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2 [err] "The propi Opheno' + o)=tmr~e-onpt commercial ly avail abl e, and Step
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10 m X-[err] - Chl oropr opi ophernones nmay be prepared conveniently by
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(1) and a pharmaceutically acceptable salt thereof. According to the
present invention in yet another aspect, there is provided a 10
pharmaceutical conposition (preferably in unit dosage form conprising a
conmpound of 10 formula (1) (or a pharnaceutically acceptable salt thereof)
together with a pharma- .ceutically acceptable carrier. Conveniently the
conpound of fornmula (1) or its acid addition salt conprises from5 to 95 %
by wei ght of the conposition. According to the present invention in yet
anot3er aspect there are provi dgsio,052 the nmet'hods described above for
synthe5|5|ng compounds of formul a (T), anarogous . 15 T0 those het hods
knawn in the art for the precaratlon of alkylanlnoproplophenones Accordi ng
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60 presented as an oral unit preparation (for example as a cachet, tablet or capsule) con-
taining one or more pharmaceutically acceptable carriers which may take the form of
solid diluents such as lactose;. cornstarch mlcromzed sxhca gel as well as.other excipients
60 well knovwn in the-art for this. purpose. - = 60
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4 A conmpound of formula (1) or a pharmaceutically acceptable salt thereof
may be presented for rectal use as a suppository with the usual

pharmaceutically acceptable carriers such as cocoa butter, and may be
presented for parenteral use as an anpoule of a steril,e solution or
suspension with water or other pharmaceutically acceptabl €& 5 liquid as.
the carrier therefor, or as an anpoule of a sterile powder for.dilution
with 5 a phasnaceutically acceptable |i 46032t shoul d be understood tha4
in addition To The aTorerrentloned |n redrents, the pharmaceutlcal L
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stirr- ing and coollng m chl or ocbenzoni t:ril.e. (688 .gm=- 5 nole) in ether (2.5
1.). The resultant sol ution was ‘heat'ed upder cgentle refl.ux for ‘5 hours. The

reacti on-mi xture was hydroly Lorjc acid, the
et her 25 vRs dist,. bmgrgp,gf‘f m\%n & 'ﬁql‘ﬁa{ ueqo%;éY %lg'io d%mv?/gés heat ed at 20-
90[err] C. for one hourTo ehilye &s mhmlihﬁnWaamHﬁcbv&rﬁ mieadadth sfitte sol i d
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was di ssol ved m chlﬂusloms ardeseddEd 8hg olid kitoficbthat3@paravddeyas. whthed with ut i on
was stirred with c spmhzc\ir%%"ﬁﬁ‘?%) HR Ferglizdelstonmmp ¥t e f or
two hours andflltee’dW PP&fns added. with stirring 662 grams (that is’
4.15 ol e |l ess 2 g.9y #lilbioQrraoptopiopiehday | ene- chl oricde(1-1.). Wen the

br om ne col our3ohad fage?e Icébed 31!“%9@511 qﬁ@vﬂp@p%%g%m&écuo 30
35 c) mChloro- h i? % 11.Cilg tirrin ms :
35 The ol ly resi dueg allsl 1e|1éasi 3ot BRI n o Q%b%m e

in acetonitrile (1 lonﬂ hall fada&xohblbtsly, theshmw:amap&anédmaacugm )-:in acet on| t r| I e

(1300 m.) was added | e k he er t 1e bel ow- 32[err]C The 5
reaction mixtuPe waS Eé‘?ig&[‘i % °r;f'%a NG Diel tlhonec?
bet ween wat er (4200ac%m llc €T ne (733/8m.))in"ack nﬂ&](«l@&lﬁl)vﬂvyer was
extracted with a fumihiewhﬂpck:dpme mheoimmaheer beloWw3ROC.NT De: reaftien mﬂﬁrec\m‘lall
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concentrated h rocﬂ ,%?LE‘ erz’ﬂ;: (560 g%gg oﬁ{oﬁ
separated and dgai ngg a&& & v Aj& ﬁﬁl@scé

hydrochloric acid (& dailcex)uateirhes;eu amll &ymameded..ayxersauﬁmrvas dﬂmbhmha gan

