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of the foot of a rathyd adtrtiﬁinenmﬂ-de 'con e geﬁer al 1%.
outlined by C. A Wnt nhe fatiowing EgeplesEinythich paitpkre W&ghtbd'c,nmx%awe btHow 544. -
The correl ation has. 'R RIERATE KRS W"Pﬂ@"&&?'\‘ﬂﬂ“ﬂ the aq e@é??ﬁ’&ﬂiﬁﬂ%thﬁmﬂwoﬂo be .
clinically active, including 35 15 ndommgﬁl aspl rin phenyl but azone,

p- hydr oxyphenyf“but azone, cd'lablpts@nﬁammg 1@Bmp.yafraother i grediet pefablet. - 40
dexamet hasone. The-fol | ow ng Exanples, in which parts are. E$/ W%Leﬂ are -
Illustrative: of how t.o prepare vari-ous: conposi.tions. cont al e act Ive

i ngredients of "this:i nven_12+A0mnodt_r>ﬂNMEt-butyl@nﬂuoro-Tabi «et's-cont ai ni ng 100 ng.
of active ingredient per t glphﬂwl hydrochloride - . - 40 Per TalDats..

2- Ami nonet hyl - 45tert- butyLa ﬂ‘r l?"ISYP&Fe - . et hyI phenol hydroc d’FS de -

100 ng. Cal ci'um PhosphateCom Starch _ 40 58 45 o 4.
Lactose . . .- ; Magnesmm Stearate - S 38 ng __ 2 mg _ .45 .
Corn Starch . - . Lo 20 rrg l\/agne3| um - St'ear ate— -
2 ng. 200 ny. The 2 ani. norrethyl 4 t-ert=hut y} - 6- trifluoromaz[ H?ﬁ phenol
hydr ochl or| de is ~ The 2-ammomethyl-4-tert-butyl-6-tr|ﬂuoromethylphenol vhydrochloride “is

.50 _mixed with the calcium phosphate and lactose for ten minutes: and- then passed 50

. “through-a'mill to reducé the: particle size. “The combired: ingredients are remixed -
for five minutes and corn starch is: passed threugh:a No. 60 sieve (U.S. Sieve Series)
“onto the mgredlents The comibined in, dgredu:nts are again remixed for five minutes -
. __ - -and then magnesium stearate'is added through a No. 60 sneve After remlxmg for : o
-+ 88 . two minutes the ingredients aré: cempressedg into tablets. 55
S -Similar dry-filled-capsules, tablets, elixirs'and' suspensmns can be repared by . '
- replacing. the active ingredient .of the above.example by any- o? 'the - other

. compounds - described  in the foregomg general dlsclosure and the speclfic-'
o --‘examples whlch follow ' _
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50 m xed with the cal cium phosphate and | actose for ten m nutes and

then passed 50 through a mlIl to reduce the particle size. The conbi ned

i ngr edi ents—are- renm xed—+for—H-ve-—mnutes—and-eern—stareh—i-s—-passed—through

a No.60 sieve (U S. Sieve Series) onto the ingredients. The conbi ned

Fngredients are again remixed for five minutes and then magnesi um stearate

{¥®\added through..a.No. 60 sieve. After' renixing”for,55_ two mnutes the
no4ed|ents are conpressed |nto4&a95ets - 4 55 Simlar
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of@S0Bpaits alpws &owto _e,mbtg,tssatabli meskdscreen. 5
- Thaogr andbreeralaaﬂdeudﬂraeldn atcoaiﬂtgelnﬁbﬂr @P‘l}%%@lsdf_ @enx]. . The dry giGinul es are

' -. passed through a 16 mesh scregg %fnxed wtth 3.8 parts of. magnesi um
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~admi ni st rtatlnoclltond&S part)sO)f the GBHIN altt0§ li n sul mc acid and 237 parts-of '

2 ani noné’talﬁy. frs‘t,’l?"l? ngﬁﬁ‘hl or i dgg may be' used
~ inBlace Afbofribbe _ atpshya W “for oral

