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Dr. E. Karbe, /(/
Battelle Institut, eV., 'Ifa

6 Frankfurt am main 90,
Postfach 900106.

Cear Eberhard,

Following my visit last week, I would 1ike to confirw
our discussions as set out below 3

General

The reduction in staff necessitated by the decision by
B=-AT not to undertake further long-terms skin painting experiments
at Battelle was discussed with Dr, Sacherer. The number of
sssistants employed to swoke cigarettes has been reduced from 12
to 2. In one instance, this will result in a hearing in the
Industrial Court in the Newv Year. The nmumber of animal kespers
and histology tschnicians has also been reduced.

The second batch of smoking machines (14) have been
serviced and will be shipped to Southsmpton in the near future,
Yollowing discussione with the Administration and tax insepector
approximately £1,000 has had to be paid in tamea to the German
Government.

You informed me that you would like to present two i
papers on the basis of the inhalation study. The first, for the
Annual Vorking Oroup ef Ruropean Yeterinary Pathologists, would
be concerned almost entirely with some detailed aspects of the
pathalogy. The second, which would cover all aspects of the weork,
you would like to present at she Battelle Conference in Seattle.

I reminded you thattit was essential that the proposed publications
are submitted to B-AT for approval before they were submitted
elsewhere. This requirement applied alsc to the subdission of s
title and an outline or susmary of the proposed publications., I
can see no reason vhy B-AT should wish to withold such permiseion.

int nte

A.  Leng-Term Experiments

The few mice alive in the B10 experiment died at the end
of uov.:bor. 80 this experiment reached fts aantural termination in
wveek 1)%,
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The B11 experiment is continuing satisfactorily; the
death rate is still (veek 63) low relative te that found in the
B10 and most other experiments.

The ocurrent position with sarlier experiments is as

follows 3
B6 Coding complete, masterfile being prepared
B7 Mistology complete, awaiting coding
B8 Histology and coding complete for about 70% of animals
:%o:; approximately 10¢ of histology has been undertaken,

B. Promotion Exppriments

The two promotion exerpiments on the Bit and D series
were terminated in November at week 36, The histology is nov in
Progress,

c. R ned sts
A test with five samples was planned for January, 1974,

In general, it was established that, providing condensate
deliveries are not abnormally low, it should be possible to under-
take tests with eight samwples including the B0 continuity contreol,
The possibility of further tests was discussed, It is planned to
examine the B12 samples in two tests when the cigarettes are
available.

It was agreed that Battelle would submit a simplified
cost proposal covering hyperplasia tests with from 4 « 8 samples.

Reports

The experimental and results sections of the report on
experiment B) had been prepared in advance. The report was
considered and subsequently discussed in detail with all those
censerned.

I indicsted that the statistical anslysis had been
completed and it was expectedthat the report wvould bv ready for
issue very shortly. I agreed to obtain "top® copies of the
computer print-cuts on white paper so that these can be forwgqrded
to the printers. You will send me & copy of the draft susmary
and conclusions as soon as these are available,

Inhalstion Lxperiments

A. Effect of Dietary lLevela of Vitapin A on Laryngeal Lesions
Produced by Inhsled Swoke

This inhalation experiment is proceeding satisfactorily,
At the high and intermediate dose levels of Vitamin A only, a
small proportion (ca 10%) of the hamsters have died. In group 5
(target 200 IU/Xg), the control animals and those exposed ® only
one round (ie. 30 cigarettes) per day are surviving satisfactorily,

but only one hamster is still alive in the group exposed to 2
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_stage and suggested that {t might be more sensible to eastablish

rounds per day., Oaly one animal in group 6 (sere IU/Kg) is alive.
This pattern of mortality is consistent with that expected.

Since relatively fev animals have dieg, it is difficult
to obtain a clear picture of the progress of the severity of
laryngeal lesions. Nevertheless, it has been observed that only
gTade O and grade 1 lesions occurred in the first 3 monthsj in
this period, there was no indication of vitamin A deficienoy,
states., In the second three monthly periocd, vitamin A defioienoy
was found in animals of group 6, and to a smaller extent group 3,
but not in those groups on higher dietary levels. Histological
sssessment of most animals which have died, has been undertaken,
lesions up to grade ] have besn aobserved; the experiment is nov
in week B4, It was agreed that the assessment of the lesions
would be kept up to date so that the results can de revi sed in
February. At that time, it will be desiradle to decide wvhether
a proportion of the animals should be sacrificed to assess the
development of lesions after approximately ! year.

Be. N o n Experiment rt

All the figures and photographs are nov prepared for this
report, Those sections of the report which had not been considered
previously vere discussed in detail., The draft of this report
is pow ready with the exception of the summary, & copy of which

will be sent to Southampton, The final report should be ready
early in the New,Year.

An outline cost proposal will be submitted in January to
cover the propossd promotion experiment with two of the Bi12 samples.

I will advise you as soon as the samples are available subject to
a satisfactory match in puff number,

C. Aoalysis of Inhalation Experisents.

A system definition for the analysis proposed by
Dr. Lahgbein had been received in Southampton a fev days prior
to the visit. Although it was not possible to consider the paper
in detail, a nuaber of general points wers raised,

From the system definition, it appeared that the
programme had been changed, soc that it would deal with none
sequential as vell as sequential transitions detween lesion classes.
Although this type of analysis may be required eventually, I was
concerned that this might complicate the analysis unduly at this

the analyesia of sequential transitions, before proceeding to the
more complicated case. I was assured that the method was such
that the maximus likelihood values were obtained first for
sequential transitions and only subsequently, did the progras
analyse the non-~sequentisl transition rates.
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1 also amked Dieter to explain how it could be asserted
that some of the co-variances wers vanishing eor small bdefore the
data had been analysed, He assured me that this was quite possidle
in some cases, eince it was inconceivable that, for example, the
transition rate from class 4 to class 5 could have any effect on
anéarijer transition rate although the converse was tobs expected.
Finally, he explained that many of the equations were included in
the document (eg. section 2) to explain the procese of the analysis,
but only those equations marked wvith a "+” would actually be used

in the programme.
Hiscellaneous

«) Reports

Apart from the reports on the inhalation promotion
experiment and long-term experiment 33, vhich are referred to above,
the report on the sxtended promotion experiment (skin painting) on
samples B9/1 and B9/6 is nearing completion, Since the experiment
was deaigned to examine the effects of both initiator and
condensate dose-levels (and their posaible interaction), this
report cannot sensibly be finalised until the statistical analysis
has been completed.

b) Codi t seion

The traansmission of coded data from the revised mouse
record cards (experiment B8 onwards) was discussed with Gerd. He
confirmed that all the inforwation pertaining to a particular
animal and the histological findings are first recorded in script,
The data is coded on the basis of the:'record. The problems of
punching directly from these cards are probably less that we
envieaged originally, since the punching will be undertaken by the
Batteslle Computer buresau and not by an outside commercial bureau,
In these circumstances, it ahould be relatively easy for Gerd to
ensure that the punching is undertaken with a minimum of errors.

As usual, I assume that you will write to me if I have
omitted or misinterpreted any important points.

Thank you again for your kind hospitality,

¥ith beat wishes for Christmas and the Nevw Year,

Yours sincerely,

e

& R EVELYN
ot Dr. P. A, Sacherer
Dr. R. M. X, Sullivan

noo: Dr. S. J. Greenx//
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