmland Foods,
Inc,, located at or near Crete, Nebr., to
points in Arizona, California, Colorado,
Idaho, Montana, Nevada, New Mexico,
Oregon, Utah, Washington, and Wy-
oming, restricted to the transportation
of traffic originating at the above origin

NOTICES

and destined to the above-named
destinations, for 180 days. Supporting
shipper: Farmland Foods, Inc., 3315 N.
Oak Traflicway Kansas City, Mo. 64116.
Send protests to: Herbert C. Ruoff, Dis-
trict Supervisor, Interstate Commerce
Commission, 2022 Federal Bldg., Denver,
Colo. 80202.

No. MC 113843 (Sub-No, 22TA), filed
July 7, 1975. Applicant: REFRIGER-
ATED FOOD EXPRESS, INC,, 316 Sum-
mer St., Boston, Mass. 02210. Applicant's
representative: William J. Boyd, Sulte
222, 600 Enterprise Drive, Oak Brook,
111, 60521, Authority sought to operate as
a common carrier, by motor vehicle, over
irregular routes, transporting: Meat,
meat products, meat by-products and
articles, distributed by meat packing-
houses as described in Sections A and C
of Appendix I to the report in Descrip-
tions in Motor Carrier Certificates, 61
M.C.C. 209 and 766 (except hides and
commaxiities in bulk), from the plantsite
and storage facilities of or utilized by
Farmland Foods, Inc., located at or near
Crete, Nebr., to points in Connecticut,
Delaware, the District of Columbia,
Maine, Maryland, Massachusetts, New
Hampeshire, New Jersey, New York,
Pennsylvania, Rhode Island, Vermont,
Virginia, and West Virginia, Restriction:
Restricted to the transportation of traf-
fic originating at the above origin and
destined to the above-named destina-
tions, for 180 days. Supporting shipper:
Farmland Foods, Inc., 3315 N, Oak Traf-
ficway, Kansas City, Mo. 64116, Send
protests to: John B. Thomas, District
Supervisor, Interstate Commerce Com-
mission, Bureau of Operations, 150
Causeway St,, Room 501, Boston, Mass,
02114,

No. MC 114284 (Sub-No. 70TA), filed
July 9, 1975. Applicant: FOX-SMYTHE
TRANSPORTATION CO., PO, Box
82307, Stockyards Station, Oklahoma
City, Okla. 73108. Applicant’'s represent-
ative: John E. Jandera, 641 Harrison
Si, Topeka, Kans. 66603, Authority
sought to operate as a common carrier,
by motor vehicle, over irregular routes,
transporting: Meat, meat products, meat
by~-products and articles, distributed by
meat packinghouses as described in Sec-
tlons A and C of Appendix I to the report
in Descriptions in Motor Carrier Certif-
fcates, 61 M.C.C. 209 and 766 (except
hides and commodities in bulk), from
the plantsite and storage facilities of or
utilized by Farmland Foods, Inc., located
at or near Crete, Nebr, to points In
Arkansas, Colorado, Iowa, Kansas, Loui-
slana, Missouri, New Mexico, Oklahoma,
and Texas, restricted to the transpor-
tation of traffic originating at the above
origin and destined to the above-named
destinations, for 180 days. Supporting
shipper: Wayne E. Lemke, Mgr., Pack-
inghouse Product Traffic, 3315 N. Oak
Traflicway, Kansas City, Mo. 64116, Send
protests to: Marle Spillars, Transporta-
tion Assistant, Interstate Commerce
Commission, Room 240 Old P.O, Bldg,,
21.'; ?.W. Third, Oklahoma City, Okla.
73102,
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No. MC 117688 (Sub-No. 156TA), flled
July 8, 1975. Applicant: HIRSCHBACH
MOTOR LINES, INC., 5000 South Lewls
Blvd., P.O. Box 417, Sioux City, Iowa
51102. Applicant’s representative: George
L. Hirschbach (same address as appli-
cant). Authority sought to operate as a
common carrier, by motor vehicle, over
irregular routes, transporting: Meat,
meat products, meat by-products and ar-
ticles, distributed by meat packinghouses
as described in Sections A and C of Ap-
pendix I to the report in Descriptions in
Motor Carrier Certificates, 61 M.C.C. 209
and 766 (except hides and commodities
in bulk), from the plantsite and storage
facilities of or utilized by Farmland
Foods, Inc,, located at or near Crete,
Nebr., to points in Alabama, Arkansas,
Florida, Georgia, Kentucky, Louisiana,
Mississippi, New Mexico, North Carolina,
Oklahoma, South Carolina, Tennessee,
and Texas, for 180 days. Supporting
shipper: Wayne E. Lemke, Manager-
Packinghouse Product Traflic, Farmland
Foods, Inc., 3316 N. Oak Trafficway, Kan~
sas City, Mo. 64116. Send protests to:
Carroll Russell, District Supervisor, Suite
620, Union Pacific Plaza, 110 North 14th
St., Omaha, Nebr. 68102,

No. MC 118159 (Sub-No. 159TA), filed
July 8, 1975. Applicant: NATIONAL
REFRIGERATED TRANSPORT, INC.,
P.O. Box 51366, Dawson Station, Tulsa,
Okla. 74151, Applicant’s reprezentative:
Neil A. DuJardin, P.O. Box 2298, Green
Bay, Wis, 54306, Authority sought to op-
erate as a common carrier, by motor
vehicle, over irregular routes, transport-
ing: Foodstuffs, in mized shipments with
cleaning, bleaching, washing, and scour-
ing compounds (except in bulk), from
Atlanta, Ga., to points in Kentucky and
Tennessee west of US, Highway 431;
points in Louisiana east of the Mississippl
River; points in Arksnsas on and east
of a line beginning at the Arkansas-Mia-
souri State line near Corning, Ark,, and
extending southwesterly along U.S. High-
way 67 to junction U.S, Highway 65 at
or near North Little Rock, Ark,, thence
along U.S. Highway 65 southeasterly to
the Arkansss-Louisiana State line near
Readland, Ark. (except Little Rock, Ark.,
and points In its Commercial Zone as de-
fined by the Commission); and from
Houston, Tex., to points in Arkansas,
Louisiana, and Mississippi, for 180 days.
Supporting shipper: The Clorox Com-
pany, Beverly R, Mitchell, Asst,, T.M.,
7901 Oakport St., Oakland, Calif. 94621,
Send protests to: Marie Spillars, Trans-
portation Assistant, Interstate Com-
merce Commission, Bureau of Opera-
tions, Room 240 Old P.O. Bldg., 215 N.W.
Third, Oklahoma City, Okla, 73102,

No. MC 119880 (Sub-No. 89TA), filed
July 10, 1975, Applicant: DRUM TRANS-
PORT, INC,, 617 Chicago St., P.O. Box
2056, E. Peoria, IlIl. 61611. Applicant's
representative: B. N. Drum (same ad-
dress as applicant). Authority sought to
operate as a common carrier, by motor
vehicle, over irregular routes, transport-
ing: Alcoholic liquors, in bulk, In tank
vehicles, from Owensboro, Ky, to Cross-
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protests to: Richard K. Shullaw, District
Supervisor, Interstate Commerce Com-
mission, Everett McKinley Dirksen
Bldg., 219 8. Dearborn St., Room 1086,
Chicago, I11. 60604.

No. MC 126736 (Sub-No. 75TA), filed
June 25, 1975, Applicant: PETROLEUM
CARRIER CORPORATION OF FLOR-
IDA, 155 East 21st St., P.O. Box 1559,
Jacksonville, Fla, 32201, Applicant's rep-
resentative: L. H. Blow (same address as
applicant) . Authority sought to operate
as a common carrier, by motor vehicle,
over Irregular routes, transporting:
Motor fuel antiknock compound, in bulk,
in tank vehicles, from Baton Rouge, La.,
to Jacksonville, Fla., for subsequent ex-
port movements, for 180 days. Support-
ing shipper: Ethyl Corporation, 451 Flor-
ida, Baton Rouge, La. 7T0801. Send
protests to: G. H. Fauss, Jr, District
Supervisor, Bureau of Operations, Inter-
state Commerce Commission, Box 35008,
400 West Bay St., Jacksonville, Fla. 32202,

No. MC 126736 (Sub-No, 76TA) (Cor-
rection) , filed June 27, 1975, published in
the FeoerAl REGIsTER Issue of July 14,
1975, and republished as corrected this
issue. Applicant: PETROLEUM CAR-
RIER CORPORATION OF FLORIDA,
155 East 21st Street, P.O. Box 15859,
Jacksonville, Fla. 32201, Applicant’s rep~
resentative: L. H, Blow (same address as
applicant) . Authority sought to operate
as a common carrier, by motor vehicle,
over irregular routes, transporting:
Dimethyl sulforide in bulk, from Boga-
lusa, La., to Jacksonville, Fla., for sub-
sequent export movements, for 180 days,
Supporting shipper: Crown Zellerbach
Corporation, P.O. Box 3475, Rincon An-
nex, San Francisco, Calif. 84119. Send
protests to: G. H, Fauss, Jr., District Su-
pervisor, Bureau of Operations, Inter-
state Commerce Commission, Box 35008,
400 West Bay St., Jacksonville, Fia.
82202. The purpose of this republication
is to correct the docket number which
was previously published in the FEDERAL
RECISTER as MC 12036 (Sub-No. T6TA).

No. MC 128618 (Sub-No. 1TTA), filed
July 9, 1975. Applicant: BANKERS DIS-
PATCH CORPORATION, 1106 W, 35th
St., Chicago, Ill. 60609. Applicant’s rep-
resentative: Warren W. Wallin (same
address as applicant), Authority sought
to operate as a confract carrier, by mo-
tor vehlele, over frregular routes, trans-
porting: Commercial papers, documents,
and written instruments (except coins,
currency, and negotinble securities), as
are used in the conduct and operation of
banks and banking institutions, between
Jackson County, Mo., on the one hand,
and, on the other, points in Fremont,
Taylor, Page, Mills, and Montgomery
Counties, Tows, under a continuing con-
tract with United Missouri Bank of Kan-
sas City, NA,, for 180 days. Supporting
shipper: United Missour!i Bank of Kan-
sas City, N.A, P.O. Box 226, Kansas City,
Mo. 64141, Send protests to: Robert G.
Anderson, District Supervisor, Interstate
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Commerce Commission, Everett McKin-
ley Dirksen Bldg., 219 8. Dearborn St.,
Room 1086, Chicago, IlL 60604.

No. MC 129759 (Sub-No. TTA), filed
July 8, 1975. Applicant: TRIANGLE
TRUCKING CO., P.O. Box 490, McKees
Rocks, Pa. 15136. Applicant’s representa-
tive: A. Charles Tell, 100 East Broad St.,
Columbus, Ohio 43215. Authority sought
to operate as a contract carrier, by motor
vehicle, over irregular routes, transport-
ing: (1) Post tension strand, from
Springfield, Va., to points in Delaware,
Massachusetts, Pennsylvania, Michigan,
Ohlo, Maine, Maryland, Connecticut, and
Alshama; and (2) Materials, equipment,
and supplies, used in the manufacture
of post tension strand, from Baltimore,
Md., to Springfield, Va., under a con-
tinuing contract or contracts with Atlas
Prestressing Corp., Springfield, Va,, for
180 days. Supporting shipper: Atlas Pre-
stressing Corp., 7954 Cameron Brown St.,
Springfield, Va. 22153, Send protests to:
John J. England, District Supervisor,
Bureau of Operations, Interstate Com-
merce Commission, 2111 Federal Bldg.,
1000 Liberty Ave., Pittsburgh, Pa, 15222,

No. MC 134400 (Sub-No. 17TA), filed
July 17, 1975. Applicant: MILLER'S
TRUCKING AND RENTAL, INC. 200
Southern Ave., Dubuque, Iowa 52001, Ap-
plicant’s representative: Carl E. Munson,
469 Fischer Bldg., Dubuque, Iowa 52001.
Authority sought to operate as a con-
tract carrier, by motor vehicle, over ir-
regular routes, transporting: Malt bever-
ages and advertising material, accom-~
panying said beverages, from Dubuque,
Town, to points in Ilinofs and Indiane,
located on and north of U.S. Highway
36, for 180 days. Supporting shipper:
Pickett Brewing Company, E. 4th St., Ex-
tension, Dubuque, Iowa 52001. Send
protests to: Herbert W. Allen, District
Supervisor, Bureau of Operations, In-
terstate Commerce Commission, 875 Fed-
eral Bldg., Des Moines, Jowa 50309,

No. MC 134450 (Sub-No. 2TA), filed
July 10, 1975. Applicant: CARTAGE
LEASING CO,, INC,, 17-02 Alden Ter-
race, Fair Lawn, N.J. 07410. Applicant's
representative: George A Olsen, 69 Ton-
nele Ave,, Jersey City, N.J. 07306. Author-
ity sought to operate as a contract car-
rier, by motor vehicle, over irregular
routes, transporting: Foodstufls (except
n bulk), for the account of First National
Stores in shipper-owned trallers, between
the warehouses of First National Stores,
located at points in Massachuseits, under
a continuing contract with First National
Stores, for 180 days. Supporting shipper:
First National Stores, Inc., 123 Pennsyl-
vania Ave., South Kearny, N.J. Send pro-
tests to: Joel Morrows, District Super-
visor, Interstate Commerce Commission,

9 Clinton St., Newark, N.J. 07102,

No. MC 139913 (Sub-No. 1TA), filed
July 10, 1975, Applicant: FOSTER'S
FREIGHT, INC., 174 Passalc St., Gar-
field, N.J. 07026. Applicant's representa-
tive: Robert B. Papper, 168 Woodhridge
Ave., Highland Park, N.J. 08904. Author-
ity sought to operate as a coniract car-

rier, by motor vehicle, over firregular
routes, : Such merchandise
as dealt in by wholesale, retail, and chain
grocery food business houses, building
supply houses, and chain retall depart-
ment stores, and In connection there-
with, such equipment, materials, and
supplies used in the conduct of such busi-
nesses (except commodities in bulk, food-
stuffs, and meats), between Vornado,
Inc., facilities in Carlstadt, East Bruns-
wick, and South Plainfleld, NJ., and
Guilderland Center, N.Y., on the one
hand, and, on the other, points In the
United States (except Alabama, Alasks,
Florida, Georgia, Hawall, Eentucky,
North Carolina, South Carolina, Tennes-
see, Virginia, and West Virginia), under
& continuing contract with Vornado, Inc.,
for 180 days. Supporting shipper: Vor-
nado, Inc., 174 Passaic St,, Garfield, N.J.
07026. Send protests to: Joel Morrow:,
District Supervisor, Interstate Commerce
g:gggﬂsston. 9 Clinton St,, Newark, N.J.

