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phase I pl}arr]acoklnetlc study results for the compound SR 233377 which was administered

as a solution formulation containing 2.5 mg/mL of SR 233377 in an isotonic citrate buffer
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LoRusso et al., Clinical Cancer Research, Vol. 6, 2000, pp- 3088-3094, disclose the
phase I pharmacokinetic study results for the compound SR 233377 which was administered

as a solution formulation containing 2.5 mg/mL of SR 233377 in an isotonic citrate buffer
25 (pHS5.5.).

Miller et al., U.S. Patent No. 5,380,749, issued January 10, 1995, disclose a series of
1-[[1-(dialkylamino)alkyl]amino]-4—substitutéd thibxanthen-9-one derivatives which are
stated to be useful as antitumor agents. The compound N-[[1-[[2-(diethylamino)-

30  ethyl]amino]-7-methoxy-9-oxothioxanthen-4-yllmethyl]formamide is specifically disclosed

as example 31(a).
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More specifically, the invention relates to a formulation comprising N-[[1-[[2-
(diethylamino)ethyl]amino]-7—methoxy—9-oxothioxanthen-4-yl]methyl]formamide, or a
20 pharmaceutically acceptable acid-addition salt thereof; an acidic buffering agent; a

pharmaceutically acceptable carrier; and a sufficient quantity of a base to adjust the pH of the

formulation to from about 3 to about 8.

N-[[1-[[2-(diethylamino)ethyl]amino]-7-methoxy-9-oxothioxanthen-4-
25  ylJmethyllformamide, which has the chemical structure shown below:

0 NH(CH;),N(CH,CH3),

S I

NHCHO

CH;0
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particular in the amount of about 10 mg/mL.

25 The term acidic buffering agent as used herein means any acid capable of solubilizing
N-[[1-[[2-(diethylamino)ethyl]amino]-7-methoxy-9-oxothioxanthen-4-ylJmethyl formamide,
or a pharmaceutically acceptable acid-addition salt thereof. Preferred acids are tricarboxylic
acids, such as, for example, citric acid; dicarboxylic acids such as, for example, tartaric acid,
maleic acid, succinic acid and fumaric acid; monocarboxylic acids such as, for example,

30 acetic acid or lactic acid; or mineral acids such as, for example, hydrochloric acid and

phosphoric acid; with the tricarboxylic acid citric acid being the most preferred.



phosphoric acid; with the tricarboxylic acid citric acid being the nost
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The pH of the formulations of the present invention is generally in the range of about

20 3 to about 8, preferably in the range of about 4 to about 6, more preferably in the range of
about 5 to about 5.5 and in particular about 5.2. The desired pH of the formulations of the
present invention is obtained by adding a sufficient quantity of a base to the formulation. The
base is preferably an alkali metal hydroxide or alkali metal citrate; more preferably an alkali
metal hydroxide, and in particular sodium hydroxide. When sodium hydroxide is used as the

25 base it is preferred to use about 0.01 M to 2.0 M of a solution of sodium hydroxide and in

particular a 1.0 M solution of sodium hydroxide.

The formulations of the present invention may also optionally contain a tonicity
modifier which, when used, is conveniently present in an amount from about 0.1% w/v to
30 about 6% w/v, preferably in an amount from about 0.1% w/v to about 0.9% w/v and in

particular in an amount of about 0.84% w/v. The tonicity modifier is preferably an alkali
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types of susceptible cancers and tumors. Thus, the present invention also provides a method
for the treatment of cancers or tumors in a mammal which comprises administering to a

mammal in need of such treatment an effective amount of a formulation of the present

20 invention.

The present invention further relates to the wuse of N-[[1-[[2-
(diethylamino)ethyl]amino]-7-methoxy-9-oxothioxanthen-4—yl]methyl]fomlamide, or a
pharmaceutically acceptable acid-addition salt thereof, in preparing a formulation according

25 to the present invention for treating cancers or tumors in a mammal.

The present invention further relates to the use of the formulations of the invention in

medicine.

