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Linh vie k§ thuit dwoc dé cap

Sang ché dé cap dén nganh cong nghiép hoa chit va duoc phém, cu thé 1a dé cap
dén phwong phép san xuit dugc pham 6n dinh dang dung dich nuée c6 thé dugc sir dung
dé san xuét thudce ding trong tinh mach chira cac hoat chét 13 axit sucxinic, nicotinamit,

inosin va riboflavin mononucleotit va ¢ dic tinh bao vé té bao.
Tinh trang ky thuit cta sang che

Viéc phat trién cac thube két hop hiéu qua dung dé dung trong tinh mach 1a mot
nhiém vu quan trong vé mit cong nghé, do cac thanh phén phan img manh duogc sir dung
trong cac dugc pham nay thuong rat hay tuong tac hoa hoc voi cac hoat chat tao ra cac
tap chét khéng mong mudn va thuong c6 doc tinh va cac san pham phan hily trong tit ca

c4c giai doan san xuat thudc.

Lién quan dén quy trinh san xuét dung dich thubc v tring, mét trong sd cac quy
trinh phtrc tap nhét tao ra cac tap chit khong mong mudn va lam giam d6 an toan cia
thudc 14 quy trinh khir tring thanh pham ma lam tiéu diét hoan toan tat ca cac vi sinh vat
va bao tir cia chiing.

Hién nay, phuong phép khir tring thanh phdm pho bién nhat trong cong nghiép
dugc 1a phuong phép khir tring nhiét bang hoi nudc bdo hoa trong diéu kién ap suét (khir
tring bang ndi hép). Céc thong s6 quy trinh duoc chi 1d trong cac dugc dién qubc té
(Dugc dién qudc gia Nga XIIL, EP 9.0, USP 39). Phuong phdp khi tring chudn dbi véi
duogc phém dang dung dich bé‘mg hoi nuéc bio hoa duge thuc hién & nhiét d6 nim trong
khoang tir 120°C dén 122°C trong diéu kién ap suét, trong khoang thoi gian tir 8 dén 15
phut, tuy thudc vao cdc déc tinh vat ly, héa hoc va cac thong sb khac cta duoc phém can

khir tring bang nhiét.

Tuy nhién, ¢6 nhiéu dugc phdm chira cac dugc chat khong bén nhiét khong thich
hop cho céc kiéu khir tring tiéu chudn, va cc quy trinh cong nghiép dugc két hop véi
phuong phép khéc (chiéu xa gama, siéu 4m, v.v), bao gdm phuong phap khtr trung hoéa

hoc hién dang dugc 4p dung thay thé.
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Don yéu ciu cip Patent Nga sb 2001117337 dé cap dén phuong phép khtt tring
dung dich bang cach chiéu xa, va patent Nga s6 2519841 dé cap dén phuong phap khir
tring bang birc xa tan sb siéu cao (super high frequency - SHF). Don yéu cau cép Patent
Nga s6 2006142783 d& cap dén phuong phap khir tring bang cach phat ra xung dién cao
ap tao ra buc xa UV kht trung, va don yéu cdu cip Patent Nga s6 2000130091 dé cap

dén phuong phap khir tring dién hoéa cac chét 1ong chira cac hat phan ting.

Hién nay, cac két hop ché do khir tring vat Iy va ché d6 khtr tring bing nhiét cling
duogce str dung dé khir tring cac dung dich nuéc khong n dinh. Patent Nga s6 2238108 dé
cap dén phuong phap 1am néng bing trudong dién tir tan sb siéu cao va khir tring bang

truong dién tir EHF.

Pon yéu ciu cip Patent Nga sb 2003115619 d& cap dén phuong phap khir tring

két hop nguyén ban bang cach tiép xtc v6i dién trudng va dao dong 4m thanh.

Tuy nhién, do nhiéu phuong phap khir tring két hop khong tiéu chuin khong thé
dam bao chic chin khong c¢6 sy nhiém vi sinh vat trong duoc phim, céc chit bao quan
khang vi sinh vat hoa tan trong nudc khac nhau dugc chép thuén theo cac duoc dién quéc
té thuong duoc bd sung vao duoc phdm dang dung dich: rugu benzylic (Patent Nga
sb 2209070, patent Nga s6 210550, patent Nga s 2326669, patent Nga sd 2192855,
patent My s6 20150126466, patent AU s6 26343), benzalkonium clorua (patent Nga
sO 2419417, patent UA sb 26343), clobutanol (patent UA s6 26343), metacresol (patent
Nga s6 2093144), cresol (patent Nga s& 2020954), phenol (patent Nga s6 2111012).
Phuong phap két hop nay cé thé khir tring dugc pham khong bén nhiét bang cach sir
dung céc diéu kién khir tring khong tiéu chuén, tuy nhién phuong phip nay c6 nhuoc
diém rit dang ké, tirc 12 han ché s dung trong linh vuc y té, dac biét 1a trong nhi khoa,

(Dugc dién qudc gia Nga XIII, GM.1.1.0016.15 Sterilization).

Luu vy rang cac dugc phim dung qua dwdng tiém dua trén axit sucxinic duge biét
dén rong rai trong thuc hanh 1am sang. Héu hét cac vi du dé cap dén viéc sir dung diéu
kién khir trung tiéu chuén theo dugc dién, tac 14 & nhiét do nim trong khoang tir 120°C
dén 122°C, trong 8 dén 15 phut, dé khir tring thudc phirc hop trén co s dung dich nudce
axit sucxinic (patent EA s6 000879, patent EA s6 007865, patent Nga s6 2536994 va
patent Nga s6 2549448).
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Nhu da biét, khi cac duge phdm chira cac thanh phin khong bén nhiét, thi cac didu
kién khir tring tiéu chudn s& din dén viéc phan hiy cac thanh phan vé6i lugng san phim

phan hity khong thé chap nhan.

Do d6, viéc xac dinh ché do nhiét t6i wu dé khir trung dugc phérn phtrc hop trén co
s& axit sucxinic chira cac thanh phan khong bén nhiét bd sung 12 moét nhiém vu rit quan

trong can dugc thuc hién khi phat trién loai dugc phém moi.

P biét dén phuong phap san xuit dugc pham két hop chira axit sucxinic, inosin,
nicotinamit va riboflavin mononucleotit; va né dugc mo ta trong patent EA s6 001099 va
dugc chon 1a phuong phép cia giai phap k¥ thuat da biét. Phuong phap nay bao gém
budc hoa tan cac thanh phin nay vao nude, loc dung dich thu duge qua mang loc khtt
trung, nap dich loc thu dugc vao céac 6ng tiém vo trung & nhiét d phong va bit kin céac

bng tiém, voi thanh pham khong dugc khir tring bang nhiét sau do.

Phuong phéap san xudt duge phdm chira inosin va nicotinamit khong 6n dinh thay
phan va riboflavin mononucleotit khong bén nhiét c6 nhugc diém dang ké vén c6 trong
phuong phap khir tring bang cach loc vo tring, tirc 12 kha nang nhiém vi sinh vat cao
trong qu4 trinh bao ché dugc phdm, mic di qua trinh loc khir trung bang mang loc tiéu
chuin c6 kich ¢ 16 loc béng 0,22um tao ra hang rao hitu hiéu chéng lai vi sinh vét,
nhung phuong phéap nay khong loai bo dugce bao tir, virut va mycoplasma, diéu nay lam

giam do an toan cua dung dich nay khi st dung.

Hon nita, rd rang 1a viéc khong sir dung budc khur trung bang nhiét véi thoi gian
nim trong khoang tir 8 dén 15 phut va & nhiét d6 nam trong khoang tir 120°C dén 122°C
& phuong phap da biét 1a do d6 khong 6n dinh thiiy phan va nhiét ctia cac thanh phéan

dugc pham.
Ban chit k§y thuit ciia sang ché

Muc dich cua sang ché 13 phat trién phuong phép san xudt duge phdm 6n dinh da
biét du6i dang dung dich nuéc ma c6 thé ting cudong do an toan cia dugc pham khi sir

dung bang cach khir tring bang nhiét.