concentrated in vacf addiftred il SP’@QF@ podys, &‘}e diagest
chilled to 5[eg]C i[,__’i} g;:f @g ag' W
acetone and recryst : i zsa.u:zs S sopr opano (

absol ute et hanol (8 0 m.). The DL- m 50

chl oro-[err]-t-butylani nopro eno Eﬁ’%% i.de ‘'so obt ai ned was”

anal ytically and 5% S n? 3 %’ﬁ al 1% pure inoprgpio Pf?’z?feerr] C.. EXAMPLE 2
Preparati on ofssm Fl %Eﬁr §1m:bufo§ﬁldaﬁhmmeamtﬁphmiam&3mle by the procedure 55
m Fl uor opr opi ophenopicEsg&ple (). The k@ﬂhwﬂsn’a@ﬂ‘i@@t &mnbplmaurdmd\m&s aﬁezﬁe{Se‘u: Wit h

m f | uor obenzonitril g b5i?1 Lhe, pqu lg,{,r%pmpﬁmne hydmc]ﬂonde

) The brommauon of the product: described in- paragraphﬂz.(a) was conducted as
described in Example 1(b), and reaction of the a-bromoketone with. t-butylamine as _
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of Exanple 1(a). The ketone boils at 89[err]C at 8 mm pressure and nelts at

29-30[err]C. b) mFluoro-[err]-t-butyl am nopropi ophenone hydrochl ori de The

brom nation of the product described in paragraph 2(a) was conducted as

described in Exanple 1(b), and reaction of the [err]-bronoketone with

t-butyl am ne as 5 1, 340, 032

5 described in Exanpl e 1(c) The DL- am noket one hydrochl oride nelted at

225- 226[err]C. .Wiile in the processes of Exanple 1 and 2, the

hydr oghl ori des were obtained di reg4b),;32vmthout |soI atlon of the bages, it is

al so—ea - . : — L : A

m Cr.o- [ er rd]:scﬁbebut: yttxam:laqu) omh@mi]%ﬁﬁmetmslydm&ﬂonhé mzlltﬁt atSZ’JCSe; r] Cand 5

5[err]. (0. @@G’Cnm) g% ressure. ..The .mfluoro anal ogue wa tilled at
ga ’l>‘ OE %5

44- 48 aspd |
[err] [fthlr]C)%ﬁ?%g gﬁf@‘i J"ﬂnﬂ%sﬁ’e,%@ .2 mpl es) was

6o t-butylamino

di.ssolved isp (DmsrmthyprstnharBethﬂtgtwaalaguek@s smllad nom—éésema:rd ) into which
was added S04 (Of¢ym. B presge (27 gm; 0.2 nole) at roomtenperature. There
was~an i rmedi at e war nmi ng-wi't h-vi gor ous’ evol ut i on of acidic funes for five
m nutes. After standing 0.5 houmAMnmxture was warnmed 'to 90[err]C for 20
m nut es ancda)tdqehm aped, and the residual 0| | distilled to give

[err]-@hl or W@fezlgc 502 molep) wa disgolved l?kw%%%s:%i 76[dPr]cC at-
0.5 mm Hg. t::%?neri?xrg Thuelrg:s‘:ﬁllm;:;x::iedwarﬁllgfyznh ﬁ? or OOpI phenone
pr epar ed | @R AaPRRG GhadN 05 (10 jir Ghkae T Gﬁmﬁd «PIRTABE26°r Opi Ophenone
(67.1 g ; nfouEes gl then eygperagd s@dhwleﬂtﬂualrmlElsuliedmmwroﬂébhamsﬁt(hmae m . ) and then
cool edto alpﬁtreeiqaﬁatwwqéﬂc]@sm FBuryl chloride (74.2 gm; 035 nole)
was 20 d e € ¢rbR| 5@,51, adia | LSRrdbfd 30[err]C When
t he aci di c@ %%Dﬁm@oﬁr%o%%g%egé%eﬁg%%@gn wgs heat eleorpt giGQO[err] C for 10
m nut es and t Repioplsadne (67t1cgmt 59.& mo DWWWSB@E@\ tﬂ#ﬂb‘@get@m@%m chl ori de

f)]n-gfshour mmdﬂ&%%%im%ﬁg medat u%{?ﬁgﬁﬂ% @? ﬁ ‘Eit 7gherr] C for

..r

Into this
stirred Su&ﬁl@ﬂﬁu@ﬂum&ﬁnald Bmﬂfgur, asdede mhxs’zsugmston@mﬁS nol e) and

t he m xt ur ée#y %te7@° thra’p thrl @ps Ved urther
sul f uryl gﬂ?ﬂ L i a‘i 2 xt urzg heat ed
at 85[err] 739&1, 559 1 qu;% mz@medwmtsm:mwpmse e (1