30 The present invention further relates to a process for preparing the formulations of the
invention which comprises mixing N—[[l-[[2-(diethy1amino)ethyl]amino]-7—methoxy—9—

oxothioxanthen-4-ylJmethyl}formamide, or a pharmaceutically acceptable acid-addition salt

-5-
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present invention nay be varied so that a suitable dosage is obtained. The
dosage adm nistered to a particular patient is variable depending upon the
clinician's juggmnRiisots dpgardfit ©rthés8 skilled iliclagtth@ (R forelilbfidrs tof el giBsent he
duration of treatnment, the size, age and physjcal condition of the patient,
t he seNer iinvgntign £47e be casiministernd, with cothgst BpEpewic dbor Rrephylcte #gaeArd/ahd t he
patient’s AsROBIC PRt fbPmediBaRin&id bl YRrdngAge amount of the active
conponent can thus readily be détermned by the <clinician after
consideration of all criteria and using his best judgnent on the patient's
greg‘;"e‘; o 10 OCREL Fercchidfe BFtdckGe CORBORAD' M N1 RERHARNbRAZ N hiroRT-
methoxy-9-oxothioxanthen-4-yljmethyl]formamide, or a pharmaceutically acceptable acid-

20 addition salt thereof, in the formulations of the present invention may be varied so that a
suitable dosage is obtained. The dosage administered to a particular patient is variable
depending upon the clinician’s judgment using as criteria: the route of administration, the
duration of treatment, the size, age and physical condition of the patient, the severity of the
condition, the potency of the active component and the patient’s response thereto. An

25  effective dosage amount of the active component can thus readily be determined by the
clinician after consideration of all criteria and using his best judgment on the patient’s behalf.
In general, the active component of the formulations of the present invention can be

administered to patients» in doses ranging from about 0.01 to about 100 mg/kg body' weight.

30 The following examples will further illustrate the invention without, however, '

limiting it thereto. All temperatures are expressed in degrees Celsius (°C).



adm nistered to patients in doses ranging fromabout 0.01 to about 100
ng/ kg body weight. 30 The followi ng exanples will further illustrate the
i nvent i orwaioglaz20 however, |imting it thereto. Al temperaiRO301Ar €

dind Cal siys (C). -6 WO 03/002202 PCT/ GB02/ 03012 Th
For il at 1 ons. of Meampeegbies Lo Foiet Frelay Wereraed o ate byorive

f ol | oW ng gertedI PFtkaipé:ocedur e: Di spense the acidic buffering agent, the
tonicity nodifier (if present), approximately 5 20% of the final weight of
t he pharmaceutical|ly acceptable carrier and N-[[1-[]2-

di et hyl am bty Lo . L Cd
Cor 2 phar naokhyict 3 Afthe fufbha Rk hejbakiy AEARLG et BBk Hda g ™ O
appr opsi ate%ad theafimad wsighGhighgphatthaentically geceptsise caviet dandaN-[{oH[2- on of t he

h :cally. bl i i T t idi.c bufferi

Dgent  and GREY P RIRED gt T BF o T pr b Bty R BB L™ to 1 he

m Xi ng Vegh@inacsuticillyteCepidbie faliduitimIsalt Wetddf,ants APpropdi®etiitaitks. t he

pharmaceutically acceptable carrier. Mx the conponents in the vessel.
Tr ansfer

N-[[1-[[2- (di ebhylsamRbahdVesbad Wil pdritk of R priArmARhiliafly aseepﬁﬂreﬂcaqel: 15
nmet hyl ] f or mam de, "or a phar naceut | caPI y acceptable acid-addition salt

t her edp, Mravsfer He acidimbuffaniag agent andthaitoricity mediBier (ifzmeent e thseonteinemi ner
with the repaini i gal ly. . ! | e onent-s
nt i1 ar 1 SRR PAGLIRE T B8 cokpigBRNTRL 2 3 GRLASr il bl S ARTTC)

t he sol ut haeptaBle cRriepaviix the cappporeptsiimthe vessklut | on. of a base for pH

adj ustment. Add additional pharmaceutically acceptable carrier to the

m xi ng vessel to about 90% final weight of the solution. Mx the solution,

and then neasurgnkfee PN-[[1AQRUditthyBRindYEtyd]aldie)-7ametheDl-9-8% ®hidkhnthdnty-jine
addition of a sufficient quantity of the base sol utjon. 25 Add additional
phar neé eufietyllfgrmenideyt i @hamparqubicallypacegpteble Reidaddition glt yBereef: dipm thej nal

wei ght. Menehil& 0 iiRfg 3ashel AHANTiE ARLE AR WithRb réthhifihg phAnRedudtaRN-
Transfer the solution to a pressure vessel under an inert atnosphere.
Pr essuri zaccepigble carrier. Mix the components until all solids have dissolved to form a solution and

measure the pH of the solution.
20 Prepare an appropriate solution of a base for pH adjustment.