Muc dich nay dat dugc bang phuong phap san xuat duge pham on dinh dang dung
dich nudc chlra cac hoat chat 1a axit sucxinic, inosin, nicotinamit, natri riboflavin

mononucleotit, bao gom budc hoa tan cac hoat chat nay vao nudce, sau dé loc vo trung,

_4-
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trong d6 dugc phém nay duogc bd sung mot hodc nhiéu chat lam 6n dinh 12 mot hoic mot
vai thanh phéan dugc‘ dung dugc chon tor nhom bao gdbm natri hydroxit,
tris(hydroxymetyl)aminometan, etanolamin, dietanolamin, natri cacbonat, meglumin, dé
thu dugc dung dich én dinh ¢6 d6 pH nam trong khoang tir 6,0 dén 8,0, ty 1& cua cac
thanh phan nay theo % khdi lwong 13 nhu sau:

axit sucxinic 5,00-12,50
inosin 1,00-2,40
nicotinamit 0,50-1,20

natri riboflavin mononucleotit 0,10-0,24

chét 1am 6n dinh 3,21-51,30
nudc vira da 100,0%,

va dung dich nudc nay duge khir trung bang nhiét b6 sung & nhiét do 100°C véi
thoi gian khir tring bang 8 phut dén nhiét do 116°C véi thoi gian khir trang 12 2 phut.

M0 ta chi tiét sang ché

Theo phuong 4n cu thé, muc dich nay dat dugc bing cach bd sung natri
hydrocacbonat lam chét 1am 6n dinh vao dugc phém néu trén, dé thu dugc dung dich én
dinh c6 d6 pH nam trong khoang tir 6,0 dén 7,0, ty 1& clia cac thanh phan nay % khéi

lugng 1a nhu sau:

axit sucxinic 5,00-12,50
inosin 1,00-2,40
nicotinamit 0,50-1,20

natri riboflavin mononucleotit 0,10-0,24

natri hydrocacbonat 13,70-17,20
nudc vura du 100,0%.

Theo phuong 4n cu thé khac, muc dich nay dat dugc bang cach bd sung natri
hydrocacbonat lam chit 1am 6n dinh vao duoc phém néu trén, dé thu duoc dung dich on
dinh ¢6 d6 pH ndm trong khoang tir 6,4 dén 7.4, ty 1¢ % khéi luong cua cac thanh phan

nay la nhu sau:

axit sucxinic 5,00-12,50
inosin 1,00-2,40
nicotinamit 0,50-1,20
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natri riboflavin mononucleotit 0,10-0,24

chét 1am 6n dinh 3,21-33,06
natri hydrocacbonat 0,10-2,90

nudc vira da 100,0%.

Theo phwong phap san xuit dugc pham 6n dinh cuia séng ché, dugc phdm nay
dugc bd sung mdt hodc mot vai thanh phﬁn dugc dung lam chit 1am 6n dinh duoc chon
tr nhém bao gbébm natri hydroxit, tris(hydroxymetyl)aminometan, etanolamin,

dietanolamin, natri cacbonat, meglumin.

Nhém nay bao gom cac chat duge dung d6i véi dugc pham chira cac hoat chat la
axit sucxinic, inosin, nicotinamit, va natri riboflavin mononucleotit va c6 thé bado vé€ pho

hoat tinh sinh hoc ctia duoc phém.

Ham luong cua chit 1am 6n dinh duéi dang cc thanh phan riéng biét néu trén
hodc t hop khéac nhau ctia chung d3 dugc chon lgc thir nghiém theo céch thirc néu trén

dé thu duoc cac dung dich 6n dinh c6 do pH nam trong khoang tir 6,0 dén 8,0.

Hon nita, cac két qua thir nghiém theo sing ché da cho thdy viéc dua natri
hydrocacbonat vao dugc pham cua giai phap da biét dudi dang chit lam 6n dinh hozc
duéi dang bd sung vio do, tao ra dung dich 6n dinh c6 khoang do pH hep nam trong
khdéng tr 6,0 dén 7,0 va nam trong khoang tur 6.4 dén 7.4, 1a @0 pH dugc chép nhan vé
mit sinh ly dé dung qua dwong tinh mach.

Céc tac gia sang ché 1an dau tién phat hién ra anh hudng tao ra boi mot hodc nhiéu
thanh phén dugc dung dugc chon tor nhom bao gém natri  hydroxit,
tris(hydroxymetyl)aminometan, etanolamin, dietanolamin, natri cacbonat, meglumin va
natri hydrocacbonat dén d 6n dinh ctia dung dich chita cac thanh phén khéng 6n dinh
thuy phén la nicotinamit va inosin va riboflavin mononucleotit khong bén nhiét, trong cac
didu kién tac dong nhiét. Dung dich thu dugc dugc dic trung béi khodng do pH duoc
chip nhan vé mit sinh 1y va 6n dinh trong qu4 trinh bao quan kéo dai.

Do d6, chit lam on dinh ngin ngira cac hoat chét néu trén khoi bi phan huy boi
nhiét, va diéu nay gitp c6 thé thuc hién viéc khir tring bang nhiét bd sung ddi v6i dung
dich, do do ting cudng d6 an toan cua dung dich nay khi str dung trong y hoc duéi dang

dung dich dung trong tinh mach.
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Vi du thwe hién sing ché

Phuong phép san xuit duoc pham 6n dinh dang dung dich nude theo sang ché co

thé dugc minh hoa chi tiét hon thong qua cac vi du sau.

Trudc tién, d& nghién ctru cac yéu t6 anh huong dén do 6n dinh cta dwgc phim
moi, cac tic gid sang ché da nghién ctru dung dich nude chira cc hoat chét duogc san xuét
theo phuong phap da biét: axit sucxinic 10,0% khéi lugng, inosin 2,0% khoi luong,
nicotinamit 1,0% khbi luwgng, riboflavin mononucleotit 0,2% khoi luong, va nude dung

dé tiém vira du 100,0% khéi lugng, theo Vi du 1.

Vidul

Nudc dung dé tiém (50L), axit sucxinic (10,0kg), inosin (2,0kg), nicotinamit
(1,0kg), riboflavin mononucleotit (0,2kg) dwgc bd sung vao thung khudy 100 L, tron cho
dén khi hoa tan hoan toan trong khi 1am néng dén nhiét do nam trong khoang tir 40°C
dén 60°C, sau d6 diéu chinh dén thé tich 100L bing nudc dung dé tiém. Dung dich thu
dugc dugc loc qua mang loc khir tring ¢6 kich ¢& 16 loc bang 0,22um, rét vio cac dng

tiém dung tich 10mL va bit kin.

Két qua thir nghiém theo sang ché cho thdy dugc phdm theo Vi du 1 14 khéng 6n
dinh: sau khi dugc phidm dang dung dich ndy duoc 1am ngudi dén nhiét do moi truong,

xudt hién két tiia inosin 1a thanh phan it hoa tan nhat trong nudc trong cac dng tiém.

Dé xac dinh giéi han do hoa tan ctia céc hoat chit cta san phém da biét nay, cac
tac gia sang ché da bao ché ba dugc phdm miu c6 ham Iuong hoat chét khac nhau, ty 18

mol ctia cac hoat chat van khong thay dbi (Vi du 2, 3, 4).

Vidu?2

Nudc ding d tiém (50L), axit sucxinic (7,5kg), inosin (1,5kg), nicotinamit
(0,75kg), riboflavin mononucleotit (0,15kg) duoc bd sung vao thung khudy 100 L va diéu
chinh dén thé tich 100L bang nudc dung dé tiém. Dung dich thu duoc duge loc qua mang
loc khir trung ¢6 kich ¢& 16 loc béng 0,22pum, rét vao cac 6ng tiém dung tich 10mL va bit
kin. Mbi 6ng tiém dung tich 10mL chtra 750mg (7,5% khéi lugng) axit sucxinic, 150mg
(1,5% khéi lwong) inosin, 75mg (0,75% khéi lugng) nicotinamit, 15mg (0,15% khdi
luong) natri riboflavin mononucleotit, va nu6e dung dé tiém vira da 100,0% khéi luong.

Vidu3
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Nuge dung dé tiém (50L), axit sucxinic (5,0kg), inosin (1,0kg), nicotinamit
(0,5kg), riboflavin mononucleotit (0,1kg) dugc bd sung vao thing khudy 100 L va diéu
chinh dén thé tich 100L bang nuéc ding dé tiém. Dung dich thu duge dwoc loc qua mang
loc khtr triung ¢6 kich ¢& 18 loc bang 0,22pum, rét vao cac 6ng tiém dung tich 10mL va bit
kin. Mdi 6ng tiém dung tich 10mL chira 500mg (5,0% khdi Iwong) axit sucxinic, 100mg
(1,0% khéi lugng) inosin, 50mg (0,5% khéi lugng) nicotinamit, 10mg (0,1% khéi lugng)
natri riboflavin mononucleotit, va nuéc dung dé tiém vira da 100,0% khoi lugng.

