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Dr. S. Narbeg
Battelle Inatituto ov*o
6 Frankfurt an min 90#
Postfueb 9ooio6.

D*ar Rberhardo

]Polloving my Visit last w*ok, I would like to confirm
our discussions &a *at out below i

G*noral

7he reftation lm staff necessitated by the -decision by
B-AT not to undertake further long-term skin paintlne ozpori"nto
at Battelle was discussed with ]Dro Seebarer. The mmbor of
assistants employed to smoke cigarettes has been reduced from 12
to 2. In one instancog thlo will result In a hearing in the
Industrial Court In th* Now Year* Ihe number of animal keepers
and histology technicians has also boon reduced*

The second batch of smoking machines (14) have been
serviced and will be shipped to Soutbamptoa in the near future,
Following discussions with the Administration &" tax Inspector
approxlnately C19000 has had to be paid In taiies to the German

You informed me that you would like to present ihm
papers on the basis of Um Inhalation study* Tbo flrstg for the
A=xual workulg aroup or twepe" YeterLuary Patholog:Lotag would
be concerned almost oatir*lr vttu am@ detailed aspects of the
patbo]Logyo Mm o"ondg which would cover all aspects ef the workg
you would Ilk* to present at she Battelle Conference In Seattle,
I roni"ed you tbatfat was osoeatJL&l that the proposed publications
are submitted to B-AT for approval before they were submitted

elo*wboroo This requirement applied also to tho sub&looion of a
title and an outline or summut7 of the proposed publications& I
*an so* no reason vkly 2--AT should wish to witbold such permission,

Mouse Skin Zglntl" INLVjLJMgto

A* LIMZ2EM-

The r*w ALOO &live In Us 210 experiment died at tho ond
of November,, so thi& ox"z*Luont reach" its natural termination in
week 134.
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the 311 ozp*rLMM* IS oo&t4M4k matieftetar:Llyl the
death rate Is still (week 63) lov relative to owt found in the
BIO and most other exporimmts*

The current position with earlier experiments Is as

86 0 Coding completes @aterfll* boi" prepared

87 8 mistelogy complete# awaltias oed4a

98 1 Jilotology and coding complete ror about 70% or animas
99 l@ approzimmtoly 10% of histology has been undertaken*
BIIDI

a, Promatioa Namirrluonts

The two promotion exerpl=onts on the Bll and D series
were term4nat*d In November at week 36, Th* histology Is now In
progress,

C. Hypo=Lxoia Tests

A toot with five samples was planned for January, 1974.

In generals it was ostabliah*d tbatg prov ding condensate
deliverloo are not abnormally low# It should be possible to under.
take tests with eight samples Including the DO continuity controls
The possibility of further test* was diocuao*d* It Is planned to
oxamLLne the 312 samples in two toot* when the cigarettes are
available.

It was agreed that Battello would submit a simplified
cost proposal covering hyperplasia tests with from samples*

R*R2Ets

The experimental and results sections of the report on

oxp*rimont B3 bad been prepared in advance. The report was
considered and subsequently discussed In dotall v:Lth al]L tboo*
cenoorn*do

I Indicated. that the statistical analysis -bad been
compleud and It was expeotodtm$ the report would be ready for
Issue very shortly* I agre" to obtain wtop* copies of the
computer prAAt-outs an white paper so that these casl be forwqrded
to the priat*rso You will soW a* a copy of the d@rart summary
and conclusions as **on &* these are avvllabloe

VIC-Inhalot-lo "-,a long-to

A* sfroat of Diotw7 Lowein or Vitagin A on Laryngeal Lesions

Produced-byiftlli jftko

ftle Inhalation experiment Is proceeding "itt*factorilyo

At the high mW lntorneftatodo&* levels or VLtan" A onlyg a
wall proportion (a& 10%t of the hamsters have died, In group
(target 200 ZU/Xg)g the control animls and the** exposed fa only
on* round (Loo 30 CLS&"ttes) per day a:.-*survivingantL*factorljLys
but only One bmator Le stillallwo In the groupezpooodto 2 C=
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roux4a per day* Only *no animal In croup 0' (sere IU/Kg) Is &live*
This pattern of mortality Is consistent with that expeatede