Add additional pharmaceutically acceptable carrier to the mixing vessel to about 90%
final weight of the solution. Mix the solution, and then measure the pH. Adjust tile pH to the
appropriate pH with the addition of a sufficient quantity of the base solution.

25
Add additional pharmaceutically acceptable carrier to make the solution up to the

final weight. Mix the solution and then measure the final pH of the solution.

Transfer the solution to a pressure vessel under an inert atmosphere. Pressurize the
30  vessel and then force the solution through a sterile 0.2 pm filter (e.g. a Millipore Duropore 47
mm filter which has a PVDF membrane) to sterilize the solution. Collect the filtered solution

into a sterile glass holding vessel.



30 vessel and then force the solution through a sterile 0.2 pmfilter (e.g.
a MIlipore Duropore 47 mmfilter which has a PVDF nenbrane) to sterilize
t he sol utwors/o@bt ect the filtered solution into a sterilPeETgRIZ®3IMNOI di ng
vessel . -7 WO Q3/002202 PCT/ @B02/03012 Fill the solution into suitable
containers (e. gl fieapiRtioni T Ee ctuRihices. Kialfs 2mBIsifeble Pags ol ipes) with
the headspaesuel) Wilteme ﬁéuaggae@sf RSt ARk bERE pWisbd wah ah nﬁf&aua&sgnépbﬁf&% bef ore
and after filli nf%._ 5 Inmediately after purging the containers wth an inert
at nrospher endgéerlfillile containers. |t should be noted that while the above
process is preferably carried out in the absence of an inert atnosphere,
the formul ations of the present invention can al so be conveniently
prepar ed under hameiliateiyt afeer purginlaliesconirets with am inero givspiera kgbihe cpitaihasabl y
nitrogen. 10 It should also be noted that while in the above process the
formul ation has been preferably sterilized by filtration, the formulations
of the present ji Jhy@1atbe Pbted dat ¥hilOthbAbove wi@%tete\faw &irtidd AR h MY abiRRdel Ng 1 N
an autoclave. -8 WO 03/002202 PCT/ GB02/03012 O N~ DD ,2" i bA OO x p Np
d* d! O odapinert 33mpspheys, the fogmulagors qf thy presgutNnyption cay alsodhegomvenipnlly | - v v
00 kn - z prep'areg wider an inert atmosphere, such as nitrogen or argon, preférably nitrogen.
10
It should also be noted that while in the above process the formulation has been
preferably sterilized by filtration, the formulations of the present invention can also be

conveniently sterilized by heating in an autoclave.
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Wdd,nzOx bo4 GN OO Nc~OkKNNayi a~"i p Wr+ddvi YIn
~oU doo.x. b OCN o-Ti a 1010, 2 w' P? u 9 WO 03/002202
PCT/ GB02/wW8®ra22tabl e 2 Exanpl e 13 Exanple 14 Active i ngPERiGBILHN3EO ng 50

ng Citric.acid Monohydrate 10.5 ng (0.05 M 10.5 ng (0.05 M Sodi um
chloride 9.05% W v --- Dextrose --- 5X8&2y 1 M sodi um hydroxide to 5.0 to
5.5 5.0to 5.5 adjust pHto Water for injection 1 M. 1 M. *
N-[[I-[[2f(dretnylram noyetnyr]@m noj g¢a MaXy-9-oxottmroxggithen=—"7=yH—xet hy
11f or mam e aﬂﬁfe 13 mamgfe 1

Active ingredient* 50 mg 50mg

Citric acid Monohydrate 10.5 mg (0.05 M) 10.5 mg (0.05 M)

Sodium chloride 9.05% wiv -

Dextrose - 5.7% wiv

1 M sodium hydroxide to 5.0to5.5 50to5.5

adjust pH to ‘

Water for injection 1 mL, 1 mL

* N-{[1-[[2-(diethylamino)ethyl]amino]-7-methoxy-9-oxothioxanthen-4-yl}-methyl}formamide

The formulations of examples 1-14 were stored for up to 15 weeks and the stability

results of the study are summarized in Table 3.