Kg.), separredcta, miawek. wdaepoared emuﬁcet(aytg), smted,tﬁndrthnf oueuchayer am ed The t ot al

organic |a ’Pm %GXtPHCfe gﬁ W‘th @eous sodi um
hydr oxgpde ( sﬁ: <(h 35; a aﬁ;ﬁ,ﬂé Lﬁ@agg{; spanhydr ous
magnesi um wlqam @Jﬂﬁrﬁ w\v}@wagmepbug@me a browmn 30
oi | cont ai rdmgtatsymy,tbﬂma@hhm&aw%melamk bwiswg olilrerstry80% pure by vapour

phase chronat ography, - -boi'l'i ng-poi nt 98- 99[err]C at 1 mm pressure of

rrercury (qd M{&J%&Mlﬂop{oplb‘;ﬁ%h@m nopr opi ophenone The oi'l (24.8 gm;
ca. 0.1 nol e) The cil(Ztsegm.{ &) 0Wasole)l e SepaB) wdd dissobed i dcetbditeile((6O 35 m .

and t-%utyl!d@tanét-ﬁ)@ﬂ wiols) andraddiv dedide (5 @elis X033 Biokln © 35033 nol e)

6@1;50
35 adted. | LI EH %tfxest;rgﬁﬁgmﬂmm AT oom
t enperat ur s Qkirack wok GRS (11D | Yl Was renoved
under r edudewdr asbesls ICO nteA@@edrhydiocldatidedid sp Tlmshe\mh extract ed with

et her ¥ox1mpspil %) T FIU“ Bl 00 lt#em}ate Frasdrepiech| ni 11§
concentrat ﬂ’py,glséshl anc?'k::mcen e aﬂ&%@ﬁ,ﬁ;ﬁm Wml%o?}’ﬁ ﬁggﬁ 9 Thi s was
backwashed ayidotis l@ﬂrb&h[onéidﬂﬂa w s.washa® witlDdtlirt ’leﬁrh.ﬁrchgr@ai&l; fieaed ahd eat ed 40 with
ice (35 gme)/amnﬁddmndh!dt gum e)dwlhsldwaa@ﬁdedrwonacm thitlowhife_ grystallispar at ed and t he
et her Afas halIeRRtn Wiz, flszeds ashed, Hich. Adefong iR dgehioopTecmlpgrat2: 1, %7 ).
The total agueous prﬁ opro TR e aC|d Jayer was wi.th ether (15 m.

charcoal ed, filtered and evaporat ed to a th| ck gumto whi ch was added

acet one. The thi.ck ? - recipitate was filtered, washed

AMPLE;
‘Wi th acetong Op(mis o st 'H‘l“ﬂﬁ’l’f"l? BPPRIFRPE t - 45
but yI agi nopr :cm%;eﬂe\n hE @R THDS 0.0 mol By RiskoIved E{ﬁﬁ&h}&kaﬁuﬁe of 50
m Chl or o< [ dfz(p “ (jm gpphgﬁijneole‘ added. On warming to 50°C a
v1gorous evoluuon ‘of gasses occurred which proceeded spontancously on standing at
room temperature for one hour. Further sulfuryl chloride (3 gm.) was added and the
solution heated at about 9Q°C for 0 hours; The: fiiixture was stood over-night at room
55 temperature and evaporatr.d to an oil which was c’ﬁssolvcd in a little benzene and washed 55
twice with water, dried over anhydious magnesium stlphate, and evaporated to a brown
oil (11 gm.) containing a very small amount of tetrachlorethane and which was about
0% Jpure by vapour phase chromatography .

