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i.. Acut ei. Aaitd Tixkcyy 20 LD50 (rrg/ kg) per os (no significant difference

bet'ween (a) and (b)) Mce, mal e 5,600 or -nore 25
female 5,800 or nore _ ' :
' ' o LD50 (mg/kg) | per os (no significant difference between () and (b))
. - Mice, male 5,600 or more ' '
- 26 : female | 5,800 or more
Rats, male ' 7,700 or more
female | 7,050 or more
30 Between (a) SK-818 and (b) the composition of Preparation Ex. 1 there was no significant difference in

acute toxicity. While the test group to which SK-818 was administered developed general symptoms of
tranqumzatton, diarrhoea, vomiting and typhlectasis, the test group to which received the composmon of
Preparatlon Ex.1-did not substantially show any special symptoms

36 ii. Subacute Toxicity

(a) SK-818 and (b) the composition of Preparation Ex. 1 were administered orally to SD masculine rats
at doses of 256, 380, 640, 1300, 1600 and 4000 mg/kg/day over three months to determine the doses at
which there was no toxic influence on the animals and the animals were absoiutely poisoned, respectively.

40 The dose of SK-818 which had no toxic influence on the animals was 256 mg/kg, and the dose of SK-
818 at which the animals were absolutely poisoned was 1600 mg/kg. At 4000 mg/kg, some animals died.
After the lapse of five weeks, however, the survivors recovered from poisoning. '

The dose of the composition of Preparation Ex. 1 which had no toxic influence on the animals was 380

mg/kg, and its dose causing the animals to be absolutely poisoned was 1300 mg/kg. All the animals were
.45 left alive.

N

I-B. Effects on inhibiting the heteroplasia of liver cells and relieving hepatoxicity in liverish models

Effect on relieving hepatoxicity in rats with hypohepatia

50 .
Because the composition of Preparation Ex. 1 was found to be more efficacious than SK-818 in the
subacute toxicity test, the following experimentation was carried out with this composition.
Carbon tetrachloride was administered orally as a hepatoxic substance fo SD masculine rats {(weighing
500 g * 50 g; age, 10 months) with hypohepatia (3 groups containing 8-9 rats each) at a dose of 0.5 g/kg,
55 - whereby their serum GOT was increased fo more than 50 Karmen units after 24 hours. At the same time, 2
mg/kg of indomethacm as a hepatoxic drug (a lenitive), 5 mg/kg of 5-FU as a hepatoxic carcinostatic and 10
mg/kg of tetracyclme as a hepatoxic antibiotic were administered orally to each of the ammals flve times
every fourth day
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th acn\nty m Karmen units of GPT in a culture medium to which no hepatocyte-damagmg
substance i$- added - .

' '.the acuv(ty In; Karmen units of GPT in a culture medlum to whlch the hepatocyte-damagmg
bstance is added and

i5"the achvlty in Karmen units of GPT in a culture. medium to which the hepatocyte- damagmg
fsdbstance :s added together wnth 3-oxygermylprop|omc acid.

(a)' Acldntnom' 6f galactosamme ,
_;;29 % m the case of the snmu!taneous addition of SK-818.
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r -and sculture of yer of rat's hepat ocyt es were

) e procedures ?]%SCIBQ%SQC# y Nakanmura et :al in "Protein,

d and:txyg ‘Extra Nunber No. 24, pp. 55-74, 1981. Si ngle
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found by . @Hﬁe ,9%L&Wt@ﬂvﬁﬂb‘@épb@&eonﬁﬂmﬁ%ﬁ\);ofSK-B‘(BC A) GPT reductions (% =
.'__'“Xg,OO [ er &+ Waghial dindsted dnfy of factoses pladebg). i N Karnmen units of GPT in a culture
2rmed |umto ‘Whi, ch no hepat ocyt e- danagi ng 40 substance is added, B ' is
- the act |(M|Ag,y,n151?at.&arrren units of GPT in a culture mediumto which the . _
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% n..the. case _of the tot aI add|t| on of SK—818
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t-the .respective. desired concentrations:- 0.35 nmv for (a); "10 um for

amagi'ng subst ance _.“
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of SK-818 agai nst Type.B chronic hepatitis was _
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test of SK-818 for Type Bchronlc hepatltls '
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Iti s .Resear ch’ Fol 6193 Bl
nts Tabl e 2 Number ¢f3%3%es SK-818 3 p ] sex
: | 40~4881 68 a] e
38 Age [ = '
.3 20-29 |2 %1 54
' | 80~ 2
_ ’ Average 35.2
| ‘Diiration CAH 78 _
-] . CiH 17 13 30
“Day-patients |n¢patiénis Day-patients 83 73 156
- . . In-patients 4 1 5
| Day-and In-patients | - 14 7 21 ]
“Complications " not developed 1 89 < 72 161 |
_ = 1 s T