Vidu4

Nuée ding dé tiém (50L), axit sucxinic (2,5kg), inosin (0,5kg), nicotinamit
(0,25kg), riboflavin mononucleotit (0,05kg) duge bd sung vao thung khudy 100 L va diéu
chinh dén thé tich 100L bang nudc ding dé tiém. Dung dich thu duge dwoc loc qua mang
loc khtr tring ¢6 kich ¢& 16 loc bang 0,22um, rét vio cac 6ng tiém dung tich 10mL va bit
kin. Mdi éng tiém dung tich 10mL chtra 250mg (2,5% khéi lwong) axit sucxinic, 50mg
(0,5% khédi luong) inosin, 25mg (0,25% khéi luong) nicotinamit, Smg (0,05% khdi

lugng) natri riboflavin mononucleotit, va nugc dung dé tiém vira da 100,0% khéi luong.

Két qua quan s4t cac mau duoc phim nay cho thdy két ta inosin ciing xuét hién tir
tir trong dung dich theo Vi du 2, tuy nhién, khéng c6 két tiia inosin trong céc dugc phim

theo Vi du 3 va 4, cac duoc phidm nay thich hop dé danh gia tiép.

Céc két qua dbi voi dung dich theo Vi du 3 ¢6 cac ham lugng tdi da ctia cac hoat
chét dugc xir 1y khir tring bang nhiét bo sung & cc nhiét do khac nhau nam trong khoang
tir 100°C dén 120°C v6i thoi gian khir tring tiéu chuin bang 8 phut duoc thé hién trong
ViduSs.

Vidu5

Nude dung dé tiém (50L), axit sucxinic (5,0kg), inosin (1,0kg), nicotinamit
(0,5kg), riboflavin mononucleotit (0,1kg) duoc bd sung vao thung khudy 100 L va diéu
chinh dén thé tich 100L bang nudc ding dé tiém. Dung dich thu duogc duge loc qua mang
loc khir tring ¢6 kich ¢ 16 loc bang 0,22pum, rét vao cac éng tiém dung tich 10mL va bit
kin. Sau do, cac 6ng tiém nay duoc khir tring nhiét bang hoi nuéc va trong didu kién ap
sut ¢ nhiét 6 ndm trong khoang tir 100£1°C dén 121+1°C, trong 8 phut. Mdi dng tiém
dung tich 10mL chtra 500mg (5,0% khéi lugng) axit sucxinic, 100mg (1,0% khéi lwong)
inosin, 50mg (0,5% khéi luong) nicotinamit, 10mg (0,1% khéi lugng) riboflavin

mononucleotit, va nudc dung dé tiém vira da 100,0% khéi lugng.

-8
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Truée va sau khi khir tring, phuong phap HPLC dugc st dung dé xac dinh ham
lugng thtr nghiém cua céc hoat chét va ham lugng cla céc tap chat dugce tao ra trong qua
trinh khr trung (Bang 1). Ham lugng thir nghiém cua cac hoat chét va tap chat duoc xéac
dinh bang phuong phap HPLC & cac diu kién sau: bd do quang phd, budc song bang
254nm, bd do chi s6 khic xa, cot sic ky Phenomenex Luna Phenyl-Hexyl c6 chiéu dai
bang 250mm va dudng kinh trong bing 4,6mm dugc nap chét hép thu c6 kich c& hat
bé‘mg 5um, hodc tuong duong; tdc do dong rira giai béng 0,7mL/phut, nhiét do cot 25°C;
thoi gian chay mau 30 phut.

Bang 1: Qué trinh khi tring bang nhiét duge phim

- X 1A PR 3 % 0/ iz g x T 1a
Hoat chit va tap Diéu kién khtr trung/ham lugng hoat Sha:[), % gia tri ban dau, va ham
cht lugng tap chat (%)
Khoéng khir trung 121£1°C 110+1°C 100+£1°C
Axit sucxinic 100,0 99,5+0,47 | 100,9+0,50 99,6+0,49
Nicotinamit 100,0 90,3+0,51 94,2+0,57 99,5+0,54
Inosin 100,0 68,5+0,54 80,1+0,61 95,6+0,37
Riboflavin 100,0 92,1£1,45 | 95,4+0,86 98,2+0,54
mononucleotit
Hypoxanthin 0,64+0,03 16,4+0,4 7,2+0,1 5,1+0,1
Axit nicotinic 0,1+0,02 11,4+0,3 5,6+0,2 0,18+0,03
Tap chat khong 0,120,03 6,9+0,2 3,540,1 2,240,1
xac dinh

Duoc phdm theo Vi du 5 khong dép tmg ché d6 khir tring biang nhiét tiéu chuin
(121+1°C, 8 phut): sy phan huy céc hoat chAt xuét hién v6i viée hinh thanh cic san pham
phén huy, tirc 1a axit nicotinic, hypoxanthin va tap chét khong xac dinh. Ché do 100+1°C,
8 phut cling khong ddm bao ham luong tap chét chip nhan dugc trong dung dich.

Do d6, nhu dugc thé hién béi nghién ctu trong giai doan thir nhit, dugc pham
theo Vi du 5 1a dung dich nu6e chira cac thanh phan phan tmg, c6 thé thity phan va khong
bén nhiét c¢6 xu huéng phan hity khi duge khir tring bang nhiét va bao quan, tao ra nhiéu
tap chit khéng xac dinh va gy ra nguy co tiém 4n khi st dung y té. Hon nita, dung dich
thu dugc thé hién d6 pH khong chip nhén vé mit sinh ly (d6 pH bang 3,15), do d6 khong
thé str dung dung dich nay lam thubc ding trong tinh mach.

N& luc lam giam nguy co nhiém vi sinh vat thong qua qua trinh nap vo trung va
béng cach bd sung cac ta dugc 1a chit bao quan héa hoc vao dugce phém nhu ruou
benzylic, benzalkoni clorua, cresol, propylen glycol & ndng do nam trong khoang tir 0,5%

dén 5,0% ciing duge chimg minh 1a khong c6 hiéu qua do dan dén su két tinh hdn hop
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hoat chét tir dung dich va su thay d6i mau ciia ching, diéu nay cho thiy twong tac hoa

hoc gitra cac hoat chat va céc ta duogc.

N& luc khtr tring cac duge pham ctia giai phéap ky thuat da biét bang cach sir dung
phuong phap khir tring vat I va hoa hoc thay thé (chiéu xa, SHF) ciing that bai do qua
trinh phan huy nhanh cia natri riboflavin mononucleotit kém theo sy hinh thanh cac san

pham phén hiy ¢6 mau va két tna.

Trong giai doan tiép theo, cac tic gia sang ché nghién ciru duge pham miu c6 do
pH dugc chdp nhan vé mit sinh ly t61 vu nam trong khoang tir 7,3 dén 7,4, twong duong
véi d6 pH mau ctia nguoi thich hop dé khir tring bang nhiét bd sung, va cac tac gia sdng

ché da bd sung chat 1am 6n dinh 12 natri hydroxit vao duge pham (Vi du 6-11).
Vi du 6

Nudce dung dé tiém (50L), axit sucxinic (5kg), inosin (1,0kg), nicotinamit (0,5kg),
riboflavin mononucleotit (0,1kg) va natri hydroxit (3,40kg) duoc bd sung vao thung
khuéy 100 L, cho dén khi hoa tan hoan toan va d6 pH bé‘lng 7,3 dén 7,4, sau do diéu chinh
dén thé tich 100L br?lng nudc dung dé tiém. Dung dich thu dugc dugc loc qua mang loc
khtr tring c6 kich ¢& 16 loc bang 0,22pm, 6t vao cac 6ng tiém dung tich 10mL va bit kin.
Vidu7

Nude ding dé tiém (50L), axit sucxinic (7,5kg), inosin (1,5kg), nicotinamit
(0,75kg), riboflavin mononucleotit (0,15kg) va natri hydroxit (8,51kg) dugc bd sung vao
thung khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 7,3 dén 7,4, sau d6 diéu
chinh dén thé tich 100L bang nudc dung dé tiém. Dung dich thu duge duge loc qua mang
loc khir tring c6 kich ¢ 15 loc bang 0,22um, rét vao cac 6ng tiém dung tich 10mL va bit
kin.

Vidu 8

Nuge dung dé tiém (S0L), axit sucxinic (10kg), inosin (2,0kg), nicotinamit
(1,0kg), riboflavin mononucleotit (0,2kg) va natri hydroxit (6,81kg) dugc bd sung vio
thung khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 7,3 dén 7.4, sau d6 didu
chinh dén thé tich 100L bing nudc dung dé tiém. Dung dich thu duge duge loc qua mang
loc kht tring c6 kich ¢ 18 loc bang 0,22um, rét vao céc 6ng tiém dung tich 10mL va bit
kin.

