» PP04021 SG- CN PCT/ CN03100290 An I njection made from | xeris Sonchifolia
Hance for Treatnment of Cardi o-Cerebral Vascul ar Di seases and Fundus
Di seases BPMO2MEE-6%d of Produci ng Thereof Technical Fi el d FEbenpr@sent
invention relates to an injection made from Chi nese herb and nethod of
produci ng thereof, and nore particularly to a |yophilized powder of I|xeris
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Sonchi folia Hance injection, which for clinical applicationis a

brown-yel | ow transparent INMethad ofdPioducingofhexeof s Sonchi fol i a Hance of
Conpositae and extracted as intravenous injection starting fromfull

pl ants. The mai n pharmaceutical conponents of the intravenous injection
are flavone and adenosi ne. The coexistence of phyto-flavone and -adenosi ne
i n | xeri sTeedmieaf bield Hance has shown a renarkabl e conpl ementary ef f ect
for treatnment_of cardio-cerebral diseases, which has already been
denonstrated byeMesericioyontion celatasutey andnigction mhadé feomp|Ghines@merThe

phar macol ggi cal, effects, of |Ixeris Sonchifolia Hance injection consist in
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| pr ovi Notre#tRteHt &f Fardio Tef ' ' | .for the treatnent of
coronary heart iseasles, %éfﬁ%wpugrtdg%égésgi@ds ?F"gtdféeesa;seﬁnd breath
shortness, and nyocardial infarction; 2. reducing platelet congloneration,
Increasing the activity of fibrinolysin, inhibiting thronbosis, decreasing
t he vi sco8ackgmfurid Apid pl asma and serum increasing the el ectrophoresis

vel ocity of erythrocytes,
Carrently,” Chinese herbal injections for treatment of cardio-cerebral

vascular diseases and fundus diseases include Ixeris Sonchifolia Hance
injection, which for clinical application is a brown-yellow transparent liquid
derived from Ixeris Sonchifolia Hance of Compositae and extracted as
intravenous injection starting from full plants. The main pharmaceutical
components of the intravenous injection are flavone and adenosine. The
coexistence of phyto-flavone and -adenosine in Ixeris Sonchifolia Hance has
shown a remarkable complementary effect for treatment of cardio-cerebral
diseases, which has already been demonstrated by pharmacodynamics study
and clinical application. The pharmacological effects of Ixeris Sonchifolia
Hance injection consist in its efficacies of: 1. increasing coronary artery flow,
lowering cardiovascular resistance, resisting myocardial infarction, enhancing
collateral circulations, reducing myocardial oxygen consumption and improving
cardio-microcirculations, which are useful for the treatment of coronary heart
diseases, angina pectoris, chest distress and breath shortness, and
myocardial infarction; 2. reducing platelet conglomeration, increasing the
activity of fibrinolysin, inhibiting thrombosis, decreasing the viscosity of blood
plasma and serum, increasing the electrophoresis velocity of erythrocytes,
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i PP0402] SG CN PCT/ CNO3/ 00290 | owering cerebr-vascul ar resistance,
i ncreasing cerebral blood capacity and pronoting restoration of neural
function, PHi0¥-6Ne useful in the treatment of cerebral Fcwianzdozson
(cerebral thronbosis); 3. inproving mcrocirculation disorders caused by

bacteria, system c microcirculation disorders caused by polyner dextran,
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show t hat adenosi ne content reduces from 15. mprior nr shi ng of
t he aqueopslymerjdextrannahd fhdustmiptadirduletionabhe dilatvhg fuhduerarfdravmien from
0.25 ng/m to 0.169 ng/m, with a |ose of 55.3%and 32.4% of "the
prescri be@le Hegfpbin theelrgatngent offundss diseaees, subinasicentrabratieitls, optioces t o
6.5 ug/m V\ﬁi le flavone content is 0.133 ng/m . This can also be _
verified BifoRMPRAretiTS pigmentasacHPweVer xaimSenchjiedaudanag isisdtions wher ei n

i ' .07 ng/ m d 24.37 u
ol m o to PENDREPOR ey i cap b slaEet Shertdeint.atisage af nesenfentaief oven.