=T
_M




Step (a-[err]-mDichl oropropi ophenone 50 m Chl pr opr opi ophenone (8.4
gm 0.05 nole) was dissolved in tetrachl oroethane 50 (20 m) and sul furyl
chloride (7.4gm; 0.055 nole) added. On warm ng to 50[err] C a vi gorous
evol ation of gasses occurred whi ch proceeded spontaneously on standi ng at
room tenperature for one hour. Further sulfuryl chloride (3 gm was added
and the solution heated at about 90[erf]C for 0.5 hours. The m xture was
stood over-night at room 55 tenperature and evaporated to-an @il which
was dissolved in alittle benzene and vig%@g 55 twice with water drie@l
over anhydrbus ‘nmagnesi um sul phate  and "SVapsra: - : N 9)03//
containing a ver e &t gﬂ@;ag whi-ch -was about 0
pure by vapour phagg%c%ﬂig}d_ tlmyhge bl c%goog"agole) of the oil from step (a)

1, 340032 Step (b)mfrﬂiﬁﬂnlvdrm-_”' lelfl.ftlvl)aml (P W"% ‘ge'[rrde
[err]-mDichl oroﬂherﬁq choyss nﬁ%ﬂ HSTE B romsst ep
(a) was di ssbl ved* FHryEEPE? FT‘P 81“("?"“: 1 - butyl anmine (9.1 gm; 0.125
nol e) added. The reaction was refl uxediXBMHlﬁuis and then wor ked up exactL,)y
as Exanple 3(c) to qr ve 5  Tably Eypn @ﬂﬁﬁgﬂbbhf‘weé‘ﬁ?thopr opi ophenone

hydr ochl ori de. 50 mg. of a hydrochloride salt of form EXAMPLE 5 Tabl et Formul ati on
300 ng Tabl elk Ingredg@ﬁﬁsmﬁg of a hydrochl ori de salt of forrrul a (1§ 85
ng. Lactose:10 © 10 m; 5&1dn@1zeaihmﬁarch :
10 10 ng. M croni zed -Bimgi Bgyvams! Pismh‘ij’ne Pol yvr nyl pyrrol i done Pr ocedure The
| act ose, cor nstarlgh nd sal t. were. m xed toget her...and granul ated with a 15

bi nder, pol yvi nyl" PY¥He Ohd:dQN@rmbticilafid b iwete sutked { thgther prol. grmﬂmgruﬂu# es Ahe

granul es 1515vverebmss;m§whﬂ1r org i Gal@plipyselption,c e

lubricated with rrwm fed dhaough P.Efga igshgﬁ‘g“ ’ "ﬁﬁ;‘ea,‘l @“ﬁ,‘qﬁedA film
coating could the}" ‘8 SERPTE esired. L=

Capsul e Fornmul ati on nmg. Fill. Wi ghn-:XAMPLF 6 - 20 150 ng ~of a

hydrochl ori dm salt of a corrpoLﬁiﬁ\lzlmlefl“ﬁfﬂ@rl 400 1ng. kg H?1 rrg.-2~°of
L LT T ST R A .
hard gel atin capggiéghﬁ . R

Parenteral Solution - 7 25 150 ng. of a
hydrochlorlde sal t. of forrrula(l) Wag,ﬁ?%@gﬁugln Steril e water. USPgsto
make 1 ni. AMlti- ’2%;’% ;%Pdcﬂ&hd%&h bi ok (1) @4 QidoRed Al Gertidigdieras 0. 2
to 0.5 %wv of phﬁS"lP to (Qlose preparatron may include bacteriostats such a§@@posi t or y
of 400 ng. Weight to0.5% w /vofphenol - 5 30.150 ny. . of a hydrochl oride

salt of formula (1) were m xed Wi th 25 f sof t'ened or rrelted cocoa
butter, and ’%#Jpposr tories were foggpd “gy% thé. "Weighd -shapi ng 'i'n -moul ds3o
WHAT VE CLAI | S:- 360 mg. of a hydrdbhlonme o fnclulo (T tveee fiixpdymith 250 mg. ‘of
35 [err] or an acisdtegeddort melted scafop Quffery sqpRRsitsie, wirej formed) by, F}H‘B“go?nd
fluorine. 2. A conpeig® el i ned in clalml in.the.formof-a’ . = .
phar maceutical |y accgaipapPhes achtvadeiti on salt ther eof 40 = B . .3, A
corrpound as gkai med. umain@bundizfﬂmfomréaformof an aci d-addi tion salt of 35
40 m neral acid. 4 ~m Chl oro- [err] t-bufyl am nopr.opi ophenone :