Vidu9
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Nude dung dé tiém (50L), axit sucxinic (12,5kg), inosin (2,5kg), nicotinamit
(1,25kg), riboflavin mononucleotit (0,25kg) va natri hydroxit (8,52kg) dugc bd sung vao
thing khudy 100 L, cho dén khi hoa tan hoan toan va do pH bing 7,3 dén 7.4, sau d6 diéu
chinh dén thé tich 100L bing nudc ding dé tiém. Dung dich thu duge duoc loc qua mang
loc khtt trung ¢6 kich ¢ 18 loc bang 0,22um, 16t vao céc dng tiém dung tich 10mL va bit
kin.

Vidu 10

Nudce ding dé tiém (50L), axit sucxinic (15kg), inosin (3,0kg), nicotinamit
(1,5kg), riboflavin mononucleotit (0,3kg) va natri hydroxit (10,22kg) duoc bd sung vao
thung khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 7,3 dén 7,4, sau d6 diéu
chinh dén thé tich 100L bang nuéc ding dé tiém. Dung dich thu dugc duge loc qua mang
loc khir tring ¢6 kich ¢& 15 loc bang 0,22um, rét vao cac éng tiém dung tich 10mL va bit
kin.

Vidu 11

Nudc diung dé tiém (50L), axit sucxinic (20kg), inosin (4,0kg), nicotinamit
(2,0kg), riboflavin mononucleotit (0,4kg) va natri hydroxit (13,62kg) dugc bb sung vio
thing khudy 100 L, cho dén khi hoa tan hoan toan va d pH bang 7,3 dén 7.4, sau d6 diéu
chinh dén thé tich 100L bing nudc ding dé tiém. Qua trinh hoa tan hoan toan céac thanh
phén khong dat dugc trong dugc phém: dung dich xuat hién dudi dang hén dich déng

nhat mau vang.

Hiéu luc cta viéc st dung natri hydroxit lam chit hoa tan d6i v6i dung dich thu
duoc dugc danh gia trong 10 ngay sau khi nap vao cac bng tiém (Bang 2), bang cach
kiém tra bang mat 100 6ng tiém vé sy thay dbi trang thai vat ly (két tia) va hién tuong
d6i mau cua dung dich. Cac miu dugc bao quén trong budng khi hau khong ddi Binder

KBF 240 & nhiét do 25°C.
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Bang 2: Két qua quan sat cac dugc pham chira natri hydroxit 1am chat hoa tan theo

cac Vidu 6-11

Két qua phan tich bang mat cac
ong tiém trong 10 ngay & nhi€t

Nong do trong duoc

ph 4m ciia ham lrong Trang thai dung dich & thoi

diém bao ché

cua axit sucxinic (g/L) do 25°C
] . \ ‘ A A r k/( 9 \
5.0 (vi du 6) Dung dich mau vang trong Khong thay c6 sy | et :gua va su
suot thay do6i mau sac
7.5 (vi du 7) Dung dich mau vang trong Khong thay c0 sy ‘ket Eua va su
suot thay d61 mau sac
’ " N S ~ % P k; 10 N
10,0 (vi du 8) Dung dich mau vang trong Khong thay co sw ket tua va su
suot thay doi mau sac
12,5 (vi du 9) Dung dich mau vang trong Khong thay c0 su ‘ket Eua va sy
suot thay d6i mau sac

Két tha & ham luong bang 12%
khoi lrong Ong tiém va quan sat

Dung dich mau vang trong dugc sy thay d6i mau sic khong

15,0 (vi du 10)

suot dang ké trong qua trinh bao
quan
20,0 (Vidu 11) Khong hoa tan Khong xac dinh

Céc két qua thir nghiém cho thdy rang natri hydroxit duoc bd sung vao dugc pham
duoc san xuét theo phuong phap da biét (axit sucxinic 10,0% khdi lugng, inosin 1,0%
khéi luong, nicotinamit 0,5% khdi lugng, riboflavin mononucleotit 0,2% khéi lugng, va
nuéc ding dé tiém lén dén 100% khéi luong) cho phép hoa tan hoan toan cic hoat chat
(Vi du 8). Céc dugc phém dang dung dich nudc co n@)ng dd cua cac hoat chét cao gép
1,25 14n va 1,5 1n (Vi du 9 va 10) va thip hon 2 lan (Vi du 6) ciing duogc hoa tan hoan
toan. Dugc phdm chira ham lwong hoat chét cao gip hai 1an ham luong hoat chét cua
dugc phim cia giai phap da biét (Vi du 11) khong thé hoa tan dugc bang natri hydroxit
thanh dung dich thuc.

Do 4anh hudng cua do axit va nhiét do khur trung cuia cac dung dich nuéc phire tap
chu yéu dugc xac dinh boi tdp hop céc yéu t6 thuc nghiém, nén dé thuc hién cac nghién
ctru tiép theo, cac tac gia sdng ché d3 xac dinh gidi han ham lugng cua cac hoat chét
tuong dwong voi duge phdm cia giai phap da biét: axit sucxinic 5,0-12,5% khdi luong,
inosin 1,0-2,5% khéi lugng, nicotinamit 0,5-1,25% khéi luong, riboflavin mononucleotit
0,1-0,25% khéi lugng, ma sau khi bd sung chit 1am 6n dinh natri hydroxit, tao ra dung
dich thuc su 6n dinh trong 10 ngay sau khi nap vao cac ong tiém, trudc khi khr tring

bang nhiét.
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Sau d6, d& x4c dinh khoang pH tao ra cac dung dich dn dinh thich hop dé khir

tring bang nhiét bo sung, cac tic gia sang ché d3 bao ché cac dung dich mau sé 1,2 va 3
chira ham luong natri hydroxit khac nhau dé thu duge cac do pH duge dung mau nim
trong khoang tu 5.4 dén 8.4 (Vi du 12, 13, 14). Céc dung dich trong cac 6ng tiém duoc
dat trong 3 ngay vao budng khi hau khong dbi Binder, & nhiét o 60+2°C, dé thir nghiém
tang toc, sau do6 trang thai cta cdc dung dich nay duoc danh gia bing mit. Cac két qua

dugc thé hién trong Bang 3.

Vidu 12

Dung dich méu s6 1

Nuge diung dé tiém (50L), axit sucxinic (5,0kg), nicotinamit (0,5kg), inosin
(1,0kg), riboflavin mononucleotit (0,1kg) va natri hydroxit dugc bd sung vao thing
khuéy 100 L, dé thu duoc do pH nam trong khoang tir 5,4 dén 8,4, sau d6 diéu chinh dén
thé tich 100L bang nudc ding dé tiém. Dung dich thu duge duge loc qua mang loc khir
trung c6 kich c& 16 loc bang 0,22pum, rét vao cic 6ng tiém dung tich 10mL va bit kin.
Mbi éng tiém dung tich 10mL chira 500mg (5,0% khéi luong) axit sucxinic, 100mg
(1,0% khéi lugng) inosin, 50mg (0,5% khédi lugng) nicotinamit, 10mg (0,1% khéi lugng)
riboflavin mononucleotit, 2,80-3,49% khdi lwong natri hydroxit va nuc dung dé tiém
vira da 100% khéi lugng.
Vidu 13

Dung dich miu s6 2

Nude ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (0,5kg), inosin
(1,0kg), riboflavin mononucleotit (0,1kg) va natri hydroxit dugc bd sung vao thing
khudy 100 L, dé thu duoc do pH nim trong khoang tir 5,4 dén 8,4, sau d6 diéu chinh dén
thé tich 100L bang nudc dung dé tiém. Dung dich thu dugc duge loc qua mang loc khir
triung c6 kich c& 10 loc bang 0,22pum, rét vao cac 6ng tiém dung tich 10mL va bit kin.
Mbi éng tiém dung tich 10mL chtra 1000mg (10,0% khdi luong) axit sucxinic, 200mg
(2,0% khéi luong) inosin, 100mg (1,0% khéi luong) nicotinamit, 20mg (0,2% khoi
lrong) riboflavin mononucleotit, 5,60-6,98% khéi luong natri hydroxit va nuéc dung dé
tiém vira da 100% khéi Iwong.
Vidu 14

Dung dich mau s6 3
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Nuéc dung dé tiém (50L), axit sucxinic (12,5kg), nicotinamit (1,25kg), inosin
(2,5kg), riboflavin mononucleotit (0,25kg) va natri hydroxit dugc bd sung vao thing
khudy 100 L, dé thu dugc do pH nam trong khoang tir 5,4 dén 8,4, sau do diéu chinh dén
thé tich 100L bang nudc dung dé tiém. Dung dich thu dwgc duoc loc qua mang loc kh
tring c6 kich c& 16 loc bang 0,22um, rét vao cic 6ng tiém dung tich 10mL va bit kin.
Mbi éng tiém dung tich 10mL chira 1250mg (12,5% khdi lugng) axit sucxinic, 250mg
(1,25% khéi lwong) inosin, 125mg (1,25% khéi lugng) nicotinamit, 25mg (0,25% khoi
luong) riboflavin mononucleotit, 7,01-8,72% khéi luong natri hydroxit va nuée dung dé

tiém vira di 100% khéi luong.