' adm ni st ru’itiw raocara«ér rl'gerteds | eobmhém an[heddssapenswelamtabh forl0 EXAMPLE 3. A
m Xt ur.e ofral : fI uor ofret hyl phenol.
hyggoch! qui g ;E.E ‘%‘tlg #l%‘i‘%ﬁf; l‘y“t"flilaartu R i o pid and 237
par bﬁ-,rfol'%r f unt| the si-ze: of . substantlal ly a of . the
partlcles I's Iess than 10-15 . - i crons: The -suspension is dlluted w th
a solution: opeil yigebayl cel I ul-ose- and
0.9 partsacge,tn %}EBM & e??ragg%pg ] lg‘éf’ e%‘ﬁ%&: acgb'?jl n 300 parts of
watgr.. . There.is thus 0 ta| ned an, aqueous suspensi ofmsui t abl e 'f 8P oraI _
admnlstratlonfor t her tii 2amnomet‘lWI 4-tert-butyl-6--
tri‘chl or onet hylzﬁﬂ'élrﬁ’ ﬁﬁfzﬁ%bﬁf"gl"‘ég% be 20 " spogsed in place of- the
: .corrpound I'n’ t. hQtaedh) vxsr:xarrp ‘e to obtai n a suspen3| 0330 S 20 swtabl e
- for_oral adni niTsley Hi thon. EXAIVPLE 4. :(1) Tablets-10,400 scored tsabl ets for
"~ oral® use; - each GalsHILP ?"ﬁt@ 500 g :'of active i'ngredi‘ént are. prepared from
“the foll ow rge |2fagﬁrﬁsghﬁﬁlé’om 3lnd is granulated with a 4% w/v aqueous solution. .. -

-
=

2= ani norrétl hﬂlﬁt@?sl;&{ 9

25 2- ani ngmehyldelulose 81.3.PH100 o). To [he|dried gran urp ofir ochl or i de
5000 St art@g s:lnl?vnmr%;fpf the mgredxents and tE nal mixture compre semto tablets zﬁ 3 50 Tal c,

U 3sP. (2) .Capsules—10,000 two-plcce hard “gelatin capsules for 3D u?eQ each 35 ,
“Cal'ci um Stontuirfige 250 mg. of active ingredient are prepared from the follovgag . .. 30

- The ..2- amlnsrpﬁelmjl conpound i s granul ated with a 4%W/V aqueous ‘sol ution of
. .~methylcellul ose U .S P.” (1500 cps ). To the dried gl"a'hul es'is added a
“m xture of the 2tmm4ﬁn. utg-6itiifuopsli ents and the final mxt '

© comr essed. i nt o t afsthyipbensl hyiregdlorideei ght .- 2500 (2) Cap$ Ies 10 000
-7t wo= pi ece har d é!gl 'c’:apsul es for oral . use each 300 35 cont ai ni ng
- 250 'ny. act—pa;eeumredl ent are prepared from thessfol | owi ng |ngred| ents:
."2 am nomet hyI Zt:—alearnt Slemtagel -6-tri fluoro- - A B _ S
.45 S The 2-ammomethyl compound is mlxed wnth the starch lactose mrxture'_ N 45_'

followed by the talc and calcium stearate. The final niixturé is then encapsulatedin = -
the usual manner. Capsules containing 10, 25, 50 and 100 mg. of active ingredient .~ .- -
are also prepared by substltutlng 100 250 500 and 1000 gm for 2500.gm.. -in the -
.. . .above formulation. . A
- 50 T (3) Soft elastic ccfzpsales—One—plece soft elastrc capsules for ‘oral use, each 80
. . _containing 500 mg. of active material are- prepared in the usual-manner by first .. -
. dispersing - the -.active . matenal m sufficlent corn ml to render the materlal'-
.capsulatable. . S
s S 4) Aqueous suspenszon——An aqueous suspenston for oral use contammg inoo
DR o each 5ml, 1 gm of actlve 1ngred1ent 1s prepared from the. followmg mgredrents 55



40 met hyl phenol hydrochl ori de 2500

Lactose, U. S. P. 1000 Starch, U. S . P.
300 Tal c—U-S-R 65 Cal ci um
Stearate 25 45 _ The

2- am nonet hyl conpound is mixed with the starch lactose mixture 45
fol lowed by the talc-and calclum stearate.. The final mxture is then
encapsul ated in the usual’ manner. Capsulkes..contai'ning 10, 25, 50 and 100

ng. of active irsgredient are .al-so prepar edlhm,smbstr tutr ng -Q0, . 25@ 500
and 1000~ gm for 2500 gm It heabove-Tor mul at1.on. 50" “Gin 13) Soft
el astic: caps S- One pi ece- soft el astic capsul.es f.o__r oral use,—_each 50
cont ai ni'ng 58759 of act |2\7*¥3n i Ml'é'ﬁera léyl__' rigegred 'in- t he Usual.. manner by _
first d|SperS|ng t he acti. of ;%ﬁ_,?' ’F ci-ernitizcorn 6i I'* ggender t he
mat eri al* capsul at abl e. (4)Pr0mpa£u58n SUISpensron An ‘aqueous suspergsg on for. s

