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1U.~S. Nuclear Regulatory Commission.
.

|p Region ' .11.
. '

-|3 b -Nuclear Materials Safety Section B.

-i475 Allendale Road
. King'of Prussia, PA 19406 .
.

.

!
9 '

37-09743-01Re:L' Byproduct Materials License No.
,

>

Gentlemen: |}

McNeil' Pharmaceutical is submitting, in duplicate, a request-to renew the
above Byproduct Materials License. The: license is currently due to
expire on' June 30, 1988.- This submission-is accompanied by a check for

,

.$460.00 as the. fee for-renewal'under Category 3(M) - Possession and Use'

'of Byproduct' Material for Research and Development.

The last application for renewal was dated May 18, 1983. The letters and
'

"

applications that have been submitted since that date have been reviewed.
iWe submit that application; the letter dated July 15, 1983 supplying -

'' additional-.information; the applications dated April 12, 1984, May 31,
.1984 and June 12, 1987, together with the letter of understanding dated
November 16, 1987 as reflecting the current state of the McNeil *

Pharmaceutical radiation safety program, with the following changes: ,

'i

Section 7
.,

The-following people are to be removed from the list of those who use, or
supervise, the use of radioactive materials:

,

C. A. Janicki, Ph.D.
T. Kiorpes, Ph.D.
J. Plostnieks, Ph.D.

LicenS0 EeQ Information .
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.Page Two _

.

.
.

f -Byproduct Mhterials License No.. 37-09743-01-
~May 23, 1988g

1

n Please add _the following' names to the list of persons using, or
supervising,.the use of radioisotopes:,.

q''
J. A. Buben, Ph.D.

-M. L. Holland, Ph.D.

; ^E. S. Kimball, Ph.D.

p S. P. Sit, Ph.D..

? W. - Nan Wu, Ph.D. ;

The training and history of radioisotope usage for these people is
attached'in, Appendix 1. i

Section 9:
,y

The instruments for measuring radiation'are'l'isted in Appendix 2. This 1

list supercedes the lists given in the May 18, 1983 application, and i

prior letters.

-Finally,'the change in. reporting mentioned ~in the November 16, 1987
letter of' understanding, has taken place. Some of the people listed as ,

supervisors of radioisotope usage are now members of the Janssen Research .

Foundation. :All safety and radiation safety programs for that' group are ,|
-under the aegis of McNeil Pharmaceutical personnel. This means.that j

McNeil Pharmaceutical is responsible for developing and administering the
radiation safety programs,. monitoring, training, auditing and procedures
for this group,.in addition to the rest of McNeil Pharmaceutical. j

operations. .All radioisotope usage continues to be located at the Spring a

House site, only. ,

I
Should you have any questions regarding this application, please contact
.the Radiation Safety Officer, Brian E. Reynolds, Ph.D., C.I.H., at (215) iE

628-5858.

!Sincerely,

l

Mk
L Joseph J. Pittelli, M.D.

L Vice President, Scientific Affairs

JJP ma
' Enclosure

|

___ _ _ _ _ _ _ _ _ _ - _ _ _ - _ _ _ _ - _ _ _ _ _ - _ _
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loflC FORM 313 U.S. souCLEM keIULATostV COMMisionsw ,
lHWI i APPMVG) BY OedS
10 CF3 30,31,33,34 asegweise

g u ene ne . APPUCATION FOR MATERIAL UCENSE seP es4msm .
.

.
,

i

' *#

'It0ST91UCTIONS: '4E THE APPROPrel ATE LICENSE APPLtCATION GUIDE FOR DETAILE') INSTRUCTIONS FOR COMPLETING APPLICATION. SEND TWO COPIES
CF THE ENTIRE ,OMPLETED APPLICATION YO THE NRC OFFICE SPECIFIED BELOW.