Céc thir nghiém da chimg minh anh huéng ctia do pH dén do 6n dinh cua céc dung
dich mau (model solution - MS) trong céc diéu kién thir nghiém ting tbc. Cac dung dich
¢6 d6 pH nhoé hon 6,0 co két tna trong cac 6ng tiém trong ba ngay du quan sat, diéu nay
cho thiy tinh khong dn dinh hoa hoc va sy hinh thanh c4c tap chét khong hoa tan trong
nuée. Cac dung dich c6 do pH bing 8,0 va cao hon c6 su d6i mau trong cac dng tiém tir
mau vang sang mau niu sam, didu nay cho thiy qué trinh phan hﬁy cac hoat chat va
turong tac hoa hoc bd sung tao ra nguy co tiém 4n vé tap chat khong xac dinh trong dugc

pham.

Bang 3: Anh hudng ciia do pH ciia dugc phdm dén d¢ 6n dinh & nhiét do 60+2°C
(thtr nghiém ting tdc)

Duoc Phém Ham luong natri hydroxit Do pH | D6 én dinh dung dich
50 (g'L)
MS1 34,89 8,4 Khéng 6n dinh
MS2 69,72 8.4 Khéng 6n dinh
MS3 87,23 8,4 Khéng 6n dinh
MS1 34,72 8,2 Khong on dinh
MS2 69,45 8,2 Khéng 6n dinh
MS3 86,81 8,2 Khong on dinh
MS1 34,54 8,0 On dinh
MS2 69,09 8,0 On dinh
MS3 86,36 8,0 On dinh
MS1 34,09 7.4 On dinh
MS2 68,18 7.4 On dinh
MS3 85,22 7.4 On dinh
MS1 33,84 7,0 On dinh
MS2 67,67 7,0 On dinh
MS3 84,59 7,0 On dinh
MS1 33,46 6,6 On dinh
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MS2 66,94 6,6 On dinh
MS3 83,67 6,6 On dinh
MS1 32,06 6,0 On dinh
MS2 64,13 6,0 On dinh
MS3 80,17 6,0 On dinh
MS1 31,11 5.8 Khéng 6n dinh
MS2 62,23 5.8 Khong 6n dinh
MS3 77,78 5.8 Khéng 6n dinh
MS1 28,02 5.4 Khoéng 6n dinh
MS2 56,03 5.4 Khong 6n dinh
MS3 70,08 5.4 Khéng 6n dinh

Do d6, dit lidu cho thdy anh hudng chu yéu ctia d6 pH dén do on dinh cia dung
dich mau va khong phu thudc vao ndng do cta cac hoat chét trong cac khoang dugc
nghién ciru, diéu nay cho thdy rang d6 6n dinh ctia dugc pham chu yéu duoc xac dinh boi
cdc qua trinh thay phin chir khong phai bdi cac twong tac gitra cac thanh phén & do pH

nghién ctru ndm trong khoang tir 6,0 dén 8,0.

bé tiép tuc nghién ctru do 4n dinh cia dugc phém sau thir nghiém tang tdc, cac tac
gia sang ché di chon loc dung dich mau sb 2 (vi du 13) chira axit sucxinic (10,0% khéi
lugng), inosin (2,0% khéi hrong), nicotinamit (1,0% khdi lugng), natri riboflavin
mononucleotit (0,2% khdi lwong) va natri hydroxit nim trong khoang tir 6,41 dén 6,91%

khéi lugng, cho dén khi hoa tan hoan toan va c6 4 pH nam trong khoang tir 6,0 dén 8,0.

Cac mé 6ng tiém thu duge theo Vi du 13 duogc khir tring nhiét bang hoi nuéc va
trong diéu kién ap suit, & nhiét d6 ndm trong khoang tir 100+£2°C dén 121=1°C, véi thoi
gian khir trung khac nhau nam trong khoang tir 2 dén 8 phat (Bang 4). Do 6n dinh cta
cac dugc pham sau khi khit tring bang nhiét dugc dénh gid trong céac diéu kién 6n dinh
tang tdc, trong budng khi hau khong dbi Binder KBF 240, trong 6 thang, & nhiét do
40+1°C.

Ham lugng cia cic thanh phan va tap chét dugc xac dinh bang phwong phap
HPLC & cac diéu kién sau: bd do quang phé, budc soéng béng 254nm, bo do chi sb khuc
xa, cOt sic ky Phenomenex Luna Phenyl-Hexyl c6 chiéu dai bang 250mm va duong kinh
trong bang 4,6mm dugc nap chét hap thu c6 kich c& hat bang Sum, hoic twong duong;

tdc 6 dong rira giai bang 0,7mL/phut, nhiét do cot 25°C; thoi gian chay mau 30 phut.

Cac diéu kién khir truing miu dugc phém dugc xem la chép nhin dugc (cac tap

chét ICHQ3B trong dugc phdm méi) vé do an toan clia dugce pham ding qua duong tinh
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mach néu sau 6 thang ndng d6 cua cac hoat chét chiém it nhat 95,0% khdi lwong so véi
ndng d6 ban dau, va ham luong tap chét khong xac dinh khong vuot qua 2,0% khéi lugng
Dit liéu thir nghiém chon loc céc thong s6 khur trung béng nhiét tdi vu dbi voi
dung dich mau s6 2 dwgc thé hién trong Bang 4.
Bang 4: Cac két qué thir nghiém chon loc cac thong s6 khtr trung bang nhiét ti uu

do6i véi dung dich mau so 2

Thir | o Nhiét do va thoi gian khir tring dung dich mau s6 3
nghiém . (°C/phut)
sO P 121+1/8 | 121+1/2 | 11642/2 | 1124+2/4 | 108+2/6 | 104+2/8 | 100+2/8
1 8,0 - - + + + + +
2 7,8 - - + + + + +
3 7,6 - - + + + + +
4 7,4 - + + + + + +
5 7,2 - + + + + + +
6 7,0 - - + + + + +
7 6,8 - - + + + + +
8 6,6 - - + + + + +
9 6,4 - - + + + + +
10 6,2 - - + + + + +
11 6,0 = - + + + + +
Ghi chu:

+ dugc pham On dinh trong qua trinh bdo quan trong 6 thang,
- duoc phdm khong 6n dinh trong qué trinh bao quan trong 6 thang

Theo céc két qua phén tich (Bang 4), su két tia, hinh thanh chét lo limg hoi xanh
va gia tang dang ké ham luong hypoxanthin dugc quan st thdy trong qua trinh bdo quan
v6i hau hét cac didu kién nhiét do khir tring cao hon 116+2°C. Ché d¢ khir tring & nhiét
do 121+1°C trong 2 phut cho phép thu duoc cac dugc pham 6n dinh nhung chi & khoéng
do pH hep nam trong khoang tir 7,2 dén 7.4, diéu nay la hoan toan khong kha thi vé mit
cong nghé, do rat kho thu duoc cac dung dich c6 do pH gan tuong dwong véi do pH nim
trong khoang tir 7,2 dén 7,4 trong cac didu kién san xuit cong nghiép. Ché do khir tring &
nhiét d6 116°C cho phép thu dugc cac duge pham 6n dinh trong 6 thdng, & khoang d6 pH
rong nam trong khoang tir 6,0 dén 8,0.

Do do, céc tac gia sang ché da xac dinh dugc ham lugng t6i wu cua chat lam 6n
dinh va cdc thong sd khir tring bing nhiét ddi véi dung dich mau s6 2, tirc la: axit
sucxinic (10,0% khéi Iuong), inosin (2,0% khéi lwgng), nicotinamit (1,0% khéi luong),
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natri riboflavin mononucleotit (0,2% khéi lwong) va natri hydroxit nam trong khoang tir
6,41 dén 69,1% khéi luong, cho dén khi hoa tan hoan toan va do pH nam trong khoang tir
6,0 dén 8,0, va khir tring bing nhiét & nhiét do nim trong khoang tir 100+2°C dén
116+2°C, trong 8§ dén 2 phiit.