. . - 00~ CH:—=CH3 " h
. ".'_“.“-‘.'!313 "

or an acid addmon salt theteof wherem X is chlorme or ﬂuonne e
2.A oompound as claimed i in claxm 1 in the form of a phatmaceutlcally acceptable
id addition salt thereof, - -
40 - g }1\ compound as clalmed in clanm 1 in the form of an ac:d addmon salt of a 40
mineral acid.
4. m-Chloro--t-butylaminopropiophenone.
5. m-Fluoro-e-t-butylaminopropiophenone.
6. A hydrcgen hallde acxd addmon salt of a, compound as clanned in claim 4 or
45 claim 5. . .
7. m-Chloro-a-t-butylammoproplophenone hydrochlon
8. A method of preparing a’compound-as clainjed- inf aims.
pnsmg the reactlon of t-butylamme w:th a a—haloproplophenone off_the formu]a

45

50 wherein X is as defined in any of claims 1'to 7,andHalxs chlon'ne, deﬁiiné oi- - 850



5. mFluoro-[err]-t-butyl am nopropi ophenone. .6... A hydrogen halide acid .
addition salt of a conpound as clained in claim4 or 45 claim5.

45 7. mChloro-[err]-t-butylam nopropi ophenone hydrochl oride. 8. A nethod
of preparing a conpound as claimed in any of clains 1 to 7 com prising the
reaction of t-butylamne with a [err]-hal opropi ophenone of t-he fornula
[err] 50 § wherein Xis as defined ygsoa8y oOf clalns 1to 7, and Hal ¢s

chlorine,—b%er“ﬁnc or—50— - C

1, 340, 32 Step (b)-—m-Chloro-a-t-butylanunopropmphenone hydrmﬂnloﬁﬂ:e

(b) m Chl or o- [ er r Je=m-Diighlosppey 2h) émmstep(a)
[err]-mDichl or%ﬂfgﬂ%%gﬁm % W"’“%%ﬁ%ﬁﬁ?x fe from step
(a) was dissol v brb- 2 B0ty RRInbH ,4, utyl am ne gm 0. 125

nol e) added. The reaction was refluxed 22 hours and t hen wor ked up exacts y

as Exanple 3(c) to give 5 BB 2 nm nopr opi ophenone¥,
hydrochl ori de. EXAWPLE §f rﬁ‘f}’h’ﬁ} Taﬂff éfe"%l et Ingredients 150

ng. of a hydrochl ogs ég. Bi&dse of fornmula (I) 5 ny. Lact ose 10 _ 50
my. Cor nstlfrch 50 mg. Comstarch 10 10
10 ny. M cioni zed ngc o ze f’m‘g‘f’ol yvinyl yrroI i'done Procedure The

| act ose, cornstarch oK re m xed together and granulated with a 15
biznder, pol yvi rBeb roI [ done I n aI cohol [ C soI uti on to forg]‘i granul es. The
granul es 5 199 ated (with 4ed

abri cat ec};Ij %'gf ‘§° ’Iﬁ T°h di‘,’,l&“ddﬁbg 1 m
&hting coul d tIRM ghame c HBS tob @iy mmuﬁveabeznappned _
Ca:psul e For nul aif idesivedd 00 ny. F| |1, V\e ht 20. 150 ng. of
a: hydrochléarl de salt of a c%rg um 4{;@5 ﬁh) d\gg\re m xed with 125,47.
of- I act os€ and 12515690g 9tfa tof Eondp §d)'v¢e¥eelg1xéd“&/ﬂla tWO
pi ece hard gel atdsnmg ajpIack o& of cadstarch. The mixture was filled into a two