' |

6 APPuCAte0eIS PCf DISTRISUTIOet OF SusasPT PRODUCTS PeLa APPUCAft0008 WITM: IF YOU ARE LOCATeo les:

U S seuCLEAR RESULATORY COMMISS10es ILLissoeS. IMOlAesA. 40ma. McCM60AN, eNesseE80TA,484830U48, OMio,04
DIVISION OF FUEL CYCLE Ase0 MATEneAL SAFETY, psMSS witcoeGese,30000 APPLICAflosIS TO:
wASMINGT0ed.DC M =

U.S. NUCLE AR R$00LATORY CoededisSION. RtoIOes til
ALL OTHER 9611001e8 PILE APPuCAftosse AS POLLowe. 8F YOU ARE MAfami ALs LICENslNO SECTION
LOCAT50101: T90 ROOSEVILT ROAD

'

C000010CTICUT. DSLAWAelt. DeSTRect Of COLuteteA. Mallet. e4ARYLAfsc.
anaminggggTyg, gegw mangponemg, Ngw Jagiggy. gegw vgRet, pgesaggyLyANGA, AngAeSA8. COLORADO.10AMO. K AeGAS. LOUte4 Asea. escerT Asea. seseRASK A,
Ree004 ISLAesD, Oft VERaAONT, SeleD APPUCATIOess 70: esEm see zeCO, esoRTM OAmotA. On LAMonsA, soVTM DAKOTA. TS MAS. UTAM,

' U 8. NUCLEAR RIOULATORY COMMIS$40N. REGeON 4
*

NUCLEAR MATEfiiALt SAftTY SECTIOes S ' U S NUCLE AR REGULATORY C04 AMIS $10N. REQlON IV
475 &LLENDALE ROAD MATERIAL RADIATION PROTECTIOes SGCTION
KleeG OF PRUS$6A. PA 19008 ' 311 RYale PLAZA DRIVE. SUITE 1000

ALASAMA. PLOReDA. 0000t00A. KONTUCKY e#40SISS4PPl. eIOslTM CARouseA.
PuGATO ReCO. SOUTM CAA0uesA. TENes&Sgtt. VIRelfelA. VIftelfs ISLAseOS. OR ALASEA, AR12000A, CAtlFORestA, MAWIAll. eseVADA. OR60086. WASMHe0 TON.
WGST WinessetA. SEND APPuCATIONS TO: AseD U.S. TEllRITORegg AseD POMOSt0818 IN TNG PACirtC,SEeso APPLICAT10ess

70:
U S. seUCLEAR REOULATORY C0e4 MISSION. Ra000N N
NUCEAR MAftR4ALS SAFETY S4CTIOed U.S NUCLEAR HSOULATOllY COeAndISS40N. REGION V
101 MAntETTA STREET. SutTt MS NUCLGAR MATERIALS SAFETY SECTIOpe
ATLANTA, GA 3MB teen maria LAest. SUITE 210 *

WALNUT CREEK, CA 9W8

PGft00ss LOCATED see AORecesseft ST ATES $$NO AfFLICAtletIS TO THE UA tsUCLEAR RESULAT0 fly -ase0N OstLY IF TMeV wetM TO PONEW Ae2 LS$ LICEsG40 MAf tmlAL
IN STATES te4 JECT TO U.S. DeUCLEAR REGULATORY Cosmequeces JURISDeCTICII. ;
i.THIS iS AN AP9LICATION FOR (C*ase aussupresse scent 2. N AME AND MAluNG ADOR488 OF AMLICANT (faravet 20 Ceset

-

4. New uC Net McNeil Pharmaceutical
~"

e. AMeNoMeNT TO uCsNea NUMSER Welsh and McKean Roads
'

{ C. renewal Oe uCENet NU4=en 37-09743-01 Spring Hous'e, PA 19477
i

3. AOOR4W($3)wMERE UCEseSGO esATERIAL wlLL Sa UND OR POSSESSED.
,

'McNeil Pharmaceutical
Welsh and McKean Roads
Spring House, PA 19477

I

ITELEPMONE NU4ASGft
4. seAest 09 PGR000s TO BE CONTACTED ASOUT TM68 APPLICATlose

L- Brian E. ReynOlds Ph.D., C.I.H. 215-628-5858e
[

$USMit ITEMS S THROUGH 11 Oss Sie a It" PAPER. THE TYPE AND SCOPE OF teeFORMATION TO St PROviOGD IS OtSCRISEO IN THE UCastSt APPLICATION GUlOE.

