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TO: A.L. Anderson H.W. Patterson
J.0. Beatty D.C. Shepherd
M.W. Biggs
G.W. Campbell ReposiToRy LLNL _B361 Rm R940A
ffﬁ IC)Z}E COLLECTION Institutional Review Board
SIII: 2222? BOX No. IRB Protogol File
J.S. Johnson oeR
FOL ﬁ@Qﬁgﬂ_ﬂﬁmﬂbﬁll_ﬁllZLai?_.
FROM: Fred Hatch 81P-101-01 IAEA Inhalation
. Experiment

SUBJECT: TAEA 22

Nb Experiment Update

At the meeting of the Human Subjects Committee on December 8, 1980,
this proposal was reviewed and was tentatively approved with two conditions:
1) independent recalculation of the dose commitments to lung and GI tract,
and 2) provision to stop the particle inhalation earlier than the plan if
the proposed uptake level has already been reached.

Subsequently, further information on the experiment has been provided
by Phil Dean, former Principal Investigator on the development and calibration
of the LLNL phantom. Upon Phil's recommendation, we have consulted with
Dr. J. Thiessen, who is the new chief of the Human Health and Assessments
Division of DOE/ASEV. He wishes to review the proposal before it is im-
plemented at LLNL.

The following is the present status of the proposal. .
1. LLNL Committee approval is deferred temporarily.

2. Condition (1) above in the first paragraph should be completed,
and submitted and condition (2) should be added to the protocol.

3. The data analysis on initial uptake, chest wall thickness measure-
ment, and LLNL body counting data on the first 3 subjects who
inhaled 92™Nb should be completed and compared against the phantom
calibration curve. This data analysis should be submitted to the
Comnmittee.

4., A statement of the need and justification for doing further human
inhalation experiments should be prepared, with detailed comments
on the benefits to be expected from obtaining additional data points.
This may include input from Dr. Toohy from ANL if desired.
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5. Comment on the experimental protocol, currently available
data (No. 3), and supporting arguments (No. 4) by Phil
Dean.

6. The assembled proposal and followup materials (Nos. 2-5) will
be submitted to Dr. Thiessen for review and determination
whether participation of LLNL volunteers is necessary and con-
sistent with DOE policy.

7. At completion of No. 6, the LLNL Committee will take final
action on the proposal. '

I am sorry to impose this rather extensive series of requirements on
this matter. However, this is an important utilization of human subjects
in research, and there are substantial differences of opinion about the
need and appropriateness of the further experiments.

Fred 4T/

Fred Hatch

FH/dd
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with the t: -—detector geomeiry at AZRE, p’—tted against
S weight/neight ratio (Fig 3a) and against chest wall thicknzss

(rig 3b): _ . ' ' p ,

Y T Experiment A | |
- | . |

© : Experimsnt B'

Experizent C

>

prediction frem Livermore phantom with

muscle-equivalent chest wall.

..

prediction from Liverc—ore phantea with

: chest wall including adiposz-tissue

mn

substitute,

L122104

~— - - LTI B TS P



e e s i e e mtwen weuULU addvU D olec ot U LSOO

;_ﬁ;::enCaticns Tor 2n ethica>~-cornittee and report to the C™MITIZE.

Ir. Fzison {inzlly drew attention to the "Nouec for Guldance...." concerning research
D?:Jcc-s (sarzgraphs 48-52) with particular reference to the mln%mum volunteer age

of i3 excest uncer special circumstances, the consenb of the subject and the aose
cc——it=snt. Doses are categorised into <5Cmrsm, <500 nrem and <S ram equivalent

tc=z) Hody dose, with the individual organ dose equivalents ‘also stated. The Chzirmazn
sizieC inat 1-SAC were empowered to grant approval of up to 50 mr2m whole body dose
ecuivel er, with single organ dose equivalent of up to 250 mrem (HMC 76(19)9,

TISt -( T6)12). Tnese figures were based on then current views (WHO/RHL/73.1,

:r insz.Rzgiol. i (2),4 (1975)) and are within the lowest dose category, equlvalenu

¢ & 1szvel of "1sk within variations of natural backsround radiztion.

MIIUIE I - The COMITTEE thanked Dr. Ralson for hlS cresentatlon. o &
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2.  MIJTES 07 THS ELEVENTY MESTING OF THE TRACER & IRRADIATION STUDIES o
LEIISviL. COMMITTEE (TISAC(78)M1)
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- The COMMITTEE acceoted the minutes ’ R _ ‘i

3. MATTIAS ERISING FROM THE ELEVERTH M=ZITING

Svetthyaatel e tele

.Dr. Chzmberlzin informed the Committee that the letier to NATURE on the tetra ethyl i
zr.i Teire "eurj* lead work was not considered of sufficient general interest and oy
nz? insiezd, stbseouently appeared in the Procescings of “Heavy Metals in th= Z
Zrvircnment' {imperial College September 197<). S
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ron EXPoRIMENTS ON THD UPTAKE OF REDIC-CADMIUM FROM THE GUT.