Par ent er al Sol umi¢co hard gelatin capsule. . 25 150 ny. of a

hydrochl oride salt of formula (1) wegxgipplved in sterile water U S P. to
make 1 m .25A nul ti-dose preparati Orpaidiyral Sélidefle bacteri ostats such as 28. 2
to 0.5 % w v of phiedahg. oEX lyRioEhld3id8Galt of formula (I was dissolved in sterile w@@pposi t ory
of 400 nmy. Vi gH -P. to make 1 ml. A multi-dose preparation maydnciude) b:‘tﬁfnos(gqts gclhg,sd.} chl ori de
salt of formula® 5)/ WL P*%ed with 250 ng. of -softened or nelted cocoa
butter, and supposi tor| es were forrrenlxbmpnbld | t.ng and shapi ng i n noul ds.
VHAT WE Clsél M |'S: -’0 drop cWelshhe formul a
35 Lerr] or an agl iéd%ﬁﬁﬂljﬁtﬁ %’?*Jéiﬁﬁjd@ e ol Cobea Y R
Qﬁﬂéq u
pharmaceutical Iy ‘acceptabl e acid addition salt thereof 40 3. A
conpound as cl ai meWHA Wﬁaﬂ%ﬁwfm he form of ‘an acid addition salt of-a
40 i neral3aci d. 4% AFPRRIBY g2e1618Y]] am nopr opi ophenone. 5. 35

m &l uor o- a- t - but yl am nopr opi ophenon 66‘ hydr ogen halide acid addition
sa[t of a conpound as claimed in cl 4 r_', ——CHy S :
- WL (CHly

5 or an acid addition salt thereof wherein X is chlorine or fluorine.
. 2. A compound as claimed in claim 1 in the form of a pharmaceutically acceptable
acid addition salt thereof.
40 3. A compound as claimed in claim 1 in the form of an acid addition salt of a 40
mineral acid. :
4. m-Chloro-a~t-butylaminopropiophenone.
5. m-Fluoro-a-t-butylaminopropiophenone.
6. A hydrcgen halide acid addition salt of a compound as claimed in claim 4 or
45 claim 5. 45
7. m-Chloro-a-t-butylaminopropiophenone hydrochlonde
8. A method of preparing a compound as claimed in any of claims 1 to 7 com-
prising the reaction of t-butylamine with a e-halopropiophenone of the formula

£0 =— CH ——Hal
i,
50 wherein X is as defined in any of claims 1 to 7, and Hal is chlorine, bromine or - 50

| 11T




45 claim5.

45 7. mChloro-[err]-t-butylam nopropi ophenone hydrochl oride. 8. A nethod
of preparing a conpound as claimed in any of clains 1 to 7 com prising the
reaction of t-butylamne with a [err]-hal opropi ophenone of the formula
[err] 50 wherein X.s as defined in any of claims 1 to 7, and Hal is

chlorine, bromne or’ 50 7 ullm”" um um ﬂl 40, 032
7 iodine, followed by the optional conversio to an acid

addi tj on salt thereof. 9. A rret hpghoass cl ai rred in clai m 8° wher ei nst he
react' . LA R ___5

10.\ A net hiogineq Sollowedli tiEthe loﬁuoﬁiladome&om/ﬁenelpeodﬁdaeo 90 lati€ addidion saleetonitril e.

5 11. A nehéredl as cI al ned in any .of clains 8 to 10 wherein the reactants
are heated t¢& g e mcso ."F%ﬂ“u? Fhesein thecregction. fsj qopfuppd fnyhe . 12, A net hod
as cligi med PRoak yashd b it & clifd olihelbiOh Elofed: AL, 1 S Presentsin the
reaction m xtigr & snéthod ﬁmlaaﬁedemcmﬁsf aﬁinatm Melotmiehethafdaahmpirapl ophenone. 10
13. A net rhsetethts the| reflup teghptptung

[erT] - hal op r IR cun;cth"dx%% g%é L% _eha"E% gﬁm "iﬁﬁ‘ﬁenone and
SOdI [ odl a3l & ,h inheBl i bi€agiint 9o 1D %3l dpRt hod 1@s cl ai med