Dlagnoses of the physicians in charge as to how the functioning of the livers was ameliorated’ are
reported in Table 3 and the statistics in Table 4.
As will be seen from the rate of amelioration of "slightly ameliorated - 57. 9 %"

or more reported in

table 4, most of the patients show a reduced or fimited elution of enzymes in liver cells. This suggests that
the activity of Type B hepatitis-associated viruses is-inhibited by SK-818.
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SK-818 on preventing the development of spontaneous nephritis of MRL/1 mice (or an
nctuomng of the kidney asaociated with aging) was examined.

r:each: group) twnce a week over 12: weeks.. In the meantime, urinary protein was :measured once. a
_week urmary . protem: levels exceedmg 100 mg/dl were taken as positive. Examination was then ‘made of
o i came pos:tive at the respectuve week-ages. Moreover, b!ood-urina_r__y_l ni_trogen lovels .
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Table 6
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. 'Bleod-uri'nary nitrogen levels
Amount of sx—s1s BUN (mg/kg)
_Control - 30.5+3.9
01 mghg 32.2:1.8
1 mglkg . 35.523.3
- 10 mg/g 29.3+1.7

dose'of 1. 2 mglkg From 24 hours after the administration till the lapse of 96 hours, the
j'als wer perm _d to freely drmk an aqueous solution containing 2,400 ppm of SK-818 (at an average
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20 (b) Results The results of dysmmesi a nodel s i nduced by the of Q02 gas

‘are reported in Table 8 fromwhich it is found that SK-818 gives.rise to a

;. significant increase in RT., gpg439ebspelfi caci ous agai nst dysrmeSI a. 25 -
- Tabl e 8 Nunber of aninals AT In sec. R T. in sec. Goup -

51.89.1 - 189.419.2 30 : B 26 e
48. 59 1KC. Effect of SKzB18 o drfineBia @duced by carbon Hixide 50.7119.7 360 0 or | onger
C . ' 15 51.35.2 68. 3+11.1 Group 35 A

“Foot $NddeeduesCD2 Gas B: SK-818 + Foot Shocks + Q02 Gas C. Foot Shocks D:

Q02 Gas 40 Cainms 1. Use of a conposition for the manufacture of a

medf c aneh #9% Bscyling Mopse; wig epeageia éi‘iﬁ‘r%?’l"??ﬁ °’0"=F “’F““Q @P" @%’PW’@"QB"Q'“ a"dc,d&[ﬁ‘s ed by
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aci Culware lﬁ&éféit sh o 1340 o JE-Lobrd® 0P SyBbar eaﬁqwaﬁﬁa@hﬁ fe]nfgigirowﬂ ch

t enperf dékibeatol, FRES fmﬂéﬁ‘o’ﬁ WA inhshithAti&Btherdon. Heaanfl asathdhEft bdak fal Phomlel
wher eiciget he conposition additionally conprises a carrier for activating

saif essmsl 20hous VR Bedulsition trialthb &hirflad raidddin Brcafdd in the bright chafmberlof thetestiglf ect  of
. SK- 81&o0td rasEe@s it timedwiisadt ok e ainaa t6livak inthethd adrk Biiatdedon 186 reaction poténtigidy
_ MAS C U ltime @lulingUiBe reteationeitia, g @ihattan raler@a itk asc RANIBK-S18 in shetfarst of agikias wits @ | Si Ng
br i ghthacibesn ddmikisterded ploliyr ts theeaiola! froeedsdays bajord 8. 2Odose & 710.8 mg/kgBays cm and provi ded
Wi th an inlet/outlet conbination of 6.0 x 6.0 cm and the time which it .
ook thdesmtsmal to wal k into the dark chanmber (the reaction potential tine
during acquisition, hereinafter referred to as A T.) was then measured.
'Fr om j usthodssuity of dysmnesip gdels, indycady by fhe of F%gﬂiaﬁ‘%"[%‘ﬂ*éﬁﬁﬂab'efsoﬁ?m Sk of 2.5
‘A werfnd Bt SKAR18 qps o8 it eticert inprgase R Tsnd;sh sRfftsreioys pedinst d V@'F‘t“ﬁ'aw th a 10
shock generator scranbler, nade by tgch Co., Ltd., until the ani nmal
wal®ed into the bri ght chanber I tely after the acquisition trial,

