Reesoareh
SRX/SZ¥/3.3

Dre Be Karde,

Battelle Institut, oV,

6 Frankfurt sa Main 90,

Postfach 900160,

Vest Cermany, ist Rovember, 1972

Dear Kberdard,

Belov I would like to eonfirm the main points of our dis-
cussions in Frankfurt upt woek,

SEXERAL
(«)  Propessl on Inhalation of Lead Aerogel

Battelle are putting ferwvard a proposal to the German
Ministry of the Interier on the sffect of lead pollution, Three
different areas of work are invelved and although twe ef thease
do not invelve tobacce smoke, I asked whether there was any risk
of infecting animals wused im the JANUS project with the viruws
intreduced in one ¢f the work areas, Dr, Sacherer explained that
ths projest would be undertaken in snether division eof the
Biolegy Department housed in a separate building, I could not
see any serieus cbjeections which might be raised in reslation ¢te
the preject invelving tobaceo smeke sinoce the expertise and dacke
greund knovledge gained in this type of experiment could be useful
for the JANUS project in the future,

I was concerned, howvever, that the facilisies available
for inhalation work eeuld be strained and sssurance vas seught
that the JANUS fnhalation projeots would not be affeocted, You
and Dr, Sacherer stated that this was a prodles and that additiocnal
snoking fasilities weuld de required; in any instance the preojeet
would net be undertakem $t0 the detrisent of the JANUS work.

(»)

. Battelle are considering the recruitment of a specialiss
to werk in the area of hronchitis and emphysema, Buséd on the
consideration that these diseases are often due 10 at least two
fectors, yeou suggested that by " ®* animala, models oould de
developed vhich vere sensitive te drenchitis, You asked vhether
B=AT would be interented ia prejects in this area.

I indicated that the reeruitment of staff could m¢ be
based entirely om B-AT's interest but you assured me that the
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recruitment wvas being csnsidered te fill a general need %o
develop expertise ia this avea, Although censidsrubdle effert
Bad been put inte varieus goblet cell tests, I theught that there
was a need for relevent tests related te these diseases, and
considered that suitable preposale weuld be given detailed eon~
sideratien,

SKIN-PAINTING
(a)  leag-Term Experinent

The curreat sxperiments are proceeding satisfasterily.
Trom the B9 series it 1s elear that Carwverth animals have a
highsr death rate than the ASL(Edwards) animale used in the
experinments up to B8,

The Bi! animals appear to be satisfactery) nene vere lost

- during the quarantine peried but some reutine health ehecks are

still in progress,

I indicated that a numbesr of suggestiens had been made for
experiment BI2, As detailed plans bhave t0 de fermulated, it was
wnlikely that the aext lsug-term test sould start befere mide1973,

(»)  Premetien Experiments

The draft repert on the prometion experiment (B9-2/89-5)
vas osnsidered and discussed in detail, Ome of the main somclusions
from this study 4is that the promotion results parallel the lang-
term experimeat and alse those found in the short-tesrs hyperplasia
tent,

The extended cemparison of 39«1 and B9«6 was etill ia

progress and it was agreed that this experimeat should be
terminated at week 356,

Terminatien of this experiment will leave sufficiens B9-1
esigarettes for the oontinuation eof the leag-term experiment (on
this sample) wmntil week 126, 1If necessery, surplus sondensate will
be celleated during the last four weeks of smeking se that the

peinting oould be continued after 126 Af this precedure is deemed
desireble,

lov_gp-ottu Tests

A nev test vith seven samples and using 126 animals per
sample over a peried of adout six months was planned. The samples
and ocondensate yields would be similar to those in experiment

sanmple and it vas agreed that facilities would be availadle &f
sucking started after 19th January, It wvas deeided to oxder the ‘O

in January. UFolleving pre=treatment with a single dose eof IMBA
(probably 180 ug), sondsnsate treatment would start in the last
week of January., The levsle of cendensats teo be used vere dis-
cussed and I will advise you of the final choice when this has

B10-3. Censideration was given te the inclusion of an eighth o .
S
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discussed in Seuthampton,

I informed you that a further prewetion study eould be
endertaken 90 cxamine the condensates ocurrsatly being used in
the leng-term experiment, It was agreed that this eoculd dewt e
undertaken doring the ecurse of the long-term experiment (B11),
and that fever csutrol animale would de required if the two pro-
motion experiments were started at the same time, Polloving dis-
cussion of the inhalatien and other projects, 1t was agreed that
this experiment sheild be started in Janmuary 197J.

