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a) Swwary of the work accouplished durinz the period of the report.

During the meriod Auvgvst '64 to Decenbre '64 our resezrca
hos been carrisd out on tvo main topics., First, the prevention of
the secontary syndrone, by investization of the effects of various
nethods of preparing the allogeneic hacnatopdetics cells that are
used for the honografts. The second, is an exazination of the effects
of treatnent of the secondary syndrone by various drugs, which are
not anti-nitotic agents.
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he conservation of cells under varinus condition

A gralt of allogeneic haeciatopoietic cells provides the
oniinls, that has been ziven total body irradistion at a lethizl dose,
th oyeloid cells, that ensure the restoration of the lzenateroietic

ct
N

issue, At ths sane tine sowe of the donor cells are immunolegically
cou;_tent waica in tecorming imwunized against the host ney proveke
y iletnel sccond=ry syndroae,

rnese two tyves of cells zey be dissceicted by their sensi-
tivities to certain types of trectaent "in vitre". Incubsition of tie
bone .orrow during a 2 hour period at 37° in o pretein-iree solution

(Zyrcde's solution) has an effsct of reducing the secondary synirozes

induced without any apparent alieration of thz —veloid resioraiive
pacity of these honosrafts in the wuse. Quertitotive studzdes show

en
thct less than 2 per cent of tre cells, that are inmanclogicnlly coo-
petont, rimcin cctive follouing this ftre-t.iznt "in vitro", wherecs

recluction wins observed in the hozaatopoietic poventials of the cells.



Hainqﬂhin; the cells for 6 hours in the same solution at
189 {the periecbility to eosin was the sane after this treatoent as
tose cells kept at 37° for 2 hours) had no sffeet on either the se-
condary syndrone or the myeloid restoration. the storage of haeacto-~
peietic cells at «~70° in a solution contoining dinmethyl sulphoxide
has an effect on the nyeloid cells and on the immunelogically coope~
tent cells, but the later sppear o0 be ten tines more liable to be
destroyed by this type of c¢ell praservetion,

2) Bxanination of the effects of histanine, 5 hydroxytryp-

criine ond protease inhibitors on the contiol of the graft versus host

resciion (GVH).

The GVH rezction which follows the injection of allogenszie
bone .xarrow into an aniniel afterit has received totol bedy irradiction,
fr.guently induces o secondcory syndrone that is often lethrl. This
syndrone starts earlier ond is of a nore ecoute forn when the nunbars
of i _umolozically covpetent cells (ICC)fié:very high,

It is knowptihnt this recction of GVH indues a lymphoid azla-
sia and loss of iixaunologieal izriory in the host. This in turn, lecils
to o zrent susceptibility to bacterizl, vircl ond mytotic infections i
howzver, death in the acute sccondary syndrone can occur during the
phese of prolifer-tion of 2llezeaneice ICC thot have been injscted. Denth
in these circunstonces is perncps tae outcoue of & dirset incunolozi-
¢nl rooction of the graft nzainst the host, rThe role of the liver-iio:
of aistonine, S5-hydrexytryciziine end of th: vroteclytic renctions ix

cousing soie of the varicus cliniccl signs in imcwnolozical reacticns

[

is wzll 2stsblished, Ve hove ottenpded to try teo prevont the gequs:ls
of = GV reaction by the use of inhibitors of histanins, 5 hydroxy -
CS.
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The rcsults of thesely investigations showved thot tiese
agents cculd not gravent or attenunte either the acute GVH rszetiom
induced by the injection of allogeneic lyuphoid cells into ar irro-
dizted aninal or the chronie GVA reaction thot follows the irjectioern
of irradiated animals with allogzeneic bone norrow cells.

A histanine inhkibitor (mepyramine% 2 serotonin inhititor
(uethysargide!,and two differ:nt protease inhibitors (Kunitz's inhi-
bitor and epsilon-anino-caproic acid) did not modify thz lethality of
the GVH recetion., The noin recson for these foilures econ be éu: to
either the faet that the libesration of histenine, serotonin end pro-
teoses does not play any poert in the secondary syndrome, Alternati-
vely, toe inhrobitors that were tested mey hove been ineffccetive, ke
doses of the 2drugs used were the maxinal anocunts that did not kill
nice of the scme génetic consiitution when given the drug for the
test peried of 37 days.

k) The opcening of the niw rescarch institite (I.4.I,) is zoins to
r2rnit our rescorech groupc to sxtend their work enwmleoying new taeli-

niguzrs to study the problen of the control of the secondary syndro 2.

c) In 1985 we intend, 1) to invostizote the biochealcenl nechrians
wiaich deternine the -riiculor sensitivity of ICC to certnin zypes
of preservoticn. 2) To investizate the offcet of khizh deses ¢ ooain:
~cids on thi sccondnry syndrozie, this trzotiient hos been showm o
innibit certzin inmtune reoetions in the mouse, in porticilzer —zoinss

pelio virus.

d) Wo inventions were ucde during this period,



@) During this period Prof, 3. iiathe and his cssistants Drs Acnicl
and Schwarzenborz orgenised a Meeting at the C.¥.R.S8., Hecdquaters in
Poris on the subject of " the grofting of allogeneic haenatopcietic
cells " this nmeeting was ottended by the princible research workers
in this field from Europe and the U,S5.A. and gave an opportunity for

up to date survey and exchange of inforaction sbout this problen.