S. f;AOIOACTivt MATERIAL - ?

|
e. Gisment sad mese nummer, ti chemessi endler enYesse form, enst 4. monimwn amoune 6. PURPOS$18) POR WHICH UCEN640 MATSRI AL WILL DE USED.
maism well as passeness se any one a me. m ''

T. OlVI UAL 8 L POft RADIATION SAFETY PROGRAM AND THEIR g, yndiNO FOR ilie04VIDUALIwORKING IN OR FREOutedTING RESTRICTto AREA 4.

10. RADIATION SAFEkV PROGRAM.9. Pt.CIUT198 ANO SQUIPe8ENT.

*12. uCEse8Et FESS (see #0CPR #10aner$sroen f MJff
t i. S'ASTE MANAotusNT- s3(M) -|| g E0 s460.00j ,,,c,y,oo,y

|- 13. CERTIFICATION. (aevet to renusseestey aspNamett TME APPUCANT UseD4RSTANO$ THAT ALL STATEMENTS ANO FtEPRE$tNTATIONS MAOS IN THIS APPLICATION ARE
818eOING UPON TME APPUCANT, O

i

|. TMt APPUCANT AND ANY OF8tCIAL EXCCUTiteo THIS CERTlf tCATION ON etHALF OF TMt AP9UCANT, NAMEO IN ITEM 2, CERTIFY THAT TMl$ APPLICATION 18
PR8 PARED IN CONFORMITY WITM TITiG 10.COOG 08 PE04RAL RtGULATIONS. PARTS 30,32,33,34,36, ANO 80 ANO TMAT ALL IN#0RMATION CONTAIN40 MEREIN,l

18 TRUE AseO CORRECT 10 TMS SGST OF THEin KeeOwtE004 ANO Stutp.
WARNINo; te U 8.C, SECTION 1001 ACT 09 JUNG 26,1840. 82 STAT.740 MAKE$ 17 A CRIMINAL OFFEse48 TO MAKE A WILLFULLY FALSE STATEMENT OR R$ PRESENTATION
TO ANY OSSARtMSNT 081 A04NCY Of THE UNITED STAtts A8 TO AceY MATTER WITMIN ITS JURISOICTIOes.

SIGNATURE-CERTif YING OFFICER TYPSO/ PRINTED NAME TITLs DATE

I' ~

Joseph J. Pittelli, M.D. Scientific Affairs 5/23/88MMSAQL'
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Appendix 1
' '

..

Training and~ experience of the new additions to Section 7

J. A. Buben, Ph.D. (Drug Metabolism) |

|

Training
;

1976 University of Cincinnati, Cincinnati, OH
Principles of Radiation and Safe Practices

1983 University of Kansas
Minicourse in Radiation Safety and the Use of Open Sources
Biophysics 701 - Quantitative Radiation Safety

1085 McNeil Pharianceutical
Ionizing Radiation; the McNeil Pharmacentical Radiation
Safety Program
In-house radiation safety seminars

Experience

1976-77 In vitro tracer studies (microcurie amounts); maintained

laboratory radioisotope inventory - University of Cincinnati

1983-84 Synthesis of tritium labeled compounds (25-50 mci / synthesis);-

set up radiosynthesis laboratory - University of Kansas

1983-85 In vitro metabolism experiments with tritium, carbon-14
(microcurie amounts) - University of Kansas

1984 In vivo metabolism studies with tritium and carbon-14 dual
label (100 microcuries/ animal) - University of Kansas

1985 -
-Present' In vivo metabolism.and distribution studies with carbon-14

and tritium (approximately 50 microcuries/ animal, up to
1 millicurie/ experiment) - McNeil Pharmaceutical

***

M. L. Holland, Ph.D. (Drug Metabolism)

Training

1978 Anderson College
Radioisotope techniques; independent study project
on X-Ray fluorescence.

1983 McNeil Pharmaceutical
Ionizing Radiation; the McNeil Pharmaceutical Radiation
Safety Program
In-house radiation safety seminars

l
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\ Page Two
' Appendix 1 '"

! - M. L.-Holland, Ph.D. (Drug Metabolism) [ Cont'd]
;
'

Experience

1983 - .