No. MC 141039 (Sub-No. 1TA), filed
July 8, 1975. Applicant: HARRY DAVID-
SON, doing business as DAVIDSON
TRUCKING, Route 3, P.O. Box 616, Si-
Joam Springs, Arkansas 72761. Appli-
cant’s representative: Charles W, Atkin-
son, 8 North College Avenue, Fayetie-
ville, Arkansas 72701, Authority sought to
operaie as a common carrier, by motor
vehicle, over frregular routes, transport-
ing: Washed sand and washed .and
screened gravel, from Muskogee, Okla,, to
Fayetteville, Springdale, Siloam Springs,
and Gentry, Ark, (for 180 days). Sup-
porting shippers: Tune Construction,
Ine., 700 West North Street, Fayetteville,
Arkansas 72701, Siloam Springs Ready-
Mix, Inc., Siloam Springs, Ark. Send pro-
tests to: District Supervisor William H
Land, Jr., 3108 Federal Office Building
;ggogvest Capitol, Little Rock, Arkansas

No. MC 141077 (S8ub-No. 1TA) (Cor-
rection), filed June 30, 1975, published in
the Feperar RecisTer issue of July 15
1975, and republished as corrected thi:
jssue. Applicant: DEAN JACOBSON
AND JACK TANNER, doing business as
TANNER TRUCKING, P.O. Box 53, Al-
exander, N, Dak. 58831. Applicant's rep-
resentative: Charles M. Willlams, Suite
846, Metropolitan Bildg., 1612 Court
Place, Denver, Colo, 80202, Authority
sought to operate as a conlract carric
by Jnotor vehicle, over irregular roules
transporting: Cottonseed pellets and
meal, in bulk, in bags, from the plantsit
and storage facilities utilized by Peco
Valley Cotton Oil Mill at or near Loving
N. Mex., to points In Sheridan, Daniel:
Roosevelt, Richland, Valley, McCone
Dawson, Prairie, Wibaux, Fallon, Custer,
Carter, and Powder River Counties,
Mont.: and McKenzle, Dunn, Mercer,
Golden Valley, Billings, Oliver, Stark.
Morton, Slope, Hettinger, Grant, Sloux,
Adams, and Bowman Counties, N. Dak.;
restricted: (1) against the transportation
of the above commodities in bulk, in tank
vehicles, and (2) to services rendered
under a continuing contract or contracts
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with Dean Jacobson and Jack Tanner, a
partnership, for 180 days. Supporting
shipper: Dean Jacobson and Jack Tan-
ner, P.O. Box 53, Alexander, N, Dak.
586831, Send protests to: J. H. Ambs, Dis-
trict Supervisor, Bureau of Operations,
Interstate Commerce Commission, P.O.
Box 2340, Fargo, N. Dak. 58102, The pur~
pose of this republication is to correct
the commodity description,

No, MC 140024 (Sub-No. 54TA), filed
July 8, 1975. Applicant: J. B. MONT-
GOMERY, INC., 5565 East 52nd Ave.,
commerce City, Colo. 80022, Applicant's
representative: John ¥, DeCock (same
address as applicant). Authority sought
to operate as a common carrier, by motor
vehicle, over irregular routes, transport-
ing: Meat, meat products, and meat by~
products and articles, distributed by
meat packinghouses ans described in Sec-
tions A and C of Appendix I to the re-
port In Descriptions in Motor Carrier
Certificates, 61 M.C.C, 200 and 766 (ex-
cept hides and commodities in bulk),
{from the plantsite and storage facilities
of or utilized by Farmland Foods, Inc.,
located at or near Crete, Nebr., to points
in Colorado, Illinois, Indiana, Iowa, Kan-
sas, Michigan, Minnesota, Missourd,
North Dakota, Ohlo, South Dakota, and
Wisconsin, restricted to the transporta-
tion of traffic originating at the above
origin and destined to the above-named
destination, for 180 days. Supporting
shipper: Farmland Foods, Ine,, 3315 N.
Oak Traflicway, Kansas City, Mo. 641186.
Send protests to: Roger L. Buchanan,
District Supervisor, 1961 Stout St., 2022
Federal Bldg., Denver, Colo. 80202.

No. MC 140138 (Sub-No. 3TA), filed
July 7, 1975, Applicant: A. W. HURST,
doing business as SIERRA RENTAL &
TRANSPORT CO,, 311 Sutro St., Reno,
Nev. 89502, Applicant's representative:
A. W, Hurst (same address as applicant),
Authority sought to operate as a com-
mon carrier, by motor vehicle, over ir-
regular routes, transporting: Gravel,
rock, road mix, cinders, stone, decom-
posed granite, aggregate and paving
materials (except cement, lime, and
liquid commodities, in bulk, in tank
vehicles) , from Sparks, Nev., to points in
California, located on U.S. Highway 395
between Nevada-California Stage Line
at Hallelugah Jct., and Susanville, Calif..
for 180 days. Supporting shipper: Nevada
Paring, Inc., P.O. Box 1006, Sparks, Nev.

NOTICES

89431. Send protests to: Robert G. Har-
rison, District Supervisor, 203 Federal
Bldg., 705 North Plaza St,, Carson City,
Nev, 89701.

No. MC 140829 (Sub-No. 3TA), filed
July 11, 1975, Applicant: CARGO CON-
TRACT CARRIER CORP,, P.O. Box 208,
U.S. Highway 20, Sioux City, Iowa 51102,
Applicant’s representative: William J.
Hanlon, 60 Park Place, Newark, N.J.
07102. Authority sought to operate as a
common carrier, by motor vehicle, over
irregular routes, transporting: Meat,
meat products, meat by-products and
articles, distributed by meat packing-
houses as described in Sections A and C
of Appendix I to the report In Descrip-
tions in Motor Carrier Certificates, 61
M.C.C. 209 and 766 (except hides and
commodities in bulk), from the plantsite
and storage facilities of or utilized by
Farmland Foods, Inc., located at or near
Crete, Nebr,, to points in Arizona, Cali-
fornia, Colorado, Idaho, Kansas, Mis-
souri, Montana, Nevada, New Mexico,
Oklahoma, Oregon, Texas, Utah, Wash-
ington, and Wyoming, restricted to the
transportation of traffic orlginating at
the above-named origin and destined to
tho above-named destinations, for 180
days. Supporting shipper: Wavne, E.
Lemke, Manager-Packinghouse Product
Traffic, Farmland Foods, Inc., 3315 N.
Oak Trafficway, Kansas City, Mo. 641186.
Send protests to: Carroll Russell, District
Supervisor, Suite 620 Union Pacific Plaza,
110 North 14th St., Omaha, Nebr. 68102,

APPLICATION OF PASSENGERS

No. MC 141120, TA, filed July 8,
1975, Applicant: WALTER W. BELL,
doing business as TWIN BELL'S LIMO-
SINE & SIGHTSEEING COMPANY, 207
Beloit Street, Delavan, Wis. 53115, Appli-
cant’s representative: Richard C. Alex-
ander, 710 N. Plankinton Avenue, Mil-
waukee, Wis, 53203. Authority sought to
operate as a common carrier, by motor
vehicle, over regular routes, transport-
ing: (1) Passengers and their baggage
in the same vehicle with passengers, be-
tween Elkhorn, Wis,, and O'Hare Inter-
national Airport. Cook County, Ill., serv-
ing all intermediate points in Wisconsin,
and the off-route point of the Playboy
Club-Hotel, near Lake Geneva, Wis.;
from Elkhorn, Wis., over Wisconsin High-
way 67 to junction Wisconsin Highway
50, thence over Wisconsin Highway 50 to
junction U.S. Highway 12, thence over

31295

U.S. Highway 12 to junction Ilinois
Highway 68, thence over Illinois Highway
68 to junction Illinois Highway 53, thence
over Illinois Highway 53 to junction Il-
linois Highway 194, thence over Iilinois
Highway 194 to junction Interstate I-594
to O'Hare International Airport; and re-
turn over the same route; between Elk-
horn, Wis,, and junction U.S. Highway
12 and Wisconsin Highway 50, serving all
intermediate points; from Elkhorn, Wis.,
over East Geneva St., to junction US.
Highway 12, thence over U.S, Highway 12
to junction U.S, Highway 12 and Wiscon-
sin Highway 50; and return over the
same route: between Fontana, Wis., and
Jjunction Wisconsin Highway 67 and
Wisconsin Highway 50, serving all inter-
mediate points; from Fontana, Wis., over
Wisconsin Highway 67 to junction Wis-
‘consin Highway 67 and Wisconsin High-
way 50; and return over the same route;
between Delavan, Wis,, and junction
Wisconsin Highway 50 and . Wisconsin
Highway 67, serving all intermediate
points; from Delavan, Wis, over Wis-
consin Highway 50 to junction Wisconsin
Highway 50 and Wisconsin Highway 67;
and return over the same route; between
Junction Wisconsin Highway 69 and
Walworth County (Wis.) Highway F and
junction Walworth County Highway F
and Wisconsin Highway 67, serving all
intermediate points; from junction Wis-
consin Highway 50 and Walworth County
Highway F, thence over Walworth
County Highway F to junction Walworth
County Highway F and Wisconsin High-
way 67, and return over the same route;
(2) Passengers and their baggage in the
same vehicle with passengers in round-
trip charter operations, beginning and
ending at points in Walworth County,
Wis., and extending to points in the
United States, for 180 days. Supporting
shippers: There are approximately 6
statements of support attached to the ap-
plication, which may be examined at the
Interstate Commerce Commission in
Washington, D.C., or coples thereof which
may be examined at the fleld office named
below. Send protests to: John E. Ryden,
Interstate Commerce Commission, Bu-
reau of Operations, 135 West Wells St.,
Room 807, Milwaukee, Wis. 53203.

By the Commission.

[sEAL) Roeert L. OswALDp,
Secretary.

[FR D00.76-19406 Plled 7-24-76;8:45 am]
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Title 21—Food and Drugs -
CHAPTER I—FOOD AND DRUG ADMINIS-

EDUCATION,
[Docket No. T5N-0067)
RADIOACTIVE NEW DRUGS AND
RADIOACTIVE BIOLOGICS
Termination of Exemptions -

In a notice of proposed rule making
published in the FepEraL RecistEr of
July 29, 1974 (39 FR 275638), the Commis-
sioner of Food and Drugs proposed to
terminate the present exemption for
radioactive new drugs (including radio-
active biological products) for investiga-
tional use from new drug requirements
and classify, by use, radioactive drugs
elther as "new drugs” or as generally
recognized as safe and effective for their
intended use and therefore not “new
drugs” when used under the conditions
specified. Interested persons were in-
vited to submit comments on the proposal
by September 27, 1974,

The Commissioner of Food and Drugs
is terminating the present exemption for
radioactive drugs, including radioactive
biological products, from the investiga-
tional new drug requirements of the Fed-
eral Food, Drug, and Cosmetic Act. The
Food and Drug Administration (FDA) is
establishing regulations to assure that
after August 25, 1975 all radioactive
drugs, except those for certain research
uses, Introduced into interstate commerce
are subject to a “Notice of Claimed In-
vestigational Exemption for & New Drug”
(IND), an approved new drug applica-
tion (NDA), or a biological product
license. In addition, the FDA is estab-
lishing regulations setting forth specific
conditions under which radioactive drugs
for certain research uses, other than
clinieal trials to determine safety and ef-
fectiveness, are not subject to the new
drug requirements of the act.

The Commissioner, for the purpose of
an orderly development of regulations
relating to the establishment of proce-
dures for codifying old drug monographs
for prescription drugs which are gen-
erally recognized as safe and effective
and not misbranded, has redesignated
proposed new 21 CFR Part 370 as 21 CFR
Part 361 and limited it to drugs used
in research. All future old drug mono-
graphs for such drugs will be incor-
porated into Part 361.

The U.8, Nuclear Regulatory Commis-
sion (NRC), n new agency created by
Pub. L. 03-438 and Executive Order
11834, assumed the licensing and related
regulatory responsibilities of the former
Atomic Energy Commission (AEC) on
January 19, 1975, To conform to this
organizational change, all references to
the AEC In this regulation and in the
preamble have been changed to the NRC.
In the quotation from and discussion of
comments received from members of the
public on this proposed regulation, refer~
ences to the AEC have been changed to
the NRC even though the comments
from the public were made prior to the
organizational change.

Elsewhere in this issue of the FrograL
Reorster the Commissioner is issuing an

RULES AND REGULATIONS

order effecting a transfer of responsi-
bility for radioactive biological products
from the Bureau of Biologics to the
Bureau of Drugs.

Comments on the proposal were re-
celved from 21 different sources; namely,
hospitals, universities, professional orga-
nizations, trade associations, manufac-
turers, Agreement States (le, States
which, under formal agreement with the
NRC, are authorized to license, under
Federal law, persons engaged in the pos-
session, use, or transfer of reactor-pro-
duced radionuclides In their respective
states), and State health departments.

The major areas of concern as ex-
pressed by the comments were the com=
position of the Radioactive Drug Re=-
search Committes (proposed as the
Radiation Safety Committee), the use of
State advisory committees, radiation
dosimetry, procedures for providing the
summary of information on radioactive
drugs for investigational use and the
“Report on Research Use of Radioactive
Drug” to the NRC and sappropriate
Agreement States, limitation on phar-
macological dose for research not under
an IND, and the applicability of the
proposed regulation to radiopharmacies,
Eight comments supported the proposal
in principle but offered suggestions for
modification, clarification, and addition
to some areas. The principal comments
received and the Commission’s conclu-
stons are as follows:

DEFINITION OF A RADIOACTIVE DRUG

1, One comment pointed out that in
§ 3121 the additional information to be
supplied in new items 6.d, 104, and 16
of Form FD-1571 is required only if the
investigational drug Is a “radloactive
drug” but the term “radicactive drug" is
not defined in the proposed regulation,

The Commissioner has determined
that a “radioactive drug"” is any sub-
stance defined as a drug in section 201
(g) (1) of the Federal Food, Drug, and
Cosmetic Act which exihibits spontane-
ous disintegration ‘of unstable nuclel
with the emission of nuclear particles or
photons and includes any nonradioactive
reagent kit or nuclide generator which
is intended to be used in the preparation
of any such substance. The term “radio-
actiye drug" includes a “radioactive
biological product” as defined in 21 CFR
600.3(ee). This definition does not in-
clude drugs such as carbon-containing
compounds or potassium-containing salta
which contain trace quantities of na-
turally occurring radionuclides. Section
3108 has been amended to include this
definition in paragraph (n).

IND REQUIREMENTS FOR RADIOACTIVE
Nzw Duves

2. Several comments suggested that
the Summary of Information as required
by §312.1 be forwarded directly by the
manufacturer to the NRC or Agreement
States rather than by the Food and Drug
Administration. Such a procedure would
enhance the manufacturer's efforts to
protect the confidentiality of any pro-
prictary information contained In the
summary, would free the FDA from
further administrative workload, and

would eliminate the possibility of ad-
ministrative delays In forwarding the
necessary information to the NRC or
Agreement States. Comments galso
pointed out that the proposed reguls-
tion does not provide & procedure f{or
notifying the NRC and Agreement State
authorities that the FDA has approved
an NDA or issued a-biologieal product

license,

This proposed regulation was not in-
tended to preclude the sponsor from for-
warding the Summary of Information
directly to the NRC or Agreement States
The proposal was merely a service which
FDA would provide to IND sponsors and
to the Federal and State licensing agen-
cies to expedite the processing of 1i-
censing applications. The Summary of
Information serves no regulatory pur-
pose for the FDA. Failure of the IND
sponsor to submit the Summary of In-
formation, or to authorize its release 1o
licensing agencies, would not alter the
status of the IND.

The Commissioner had intended that
the release of the Summary of Informa-
tion to Federal and State licensing bod-
ies would not waive any confidentiality
to which the sponsor of the IND would
be entitled under the FDA Public Infor-
mation regulations (21 CFR Part 4; 21
CFR 3124; and 21 CFR 314.14). Under
these regulations, FDA records which
are normally exempt from disclosure
(e.g., existence and contents of an IND)
may be disclosed, without requiring dis-
closure to the public at large, to a de-
partment or agency, that has concurrent
jurisdiction over the matter and separate
legal authority to obtain the specific in-
formation involved, 21 CFR 4.84. The
NRC (and through it, the Agreement
States) would satisfy these criteria, The
regulations require, however, that such
disclosure “be pursuant to an agreement
that the record shall not be further dis-
closed by the other department or agency
except with the written permission of
the Food and Drug Administration.” The
NRC has informed the FDA that it would
not agree to this restriction and would
not assure any confidential treatment
for the Summary of Information.

The Commissioner belleves that, under
these circumstances, retaining the Sum-
mary of Information would not be Justi-
fied because the administrative problem
which would arise are too numerous.
First, separate agreements would be re-
quired for each of the 25 Agreement
Btates; besides the practical difficulties
involved, the legality of these agreements
would be in doubt, since the Agreement
States derive authority from the NRC
Secondly, each IND submission with a
Bummary of Information would have to
be examined to determine in which states
the IND drug might be used; those with
agreements for confidentiality would. be
notified, but those without, and those
under NRC jurisdiction, would not be
notified. In short, providing this service
would become very complicated. One al-
terpative, to provide that an explicit
waiver of confidentinlity be signed by
the IND sponsor if he chose to submit
the Summary of Information, seemed
unlikely to generate a significant num-
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ber of cases in which FDA could disclose
the Summary of Information. It might
also confuse sponsors and lead to ear-
roneous or unintended waivers.

Therefore the Commissioner has de-
leted item 16 from the proposed amend-
ments to IND Form FD-1571 and item
6.1 and item 4.1 from the proposed amend-
ments to Forms ¥D-1572 and FD-1573,
respectively, The Commissioner advises
that he remains quite willing to adopt a
procedure for providing information re-
garding IND's directly to Federal and
State agencles if and when all such agen-
cies agree not to disclose any confidential
information so provided without the
written permission of the FDA.