: t ' | f i ] S nerely,3.16 nmg/ m
and 12, 16" BRRAG a0t Babe kel deRimined by J3ioePE foeRRads Viyd Tab.
1). In vi NS rcabl 08 &t ' | edi S0 avone
aald adeno?ﬁvr?g{aé%@i%r?g‘?pf(leﬂg?_ t i%}?‘ aﬁ%“;s%{hgrgg%@, ﬂﬁ*e]g&i hdgﬁ'géef#\%w effect of
the inj ecadenosine soniedt sédudesimehers.0 MR ighay Bfior ﬂoxﬁ{iélﬁnggﬁ@ﬁ@r'ah%b Hance
injection exhibits a distinct change in color of solutTon. The absorbance
measur ed @jection tarf. s gmi theresfter, ethilefer flavpintfrormtEes thadiildo (iegaration
of the aqueous injection fromstock extract, ranges from 0. 338 prior to
sterili za®O4Rl, (Wit aatpser ofed28fe @nd 324% of the presaribeds esspectitedd Biaf t er 6

months later, adenosine content reduces to 6.5 u g/ml, while flavone content

is 0.133 mg/mi. This can also be verified by subjecting /xeris Sonchifolia
Hance aqueous injection wherein flavone and adenosine contents are
respectively 5.07 mg/mi and 24.37 w» g/ml, to ten-day accelerated stress test
carried out at 80°C in an oven, followed by content determination of both, in
doing so, merely 3.16 mg/ml and 12.18 u g/ml are left for flavone and
adenosine, respectively (Tab.1). In view of the considerable lose of both active
ingredients of flavone and adenosine during preparation and storage, the
therapeutic effect of the injection is seriously impacted. Moreover, ixeris
Sonchifolia Hance injection exhibits a distinct change in color of solution. The
absorbance measured at 400 nm using ultraviolet spectrophotometer during
preparation of the aqueous injection from stock extract, ranges from 0.338
prior to sterilization to 0.423 thereafter, and further increases to 0.443 after 6
months with darkened color. It should be further noted that HPLC spectra of
the injection exhibit poor similarity, that is to say, there exist major differences
among HPLC spectra of different batches of aqueous injections yet formulated
from the same stock extract. The stability behaviour of same kind of
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«honths with darkened color. It should be further noted that HPLC spectra of
the injection exhibit poor simlarity, that is to say, there exist major

di f f erenc®BMOA$HAEN HPLC spectra of different batches of aspraswsoesj ecti ons
yet formulated fromthe same stock extract. The stability behaviour of
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' nt t herefore ensure a nore safe and effective clinica
322,nOZ'n3e§8’%0$'%‘§’6r'§§?0%mm{°£ge for storage. The object of the invention is
achi eved by a Chinese herbal injection for treatnment of cardio-cerebral
vascul ar di seases and fundus di seases, characterized in that it is in a

form of | bt s Z5HCk tigh | xeris Sonchifolia Hance for injection,
wherein tﬁga?:%nttbent hrggpiqgho'?hflavone to adenosine is 5 ng 15 11 g or 5 ny
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injection for treatment of cardio-cerebral vascular diseases and fundus
diseases, and method of producing thereof, which not only overcome the
defects existing with Ixeris Sonchifolia Hance aqueous injection, but allow
stable and readily controlled quality, little lose of flavone and adenosine
contents, therefore ensure a more safe and effective clinical use, and be of
great advantage for storage.

The object of the invention is achieved by a Chinese herbal injection for
treatment of cardio-cerebral vascular diseases and fundus diseases,
characterized in that it is in a form of lyophilized powder of Ixeris Sonchifolia
Hance for injection, wherein the content ratio of flavone to adenosine is 5 mg :
15 ngor5mg:30 ng.