In cI ai m Bphedve &i the &-chlcrbgtb;ﬂ:phanme; sndrseditmi fodide N Indiuded frethe }eacnon

di chl oropr@pt“!?p engn [ es e of .acetonitrjle sodi um i odi de,
i 16 TR Dbl IR “;%ﬁgmg e

hydr oghl or &R b ebfpmprfeﬁon @ mcfénersamthéa@f rigakhat-gn nisture. 15.
A corrpoundﬁmﬂxd&cttiomdxmnne claim 1 or an acid addition salt thereof whenever

prepared in tlﬁg ppapd s ip f“léla%ﬂ"‘llﬁﬁ sgt thereof prhenppr A
© phar maceut F'E8f c}jﬂ‘ qselg Jberddeat ?lg of the 20
depr egsed &bﬁﬁs&l mm;ﬁiklﬂga%u p@JﬁdﬂﬁhﬁérﬁRk agienangy asd4ms 1 ned Zon any of
clains 1 @07 poa ?hnmatautpﬂlarmm&h aomadd;noa@aieybergij,l in sgsogigtiomehitht i on sal t
t hereof, i#P ' iceut i. c ac.cy%t able carrier

t her ef or . Wﬁﬁéﬁs JKANY ga“:ér.i%ﬂ ¥ é‘;’#‘“ﬁ e he

o Frof
but yl.ggm nom&maﬂhenone or |t§ acid addl tlron salt i's present in28n anount

of from5 to B5Sochyposidings claigied inbain® 56 suitableoiopes dmregnladm@mtrﬂwcorrpom tion as

cl ai med |n"éi oo o Pdét"ﬁ‘_F‘édP"ﬁﬁe on and in the
formof a ‘QFYE?E? &éﬁ’g%ﬁ&’e X }g’{“@‘;ﬁtg‘%" fc%ﬁ gpﬁ @%‘B’“ sa ‘ligrams of the

but yl gm nopr 09' ﬁ%ﬁﬁ&ﬁﬁl wd&a&hﬂmw&m hﬂbﬁ?ﬁﬁﬂ&pﬁﬂo&eﬁ&bd acgdi tion salt

thereof, eédd plhmdetially heephbRacid ddiition salt thereof iOpresént@OBPAnduii dn as claimed in

claim 18 wHrte 309 neilligratyy, esjiated alisrbeysi ophenone 30 or a.pharnmaceutical |y

acceptabl e ac?0d Aarqupasitiom assddimedt iy glaian 19 W@rw@séwlamnomoahmmt of 100 to 300

i ol ans°;5%igllf“5f"i‘f,§$‘ﬂ“é§°°mi’é %g%dd%s %‘hﬁfﬁ‘ifﬁbzfﬁ‘ﬂ‘d‘ha‘hwtaq med jen claim 19
0 11112 Tramms.

wher e the sﬂ:%ﬂ%?'cloﬁfnoan dmﬁ% o”?tfw |cgll lcﬁ’ atccept abI e acid

addi tion sgaldge @&g& let. S préesent” P 4 nt 5%t 0 250

mlligrans, extAnrah u@&sahwecbmse;zofmuns&s U WhEreih iR diseiEee @dssered in any of

cl ai ms 18 m?g%@mtablﬁm the di-screte. dosage unit is_a tablet. 22 A

conpo¥ tio %ﬂ s Slained in eyl dains 1§ & Zhwherd dr e di Prete

dosage unit 1. & tapRlafed infl@ny of claims 18 %320 dheMTBRSdiske@N as clained in
any of cl admei:ﬁtb@s@ﬁosmErel n the discrete 40 dosage unit is a capsule.

24. A orrpo ‘hP %Imf‘hm 3¢ s@table tsrel inthe discrete
dosag un| Ffig PO gg{"ﬁ@;ﬁ n claimi6
SUItab|ef&hm§had'£ mﬁlstrau 45" orm of a discrete
dosage unit cZﬁthaqompcn jorf mﬁanieﬁntctamsﬂwmrm“‘%r&mste ®hit cdneprised 5

1 -
but yl gi{n ”Oﬁmaﬂc@%@c@; @fe lamdﬁ‘lifm tlger(:t(?lS in a harmaceu ﬁefcgzp?a d adﬂ" tion salt

t here

bT

ﬁl

\\

liquid.

27. A tablet suitable for use in the treatment of the depressed state comprising as
an active ingredient from 15 to 500 mg. of m-chloro-e-t-butylaminopropiophenone
hydrochloride, estimated as the base, together with a pharmaceutxcally acceptable )

55 carrier therefor. 55

28. A method for making a pharmaceutical composition as claimed in any of
claims 16 to 27 comprising the admixture of the butylaminopropiophenone or a pharma-
ceutically acceptable acid addition salt thereof with a pharmaceutically acceptable
carrier therefor.