The Commissioner advises that the
FDA has notified Agreement States and
the NRC of all existing approved NDA's
and biological product licenses for radio-
active drugs and radioactive biological
products. Procedures have been estab-
lished to continue to notify the NRC and
all Agreement States of all new approvals
of NDA's for radioactive drugs and radio-
active blological products. These pro-
cedures do not, however, preclude an
applicant from notifying the NRC or an
Agreement State of an NDA approval.

3. One comment suggested that § 312.1
should include concise and complete de-
talls for an acceptable protocol and
pointed out that such areas as dosimetry,
expected or documented clearance rates,
and rationale of diagnosis or therapy
xuere not contained in the new proposed

es.

The Commissioner is of the opinion
that the present IND regulations
(§ 312.1) and Form FD-1571 with the
additions set forth in the proposal, are
adequate as requirements for the devel-
opment of a protocol for producing well-
controlled eclinical data on radioactive
drugs. Each protocol for an IND study
for a radioactive drug wil be evaluated
individually. In § 312.1, item 10.a of Form
FD-1571 requires that the protocol in-
clude studies which will obtain sufficlent
data for dosimetry ealculations and that
these studies should evaluate the excre-
tion, whoele body retention, and organ
distribution of the radioactive material,
The FDA is currently preparing guide-
lines for research protocols on radio-
active drugs; the Radioactive Pharma-
ceuticals Advisory Committee is assisting
in this and, as drafts are developed, they
will be discussed In open sessions of that
advisory committee. When adopted,
these guidelines will be avallable from
the Agency.

4. One comment questioned whether
it was necessary to amend or otherwise
alter an existing IND for a nonratlioac-
tive investigational new drug if the drug
is “tagged" with a radioactive element in
accordance with the limitations set forth
in proposed §370.100. The comment also
expressed the opinion that, if an In-
vestigational drug is “tagged” and ad-
ministered at or near a pharmacologic
dose, the new information required in
items 6.d and 10.a of Form FD-1571
should be submitted as an amendment to
the existing IND and a new IND should
not be required.

RULES AND REGULATIONS

The Commissioner concludes that it is
not necessary to amend an existing IND
for a nonradioactive Investigational new
drug if the drug is “tagged” with a ra-
dionuclide in accordance with the lim-
itations set forth in §361.1 (proposed
§370.100), and the specific research
study is within the purposes set forth by
that section. The results of the research
study using the ‘“tagged” compound
must, however, be submitted to the ex-
isting IND. If pharmacological data are
not sufficient to permit compliance with
the requirements of § 361.1, it would of
course be necessary to submit a new IND
or, preferably, to amend the existing IND
for the nonradioactive investigational
new drug to conduct a study on the drug
“tagged” with a radionuclide, even
though the radioactivity limits set forth
in § 361.1 are met. To amend an IND In
this way, the information required in
items 6.d and 10.a of Form FD-1571 must
be submitted.

5. One comment suggested that, to as-
sist the Federal and State regulatory
agencies in fulfilling their responsibility
for licensing the use of radioactive ma-
terials, the Summary of Information re-
quired in Form FD-1571 should be ex-
panded to include: information describ-
ing the plan of investigation in sufficient
detail to permit a critical evaluation of
the methods and controls to be used; an
indication as to whether any comple-
mentary drug or radionuclide adminis-
tration is planned or contemplated in
conjunction with the study; an indica-
tion of the expected fate of the radio-
pharmaceutical administered: if for
therapeutic purposes, an indication of
the expected effects; and calculations of
the radiation doses delivered to the
whole body and to the critical organ(s),

As stated In paragraph 2 above, the
Commissioner has deleted {tem 16 (Sum-
mary of Information) from the amend-
ments to IND Form FD-1571. Informa-
tion needed by the NRC and Agreement
States for licensing purposes must be ob-
tained from the IND sponsors.

8. One comment suggested that, al-
though radiopharmaceuticals are rela-
tively simple organic compounds with
little or no toxicological/pharmaceutical
activity and may not require chronic
toxicity studies, the regulations should
require semichronic toxicity studies in
anticipation that radiopharmaceuticals
may, in the near future, be considerably
more complex.

The Commissioner recognizes that an
IND for radioactive drugs may In some
cases require chronic or subacute toxicity
studies. The preamble to the proposed
regulations only noted that chronic
toxicity studies may not be required for
some radioactive drugs. The requirements
for any IND will depend on the specific
nature of the drug and its proposed uses.

7. One comment argued that the pro-
posed regulations failed to distinguish
between “hot" (radioactive) and “cold”
(nonradioactive) pharmaceuticals and
between diagnostic and therapeutic
agents by applying to radioactive phar-
maceuticals the same clearance proce-
dures applicable to nonradioactive phar-
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maceuticals, The comment further sug-
gested that a deflnitive statement was
needed recognizing the difference be-
tween these two types of pharmaceuti-
cals, as well as clear guldelines setting
forth a workable format from which
manufacturers can fashion their studles
to comply with investigational new drug
as well as new drug application require-
ments. These guidelines should be specif-
ically tatlored to reflect realistically the
unique problems in the fleld of radio-
pharmaceuticals.

The Commissioner realizes that IND
requirements for radioactive drugs will
differ in various ways from those involv-
ing nonradioactive drugs, and this is
clearly stated in the preamble to the
proposed regulations, This situation is
not unique, however, since requirements
for one nonradioactive drug may differ
sharply from those for a different non-
radioactive drug. The requirements of
§ 312.1 are general requirements and are
regularly adapted as appropriate for
specific drugs. The FDA is currently in
the process of drafting guldelines for
conducting clinical trials involving radio-
active drugs.

NDA REQUIREMENTS FOR RADIOACTIVE Nzw
Drucs GENERALLY

8. One comment questioned whether or
not a mechanism had been established
for filing abbreviated new drug applica-
tions for diagnostic radiopharmaceu-
ticals.

The Commissioner advises that no
mechanism has been established yet for
submitting an abbreviated new drug ap-
plication for a radloactive drug. The
Commissioner recognizes, however, that
the amount of clinical data necessary to
approve an NDA varles among radio-
active drugs, depending on several fac-
tors. Applicants are invited to meet with
representatives of the FDA, Bureau of
Drugs, Division of Oncology and Radio-
pharmaceutical Drug Products, to dis-
cuss the amount of data needed prior to
submission of an NDA.

9, One comment suggested that there
be a mechanism whereby previous work
performed under an IND or an NDA
could be referenced for a radiopharma-
ceutical for which a new use is being
developed, provided the previous work is
applicable to the new use.

The Commissioner advises that previ-
ous unpublished studies relating to a
radioactive drug for which a new use is
being developed may be incorporated by
reference from one IND or NDA file into
another only if the sponsor of the previ-
ous IND or applicant of the previous NDA
authorizes the new sponsor or applicant
to use these data.

NDA REQUINEMENTS POR CERTAIN
RaptoACTIVE NEW Dnucs

10. One comment indicated that, at the
outset of the preamble to the proposal, a
statement is made that “any radiophar-
maceutical which is not a ‘new drug,’ f.e,
when used under the conditions specified,
will require neither an IND nor an NDA,
but will require certain documentation to
establish that the drug is In fact being
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used under the conditions set forth in the
regulation.” The proposed rules then go
on to set dates for the filing of an NDA
for all radioactive pharmaceuticals with
well-established medical uses. The com-
ment requested clarification as to how
those pharmaceuticals listed in § 310.503
(f) (1) relate to those referred to above.

The Commissioner adyvises that
§310.503(1) (1) lists a group of new
drugs, reactor-produced radionuclides
and their chemical forms, which the FDA
and the NRC have determined have well-
established medical uses. In view of the
extent of experience with drugs con-
taining these radionuclides, the FDA and
the NRC have concluded that they should
not be distributed under investigational
use labeling when they are actually in-
tended for use in medical practice. Such
drug products have not been used to a
materigl extent or for a material time
and are not yet regarded as generally
recognized as safe and effective for their
labeled indications. However, it may rea-
sonably be expected that adequate evi-
dence of safety and effectiveness can be
submitted by manufacturers and distrib-
utors for use of these drugs as recom-
mended in appropriate labeling. In order
to continue shipping in interstate com-
merce drugs containing these radionu-
clides, manufacturers and distributors
must submit an NDA, IND, or applica-
tion for a biological product license, on
or before August 25, 1975. An IND will
not, however, permit continued commer-
cial marketing of these drugs.

On the other hand, § 361.1 (proposed as
§ 370.100) specifies conditions under
which radioactive drugs are generally
recognized as safe and effective and
therefore are not new drugs. Such drugs
do not require an NDA, biological product
license, or IND. The stalement quoted In
the comment referred to the fact that,
for these drugs, reports will be required
(in the form of annual or special reports
from the Radioactive Drug Research
Committee (see paragraph 29)) to assure
FDA that use of the drug remains within
the conditions under which the drug is
generally recognized as safe and effective.

11. One comment questioned whether
the December 31, 1974 deadline for sub-
mission of NDA's applies only to those
radioactive drugs lsted in “§ 130(¢c) of
the November 13, 1971 FEnEraL REGISTER"”
and in the table included in § 310.503(1)
(1) of the July 29, 1974 proposal.

The Commissioner assumes that the
comment meant to refer to “§ 130.48(c)
in the Feorran Rroister of November 3,
1971" instead of “§ 130(¢) in the FroeraL
Recrster of November 13, 1871." The De-
cember 31, 1974 deadline set forth in the
July 29, 1974 proposal for submission of
an NDA, IND, or application for a blolog~
fcal product license applies only to drug
products, including biological products,
which contain any of the radionuclides
listed In § 310.503(1) (1) in the “Chemical
form" listed and for the indications
listed. This deadline has now been ex-
tended to August 25, 1975. The purpose of
this deadline is to allow manufacturers
and distributors who are currently mar-
keting drug products containing any of
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the radionuclides listed In § 310.503(f) (1)
time to submit to the FDA information
necessary for continued marketing of
these products. This deadline Is not ap-
plicable to drug products, including bio-
logical products, containing any of the
radionuclides listed in § 310.503(c) (for-
merly § 130.49(¢) ). Manufacturers and
distributors were given until March 3,
1972 to submit an NDA, IND, or applica-
tion for a biological product license to
continue distribution of those products
for any of the indications listed.

12. One comment pointed out that the
November 1971 regulations allowed the
submission of a new drug application for
an existing product without requiring
the prior submission of either clinical
data or an Investigational new drug ap-
plication and questioned whether such
a policy was still In effect.

The Commissioner advises that this
policy is applicable to those radioactive
drugs listed In § 310.503(f) (1), These are
products which the FDA and the NRC
consider to have well-established medi-
cal uses, The Commissioner has con-
cluded that manufaeturers and distribu-
tors of these drugs may reasonably be
expected to be able to submit adequate
evidence of safety and effectiveness for
use as recommended in appropriate
labeling without conducting additional
clinical studies to obtain such data. The
policy is the same as that announced
in the November 3, 1971 order for similar
radioactive drugs.

13. One comment stated that this pro-
posal “would create a new structure, on
a temporary basis, to regulate a rela-
tively small number of drugs.” The com-~
ment further stated that “it may be
more effective to require immediate sub-
mission of an IND and to permit the
drug’s continued use In interstate com-
merce for a shorter period under the
same circumstances as it had been
thereto used.”

The Commissioner assumes that the
comment Is in reference to §310,503
which lists a group of new drugs,
reactor-produced radionuclides and
thelr chemlical forms, which the FDA and
the NRC determined have well-estab-
lished medical uses. No new structure
is proposed to deal with these drugs. In
view of the extent of experience with the
radionuclides Jdisted In § 310.503(f) (1),
the FDA and NRC concluded that they
should not be distributed under Investi-
gational use labeling when they are
actually Intended for use in medical
practice, and that manufacturers and
distributors may reasonably be expected
to submit adequate evidence of safety
and effectiveness for use as recom-
mended in appropriate labeling. To con-
tinue shipping drugs containing these
radionuclides in interstate commerce an
NDA, IND, or application for a biological
product license, must be submitted. An
IND will not, however, permit continued
commercial marketing of these drugs.

14. One comment requested clarifica-
tion as to what effect, if any, the re-
vision of §310.503 would have on lists
of “well-established uses" which many
Agreement States have developed but

which do not totally agree with those of
the NRC. Another comment proposed the
addition of Indium-113m to the list in
§ 310.503() (1).

The Commissioner has determined
that only those radioactive drugs listed
under §310.503 shall be considered hy
the FDA to have well-established uses
in medical practice. In the preamble to
the proposal, the Commissioner invited
any person who believed that other
radioactive drugs are widely used in
medical practice and should be added to
this list to submit comments and data
proposing and justifying the addition of
such drugs. The request for addition of
the isotope Indium-113m to the well-
established list was submitted. The data
submitted in support of the request
(which is on display in the Hearing
Clerk's office) have been reviewed, the
Radioactive Pharmaceuticals Advisorv
Committee consulted, and the request
approved. Section 310,503(f) (1) has
been modified accordingly.

15. A comment requested that the reg-
ulations for radioactive mew drugs in-
clude provisions to clarify the require-
ments regarding reactor-produced by-
product materials when such products
are processed and shipped in bulk to
other manufacturers for reprocessing
into finished drug forms,

The Commissioner advises that bulk
byproduct materials intended for proc-
essing, repacking or use in the manufac-
ture of another drug shall be processed,
shipped, and labeled in complianceé with
21 CFR 201.122 (formerly 21 CFR 1.106
(1)),

NUCLEAR PHARMACY ISSUE

16. One comment questioned whether
the FDA had jurisdiction over radioac-
tive drugs, in the investigational stage or
for well-established medical uses, that
are prepared by the using physician and
qualified associate staff rather than pro-
cured from a commercial pharmaceutical
concern. The comment further stated
that the provision of nuclear medicine
services and the continued development
of techniques, methods and products
would be severely inhibited by requiring
an IND or NDA under such circum-
stances, particularly in the larger clinical
and research centers where much of the
innovative and developmental advances
evolve, Another comment questioned
whether the proposed regulation was ap-
plicable to those so-called “regional ra-
diopharmacies” which manufacture their
own radioactive drugs including the non-
radioactive components,

Elsewhere in this issue of the Feperar
Recisrer, the Commissioner is issuing a
notice regarding the Food and Drug Ad-
ministration's policy on the “nuclear
pharmacy” issue.

RequmeMents For Resegarcn Uses oF
RADIOACTIVE DRUGS GENERALLY RECOG-
NIZED AS SAFE AND EFFECTIVE AND NOT
MISERANDED

A. SCOPE OF DETERMINATION

17. One comment stated that in medical
institutions operating under an NRC
Broad Medical License new radiophar-
maceuticals are sometimes developed in-
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ternally and subjected to clinical trials
1o establish diagnostic or therapeutic ef-
ficacy. The comment questioned whether
it is necessary for these institutions to
submit an IND even though in the de-
velopmental and testing phase the drug
is not shipped In interstate commerce.
The comment further questioned whether
such clinical trials relating to diagnostic
eflicacy were covered by proposed
$ 370.100 and whether it would be neces-
sary to file reports on investigators of
this type approved by a radioisotopes
committee under a Broad License, either
annually or immediately. If such clinical
trials are not covered by proposed
1370.100, would the dose restrictions
specified under that section apply?

The Commissioner advises that the
FDA has jurisdiction over all drugs, in-
cluding radioactive drugs, shipped in or
introduced into Interstate commerce
whether prepared by a medical institu-
tion, physician, or a comumercial drug
manufacturer. “Shipment in interstate
commerce” is determined not only by the
interstate shipment of the, final dosage
form of the drug product, but also by the
interstate shipment of the components of
the drug product, as well as other fac-
tors, Therefore, where a determination is
made that interstate commerce is in-
volved (also see mnmph 16 of this
preambie), an IND must be submitted
hefore the drug product may be used in
clinical trials.