The method of producing the Chinese herbal injection according to the
invention is effected as following: clean Ixeris Sonchifolia Hance is added to
25~30 times amount of water for 3 hours decoction, strained, micro-strained
and concentrated until 1ml of concentrate corresponds to 0.5g of crude herb:
the concentrated decocting solution is then cooled to below 40°C, and 10%

_ calcium oxide emuision is added under stirring to adjust pH to 10~11, filtered,

and the precipitate is weighed; said precipitate is suspended in 5.3 times of



,invention is effected as follow ng: clean Ixeris Sonchifolia Hance is added
to 25-30 tinmes anount of water for 3 hours decoction, strained,
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Hance for injection is thus obtained. enefits o e I nvention

consi st i eomplete disgofubionyfuathiendreiaied bg adﬁa;r?cmtfv@ ¢gbbafsEinRRAbA] Ahdg

fl avone and adenosine into |yophilized powder of |Ixeris Sonchi fpl I a Hance
for inj echliraied, theerassiting tsanspaert nas-pyrggehisojutionds tters charged in vials

or ampoules, pre-frozen at -40~-60°C for 1~3 hours, vacuumed (vacuum

degree of 1~20Pa) by suction, and dried at elevating temperature for 20~40
hours to the final of 25~40°C. Lyophilized powder of Ixeris Sonchifolia Hance
for injection is thus obtained.

The benefits of the invention consist in that: by formulating Ixeris
Sonchifolia Hance containing flavone and adenosine into iyophilized powder of
Ixeris Sonchifolia Hance for injection, the defects of unstable quality and loss
of flavone and adenosine going with said Ixeris Sonchifolia Hance agueous
injection are overcome, in addition, easy control of quality, little lose of flavone
and adenosine contents have been achieved, therefore ensuring a more safe

and effective clinical use, and be of great advantage for storage.

Specific Embodiments
Example 1:

1kg of clean Ixeris Sonchifolia Hance are put into a decocting pot, to
which 25~30 times amount of water are poured over for 3 hours decoction.
The decocting mixture is strained, microstrained, and then transferred to a
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»of flavone and adenosine going with said Ixeris Sonchifolia Hance aqueous
injection are overcone, in addition, easy control of quality, little |ose
of flavonEPMAE-Nenasine contents have been achi eved, t emeior@ensuring a

nore safe and effective clinical use, and bE offgrleat aldvan_t agg fOL'f ia

) | {16 Enbodi nents.. Exanple 1: .1 kg of clean Ixeris Sonchifoli
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' he .decoctin ) Xture i s, strained,
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39C, sti fitedionntheagribitité Horkod ?saiafkarbeWe@'n' ifgUthgh Qushandd #5GpPH to 10.
After fil tratign, ?he precipitate formed is taken ?or V\/El gﬁl ng, P_he_n
suspendedamouat ofaethanol 6f3 dinfenol Weight iofethebyraoitabs itebift RAdPISRi pitate
itself, and 25% strength of sulfuric acid solution is further added
thereto t 8iraRgthaf sylfiuiieagid sphetionsig Sipdineri asdeidthaesto te adjusepH thid. Theed, and

[ hyd i d | uti is then added to the filtrate to bring pHto
g.O%AfS £ glr u?’r‘?ﬁ‘?ﬁ%ﬁ?"@? slrred. Titgr ?‘i%% st hydeoxide solutien isitien

ant 11 npodedto BTlate WiREBAIB 7 der liton: Blhand Briewoverthiramr at od at
| ' ] ddi . Q. 1% active

50, or 16et ofa B pastlory 4kl 7 e A eI iflon B2 S,
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sintered funnel and m croporous nenbrane “( pore

seal ed af tefrigdratdd ap -9thdorsti2ridurs flltérbd>GoilddToNN6 AthulESHydgddiRg extract.
To the extract obtained is added 0.05% EDTA or sodi um citrate as
st abi | i zi 8d Yagetive cageh, carid further mllaWed\tocstaptl edte 50T SepPythicurs. ThHet her

di 0. 1%
treated bgolgt(ljoﬁ Iinsgfur’cherofiltered, adjusted to pH 7, then filfered through cardboard,

sintered funnel and microporous membrane (pore diameter of 0.45 u m),
sealed after filling, and sterilized (115°C, 30min), to provide the extract. To the
extract obtained is added 0.05% EDTA or sodium citrate as stabilizing agent,
and stirred to allow complete dissolution, further treated by adding 0.1%
active carbon for injection, and filtered. The resulting fransparent
non-pyrogen solution is then charged in each vial or ampoule of 2ml,
pre-frozen at -40°C for 3 hours, vacuumed by suction (vacuum degree of 15
Pa), and dried at elevating temperature for 20 hours to the final of 25C.