oral usé& containing in 55 SaccharmMMS m ‘gm.of dcti: ve li._‘n_ '.‘edl ent i's .
prepared- from&bie foll ow % %5'? 55 .1,420,572 eyl
2- ani nonet hyl 4- -Teit- butyI il 5,0 rret hyI phenol hydr ochl orl@e o _
20000 Methyl parlaben _U FFD & C. orange dye - el 7 55 10
: Pr opyl par aben, U S.P. Dexomzed water qs to 10000 ml L o 5 - 5 -
Saccharl n sodium- . ' : _:- EXAMPLE }2 5 G ycerl n- _

30000 Tr agacanth pomdetrFormulanon e i 10 Orange oi |
flavor - . Td di dt.t 10 10 F. D. geC g
orange dye ¢ ' one isodium edetate -~ "7 57 - 10 Dei oni ze
wat e? qsy to 10 000 rﬂ E ﬁs°§,§’“}t2§ﬁ Her 2 ‘ation 0 1 my, - di sodi-um edet at &
15 - 1.30 o%qmmydrpmrc{pelml]ulosﬂo ng. d.sopr. Opanol 26 ny. '

hydroxypropyl cel | ul ose q (ﬁfﬁ E&! p‘?ﬁ"g cal
2- ami nonet hyl -4et ert - butyl %a"fgrﬁ Wi il 'Hélfﬁ “}('%°m°thy'ph°ngl -
hydrochl ori de ‘EXAMPLE 6. Q nt rrent Formut at i .on 50. ng.- “wool al cohol S B. P 15020 _

my. amichol C 25 m/3 ny. waﬁmlfle‘iee square [err]

25 g.s.a.d. | gm |58f5'%’5§/f°' #%t ate 1. 09

2-ami nonet hyl -4-tert- butylseﬁhgt wobll dlcohslEBtHY | phenol hydro- chl or| de 0. 4% |
citric acid anhgdrous 30" 150 mg. amichol C 0. 58% sodr um phosphat-e. di basi c. .
anhydr ous 35 0 mg. wax whlte Be squ b75‘ZC .ani nomet hyI phenol s ( 1) 25..:._

descri bed above’ may . be pr g?gdzgﬂl %ﬁéﬂﬁ;ﬁ@l @'E’nﬂuoromethy rl]lerg)# hydro-

N- ( 2- hydr.oxybenzyl') carboxam de- (Hldr ewi th an aqueous “sol ut I an .aci d or

iy te
base or (2) su%ectl ng a %‘E Thﬂc@?ospha land Engr%lxéj?x.l me ( ) ° 30

reducti on. - The :2-aminomethylphenols’ (I) described " above. may be prepared by (l)_
treatmg an N-(2-hydroxybenzyl)carboxamide (II). with an aqueous solution of an -
'acéd or base or (2) sub_)ectmg a, substltuted 2- hydroxybenzaldoxrme (lII) to
: " reduction. o
- 235 - . The first of the above mentloned processes comprlses treatmg an- N-(2- - .35
hydroxybenzyl)carboxamrde (II, infra) with an agueous solution ‘of an acid,
preferably a mineral acxd such as hydrochloric acic ,. hydrobromic- acid, sulfuric - h
- acid or hydroiodic¢ acid, in addition to the mineral’ aclds, bases may also be used, - -
for example, the alkah metal- ‘bases such “as sodium. _hydroxide and potassium =~ - -
"40. . - hydroxide. Any solvent which is inert or. substantlally inert to the: reactantsmaybe = . 40
used such ‘as ethanol or acetic acid, but some water-must be present. The reaction
may be -conducted. at a temperature in the range of from.20°C to 110°C fora -
period of time of from 15 minutes to five hours; however, the reactionis generally -
-conducted at the reflux- temperature of the partlcular solvent for- aboutI} hours. S
45~ The following equation illustrates this reaction using a mineral acid, HR!, such as - .45 .
hydrochlorlc acld hydrobromlc acld hydroxodlc acld or sulfurlc acrd o '