As stated in the preamble to the pro-
posal, the Commissioner has concluded
that the provisions of § 361.1 (proposed
£570.100) are not applicable to clinical
trials intended to determine the safety
and/or effectiveness of a radioactive
drug. Section 361.1 only applies to re-
search “intended to obtain basic infor-
mation regarding the metabolism (in-
cluding kinetics, distribution, and local-
zation) of a radicactively labeled drug
or regarding human physiology, patho-
physiology, or biochemistry but not in-
tended for immediate therapeutic, diag-
nostic, or similar purposes.” Clinical
trials using new radioactive drugs are
subject to the requirements of an IND
as set forth in § 312.1. Section 361.1 of
this regulation has been clarified to re-
flect this. The dose restrictions set forth
in §$361.1 do not apply to clinical trials
conducted under § 312.1.

18. One comment expressed confusion
in interpreting the scope of the exemp-
tion provided by proposed § 370.100 as it
relates to the development of new radio-
active diagnostic agents. The comment
further stated that it was not clear why
mewuanumtbdnclmmmt
be used specifically for diagnostic pur-
poses if the criteria for exemption under
proposed § 370.100 are met (i.¢., radiation
safety, pharmacological inactivity, and
Radioactive Drug Research Committee
approval) .

Section 361.1 (proposed § 370.100) pro-
vides for the use of tracer amounts of

RULES AND REGULATIONS

distribution, and localization of the vari-
ous “tagged” compounds. Certain studics
included in this category may be essen-
tial parts of the development of a new
diagnostic agent (for example, studles
conducted to determine where the radio-
active drug is localized or the extent to
which it is concentrated in certain or-
gans or tissues) . Such studies fall within
the scope of § 361.1 if other requirements
of that sectlon are met. These studies
must be distinguished from studies
intended to evaluate the safety and ef-
fectiveness of a radicactive drug as a
diagnostic agent. In this case the drug
is used, not as a research tool, but as a
new diagnostic agent for which safety
and effectiveness must be proven; there-
fore, there is no basis for concluding that
it is generally recognized as safe and ef-
fective as a diagnostic agent. The radio-
active diagnostic agent, therefore, must
be studied under an IND,

B, LIMITS ON FHARMACOLOGICAL DOSE

19. Several comments were received re-
garding the requirements under the pro-
posed § 370.100 that the pharmacological
dose shall be known not to cause any
clinically detectable pharmacological ef-
fect in human beings. One comment ex-
pressed the thought that such a limit on
the pharmacological dose was unrealistic
and unnecessary and would place severe
and unnecessary restrictions upon re-
search in such vital areas as human drug
metabolism. The comment further noted
that, since doses known not to cause any

ogical ef-

therapeutic dose, radicactive studies con-
ducted with such minute doses would not
be representative of the pharmacoki-
netics of the drug studied at the thera-
peutic dose. Purther, {t was stated that
such studies would not furnish enough
Iabeled metabolites to conduct metabolite
studies. Another comment suggested that
the exemption from IND requirements
should include the tagging of a drug at
a dose level having a pharmacologic ef-
fect if that dose level is safe and effective,
as evidenced by an approved NDA.

In the preamble to the proposed regu-
lation, the Commissioner made it clear
that for radioactive drugs to be con-
sidered not new drugs for certain uses
it was necessary to conclude that they

reached, with regard to the pharmaco-
logic:lu!ctyo!thedm if the drug
was known not to produce clinieally de-
tectable effects on the
basis of data from studies in human be-
ings. If such data are not ayallable, even
the smallest amount of that drug must be
assumed to pharmacaological ac-

logical safety cannot be presumed ‘and
other evidence of general recognition of
safety Is necessary. Without this evi-
dence, the drug is considered to be & new
drug, and any research with {t must meet
the requirements of § 312.1, including the
submission of an IND.

3130

The fact that a drug is approved for
certain specific uses means that it is con-
sidered safe and effective for these uses,
It is not considered safe and effective
for other uses or for non-therapeutic
uses. The Commissioner that
the proposed standard for demonstrating
general recognition of safety (le., the ab-
sence of pharmacological activity) was a
strict standard and interested persons
were invited to submit comments on the
appropriateness of the proposed stand-
ard. While proposing this standard, the
Commissioner also invited comments on
an alternative test; namely, that the
amount of radioactive drug administered
not exceed a dose of 10 percent of the
lowest single dose recommended by the
drug’s labeling, or in the absence of ap-
proved labeling, 10 percent of the lowest
single dose recommended by recognized
medical texts, with the exact dosage
being reviewed by a peer committee for
safety. Although comments objected to
the proposed standard and, in some cases,
suggested alternatives, no comments were
received which provided reasons for con-
sidering any standard, other than the
absence of clinically detectable pharma-
cological activity, as demonstrating gen-
eral recognition of safety. While the
Commissioner may at some future time
reconsider this issue, he has concluded
that, at present, for the purpose of this
regulation, general recognition of phar-
macologlical safety can be considered to
exist only when the drug has no clinically
detectable pharmacological effect in hu-
man

beings,
It should be stressed that it !s not
anticipated that there will necessarily
have been a formal dose-response study
that defines the lower threshold dose for
a clinically detectable pharmacological
effect. For example, if the circulating
blood levels or excretion rate of an en-
dogenously produced substance is well
known, it may be possible for the Radio-
active Drug Research Committee (see
paragraph 29) to conclude that some
small fraction of these levels or rates
(eg., administration over a given interval
of a low percentage of the amount of a
substance that i5 produced endogenously
during the same Interval) represents an
amount without detectable pharmaco-
logical effect, Or, If large amounts of &
substance such as an amino acid or sugar
are regularly consumed as foodstuffs, it
may be possible for the Radioactive Drug
Research Committee to conclude that a
small amount of it (e.g., a small percent-
age of the amount usually consumed
during a meal), at least by the oral
route, wonld be without detectable phar-
macological activity.

The Commissioner Is aware that phar-
macokinetic studies or studies requiring
isolation of metabolites may require
larger amounts of a drug. Such studies
may either be conducted under an IND
or in persons already recelving the non-
radioactive drug for a therapeutic
purpose.

20. One comment suggested modifica~
tion of proposed § 370.100(b) (2) to al-
low, under well-defined conditions, the
administration of the radio-labeled ver-
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. slon of a pharmacological agent when

this pharmacological agent is admin-
istered to the patient in pharmacological
doses as part of a therapeutic treatment
and to assess the effectiveness of that
particular therapy. The comment sug-
gested adding the statement “If a drug
is used under protocol for therapeutic
purposes, then o minimal dose of the ra~
dio-labeled isomer of this drug can be
added to help evaluate the radiopharma-
cokinetics of this drug.”

The Commissioner advises that this
regulation in no way restricts the use of
a nonradioactive drug, i.e., under an IND,
NDA, or old drug status, whether or not
the radioactively labeled version of this
drug Is administered at the same time
to evaluate the pharmacokinetics of the
drug. For such a study to be permitted
under § 361.1, the conditions of that sec~
tion must be met, except that in this case
the limitation on pharmacological dose
will be such that the aggregate amount of
the drug administered (nonradioactive
drug and tagged compound) shall be
known to remain an appropriate dose for
the use for which the nonradioactive drug
is being given. The regulation has been
clarified to reflect this. The Commission-
er also adyises that if the nonradioactive
drug has an IND, the results of any re-
search studies using the radioactively
Jabeled version of the drug and performed
under §361.1 must be included as part
of the required IND reports,

21. One comment stated that the fun-
damental information to determine what
“traditional pharmacology based judg-
ment” means needed amplification and
the term “no response” was not clear.

In paragraph D.1 of the preamble to
the proposal, the Commissioner stated
that “when radioactive drugs are admin-
istered in amounts which have been
demonstrated not to produce clinically
detectable pharmacologic activity in
human beings, such drugs are and must
be generally recognized as safe from the
viewpoint of traditional pharmacology.”
In this context “traditional pharmacol-
ogy"” was intended only to distinguish
hazards related to the toxic effects of the
drugs (traditional pharmacology/toxi-
cology) from those related to hazards of
radiation. The term “clinically detecta-
ble pharmacologic activity” in human
beings has been discussed above. Neither
the term “no response” nor “traditional
pharmacology" are used in the regula-
tion; therefore no change is needed.

C. LIMITS ON RADIATION DOSE

22. One comment indicated that the in-
tent of proposed § 370.100(b) (3) was not
clearly stated in the preamble but pre-
sumed that the radiation limits are
stated so that it will not be necessary to
file an IND for research projects which
do not lead to diagnostic tests.

The Commissioner advises that the in-
tent of §361.1 (proposed §370.100) is
to identify a class of drugs that are not
new drugs because they are generally
recognized as safe and effective under
specific circumstances. One of those cir-
cumstances is that the radistion dose to
subjects does not exceed certain lmits,
The identification of this drug class as
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nol new drugs has the effect of making it
unnecessary to submit an IND before
using them.

23. One comment questioned whether
it was necessary that there be a radiation
dose limit included among the conditions
under which the use of radioactive drugs
for research 18 considered safe and ef-
fective. The comment stated that “if a
local committee is deemed to have the
judgment to assess and approve varied
lesser dose procedures, need they be lim-
ited in regard to the far less frequent
situations of a particularly important
research study that might necessitate a
larger organ dose?” The comment sug-
gested that it might be preferable to of-
fer the option to the local committee of
referring to an FDA-sponsored “super-
committee” research proposals which, be-
cause of larger dosage or other unusual
considerations, the local committee would
prefer to have acted upon by a higher
authority.

The Commissioner disagrees with the
suggestion of the comment, When &
pharmacologically inactive amount of &
radioactive drug is used, the issue of
safety for use in humsan subjects is en-
tirely related to the amount of radiation
administered. Because any exposure to
radiation is presumed to have an attend-
ant risk (due to a lack of evidence show-
ing any absolutely safe level of exposure),
it is obvious that no radiation exposure
can be justified or considered generally
recognized as safe as a research tool if
the study in which it Is used is of poor
quality or is not likely to provide useful
information. The Commissioner has con-
cluded that the Radioactive Drug Re-
search Committee (see paragraph 29)
can assure the aquality of studies and the
minimization of the radiation dose. Nev-
ertheless, despite this conclusion, the
Commissioner has no basis for conclud-
ing that all doses of a radioactive drug,
even If used for research purposes and
monitored by & properly functioning
committee, are generally recognized as
gafe for the intended use. He has there~
fore concluded that a limit on radiation
dose is necessary to make a determina-
tion of general recognition of safety for
research - uses, As discussed below (in
paragraph 24), the Commissioner has
concluded that the basic occupational
radiation protection criterin established
by the NRC under 10 CFR 20.101 and
20.102, even though they were not in-
tended to be criteria related in any way
to subjects In clinical research, provide a
reasonable basis for the determination
that a radioactive drug, when adminis-
tered in amounts such that the pharma-
cological and radiation dose from such
drug s within the limits of § 361.1(b),
and under the cognizance of an FDA-
approved committee, Is generally recog-
nized as safe. It should be emphasized
that this limit for purposes of establish-
Ing general recognition of safety in no
way represents a conclusion that such
radiation doses do not represent some
element of risk to the individual nor that
larger doses are necessarily unsafe. It is
further emphasized that setting a lmit
on radiation dose for purposes of § 361.1

does not alter the requirement that the
radiation dose, even though it is within
the limit, should be the smallest amoun:
needed to carry out the study. It is only
concluded that, within the context of the
benefit to be obtained from the research
study, that such radiation doses are gen-
erally recognized as safe. Radioactive
drugs which deliver larger doses are con-
sidered to represent new drugs and to
require an IND or approved NDA,

24. One comment questioned whether
it was appropriate to use the occup:-
tional permissible exposure criteria as a
limit upon the approval authority of the
proposed Radiation Safety Committee
(under proposed § 370.100(b) (3)) since
such limits were developed for a specific
purpose and should not be extended to
research use of radiation in human vol-
unteer subjects,

As stated In the preamble to the pro-
posal, the Commissioner fully agrees with
the National Council on Radiation Pro-
tection and Measurements who, in dis-
cussing radiation dose to research sub-
Jects, noted that “each proposed human
research application must be judged on
its merit after review by competent
peers, and that dose-limiting recom-
mendations for radlation workers or the
public do not apply to the individual to
be irradiated.” The Commissioner con-
cludes that § 361.1 of this regulation em-
bodies this recommendation and requires
that each study be approved by com-
petent peers (the Radloactive Drug Re-
search Committee) and that the radia-
tion dose be kept as low as practicable.
The radlation dose criteria in § 361.1(b)
(3) are for the purpose of stating that
such research studies are generally rec-
ognized as safe and not to set a specific
dose limit for research subjects.

The Commissioner referred, in the pre-
amble to the proposal, to various studies
and published literature which reflect o
consensus which permitted the estab-
lishment of exposure levels acceptable
from the standpoint of radiation safety.
The NRC criteria, set forth in 10 CFR
20.101 and 20.102, accord with this con-
sensus.

The NRC requirements take into ac-
count both the risk to the public health
of larger doses of radiation for a par-
ticular group of persons and the risk to
the Individuals involved. Investigational
subjects, like radiation workers, repre-
sent a limited segment of the total popu-
lation; ‘the public health implications of
doses of radiation to research subjects
appear no different from those resulting
from exposure of radiation workers and
the risks are equally acceptable to so-
clety. Considerations of risk to the indi-
vidual also appear reasonably similar for
both groups. An informed potential re-
search subject is able to make a decision
recardlng participation in a study be-

he will, in effect, be deciding
whether or not he is willing to partici-
pate in the study and assume a risk in
the same sense as does a radiation
worker. Although the benefits to the in-
dividual are quite different, In one case
the opportunity to eamn a livelihood, in
the other the opportunity to participate
in a scientific study, each situation in-
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volves a decision to take a specified risk
for a specified purpose. The Commis-
sioner concludes that these doses repre-
sent a minimal risk to the individual and
are appropriate criteria for a general
recognition of safety where there are so-
cietal benefits from research studies.

25. One comment expressed the opin-
jon that use of the occupational radia-
tion exposure limitadMon (as an upper
1imit for exposure of research subjects in
studies covered by proposed § 370.100) is
to0 high in comparison with the intended
scope of the studies.

The Commissioner notes that it is
probable that many studies under § 361.1
(proposed as §370.100) can be carried
out using smaller doses of radiation than
would be permitted under the limits on
radlation dose, As noted earlier, it is the
responsibility of the Radioactive Drug
Research Committee (see paragraph 29>
to assure that the smallest dose that can
be used without jeopardizinig the study is
used. The Commissioner believes that
doses up to the limits set forth in § 361.1
and used under conditions specified In
that section can be considered generally
recognized as safe and effective and con-
stitute & reasonable limit for research
studies conducted under this section. The
Food and Drug Administration will con-
tinually evaluate the use of radloactive
drugs under § 3611 through the review
of the required annual reports submitted
by the Radioactive Drug Research Com-
mittee. The present criteria for estab-
lishing & radiation dose limit will be re-
considered if Justified by this evaluation.

26, Several comments questioned the
particular radiation dose limits selected.
One comment suggested that it would be
preferable to state any limitation as a
maximum organ dose in any one year
with the further qualification that in the
event of a very long effective half-life
situation, the total dose over the life ex-
pectancy of the concerned subject would
not exceed some considered value, An-
other comment stated that if was not
clear how the yearly cumulative total for
whole body exposure for adults and the
vearly total for critical organs were
derived.

Ths Commissioner has reconsidered
the proposed maximum radiation doses
in light of the comments above and fur-
ther intra-agency discussion. As orig-
inally proposed, maximum yearly doses
were given. To provide adequate protec~
tion for subjects in speclal circum-
stances where long half-life radionu-
clides are used, the wording has been
changed so that there will be both an
annual limit on dose received and a limit
on the total dose commitment resulting
from studies conducted in a single year,
Thus, the regulation has been modified
to include both the “annual dose” and
“total dose commitment” from a study or
studies conducted within a single year, In
addition, maximum whole body dose and
the dose to critical organs (active blood-
forming organs, lens of the eye, and go-
nads) have been made ldentical. The
proposed notice specified limitations for
“eritical” organs that should have been

applied to other organs. This has been’
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corrected in the final order. As modified,
the total dose commitment to any re-
search subject, from a single study or
cumulatively from & number of studies
within a single year may not exceed the
total commitment value of 5 rems for ex-
posure to the whole body and critical or-
gans (active blood-forming organs, lens
of the eye, and gonads) or 15 rems for
exposure to other organs. The designa-
tion of whole body, critical organs, and
other organs within the various dose cat-
egorles has been modified in the regula-
tion to conform to terminology used by
the NRC.

