
Research

=Z/AIV/3. 5

Dre zo Karbot
Rattail*-Xnotltutl,
6 rrw*furt an main go
Postfach gwi6ot
West G*r@ay,

D"r Zborbardg

rOllOving my visit last wookg I would ]Liketo confirm
the min Points of the discussion as follows s

bttelle Research GgBljUrjMn

A conference on wtzporlmontal Carainogenosis and Bloaso&yge
Is being hold at Battelle Seattle in June# 1974. Tourself oW
Jim park (Dattel&o North West?) are joint orgealsore of the
conference, Approximtely 43 speaker& will be Invited and about
60 gaud:Ltorowalso by Invitations

SkAn -Paip_UU

a) Lo to= fteorigents

Oaly a raw aulmals are still ally* In the 210 experiment
now at week 123* Those animals were found to have a respiratory
Infection on arrival :insatte&lo La 1971 and the death rat* Is
blgbor than that round in other exp*rimntsa Nvv rth*looog no
r*currence of the Infection has bem observed* In oeaft-aotgthe
adeo ror the BiI wqporlmmt are of high qmlity and the death rate
to

ib* design or the next long-to= *xperlment was discussed
In detalle because of am delays In *ample manufteture and In the
availability of Oreds 4 micep I suffooted that It might b* possible
to start all the long-term samploo at the amm *Uwe This would
be preferable frM a otatiotlma point of view since It would
permit direct comparisonof aU *on &ample** I accepted that this
plan would delay the start of the promotion experiments Tea apv"
to advise so on the practicability ef this plan within two wo*kal
a prow sional order has been placed with Carwarth for Um animis,

The tlml section* of the report on lonagmtem experismat
32 we" dissuosedl the report will be prfttod In ftptwpboro I
aigkodthat a start an the 83 report sh"ld be me" as *"a as
possible I the revised computer reportog :Lnvorpor&tLugthe now LTt

definition of a toneur bearing aalmlg will be sent to nattelig,
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Gg Is currently md*rUUng the histology or ap"iowns
02"r"sut 38. A""AimtelY 3o% or tbo 96 data Is oompt

and fte remaind4m will be finish" In the near ftttwe,

b) P. tion uperimwnts
4&400040@m

7he curvout experiments are prooooddng matlaftatorlly*
Itiss agreed that fte expordmi..ntgnow at week 269 amuld continue
to week 32 and that a decision on tile wmat date or tezulnation
would b* taken an the basis or Um r*mdto to week 289

IU* design of the promuou experiment was discussed@
As with fte ]Lo"ot*m teotg It was suggested that the mmbor of
ale* used ror the eight variants should be ]Lowerthan that used r
for the control tobacco &" reematltuted shoot eamplose lbo mmbers
suggested were 64 wW 126 respectivelye

Tnhm a Studi-eg

a) ftvmot:Lou Study 6UM ove-treat@at
M@@OM 4W @W@M40 @ 40 @ @OdO GWft @l- dO M40 4b 4@W14WP - - -

IU* report an this study has boon delayed so that you
had the opportunity to reftne the scheme used rer classifying the
various lesions classes* 7be method has been discussed with am*
other pathologistop aga at Battelle North West and also with
Dontenwi]Llo It was also app"priate to re-dioeuos the classifica-
tion schemog, since DW was present at the mwting*

In the classificationoystemgthe totalnmbor or ission
a-Losseshas been refteed to 6 inaliod43? Og I*,,no ahan" or
b"*rp3L&olae Grades 0 and I &" giLacir4yanalogous to Wie" used
by Dontoav:illoDontenwill9a grading or 2. 3 and Ishas been
condamod :Luteola"es 2 and 3o white the Battelle grades 4 ww
3 are equ:Lvalmt to Dontww 111* 5 and Go Mm domar4ptions
Wo.ased are given In histologicalterms onlyg but L:kOwuld be
noted that gmdo 4 vo"d includeea"lnom in situ* while gmde 5
(opi4orsoldowrolnem) would describe an Invuelve squanous oell
ca"inoma*

Vbm you visited Dmtouwillg you were ---- se@ to
develop your inm sab@o X was iato"st" In your e@@t that
Dont 1,-41]Lhad been ever eono*rnod with texulmlogy Used In
b=Mn pathology MM that as itwuleuwmplak:iao*%Lek to 6"01rlod
in four of Dentow 110* loolon slaossag to not well derlnodo