6 1,420,572 The. sec

35 The first of the above nentioned processes conprises treating an
N-(2- 35 hydroxybenzyl)carboxam de (11, infra) with an aqueous
solution of an acid preferably a mneral acid such as hydrochloric acid,
hy brom c acid, sulfuri.c.acid or hydroiodic acid, in addition to the
mfigr al aci ds, bases may al so be used for example, the alkali netal bases
suy s sodi um hydr oxi.de. and.pot-assi um 40 - hydroxr de. Any sol vent which

i.s Thert or substantially inert to the reactants may "be 40 used such:as

et haﬁeJ_,e;_a_eeH_e_a&Lrﬁ hit: cnh%lz?l“_ le’f he. nr PQPnt The rea@t|0n n’ay be
- conduct edwhere X'laexhiiépataardefned fblhEorl‘ml‘ageabﬁ)fre R Biwn ‘defiradicdiGof €711 foOr a

peri od ofmm clé:FFar l?ucy’ 5o 83‘-‘9’61 ol}eash@iml'eace'abvrrerbernpylI he’ regcti on is
general | yag Hgfy q°y i ﬁﬁmﬂﬁﬂy #f’}gﬁo 3;7&&*‘39#1 "?}’cul ar solvent for
aboui [ erand RiOisthe aﬁi derlved rl@ganqﬂu P far H¥res this reaction
~using a- cn§¥g$r° ma E,i emdalsrdrowdﬂrﬁah#ebrmlfhm hﬁdathed hydr obr omi ¢

Q‘bﬂ’

acid, .hy p (k}pqn}salt andghe free amine. .
grﬂqurln;%ﬁetﬁfpﬂﬁ&& ﬂf"%rﬁﬁkef 0 UEJL a | ab ove R

is Hh acyd ubJpeiulgcaalsubsﬁtmed 2-hydroxy benzaiquixime (TH[ led aeduglion, ffer M| gohal oacet yl
such as c}ffpr _

g;?%‘;{%“’ge'?g b tagm) Bgtionoves|a mobistmetsl benzoy|
~hydr oxy- s.u b 6! geerai) B e §31§J;{"§’§0 S ff tEl,l'i‘H;'zoyl or
- tri hal onstthapblcarrheaianlol B:uhhp&sentcé b Minefa0 BRE Bch @S khIMIRY . acid - and [err] is
t helani orfolpwing sayationgysirateq thiscprodesy: -exanpl e, a misneral -aci d sucy'as 5
~hydrochl ori c aci.d, hydrgpromic - acid, hydror odr c acr d or sulfuric acid. The
.product is usual ly oRt o~y t rof.ofl a8 addi tion salt. and the
free am ne. can be ge At ed by-_éﬂ% ne Al r zatlon met hods - The ‘second
net hod. for preparing the 2amnorré"t’hylph ¢ s(l) corrprlses 10 . '

-subj ectl ng a substi tat e 2- hydroxybenza,lcd %i e (114, .infra) to reduction,

- for - 10 exanpl e; by hydrogenatron such.as catal ytrc hydrogenatr on over a

-"'sulfurrc acid. The 15. - “follow ng- egua

sati sfactory results

noblle netal such as.rhodi-umor ruthenium pr ef er abl.y on' a carrier such as
carbon. The reductlon is generally- con,dyct“‘edwz;,; ng as the solvent a | ower
dl'’kanol. such as ethanol or methanol- in- ‘resénce of 'mneral acid such as
oh i | | ustrates this process:

- 15 [err] where [err] and [err] a-‘--[err] are as- defined above. The
- 'product is usually obt ai ned in the forrﬁ of “an‘aci.d_addition salt and the

. free ami beread apdXbendR agreds definkdighove. Taeprodhdt Kakiallp ob@inaDEs. 20 .

“ The N-( 2- ﬂ‘ﬁm E‘QPB%!&%‘B%@“(W‘W %*\!Frhc@“qn@e‘ﬁblskwwtr ng material s

i n2020 the ﬂ!ﬁ@'lpx’g.ﬁidr@@bé?&yﬁcm ,&ng‘;ps ik 9} & pre red by
treati ngtwnpra atrancpfamel 2 ﬁ ﬁf {2 t;f} Qg
4 yzl-urea a-