~ the ani mal was e-n-eag.ed—l-r_a_des-t-c-ea,t-ox-,.—amLﬁ Homn—of( gas were
injected into the desi ccqt Bumieppf agignalsg 46 B‘@e@nds ﬁd'rm§a¢focat ion. After
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30 : S B 26 48.5:9.1  276.5:19.3
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1 A: Foot Shocks + CO; Gas
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D: CO2 Gas
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. Claims

1. Use of a composition for the manufacture of a medicament for inhibiting the degeneration of-liver cells
caused by drugs and for relieving the toxicity of drugs to the liver or kidneys, characterised in that the

45
composition contains as an essential component a 3-oxygermylprop|omc acnd polymer which is
represented by the following formula:
" [(O12)sGeCHCH2COOH},
50 .

~ wherein n is an integer of at least 1, said 3-oxygermylpropionic acid polymer being. in the form of white
acicular crystals and havmg a melting point of about 230°C at- which temperature it decomposes or
coagulates. . . _

2. _Use as claimed in GClaim 1 wherein the composition additionally compnses ‘a camer for actwatmg satd
essential companent. .
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tshe desiccator, artificial aspiration was inmediately tried thereon. The
ani mal was then put back in a hone cage. 15 —After 24 hours of the
acquisition trial, the aninmal was again encaged ' nber of
the testing box to neasure th&PQ A5 69%RBh it to I!!““aﬂu“wm"m Ik into
the dark chanber (or the reaction potential tinmeduring tme §etention
trial, 6 . hereinaft referre SK-818, in the formof a m xture

t R.T. ) '
Wi t h'TCeEE“t ﬂfaﬁf&Hgé’ﬂa@ﬂ?ﬂad?‘gfeé’robéfg’sarbf’%gf’)'det o the animal from 3 days before at

a doig uOSO ng/ kg/ day. 20 (b) Results The results of dysmesia nodel s
I ndu fehe of C2 gas are reported in Table 8, fromwhich it Is found

t %t SKA§ mBc¥fe MduSEwdsCenagalt A firk @fmblen & E8stiRg bk Eordprising! BiGhE &hd! dark

| QRGAERHS o 2H HeAskind YSR §85 218.82m and provided with an inlet/outlet combination of 6.0 x 6.0
Tabl &md arN{ng%e ancl@-ﬁ‘ kddRAN® anim@t 16 walknts &6 darkRRhdmber theS@actionpddéhiial timd during
ol. 8Qcc;u|snt|on hereindfe? réfbrsdltd 29 AZ)3s then measured. From just after the animaBwalked into the 26
48. 5%ark chamber, foot &hochd 8t B5 @A were continuoidly applied to the arfirfal H€ugl a flo@G@idOvitbra | onger
C 10 shock genekdior scrambler, mad® lby3&sté2h Co., Lid., ungiSth® Bdimal '@fked int@ The bright chamber:
A: Foomedialy later the £G@siRmstid; thGEpi®aIgwas drcaged Bha desiccatoroap Sakmicof £8pgasShocks
D:  C®RreGaiscteint] the desictatorliaret0up 48 seeongiolor suffersliono Alter e apimdl patiefipyed dpmg
nedi dhendsaiccatasarfificial aspiratieywastimmadiately djedtthesapnofhe| apimal W@étq"swwck inahomésed by

drug#e@nd for relieving the, tOXICIt of dru s toth I|ver
cHr act‘éﬂel' §‘éEP“FsrPftt'T?aﬂ°q‘t'?‘F@“ sa|f"n S&%gd g the ‘}jﬁﬁnent a