Lyophilized powder of ixeris Sonchifolia Hance for injection thus is prepared.

Example 2

1kg of clean Ixeris Sonchifolia Hance are put into a decocting pot, fo
which 25~30 times amount of water are poured over for 3 hours decoction,
The decocting mixture is strained, microstrained, and then transferred to a
concentrator for concentration until 1 mi of the concentrate corresponds to
0.5g of crude herb. The concentrated solution is then allowed to cool to 35°C,
stirred and added with 10% calcium oxide emulsion to adjust pH to 10. After
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,active carbon for injection, and filtered. The resulting transparent
non-pyrogen solution is then charged in each vial or anpoule of 2n,
pre-frozefPE2ISAQE for 3 hours, vacuuned by suction (vacwemctegnse of 15
Pa), and dried at elevating tenperature for 20 hours to the frnal of 25C
Lyophi I'i zed powder of |xeris Sonchifolia Hance for injection thus is
prepar ed. fitsadiop) thepredipjtate fernechis takenJoswieighingl thentsuspended ipan i nto a

ti t.  t ' 5---30,ti mes ampunt of water are poured over for
geﬁgﬁr!sngé' i to‘ﬁ. eeﬁghgpéétém?%gyrﬁ"%gmé’fit@esl?'i@&lmfétﬁ itsetr a8dr25%ed, and
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el 1 on- 10 ad borg el stfes, a8siets, 2o 30 ORG-S Sk

filtratiothert edeters Rhé AitRafeotdestings pHRHE N7 BOTANG BR8N, Wisshsiuigpended in
an ampunt of ethanol 5.3 times by weight of the precipitate itself, and
25% st r ergpdverdd Srdrhuthiec filicatel ad wWubsequentlyurdihenateddby éVicehiod. 0 adj ust
pH to 3.5~ The suspension is well stirred, filtered, and 40% sodi um

hydr oxi deVWasetfardniection s remadded wotit hral totrespondst to dgicigrpde herty. 3. After

filtration, ethanol is recovered fromthe filtrate and subsequently
el i ni nat ewhw&' %%F%ff*%’iﬂteg At Crlor 120jceess i fdtered, haled fadte miowtes! ~ 1m

: b, whjgch, i h fri ted at -1 OC for
12 hours, bf PR 205 atae et 8 fife® aﬁ»ﬁv%&&t%né;%88&a%o;§gcf‘fpvasc?r bon
. . h | ut,i ' urt her
i1t er ed, TouR TR e atiereq. Riusted 0 RHTZn MR MR B0t ot o e
funnel angarabgaRrp OsifteTed ARG End RAIFosbrBIE RemBland (AGre’ dmeRPdred af ter
filling, and sterilized (11 5*C, 30mn), to provide t e extract. To the
extract oDHai mad)asealed dfier Gl sodi starilbieau|f156€, 30muPditdProvide the

extract. To the extract obtained are added 0.1% sodium bisulfite or sodium

pyrosulfite or mixture thereof as stabilizing agent and 3% mannito! as
supporting agent, stirred to allow complete dissolution, further treated by
adding 0.05% active carbon for injection, and filtered. The resulting
transparent non-pyrogen solution is then charged in each vial or ampoule of
3ml, pre-frozen at -45°C for 2.5 hours, vacuumed by suction (vacuum degree
of 18 Pa), and dried at elevating temperature for 30 hours to the final of 30°C.

Lyophilized powder of Ixeris Sonchifolia Hance for injection thus is prepared.

