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Vi3lt to $ZITA, Parls 22nd Decesiber, 192 -
mesety br. J. Cuzia )

K. Yalssereau ) SEITA

' }
Kr. G.F. Todd )
b=. D.G. Felten ) [-X-5-C:

Mr. T. Russell-Cobb, Campbell-Jjohnsen Ltd.

D=, Cuxi:s opeced the discussien by inxtreducing N. Viissarsau, »
statistician, who directs research far the Regle 2t Orleans and Bergerss.
Be then stzted that SEITA had taken aa {mterest in the Neukowme/Sonmst

pTocess in SwitzeT.and and, by arTamgesent with Neukswm had been afferded

an opportumity of testiing it. Samples of "Gaullois® tobacco were sub-

divided inte +wo partt, ene of which was treated {n the K/3 machine at

e s et et

SerTieres by T, Bonnet in the presence of Curia. The two sxuples were
then manufacs=ed imte ciqmttn.by Rinsez et Ormand ¢t Cle {Vevey), the !
Swiss aanufsciocer of SEITA brands. Twenty thousand cigarettes ef each
type were z=csuced and the samples carefully matched statistically.

It was irsenced %0 use these sa=ples to evaluate the N/B pecess
most thorcughly as followsi-

1. Cxclate SNemlical Anzlvses ST

(a) of tsSaces, soecial attenticn being pald to paraffins and etxer

P .

) ‘hr‘..raca'bn:u s ®eGel
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Tarse analyses would alm %3 chesk the detalled findings of ths Matthey
Tepost.

2. Biclogical Testing

Tnds would be undertaken in tw parts:-

{s) Quick Test - SEITA have developed & Tapid test which i3 a2
combination of the .sabacsaus gland supcression test and a test for
hyperplasiz developed by Queria. The Guerin test i carriez ot by
painting mice at two-day {ntervals for four %imes and sacrificing afse>

tea days total time. Tissue sectloms are made both transversaly an? {n
the pl@ of the skin and the Malpizhian tone of the epidermis {3 siudied
for sedaceeus gland {nvolution and invasive hyperplasia (indlcative of
trritation nspuma).. The test {3 sald to correlate excellently with
carcimegenic potency for polycysli: hydsscashons only (3 - 3 rings).

(b) Lemg term sria maintins - This would only be undertaken {f the

quick tes: proved to be posxitive.

Cuzln then stated that tze Regle mus: actept any good method fer

gaking clgarettes safe. The 3/3 p=ocess Talsed an important questien

since the cholce of any methecd lxslied the possible exclusion of amotder

=ocess which x=ight be bettes in the long run. For that reason, Cuzin

neeced to be coavinced that the N/3 process was sufficlently effective.
Fe then proceacded to describe the expeTinmental methads usad by
SEITA for quantitative measuresent of polycyclic hydrocardbans in smeke

cordensate and handed copies ¢35 G.F T. and D.G.F, Briefly, the zmlysis,

vhlzh is urxi-d out in c..ndnn.t ‘ra:l fiva hum‘.rod cigurc tas (10 g

._. . ._,l-. :.\._._.‘-»

.botvnn honm ‘1nd dquesus -
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methano!l,
- alumina.
Cuzin asn? D.G.F.

and Unicas spactraphotefluorometers.

-
-

J-- L

aTe

t;.“sc;iru % -gvz;cr-‘pn' ESTARLISHMINT, ir-...m-A—.m:.- oa-::: 53

.

~o

'al'uv-d by ehre se=atograshy o silica gel/celite and then or
L:ny {s ndc by spectochetonetsy or by spectroshotofluoszastey.

briefly discussed the relative mesits of the Aminco-3cwman -

Cuzla exiticised the Bonnet exoerimental techal

L2, Souvthamstens e ot '

.-

ues on thise grounds;-

(L)

The use of acld and alkall wazhings to procduca a meutral frictiea.

cdue to tnis technlique.
{11}

’
[$4

Cuzin bellevex that Neukorm:'s “"brown polymeric substances”

are an sx-efact, 1

The use of zinc chloride as a clariflcaticn step.

tificlal

£L) The »ethod of 2s33ay by spectTophotomeiry using aa aTt
backgraund.  Cuzlin thinks Bonnet iz 2 highly coapetsmt chewist and that

tands the cathod {s probably reliable. However, ¢her pecple,

in his
including SEITA chemists, find the method less precise. Cuxin discsurss

Hatthey's rusults, saying that the agreenent between these and those of
Bonnet are prodably coincidencs. Moreover, the Sonnst techaizue does
not allow for interactions beiween two or moTw hyiTocarbons.