3 OX>P 1‘"’8 @Lﬂt in eforg(\ocr;? n[-eﬁ%m?
for ?:g TB Fﬁql bﬁ E(’th%?n(':maam Ys rrer

I east
a oggéﬁoﬁﬁg}k&hr m of Whl te
acz;oc IL)EH lﬁtgystal s and having a rreltl ng poi nt of about 230[err] C at which
terrp Pature it deconposes or coagulates. 55 2. Use as clainmed in Caim1l
wher el nTﬂeh@sut‘tQ BPSinhdsR R iddubiidy te 60CBY §a8 &Fs Rp&dd in Tiblefe) oA evhicly At Ng

sai d 6ng et $1a8 18%%9%&8% sighificant indr&asIn/RD, $1d 3o Blefficacious against dysmnesia. * C L M
S * 3. Use as clainmed in Caim2, wherein said carrier is

hygr oxypr opyl cel | ul ose present in aasi@sount of 0.005 to 50% by wei ght
relative to 0.005 to 5% by wei ght of said 3-oxygernyl propionic acid

pol yner. 4. Usq @S CT al NEQufboldahilbid | A 10 sec. 9021 B indes oSt ance
exhi bi ti ng pronewreeg—eyepathogertetiy—>5
. . . ] Group | A _ 51.8£9.1 189.4:19.2
30 ' B 26 48.5:9.1 276.5£19.3
. C 15 50.7£19.7 360.0 or longer
o C 15 51.3:5.2 68.3:11.1
Group '

" A: Foot Shocks. + COz Gas

B: SK-818 + Foot Shocks + CO; Gas
C: Foot Shocks

D: CO: Gas

35

40

Claims

1. Use of a composition for the manufacture of a medicament for inhibiting the degeneration of liver cells
caused by drugs and for relieving the toxicity of drugs to the liver or kidneys, characterised in that the
composition contains as an essential component a 3-oxygermylpropionic acid polymer which is
represented by the following formuia:

[(O4/2)3 GeCH2 CH2 COOH],

5 i - . B . ».
? wherein n is an integer of at least 1, said 3-oxygermylpropionic acid polymer being in the form of white

acicular crystals and having a melting point of about 230°C at which temperature it decomposes or
coagulates.

2. Use as claimed in Claim 1 wherein the composition additionally comprises a carrier.for activating said
essential component.

56
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5. "Use as clalrred in Cla|m1 2 or 3, against a—substance exhj bi

potentially dangerous toxicity to the.liver and ki ﬂ“m\u Bt cl ai med

in Claim4, wherein said substangp os,{y‘a,vgggman | ni\,\ enicity
is mercuric lo chloride or a teratogen. 7. Use*aschLalr?ed in Caimb,
wherein said substance exhibiting potentlally dangerous toxicity exhibits
t oXi Ci t ys.t @sé BE clkimdd @Y Glaid12, vitbrel faldOgiTaN isChyakybrdpylpaiiulbserpreseman aprmmount of -
ant i obi ot i 0.008 to B0y Meight rélytive tol 02005 & 53kI bis valght ef saitl3-oBygerniyipropivgic @bid Peheoeri n
Claim5, wherein said substance exhibits potentially dangerous toxicity
eXHT bi t 'S4t tieé as diajmedoin Chisn Ki2cn 8 peringhaisubsiange Bhibiting pranquneed cwvmemc g
carcimostatic, a cytotoxic substance or a carbon tetrachloride t
pOi SONGUS: ¢as as dgmed)in Glai 153 oP. FDFRSY 2 sypstence; erhibiting pofgptially d%ﬂ%‘?‘@l‘?fyt@épcfhe
‘conposi t i oMver gndKBEYS: n combi nat i on WI th a dr ug, substance or corrpound

havi ng ‘a pronounced hepat oxi ci t Use, as cl d n
sai d dru®y ivse aholametindtamé '|"H‘°T°S'/%s€'d SEhsIapga Rowing aé't?céeﬁfeg m}m ?aﬂ%gﬁﬂm%g'sm%um
cepha["bspoPT"Pn"deﬁéﬁfefﬁ“igF'? n or mtonycin type antibiotic, or a 5- FU or -

g'rg;'npgm,c%r?' £ X1anb é@. A Céag sBlidied Gx %x.bgtg? °§%§f§“§%§é’f éagan%% an
car bon t°x er °'8 e su ogt a'ncemtylgategt anspr | ché 90 f uVerwendung :

e| ner 152ubere|tung zur Herstel | ung el nes Medi kanents zur Hemmung der durch
Dr ogen Vgr yjss ae afibdLif ki &, Wareie 3610 SUsttanGN exhibils Boténtiblly ddageroug -takizity ‘oxhibitg | t i t
von Drogen whfiy todhd iedhegtednd isdéin-Balasr poliratihh edreistatind uytctbmmhﬂame @i acdarben |
daB di.e Zuhaveeidridegpepasorsusgesnesent | i che Komponente ein 3- :