Example 3

1kg of clean Ixeris Sonchifolia Hance are put into a decocting pot, to
which 25~30 times amount of water are poured over for 3 hours decoction.
The decocting mixture is strained, microstrained, and then transferred to a
concentrator for concentration until 1 ml of the concentrate corresponds to
0.5g of crude herb. The concentrated solution is then allowed to cool to 20°C,
stirred and added with 10% calcium oxide emulsion to adjust pH to 10.5. After
settling for 12 hours, the precipitate is  filtered off and weighed, then
suspended in an amount of ethanol 5.3 times by weight of the precipitate itself,
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.pyrosul fite or mxture thereof as stabilizing agent and 3% nmannitol as
supporting agent, stirred to allow conplete dissolution, further treated by
addi ng 0. 88%92¥¢-L¥e carbon for injection, and filtered. Tea/ONessskdoi ng
transparent non-pyrogen solution is then charged in each vial or anpoul e of
3m, pre-frozen at -45C for 2.5 hours, vacuumed bg/ suction (vacuum degree
of 18 Pa) and¥P"astrength ofaulfugciaciy salvlion istfurther ad elﬁthle]?emstqiadjuihpl-lf i ?ﬁl of
30*C. Lyophjl{zed powder of |xeris Sonchifolia Hance for injection thus is
pr epar ed?l?‘gx‘ianyl‘% SPERFOPf 'SCY"@EnSt!rB?éin ir][!(site c@nd 510% sediem Bydropide into a
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i s then aMateefortinjeetioh it ehatd'abded Liritil 1R c%ﬂ@sé?ﬁ@&%‘hﬁrbf]&%éﬁee%,“m oxi de

emul sion to adjust pHto 10.5. After settling for ours, t

preci pi t awdhighsis then refrigeratéd abnth ‘GefogHechoursditereditisiedeer i 5 naRuggouNnt  of

ethanol 5.3 tines by weight of the precipitate itself, 6 PP04021 SG CN

PCT/ CNO3/ By asidling §. th54oantivernarhomnf ard) furtherallowied tostanidoat 54 ffor Rher added
The_ suspension is well stirred, filtered, and

Zgoe/; gf)gi Lﬁpﬁ%ﬁ%%ﬂé&ﬁ&gﬁbﬁr ﬁiiger@ﬂeaﬂjaagégow t?ﬁeﬂ;ef} ?ﬂ’%fted ﬂflf@dubhi ng pH to
| ' | romthe filtrate an
ubsequentToRd Rt iRueL Spr SArEHSoSHa mEMesAe fpots %@mfgirtfsgt added
' : C en re
o' T g1 65PO0dg e, A (110 i IE RO BRELAGLE 20 0
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P hen d"t At otgh o

further filtered, adjusted to pH 7.4, ITtere 0 car dboar d,
si nter ed addrmlmianderthelre@pascs@im&m@a?éﬁt, oPgaSsat MMRtitrogdn, dhddheAl M.

sealed after filling, and sterilized (115C, 30mn), to provide the
3% dextran as supporting agent, stirred to allow complete dissolution, further
treated by adding 0.05% active carbon for injection, and filtered. The resulting
transparent non-pyrogen solution is then charged in each vial or ampoule of
1ml, pre-frozen at -50°C for 2 hours, vacuumed by suction (vacuum degree of
10 Pa), and dried at elevating temperature for 25 hours to the final of 35°C.

Lyophilized powder of Ixeris Sonchifolia Hance for injection thus is prepared.

Example 4

1kg of clean Ixeris Sonchifolia Hance are put into a decocting pot, to
which 25~30 times amount of water are poured over for 3 hours decoction.
The decocting mixture is strained, microstrained, and then transferred to a
concentrator for concentration until 1 ml of the concentrate corresponds to
0.5g of crude herb. The concentrated solution is then allowed to cool to 10°C,
stirred and added with 10% calcium oxide emulsion to adjust pH to 11. After
filtration, the precipitate is taken for weighing, then suspended in an amount
of ethanol 5.3 times by weight of the precipitate itseif, and 25% strength of
sulfuric acid solution is further added thereto to adjust pH to 3. The
suspension is well stirred, filtered, and 40% sodium hydroxide solution is then
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.extract. To the extract obtained are added 0.05% sodium sulfite or ascorbic
acid or mxture thereof as stabilizing agent, or gassed with nitrogen, and
then 3% EBYPHIGCNS supporting agent. stirred to all ow compi@b®ooee