Since relatively few animals have dlo#g It Is difficult
to obtain a clear picture of the progress of the severity of
laryzlgoallesions, Nevortholowep It has boon obo*rved that only
grade 0 and grade I lesions occurred In the first 3 menthol In

this period# there was no indication of vitamin A deficiency*
mtateso In the second th"o monthly period, V:Ltan" A d*rlaloaoy
was round in animals of group 6s and to a smaller extent group 5g
but not in $base groups on bagbor dietary tovolmo Rlmtological

**seaa=ent of most aalnals which have dlodp has been Und*rtakeng
lesions up to gmde 3 have been observodl the experiment In now
in week 4)4, It was agreed that the assessment of tb* lesions
would be kept up to date so that the results can be rovi mod In
February* At that tine# it will be doeirabl* to decide whether
a proportion of the anlmle should be sacrificed to asoose the
development of lesions after approximately I year*

Be N.H.U. Promotion Zxv*rimont i Report

All the figures and pbotog"pho &re now prwparod for this
report* Those sections of the report which had not been considered
previously were discussed in details Tti*draft of this report
is now ready with the exception of the summary# a copy of which

will be sent to S*uthampten., 7he final report should be ready
early in the N*w,Toaro

An outline cost proposal will be submitted In January to
cover the proposed promotion experiment with two of the B12 samples,
I will advise you as soon as the sanploo alroavailable subject to
a satisfactory match in puff number.

C, Anal;&olo of Inholalion Exporlsonts,

A system definition ror the analysis propoo*d by

Dre LiLbgboin had boon received in Southampton a few days prior
to the visits Although It was not possible to consider the paper
in detail# a aunbor of S*noral points were rais*do

Y@mm the *yet" definition, It appeared that the

progr&mw had 'been changed# so that Is would deal with nonm
so"ontial as well as sequential transitions between lesion classes.
Althouch this type of analysis way be required eventually,, I was
concerned that this might complicate the analysis uaduly at this
.stage &M suggested that It migbt be were **nolblo to establish
the analysis of sequential transition&* borar* pnec*oding to th

more complicated cases I was assured that the method was such
that the maximum likelihood values were obtained first for

owpontial transitions and only suba*quontlyp did the program c_n
analyse tk* non-sequentiga transition rates,,
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I also asked Vloter to explain how It Could be asserted
*bat "we of the a*-var:Lancoo were vaalabing or oaal]L before the
data had been analysed* Ho assured me that this was quit* possible
in son* cases@ *Inc* It was Inconceivable thatp for oxamplof, the
transition rate from class 4 to class 3 could have any effect on
av/*arliLortransition rate although the converse was to to expectedo
Fl"llyg be explained that many of the equations were Included In
the document (eg. section 2) to explain the process of the &n&lyaiog
but only tkiaso equation* marked with & 0+10would actually be used
La the programme.

miscellaneous

a) Reports

ilpart from the reports on the Inhalation promotion

experiment and lor4g-torm experiment 93* which are referred to above#
the report on the extended promotion experiment (skin painting) an
samples B9/1 and 89/6 in noar:Lng completione Sine* the experiment
was designed to examine the effects of both Initiator and
condensate dono-lovele (and their possible interaction), this
report cannot sensibly be fin&llood until the statistical analysis
has boon completed.

b) Codlnc and Rita3Zmmm&-&alon

The transwalsolonof coded data from tho revised souse
record cards (experiment i)eonwards) was discussed with G*rd. Ho
confirmed that all the Info& tion pertaining to a particular
animal and the histological f:Lnd4aa are lrirotrecorded In acripto
The data is coded on the basis of tbe,.-rocord&7U* problems of
pua*Mng directly from tbes*.c&rds are probably less that we
envisaged or:Lginallyssince the punching vlll be undertaken by the
Battelle Comput*r bureau &n4 not by &a outside commercial bweau,
In these olx4n=*tancosl,It should be relatively *&joyfor Gerd to
ensure that the punching Is undertaken with a ulul@ of errors.

As usualg I aswaas that you will wr:Lto to so If I have
onittod or mislaterp"tod any Important points*

Thank you &"In for your kind hospitality,

With boot viobee for Chriotmo and t3toNow Years

Your& sincorolyv

ff. R' XWBLYN C=)

coo Dre To As Saaborer

Dre Re me ze Sullivan

noo: Dr. S. J. Green-,/
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