-10-



5 The formul ati ons of exanples 1-14 were stored for up to 15 weeks and the

-10- WO

stability results of the study are summarized in Table 3.
03/ 002202wB@30@EB02/ 03012 TABLE 3 Exanple No. Tinme 0 Tot alPCTlaRamswgr aphi c
| mpurities (TCI) %w/w linitial 0.34 2 wks at 40C 0.47 2 initial 0.12 8
wks at 5C 05— 12 wks at 5C -0 .02 AMABEEZ 25C 0.09 8 wks at 25C 0.13
15 days at %@PEF Mo |4 \M('Elf%ﬁt 40Q 0. 45Totd Chkemadgrddhic FhpBrtiss (Impt%a\}/w 2
wks at 4001240 4 Tt 16— —wks—at—406-0-26—4 wks at 8| wks
at 40C 1.03 5 Initi ? %w"jgo%s at 40C 0.99 6 |rﬁ~’é4al -0.05 2 wks af
40C 0. 47 AZ—WKS— at—4 e 0.12
8 wks at 5°C -0.05
12 wks at 5°C -0.02
4 wks at 25°C 0.09
8 wks at 25°C 0.13
15 days at 40°C 0.24
4 wks at 40°C 0.45
8 wks at 40°C 0.82
3 Initial 1.49
2 wks at 40°C 1.40
4 Initial 0.16
2 wks at 40°C 0.26
4 wks at 40°C 0.59
8 wks at 40°C 1.03
5 Initial 0.37
2 wks at 40°C 0.99
6 Initial . -0.05
2 wks at 40°C 0.47
4 wks at 40°C 1.12
7 Initial 0.63
2 wks at 40°C 1.29
8. Initial 0.04
2 wks at 40°C 0.51
4 wks at 40°C 1.09
9 Initial 0.52
2 wks at 40°C 0.30
10 Initial 0.11
8 wks aL 5°C -0.08
12 wks at 5°C 0.00
4 wks at 25°C 0.05
8 wks at 25°C 0.05
15 wks at 25°C 0.2
15 days at 40°C 0.12
4 wks at 40°C 0.2
8 wks at 40°C 0.36

-11-



7 Initial 0.63 2 wks at 40C 1.29 8 Initial 0.04 2 wks at 40C 0.51 4 wks
at 40C 1.09 9 Initial 0.52 2 wks at 40C 0.30 10 Initial 0.11 8 wks at 5C
-0.08 12walks/e205C 0.00 4 wks at 25C 0.05 8 wks at 25CrPOTA®B02D01RKkS at

251C 0.2 15 days at 40C 0.12 4 wks ié 4%0 0.2 8 wks at 40C 0.36 -11 WO

03/002202 PCT/ GB02/ 03012 TABLE 3 Exa . Time 0 Total Chromatographic
| mpuriti eg—(FE)—%ww 31 tnitial 098 2 wks at 40C 1.21 12 lnitial 0.08

4 | ) 2 } U=V
2 wks at ABCIBPIBNO. 4 s Tmea0C §. 4% Tgalflgomatog@phiO ibgurik®s (TCRYEwAE T dom
0.05 tenpyy Initial 0.98
2 wks at 40°C 1.21
12 Initial 0.08
2 wks at 40°C 0.21
4 wks at 40°C 0.43
8 wks at 40°C 0.64
13 7 days at room 0.05
temp
7 days at 5°C -0.02
114 7 days at room 0.06
temp
7 days at 5°C -0.02

A TCI = the difference between the formulation TCI % w/w and the drug substance TCI %
5 w/w (1.85 for examples 1-12 and 1.57 for examples 13-14)

-12 -



7 days at 5C -0.02 14 7 days at room0.06 tenp 7 days at 5C -0.02 A TCA =
the difference between the fornmulation TCl % w w and the drug substance TC
% 5 w wWw0.0880%202 exanples 1-12 and 1.57 for exanpl es 13PLA)GBOLAIMD
03/002202 PCT/ GB02/03012 WHAT IS CLAIMED IS: 1. A formnulation conprising
N-[[2-[[2-(diethylam no)ethyl]am no]-7-nmethoxy-9 5

oxot hi oxantWHARIS/CLATMHEIYIS:f or mam de, or a pharnaceutically acceptable
acid-addition salt thereof; an acidic buffering agent; a pharnaceutically
acceptable carrier; and a sufficient quantity of a base to adjust the pH

