O o, b o - [ —

./‘,. . w "3 L ' .— ._.. Al,,.i‘.,‘. : E .. ”-1-‘(6/

- -——— = ———— ot - ~
C=XTR= DE RIESLIRCZED CARCZRCLT <T = OPA.L-CLOG’QUES
o5 DISCCIATLCL Lo oL _-3ERNARDS

N &

HOPITAL SAINT-LOUIS (
Py K’ & / P W ’

PLACE DU DOCTEUR-FOURNIER, PARIS 10* » BOLIVAR 22.22

AIR1.941230.002¢

DIRECTEUR : DOCTEUR GIGRGES MATHE
Professcur azrizd de carsivolosie & 12 Saculté de Médecire
Cucf du Service &' Eomaiolodie & Plnsiizut Gustave-Rosissy

from Professcr Georges «~ATHD
Director of the C.nier for Cancezclsogic:l
end Rediopztheclzzicel Reszzzch of the

Claude-Sernzrc Assccievien
H8pitcl Seint-Lciis, PARIS X2
vo SURCPIZAl. CFFICE, Aersspoc.: Azsecrch
-nitzc ZStctes Air Force
Shell Building, 47, Centzcrzsizen

coor &
BRUSSELS (Belgium)

[ AR
h. [P Pt

Lo PRCLZCT TITLE : Possibilities of control of the secondary syndi: sz
complicating bonz marrow trensplentaticn for tha
treatment of whole-body irradistion.

2. NA¥S AND ADRISS CF ORGANIZATICN : Claude-Bernard Associztion, Avenue Victori- :3
PARIS IVe
“3‘ PRINCIPnL INVESTIG/TOR : Professor Georges MATHE, Director of the Center for
Cancerological and Radiopathological Research of the Clezude-
T Bernard Association, H&pitel Seint-Louis, PnRIS X&.
iissociate Professor of Cancerology of the Faculty of Medicine
of Paris.
~« CONTRACTING REPRESENT/TIVE : Monsieur GARDIE, Secretary Gensrel of the Claude
Bernard Asscciation, 3, avenue Victoria, PiRIS IV2

5. PRESZARED STHRTING DnTE ¢ Januery lst, 1964

£. ES72..TED DURATICN & thzes ysars.

[ X4 ‘/




Ee

——— it
rooRNICAL
Laelibos

i, ERIZF COF PAC

%: Tztel dese can

ion of homolcgous bonee-

nt is ccmplicated by e

seconccr, | ~uxer. which scaner er lster causes the

death cf ¢ considerctble propertion of the number of

znimals savec by thz aone merrow trznsslentziion from
s immacizue consequences of the irrzdiation.

- sl - - NP 1
¢ whole~czo iArraoiziion i
3

=}
o 0

i o, Lt m amemmmm e e
= > WIID anv

vor D sk

e have snoun thet transplantztion of homelogous bone

w &fizz Zosss of irrediation cf the.order of 800~
tie in men asnd prevents the splasia

cut by ths irraciestion ; .¢c*tunate;y,

, ‘w2 hove zlsc observed in man szcondary syndro-

m2s whith movz sSeen Tatzdl in more than 50 % of the cases.

The puzpese of the proposed reseszxch is to carry out
experiments in mice and in human patients with leukae-
mia, in en attempt to thmiwve more light on the secon-
dary syncrome ancd its mechenism and to work out 2
carative or preventive treathent:

n

It has bzen demrnstratied that this syndrome is lergely
die to the reaction of the immunologically competent
cells of the transplanted bone marrow to the antigens

f the recirient. Our attempts to develop a curative
or preventive trsatment will be directed in the first
plece at inhibition of this process.

We shall try to woxk out e curative treatment consis-
ting of inhibition of the proliferstion of the immu-
nologically competent cells, in the first place with
the chemical ehtimitotics that are being used or inves-
tigated in connection with cancer trestment.

Our experimern.s in the direction of preventive treat-

ment will consist essentially in actemps to slter
electively the immunologically ccmpetent cells of the
tone maroow prior o their trensplantation without

=t the scrc timz eitering the mycloic cslls on which

the mecellazy zehztilitation cdopends,

.z nlan o preszove thz 2ons marrow for brief periods
presznce of substan-

he cells of the lym-

oo c'ff cant tempe
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PRCPCIZZD RZSEATIn ¢ 17 2 prevertiv: or curetive Treciment
s2

condzzy synmdrome could be found, this waould
sible to 2pply bones-merrow transplantstion

c ser 3 its s=pslicztion might be cenesidsred
Tor Teur ceteoozies of czzzs @ oa) the trostment of
poTeuns exposcc e racicticon sceidentelly, either
c.Ting & militery Sombarzmint or Juring en cecident
in wnz cphere of <hs civilicon vze of atvomic encsogy
L) ihs f cnzsmiz end cplesie, of