- p
~-N- hydr ox tiute baeol rm&g)a h:y'dxyou i .
2-hal o )Z egfﬁ%"w ,@é éﬁ?ﬁ)&}fg ewg;:% fioxymeth EFP’@!?rret hyl acet ani de,

an@sN-- hydu Siyboxamide,- sudb as N—hyd%kﬁjfn@tﬁﬁlbéifz wafﬂé £! SUCQS as
N- hydr ox é%ia hﬁ@utedn afyl %@xm' e such 25’ nmh .diypxy Substi t ut ed
t

aryl carb%%z(‘%?yéi a@ Wgﬁ’ g!‘ gpide suef ¢ ’d@e -an

N hydr oxym){tiﬁm%ﬁg '@2: 'P rﬁf&&dﬁﬂ@ﬂ ﬁé ,’{gﬁ £ichl oroacet ani de,
~ in3he ppé@emr@r@facléuwdroowgh arsﬁmathaasixﬂns;uaibstaﬁnahy erl c.ggid or
“sulfuric %'j‘g‘c a?'heé.r Gioy3lkangl sich as ethanet erax __lngonascndmhsol vent an
excess. ified: ho“;at,elfeb N ool He Hudd ]tl’ "‘%'Ge ﬂ) that is inert or
subst ant L‘albgkamidefiatlﬁfwctbdyeesuﬁﬁaréeﬁel &) e f’-rarang' gﬁiﬂas@"ﬁiﬁrr] ~al-kanol such
~as 38t hanBis BIPeess: [ err] al Kanoi:¢ aci:d such -as.-acetic acid. The 35

- N-(2-hydr oxybenzyl ) carypxam des (1) -may. be i sol:at ed and " purified; however,
it has been found t#at JQy -usi ng the crade N c&mkydroxybenzyl) car boxani des
: ing -equation-illustrates 35

35 [err]

m—

")

“this process

.- where X%, X? and R are as def‘ ried above o ) '
‘ The 2- -hydroxybenzaldoximes (i, supra) may be prepared by treatmg an -, .
..+ " appropriate phenol with-chloroform in the presence of a base or a mixture of bases - . . -
40 such - as sodium ' carbonate and . calcium hydroxide, which yields the - 40
-+ correspondingly substltuted 2- hydroxybenzaldehyde “The 2-hydroxy- : .
- benzaldehyde (V, infra) is treated with a' hydroxylamine hydrohahde such as °
_ hydroxylamme hydroch]onde in. the presence of a base such as sodlum acetate. -



where [err] and R are as defined above. The 2-hydroxybenzal doxinmes (I11,

supra) nay be prepar ed by treat| ng an appropri ate phenol with chloroformin
the pre 6 S 4 e A
car bonat e and cal cr um hydr oxXi de Whl ch i eI ds the 40 @

correspondi ngly substituted  2-hydroxybenzal dehyde. The 2-hydroxy-

benzal dehyde (V,.infra) is treated with a hydroxyl am ne hydrohali-de such ‘a
hydr oxyl am ne hydrochl or| de in the presence of .a base Such as sodium N
acet at e; 7. . 1,420,572 . .1,420,572° b A
7 This react ion is gﬂlﬁs‘r&kdtiﬁn ﬁ@&%ly@éndu&e@ma ¢ fe&ﬂchmﬁk&@éﬂ?lucﬁ?ée‘(lﬁ%l ﬂéCh as

et hanol .- The \Leactlo ?%lOEOhvmecmly candtmhsﬂcatetﬁe&tonlmbq)oli}mdflmg sﬂ@énlfltTlQ:f the -
sol vent. The' fol I owi- ﬁ‘ﬁ"ﬁ?ﬁa‘f‘i“bﬁ‘?"l"l‘fsﬁé‘t"?ﬁt‘se@°‘t¢ﬁ s.process;. [érr]. 5 -
where [err] and [err] are: as:.d ,r
illustrates the prepar at fon ¢ of X
10 A Preparatlon of - 2tr|flu' Et hyl*-
10 A mixture of2-trifl uoromet hyl. 9 enoL.—-,-._ 25gr meke) .. :
al cohol (12 g.-; 0. 16 met.e) " trrﬂrluoroacetrc acrd ( .QO - ) “and- 96%sulfur|c
acid (2 m.) is stirred at about [err]for.48 hours: t&wmxture then is
evaporated as far as_possible. under reduced pressu et 4 érfl.The resi due * .