It is further recognized that signifi-
cant radioactive contaminants or im-
purities in a radioactive drug may affect
the results of a study or alter the valid-
ity of the dose calculations; therefore,
any contribution to dose due to gignifi-
cant radioactive contaminants or im-
purities shall be included in calculating
the total radiation dose and dose com-
mitment. In addition, In determining
maximum permissible dose limitations,
the possibility of followup studies shall
be considered for inclusion in the dose
calculations, Sectlon 361.1(b) (3) (pro-
posed as § 370.100(b) (3)) has been re-
vised accordingly.

27. One comment raised a question
regarding the relationship between ex-
posure history and the radiation limita-
tions. The comment stated that the re-
peated reference to occupational expo-
sure limitations In proposed § 370.100
(b) (3) and (d) (1) appear to sanction
quarterly occupational exposure of 3
rems. The comment further stated that
this level of exposure is allowed in
Agreement State and NRC regulations
only with a properly completed exposure
hislory and that there is no provision
for an exposure history in the proposed
regulation. The comment did not object
to the 3 rems limit but to the use of such
phrases in the proposed § 370.100 as “oc-
cupational exposure limitations” and
“absorbed dose * * * permissible for oc-
cupationally exposed personnel.”

The Commissioner believes that the
limitations on radiation dose have been
clarified in the final order. With the ad-
dition of an annual dose, an indication
of a quarterly radiation dose is unneces-
sary. It is thus clear that, with a total
annual dose of 5 rems for whole body
and critical organs, 3 rems cannot be ad-
ministered in each quarter.

“Exposure history,” as required under
NRC and Agreement State regulations,
refers to previous occupational exposure.
The Commissioner is of the opinion that
very few research subjects will have
been radiation workers and therefore
they will not have an “exposure history.”
The Commissioner sdvises that, in re-
vising paragraph (b)(3) and (d) (1) of
§361.1 of the regulation, the phrases
“occupational exposure limitations” and
“absorbed dose * * * permissible for oc~
cupationally exposed personnel” have
been deleted.

28. One comment expressed concern
that some research programs may also
involve radintion doses from radio-
graphic or fluoroscopic procedures such
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that the total subject dose may exceed
the occupational permissible dose Umits.
The comment further stated that the
X-ray dose may or may not be totally or
partly of direct diagnostic benefit to the
concerned subject or may or may not be
part of medical care that the subject
would receive if not volunteering for the
study. The comment requested clarifica-
tion as to whether any limitations on
radiation dose to the subject that may
be set under proposed § 370.100(b)(3)
are applicable only to the dose attribut-
able to the radionuclide procedure or
only to the dose attributable to the re-
search aspect of the subject's radiation
experience during the period of concern,
or to some other dose calculation, The
comment expressed the opinfon that it
is not practicable to attempt fo set reg-
ulatory limits based on the total radia-
tion experience associated with a re-
search use of radioactivity, because of
the many considerations involved in as-
sessing the value-risk ratio of an in-
dividual research proposal.

The Commissioner advises that the
radiation dose limitations under § 361.1
(b)(3) (proposed §370.100(b)(3)) are
the total doses attributable to the re-
search study including the radioactive
drug and any doses from x-ray proce-
dures which are considered and integral
part of the research study, Le,, would not
have occurred but for the study. An
x-ray procedure which would have oec-
curred whether or not the patient was
part of the research study should not be
included In determining the doses attrib-
utable to the research study. The Com-
missioner considers the determination of
whether or not a given x-ray procedure
is a part of the patient’s medical care,
as opposed to part of the research pro-
cedure, to be one which the Radioactive
Drug Research Committee (see para-
graph 29) can readily make.

D. RADIOACTIVE DRUG RESEARCH COMMITTEE

29. Comment was received from the
Nuclear Regulatory Commission (NRC)
requesting that the term Radiation
Safety Committee as used In § 361.1 be
changed to Radiotsotope Research Com-
mittee or any other appropriate name.
The NRC stated that the term Radiation
Safety Committee Is used by many hos-
pitals and academic institutions for the
committee that reviews the institution's
overall program for use of radioactive
materials and radiation producing ma-
chines, especially from the standpoint of
radintion protection which is frequently
called health physics.

The Commissioner has therefore con-
cluded that, to distinguish between this
committee and the commitiee required
for approval of research uses of radio-
active drugs under § 361.1 of this regu~
lation, the term “Radiation Safety Com-
mittee” as used in §361.1 shall be
changed to “Radioactive Drug Research
Committee,” The regulation has been
modified sccordingly. In stating the foi-
lowing comments and thelr discussion,
the revised committee name is used.

30. One comment recommended that
the field of pharmacology be included as
a discipline to be considered for repre-
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sentation on a Radioactive Drug Re-
search Committee under the proposed
§ 370.100(c) (1), Other comments ex-
pressed the feeling that a pharmacolo-
gist should be a required member of such
committee, Comments also differed as to
whether a radiopharmacist should be in-
cluded in the membership of the Radio-
active Drug Research Committee. Some
comments indicated that there may be
some misunderstanding as to who the
required members of a Radioactive Drug
Research Committee are,

The Commissioner concludes that the
composition of the Radioactive Drug Re-
search Committee as set forth in § 361.1
(c) (1) is adequate. As stated in the pro-
posed regulation, approval of a Radio-
active Drug Research Committee shall be
based upon an assessment of the qualifi-
cations of the members of the committee
and the assurance that all of the neces-
sary fields of expertise are covered. Cer-
tification in a particular discipline is not
necessary. For example, one of the re-
quired members of the Committee shall
be a person gqualified to formulate radio-
active drugs. This person need not nec-
essarily be a radiopharmacists; he may
be a physician or other qualified indi-
vidual. The Commissioner also sees no
reason to speclfy additional disciplines
as required members because § 361.1
(¢) (1) states that the addition of con-
sultants in other pertinent medical dis-
ciplines is encouraged. Expertise in any
needed area can thus be obtained. The
Commissioner advises that the only three
required fields of specialization of a
Radioactive Drug Research Committee
are (1) a physician recognized as a spe-
clalist in nuclear medicine, (2) a person
qualified by training and experience to
formulate radioactive drugs, and (3) a
person with special competence in radia-
tion safety and radiation dosimetry. The
remaining members shall be selected
from individuals qualified in varied dis-
ciplines pertinent to the field of nuclear
medicine (e.g., radiology, internal medi-
cine, clinical pathology, hematology,
endocrinology, radiation therapy, radia-
tion physics, radiation biophysics, health
physics, and radiopharmacy). Section
361.1(¢c) (1) has been rewritten to indi-
cate more explicitly the required
members.

31, One comment pointed out that the
proposed § 370.100(¢c) gave no guldance
regarding notification of changes in the
membership of the Radloactive Drug Re-
search Committee (e.g., because of re-
location, retirement, or death of mem-
bers) and the effect of such changes
upon FDA approval of the Committee,
The comment suggested that such
changes be reported and documented in
the annual report and that approval or
disapproval of the revised Committee be
determined by the FDA following receipt
of the annual report.

The Commissioner has studied the
comment and concludes that all changes
in the membership of the Radioactive
Drug Research Committee and selection
of new members shall be communicated
to the FDA as early as possible so that
the FDA may review the qualifications of
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the new member(s) and the composition
of the Committee and be assured that the
Committee continues to include all of the
necessary fields of ex ., Section
361.1(c) (4) (proposed § 370.100(c) (4))
has revised to provide for this pro-
cedure. The Commissioner advises that
once a Radioactive Drug Research Com-
mittee is approved, it continues in such
status until the approval is withdrawn
by the FDA. Individual changes In mem-
bership may therefore be implemented

without FDA approval; FDA disapproval
of a new member would take the form of
withdrawal of approval of the Commit-
tee

32. One comment expressed concermn
over the proliferation of duplicative com-
mittees deriving their authority from
varlous Federal and State regulatory
agencies. It recommended that FDA
Iimit, at least initially, those committees
which it approves pursuant to proposed
§ 370.100(¢c) (4) to those already estab-
lished medical advisory committees of
radioactive material licensing agencies
and the radiation safety committees of
broad medical licensees of the NRC. An-
other comment expressed concern that
the FDA might not approve a Radioac-
tive Drug Research Committee which has
been approved as a Broad License Com-
mittee by an Agreement State or the
NRC, or vice versa, and suggested that
there be some criteria for mutual accept-
ance of a Radloactive Drug Eesearch
Committee. The comment further ques-
tioned whether the regulation would al-
low the Medical Committee of a State
Radiation Advisory Board to review and
approve research programs for small user
licensees.

The Commissioner has determined
that, to conclude that a radioactive drug
is generally recognized as safe and effec-
tive when used for certain research
studies, it is necessary to establish criteria
for use of the drug which include a moni-
toring of that use by a Radioactive Drug
Research Committee. The standards for
the composition and functioning of the
Radioactive Drug Research Committee
are a fundamental element in the Com-
missioner's determination. The Commis-
sioner cannot assume that the require-
ments for advisory or review committees
of other Federal or State regulatory
agencles will assure a committee that
meets FDA criteria for a Radioactive
Drug Research Committee. Therefore the
FDA cannot, without an independent
determination, approve a Committee
that has been approved by sanother
Agency. However, any established com-
mittee, such as the Medical Commitiee of
a State Radiation Advisory Board, may,
if constituted in accordance with § 361.1
(¢) (1), apply to the FDA for approval as
a Radioactive Drug Research Committee.

33. One comment questioned the need
for each Radioactive Drug Research
Committee to meet at least quarterly, as
provided in proposed § 370.100(c) (2), be-
cause the quantity of business to be con-
sidered by the Committee may not justify
such frequent meetings.

The Commissioner concurs in part and
has concluded that the Radioactive Drug

Research Committee shall meet at least
once each quarter in which a research
activity has been authorized or con-
ducted. No more than 90 days should pass
between the start of the research and the
monitoring of the study’s progress by the
Committee. More frequent meetings may
be held at the diseretion of the Commit-
tee.
The Commissioner has also determined
that to provide reasonable assurance that
the expertise available within the com-
mittee will be utilized in committee de-
liberations, it is necessary to indicate the
number of members needed to constitute
a quorum. He has concluded that more
than 50 percent of the membership of
the Committee must be present to con-
stitute a quorum and that there must he
appropriate representation of the re-
quired fields of specialization. Section
361.1(c) (2) (proposed as §370.100(c)
(2)) has been revised accordingly.

34. One comment expressed the opinion
that more efticient use of the concept of
# Radioactive Drug Research Committes
as a “watchdog body™ in cases of experi-
mental use of radioactive drugs should
be to expand its function to cover both
new and not new radioactive drugs.

The Commissioner advices that review
of investigations of new radioactive drugs
submitted pursuant to §312.1 is clearly
a regulatory function of the Food and
Drug Administration and cannot be dele-
gated to a Radioactive Drug Research
Committee, Institutional review is also
required for investigational new drugs
under an IND where the olinical studies
are conducted on institutionalized sub-
Jects or are conducted by an individual
affiliated with an institution which agrees
to assume responsibility for the study
The Radloactive Drug Research Com-
mittee would not fulfill this requirement
because its composition lacks lay mem-
bership. The FDA would, however, look
favorably upon a Radloactive Drug Re-
search Committee serving as a subcom-
mittee of an Institutional Review Com-
mittee when the Investigational new
drug is a radioactive drug. The Commis-
sioner advises that this regulation does
not in any way prohibit an Institution
from involving its Radioactive Drug Re-
search Committee in other policy mat-
ters, including use of radioactive new
drugs, if it so chooses.

35. One comment suggested that, be-
cause of the inherent time delays in-
volved in obtalning protocol review and
approval from a Radioactive Drug Re-
search Committee as envisioned by the
regulations, and because of the relatively
short shelf life of many of the tagged
drugs utilized, the regulations include a
maximum time limit within which the
Committee would have to approve or
reject a proposed protocol.

The Commissioner concludes that
regulation of the time required for ap-
proval or rejection by a Radioactive
Drug Research Committee of & proposed
protocol must be left to the institution
or State or Federal agency with which
the Committee is associated. The Com-
missioner cannot predict the workload

_of each Radioactive Drug Research Com-
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sitiee: therefore, it is not feasible for
the FDA to establish a time frame for
review and approval or rejection of a
pro The FDA believes,
however, since the Radioactive
prug Committee is composed
of persons familiar with the unique
problems of research with radioactive
drugs, commitiee review will be respon-
sive to the needs of individual research-
ers. The Commissioner further assumes
that ordinarily approval of a protocol
will be sought before the tagged drug is
obtained; therefore, the shelf life of the
tagged drug will not be germane.

36. Several comments suggested that
the “Report on Research Use of Radlo-
active Drug” which each Radioactive
prug Research Committee Is required to
submit annually under proposed § 370.
100(c) (3) for each study conducted
during the preceding year be made
avallable to Agreement States or other
licensing agencies for future licensing
actions without forfeiting the nondis-
closure provistons which apply to pro-
prictary information. Another comment
suggested that FDA consider establish-
ing some mechanism of advising its ap-
proved Radioactive Drug Research Com-
mittees of any studies which have been
aspproved under proposed §370.100 by
any other approved Radioactive Drug
Research Committee.

The Commissioner advises that con-
tenis of the “Report on Research Use of
Radioactive Drug” are available for
public disclosure unless confidentiality
is requested by the inves tor and it Is
adequately shown by the investigator
that the report constitutes a trade secret
or confidential commercial information
as defilned In 21 CFR 4.61. A trade se-
cret, as defined in 21 CFR 4.61, may con-
sist of any formula, pattern, device, or
compilation of information which is
used In one's business and which gives
him an opportunity to obtain an advan-
tage over competitors who do not know
or use i, Commercial information that
is privileged or confidential means valu-
able data or information which is used
in one's business and is of a type custom-
arily held In strict confidence or re-
garded &s privileged and not disclosed
to any member of the public by the per-
son to whom it belongs. Data and infor-
mation submitted or divulged to the
Food and Drug Administration which
fall within the definitions of & trade se-
cret or confidential commercial infor-
mation are not available for public dis-
closure.

The note under “Report on Research
Use of Radioactive Drug"” set forth In
proposed § 370.100(c) (3), stated that
the name of the investigator would not
be disclosed publicly. Under the new
regulation promulgated under the Free-
dom of Information Act, such informa-
tion may be publicly disclosed. Section
361.1(e) (3) (proposed § 370.100(c) (3))
has been revised accordingly.

Therefore, information from this re-
port which is available for public dis-
closure i also avallable to Agreement
States or other licensing agencies and

that

RULES AND REGULATIONS

all Radioactive Drug Reseasrch Commit-
tees and will be disclosed in accordance

that it is impractical, because of re-
source limitations, to provide these re-
ports to Agreement States and other
licensing agencies and to other FDA
Radioactive Drug Research Committees
on o continuing basis. A specific request
will be required under the public infor-
mation regulations (21 CFR Part 4).

37. One comment recommended that
the age of all research subjects, not just
minors, be included In the “Report on
Research Use of Radioactive Drug” set
forth In proposed § 370.100(¢c)(3).
Another comment suggested that the
number of adults and children be speci-
fied separately on each report.

While such data are not necessary to
monitor compliance, the Commissioner
concludes that data such as the age and
sex of all research subjects would be use-
ful in evaluating the total risk to the
public health and to individuals.
Further, the Commissioner notes that
this data would be useful to the FDA In
studies of the radiation dose to the public
from all radioactive drugs. Accordingly,
§ 361.1(c) (3) of the regulation has been
modified to require the “Report on Re-
search Use of Radioactive Drug” to in-
clude the dose to each research subject
by age and sex.