(e)  Rrnerslasia lests

The reasens for the delays in the assessment of recent
kyperplasia tests vere explained by Herrs Preuss, The results
for the series undertakem im Juns vers givea to me during She
visit,

INHALATION RESEARCH
(s) Yitamin A Experiment

Diffieulty wvas still bdeing expsrienced in sbdtaining a satis-
factery supply of preguant hamsters fer this experiment. You had
already csmtacted T™HO in Helland, whe are reputed te previde good
quality animals, but uafertunately their mazximwm sumber for ssle
13 abeut 200 hamstars (male and female) per week,

Correspendense with Roberts of Basingetoks wvas coatinuing

but he appeared relustanst ¢o give some guarsntee that the 200
pregnant animals will previde an adequate mumber of litters within
a relatively shert time interval., Yeu had specified that the pups
should be bern within a tensday peried. In a Selephene eall,
hevever, Roberts indicated that he would accept a time eriteria
if it wvas extended t» twelve days. You agreed te the slightly
lenger peried and asked Reberts te put the matter in writing,

The inferuntion from TNO and Reberts was sonsidered in
relation te the vitanina A sxperiment and alse to the further pro-
wotion (inhalatien) experiment (see peint (b) belew), THO oceuld
net meet the Fequirements for the vitamin A preject But I suggested
shat theisr smpplies weould be sufficient fer the premotion experie
ment if treatment eculd be started sequentially. Altheugh thias
approach oeuld be weed for s long-term test, yeu considered that
it would insreduoe greater variability in a primed experiment,

Since & muadber of aspests relating to the prometion experie
mont still required evaluatién and detailed plamning, I agreed
that the vitamin A atudy should be started at a convenient date
previding Reberts cenfirmed that hs could meet the slightly
sevised speeificatien.

(v)  2remeticn (Inhalation) Bxperiment
Dr. Kister had fintshed grading thrlmco-x lesions,
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Fumerous shecks have still te be undertakem teogether with the
assessment of the siides frem the traches ead lumgs. At this
Preliminary stage, the most severe lesiems im cash animal have
deen placed into the felleving gredest O, 1, 1«2, 2, 2=), 3 and
beuign and malignant tuweurs., Grades 4 and 3 deserided
Dontenwill at Gatiinburg have met been ebesexved. The lesicus ia
the ceatrel (unsmoked) snimals are maialy in grade C or 1,
although some (3) benign tumeurs vere recerded. All the mlignant
susours osour in anismmls espesed te amoke follewving pre-treatment
vith methylal szroseures,

I stated that B-AT weuid liks tc undertake & further pIo-
metion experimeat:

(s) Te enamine the effect of two ameke expesure regimes,

(11) 7Te cenfirm the snceurnging results feund ia the prelimimary
study.

You suggested that 1t weuld alse be desireble to exanine
the smcke from two different cigarettes in the eme experiment and
1 agreed that this weuld do ideal previdiag such an experiment
was practicable and could be sccommodated within the inhalatioen
facilities,

As a guide to planning such an experiment, the previsional
results vere discussed in more detail, You considered thit,
although the removal of suous frem the larynx had sesulted ia one
additienal tumour being produced in this group, the possidle
advantage of this technigue was net great encugh te sutwveigh the
disadvantages, additional etress, etc. 7Thus, in eutline it was
suggested that the experisent should include three levels ef YNU
pre-treatment (0, 1 and 2) and three levels of smoke expesure (0,
1t and 2). If this was repliecated for a secomd sigarette, a total
of fifteen groups weuld be needed (ene set of eentrel eliminated).