i s dissolved in benzZéne (500 nf.) and 15, ‘the' sal'uff. ONiydyd: washed. W th
water, saturated [err]-sol ut.i-on-and sat urat ed brrnei Y15 and dried over
anhydrous [err]. The-dried solutionis agarn evapor- g under- reduced
pressure and.the tenperature is-finally raised to [err" under. 65 ‘mn’
pressure to. rerpove u cha)r(t ged 2 trlfluoronethyl phengl The resi due is

wd: above.” The: foli OWigg exarrpl es
e 2 am n@etet hyl - Pl sl ). EXAIVPLE 7

distilled at 65°nm m;, Pr%dl ove.f-or.e- ¥ un:-(:75% unchanged = 5
starting 20 o phe l];ﬁén 0&"(% 1% ﬁgs[ tustrates the prepairatlon ‘of the 2-ammomethyl- :
2- tr|quororrethyI 4-tert- butyl phenol (13 s collected 20 at. [err] as .

a pale pink oil that- ];res 9 as IE MdPLEWrorrat ographl ¢. analysis and - -
can be used direct|y 4 ¥ o % %" t _4_ ! meteiheptbyeathlosideut -
using an equi val.ent anDAhixife of SaRudRMe %@ 25 %I(f R‘JM rHeelilel L
cycl ohexyl alcohol i#&: oleh: “ﬂuerctacttmtayrﬂ ?Saflﬁlc Bid 2ml)|§%1rred L
ANEINt Wm#; yéva fi 2- '
produced. an equi val e dufe Oé tg 'ﬂle resi u%ﬂ; éssgﬁ'gzﬁgﬁmbﬁanﬁg ::5 .

25 trifluoronetibyl - 41ifee6htieH iy ter, saturated N
2-trifluoromet hnyl - 4and/driedroasydn hﬁemIMg ) hegt@efda% o som%m e saturateeg E;lggr B

2- am nonet hyl-4-tert ‘E Pressyre e hﬁm:ﬂy agam evaoerét der 65
2-Tri fluoronet hyl - 4- aﬁﬁ.g‘“ st're lor r %g! w% 2-trifjuey 78 'y*rﬁg OI sThdrr;;dflgved | n
f5 mt;} ﬁgl (lgbﬁfr?mtglrgcte )

a m xture of . gRéci aI plmtetandzs%ptid
The m xture -30 . pts120+-132° € chs amdlefpmkedxl h by gas hquld chromatographrc

N- hydr oxynet hyl - 2- cht'batyéjggg, gﬂl "““D' @5 "eXt steg0. ol €) is addedin |
smal | portions at [ esledhol, nicib ﬁ%ﬁ:ﬁh ﬁiﬁf r%gﬂﬂgﬁﬁﬁg g;rﬁ!? QP;%IOG{‘S%@E;)M, ch
the nixture is2pour el produsedvan exquiva obiE o utyl alc ere

acet ani donet hyl') 4- te‘i't"“%‘ﬂt"rflhﬂé-aemtyra dmmﬂmmahyxmm‘éé%%&&hm % %
col l ected ‘and dried By. ﬁwﬁl%fl’-qm%&éhﬂ4?er§% o010 ﬂﬂ_dfz N |

‘

35 "Thi's soI | d i s, A Bifbloroact hyR4-gers

f:? bout err
hydr ochl ori c . lel'x%‘.’f 'ﬁ{ace Wmmmx/mﬁmﬂd(g %
cool ed to [err] and b e %ﬁbﬁ?&_@gﬁiﬂ oaoa(cqsrondm(s Ixﬁon'_
SHiing

cooling [err] the praﬁtslchhlderlHé ahieﬁnr tiaPrs
et hanol 12 N hydr.oc rﬂ° 1"190 eﬁhw -1e ut!kﬁ—tummaamet Rnal ‘tfat ipigteés?:‘)c{;mg{:&

gﬂ@ !

am nomet hyl 4- iser.t bu h1s n-a mi r‘?h@ e?liamﬁ ml)and IZN nc .
[er r] acid (25 ml ) The mlxture is- reﬂuxed fo 5 hou d 19-20°C and with |
Calc.: - C. 50.80 IBN lydeothloritNacid A5k coohnﬁ-zgég #5 (}dduct S I%ng : N

1 i ‘ I |-, -
4.12 FO' Fow -ngmt he. %ﬁ%ﬁ%@er{guty - -tn luorom%?l?;? eifl\:l&kj}?yrcliar)()tcat:}?rlde 2-2

Anal. Calc: ' C, 5080 H, 604 N, . -- Y
‘Found: "' C, 5075 . 'H. 6.0l NZ'-?‘z‘ o

Followmg the above " procedure but ‘using ‘an equwalent ‘amount of 2-

A trlﬂuoromethyl-4—1sopropylphenol 2-trifluoro-meth - .' -

e - yl-4-sec-butylphenol -tri- .