Cuzin was then azked whether he belleved thet the aciive cenponents
in sacke were only poly_cyclic hyd-scardbons. He replied afficmatively,
adaing that SEITA had shown by ths quick Guerin test that crude pazsffins
froz ke gave & positive response, as Neukomm found by newt test.
doweves, the gratencs of Banzpyress in this matezisl could be show

fluosimetrically and after bolling the crude peraffing with concemcratsd

sulphusic acid, the fraction showed no aziivity Blolegically,

"h- quan:'.ta;lvs upec‘ a3 thm ert loned lnd Cuz.in was ukod ttn*.h.r
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{n the quantitative argument as applied to coodensate, since therv wese no
grounds 27 belleving that it wes {n this f3re that saoke-ti{ssue {ntecsgctlon
tock nlace. He could envisage solid croplets of pure polycylic hydsscarea
or a sonezclecular layer of polycyclic hydrocarbon en the sxtesior of
aquec:s aeossl dxopletsy in this wmay the concemzration an i=pect on lung
tissue and hence the effectiva concentration could be much goeater than
the cancencration as measursd in condensate.

Suzin referred to Wyndes's bellef in the hyZrocardon causstion and,
on being checked oa this point, adrelsted that with the scvent of Hof’man,
¥yncez had changed his argument in favour of phenols as co-carcipogens.
e descTided Nynde> to Vaissereau as being l1{res Denolx - "1 passiomate
fanatic”, The posaible effect of atmosphesic pcllution as a co-ediuvant
factsr was dismissed as "purely peychological®. Cuzin then resza%ed his
guicing beliefs, naxely that polycyclics wery the aaln factoss responsible
for smoke carcinogenu.il. -i;.h Telatively minar roles being plaved by
co-factoss. -

(3} Co-carcinogsnesis -~ symergistic influences a3 portulazed by
3erendluc were probably no longs: valld.

(b) Phenols - acting as irritants and inhiditing ciliary activity
of toonehlal epltheliwa.

{g) Psitive loaz - alsc inhiblsing ciliary sctivity.

Cuzén mentioned some studles by scientists of the French Mavy (Toules),

publishec in Acts of the CongTess of Otolaryngology. This was {n coaneciion

with moke resoval from Atonic lul::nrinos. Ln the course of which they fouand

it ,‘.hl‘ :Ll‘.lry ac‘irity -u thlbltod by pn: !.v: 1ons and by ntor-salublo -
by - 3 ...u..-n.;:‘.;" Bt .. T

"'l :‘ unu of ‘:..gxr.af‘tn Jamoke, '

- ..l ¥
i b R \ G o RS TERE. WO
- X3 e AN T 5 '~
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The work of Xofiz and of Koueger wss menticned and Cuzin ind!cated

he was well awace 2f (2. The Regle werw at present constructing an

Laias

tcnlsation chasbes.  He thought Eo¥in's approach was ursound, tiace

pryslological studies were not included.

Cuzin then charged the course of the dlacussion abruptly by pooducing
a2 copy of the letzar by Ruffy of the Swiss Federzl P:ublic Bealth Servica,
per=!ltiing the incus:rial appllication of the N/B process.  He desccibed
this docurant ss "dynanits®. The meeting then coasidered the Teport bdy

Poof. Nicad, on wnich the Ruffy letter was based.

G.F.T. and D.G.7. descoibed theiX conversat.ons with Neukcea while
Cuzin produced a Tepors by . Anguera, a pedical s:nhtlc'un with SZITA,
{n which {t was stazed that the biclegical results of Nicod were statistically
xoroved gt efither Tne 5 or 1CX levels of significance, even when the Sesults
@f both tests were coabined.  AngueTa drew the followraonclmionit—
“dicod fuTaishes interesting data on the effects ef ths

N/3 trestzent wiich permit the presupposition of favourable actien

et e b et o - te B0 b m

in cecoessing %he toxicity and cascinogenlicity, bt proof of this

reaains to be rede.”

Cuzin mentloneZ the supposed extenslon of the latest period Setween
aspeaztance of papillometa and carcinasmata, for the <reatsd group o7 nics, "

and azTeed with D.G.7.'s a:qu:'.en‘." that, in the abssnce of indivicual

carkings, 2his extension was aslmost meaningless. G.F.T. Telnforced the

asgurent by referting to the false negatives adnitied by Neukom. G.F.T.

-~ _referred tc.the apmarent c".s::"ep-mcy between expaciad and obsarved numbers
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of Simcuss fzr the grouz (J + E). Curzdn had ralsed the sape cussili:
wits Neutome and had ocl recaived a satisfactary answer, elthes.