60 29. A method of preparing an acid addition salt of m—chloro-a—t—hutylammo- 60
propiopbenone or m-fluoro-e-t-butylaminopropiophenone substantially as herembefore
described with particular reference to Examples 1 to 4.

30. A method of preparing a pharmaceutical composition of a pharmaceuueally
acceptable acid addition salt of m-chloro-o-t-butylaminopropiophenone or m-fluoro-~



estimted as the base. 26. A conposition as clainmed in claim?25 wherein the
discrete unit conprises a sterile solution or finely divided suspension of
t he butyl am nopropi ophenone or a 50 pharmaceutically acceptable acid
addi-tion—salt—thereof—Th a pharnmaceutically acceptable 50 liquid. 27. A
tablet suitable for use in the treatnent of the depressed state conprising
as an active ingredient from15 to"500 ny. of

m chl oro-[err]-t-butyl am nopropi ophenone -hydrochl oride, estinated as the

base, together with a pharmaceutical | ylgmpt abl e 55 carri er ther ej_or:
55 28. A mefhod for pmki nn_a—pbar..uceut. catr—Tonpos| t| on as Iar '
of clainms 16 to 24 m%@;&pgenhﬁ}esxﬁdmﬂwasehmmb@ﬁ@ Qpl ophenone
or a pharma- ceut,&ggP

Mmﬁmqsﬁame aCld ddi t %, ﬁig,tac&ﬁlﬁﬂeeﬁfd ddﬂ:ﬁ&h a
phar maceutical l'y acébp”t fluoro-e-t-| tsmmopzonle't hod 5of

X o
preparing anr%am dj’?{%’f’@ N ,[1 “ﬁl b@ibﬁ esaﬁm[vemm]mmawefmﬁf%%“mw%o :
pr opi opheno or uor o- err] t -but'yl ani pop 1. O r,gmsgdaﬁsd allyas.
her ei nbef ore descri BedA wiethid tpfaMPFfé\SIaaFPmWé‘FJ; éhg'gdmogg‘gq%r\gs 1 to 4. 30.™A
met hod of prepar i smlg thereqfiseO¥EB& Ut i~cal ' conposi tion of a phar naceutical |y
acceptabl e acid d Skt m{a[}gﬁ{hl:ﬂihﬁul{ er r] t- but ylam nopr opi ophenone
or mfluoro- ap)&'é}e&ao onSHo - 1,340, 032 _
[err]-butyl am nopropl ophenone subs {el nbef.ore described with
particul ar reference to Exanpl es § A pharmaceuti cal - corrp_osr tion
of a phar mac¥ut i cal | y. accept abl'e acy sal t of = -
mchloro-[err]-t-butylam nopropr oph none or

mfluoro-[err]-t-butyl-am nop ro q%g%ﬁ&%ﬁmxldmm

her ei nbef ore descwh%e%i trgu ‘g’ﬁ] %’ﬁ £;e§ lﬂ% lopiafl conversinapfphe Brodist ® 410 8. 32,
A nmet hod of prepa l‘j{i JordS Cl ai rred in claim: or an acid-addition .

salt thereof corrprrsr ng (a) ‘the reacti© npound of the formula [err]
wherein OR is a |(gweroxiditionsia ey 4f BR?P?‘fdhef P‘BBB car.bon atons and X is
chlorine or fluorine, wth-t- butylam )4 15
conversion of,.the product to an acid g _tron t thereof; or (b) the

oxi dati on of “a secondary -al cohol “of thé&Tormuf é'r‘r] Wnerer n X is chlorine:
or fluorine followed by t he optional . cohver5|on of the product to ‘an aci d

addi tion salt thereof, 1oz & BLHO TR bY the optionsllastivyebiandf BTt dphenone,

m-fluoro - [err]- W Qig?ﬁh%popr opi ophenane -or- an aci d: adgr B&rﬁ” salt

t her eof whenever prep;gr &jord he -rm{hsﬂa@@pmpmph.;_ '1:;1 =These b b the method '
20 M P. JACKSON, ﬁ@ﬂmtopbmmmhef%r?ﬁfllaédé?ﬁ‘§ “&?‘f?rtwére* Pat ent Agent - Pri rfPed
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