di ssolution, further treated by adding 0.05% active carbon for 1njection,

and filtered. The resulting transparent non-pyrogen solution is then
charged i ﬁdgsé-rw'ﬂ%ﬁﬁfiﬂte BO9 #rblo 7.1ATgr filisatior, ethanpl ds re®@oerddfrom hour s,

d ' d . 0P d dried at el evati
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m xture is strained, mcrostrained, and then trans centrator

for conceft2%tadivewsrbon,land furthdérhallovarcenseateatcE CerRPWRobR. Thedd Of
crude herb. The concentrated solution is then allowed to cool to 10C,
stirred af@luigndsfuthen fittesed: aidiusied tx pHe7.6nthiesi fitered thadiigls canibdaed 11. After
filtration, .th recipitate i s taken for weighing, then suspended in an
armount  ofNERIRENBINNE! @nd; migropgransi Alemkyane Hpos stiametestef 0MSelm),and 25%

strength |f ULj C_aci ol.uti L, rther added thereto to adjust pH
to 3. gThegéglﬁg S iﬂg'ﬁ'g'r Qn&éf?“";?? 2?1556& %&wrgr iyproyide theosdiaet.ute thedr oxi de
solution | : 1,002 added to .the fiJtrate to
bring pH F %tr%&edkft %'Qrggf% ﬁg% g@%’?#}ﬁggﬁ’%ﬁ tﬁ"@&%&%@éﬁg@'ﬁ%wg?ﬂlean ltrate
and subse i il ] | 0} i IS then
added unt g%%ﬁsﬁﬂr%gﬁfg@mﬁ%ﬂ%@%ﬂ%ﬁu er ,g\%ﬁégﬁﬁ@#lﬁggﬁgﬁllow

ref ri ger atemplete - digsolliton, 1 Burktieir freafdd byr 86king 00 1089, f £t é%é%@ét by
adding 0.2% active carbon, and further allowed to stand at - or 24
hours. Thiajedionuanddiltesed. Urhehasultinigt tearesharent nor-pgrdgennddidticn istthen filtered

t hrough cardboard, sintered funnel and m croporous nenbrane (pore dianeter
of 0.45 4chgrged in each vial or ampoule of 4ml or 5ml, pre-frozen at -60°C for 1 hour,

vacuumed by suction (vacuum degree of 20 Pa), and dried at elevating
temperature for 40 hours to the final of 40°C. Lyophilized powder of Ixeris
Sonchifolia Hance for injection thus is prepared.

The stabilities under high temperature of flavone content and adenosine

content in the lyophilized powder for injection and aqueous injection are

compared in Tab.1.

Flavone Flavone Adenosine | Adenosine

Appearance
No. | Dosage form {mg/mi} {mg/mi) (1 g/mly (u g/mb

{pre-test) | (post-test) | (pre-test) | (post-test)

Lyophililized
Yellow-brown after
1 powder for 5.07 5.03 2437 23.88
dissolving in water
injection
Aqueous
2 5.07 3.16 24.37 12.18 Dark brown-yellow

injection




.Sealed after filling, and sterilized (115C, 30m n), to provide the extract.
To the extract obtained are added 0.02% sodi um thi osul fate as stabilizing
agent, an@P4®8G¢-6¥t ose or_ gl ucose or _m xture thereof as suppowidomg agent,
stirred to allow conplete dissolution, further treated by adding 0.01%
active carbon for injection, and filtered. The resulting transparent

non- pyr ogen SGYQE'?'W({ BOWHEROf (egs gianchifokatlenge for ibjectiop i famufiatédt or

5ni, pre-f t .-60C for 1 hour, d b ti d f
20 Pa), afd o BIFCHPR R gnalBinge P, R/ auongoand 24 7he gimlal of 40