Oxyger nyl propi onsaur epol yner enth~lt, das durch die fol gende Fornel
- dar gesd 8.l tusb sis (clalifed-in | Cfiefiro 3} ?%@WE@@@@O@MWSM isrused i8] gembingfien with @ drug,
veni-gst-ens siibstaste onwohedundiaying 2 Creypgerahepatsisitonsgur epol ymer in For m wei Ber
Kristal | ngdel chen vorliegt und einen Schnel zpunkt von unge ghr 230 C
besi t zt , 1hdise snglaispeds Inc HaimeP.swhesmin gairdh drug 3§ | ifdompthacin 't' ?‘l 'nach
Anspr uch . 1,kanagyein. rPeﬂ?a@s’%lﬁfyeqeé'F'{"ﬁﬂ W&'H‘f RPN OF 2 Pr GF: g°é s 'Eung
der w&&ent I‘T‘E?W%ﬁta'!@o 8({#’@? IE{ T a’ﬁ ?t\agxﬁ?ﬁ%a"ﬁ ' nAC 'cﬂnS‘bruéh
der Trager H6X5 P ApIPESY £Y PRAPas raF P el ner Menge von 45 "0, 005
bis 50 Gﬁf/ %lmcﬁgrhaltnls zu 0,005 bis 5 Gew. - % des |
3- O<yger PO onsaur pol yners vorliegt. 4. Verwendung nach Anspr uch 1, 2

oder QeQ‘%&, oPIIP S Fé?tumgdéule H@rbtglﬁm@Uﬁ&enécﬁGﬁ\gmgﬂrQthﬁQG&* dusdh Drogen
auf wei St chiotS B AR RK Udbruhg dér TORIZIRt Von (H6USR BeAIRE d&ieBdranz,
di e ei ne. pajsender Rleeh, BBEANG kérﬁ‘abéw’bhﬂ_él)ﬁal dle Z0Bstdilghg @1 eiktonestriiiaiy KampdnahereinNi-er.en
auf wei st . %xygﬁmv@aﬂm@rm@hemn waddudch diviblgende FemBilLdagestelitist: di e ei ne

er hoht'e Cytopat hogeni tat aufweist, 55 Quecksi | berchlorid oder :ein |
Ter at Qgen |[m,g)3aecmﬂnmung nach Anspruch 5, worin die die potentielle
gefl hrliiche Toxizitlt aufweisende Substanz eine Toxiztfita bezI'_gI i ch der

Ni eren auf vweiristn einedZabl yonWredigstensisiat woksf daﬁowmerpw@we-a@ﬁ@eppjyp‘er ij Fiorm weiBer

 Kristalinddeichen vorliegt und einen Schmelzpunkt von ungeféhr 230°C besitzt, bei dem er sich
\_/" - ‘zersetzt oder koaguliert.

2. Verwendung nach Anspruch 1, worin die Zubereitung zus#tzlich einen Tréiger zur Aktwnerung der
- wesentlichen Komponente beihaltet.

3. Verwendung nach Anspruch 2, worin der Triger Hydroxypropyizellulose ist und in -einer Menge von
" 48 0,005 bis 50 Gew.-% Im Verh?«iltms zu 0,005 bis 5 Gew.-% des 3—0xygermylprop|ons§urpolymers
' vorliegt.

4 ' Verwendung nach Anspruch 1, 2 oder 3, gegen eine Substanz, die eine. ausgeprégte Cytopathogemtﬁt

: - aufweist. )

B '__Verwendung nach Anspruch 1, 2 oder 3, gegen eine Substanz, die sine potentielle gefahrhche Toxmtat
bezlglich der Leber und der Nisren aufweist. :

B 6 Verwendung nach Anspruch 4, worin die Subsmnz, 'die eine. erh&hte Cytopathogemtﬁt aufweist,
55 Quecksllberchlorud oder ein Teratogen ist.