38. One comment objected to the re-
quirement of reporting Iimmediately
when more than 30 research subjects
were involved in a research project under
proposed §370,100 since the Individ-
unl risks to a human subject receiving
radioactive materials are independent
of the number of subjects. Another com-
ment felt that annual reporting by the
Radioactive Drug Research Committee
and their function as a ,peer review
group were sufficient and therefore ob-
Jected to Immediate reporting as stated
above or when the research subject is
under 18 years of age,

The Commissioner wishes to be certain
that the requirements of § 361.1 (pro-
posed §370.100) are being interpreted
and followed in a satisfactory manner.
Relatively large research studies, such as
those resulting In the exposure of more
than 30 research subjects, represent ‘a
category of study in which it may be
particularly appropriate to examine
whether "the need for the number of
subjects chosen fs documented, the
radiation dose is well justified, and the
distinction between research protocols
and clinical trials is observed. Similarly,
any study Involving radiation exposure
to research subjects less than 18 years of
age may need special attention to ex-
amine the basis for carrying out the
study in that age group and assure that
the protocol is adequate for the safety

.of such subjects. The Commissioner

emphasizes that the early notification of
FDA under these circumstances In no

‘way implies that such studies are unac-

ceptable or i{nappropriate or that these
studies require preclearance by the FDA.
Notification is entirely for FDA's inter-
nal monitoring of this new regulation.
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39. One comment suggested that item
5 of the “Report of Research Use of
Radioactive Drug” be revised to read as
follows:
5. Radintion Absorbed Dose:
a. Radionuclide identification.
¢ b. A)dxnmutand activity dose—child, adult
max.).
¢, Maximum number of activity doses per
patient.
d. Estimated absorbed dosoe per single
procedure—whole body, gonad and critieal
organ.

The Commissioner has reviewed the
terminology in item 5 and Is of the opin-
fon that the requirements should be
stated in more specific terms. He has
therefore revised these parts of the “Re-
port of Research Use of Radioactive
Drug” to read as follows:

5. Name of the radionuclide(s) used, in-
cluding any present as significant contame
inants or impurities,

6. Radiation absorbed dose. Give the meth-
ods by which radiation dose commitment
was estimated, such as by calculation, by In
vivo measurements, by uptake excretion, or
by other methods, For each subject, provide:

A, Age, 80X,

b. Amount of each radionuclide adminis-

¢, Extimated absorbed dose per single ad-
ministration of radioactive drug, expressed as
whole body, active blood-forming organs,
lens of the eye, gonads, and other organ
dose.

d, If more than one administration of »
radionctive drug per subject, cumulative
radiation dose and dose commitment, ex-
pressed as whole body, active blood-forming
organs, Jons of tho eye, gonads, and other
organ doses from the administered radionu-
cMdes,

E. OTHER CONDITIONS

40. Three comments expressed the
opinion that proposed § 370.100(d) (1)
should require the radloassay of the
pharmaceutical prior to administration
and one comment suggested that the use
of a dose calibrator be required. One
comment assumed that a dose calibrator
would be required.

Although proposed §370.100 implies
that the radicactive drug will be assayed
prior to use, this is not stated explicitly.
The Commissioner therefore concurs
with this part of the comment, conclud-
ing that radioassay of some kind is nec-
essary prior to use of the radloactive
drug. Specific designation of a dose cali-
brator is Inappropriate, however, since
other assay methods would be acceptable.
Section 361.1(d) (1) (proposed § 370.100
(d) (1)) is therefore amended to require
radionssay of the radioactive drug prior
to its use.

The Commissioner advises that § 361.1
(d) (1) has also been amended to state
more specifically the requirements which
the Radionctive Drug Research Commit-
tee must consider to assure that the ra-
diation dose to research subjects is as
low as practicable to perform the study
and to meet the criteria set forth iIn
§361.1(b) (3). To help achleve this as-
surance, two additional requirements
have been added to this paragraph;
namely, that the radioactive drug chosen
for the study has that combination of
half-life, types of radiation, radiation
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energy, metabolism, chemical properties,
etc., which results In the lowest dose to
the whole body or specific organs with
which it is possible to obtain the neces-
sary information and that the investi-
gator utilize adequate and appropriate
instrumentation for the detection and
measurement of the specific radionuclide.

41. One comment stated that proposed
§ 370.100(d) (5) appearec. to prohibit re-
search studies involving metabolism dur-
ing pregnancy and felt that the accept-
ability of performing a specific study on
pregnant females should be the decision
of the FDA-approved Radioactive Drug
Research Committee,

Both the International Commission on
Radiological Protection (ICRP) and the
National Counecil on Radiation Protec-
tion and Measurements (NCRP) have
expressed concern over the possible ad-
verse effects on the human embryo and
fetus from radiation exposure to preg-
nant women. The Commissioner has
determined that, because of the potential
risk to an embryo or fetus, the use of a
radioactive drug during pregnancy can-
not be generally recognized as safe;
therefore, such studies cannot be con-
ducted under #§ 361.1. This limitation in
no way reflects, however, any prejudg-
ment as to whether such a study may
be conducted under an IND. The Com-
missioner emphasizes that the radiation
dose limits, pharmacological dose limits,
Radloactive Drug Research Committee
requirements, and all other requirements
of § 361.1 relate only to & specific group
of radloactive drugs for certain research
uses. Ther= is no Intent that any of these
lmits represent actual or de facto limits
for studles conducted under an IND.
Therefore, research studies in pregnant
women may be permitted where the
sponsor submits an IND and complies
with the requirements of § 312.1.

42, One comment requested clarifica-
tion of proposed §370.100(d)(7) as to
whether the statement in “No study in-
volving * * *, no matter how small the
amount of radioactivity, shall be per-
mitted * * *." would require Radioac-
tive Drug Research Committee approval
for the use of any compound containing
naturally occurring radioisotopes such
as potassium which contains 0.012 per-
cent K-40.

The Commissioner advises that § 361.1
fproposed § 370,100) pertains only to
compounds to which tracer quantities of
certain radionuclides have been deliber-
ately attached and not to an element,
such as potassium, which contains trace
amounts of radioisotopes in its natural
state. Section 361.1(d) (7) has been modi-
fled to reflect this.

43. One comment questioned the
meaning of the word “active” as used in
the term “active ingredient,” relative to
information required on the label by sec-
tion 502(e) of the act and proposed
§370.100(f) and expressed the feeling
that all ingredients in an injectable
preparation should be specified and listed
under proposed § 370.100(f) and a deter-
mination made later on whether they are
“active” or not.
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The Commissioner advises that the
definition of “active ingredient” in 21
CFR 2103(d)(5) (formerly 21 CFR
133.1(d) (5) prior to recodification pub-
lished in the FrpeEraL REGISTER of
March 27, 1975 (40 FR 13996) ) is appli-
cable to §361.1(f)(4) of these regula-
tions. Active Ingredient is defined as “any
component which Is intended to furnish
pharmacological activity or other direct
effect in the diagnosis, cure, mitigation,
freatment, or prevention of disease, or
to affect the structure or any function
of the body of man or other animals. The
term shall include those components
which may undergo chemical change in
the manufacture of the drug and be pres-
ent In the finished drug product in a
modified form intended to furnish the
specified activity or effect.” The Com-
missioner agrees that radiosclive drug
products intended for parenteral admin-
istration under § 361.1 should be labeled
to identify all inactive ingredients in the
same way as other drug products for
parenteral administration under § 201.100
(b) (5) (ili) (formerly § 1.106(b)(2)(v)
(¢)) and has modified § 361.1(f) corre-
spondingly. All other label requirements
imposed by section 502 (b) and (e) of
the act which were stated in the pre-
amble to the proposal have also been
listed under § 361.1(f).

The Commissioner also advises that the
proposal (in the preamble and proposed
§ 370.100(1) ) indicated label and labeling
requirements for radioactive materials.
Such requirements are specific label re-
quirements as imposed by section 502 (b)
and (e) of the act and certain other
requirements and are to appear on the
label of the immediate container and
shielded container unless otherwise spec~-
ified. The wording in the final order
has been revised to reflect this.

44. One comment suggested revising
paragraph (f) of proposed § 370.100 to
read: “A radioactive drug prepared,
packaged, distributed and primarily in-
tended for use In accordance with the
requirements of this section shall be ex-
empt from section 502(f) (1) of the act
and section 1.106 of this chapter if the
packaging, label and labeling are in com-
pliance with Federal, State, and local law
regarding radioactive materials and if
the packaging, label and labeling re-
quired for radioactive materials by the
Nuclear Regulatory Commission and by
State and local radiclogical health au-
thorities bear the following: * * *." The
comment further proposed the addition
of a new paragraph (f)(6) to read
“whether the drug is for investigational
use only;” and a new paragraph (f)(7)
to read "The expiration date, special
storage conditions, pyrogenicity, specific
concentration and addition of bacterio-
static agents” and addition of a new
sentence reading “In the event that the
immediate container of any radioactive
drug is too small to contain the informa-
tion set forth in paragraph seven (7)
above, the information shall be furnished
in the product’s accompanying label.”

The Commissioner concludes that the
initial wording of §361.1(f) (proposed
§370.100(1)) is preferable to the sug-

gested alternative, The requirements by
the FDA for labeling may be in addition
to the requirements of the NRC, other
Federal authorities, or State and loca)
radiological health authorities, Payg.
graph (f) of proposed 370.100 was there.
fore written to allow the NRC or i,
State and local health authorities to de.
cide whether they wanted a distinct rga.
dioactive warning on the label, apar
from other labeling. The suggested gl.
ternative does not provide for this.

The suggested paragraph (f) (6) is o
applicable since these are not investigs.
tlonal drugs, as that term is normaily
used (ie, a drug under an IND), al.
though these drugs are used for research
The statement described in § 361.1(1) (9
is proper for radioactive drugs for re.
search use under this section.

With regard to the suggested para-
graph (1) (7), the name and quantity of
all bacteriostatic agents and other inae.
tive ingredient(s) are required by 21 CFR
201.100(b) (5) (ii1) (formerly 21 CFR
1,106(b) (2) (v) (¢)) if a drug product is
for parenteral use. Section 361.1(f) (pro.
posed 370.100(f)) has been modified to
include this requirement, Section 502h)
of the act requires that drugs liable to
deterforation shall bear a statement of
such precaution as necessary for the pro-
tection of the public health, The Com.
missioner concludes that, because of the
special nature of radioactive drugs, !¢,
radioactive decay, the label for such
drugs shall contain an expiration date
If special storage conditions are neces-
sary to maintain the drug product’s
stability for its anticipated shelf life
manufacturers are responsible for pro-
viding such information in the labeling
If a radioactive drug Is recognized in an
offictal compendfum, it shall be labeled
as prescribed by such compendium.

Current good manufacturing practices
require that the manufacturer assure
that the drug finished dosage form hus
the identity, strength, quality, and purity
stated in the labeling, For radioactive
drugs for parenteral use, manufacturers
must therefore have evidence that the
methods of manufacture and steriliza-
tion employed are adequate to ensure
that each final product is sterile and
pyrogen free. It is the responsibility of
the Radioactive Drug Research Com-
mittee to determine that radioactive ma-
terlals for parenteral use under § 361.1
are prepared in sterlle and pyrogen-free
form.

The Commissioner has also concluded
that the specific concentration for each
radioactive drug should be expressed on
the label, Section 261.1(f) (proposed
§370.100(1)) has been révised to require
that the label include the total quantity
of radicactivity In the drug product’s im-
mediate container and the amount of ra-
dioactivity per unit volume or unit mass
at a designated refererced time, Sec-
tion 361.1(f) has also been revised to re-
quire that the label bear the route of ad-
ministration if the drug is for other than
oral use, as is required for all prescrip-
tion drugs under 21 CFR 201.100. In-
formation which may be placed on the
label of the shiclded container only if
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the immediate container label is too
small to accommodate all of the neces-
sary information Is also specified.

MISCELLANEOUS

45. One comment suggested changing
paragraph (b) of proposed §370.100 to
read: “The conditions under which use
of any radioactive drug for research,
which has been, are now or will be reg-
ulated by the Food and Drug Adminis-
tration or which is Introduced into Inter-
state commerce, as safe and eflfective
are:". The comment also suggested add-
ing & new paragraph (d) to proposed
$370.100 to state “These regulations will
not act to exempt any drug covered by
this part from any other provision of
law or regulation applicable thereto."

The Commissioner has concluded that
the suggested changes to proposed § 370.-
100 are unnecessary. This regulation in
no way Implies that other provisions of
law or regulation are not applicable, In
{act, the regulation clearly alludes to the
icensing requirements of the NRC, This
regulation will apply to all radioactive
drugs that are generally recognized as
safe and effective until future develop-
ments, experience, or knowledge necessi-
tates revision.

46, One comment stated that there
were no recommendations in the pro-
posed regulations pertaining to the
proper disposal of isotopes. .

The Commissioner advises that the
NRC and Agreement States control ra-
diation safety during the manufacture,
use, and disposal of radioactive drugs.

47. One comment asked If 4 separate
office within the FDA had been assigned
responsibility solely for radiopharmaceu~
ticals,

The Commissioner advises that for all
radioactive drug products, including ra-
dioactive biological products, réview of a
"Notice of Claimed Investigational Ex-
emption for a New Drug,” amendments
to such notice, a new drug application,
amendments and supplements to such
application, and approving and monitor-
ing the activities of the Radioactive Drug
Research Committee shall be the respon-
sibility of the Radiopharmaceutical
Group, Division of Oncology and Radio-
pharmaceutical Drug Products, (HFD-
150}, Bureau of Drugs, 5600 Fishers Lane,
Rockville, MD 20852. Elsewhere in this
lssue of the FroeraLl Recister, the Com-
missioner is issuing an order transfer-
ring responsibility for radioactive bio-
logical products from the Bureau of
Biologics to the Bureau of Drugs to con-
solidate processing of all radioactive drug
matters in one office.

48. One comment indicated that pro-
posed § 370.100(f) permits the label and
iabeling of “tagged"™ compounds to con-
tain information required by the NRC or
State authorities, but this Is not men-
tioned regarding those radioactive drugs
covered under toples A, B, and C of the
preamble to the proposal,

The Commissioner has determined
that all radioactive drugs, including
those which require the submission of an
NDA, IND, or an application for s bio-
logical product license, as discussed un-
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der toples A, B, and C of the preamble
to the July 29, 1974 proposal, are permit-
ted to have on their label and labeling
information required by the NRC and
State and local radiation control author-
ities, if all of the FDA labeling require-
ments of section 502 of the act and 21
CFR 201.100 (formerly 21 CFR 1.108(b))
are met,

49. One comment expressed concern
as to the effect these regulations will
exert on existing competition within the
radiopharmaceutical industry during the
transition from regulation by the NRC to
regulation by the FDA, Further, the com-
ment expressed concern regarding the
cost of the transition and any competitive
disadvantage or restrictions imposed dur-
ing this transition period, The comment
emphasized that it is essential that
nothing in these regulations create a
competitive advantage for one manufac-
turer over another.

The Commissioner sees no basis for
the concern expressed by the comment,

50. Two comments pointed out a typo-
graphical error in the paragraph head-
ing for proposed §1.106(p). The word
“radiocative” should read “radioactive.”

The typographical error as noted in
the comment has been corrected. In ad-
dition, proposed § 1.106(p) has been re-
codified as § 201.129 in the final regula-
tion in accordance with the recodification
of § 1.108 into Part 201, published in the
Feperatl Recister of March 27, 1975 (40
FR 13996).

Evrecrive DATES

51. One comment requested that the
December 31, 1974 and July 1, 1975 dead-
lines as set forth in the proposal be ex-
tended by the FDA on a drug-by-drug
and manufacturer-by-manufacturer ba-
gis to provide adequate time to comply
with the final regulations, following any
any modification resulting from com-
ments submitted.

The proposal identified effective dates
for specific changes to Implement FDA
regulations regarding radioactive new
drugs. Due to the length of time needed
to review the comments and prepare the
final regulation, the Commissioner has
found it necessary to extend these pro-
posed effective dates as follows: (1) the
December 31, 1974 date for submission
of an NDA, IND, or an application for a
biological product license for each drug
containing those radionuclides listed un-
der §310503(f) (1) and for submission
of the Information for an investigational
new drug as required by §310.503(g) is
extended to August 25, 1975; (2) the
October 1, 1974 date referred to in § 810.-
503(g) is extended to July 25, 1975; (3)
the January 1, 1975 date referred to in
§£310.503 () (4) and (5) and (h) is ex-
tended to after August 25, 1975; (4) the
effective date for deleting the “Note” that
appears at the end of § 312.1 {5 extended
to after August 25, 1975; and (5) the
July 1, 1975 date referred to in § 310.503
(d) (3), (115, and (g) Is extended to
February 20, 1976. The regulations have
been revised accordingly. The Commis-
sioner concludes that there has been ade-
quate discussion and notice of these re-
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quirements, and that the time periods
established should not result in & hard-
ship to any manufacturer.