Cuz'n then ceferced to the fact that dcsage iz the Nicod exseriseats

hac been on & pac cijarette basis. D.G.F. then told him that, in fact,
the treated cizatettes had besn lightsr in weight b, neverzhaless, of the ‘
same fiz=nets. Cuzin had obviously heard of this through Rinso: e Ctmand
and enquired whethar clgaretts firmness hac been ssrsured by “Coxpecimeter”,

He Decarme gquite excited st this point, laughing aad Jeking asd mayiag this

I was the za2icr justiflcation of the process. |
D.5.F. weat on to rake the points that, since ihe clgarsties weXe i
lighter, thesv was less tobaccoe %o burn to yleld cendensate i3d, thaTefele,
that, unless there was a recuctlon in the specific biologlcal sctivizy of
the concensate, the 1ame >tffoc‘. could be obStained by flltoetlen., Juzia
agresd with ehts arc s=1ted that the Regle tert: would be mads !2 oroer
- to seasuTe specific activities, but on a "czucde tar® baals inciuding the
ni;h‘.‘cf witer presemt ("wet tasz® besis). He saic that Feukeca argued
that 2an s=cked on a "per cigareiis® basis, and this Justified Nizod's

oetnods, St Se (Cuzin) balleved that man soked for equivalem® phyaislogical

and csycrological satisfaction.

i ne.-.:-‘.onsc' +=3¢t he hsd seen Nicod, whe hacd told him that this
was the firs: carcisogenicity test on tobaces mmoke condensats wiich be -
had pezforzad! e

The Regis tests wese scheculed to start at the begimaing of Jamsary

and Cuzln indicated he sxpected to recalvs the first consistes: results

te woTked wit

=
=L Ay

Wpare!

AREETRE
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d. tabac®, wiizh consisted ofi- ’ ‘

P==f. Lacassagne - Radium Instlitute

kb booitnd AR k.

Pr=f. R. Latarie: - wrie Labs, Radiux Instituts

Prof. Ng.-Pa 3uk-=do{ -~ dit<o.

Prof. Guerin - villielulf ,
Prcf, R. Truhaex =~ EZcole de Pharaacie i :
Guerin cascied out the biclogical tests at VilleJulf, using & basic

caicny of 2,000 =ize for quick testing, with one long ter test every two

vears (but sx fous "items®, whizh were not clarified).
The observation that Truhatc hac =acde that atzosphezic pollution alone

in Paris coulz cause skin cancers in -ice was referTed to, buv- Cuxin sald

thet thiz ha? not been done quantitatzively.

2

G.F.T. %men told Suzin on 3 confidertfal basis that T.K.S.C. ware

clanning 43 estadiish a Sesearch Uals, but that this had not yst been

3ilt. - Cuzis then encuizec whether T.M.S5.C. would like to approach the

X/3 pcocess =5 an internatfional scale in conjunciion with SEITA, and it
was indicazesz %o his that this woulc indeed be valuable. The Ruffy lettes
suggestac thzt poessuse mizht be brousht t5 bear both on the Swiss and

{aternasiznal levels, thoough SASMOCT, S.A. Cuzin fepmarked that one of

+he blggest sharehclcess in SASMOED was Scalrch of 7.T.R. (Serrieres).

T.R.=C. encuired whether Cuzin thougn: thet pressuse should be brought to
bear on H835! cf the Swiss Fedsral Pubilc Health Service to withdTaw the :
Raffy letter cf autherisation. Cuzin Teplied that legally the letter

existed snd he knew of no way af foriing its withdrawal. Cuzin was asked wi-

ether he knew of cther tobacco cocpanies who ware ‘dullnq with Neukox=.

‘replied SRt he'¢idn's know abowz ns,

+Ne Gersans
=e Leroans

—

b e .
P I SPT Sl

(leber’h.\d been non-csm=itzal)

Pty 20 e

.n; A-'-i*:'__‘ -
NGrey s gzl
- .‘.r‘l-.‘ Sngfied

As‘
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the Itallans woulz have no facilltles for checking the clailzmsy the
Austzian Regls miznt D intelested, but he h.ad no informatizsn about
the=, or of the Swe2is: Nonopcly.

It was indicated o Cuzln that the raxults.o.‘ the therough testing
being given to trhe ¥/ zrocess Sy S5EIT

vy
11}

to T.X.3.C.

Cuzin thes ceverted to his ofnt that the choize of the %/3 zrocass
might well exciuc2 sulsaquent processes ezploying acditives. FHe
TeferTed to 3antlev and Butzan's paper in "Analyst® and added that SZITA

had found calciuz zazbeoste vas 30 effe..{ve {nhibitar of benzzyTens
fotmaticn.  Thay wese wotking o5 the tezperaturs snd oxido-racucilon
conditlions

that 333°C was Dush

wosker.

At the close of the meetin;, D.G.F. extended an {nvitatic~ to Cuzin
to visit R. & D.E., 3-L.T. at Souihamgton during his oposed visit to
England in mid-lanuary.

Quzlin agreed to wrlite suggesting a cdaze when
his arTangezents ase fixed.

.

BNA

(/\ ‘(-)
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