.45 .:'lhuoromettl’lyl-4-cyclohexylphenol in place.of 2-tr1fluoromethyl-z-zgr:-gﬂty?;hgntgl S 45

o . metrlf xls }(: tallned 4an equivalent-amount of 2-aminometh I-4-|sopropyl-6-tr|ﬂuoro- e
ethylphenol ‘hydrochloride, 2-ammomethyl—4-sec—buty 6—tr1ﬂuoromethylﬂhenol '

d N
,cl};l Jgﬁelonde or- -. 2 amrnomethyl-4-cyclohexyl-6-tr1ﬂuoromethylphenol ydro- -



trifluoronethyl-4-isopropyl phenol, 2-trifluoro-nethyl 4-see-butyl phenol or
2-tri- 45 fl uoronet hyl 4- cycl ohexyl phenol in place of
2-trifluoronethyl - 4-tert—buty-phenol—45there—+s—ebtatned—anr—egut-valent
anount of 2-am nonet hyl -4-isopropyl-6-trifluoro- methyl phenol

kydrochl ori de, 2-am nonet hy-4-sec- butyI 6 trifluoronethyl phenol 8 .
420, 572 | 8 EXAMPLE 8. -

Am nonet hyl -4-tert-butyl-6-trifl uororret hyl phenol hydrochl or| de A
3-8 flurornethy-5-tert.butyl AR aldelyde 071 pole of o o8 . :

_2 tri fl uor onet hyl - 4- tert but yEXAMPRE 8and 0. 1:nol-e of -hexa- 5. B o

"iret hyl en@tArpinomethyld-tersb Yléstuﬂwdm'f,lg/tﬂnﬂl hxmwer ¢ ‘acid (150 nl) and t he

 nmixture A gy ylaldshy 0 of water .and 50
e onab R B tréfml Tt st 1S e
- refl uxed réfluxedifor 8 hams_hﬂcft.er thisTtinge, 1 ook obvatcnanﬂﬁ@m |oScmettxad>dand ext ract ed
owith et H'étif IBOQG log dhis mixterey 8 th edicover: magnesi-um
Sl ot RS oA ST i R b Rheo o e o)
-~ fram etha Astallized ffoit lethamolits: wtetdtaaumnabhymyls-ttbutqunbyla&hywl al dehygle. 1" 10 B.
._3Trrf|urorrrethy| 5-tert- butyI sal i ¢ IaIdehyde oxi-ne. 0.05 nole of the

al dehyde B-r Eg—:g ’@ff‘h 5':\& % 16%" I"ts? drochl ori-de and sodi um
scet e gqulbieL ) i i AR (100" ) and
‘wat er 001 ml)). and véxter §3C L. O ThéreaktivnCmixturd Birbliked tbr20Hours maours and 15
;:codl5ed andedamﬂérwatsr dgégl unfiliio morenpreeipitate firms-t Hieesofidthat,” ThdS sol i d that
‘15 separ @g‘]%i s ls?gg E% U ﬁ“?adﬂll tQ pigith ditriffuorqmethyly-tert-butyl - - _
‘3-trifluoro ert-butyl saIrcyIaIdehyde oxine. C. 2-A

"~ minonmet-hy@.- gmh tnethxm érr- -Girtﬂu erbti m:hlo h&fro)gh]m%rrhde ‘The - oxi me of
- St B-(Q,0: oRficah 20 '
oo GRS <°3’.§ ‘9%“ sl grﬁada ASHIERD - Phaed s

. Rut heni urasnlcnaﬂedmmmmt Dliyd 1sngce .up canalyktusf emloSe dbydnegisnat ed at 40:

" |1 bs. /'sq dt“h thafilt atet Bﬂf@} naﬁfm iming he, lfateonitnol] the ik en up. “The
‘catggl yst hydrogit l:‘b attﬁ rf,h ot I;EEM apor ged to”
dryness, eg.rawdliag{(tl Ta&dlﬁ 6fQ?h ettﬂé tsﬂoeudm 8 Sul te i's.
suspendearécipitaigt isy ¢ hdeﬁlemir atytitzlwdvrfrom 28%xamrmf| ethai®h and ‘hydr oxi de. The
free bas&MEMRREHC! yp i n et hanol "and an equi val ent. anount of 6N 25

et hanoli ¢ H@tHA-svmldgmM@s_addrtron of etherithe title product is .
pré‘@r pitated. A'Ehlepqmé@f fietfatneilaii s col | ect ed and crystal lized feom a"