Present' Metabolism and extraction efficiency' studies with |
carbon-14 (up to 1 millicurie/ experiment) - j

McNeil Pharmaceutical !

*** |

E. S. Kimball, Ph.D.

Training

1978 N.I.H, Bethesda, MD
Effects of. radiation, user protection, measurement
techniques, monitoring techniques, storage and
appropriate uses of radioisotopes

1985 Ayerst Laboratories, Princeton, NJ
Use of small animal irradiators, personnel monitoring,
personnel protection

1986 McNeil Pharmaceutical
McNeil Pharmaceutical Radiation Safety Program
In-house radiation safety seminars

Experience

1977-84 Protein labelling (iodine-125 2 mci / experiment; tritium
and carbon-14, 10 mci / experiment) - N.I.H., Bethesda, MD

Biosynthetic labelling of tumor cells (tritium, ,

30 mci / experiment; sulfur-35, 10 mci; phosphorous-32, 1 mci
and carbon-14,.2 mci / experiment) - N.I.H., Bethesda,-MD ;

Cell surface labelling (chromium - 51, 5 mci / experiment)
~

Incorporation of DNA precursors into proliferating cells
(tritium 1-5 mC1/ experiment) - NIH, Bethesda and Frederick, MD

1984-86 Tritrated thymidine incorporation (1-5 mci handled) -
Ayerst Laboratories Research, Inc.

L 1986 -
L Present Tritiated thymidine incorporation (1-5 mci handled) -
i McNeil Pharmaceutical
1

***

|

|
|

- . _ _ _ _ - _ _ _ _ _ _ -
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Page Three
* ''LAppendix &-

'

,

'S. P. Sit, Ph.D. (Biological Research)
r

Training

1976 Michigan State University East Lansing, MI
Radiobiology course- ,

1984 McNeil Pharmaceutical ,

Ionizing Radiation; the McNeil Radiation Safety Program
In-house radiation safety seminars

Experience

1974-79 Use of radiolabeled microspheres to measure the effect of
drugs on the regional distribution of blood flow
(cerium - 141, strontium 85, scandium - 46) -

. Michigan State University, East I.ansing, MI

-1979-83 Use of radiolabeled microspheres to study blood flow
characteristics (cerium -141, strontium - 85, scandium - 46,

niobium --95)
Tritiated materials to study glomerular filtration rates -
Harvard Medical School, Boston, MA

,

1983 -
Present Regional blood flow distribution studies (cerium -141,

strontium - 85, scandium <46, niobium - 95) -
McNeil Pharmaceutical

***

W. Nan Wu, Ph.D. (Drug Metabolisml

Training

The Ohio State University

1967 Radioisotope Methodology
1968 Advanced Pharmaceutical Analysis

i: 1970-71 General Biochemistry

1971 Biosynthesis of Material Products

1978 McNeil Pharmaceutical
| Radiation Safety Orientation

In-house radiation safety seminars'

:

|

1

|

1

-- . - _ _ _ _ _ _ . - _ _ _ -
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Appendix 1- *. ,

sc-

|
" W. Nan Wu, Ph.D. (Drun Metabolism)-[ Cont'd]

,
,

L+ Experience

19'67-68 Blosynthesis of fungal metabolitos using tritium and
carbon-14 - The Ohio State University.

1978 -
Present Biotransformation of drugs using carbon-14 (600

microcurie max) and tritium (1 mci max)'-
McNeil Pharmaceutical

i

1

1

.|

|

May 20, 1988



7L '
'gg a

, .. .

