CIANEC/ 612
18th Pedrusry, 1966

're A Hnfowmnn,
Battelles Inatitut e.V.,
Frankfurt e ¥Yein +13,
¥iesbedencretrasse,

¥. Grrmeny.

Dear Cr. B foaen,

1 am entlosing photooopies of some results from the Hyperplasia
tast which you left in Scuthampton on your recent visit. I em also

sending photocoples of the following paperet

1. "On the significance of the mouse hair eycle in experimental
carcinogenesis”. Ardressen and BEngelbretheliclm, Acta. Path, Micro-
blol Scand. 32, 165, (1953).

R. "Corparison of the epidermal hyperplasis in the skin of miae
after application of carcinogenic and noncarcinogenie irritants®.
Brg, Aota. Path, tierodlol. Seand. 25, 38, (1948).

3. "Hitotio frequency in methylcholanthrene epiderual carcinogenesis
in mice". Cooper and Rrller, J. Nat. Caneer Inst. £ I35, (!9A1).

¥, "The firet effects on mouse skin of same polycyolic hydroocarbons®.
Pullinger, J. Fathe and Baotericlogy 50, ¥63, (i94%0).

5. "Oorrelation betwern careoinogenis potency and the first skin
reaction w certain hydroearbora™, Pullinger, J. Peth. and Bactertology
> 287, (i9dl).

6. "A histological and cytologloal study of different methods of skin
mﬂ).mnn in mice”™, Demyert, Acta, Fath. Mierodol. Bcamd. 53, 3O
l L]

7 THair pattermn and hair succeasion in the albino mouse®™. Forum,
Aota. Path, Microbiol. S:and. 33, 521, (1954).

8. "An exporimental analysis of the air cyole effect in mouwe skin
eareinogenesis”, Brenblun, Hzren-Chere and Trainin, Brit, J. Canoer,
12, Moz, (1958).

Qs Tlutanecus tests on mice to determine the carcvinogenie activity of
the smoke tare of cigarettes". Ouerin and Cumin, Bull, Ass. Franc, et
Crncer, 48, 112, (°961).
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10. "7Tcats sur la pesu de souris pour la determination des astivities
carcinogenes”. laver, Liderwsarn, Chourculinkov and Guerin, Bull. éu

Cancer 50, 567, (963).

1. "Mitotis sotivity in mouse epiderwis during the induetlion period of
pepillomes”. Decust, Acta. Path. Microblel. Scand. 43, 159, (19%9).

I w11l look through some other reprints which I heve and efther sed
you photocopies or the references if 1 think they will interest you..
Y-ure sincerely,

£k

Cele Asrves

Prot

0eOe I're W. 8:hwick
Dr. S.J. Green

Sir Charles~Ellls
JANUS Bile
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CIA/VEC/46D-2

18th Pebruary, 1966

Dr. ¥. Medreich,
Pattelle Inmtitut o.V.,
Frankfur® am Main W19,
Yisgbadenerstresse,

¥. Gcromny.

Drar Dr, Miedreich,

Thank you for your iztter of 18th Pebruary addressed to Dr. Felton.

In general we agree with all the points you cutlined, although we
have a few ninor comments.

Paint &

The expet distribution of the snimals and experiments throughout the
four animal roors 18 & problem which will require a lot of thought. At
this stage I doubt 1f our plans cen be finalised., It 15 essential, of
course, that we have your views on any schewe which might be suggested
snd I will let you have cur idess as soon s possible.

Fcint 8

Yo agreed that in the first calibration experiment with denspyrene
and dibenzanthraosne the mumber of mice will be doubled.

Foint

Ve agree that the control group will eonsist of 250 mioce, 125 of
which will be shaved and painted with acetone/water. It still has to de

decided, however, whethar the remaining 125 snimals will de kept unsheved

and unpainted or whether they will be shaved but not painted.
Youre aineerely,

AT e

C.1. A!m

Qe8¢ Dre Scharick

Dr. 8.J. Green
Sipr Charles Ellis
JANUS File
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CIA/CAL/40D 18th Pebruary 19o)

Visit to R, & D.F,. Southampton of Drs.

Piscussions were held on the progress with Projeots CONYFHROR and JANUS.
The main points covered were:
Frojsct COMOUFTGR

Clam 0411 and Rabbit Trachea Tests
The samples examined during November and Degember had shown an unexpsctedly

high toxieity. Battelle now have svidence that this was probably due to
contamination of the cigarettes during conditioning. Members of the Battelle
astaff. not connscted with either Project CONWEROR or JANUS, had contaminated
the sonditioning chamber with acetone-methylene chloride and di -cyclohexyl
ketone., Battelle will probably buy a new conditioning cabinet to be used
exrlusively for cigareites.