Xem xét cac thong sé quy trinh khir tring dugc x4c dinh, cac tic gia sang ché da
danh gia kha nang st dung cic thanh phan duge dung khic nhau duge chon tir nhém bao
gém: natri hydrocacbonat (EP 9.0, 01/2017:0195, p.3585), natri cacbonat (EP 9.0,
01/2017:0773, p.3570), natri hydroxit (EP 9.0, 01/2017:0677, p.3836),
tris(hydroxymetyl)aminometan (EP 9.0, 01/2017:1053, p.3851), etanolamin (Handbook
of pharmaceutical excipients 2010, p.450; USP39-NF), dietanolamin (Handbook of
pharmaceutical excipients 2010, p.228; USP39-NF), meglumin (EP 9.0, 01/2017:2055,
p.2992), L-arginin (EP 9.0, 01/2017:0806, p.1753) va hdn hop khac nhau cia chung 1am

cac chat 6n dinh dugc phém.

Dé dat dugc muc dich nay, cac tdc gia sang ché d3 bao ché cac dung dich (Vi du
15-20) chtta ham luong chit hoa tan khac nhau trong khoang pH xéac dinh trudc, nim
trong khoang tir 6,0 dén 8,0, thuc hién khir tring bing nhiét & c4c tri s6 nhiét do dau mut
va trung gian ndm trong khoang tir 100°C dén 116°C véi thoi gian khit tring ti uu twong
g nam trong khoang tir 8 dén 2 phut, sau d6 nghién ciru do n dinh cia cac dugc pham
trong qua trinh bao quan kéo dai & nhiét do 30°C, trong budng khi hau khong d6i Binder
KBF 240, trong hai nam.

Thoi han st dung cua dugc pham dugce x4c dinh bang phuong phap HPLC: noéng
dd cua cac hoat chét phai it nhét béng 95,0% khdi lugng so véi néng d6 ban dau, ham
lwong cua tap chit khong xac dinh khong vuot qua 2,0% khéi lwgng va duge pham van

vo trung nhu & thoi diém quan sat tam thoi.

Do inosin dé bi thity phan thanh hypoxanthin kém hoa tan, truéc hét cac tac gia
sang ché dé xudt str dung natri hydrocacbonat lam chét 1am 6n dinh vira phai (Vi du 15 va
16).

Vidu 15

Natri hydrocacbonat: cac mé 15-100, 15-116

Nude ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (0,5kg), inosin
(1,0kg), riboflavin mononucleotit (0,1kg) va natri hydrocacbonat (13,76kg) dugc b sung
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vao thung khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 6,0, sau d6 diéu
chinh dén thé tich 100L bang nuéc ding dé tiém. Dung dich thu dugc duoc loc qua mang
loc khir tring ¢6 kich ¢ 16 loc bang 0,22um, rét vio cic 6ng tiém dung tich 10mL va bit
kin. Cac mé dng tiém duoc khir tring nhiét bang hoi nudc va trong didu kién ap suit, &
nhiét d6 100°C hoac 116°C, véi thoi gian khir trung twong ung bang 2 phit va 8 phut.
MBbi 6ng tiém dung tich 10mL chtta 1000mg (10,0% khéi lugng) axit sucxinic, 200mg
(2,0% khdi lugng) inosin, 100mg (1,0% khéi lwong) nicotinamit, 20mg (0,2% khdi
lurong) riboflavin mononucleotit, 1376mg (13,76% khéi luong) natri hydrocacbonat va
nuée dung dé tiém vira da 100% khéi lugng.
Vidu 16

Natri hydrocacbonat: cdc mé 16-100, 16-116

Nudc dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (0,5kg), inosin
(1,0kg), riboflavin mononucleotit (0,1kg) va natri hydrocacbonat (17,15kg) dugc bb sung
vao thing khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 7,0, sau do6 diéu
chinh dén thé tich 100L bang nuéc ding dé tiém. Dung dich thu dugc dugc loc qua mang
loc khir tring ¢6 kich ¢ 16 loc bang 0,22um, rét vio cic 6ng tiém dung tich 10mL va bit
kin. Cac mé 6ng tiém duoc khir trung nhiét bé‘mg hoi nuéc va trong diéu kién ap suat, &
nhiét d6 100°C hodc 116°C, v6i thoi gian khir tring twong tng bang 2 phut va 8 phut.
MBbi 6ng tiém dung tich 10mL chtta 1000mg (10,0% khéi lugng) axit sucxinic, 200mg
(2,0% khéi lugng) inosin, 100mg (1,0% khdi hrgng) nicotinamit, 20mg (0,2% khdi
luong) riboflavin mononucleotit, 1715mg (17,15% khéi lugng) natri hydrocacbonat va

nuée dung dé tiém vira du 100% khéi Luong.

Tuy nhién, quy trinh bao ché duoc pham theo Vi du 15 va 16 tao ra dung dich c6
nhiéu bot sau khi bd sung natri hydrocacbonat, dic biét & giai doan dAu ctia qua trinh hoa
tan, do giai phong cacbon dioxit. Pidu nay lam ting déng ké thoi gian bao ché dugc
pham va khéng thu duoc do pH dugc chép nh4n v& mat sinh 1y ndm trong khoang tir 7,3
dén 7,4 trong dung dich. N Iirc 1am tdng ham luwong natri hydrocacbonat cao hon 17,1%
khéi lwong (vi du 16) khong lam tang do pH cao hon 7,0, hon nita két tia ctia cdc thanh

phan dugc pham xuat hién do vurgt qua gi6i han hoa tan ciia chung.

Céac dung dich co6 do kiém cao hon duogc wu tién st dung trén 1am sang, do mot
trong sb cac hoi chung chu yéu O cac bénh duoc diéu tri béng ché phém duogc phat trién

1a d6 pH mau thip (axit mau). Phurong phép san xuit dugc phim theo sang ché bao gébm
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bude bd sung vao duge phim nay mot trong sd cac thanh phin duge dung 1am chit 1am
dn dinh dugc chon tir nhém bao gdm natri hydroxit, tris(hydroxymetyl)aminometan,

etanolamin, dietanolamin, natri cacbonat, meglumin dugc thé hién trong cac Vi du 17-30.

Do viéc st dung natri cacbonat lam chat 6n dinh thay cho natri hydrocacbonat,
nén thu dugc cac do pH duoc chép nhan vé mat sinh ly (vi du 17 va 18), tuy nhién quy

trinh bao ché nay van di kém vdi viéc giai phong nhiéu cacbon dioxit va tao nhi€u bot.

Vidu 17

Natri cacbonat: cac mé 17-100, 17-116

Nué6e ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg) va natri cacbonat (11,22kg) dugc bd sung vao
thung khqu 100 L, cho dén khi hoa tan hoan toan va do pH bf?lng 6.0, sau do diéu chinh
dén thé tich 100L bang nudc dung dé tiém. Dung dich thu dugc dugc loc qua mang loc
khir tring ¢6 kich ¢& 16 loc bang 0,22pm, 6t vao cac 6ng tiém dung tich 10mL va bit kin.
Cac mé bng tiém duoc khir tring nhiét bang hoi nuée va trong diu kién 4p suét, & nhiét
do 100°C hodc 116°C, véi thoi gian khir trung twong ng bang 2 phit va 8 phut. Mdi mé
bng tiém dung tich 10mL chira 1000mg (10,0% khdi luong) axit sucxinic, 200mg (2,0%
khéi luong) inosin, 100mg (1,0% khéi lwgng) nicotinamit, 20mg (0,2% khéi lugng)
riboflavin mononucleotit, 11,66% khdi lugng natri cacbonat va nuéc ding dé tiém vira
di 100% khéi hrong.
Vidu 18

Natri cacbonat: cac mé 18-100, 18-116

Nuge ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg) va natri cacbonat (18,46kg) duoc bd sung vao
thung khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 8,0, sau d6 diéu chinh
dén thé tich 100L bang nudc dung dé tiém. Dung dich thu duge duge loc qua mang loc
khir tring c6 kich ¢& 16 loc bang 0,22um, rét vao cic 6ng tiém dung tich 10mL va bit kin.
Cac mé dng tiém dugc khir trung nhiét béng hoi nudc va trong diéu kién 4p suit, & nhiét
d6 100°C hodc 116°C, véi thoi gian khtr trung twong ung bang 2 phut va 8 phut. Moi mé
6ng tiém dung tich 10mL chtra 1000mg (10,0% khéi luong) axit sucxinic, 200mg (2,0%
khéi luong) inosin, 100mg (1,0% khéi lrong) nicotinamit, 20mg (0,2% khdi luong)
riboflavin mononucleotit, 18,46% khdi lwrong natri cacbonat va nuéc dung dé tiém vira

da 100% khdi luong.
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Vidu 19

Natri hydroxit: cac mé 19-100, 19-116

Nuége ding dé tiém (50,0L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (6,41kg) duoc bd sung vao
thing khudy 100 L, khudy tron cho dén khi hoa tan hoan toan va do pH bang 6,0, sau d6
didu chinh dén thé tich 100L bing nu6c ding dé tiém. Dung dich thu dugc duge loc qua
mang loc khtt tring ¢6 kich ¢& 16 loc bang 0,22pm, rét vao cac éng tiém dung tich 10mL
va bit kin. C4c mé éng tiém dugc khir tring nhiét bang hoi nuéc va trong diéu kién ap
suét, & nhiét d6 100°C hodc 116°C, véi thoi gian khir tring trong Gng bang 2 phut va 8
phut. Moi mé éng tiém dung tich 10mL chira 1000mg (10,0% khéi lugng) axit sucxinic,
200mg (2,0% khdi lugng) inosin, 100mg (1,0% khéi lugng) nicotinamit, 20mg (0,2%
khéi luong) riboflavin mononucleotit, 641mg (6,41% khéi luwong) natri hydroxit va nuée
dung dé tiém vira du 100,0% khéi luong. |
Vi du 20