7. ‘Verwendung nach Anspruch 5, worin die die potentlelle geféhrllche Toxizitét aufwe|sende Substanz
: eine Toxizitit bergllch der Nieren aufweist und ein Linderungsmittel vom Proplonsﬁure-Typ, ein
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- Ant'i bi-oti kum oder-. “ei ne tOXI schs Substanz vom Quecksit+ber-Typ | |st :
Verwendung nach Anspruch 5.-worin die die potentle ‘_OXI ZI tat
auf wel-sende Substanz eine Toxi zig ghadedd B | ch. der Nﬁ‘ \/\m‘!ﬁ“\md ein
di e Bl'ut-H rn-Schranke Oberw ndendes krebshem 5: aended Mttel . eine
cytot OXI sche Substanz oder -ein giftiges Gas ‘vom Kohl enst of ft et rachl ori d-Typ.
| st. aAnVﬂBtm@rﬂdw@nambchAmmanzkroniQuestdjb:hcﬁ'y:&st worin di e Zuberei tung in- -
Korrbl nat i‘on-'mt. ei her Drogensub- stanz' oder -ener Verbi ndung nit einer
ausgepBAgesntimgaTatioANDIERIS, werinvaie dist potentetle gefdhtliche. Taxizltat aufwalsende Substanz

- N\~ . eine Toxizitdt beziiglich der Nieren aufweist und ein dig Blut-idimigghran é’ﬁ?"\‘f(ﬁaﬁﬂ Ppm- '
Ansps uch ‘Bendeomitial, eimeecytbtoug@e@ubstanx priee pin AE9PS @%sgpm\%eW?"SPWa'fﬁ?ﬂ?f 2Pt Typ ein
ImaY ) ot.i.km:vom-St.rept onyzi n-, Kanany2| n-, hal o orin-, n-
“oder M oYepwéndurpynech AeRsRic: i, 2 ode dpe rﬂ?e%}ﬂ%’g" 4 ki o ’ﬂ‘iﬁ'“%@lmrg"“s“ﬂ’

" Pl.at iznkongane ederpiger lerbindiieg yai S'Eﬁ'é”W?ﬁt??dﬁh? EYeMRadRt BT ani schen,

: anor.ganl schenoder: b| of. ogl schen. System bas '
g . Verpendun W rqge em II.‘%J'ietnm 1 WO ChgdHefhazti Py %I?IZ ei ne
" 966%% ? étsvg%‘? E‘%:e Ka%;tf‘r{(zmé gﬁ% SBStnykRTi R eidr@in d- Typ
, §r mep ! % #LS xﬁ?ﬁrpé?'s%;depaie Pkindlidy b hiriemat i on
el 'i' ch % }f der't ﬁ%lqs':hé’l FBACOKBE QR Webe Qie: Subsiiz lelnb @koholi-
. : ode ; maﬁk&eﬁch@ﬁ dauer la toxicite de

- - .".duf0|e ou des relns utilisation
9,1;5 ce quo la corrp03| tion contient, a titre de constituant
_ “un ‘pol ynmere de |'acide 3- oxygernylproplonlque qui est
el eprdsent: Wﬁa&ron l@nd @inpdsiton pBurilyAcetion diun médicament destinés inhiber la dégénérescente 01 ) 3
= Ge CH2CH2 Ca¥ kdimes Képatignes: shasIitbtaterméelicaments a1 drdimiauee jattoxiché damédigamants Adsgeed 1)
- .I\edl do- ol yirslecouldeabioke ullisation garcHyisir epteonie-la eampodiion rontiesh 3 tire, Ag gonsjyent
‘aux’ aesewiel, i pabenets derfedidei-eygrimyprerienaup st RreTe€ iPara PR, MBS 230 C,