It vas difficult to assess the mmber of hamsters required
for each greup, but 2 group sise of eighteen was suggested,

(e)  Amalxais eof larvnsesl Lesisns (Dx. langhein)

X put forvard the comments and eritioisme which had been
nade by E.,B, Yilkes, and asked Dr. langbein te eonsider thess.
Nany of the detailed eriticisms were not valid besause the values

given ia Dr, Langbein's paper were derived from the curves drawm

from the rav data and had Bt dDeen caloulated. A more seriocus
criticisa was the large mumber »f paremeters vhich Dr. langbein's
approseh produced and wvhich had te be cembined to evaluate &
particular oigarette or treatment.

Dr, Langbein argued that the nunber of paraneters oeuld de
reduced by making assumptiens similar te these pus forward by EBV
and he vent on to suggest that these eeuld be examined before they
vere incerperated. For example, using Dentenvill®e data, i
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transi tions
the ourves

+ there was

t o saleulated

appeared feasible %0 eomhine the rate surves

for ¢lass 3 aad
Langbein alse sugges
soason vhy the average transition rate shoul

RE
111

an
preblem of the inercasing vidth of the esufidence
ch veutld be verst for the most severe lesiens wae
Taised, DIr. langbein indicated that this aspect ssuld de
impreved very ceasideradly if the eourvee vere defined,

After you had cutlined the initial results ef the first
inhalation experiment, and some discussien had fellowihd on the
possible dese levels of initiater, ths question of the duretion
of the experiment was ruised, It appeared feasible to incorporate
some degres of serial sacrifice se that the time period of feur
te oight menths eculd be examined. 7This range would appear %o be
deeirable to0 cover differences likely te result frvm the use of
twvo smoke expesure regimes.

Aseuming that Dr', lLangbein's appruach was relatively
simple, I eonsidsred that it had merit and ceuld previde a useful
ineight inte the bielegical mechanisms evem if 1i¢ required
further develepment for use as a basis for comparisea of samples.
Subsequantly I asked Dr. Sacherer and yeu to edtain an eatimate
for developing the methed and using 1t for the analysie of the
prometion experiment just cempleted. Dr, Sacherer did not think
that Dre Langbein would have any interest in using the method
reutinely ence development had deen eempleted snd the methed
proved,

BIRSELLANEOUS
(s)  Renert en Exesriment 2!

The uarious sections of the 31 repert had been
bus the amalgamation and discussien section remains te deo wnder-
taken, It was apperent that priority had been given te the
{ohalation wverk and to the secemnd premetisa report, I indicated
that the etatistical analysis had been seapiled and that a sopy
orﬁo.:cportbym\rnubountuhttonouomnum
predused.

(v)  Histelegy snd Ceding
The data from experiments 35 and 36 was complete exeept

_ for the final hesk-keeping® cheoks, Dr. Kiaigamana indiestos

that ho veuld start coding 33 vhen these vVere cumpleted; meanwvhile

about 50% of the histelegy for experiment B7 had been undertaken, —

Copy Ne. 3 of the System Definitien (3500J/08) fer the
analysis of supplementary pathelegy vas givem te Ov, KBaigesmamn,
The eerrections requested by him at the draft stage had been
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incorperated and I asked Dr, Xlnigsmann e sm that the
System Definition was 20V eerreet; ¢ 90 advise any neeessary

anenduents,

A9 usual, I assume that you will write to me if you ds net
agree vith any of the peints sutiined adeve, 41f I have missed
out anything of importance,

Vith kiad regards,

S.,R, EVELYN

oe ¢ Dr, F.A. Seacherer
Battelle, london

noo 3 Dr. S.J. Green
Sir Charles Ellis, FRS

L1P56600]

BATCo document for Province of British Columbia 2 November 1999

BATCO

00097727