Natri hydroxit: cac mé 20-100, 20-116

Nudc dung dé tiem (50,0L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (6,91kg) duoc bd sung vao
thing khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 8,0, sau d6 diéu chinh
dén thé tich 100L bang nudc ding dé tiém. Dung dich thu dugc dugce loc qua mang loc
khtr tring ¢6 kich ¢ 16 loc bang 0,22pm, rét vao cic 6ng tiém dung tich 10mL va bit kin.
Cac mé bng tiém dugc khir tring nhiét bang hoi nudc va trong diéu kién 4p suit, & nhiét
do 100°C hoac 116°C, vdi thoi gian khir trung twong Ung bang 2 phut va 8 phat. Mbi éng
tiém dung tich 10mL chira 1000mg (10,0% khdi lvong) axit sucxinic, 200mg (2,0% khéi
luong) inosin, 100mg (1,0% khdi lwvong) nicotinamit, 20mg (0,2% khdi lugng) riboflavin
mononucleotit, 691mg (6,91% khdi lwong) natri hydroxit va nuge ding dé tiém vira du
100,0% khéi luong.
Vidu2l

Tris(hydroxymetyl)aminometan: cdc mé 21-100, 21-116

Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg) va tris(hydroxymetyl)aminometan (19,61kg)
duoc bd sung vao thung khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 6,0,
sau d6 didu chinh dén thé tich 100L bing nudc dung dé tiém. Dung dich thu dugc dugc
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loc qua mang loc khtr trung c¢6 kich ¢c& 16 loc bang 0,22pum, rét vao cac éng tiém dung
tich 10mL va bit kin. C4c mé dng tiém duge khir trung nhiét bang hoi nuéc va trong didu
kién 4p suét, & nhiét do 100°C hodc 116°C, véi thoi gian khir tring tuong ung béng 2
phat va 8 phut. M3i éng tiém dung tich 10mL chtra 1000mg (10,0% khéi lwvong) axit
sucxinic, 200mg (2,0% khéi lugng) inosin, 100mg (1,0% khéi lugng) nicotinamit, 20mg
(0,2% khdi luong) riboflavin mononucleotit, 1961mg (19,61% khdi Iluong)
tris(hydroxymetyl)aminometan, va nudc dung dé tiém vira du 100,0% khéi lugng.
Vidu 22

Tris(hydroxymetyl)aminometan: cac mé 22-100, 22-116

Nudc dung dé tiem (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg) va tris(hydroxymetyl)aminometan (41,23kg)
duqcbésungvﬁothﬁngkhuéy1001”chodénkhihbatmlhoantomnvédép}IbéngSJL
sau d6 diéu chinh dén thé tich 100L biang nudc ding dé tiém. Dung dich thu dugce duge
loc qua mang loc khtr trung c6 kich ¢& 16 loc bé'lng 0,22um, rét vao cac 6ng tiém dung
tich 10mL va bit kin. Cac mé 6ng tiém dugc khir trung nhiét bang hoi nuéc va trong diéu
kién 4p sudt, & nhiét do 100°C hodc 116°C, v6i thoi gian khir tring tuwong Ung bang 2
phiit va 8 phut. M&i éng tiém dung tich 10mL chira 1000mg (10,0% khdi lugng) axit
sucxinic, 200mg (2,0% khéi lugng) inosin, 100mg (1,0% khéi luong) nicotinamit, 20mg
(0,2% khdi luong) riboflavin mononucleotit, 4123mg (41,23% khéi luong)
tris(hydroxymetyl)aminometan, va nu6c dung dé tiém vira da 100,0% khéi luong.
Vidu 23

Etanolamin: cac mé 23-100, 23-116

Nudc dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg) va etanolamin (9,8kg) dugc bd sung vao thing
khqu 100 L, cho dén khi hoa tan hoan toan va do pH béng 6,0, sau do diéu chinh dén thé
tich 100L bang nudc ding dé tiém. Dung dich thu duge duge loc qua mang loc khir tring
c6 kich ¢& 16 loc bang 0,22um, 16t vao cac éng tiém dung tich 10mL va bit kin. Cac mé
6ng tiém duoc khur trung nhiét b??mg hoi nuéc va trong diéu kién ap suét, & nhiét do
100°C hodc 116°C, véi thdi gian khir tring tuong ting bing 2 phut va 8 phit. Mdi éng
tiém dung tich 10mL chtra 1000mg (10,0% khéi lwgng) axit sucxinic, 200mg (2,0% khdi
lrong) inosin, 100mg (1,0% khéi luong) nicotinamit, 20mg (0,2% khdi luong) riboflavin
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mononucleotit, 980mg (9,80% khdi lugng) etanolamin, va nudc dung dé tiém vira du
100,0% khéi Iugng.
Vidu 24

Etanolamin: cac mé 24-100, 24-116 ‘

Nude ding dé tiém (S0L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg) va etanolamin (11,0kg) duoc bd sung vao
thang khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 8,0, sau d6 diéu chinh
dén thé tich 100L béng nudc diung dé tiem. Dung dich thu dugc dugce loc qua mang loc
khit tring c6 kich c& 18 loc bang 0,22pum, rét vao cac 6ng tiém dung tich 10mL va bit kin.
Céac mé 6ng tiém duoc khir tring nhiét bang hoi nude va trong diéu kién &p suit, & nhiét
do 100°C hoac 116°C, véi thoi gian khur tring twong tng bang 2 phut va 8 phit. Mai éng
tiém dung tich 10mL chira 1000mg (10,0% khéi luong) axit sucxinic, 200mg (2,0% khéi
lugng) inosin, 100mg (1,0% khéi lwgng) nicotinamit, 20mg (0,2% khdi lugng) riboflavin
mononucleotit, 1100mg (11,0% khdi lugng) etanolamin, va nuéc dung dé tiém vira du
100,0% khéi lugng.

Vidu25

Meglumin: cac mé 25-100, 25-116

Nude ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg) va meglumin (34,91kg) duoc bb sung vao
thing khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 8,0, sau d6 diéu chinh
dén thé tich 100L bang nudc ding dé tiém. Dung dich thu dugc dugce loc qua mang loc
khtt tring c6 kich ¢& 18 loc bing 0,22um, rét vao cac dng tiém dung tich 10mL va bit kin.
Cac mé bng tiém duoc khir tring nhiét bang hoi nuée va trong diéu kién 4p suat, & nhiét
d6 100°C hoac 116°C, vdi thoi gian khir trung twong ing béng 2 phut va 8 phit. Mbi dng
tiém dung tich 10mL chtta 1000mg (10,0% khéi lugng) axit sucxinic, 200mg (2,0% khbi
lugng) inosin, 100mg (1,0% khéi lwgng) nicotinamit, 20mg (0,2% khéi lugng) riboflavin
mononucleotit, 3491mg (34,91% khdi lugng) meglumin, va nuéc dung dé tiém vira du
100,0% khéi Iugng.