Therefore, under the Federal Food,
Drug, and Cosmetic Act (secs. 505, 701
(a), 52 Stat, 1052-1053, as amended,
1055 (21 U.S.C. 355, 371(a)), the Public
Health Service Act (sec. 351, 58 Stat. 702,
as amended (42 U.S.C. 262)), authority
delegated to the Commissioner (21 CFR
2.120), and in cooperation with the Nu-
clear Regulatory Commission, Title 21
of the Code of Federal Regulations is
amended as follows:

PART 201—LABELING

1. In Subpart D a new §201.129 is
added to read as follows:

§ 201.129 Drugs and devices; exemption
for radicactive drugs for rescarch
use.

A radioactive drug intended for ad-
ministration to human research subjects
during the course of a research project
intended to obtain baslc research infor-
mation regarding metabolism (including
kinetics, distribution, and localization)
of a radioactively labeled drug or re-
garding human physiology, pathophys-
lology, or blochemistry (but not in-
tended for immediate therapeutic, diag-
nostic, or similar purposes), under the
conditions set forth in §361.1 of this
chapter, shall be exempt from section
50201y (1) of the act if the packaging,
label, and labeling are In compliance
with § 361.1(f) of this chapter.

PART 310—NEW DRUGS

2. In §310.3 add o new paragraph (1)
to read as follows:

§ 310.3 Definitions and interpretations.

- - - - -

{(n) The term “radloactive drug"
means any substance deflned as a drug
in section 201(g) (1) of the Federal Food,
Drug, and Cosmetic Act which exhibits
spontaneous disintegration of unstable
nuclel with the emission of nuclear par-
ticles or photons and includes any non-
radioactive reagent kit or nuclide gen-
erator which is intended to be used in
the preparation of any such substance
but does not Include drugs such as
carbon-containing compounds or potas-
slum-containing salts which contain
trace quantities of naturally occurring
radionuclides, The term “radioactive
drug” Includes a “radioactive blological
product” as defined in § 600.3(ee) of this
chapter.

3. In §310.503 revise parsgraph (d)
and add new paragraphs (), (g, and
(hy, to read as follows:

§ 310.503 Requirements regarding cor.
tain radioactive drugs.
» - » » -

(d) (1) In view of the extent of ex-
perience with the isotopes listed In para-
graph (¢) of this section, the Nueclear
Regulatory Commission and the Food
and Drug Administration conclude that
such Isotopes should not be distributed
under Investigational-use labeling when
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they are actually intended for use In
medical practice.

(2) The exemption referred to In
paragraph (a) of this section, as applied
to any drug or biologic containing any
of the isotopes listed in paragraph (¢)
of this section, in the “chemical form”
and intended for the uses stated, is
terminated on March 3, 1972, except as
provided in paragraph (d)(3) of this
section.

(3) The exemption referred to in para-
graph (a) of this section, as applied to
any drug or biologic containing any of
the isotopes listed in paragraph (c) of
this section, in the “chemical form" and
intended for the uses stated, for which
drug a new drug application or a “Notice
of Claimed Investigational Exemption
for a New Drug" was submitted prior to
March 3, 1972, or for which biologic an
application for product license or “No-
tice of Clalmed Investigational Exemp-
tion for a New Drug"” was submitted
prior to March 3, 1872, Is terminated
either upon issuance of a nonapprovable
notice for the new drug application or
application for product license or ter-
mination of the “Notice of Claimed In-
vestigational Exemption for a New
Drug,” or on February 20, 1976, whichever
occurs first,

(f) (1) Based on its experience in reg-
ulating investigational radioactive phar-
maceuticals, the Nuclear Regulatory
Commission has compliled a list of reac-
tor-produced isotopes for which it con-
siders that applicants may reasonably
be expected to submit adequate evidence
of safety and effectiveness for use s rec-
ommended in appropriate labeling; such
use may include, among others, the uses
in this tabulation:

Bans Imaging.
l)lnlh’yknﬂidaml‘;u "ﬂ'&‘ imnging;
poniascetic ney imaging.
(DTPA), 4 e
- Chioride. ........ ... Placeota Imoging;
blood pool

Isotopa Chemleal form

Fluorine 18, F1
Indi

-

Imaging.
Human seram Lung imagiog.

albumin micro-

spheres,
Diethylenetriamine

Kidney lmaging:
ntnacetic acld

Kidney function
studies,
Brain innging.
«. Bone i ng.

hotphnku
Lung tmaging.

netated aggre-
:ulcd albumin
(human),

fum Boue tmnging.
etidroninte.

(2) In view of the extent of experience
with the isotopes listed in paragraph (f)
(1) of this section, the Nuclear Regula-
tory Commission and the Food and Drug
Administration conclude that they should
not be distributed under investigational-
use labeling when they are actually in-
tended for use in medical practice.

(3) Any manufacturer or distributor
interested in continuing to ship in inter-
state commerce drugs containing the
isotopes listed In paragraph (f) (1) of
this section for any of the- indications
listed, shall submit, on or before Au-
gust 25, 1975 to the Bureau of Drugs,
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Food and Drug Administration, 5600
Fishers Lane, Rockville, MD 20852, a new
drug application or a “Notice of Claimed
Investigational Exemption for a New
Drug” for each such drug for which the
manufacturer or distributor does not
have an approved new drug application
pursuant to section 505(b) of the act, If
the drug is a biologic, a "“Notice of
Claimed Investigation Exemption for a
New Drug” or an application for a license
under section 351 of the Public Health
Service Act shall be submitted to the Bu-
reau of Biologics, Food and Drug Admin-
istration, 8800 Rockville Pike, Bethesda,
MD 20014, in lieu of any submission to the
Bureau of Drugs.

(4) The exemption referred to in para-
graph (a) of this section, as applied to
any drug or biologic containing any of
the isotopes listed in paragraph (f)(1)
of this section, in the “chemical form"
and intended for the uses stated. is ter-
minated August 25, 1975 except as pro-
vided in paragraph (f) (5) of this section.

(5) The exemption referred to in para-
graph (a) of this section, as applied to
any drug or blologic containing any of
the isotopes listed in paragraph (f) (1)
of this section in the “chemical form"
and intended for the uses stated, for
which drug a new drug application or a
“Notice of Claimed Investigational Ex-
emption for a New Drug" was submitted
to the Bureau of Drugs on or before Au-
gust 25, 1975 or for which biologic an ap-
plication for product license or “Notice of
Claimed Investigational Exemption for a
New Drug"” was submitted to the Bureau
of Biologics on or before August 25, 1976
is terminated either upon issuance of a
nonapprovable notice for the new drug
application or application for product
license or termination of the “Notice of
Claimed Investigational Exemption for a
New Drug,"” or on February 20, 1976
whichever occurs first,

(g) The exemption referred to In para-
graph (a) of this section, as applied to
any drug intended solely for investiga-
tional use as part of a research project,
which use had been approved on or be-
fore July 25, 1975 in accordance with
10 CFR 35.11 (or equivalent regulation of
an Agreement State) is terminated on
February 20, 1976 if the manufacturer of
such drug or the sponsor of the investiga-
tion of such drug submits on or before
August 25, 1975 to the Food and Drug
Administration, Bureau of Drugs, HFD-
150, 5600 Pishers Lane, Rockville, MD
20852, the following information:

(1) The research project title;

(2) A brief description of the purpose
of the project’

(3) The name of the investigator re-
sponsible;

(4) The name and license number of
the institution holding the specific U-
cense under 10 CFR 35.11 (or equivalent
regulation of an Agreement State) ;

(6) The name and maximum amount
per subject of the radionuclide used;

(de) The number of subjects involved;
An

(7) The date on which the adminis-
tration of the radioactive drugs Is ex-
pected to be completed.

(h) The exemption referred to in pay.
agraph (a), as applied to any drug not
referred to in paragraphs (d), (f), anq
(g) of this section, is terminated amr
August 25, 1975,

PART 312—NEW DRUGS FOR
INVESTIGATIONAL USE

4. In § 312.1, amend paragraph (a) (2)
in Form FD-1571 by adding a new
item 6.d and two new sentences to ftem
10.a and delete in its enurety. effective
August 25, 1075, the “Note" regarding
an order of the Commissioner of F(lr,d
and Drugs published in the Froena,
RecisTer on January 8, 1963 (28 FRp
183), as it appears at the end of § 312
to read as follows:

§ 312.1 Conditions for exemption of
new drugs for investigational usc,

(.)nco
() *»»

Form FD-1571

6‘ . 0

d. If the drug Is a radioactive drug, sum-
clent data must be avallable from anima!
studies or previcous human studies to allow
a reasonable calculation of radiation ab.
sorbed dose upon administration to a human
belng.

- » » -

10.. .- »

..'. .- "
If a drug is a radioactive drug, the clinical
pharmacology phase must Include studies
which will obtain sufficient data for dosim-
etry ecalculations, These studies should
evaluate the excretion, whole body reten-
tion, and organ distribution of the radio-
nctive material,

PART 361—PRESCRIPTION DRUGS FOR
HUMAN USE GENERALLY RECOGNIZED
AS SAFE AND EFFECTIVE AND NOT
MISBRANDED: DRUGS USED IN RE-
SEARCH

5. Add a new Part 361, consisting at
this time of one section, to read as
follows:

Avrnonrry: Federal Food, Drug, and Co
metic Act, Sec. 506, 701{a). 52 Stat. 1052-1051
as amended, 10556 (21 US.C. 385, 37)(n
Public Health Service Act, Sec, 351, 68 Stu:
702, as amended (42 US.C. 262).

§36’.| Radioactive druge for certain
uses,

(a) Radioactive drugs (as defined in
§ 310.3(n) of this chapter) are generally
recognized as safe and effective when ad-
ministered, under the conditions set
forth in paragraph (b) of this sec-
tion, to human research subjects during
the course of a research project intended
tc obtain basic information regarding
the metabolism (including kinetics, dis-
tribution, and localization) of a radio-
actively labeled drug or regarding human
physiology, pathophysiology, or bio-
chemistry, but not intended for imme-
diate therapeutic, diagnostic, or similar
purposes or to determine the safety and
effectiveness of the drug in humans for
such purposes (Le., to carry out a clinl-
cal trial). Certain basic research studies.
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e.2., studies to determine whether a drug
localizes in a particular organ or fluid
snace and to describe the kinetics of that
localization, may have eventual thera-
peutic or dingnostic implications, but the
initial studles are considered to be basic
research within the meaning of this
section.

(b) The conditions under which use of
radioactive drugs for research are con-
sidered safe and effective are:

(1) Approval by Radioactive Drug Re-
search Committee. A Radloactive Drug
Research Committee, composed and ap-
proved by the Food and Drug Adminis-
tration in accordance with paragraph (¢)
of this section, has determined, In ac-
cordance with the standards set forth in
paragraph (d) of this section, that:

(1) The pharmacological dose is within
the limits set forth in paragraph (b) (2)
of this section;

(i) The radiation dose is within the
limits set forth In paragraph (b)(3) of
this section;

({i{) The radiation exposure is justi-
fled by the quality of the study being
undertaken and the importance of the
information it seeks to obtain;

(iv) The study meets the other re-
quirements set forth {n paragraph (d) of
this section regarding qualifications of
the Investigator, proper licensure for
handling radioactive materials, selection
and consent of reserach subjects, quality
of radiomsctive drugs used, research
protocol design, reporting of adverse re-
actions, and approval by an appropriate
Institutional Review Committee; and

(v) The use of the radioactive drug in
human subjects has the approval of the
Radioactive Drug Research Committee.

(2) Limit on pharmacological dose.
The amount of active ingredient or com-
bination of active ingredients to be ad-
ministered shall be known not to cause
any clinically detectable pharmacologi-
cal effect in human beings. If the same
active Ingredients (exclusive of the radio-
nuclide) are to be administered simulta-
neously, e.g,, under a “Notice of Claimed
Investigational Exemption for a New
Drug" or for a therapeutic use in accord-
ance with labeling for a drug approved
under Part 314 of this chapter, the total
amount of active ingredients including
the radionuclide shall be known not to
exceed the dose limitations applicable to
the separate administration of the active
ingredients excluding the radionuclide.

(3) Limit on radiation dose. The
amount of radicactive material to be ad-
ministered shall be such that the subject
recelves the smallest radiation dose with
which it is practical to perform the study
without jeopardizing the benefits to be
obtained from the study.

(1) Under no circumstances may the
radiation dose to an adult research sub-
ject from a single study or cumulatively
from a number of studies conducted
within 1 year be generally recognized as
safe if such dose exceeds the following:
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Whole body, active blood-forming organs,
lens of the eye, and gonads:

e A e R R 3
Annual and total dose commit-

Annual and total dose commit-
FRBRIE 3000 s amie S ok e s se i M 15

(i) For a research subject under 18
years of age at his last birthday, the
radiation dose shall not exceed 10 per-
cent of that set forth In paragraph (b)
(3) (1) of this section.

(iii) All radioactive material included
in the drug either as essential material
or as a significant contaminant or im-
purity shall be included when determin-
ing the total radiation doses and dose
commitments. Radiation doses from
x-ray procedures that are part of the re-
search study (le., would not have oc-
curred but for the study) shall also be
included. The possibility of followup
studies shall be considered for inclusion
in the dose calculations.

(iv) Numerical definitions of dose
shall be based on an absorbed fraction
method of radiation absorbed dose cal-
culation, such as the system set forth by
the Medical Internal Radiation Dose
Committee of the Soclety of Nuclear
Medicine, or the system set forth by the
International Commission on Radlologi-
cal Protection.

(¢) A Radioactive Drug Research
Committee, in order to comply with par-
agraph (b)(1) of this section, shall be
composed, shall function, and shall ob-
tain and maintain approval of the Food
and Drug Administration in conformity
with the following:

(1) Membership. A Radloactive Drug
Research Committee shall consist of at
least five Individuals, Each committee
shall include the following three Indi-
viduals: (1) A physician recognized as a
specialist in nuclear medicine, (2) a
person qualified by training and experi-
ence to formulate radiocactive drugs, and
(3) a person with special competence in
radiation safety and radiation dosimetry.
The remainder of the committee shall
consist of individuals qualified In vari-
ous disciplines pertinent to the field of
nuclear medicine (e.g, radiology, in-
ternal medicine, clinical pathology,
hematology, endocrinology, radiation
therapy, radiation physics, radiation bio-
physics, health physics, and radio-
pharmacy). Membership shall be suffi-
clently diverse to permit expert review
of the technical and scientific aspects of
proposals submitted to the committee.
The addition of consultants in other per-
tinent medical disciplines is encouraged.
A Radloactive Drug Research Commit-
tee shall be either associated with a
medical institution operated for care of
patients and with sufficlent scientific ex-
pertise to allow for selection of commit-
tee members from its faculty, or with a
committee established by a State author-
ity to provide advice on radiation health
matters, Joint committees involving
more than one medical institution which
have been established in order to achieve
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& high level and diversity of experience
will be acceptable. The Director of the
Bureau of Drugs may modify any of the
foregoing requirements in a particular
situation where alternative factors pro-
vide substantially the same composition
and association.

(2) Function. Each Radioactive Drug
Research Committee shall select a chair-
man, who shall sign all applications,
minutes, and reports of the committee.
Each committee shall meet at lsast once
each quarter in which research activity
has been authorized or conducted. A
quorum consisting of more than 50 per-
cent of the membership must be present
with appropriate representation of the
required fields of specialization, Minutes
shall be kept and shall include the nu-
merical results of votes on protocols in-
volving use in human subjects. No mem-
ber shall vote on & protocol in which he
is an investigator,

(3) Reports. Each Radioactive Drug
Research Committee shall submit an

annual report on or before January 31 of
each year to the Food and Drug Admin-
istration, Bureau of Drugs, HFD-150,
5600 Fishers Lane, Rockville, MD 20852,
The annual report shall include the
names and qualificatidns of the members
of, and of any consultants used by, the
Radioactive Drug Research Committee,
and, for each study conducted during the
preceding year, a summary of informa-
tion presented in the following format:
Report oN Resrancyt Use or Ranroacrive Dava

1, Title of the research project.