C. Lyophi Lj ; i Sonchi fol i n for, ipj lon thus is
pr ep;r gd. E\#éﬁgsslﬁg%@ﬁfcp ﬁéss héﬁéc?ﬁd fe EQ'@Q%C@P%"E%QC %fesfsl %Blﬂggé&f%ﬁﬁ and
adenosi ne n diht b r r.lnpecti agueous
oot onCire R titn | BACHRRa! ABRHAME THO cdlefis: f dieS A

Appear ancadéboimémoébfem@iﬂ/ﬂﬁdﬁﬁgéwds(9.09'rhb)rﬁl_(ahcg_’zméds u g/ml, while
(p(e-test)(post-test)(pre-test)(post-test) Lyophililize Ye?l ow brown after
1powder f tr3hezBuesd ifj@etiorgSaiil senlentsigaver reviicet] toré288%0and\100896

25.073. 1624, 3712. 18Dar k brown-yel | ow i njecti on 8 PP04021 SG CN

PCT/ CN03/ Bbsorrigiagiivalyesed powder of Ixeris Sonchifolia Hance for injection

is formul ated, . . N .
During clinical application, depending on the requirement of individual

condition, different specifications of Lyophilized powder of Ixeris Sonchifolia
Hance for injection can be dissolved in water for injection, and further added to

250ml sodium chloride or glucose injection for intravenous infusion.



.as an injection solution containing 5.07 ng/m flavone and 24.37 11 g/ ni
adenosi ne, which is subjected to 10-day accel erated stress test at 80C in
an oven, PPHEHSGENh contents are determ ned. The cont ent seaafcnob@ydne and
adenosi ne al nost renmai n unchanged as 5.03 ng/m and 23.88 11 gin,” while
for the aqueous injection, said contents have reduced to 62.33% and 49. 99%
of the original values. During cliniGlaimapplication, depending on the
requi rement of individual condition, different specifications of
Lyophi | i zed powder of |xeris Sonchifolia Hance for injection can be
di ssolved in water for injection, and further added to 250nl sodium
chloride dr & Ghiveseingreat injectioor for ntgatvenpos chrfiiebrsbraPdRBAS2 An§G CN
PCT/ CNO3/ 00290 Clains 1. A Chinese herbal injection for treatnent of _
car di o- cer ebfiildusi sispasssachardaierized dn sbabemjd dhjection eisisim@h!quirn’li hstt H;al d
injection is in a faormof |vophilized powder of |xeris Sonchifolia Hance
foJr i nj ecti oF{OHﬂﬂ@?aiWW@ 0{8&"%‘50'?(&%"?()’83dﬂaﬁqihfniriéjetcﬁoadmesemdhes 5 ngy :

: , ) ) duci he Chi her bal
i et on aoeBBtent ERtidiofhavtine o BlghaRine s A 0gq T Laiar 1oMEn 50 xingt o
' i Ran ' ?ﬁﬂ . -20. L . of ter for 3 hours
ggggm T gln?ast raigﬁ'gg,sf Ohi cro-éélﬁ)q gl‘:f-’e néﬁ'“ae%'g%eigﬁ‘gﬁ%ﬁ'gﬁ@&‘éﬁﬁw {qcﬁmo'lfr .
concentrate gRafREH¥RASIN hal- élgaﬁflxﬁﬁé'%%ﬂﬁﬁgﬁga I-fé:{?@ecigrh?(ﬁﬂet e?c;e%%rg cocting

solution is then cooled to below 40C, and 1 c I'um oXl onis

added under titesramguntoofadites forndihbarsl@doktion| Sﬂréiﬂééﬁmitﬁfﬂ%tltdﬁ?ed)éﬁ&' pitate
i s weighed; said precipitate i s suspended in 5.3 “times of ethanol, 25%
strength of somgantiateceintil $uil uf iconcemtratd detirdsponds w6 10.5¢ bf cRud® Hertd ol | owed
by through stirring and filtration; 40% sodi um hydroxide ﬂsol ution is added
to the filtrHieconsgniiatassdeepqingtselution.istherf coaled talbeleinhd®ic), and 096N