v on the Monitcring cf roodstuffs for L--:vy Metzls have establishec
s, ar:1cu1 r brown crabmezt, tend to comizin nigh levels of cadmium.
meflzr consumgiion of brown crab mezt could lead tc intzkes well in excess ¢of the
£5/065 stencards. The Ministry of Agriculturs, Tisheries znd Food (MAFF) are
sezking to estzblish the risk to reguiar consumers and hence wish to ascertain the
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egtsorpilion and retention by hunzns. Dr. Chamberlain incicated that he had been
erproached by Dr. J.C. Sherlock of MAFT to perform such z study.

pr-aoy
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lzin stzted that there were two possible mz=thods of approzch to th*s
oroblez {TiSAC(73)2):-

z)} whole body genma measurement at § days anc¢ longer af

ngestion, measurements
ol ingestec cdose and urinary and faecal excretion enzbling a

2 bzlance to be struck

) 3=tz or Oamme measurement of ingested dose, urine and fzeces to give retention
by diiflerence. ‘

Zr. Cnemberlzin felt that zlthough method (b) involved lower activity levels, it
wc2ld recuire considerable manpower and would have large inhsrent errors if the
rs-er:;cu ware small, t was therefore propcsed to use method (z2) with Cadmium-1153
Well-iile 43d, W00%p, 1.9%% ). £An initiel administration to two subjects of
C.2 pC- would occur with a possible repeat at a dose of 2 uCi if the counting
stztiistics were poor. Dr. Chamberlain pointed out that such an experiment would not
or_y sztisly the requirements of MAFF, but would provide useful additional dztz on
Lhs tloai:""in:ry excretion:faecal excretion ratios, an area where little information i
rrently available. Due to this, however, uncertzinty exists as to the degres B8
zve of cacmium in order to estimate the radiation Gose to the volunteer. :
< ssisted Dr. Chamberlain by presenting a tzble of equivalent whole-body
r;nge of uptakes, also indicating the expsrimentzl uncertainties.
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TRACER AND IRRADIATION STUDIES APFROVAL COMAITIEE

Minutes of the twelfth meeting held on Monday, 8th Octobef, 1979 in
Environmental & Medical Sciences Division, AERE, Harwell.

PRESEINT

Mr. N.G. Stewart (Chairmzn) Environmental & Medical Sciences Division
Dr. R.H. Mole Medical Research Council FKadiobiology Unit
Dr. S. Rae ' Nationzl Radiological Protection Board

Dr. J.C.A. Raison . L " " n

Dr. A.N.B. Stott Envirommental & Mecdical Sciences Division
Dr. A.C. Chamberlain ; " " " '

Mr. M. J. Heard " " "

Plr . D‘ Newton 1" n "

Mr. J.N. Pritchard(Acting Secretary) "o "o "

1.  LECISLATION FOR THE ADMINISTRATICN O RADICACTIVZ SUZSTANCZS TO HUMANS

In order to ccaply with a recent direction from the EEC on the use of ionising
radiation {Article 5(a) of Directive 75/578/Ewrztom), the Government has introduced
legislation to cover the administraticn of radioactive substances to humans for purposes
of diagnosis, therapy or research. Tc assist in the implementation of this °
legislation, the Administration of Racdioactive Substances Advisory Committee (ARSAC)

has been appointed. The Cnairman welcomzs Dr. J.C.&. Rzison, @ member of ARSA

no had been invited to describe the new legislaiion and the manner in whicn it

woulc affect proposals put before TISAC.

Dr. Raison began by explaininz the delinitions useZ in the regulations, pointing out
that 2 "radicactive medicinzl product" coverec sezled sources (except nuclear-
pcwerad cardiac pacemakars), unsezlec sources (including radicactive aerosols in
this categery) and irradiztion inducecdactivity, except where this is a by-product of
treatmant. However, naturally occurring radicactivity doss not require authorisation,
Such authorisation takes the form of z certificate issued by a Minister empowering
the zdministration of a2 specifiecd quantity of radioisotops or isotopes in a

stated form teo an indicated group cf pecple. Such z certificate may be obtained by
completing the attached application form and forwarding it to the Department of
Health and Social Security, whence it is circulztec to members of ARSAC who then
make their recomrendations to the Minister. Should a certiflicate be refused or
revoked, a system of appeal exists tc the Minister or to the Committee on Radiation
from Radioactive M2dicinal Products (CraMr). Certificates are only issued to 2
medicel doctor or dentist, although he dozs not have to be personally involved,

work may proceed under his direction. The certificate holder does not even have

to bz present although "in the case of iong absences, or of the appointment being
vacated", a new certificate holder must be arranged.

Dr. Aaison indicated that ARSAC is not primsarily concerned with the ethics of the
experiment and that ultimate approval for the work still lies with the local

ethical curmittee, even when a certificate has been granted (see paragraphs 53-55

of thz attached "Notes for Guidance...."). However, ARSAC will normally expect

the approval of the local comittee before making a positive recommendation to the
Minister. Guidelines for the performance of an ethiczl comnittee are laid dow

in "Supervision of the Ethics of Cliniczl Research Investigations and Foetal Research"
D:SS, HEC(IS)153, althoush Pr. Raison was not clear how closely TISAC confermed

to those racalabsAne
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