Ooblet Cell Test

Battelle will prepare an official report on this work as quickly as possibdle.
Project JANMUS

Short-Tera Hyperplasia 7Test
1. There is some confusion over the age of the ICI type mice from

Huntingdon. B-2.7. information was that the mice were 5 montha old whereas
Huntingdon had told Battelle that the mice were at least 7 months old. The
mice were unusually heavy (30-35 g as opposed t0 the 28-30 g recorded at
Harrogate).
2. The results were svallable from experiments using a doss of 100 mg
stale condensate from T4 oigarsttes. It appears that:
(1) 7The results obtained by Pattelle with "Harrogate” and "Battelle”

mice were significantly different.

rronitacny
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2.
(11) "he results obtained by Battelle with "Harrosate” mice were

siriler but not identicel to those obtained at Harrogate.

3. A rapid hair-growth has been observed on some of the mice: the skin

sections from these wice rreclide rsliable measurements being made.

§. The February cxperiments were Dlanned:

Vice: "Battelle”. f.e., ex ASL Ltd,, January delivery.

Cigarette: 275R. 1.e.. the contrel CN1C2 blend.
Swoking conditions: B-A.T. standard conditions.
Number of paintings: Five
Condensate: Presh. {.e., 2% hours old.
Dose! Ezperiment 1 12.5 g
Experiment 2 25 mg
Erperirent 3 50 mg
Experiment & 100 =g

A fifth experiment. designed by Hofmarm, using "Harrogate” mice and

involving three raintings each day instend of the single application of the

dose. will also be earried out,

5. PBattelle will examine the feasibility of a "planimetrio” method for

the measurement of the width of the epidermis.
jong-Term " eats

1. The bduilding is approximately 6 weeks behind achedule. It was agreed

that the atarting dates would be:

1st June Mioe and eigarettes to reach Battelle
1st July Start of the first long-terw experiments.

2. The delivery of mice would be re-scheduled into a quarterly basis.
AMdditional mice (1C0) would also be ordered to serve as replacements for any

mice vhich died during the ezrly weeks of the long-term test,
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3. In the first calibration experiment, the number of mice required
would be doubled s0 that the Harrogate techmique could be duplicated.

A, The dis‘ribution of the experirents throughout the four animal rooms

was discussed. Both Battelle and B.A.T. will oonsider the inmpliecations of the

various distributions whioh are possible.

DISTRIESION

Dr. 8.J. fOreen
8ir Charles Fllis
Janms Mile
Comqueror Pile
File No. 80D
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Cla/sml/N60=2

Pr. A, llofmann,
Battelle Institus o.V,,

ZBARNFUR] om Weln N1J,
Yieabadenerstrsuse,
V. Germany.

Dear Dr, Hefwmann,

bees Dr, 8. J. Green
8ir Charlss Ellis
Conqueror file
Jamus file

18¢th February, 1966.

et bwr, ¥, Sehwich

Thank you for yeur letter of 1ldth Pebruary in whieh yeu
confirued the mein peints of our reeeat discusaisns en
the Hyperplasia test smd Projeet Ceagwerer.

I  3bert terw Myperplesis tet

:oig! i Yhilet ]I would agree that we bhave met
t Harregate resnlte in the experiment with the

sondonsate and "Narregate” miew, X wenld suggest that the

results edtained are siwmilar,

It will bde of interest te

80¢ wvhether the results with fresh ¢sandensate are slse

similiar.

Noxt time I om fia Frankfurt, I would b interested

in yo-r assessusat of the effert whteh veuld be fuvelwvesd if

the “hair eyele” of the A.5,L. Ltd. mice wvas mapped.

z.&fi 3 A» you knew, interest has boen shewn in She pes-
eibility of n "ploninetiris” messsurement of the thiehkness of

the epidersis. Vo underateed thet you would exsuine the
feasibility of such a techaique in the next fov weeks.

Peint 6 I will send you sur infersasien ea mev publieatisas.
I1 goamguerey

I will be seanding the samples of sigarettes yeu requested o
as soen as peoasible, wn
o~
Tours sineerely, —
o
'6:7f>€%3::, "
i
<

®. V. dvran
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