&

-m xture of  ethanol -and concent rat ed HCI V\HAT VE CLAI M I S - 30 . : 1.
A conpoundof -the formula: x5 ;mv ' .30
[err] [err]- where [err] is ferr Ckyl - [err] cycloal kyI and [err] is

~_trihalonethyl, or a non-toxic. phar 'ceutrcally acceptable salt t hereof. 2.
A conmpound of the fiormul a; 35. 35x[err] ‘wher e; [err] is. [err] al kyl, or a

s :phar nacel][hrepeaj(,l CeRItA X on- saI 1 her eof . =
Ry L G SR A LA HE b Py e T butyl 4 A
_ met hod of pﬁelpazpmngmd orﬁ@ircpfomma of -the for rrul a: 40 . :
40 [err] t hat corrprl ses treatr ngaa corrpound of the for rrul a

-7 3 where X3 s Cl 7 alkyl or a pharmaceutlcally acceptable non-toxlc ac:d-addmon .
S :salt thereof. .
S 3.A compound as claxmed in Clalm 2.in. which X*. lS tert—butyl R
_._ 4 A method of preparmg a compound of the formula o h
40 40

 that comprises. tréating a. compound of the formula: b



| A-F

2 Ami norre\t/hyl 4-ter “[mx“llululmllj mEzggEEXAE!g}TLEeEOI hydr ochl or| de A

3Tr|flurorn£-t-h-y-l--5tert butyI salic - €
2tr|fluororrethyl 4-tert-buty eno
met hyl enet r et r ani #é '%,?Iﬁ‘?' tj' - éé?eé‘f’[ '&ydéoccﬁfé"{iiw rri "y . and t@
mxture 5 reflux&d oy e$t- fiBhendl5Ghd 0.1 mblevalt RExaand 50
m ... of concestrat edtﬁly’dctmﬂahmrel ls:dlmlvsld mstnadd'e@beth' m@(lﬁﬁ"m!hi"@ the mixture 5

refl uxed for hal fr %w?“gﬂ%ggf)é’& rﬁﬂ'ﬁ&t’ﬁ% ted”

T h sther (5" SRR e g ?é‘etétaém@etd@ T it
sul fate The et her eitfacEly afied veeilagreshurh Bdfatec Thekiberiimevigbrated andgh sxétkel iB.zed™
from et hanol®to ypmtelh@dtfrcrm Ftbe'rqb mevrhlylr 1—51ﬂpmt9mpwl-55ta ytysplioyialdelide: 10 Bto

3-Triflurormethyl 55-1 er but ,Ssz P gew&(lrre 0.05 ol e of the
al dehyde from St ep Ago b'[&d ﬁ%}g éﬁb Wbprzggxﬂﬁq@odl um

acetate (0.12 nol Bydravhioride arcetaa ((Bﬂz«holé)amdxssemmmakm:(t (bfcthan)ol and
water (30 ni) Tﬂ@o r"é-é@ 4 Uﬂtern@@t Th rraétwmme@"mweﬂr

cool ed, and Wat er %ra& IE‘@ f“&ﬁy@jl ?ﬁﬂﬁmﬁ&hﬁ d%éﬁd th%tst
15 separates is cga}is,n dhryae éom et an to vyi e :

3-trifluoronethyl -5- tert but h sallc IaIdeh de oxi e

2- Ani nonet hyl - 4-t rt2 y‘q%g&h%@fﬁ ,gh'kﬁ]e oxi me
of ‘Step B (8002 npdmR mtase 1se le . tKi is
congentr at ed [err]cm ﬁrbG!S(WQImB Thsolg:dnie:jrs lﬁdﬁgbﬂ&kd?&l"ﬂb&h‘ll& aﬁidefgle 5%
e SRR R T %rgizrg%f’ﬁg[r 0

l .
cat al yst i 2% enmovidiréxydet 1rhet fr&I basalsaﬂdntdpen kthhiidl ah®an eqm&pommﬁ of N
dryness, giving t¢hanoiip HEl aﬂﬁ@nﬁ%‘mgﬁgﬁh mmﬂuctThereg%ét 5}‘;
susgended i n vvat egrn‘{t‘nﬁazﬁkﬂé F‘f‘ Pl Fystattiagd Bumigyre of et 8% de. The
freg base is t aken up In ethanol and an equival.ent anount of 6N 25
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