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86 Woater for inje’ction qs ad : 1.00 ml.

Manufacturmg Pracedure . '
. Dissolve the p-hydroxybenzoates in a pomon of water for injection at: 60—70°C and cool the
60 solution to 25-——36°C. Charge and dissolve all other excipients and the active mgredlent Bring the
solution to final volume, fllter it through a stenhzmg membrane and fill into sterile containers.

Oral Formulations: _ : . . . : ~



5 ® 40 *(The. wat er evaporates during manuf act ure. ) Manuf acturing
cedure Blend the active ingredient with the lactose until uniform
' nd e smaller quantity of corn 43’89?? 2 with the water and add the
r uIt ng corn starch paste, than m uni formwet mass is forned.
LA Kl t he remhCeaswgs:corn starch to the resulting wet mass and mix until
" uBi form gr #omlues are obtained. Screen the gr@nuﬂn&spérh}a&ugh a suitable
11ing machine, using a 3/4" stainless steIJ creen. the mlled
OgaNul es 4 n_a su Ltable drying oven until _the iéglred @ ture content is
dit ai ned. I)QCJ“‘* idliied granules through a suijgge mil 'OB% machi ne usi ng
¥ mesh stainless steel screen. Blend in the 50 magnesi um St ear.ate and
JBnpress thectosasul ting m xture-into tablets of k@ red shaps, thickness,
ir dness And disintegration. Caims for the Contracting States: BE CH DE FR
@ 1T N1 Ser 'Eﬁia":h 1. The_ (R R optical isom@B®f |abetdibol, nanely 5 -
{ER) - 1 - % R-(l-nethyI-S-
genyl propy am no?e? yI }sal icylam de, said (R.R f opti cal §orrer bei ng
Fbstantially free of the corresponding (RS), (580l and (2809 opti cal
i oner s; "aManivacturiisaPravedieonat i cal | y acceptable acid addition salts thereof,
dpecially jts8 @ﬁﬂ“’er'i‘!i!@‘e"sd?‘mf?é"d F@mesaareh untih ppifosmithen plenc the magnesium e
Fihal ate; %;1@@1 100 ST e, ERAPRIBte P 4T RSP Si2erhiMPePisgs frard gelatin
ghosphat e. 2, 5S-I(R - 1- Hydroxy - 2 - [(R) - (1 - methyl - 3.
-4 pheny! gt opyatyasti no] et hyl }sal.i cyl am de, said (R R) optical isonmer being.
- qubstantially free of the correspondl ng (RS), (S,R) and (S, S) optical iso-
ers; and i Fembpdrochl oride. 3. A process forOttahétiqslpelpdﬂation of the (R R
gpt i cal isoner claimed in claiml and of its (pghr mraceutmghl | y accept abl e
gci d addizsirm—salts substantially free of tteTorrespomtity (R S), (SR

gnd 55 §3nv9% %%% i somers,: which conpri sg%éem)vi NGo, 6§|e protecting

dr oups from an protected (RR) 9 0009 a) Capsule Fornul a
Quantiti es pRtoseapsul e (ng.) (mg ) Ackiveingrednesis

200. 0 30 100. 0 Lact ose

$23.0 Com$tarchs 10 Corn Starch 12.0 6.0

5.0 St earat e . - - 2.0
.0 500.0 watewpe?‘fg%g aeéb' ufacturing Pr oceglu” Bl ésr?of“'f)he active

ifngr edi epd , CéraStavge and corn starch until unifmom thenshsend the magnesi um
4t earate into the resulting powder. Encapsulate the m xture into suitably
di zed two- pMeenesHa e at i n capsul es. 20. b) ¥8blets Fotful a

‘ Quantities per tablet (ng ) 00.0 (Mg 5 Active
ingredie 8 0 .0 Lactose
11 0 " ®The Whkbr bvap6rates IdGringt Marfacture.) '

6.0 Water (per thousand tablets) _ (120 m .)
60 m)* 35 nseé’rq,chdure 5.0 :
7 5 I\/agnes lve lngredient wuth the lactose until uniform. Blen dothe smaller quantlty qf Q@rn

d th rch: n | ! at mass
%00. 0 form h‘éde g%ﬁ‘; lé%ﬂ %\5 QE‘ ? lfg;' v:anules a::
ghnuf act uri dibgan&é“dos& tﬁe g hﬁl Qh 2GhitavR rhilkgg rﬁﬁht u%h drden! |
n| f orm Bl @miche rhilledsgrarules)in gsudtatile drying bvepaintil the desired mcusture content is obtamed Mlll the

dried granules through a su:table milling machine using 16 mesh stainless steel screen. Blend in the

s0 magnesium stearate and compress the resulting mixture into tablets of desired shape, thickness,
hardness and disintegration.

.Claims for the Contracting States: BE CH DE FR GB IT NL SE

1. The (R,R) optical isomer of labetalol, namely 5 - {{R} -1 -hydroxy -2 -[{R) -{1 -methyl -
3 - phenylpropyl)aminolethyt}salicylamide, said (R,R) optical isomer being' substantially free of the
corresponding (R,S), (S,R) and (S,S) optical isomers; and the pharmaceutically acceptable acid addition
salts thereof, especially its hydrochloride, sulfate, maleate; tartrate, citrate, _acetate, phthalate,
succinate, lactate, malate, cinnamate, hydrobromide and phosphate.

2.5 - {{R) - 1 - Hydroxy - 2 ~ [(R) - {1 - methyl - 3 - phenylpropyl)ammo]ethylIsahcylamlde
said (R,R) optical isomer being substantnally free of the corresponding (R,S), (S,R) and (S,S) optical iso-
mers; and its hydrochloride.

3. A process for the preparation of the (R,R) optical isomer claimed in claim 1 and of its
pharmaceutlcally acceptable acid addition salts, substantially free of the corresponding (R,S), (S,R) and
(S.S) optical isomers, which comprises removing the protecting groups from an N,O-protected (R,R)
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