,

{t., n) (j '
'

'

.

p'. c.s ,

O Page Five
$

' ' " Appendix.:fwo '''
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g Appendix 2

4

i Section'9

Instrumentation used to monitor the use of radioisotopes falls into two
' categories: .

A. Liquid-scintillation and gamma counters. 1

6,
'

.B.- Equipment used to monitor the environment during radioisotope usage.

A. Liquid scintillation and aamuna counters.

This equipment is-used primarily for detection purposes. The equipment is.
periodically calibrated according to procedures outlined by the-

t- manufacturers. The equipment is checked using quenched or unquenched
. standards to determine counting efficiency. The equipment includes: q

l.
Make' Model Purpose ;

-Beckman LS-u8000 Liquid. scintillation counter 3

1<

Packard Tricarb 460CD Liquid scintillation counter .)
r LKB 1214 Rackbeta Liquid scintillation' counter

.Tracor Mark III Model 6880 Liquid scintillation counter-
!

LKB 1270 Rackgamma II Gamma counter i

i

Searle Analytic 1195 Gamma counter ;

!

Beckman LS-58000 Liquid scintillation counter j
i

Packard Auto gamma 800C Gamma counter

Packard Auto gamma 5780 Gamma counter

Searle Isocap/300 Liquid scintillation counter

Packard Tricarb 4530 Liquid scintillation counter

4

. _ _ . _ _ _ _ _ _ _ . _ . . _ _ - . . - -
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Page Six-
' - . Appendix ,Two r

Searle, Mark III Liquid scintillation counter

c Beckman LS3801 Liquid scintillation counter

'IN/US Ramona-D On-line scintillation counter- 'i
(2 units)

'Beckman 171 On-line scintillation counter

'

B. Monitors & Ratemeters-

Monitorsdetect/and[radiationandareusedfordetectionpurposes. Since
they are used only to search for: contamination', they'are not. routinely
calibrated.

Eberline E-120E and GM tube
,

Eberline Radiation Monitor RM-15 with low energy gamma detector PG2

Ludlum Model 2 and GM tube

Eberline E-140 and GM tube

Berthold Model LB 1210B Ratemeter

Baird Atomic Model 441A Ratemeter
i

Baird Atomic Model 443 Ratemeter

Eberline E-120 and GM tube (2 units)

,

May 20, 1988
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LICENS E FEE MANAGEMENT BRANCHf ARM : PROGRAM CO3f: 03620
AND : STATUS CODE: 2

REGIONAL LICENSING SECTIONS : SEE C ATEGORY: 3M
: EXP. DATE: 19820630
: ?EE COMMENTS: __________________

:::::::::::::::::::::::::::::::::::

LICENSE FEE TRANSMITTAL
/

A. R E GI O N

!

| 1. ApoLICATION ATTACHED

) APPLICANT / LICENSEE: MCNEIL PHARMACEUTICAL
| R E C EI V E D DATE: BS0525
I DOCKET NO: 3006212

CONTROL NO.: 109953
L I C EN S E NO.: 37-09743-01

f ACTION TYPE: RENEWAL

2. FEE ATTACHED t__db(L@AMOUNT:
|
l CHECK NO.: _Q.Q(31d..

3. COMMEN TS

_Sh2____________________SIose0
__ 2k.TE________________cATE '

B. LICENSE FEE MANAGEMENT EPANCH ( C H E C t. WMEN MILESTONE 33 IS ENTERED /__/)

1. FE 5 C ATE GORY AND A M 0!) N T : _ _____________________.,_____ __

2. C0 i' R E C T FFE PAID. AP PLIC A TI C N MAY ? "- PROC;SSE3 FOR:

AMENOMENT ~ ~~

RENEiAL __ _ __

LICENSE ______________

3= OI d L P __________________________________

__________________________________ j

_ _ w_A_ _h_ _nom .
_____________f __ ___

f3AT ___________aL. 4L _f _____ _ ____

I

_ . . . . .