2. Brief description of the purpose of tho
research project.

3. Name of the Investigator responsible,

4. Pharmacological dose:

n. Active Ingredients,

b, Maximum amount asdministered per
subject.

5. Name of the radionuclide(s) used, in-
cluding,any present, as slgnificant contami-
nants or impurities.

6. Radlation absorbed dose. Give the meth-
ods by which radiation dose commitment was
estimated, such as by calculation, by In vivo
measurements, by uptake excretion, or by
othier methods. For each subject; provide:

6. Age, nex.

b, Amount of each radionuclide adminis-
tored.

¢. Estimated absorbed dose per single ad-
mintstration of radioactive drug, expressed
a5 whole body, active blood-forming organs,
lens of the eye, gonads, and other organ dose.

d. If more than one adminlstration of a
radlonctive drug per subject, cumulative
radistion dose and dose commlitment, ox-
pressed as whole body, active blood-forming
organs, lens of the oye, gonads, and other
organ doses from the administered radio-
nuclides.

7. A claim of confidentiality, If any.

Norz: Contents of this report are avallable
for public disclosure unless confidentiality
13 requested by the Investigator and it s
ndequately shown by the investigator that
the report constitutes a trade secret or con-
fidential commercial Information as defined
in 21 CPR 461,

Chairman, Radiation
Safety Committos
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At any time a proposal is approved which
involves exposure either of more than
30 research subjects, or of any research
subject under 18 years of age, the com-
mittee shall immediately submit to the
Food and Drug Administration a special
summary of information in the format
shown in this paragraph. Contents of
these reports are available for public
disclosure, unless confidentiality Is re-
quested by the investigator and it is ade-
quately shown by the investigator that
the report constitutes a trade secret or
confidential commercial information as
defined in § 4.61 of this chapter.

(4) Approval. Each Radioactive Drug
Research Committee shall be specifically
approved by the Bureau of Drugs of the
Food and Drug Administration. Applica-
tions shall be submitted to the Food and
Drug Administration, Bureau of Drugs,
HFD-150, 5600 Fishers Lane, Rockville,
MD 20852, and shall contain the names
and qualifications of the members of the
committes, and a statement that the
committee agrees to comply with the
requirements set forth in this section.
Approval shall be based upon an assess-
ment of the qualifications of the mem-
bers of the committee, and the assur-
ance that all necgssary fields of expertise
are covered. Approval of a co
may be withdrawn at any time for fail-
wure of the committee to comply with any
of the requirements of this section. Ap-
proval of a commitiee shall remain
effective unless and until the FDA with-
draws such approval. Changes in mem-
bership and applications for new mem-
bers shall be submitted to the Food and
Drug Administration as soon as, or be-
fore, vacancies occur on the committee.

(5) Monitoring. The Food and Drug
Administration shall conduet periodic
reviews of approved committees. Moni-
toring of the activities of the committee
shall be conducted through review of its
annual report, through review of minutes
and full protocols for certain studies, and
through on-site inspections.

(d) In making the determinations re-
quired in paragraph (b) (1) of this sec-
tion, a Radiation Safety Committee shall
consider the following requirements and
assure that each is met: %

(1) Radiation dose to subjecls. To
assure that the radiation dose to re-
search subjects is as low as practicable
to perform the study and meet the cri-
teria of §361.1(h)(3), the Radioactive
Drug Research Committee shall require
that:

(1) The Investigator provide nbsorbed
dose calculations based on biologie dis-
tribution data available from published
literature or from other valid studles.

(1) The investigator provide for an
acceptable method of radioassay of the
radioactive drug prior to its use to assure
that the dose calculations actually reflect
the administered dose.

(iii) The radiocactive drug chosen for
the study has that combination of half-
life, types of radiations, radiation energy,
metabolism, chemical properties, etc.,
which results in the Jowest dose to the
whale body or specific organs with which
it is possible to obtain the necessary
information.
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(iv) The Investigator utilize adequate
and appropriate instrumentation for the
detection and measurement of the spe-
cific radionuclide.

(2) Pharmacological dosage. To de-
termine that the amount of active in-
gredients to be administered does not
exceed the limitations set forth in para-
graph (b) (2) of this section, the com-
mittee shall require that the investigator
provide pharmacological dose calcula-
tions based on data available from pub-
lished literature or from other valid
human studies. .

(3) Qualifications of investigalors,
Each investigator shall be qualified by
training and experience to conduct the
proposed research studies.

(4) License to handle radioactive ma~-
terials. The responsible investigator or
institutions shall, in the case of reactor-
produced isotopes, be licensed by . the
Nuelear Regulatory Commission or
Agreement State to possess and use the
specific radionuclides for research use or
be a listed investigator under a broad -
cense, or in the case of non-reactor-pro-
duced isotopes, be licensed by other ap-
propriate State or local authorities, when
required by State or local law, to possess
and use the specific radionuclides for re-
search use.

(5) Human research subjects. Each in-
vestigator shall select appropriate human
subjects and shall obtain the consent of
such human beings or their representa-
tives in accordance with § 310.102 of this
chapter. The research subjects shall be
at least 18 years of age and legally com-
petent. Exceptions are permitted only in
those special situations when it can be
demonstrated to the committee that the
study presents a unique opportunity to
gain information not presently avallable
and requires the use of research subjects
Jess than 18 years of age and is without
significant risk to the subject. Studies
involving minors shall be supported with
review by qualified pediatric consultants
to the Radioactive Drug Research Com-
mitiee. Each female research subject of
child-bearing potential shall state in
writing that she Is not pregnant, or, on
the basis of a pregnancy test, be con-
firmed as not pregnant before she may
participate in any study.

(6) Quality of radioactive drug. The

tive drug used in the research
study shall meet appropriate chemical,
pharmaceutical, radiochemical, and
radionuclidic standards of identity,
strength, quality, and purity as needed
for safety and be of such uniform and
reproducible quality as to give signifi-
cance to the research study conducted.
The Radioactive Drug Research Commit-
tee shall determine that radioactive ma-
terials for parenteral use are prepared
in sterile and pyrogen-free form.

(T) Research protocol. No matter how
small the amount of radioactivity, no
study involving administration of a ra-
dioactive drug, as defined in § 310.3(n)
of this chapter, to research subjects
under this section, shall be permitted
unless the Radioactive Drug Research
Committee concludes, In #ts judgment,
that scientific knowledge and benefit is

likely to result from that study. There.
fore, the protocol shall be based upon, 4
sound rationale derlved from appropriats
animal studies or published Hierature
and shall be of sound design such th
information of scientific value may ro.
sult. The radiation dose shall be hoty
sufficient and no greater than necessary

.to obtain valid measurement. The pro.

Jected number of subjects shall be suf.
cient but no greater than necessary {or
the purpose of the study, The number
of subjects shall also reflect the fact
that the study is intended to obtain basic
research information referred to in para.
graph (a) of this section and not in.
tended for immediate therapeutic
diagnostic or similar purposes or to de-
termine the safety and effectivencss of
the drug in humans for such purposes
(Le., to carry out a clinical trial),

(8) Adverse reactions. The Investisn-.
tor shall immediately report to the Radi-
oactive Drug Research Committee al
adverse effects associated with the us
of the radioactive drug in the research
study, All adverse reactions probably at-
tributable to the use of the radioactive
drug in the research study shall be Im.
mediately reported by the Radicactive
Drug Research Committee to the Food
and Drug Administration, Bureau of
Drugs, HFD-150, 5600 Fishers Lane,
Rockville, MD 20852,

(9) Approval by Institutional Review
Committee. The Investigator shall ob-
tain the review and approval of an In-
stitutional Review Committee which
conforms to the requirements of 45 CFR
Part 46.

(e) The results of any research con-
ducted pursuant to this section as part
of the evaluation of & drug pursuant to
§312.1 of this chapter shall be Included
in the submissions required under § 3121
of this chapter.

(f) A radionctive drug prepared, pack-
aged, distributed, and primarily intended
for use in accordance with the require-
ments of this section shall be exempt
from section 502(f) (1) of the act and
$3 2015 and 201.100 of this chapter |
the packaging, label, and labeling are
in compliance with Federal, State, and
local law regarding radioactive materials .
and if the label of the immediate con-
tainer and shielded container, if any,
either separate from or as part of any
Iabel and labeling required for radioac-
tive materials by the Nuclear Regulatory
Commission or by State or local radiolor-
:;:I health authorities bear the follow-

(1) The statement “Caution: Federn!
law prohibits dispensing without pre-
scription”;

(2) The statement “To be admin!:-
tered In complinnce with the require-
ments of Federal regulations regarding
radioactive drugs for research use (2!
CFR 361.1)";

(3) The established name of the dru;
if any;

(3) The established name and quan-
tity of each active ingredient;

() The name and half-life of the ro-
dionuclide, total quantity of radionctivit
in the drug product's immediate con-
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{ainer, and amount of radloactivity
per unit volume or unit mass at a des-
iznated referenced time;

“(6) The route of administration, if 1t
is for other than oral use;

(1) The net quantity of contents;

(8) An identifying lot or control num-
per from which it Is possible to deter-
mine the complete manufacturing his-
tory of the package of the drug;

(9) The name and address of the man-
ufacturer, packer, or distributor;

(10) The expiration date, if any;

(11) I the drug is intended for par-
enteral use, a statement as to whether
the contents are sterile;

(12) If the drug is for other than oral
use, the names of all inactive ingredients,
except that:

) Trace amounts of harmless sub-
stances added solely for individual prod-
uct identification need not be named.

(i) If the drug is intended for par-
enteral use, the quantity or proportion of
sll Inactive Ingredients, except that in-
gredients added to adjust pH or to make
the drug Isotonic may be declared by
pame and a statement of their effect; if
the vehicle §s water for injection, it nesd
not be named, Provided, however, That
in the case of containers too amsll or
otherwise unable to accommodate a label
with sufficient space to bear all such in-
{formation, the information required by
paragraph () (1) and (12) of this sec-
tion may be placed on the shielded con-
tainer only.

Effective date. This regulation shall
become effective on July 25, 1976. This
date is necessary because of the various
effective dates set forth for specific
changes relating to the transitional regu-
lation of radioactive new drugs from the
Nuclear Regulatory Commission to the
Food and Drug Administration, and the
need for this reguiation to be in force as
soon @&s possible so that there will be
regulatory control over the safety and
effectiveness of all radioactive drugs.
(Sacs. 505, 701(a), 52 Stat. 1052-1043, ne
amended, 1055 (21 U.S.C. 355, 371(a)); the
Public Health Servige Act (sec. 351, 58 Stat,
702, as amended (42 U.S.0. 202))

Dated: July 18, 1975.

A. M. ScamioT,
Commissioner of Food and Drugs.
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[Docket No. 76N-0008)
RADIOACTIVE BIOLOGICAL PRODUCTS

Reassignment of Rerponsibility

By this regulation, the Commissioner
of Food and Drugs is reassigning respon-
sibility within the Food and Drug Ad-
ministration for regulating radioactive
biological products from the Bureau of
Blologics to the Bureau of Drugs. As a
result of this reassignment, manufac-
turers of radioactive biological products
will be required to comply with the re-
quirements for drugs (Including sub-
mitting new drug applications and pe-
riedie reports) for such products in lieu
of the requirements for biological prod-

RULES AND REGULATIONS

ucts (Including submitting establishment

and product license applications). All

future correspondence and submissions

regarding radioactive blological products

shall be directed to the Bureau of Drugs.

'ln}’u order becomes effective August 25,
975.

The Division of Biologics Standards
(DBS) was transferred from the Na-
tional Institutes of Health to the Food
and Drug Administration (FDA) and re-
named the Bureau of Biologics (notice of
which was published in the FEDERAL
Recister of June 29, 1972 (37 FR
12865) ). As the first step in effecting an
orderly transfer, the DBS was appended
to the FDA as a Bureau without any
realignment of overlapping or related
functions that had developed between
DBS and FDA based on historical, statu-
tory, and organizational distinctions.

Since the transfer of DBS to FDA, the
Commissioner has reviewed those activ-
itles that historically have been con-
ducted by DBS and the Bureau of Blo-
logics under section 351 of the Public
Health Service Act as well as those con-
ducted by the FDA, principally the Bu-
reau of Drugs, under the Federal Food,
Drug, and Cosmelic Act. He concludes
that there Is a need for some reassign-
ment of activities regarding radioactive
drugs between the Bureau of Biologlcs
and the Bureau of Drugs to provide uni-
formity In processing and a focal point
for action within FDA for this category
of products.

The Bureau of Blologics currently ex-
ercises primary control over those radio~
active drugs which contain a biological
product in addition to a radionuclide;
such products have been subject to l-
cinsure under section 851 of the Public
Health Service Act, The Bureau of Drugs
regulates all other radioactive drugs.

Radioactive biologleal products, how-
ever, In addition to being subject to sec-
tion 351 of the Public Health Service Act,
are also "“drugs" and “new drugs" as
those terms are defined {n section 201 (g)
and (p), respectively, of the Federal
Food, Drug, and Cosmetic Act and are
therefore subject to the drug provisions
of the Federal Food, Drug, and Cosmetic
Act, including the new drug provisions.
Recognizing this dual jurisdiction over
blological products, the Department of
Health, Education, and Welfare decided
many years ago (prior to the transfer of
DBS to FDA) that to market a blological
product & manufacturer should not be
required to submit both a license appli-
cation under section 351 of the Public
Health Service Act and a new drug ap-
plication under section 505 of the Federal
Food, Drug, and Cosmetic Act. To re-
quire such dual submissions would have
resulted in unnecessary duplication of
effort, both by the manufacturer and by
the Department. Instead, to avoid such
duplication, only license applications un-
der section 351 of the Public Health Serv-
ice Act would be required. The new drug
regulations (21 CFR 310.4) were amend-
ed to state that a new drug would not be
deemed subject to the new drug provi-
sions of the Federal Food, Drug, and
Cosmetic Act if It is & drug licensed as a
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biological product under the Public
Health Service Act.

The Commissioner now concludes that,
since radioactive drugs, including radio-
active blological products, are drugs in
which the radioactive component is of
primary interest, all radioactive drugs
should be regulated through only one
Bureau to achieve uniformity of treat-
ment through a single contact point. The
Commissioner further concludes that the
Bureau of Drugs should be responsible
for all radioactive drugs because of its
existing organizational structure and
staffing. The Bureau of Biologics will
provide the Bureau of Drugs needed ex-
pertise with respect to the biological
component of radioactive biological
products and will test all samples of such
products that are submitted in support
of new drug applications.

As a result of this decision to transfer
responsibility for radioactive biological
products from the Bureau of Blologics to
the Bureau of Drugs, all future applica-
tions and submissions for radioactive
drugs, including radioactive bjological
products, shall be in the format and
follow the procedures prescribed in 21
CFR Part 314, For radioactive biological
products, the new drug appiication pre-
scribed in 21 CFR 314.1 will be deemed
to constitute the establishment and
product license applications required for
biological products; approval of the new
drug application shall be in lieu of fssu-
ing a product and an establishment
license, The requirement to submit new
drug applications is not expected to im-
pose any hardship on manufacturers of
radioactive blologicals, The evidence re-
quired to establish safety and effective-
ness are essentially the same for both
blological products and new drugs. These
are firms now holding biological product
licenses for radioactive blological prod-
ucts, and all of them also manufacture
other products requiring new drug ap-
plications. The impact on the regulated
industry should, therefore, not be signi-
ficant. The Commissioner advises that, If
any person is preparing a biological
product license application, he should
submit ft within 30 days in order to have
it processed in that form,

In addition, compliance with the pro-
visions of 21 CFR Part 314 shall be
deemed to constitute compliance with

‘the provisions of Subchapter F, the

biological product regulations, unless the
Commissioner makes a determination
that a particular regulation in Sub-
chapter F shall be applicable to radio-
active drugs containing a blological
product. Application of a Subchapter F
regulation will only be made when the
Commissioner concludes that it is neces-
sary to assure the safety or effectiveness
of the product, is not duplicative of the
requirements in Part 314, and is to as-
sure the same degree of regulatory con-
trol currently exercised over such prod-
ucts. The Commissioner has reviewed the
provisions of Subchapter F and con-
cludes at this time that the provisions
of § 610.2 Requests for samples and pro-
tocols; official release shall remain ap-
plicable to radioactive drugs containing
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