of the fornul at iAGGQrd& tidn%%ﬁ}?i@ Nt S hf@ 6‘%? , for ati.on accordi ng
to claim1l wherein thg rati o o#%l\l- [[?Ict[? e“iy laﬁ%g?l@?tﬂlﬁgﬁg‘}@fmy am noj
- 7- met hdxy “3otbiesethenxiit] trasthylginjamide, by b phamasaticly attepablepbrlaBtRHtLcal | Y
accept abl e yagd - it alt thereof, to buffering agent is from about 1:
to about 3: 1.??’3@%% didolgﬂrrﬁef’g Reul ’aacpg'&mcﬁ‘b"cf‘ %"F%ﬂt‘i‘ﬁ%‘:%"éi ¥ ufficienyt i 0 of
N-[[I-[[2 Z%Bantity of a base to adjust the pH of the formulation to from about 3 to about 8.
(di et hyl am no) et hyl ] am no] - 7- net hoxy- 9- oxot hi oxant hen-4-yl |- net hyl ] f or mam d
e, or a pharmaceutically acceptable acid-addition salt thereof, to
buf fering agent AifsrniliBnAe&#ting td*cldim 1 &hedinl ot _agcording to claim2
or 3 wherein the pharmceuti clggl yC agz:ept gﬁnet%lgglr)rgfgﬁm @Ewater and t he
aci di ¢ Buf fdsthriammgisthyllamingl7-methgxy-g-ox otbioFanthent by Nameatyljootnastd] 6 19 t 0 any
one of cl ahiEmicefiVi el e hase.is sodiu hd%Foxide. 6.. A fornul ation
accor di ng Po cl al r#%@v?he éa}bir%%P@% tlmillséﬁtg’eﬁe?&ﬁ?g‘f T0e BB IR gkpub dilde 25
is added tabapudst the pH of the fornulation to fromabout 4 to 6. 7. A
formul ati on according to claim®6 wherein a sufficient quantity of sodium
hydr oxi de

3. A formulation according to claim 2 wherein the ratio of N-[[1-[[2-

15 (diethylamino)ethyl]amino]-7-methoxy-9-oxothioxanthen-4-yl]-methyl]formamide, ora

pharmaceutically acceptable acid-addition salt thereof, to buffering agent is from about 2.4:1.

4. A formulation according to claim 2 or 3 wherein the pharmaceutically acceptable

carrier is water and the acidic buffering agent is citric acid.

20
5. A formulation according to any one of claims 1-4 wherein the base is sodium
hydroxide.
6. A formulation according to claim 5 wherein a sufficient quantity of sodium hydroxide

25 15 added to adjust the pH of the formulation to from about 4 to 6.

7. A formulation according to claim 6 wherein a sufficient quantity of sodium hydroxide

is added to adjust the pH of the formulation to from about 5 to 5.5.

30 8. A formulation according to claim 7 wherein a sufficient quantity of sodium hydroxide

is added to adjust the pH of the formulation to about 5.2.

-13-



is added to adjust the pH of the formulation to fromabout 5 to 5.5. 30 8.
A fornmul ati on according to claim7 wherein a sufficient quantity of sodium
hydr oxi dewoiog/oextoed t o adj ust the pH of the fornulation t@calaro/Ho0%012. -13
WO 03/ 0022%2 PCT/ 0@/ 03012 9. A formul ation according to any one of
claims 1 t6° 8 cOMSFPUPAY #5-aidingo ary enepf clagns tordrompsising from abgniA.1 of
N-[[1-[[2- @sraLhy bt 160 gy, baminQi-(ai - Lo

oxot hi oxan'gnflgen; 4-yl|]-nmet hyl flgm[r}i %%,zd’g@lg‘ggﬁ%e?hr%]c?’e“&%"i] garf'?ﬂfloxé'é%ept abl e
aci d- addi t i9spthioapithen-dryHengthylfommmide, foo » phrabcentically aoregiahly atid-aatigionsQt
conpri si ng gfd@m about 1 ng/nL to about 50 ng/nl of

N-[[2-[[2-(di et hyl am no) et hyl ] am no] - 7-net hoxy-9-oxothi oxant hen-4-yl]-
met hyl ] for mam de, or a pharmaceutically acceptabl e aci d-addition salt

t hereof. 1Q,11. for,mul ati on. accor di to.¢claim10 conprising from about 5
my/ nL to agcc))'ut é om}hd?w gggording to claim 8 %omprxs(i;ng from about lrlrnpg/mL to about 50

N-[[1-[[ 2- el hyNa[m-na)(atehwuxﬂﬂ@)_am}m%nﬁsm%m&.@mbﬁ,ii&&gﬁ,&dl&gﬂé- yl]-
met hyl ] f or narnﬂij? or ,a pharmaceutically accept_ab?’e aci d-addrtion salt

t her eof . 13ctixllfesmamide, ponphecwascaiically receptablercidadditiop salsthergofabout 10 ny/ ni
of NN[[1-[[2- 15