DV had the oppprtmity of exanining som of the alldes
and in rmeral agreed with the classification&Includingthese
or grades 4 and 3 which be exanln"* fte only after "ttermee
appeared to be m* *t tormimlogya

C:D
In discussing tho remltsg It was appag@mt that the C:)

mod:Lftestimeto the el"a:Lfteation eshme have remltod In ouly %,o
alswr obang" to fte overall romltog I** there Is stlil a Aiml %@D
ratio between @ke exposed &" control (NNU tr"tod) bmate"
when considering the most Smpor+-nt doo4o-roo"nso ig"upse

C:)
.r-3b
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It the other groups (mv in maume ote.) Laclud"o the ratio

is evengreatore IM reporton thiswqwrl@t willbe ftnallood
uhm a 'Dblludtest* has been - olon-t@ @ fte alidese

A considerablenumber or lesions were round in fto hype@m
pbarynagbut In Wde case# Uw ratio or ei&oa3 JLoo:LonoIs In
ftvow or aw bmate" not oxpoo" to sma&oo It should be not"g
ho--oloozgthat the JLooleasbad a papillamtous appearance which
Is not round in laryngeal loolowe DW asked wbotbw there was
any relation between the incidenceor lesions In the larynx and
the ---pbAz7nxv but KK "d not think me =ld$odo T" @@ted
that Dontemdll had also romd quite a number or losionot

A few detailed &&poets or the reiiow-up inb&iatjmn
promotion &tuft we" "smeo"o 2M* experiment to now delayed
pending tuo manaftetu" or "oonafslftt" tobsooo obeet and
oiglretteso You advised me that the aftrtiac date or the 4-holia-
tlon exposure bad to be defined 3 n*num In advancog since the
ninion time A*oeas"T to Produce the 400 bmaters was a muthoo
Ships=$# quarantine and pro-treatment with MW w*uld take one
ftrtbor ==the

b) L:Ltanin A Stuft

Sat:Lafte,toryprogress with this exp*rinont Is being
naintaluedo The levels of v:LtanisLA determined by analysis or
liver sample& show Us* this ranges progressively from 1569000
XV/100C to more at the two lowest ]Level*of vitamin "oto 3Ln
contrast to hamsters reared on the special di*tg a mail gvm*
or animas placed an the special "at at 4 vm*o bad an appreciable
level or vitam" (a.ioo zu/joos) in the liver arter 5 souftee
7us orreat or tba very low io"is or d:Lot=T vitamin A have been
round in that blab proportion* of the hamsters have "odg the
offset being seat marked in the mmko exposed groups* A]Lthough
only a limited==bar or motion& have bom ozaalnodg Ow finding
or notaplasia vttk bypeftwateois and rA=Ient laryngitisare
consistent with max*" viusin A derleimo,,, The g"upo maintained
on the tbr*o Lntern*"ato levels or vates" A are bRiaW mM the
death rate In the make exposed groups Le only slightly bl~
than that In the amt"l groupse

U4

a) Amly*Lo or xwmastion rimmmate
dwm=40 40=W wwm

A baclordiscussion was beid with Dre langboin ftllovl"
a further exchange at detailed comments botwom Bmtbsmptm wW
ftttelleon the statistic" moth*" to be used ror a* amirels. C=)
It was apmed that the stage b" bom "ached when :Li;would be C=
&Mroprlato tor Dr* longboft to visit Southampton to "*moo the
various outstandin point** nla me arzung"tror 27/28th Sop$*

b) S2".W.ftme for Misftla An& Data

In fte early 3L*ng-tom to -:Loans= recorded
as&each noun* record a&" all tho blatoJL*dlea]Ldata from the slide*.
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$Ubsequ"tlyg ftla data was tzmaslated into t&Locomputer codes
and rmmrded on standard sedim tesuso To simll& this wocess
IM*WXIOUSIOrose& oar" me" produs" so that the data could be
codod simlt4moo"ly and entered dlrootly onto the amoo record
card* Var:ious techniques for troundtting the oodod data moz
considered oW I agre" to disouto fto alternatives in
"Uthanptono

As usual I wiLLI expect you to write to so with o@ents
on any points whisk are not adequately oevereds

Onbb*b&lf of DavILd Walker and myselfg I would like to

thank you for your kind hospitality*

With klad regardev

Yours sincerelyt

51 Re MMYN

oce Dre Pt A* gaobww
Dr* Re No Ze ftilivant
Battolle# London*

noo. Dr. S. J. Green

%lo
N%O
Ln
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