L]trate .and el jmnated by . .
recovered frga Gllupne ofx% e re‘?nu 5|oncls added under st}:'nng to adjust pH to 10~11,

filtered, and the precipitate is weighed; said precipitate is suspended in 5.3
times of ethanol, 25% strength of sulfuric acid solution is added to adjust
pH to 3~4, followed by through stirring and filtration; 40% sodium
hydroxide solution is added to the filtrate and adjusted pH to 7~7.5,
filtered, ethanol is then recovered from the filtrate and eliminated by
evaporation, and water for injection is added to allow 1ml as
corresponding to 4g of crude herb; then refrigerated below -8°C for 12
hours, filtrated; boiled for 15 minutes by adding 0.1~0.2% active carbon,
and allowed to stand at -5°C for more than 24 hours, filtrated, adjusted to
pH 7.0 ~7.5, then filtered through cardboard, sintered funnel and
microporous membrane (pore diameter of 0.45 1 m), sealed after filling,
and sterilized(115°C, 30min), to provide the extract: to said extract is
added stabilizing agents or subsequently supporting agents, and stirred to
allow complete dissolution, further treated by adding active carbon for
injection, and filtrated, the resulting transparent non-pyrogen solution is
then charged in vials or ampoules, pre-frozen at -40~-60°C for 1~3

hours, vacuumed by suction (vacuum degree of 1~20Pa), and finally

10



. evaporation, and water for injection is added to allow |l m as
corresponding to 4g of crude herb; then refrigerated below -8C for 12
hours, fi PROM@MEHENDoiled for 15 minutes by adding 0.1 - Gc2iiNemdozsde car bon,
and allowed to stand at -5C for nore than 24 hours, filtrated, adjusted to

pH 7.0 --- 7.5, then filtered through cardboard, sintered funnel and
m cr opor ous AERE A Rleyaitoctemnaratuse Tor 204 howss, tostbel final af 254010, i ng,
and steriliz 1 C_ 30m.n . pr,ovide th xtract; to said extract is
added st abi | ﬁﬁfsnigaﬂg’x &r }yﬂ?&)’g@ggeﬂ?‘f" S5 Hp Pf’?néoﬁ‘éjfé‘fﬂ’@, Hangestarrred to
al I ow conpl efr@ec%“ solution, further treated by adding active carbon for
i njection, an ITtrated, the resulting transparent non-pyrogen solution is
then char gedaimietiodl s QRINMEPRHEISH 2PERS 1t QaiP&abinl Ay dgent 3
hours, vacuuned by suctign (vag:uﬁnmzdglgariieaé%ﬁ?gqﬂ!%%gjaéagﬁwgﬁgna;ﬁrg |0
PP0402I SG- CNisPEDTAOSIHRO 200 dsbaindtcitthtey abbditin HRRHRL WoRikAr s@lﬁfe‘m hour s
to the final of 25-40'C, thus to provide a lyophilized powder of Txeris
Sonchi fol i a skdive pyrosulfitg, sodiwn thidsulfatepasanbizsadid ar Attbgen. cl ai m 2,
characterized in that said stabilizing agent is EDTA citric acid (sodium
ci trate), 4sofi methads ast ¢leimed dai ckaims @) fahasactedzatl imtpatr eaidl SupEortisgdi um
thi osul fate, ascarbic acid, or ni qugen. 4, A nmethod as clained in claim2,
char act er i zeBI$H 1§ AN, Hextiany [AGIORE OLglERPSe.s mannitol , dextran, |actose
or glucosg. R. t ho lained,in.claim?2 or 3, characterized in that
one or a ?n xtﬁt??éhggfégnﬂ?@%?(ﬁ%d?'\%zIﬂrnﬂ’dgﬁﬁq’ac%eﬁgegt'%'i‘?ti%’?%Br JfuRiuEe j s
added. 6. A i I b2 O h erized in that one or
a mxture o?ﬁmf%t@aﬁ‘}‘?kmbﬁagi°E§%§%‘%b!“]ﬁﬁ'gséLﬂ)eg1$?fﬁ%%‘?e;%ents is added. H

6. A method as claimed in claim 2 or 4, characterized in that one or a mixture

of more than two kinds of the supporting agents is added.
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