(di et hyl am no) et hyl ] am no] - 7- met hoxy- 9- oxot hi oxant hen-4-yl]-nethyl ] formam d
e, or d0 phkrmeddumuatidnaceadisgtadhin ¥ conmiditigtiionnat®at § mghel @ofboutk®. A

formul atio i Q.any..one .0 | ai 1-12 further conprising a
tonicity @5@@??felg.[ﬁgg&%ﬂ{eﬂ‘&lﬁ?oﬁﬁﬁéﬁ?%‘ﬁggz'gﬁ%‘&?‘ﬁ 'W‘Bg‘thé?‘ﬁ?“lﬁ’yuher ein the
tonicity nodthyllfrmhmidepo aphaehhuiichly acdepeBiétatiaSadidba sdismeegsent in- an
anount from about 0.1% w v to about 6% wv. 15. A formulation according to
claim 14 wherein the tonicity nodifier is sodiumchloride 25 and it is

present inian an@stiulfdoaricakgmt @ W aorﬁp?isﬁa%%ld&ut(io%‘)/%x‘ﬁi\éf 19}1[?1-@- .
d e 1S present in

formul ation according to claim15 wherein the sodi um chlori
an andint (db?m)é\%'ﬁ}?) _Yéﬂ&m\mq]—_7-methoxy—9-oxoth10xanthen-4—yl]-mcthyl]formamide, ora

pharmaceutically acceptable acid-addition salt thereof,

13. A formulation according to any one of claims 1-12 further comprising a tonicity
modifier.

20
14. A formulation according to claim 13 wherein the tonicity modifier is sodium chloride

or dextrose and is present in an amount from about 0.1% w/v to about 6% w/v.

15. A formulation according to claim 14 wherein the tonicity modifier is sodium chloride

25  and it is present in an amount from about 1.0% w/v to about 0.9% w/v.

16. A formulation according to claim 15 wherein the sodium chloride is present in an

amount of about 0.84 w/v.

30 17. A formulation according to claim 16 comprising 10 mg/mL of N-[[1-[[2-

(diethylamino)ethyl] amino]-7-methoxy-9-oxothioxanthen-4-yl]-methyl}formamide; water as

-14-



30 17. A fornulation according to claim 16 conprising 10 ng/ nL of
N-[[1-[]2-
(di et hyl awDrapex2hy/| | am no] - 7- net hoxy- 9- oxot hi oxant hen- 4- ylPLTragopgsd12 or mam d

e; water asy CT/ GBOZ 03012 the pharnmaceutically
accept abl e caPlh%g\F(éng yr?ﬁ‘fer?gab fattie; 4 mg/mle of iyl agidangdihmetriL efsdilium

chl ori de, tdhéoridt] thé pHaf daifl @dritlalibh Beind&iinGedisUsl g h sodi um
hydr oxi de. 18. A fornul ati on accordi n% f]o any one o?otdﬂ1 idsmiéﬂ to for use

in nedicine. 5 19. The use of N[[1-[[2-(diethylam no)ethyl]am noj
- 7- et hoxy- @'Oxﬁfynﬂﬁﬁﬂbﬂﬁ&oﬁﬁ@ﬁ J%chiahgsrm%% oLt ar maceuti cal |y
or,

acceptabl e aci d-addi tion salt I'n prepari gse‘FBTe %t i on
accordig to any one of clains 1-17 for treating cancer. 10 20. The use of

N-[[1-[[2- (i et t hoxy- 9- oxot hi oxant hen- 4- y|
ot hyi 11 or i o o A MU hinp o Bonfekamioy - axshersoeadnil.

]E her 1(_'aof t i nnqﬂﬂ)é]famangda 10g ﬁ@hmh&huwmyae&gfadle%xdtﬂdﬁﬁﬁ s@Piebe, Gl fefing
or treati r%911'nulat10n accordmg to any one of claims 1-17 for treating cancer.

10 20. The use of N—[[l—[[2—(diethy1amino)ethyl]amino]-7-methoxy—9—oxothioxanthen—4~yl]-
methyllformamide, or a pharmaceutically acceptable acid-addition salt thereof, in preparing a

formulation according to any one of claims 1-17 for treating a tuinor.
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