.q{
'_ent iel,

errperaotre & laquelle le conpose so d6conmpose ou-coagul e. L2
sat] 1(O1e):6eCa¢HeGOPv endi cat i on 1, dans | aquelle | a corrp03| tion
o gricomo e ciolge s o iGN
une antlte de00005a50 %en
o%rste 9‘ Ia reQQlﬁlcﬁ 2 178 lé&@éllgﬁa Mo&utudﬂ@o%ﬂi@ﬁ&en dutﬁcdndvéhicule ou
; o T y
une Sul ance exhlbant un caractere cytopathogene prononce.- 5.
X 1 Qﬂhsat?dnoéblo'nalarrﬁ\)éﬁtﬁléﬂu&ﬁlzt &Rs laquelle Qbdit3excipiantt 6t denithydronypropyl ellulose
:":.6 ‘a'ablbié hb%&tﬁi?lp&ﬁbﬂﬁhel a revendication 4, dans laquelle latite
ublfagince presentant -un-car actere cytopat hoge- ne'accru est |le chlorure

d -on out ; |
Kﬁan%ggurgﬁﬂ ;il gst\{xﬁ rnlon(itlfrle eenl?e?va'lan? aeuxr(r:\oups 8q dltp poHlmér%CJ E%grlrggﬂproguom- :
58 M 1sion
e ok PRI PRIl ko (O o
._-ma
; f Sdit condtituant-dsbdnBiell | ON solon la revendication. "1 2 ou 3
-’?f*‘"ipf eS-ef‘t f“tpréé&ﬁe br0fe Gldnfhe 2010008 & 60 Yoapbits flr rappla @005 @0 Pbids udiit eolyrhise
I _qu &Jtrﬁﬂa\tld:hrb%bﬁ lﬂ)@teﬁdic@ort tr2aquoyeanse une syistance extibpntiug Serphie cyggqagnﬁgépa

3 - rrpnt dangerous presente do Iaé
prés

&nﬁ&m splou & ’?“S?Waﬁ‘?ﬁ .1G| go ?-(?ﬁ?t(?rﬂ"ﬁ] algpstanpﬁ gn?a)nt une toxucg(%?qt%nl legl?ma e 0 u

bst&lﬂ@@@mu‘éfq{ﬁﬁtﬂ?ﬁ%“sconportant du nercure. .. :Q.:: .....
o saga e & 'ugwgﬁ il peffen po"t@%ﬁ??%@a‘”‘?ﬁm

ccru est orure” mercunque o une

.5

satlon selon Ia revendncation 5, dans IaquelIe ladite substance présentant une toxicité potentlelle-.
: dangareuse présente de: la toxnc:té pour les reins et est un Iénitif du type acide proplomque un
buohque ‘ol une substance toxaque du type comportant du mercure. '

satnon""selon la revendlcat:on 5 dans laquelle ladite substance présentant un’ caractére potentielle-
" ment- dangereux de’ tOXlCIté présente de la toxicité pour les.reins et est une matidre carcinostatique
vaht traverser la barridre hemato-encephallque une substance cytotoxique ou un gaz tox1que du
-ftypa tétrachlorure de: carbone :

':’-Utuhsatlon selon la revendncat:on 1 2 ou 3, dans laquelle ladite composition sert en combmalson ou
asscciahon -avec .un médlcament ou une droguse, une substance ou un composé ayant un caractére
noncé d'hépatotox;cnté
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"-n"e.n't" danger oux de tOXI CitA pr esente do la tm ns et
matiere carcinostatique pouvant' traverser “ Eml"tﬂ"
cephal i que, une substancgpwmt@ylgque ou u ﬁm,mmtype

orure de carbone. .9. "Utilisation selon |a Fevendicdtién. *1 ou
I:aquel le ladite composition sort on combi nai son ou 55 . .
it i 18N Utlisetton selornie ckiveraiivetivh 9pdans! laquells Ibdjtreédicament sstlus téattitdy tgpe indométbaghes 6
N’ caraettibiotiqup rdg riypecsBspior@ipalt atamyicios, tcphalogi@rine, pénicilline .ou mitemycine, ou yn

- - parcihgsBiique 1de] typd 54FIU1 ot 'cortplede| deEplaiiiey Bdit GBPOSE est 3 base d'un- systdme

=" | organique) minéral(pu bigioplaties at pdita sthstaogs sstune ayhsisasecalpopligne o tYEFatﬁEaCh'O"U'
e’ e 9e @AM anment est un Idnitif du type indonethacine, un- .
i.que du type. streptonycine, kananyC|ne cephal ospori ne,. ' _
1i’ne ou mitonyci-ne; ou un carcinostatique de type 5-FU ou conpi exe
"-ll-he ledit conpos6 est & base d'un systhne :organique, mnéral ou -
et ladite substance est une substance al'co'ol i que du type

re de carbone. 10 :....., . .... 1lo - .5 30 35 : Coe
: R - M i T ~ = (R
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