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Ab>[m¢5 of the 1IAR Confcrcm.: on New Anticancer Agents, 9—1’ June 2001, Arhcns. Greece

Molealar, Vlrology.- Imﬁxunology and Medical Genetics

[RMS. X-CH. HG}. College of Medicine [RMS. K-CH. HG. - the two hydrogen isotopes. In spite of the fact that the

kFY. KKC]. The Ohio State: Univ.. College of Pharmacy
- [KKC} Ohio Sare Lmv The: Ghio * Stte
- Comprehensive - Cancer . Center [RMS. KKC]. Abbou
L;bomom Abbort Park Tt [u_51 Usa, '
R ICRF 19: 15 the most ‘VKOIO’GC of th: bzs(dxuxopxpcnzmc)s
-2 grorp of compounds originally svmhcsxz::d as membrane
pcrmcmt ‘memi’ chelitors on’ the bvpoth:sxs that ‘metal
chelzion s crucial to the efﬁcncv of many andcancar druszs

' ;_Subs:;nc:xt work bv.manv laboratories has not supported thn'
hvpo taeszs. but has shown that bis( dxoxopxpc'nzme)s are very

‘‘potexr cambyuc inhibirors of human togo:somcr:xse i

~ Howower. several lines of evidence argue’ against simple-
c:unhcx: inhibidon  of mpo«some'ax II as the basts' of
croodry and anancoplastic acavity in the - bis' (dioxo-

pipemxzine)s. We have found that ICRF- 195is a substangal

* that wpo:some'nx I potsoning . by ICRF-195 & verv
- depexdeat oa the protein denaturant used in the 2ssay. The

“commnoaly used desamranc. SDS. is verv inefficeat at .

~ 'wapring ICRE-193- swmbilized topoisomerase [I-DNA
" cleavare complexes as irreversible protein-DNA cosslinks.

» The srong -chaowopic protein denaturant zu:midinium"
" HCl bowever works well In this respect. ICRF-195"

-resembles the qumuuim: antcumor drug. CQS (Gao H. et
al.CaRes. 60:3937, 2000). A variery of in vivo and it vioo
assars indicate that [CRF-195 has significant selectiviry. for
- opoisomerase (I8 15 1 topoisomerase poison. although this

8- sozyme selecvity is not as grear as that of the

quiroxaline antitumor drug ‘C(-b‘) (Gao H et aL. P'\AS
% 1.108 19"9) '

' "_18‘7 : , - o S
 THE BIOLOGICAL EFFECT OF DEUTERIUM-
'DEPLETED WATER. A POSSIBLE NEW TOOL IN
Cx\cmmm

"»(g mhr:n G Ja.m;so Gv J:ikh‘ T B¢*xc‘m
Z.Gvonxw '

: '1H‘rD L:d. for Rdcm:h and Dcvc‘opme:n:. H-1S39

Bud:mc‘ 114, P.O.3. §95. Hungarv: ‘C::xrral Research
Imammfor?bvs;c. -\mmxcEa::vvR:scarca{nsumm.H-

1525 Budapest, P.O.3. 19.; AJnrm-Ve' Verermary Hospital

H::(I)U Srekestehervdir. Homoksor w 7= ‘Dmmnc:zr of
_ Pupiic -Hezith. University Medicz! School of Pix. H-THS
P::S.Szm:xu. Hungary.

Its kmvm thar e deuterumy bvdrogen { DrH) mass rao s
the fargest of 5abie Sotopes of the same elemenr. qusing

Univ.  warer and more than 10 mM in living orzanisms the possible
- role of the materally occurring dcutcrmm has bccn ignored .

- for s dt@dtb

differences in the physical 2nd chemical behaviour berween |

conczntration of D is about 130 ppm (over 16 mM) insucface

The experiments with dcutcrxum-deplcrcd water (DDW)

'-r:ve.xlcd thar due to the D-dep(cnon the various cell fines
- (PC-J. buman peostate: MDA human breast: HT-29. human

coloa: MI4. human metanoma) required longer time to

“multiply in viov. DDOW cused tmour rcgrcssxou_m_‘
" xenotransplanted mics (MDA and MCF-i. human breast

PC-3). and "induc=d apuptosis in ‘vigp and in tiro. The

ﬁxpo'(ic:xdou of DDW nduced com'pittc'or‘partial turmour
. Fegression in doszs and cars wich different umours {recrum.
~ breasu tvmphoid leucosis. erc) ‘
.. Double bfind congolled Phase 11 clinical mn!thh prosate
- anesr. in comphanr with GCP principles -confirmed 2-

toposamerase 11 potson both in vivo and in viro. We find suunc:mt ditference bezween the control and reated groups

with respect w the sxamined parameters that indicated the
ant-tumour effect of the _gmpamuon. ,

2) Az the tme of the 3 and 6 visits. the ratio of pane:ns
>howmsz an mcrcascd eﬁcxcz (P R) was significandy higher

sausacaity (3 vxsu: p= 00096 6" visic p- 0.021) in thc
treated group.

b) The volume of the grcsmtc decreased sxznmc:mﬁv (p =
0043) in the geated group. whereas ut cou}d be regarded as
unchanged in the control group. :

'¢) The number of padears with a decreased prosmc
volume ‘was significandy higher {exact Armitage-est p =

-(L0LS: exact Fisher-test p = 0011).

d) Significantly more patieats reported 2 ‘positive chanze ’
i symptoms in the weated group {exact Armxmszc \:S" p="

" 0.0009: exact Fisher-test p = 0.0013).

¢) The survival @re in the trc:ucd group was suzmﬁc:mdv "
higher (p = 0.050). )

' From the results of the clinical trial. it can be concluded

that the decrease m the d;utemxm concentration in the -

‘padents’ body. caused by the administration of DDW. may:
have an efective use in the treamment of wmowrs.
-We sugeest that the cells are able 1o regulate the D/H

ratio and the changes in the DrH rdo can trigger cermin

molecutar mechanisms having key rolc in csl oycle
rezulation. We suppose that not the shift in. the
inrac=fiutar pH. but the concominar incr2ase in the DI
rato is the real oigger for the cslis to eater into S phzsc '
Tae decease of D concenmation can intervene i the
signal traosducdon pathways thus leadipg to tumour
regression.  This  assumpdon is suppored by, the

- observaton that the D~jepiesion has an influencs on the”

‘exgression of geaes {c-mve. Ha-ras and p33) pl:mnz a kcv .
role in tumour developmeat. -
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