T c

conguni ita re such as the Moditerresneon anzemic
on(tfc werst scourgss the field of herecitazy dl—
sease, or of acquircd nasurzs, in particular of latro-
denic naturz ¢ cectein phemmeocclogicel subsiznces,dn
perticular, czrotein antibiotics and soms procucts usec
in the chemonnerapy of cancer have a2 strong toxic ef-
fect on the bome mozzow

c) the treztmznt of paylerts with lauk=zemiz 2nd with
ertsin fc:*s c? czncar with whole-tody drradiztion

on
."
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ir a maximel dose low=4 by bone-marrow trancsplan-
tation ; in such cases, tha treatment has a twofold
rechanism ¢ redioth ‘apeu:;CQl, since the irrediction
dzstroys ¢ certain pzoporiion ofthelcells, and immuno-
therepsutical, sincs the immunologicelly competient
cells of the graft are immunized, as we have demcns-
traded in the mouss, against the leukeemic cells of
the recipient on the one hand, end against a possible
leukaemigenic or cnrcinogenic virus on the other ;
d) homeolcgous organ transplantat;ons : i} has been
shown thal when a subject A is irredisted with a2
fatal dose and grafted with bone marrow from E, he
then able to tolerste sny tissue or organ from B.
The importance of this fact in connection with kidney
transplentation is readily understandable,

Accordingly, if we could control the secondary syndrome
which is at present = stumbling-block in the use of
bone-marrow grafting, we would be eble to epply this
method regularly, which would mean not only zan 1mpar-
tant biologicel progress but in the first plec

large step forwara in the field of medical and surgical
therapy.

a) txperiments will ce carried cut with bons-mazrow
grafiing in nice ane men which will mexe possible

the ciinicel, namatalccical, histological and bizche-
mical study o7 the sscondary synorome : &n improvament
of the sym-icmatic or preventive treatmoni will hove
w0 be toszc oo 2 precise knocwlesgz of thzse sympicnss
At irvestizaticon will ks opur nto the incidenc

3
af the sccondary syncrome, the
cempstibility betwesn conor end recipient,the numocr
oF ceils trensglzntad end the intcrval between the
trznsplantaticn end the foradiation,

oo/




4, HiSTORIC~L ZACKERIUNI ¢ Several tcams, thet of. V.l EEKKL.,

~

love S O S b e e e e

B In tho cozozh Joo molhois o cuzctive wocetiniont,wl

i-torc ToT Sset LAt @ r - Ao Iy -

ZheeEna T Tsel Lo tu-Cw-J- [vitesuls ....,...3..“7, ¥t DUl
[ U

-

z
e-ti-itotizs fnI, in pzriiculers,

no the 2lkylciing egents anc ¢ -amino-
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Lse c7 several conors
s é:r::_ w2 shpll Iy to woDk cut tests moking
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t cf tone-mzrrow by pressrveticn in the pre-
veroious suSsiarces, ac:en:ccrtlc 2l steroids,
' 2 substences modifying celluicr
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that of c¢RPsIFF, that of Lu
working in cthil
2

importart Tzsu-3is cbtai ud w2 may -«
sz ¢ the fregq-zncy uT the scconcarn,

enimals z7ter ths grafting are treetes with ::ethopte-
rine (UPHCFF, confizmaed by ws), or with cyclszhcspha
mide (MATHE et al.) ur with &.small dose of irxzcia-
tion (FERRESEE) or with penicillin (ViN BEKKLY) In
the search for prevenzive treatment, it has bzen found
possiblea to decrezsz the frequency of the seccndzry
syndrome by using ertrycnal haematopoietic cells
(LOUTIT), by using several donpzs (MTHE et al,) or
by storing the bone marrow at 378 for 2 hours (MATHE
et 21.).
The best results that we have hiHErto cbtained in &
human was seen in a person who sufferad from acute

- leukaemia refractory to all forms of treatment ¢

this patient was irrsdiated with a dose of 800 red

and subsequently wassgiven bone merrow from 6 donors.
His bldod and bone mazrow are now entirely restocked
with the cells frcm onz of these donors end the patient
tolerates € skin graft from this donor. He has presen-
ted e very scvere seoondary syndrome which we hac

great difficulty in controlling but which could ulti-
mately be supressed. For the last 5 months, this patisnt
hes pressniced only blcad cells of the donor type =nd

he is at przsent in psrfect healih,
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Se STATZHINT CF WIAK ¢ Aided by & gzent fox 3 yeers, we should like to carry
out pazallcl cxgerimonts in the mouse and in man. The
first exzIrimonts inm the mcouse will be concsrrned wit
the effect of preservziion of the boms marzow in the
rossence of antimitotic oo stcrcid substzances,
The next oxczriments in men will consist in the use
cf more denors than con: and in 2 sympiomatic epproach
to the Trzztiment of t-. sscondary syndrome,
€ PERSONNEL Principal Investigatcr : Professor Georges MaTHZ, bozn
. July 9, 1522, Associeted Professor of Cencerclcgy of
the Faculzy of Medicinc,
Publica<icne ¢ cse the bikliogrephical lisi ebocs,
: Cther Invsstigators : Doctor J.L. AMIEL, Dsputy Dirsc-

tor of the Center for Caencerological end Radiopatholo-
gicel Research of thc Clauce-Bernsrd Association.

The following persons are alsc connscted with the
i Center end may work on this project ¢
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Jr M. SCHALILZR, Doctor of Medicine
7o UNSUPPCRTID LIVIL COF EFFORT & Toizls end experiments are now being carric

s field, bu% in our opinicn, the work is ns

ntly rewarcing and progress is very slicw be-
egcx ef funds (Tor operaticn costs ia thz
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