Vidu 26
Meglumin: cac mé 26-100, 26-116
Nuéc dung dé tiem (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin

(2,0kg), riboflavin mononucleotit (0,2kg) va meglumin (31,32kg) dugc bd sung vao
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thing khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 6,0, sau d6 diéu chinh
dén thé tich 100L bang nudc ding dé tiém. Dung dich thu dugc dugc loc qua mang loc
khir tring ¢6 kich ¢& 15 loc bang 0,22um, rét vao cac 6ng tiém dung tich 10mL va bit kin.
Cac mé 6ng tiém duoc khir tring nhiét bang hoi nuée va trong diéu kién ap suit, & nhiét
do 100°C hodc 116°C, véi thoi gian khir trung tuwong Urng bing 2 phit va 8 phut. Mdi 6ng
tiém dung tich 10mL chira 1000mg (10,0% khéi luong) axit sucxinic, 200mg (2,0% khéi
lugng) inosin, 100mg (1,0% khéi lrgng) nicotinamit, 20mg (0,2% khéi luong) riboflavin
mononucleotit, 3132mg (31,32% khdi lwong) meglumin, va nuéc dung dé tiém vira du
100,0% khdi lugng.
Vidu 27

Dietanolamin: cac mé 27-100, 27-116

Nuége dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg) va dietanolamin (20,83kg) duoc bd sung vao
thing khudy 100 L, cho dén khi hoa tan hoan toan va db pH bang 8,0, sau d6 diéu chinh
dén thé tich 100L bang nudc ding dé tiém. Dung dich thu dugc dugc loc qua mang loc
khtr tring ¢6 kich ¢& 16 loc bang 0,22um, rot vao cac dng tiém dung tich 10mL va bit kin.
Cac mé dng tiém dugc khir tring nhiét bing hoi nude va trong diéu kién 4p sut, & nhiét
d6 100°C hodc 116°C, véi thoi gian khir tring trong Ung bang 2 phut va 8 phit. Mdi dng
tiém dung tich 10mL chira 1000mg (10,0% khéi lwgng) axit sucxinic, 200mg (2,0% khdi
lugng) inosin, 100mg (1,0% khéi lrgng) nicotinamit, 20mg (0,2% khéi lugng) riboflavin
mononucleotit, 2083mg (20,83% khdi luong) dietanolamin, va nudc dung dé tiém vira du
100,0% khdi lugng.
Vidu 28

Dietanolamin: cac mé 28-100, 28-116

Nudce ding dé tiém (S0L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg) natri va dietanolamin (16,89kg) dugc bb sung
vao thung khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 6,0, sau d6 diéu
chinh dén thé tich 100L bang nudc ding dé tiém. Dung dich thu dugc duge loc qua mang
loc khir tring c6 kich ¢& 15 loc bang 0,22um, rét vao cac éng tiém dung tich 10mL va bit
kin. Cac mé 6ng tiém duoc khir tring nhiét bang hoi nuéc va trong diéu kién ap suit, &
nhiét d6 100°C hoac 116°C, vo6i thoi gian khir trung twong ung bang 2 phut va 8 phut.
Mbi éng tiém dung tich 10mL chira 1000mg (10,0% khéi luong) axit sucxinic, 200mg
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(2,0% khdi lugng) inosin, 100mg (1,0% khdi lrong) nicotinamit, 20mg (0,2% khéi
lugng) riboflavin mononucleotit, 1689mg (16,89% khéi luong) dietanolamin, va nudc
dung dé tiém vira di 100,0% khdi lugng.
Vidu 29

L-arginin: cac mé 29-100, 29-116

NuéGe dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg) va L-arginin (28,0kg) duogc bd sung vao thiing
khudy 100 L, cho dén khi hoa tan hoan toan va do pH bing 6,0, sau d6 diéu chinh dén thé
tich 100L bang nudc ding dé tiém. Dung dich thu dugc duge loc qua mang loc khir tring
¢6 kich ¢ 13 loc bang 0,22pum, rét vao cac dng tiém dung tich 10mL va bit kin. Cac mé
6ng tiém dugc khir trung nhiét bang hoi nuéc va trong diéu kién 4p suét, & nhiét do
100°C hodc 116°C, v6i thoi gian khir trung twong ung bing 2 phut va 8 phut. Mdi éng
tiém dung tich 10mL chitra 1000mg (10,0% khéi lugng) axit sucxinic, 200mg (2,0% khéi
luong) inosin, 100mg (1,0% khéi lugng) nicotinamit, 20mg (0,2% khéi luong) riboflavin
mononucleotit, 2830mg (28,3% khdi lugng) L-arginin, va nudc ding dé tiém vira du
100,0% khéi lugng.
Vidu 30

L-arginin: cac mé 30-100, 30-116

Nudc dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg) va L-arginin (33,5kg) duoc bd sung vao thiing
khqu 100 L, cho dén khi hoa tan hoan toan va do pH bé’lng 8.0, sau do diéu chinh dén thé
tich 100L bang nudc ding dé tiém. Dung dich thu dugc duge loc qua mang loc khir trung
c6 kich ¢& 15 loc bang 0,22pum, rét vao cac 6ng tiém dung tich 10mL va bit kin. Cac mé
6ng tiém duoc khir tring nhiét bing hoi nudc va trong diéu kién 4p suét, & nhiét do
100°C hodc 116°C, véi thoi gian khir tring twong (g bang 2 phit va 8 phut. Mdi 6ng
tiém dung tich 10mL chtra 1000mg (10,0% khdi lugng) axit sucxinic, 200mg (2,0% khoi
lugng) inosin, 100mg (1,0% khéi lugng) nicotinamit, 20mg (0,2% khéi luong) riboflavin
mononucleotit, 3350mg (33,50% khéi lugng) L-arginin, va nuéc dung dé tiém vira du

100,0% khéi luong.

Phuong phéap san xuét dugc pham theo sdng ché bao gdbm budc bd sung vao dugc

phém nay mot s6 thanh phén duogc dung lam cac chit 1am 6n dinh dugc chon tir nhém
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bao gdm natri hydroxit, tris(hydroxymetyl)aminometan, etanolamin, dietanolamin, natri

cacbonat, meglumin dugc thé hién trong cac Vi du 31-91.

Viée bd sung ddng thoi hai thanh phan dugc md ta trong vi du 31-60, ba thanh
phﬁn dugc mo ta trong vi du 61-84, bon thanh phﬁn dugc mo ta trong vi du 85-91.

Vidu 31

Natri hydroxit, tris(hydroxymetyl)aminometan: cdc mé 31-100, 31-116

Nudc dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin  mononucleotit  (0,2kg), natri  hydroxit  (5,98kg) va
tris(hydroxymetyl)aminometan (5,54kg) dugc bd sung vao thing khudy 100 L, cho dén
khi hoa tan hoan toan va d pH bing 8,0, sau d6 didu chinh dén thé tich 100L bang nudc
ding dé tiém. Dung dich thu dugc duoc loc qua mang loc khtr trung c6 kich c& 16 loc
bang 0,22um, rét vao cac éng tiém dung tich 10mL va bit kin. Cac mé dng tiém duoc
khtt tring nhiét bang hoi nuéc va trong diéu kién 4p sut, & nhiét do 100°C hodc 116°C,
v6i thoi gian khit tring tuong ung bang 2 phut va 8 phut. Mdi 6ng tiém dung tich 10mL
chita 1000mg (10,0% khéi luong) axit sucxinic, 200mg (2,0% khéi lugng) inosin, 100mg
(1,0% khéi luong) nicotinamit, 20mg (0,2% khdi lugng) riboflavin mononucleotit,
598mg  (5.98% khéi Iluong) natri hydroxit, 554mg (5,54% khéi luong)
tris(hydroxymetyl)aminometan, va nuéc dung d8 tiém vira du 100,0% khdi lugng.
Vidu32

Natri hydroxit, tris(hydroxymetyl)aminometan: cac mé 32-100, 32-116

Nuédc dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin  mononucleotit  (0,2kg), natri  hydroxit  (1,81kg) va
tris(hydroxymetyl)aminometan (14,07kg) dugc bd sung vao thung khudy 100 L, cho dén
khi hoa tan hoan toan va d6 pH bang 6,0, sau d6 diéu chinh dén thé tich 100L bang nuéc
ding dé tiém. Dung dich thu dugc duge loc qua mang loc khir trung c6 kich c& 16 loc
bang 0,22pum, rét vao cac 6ng tiém dung tich 10mL va bit kin. Cac mé éng tiém duoc
khtt tring nhiét bang hoi nu6e va trong diéu kién 4p suit, & nhiét d 100°C hodc 116°C,
v6i thoi gian khir trung tuong Ung bang 2 phut va 8 phat. Mdi éng tiém dung tich 10mL
chira 1000mg (10,0% khdi lwong) axit sucxinic, 200mg (2,0% khéi lugng) inosin, 100mg
(1,0% khdi luong) nicotinamit, 20mg (0,2% khéi lwong) riboflavin mononucleotit,
181mg (1,81% khéi lwong) natri hydroxit, 1477mg (14,77% khéi luong)

tris(hydroxymetyl)aminometan, va nu6c dung dé tiém vira du 100,0% khéi lwong.
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Vidu33

Natri hydroxit, tris(hydroxymetyl)aminometan: cac mé 33-100, 33-116

Nuge ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin  mononucleotit  (0,2kg), natri  hydroxit  (3,38kg) va
tris(hydroxymetyl)aminometan (12,93kg) dugc bd sung vao thiing khudy 100 L, cho dén
khi hoa tan hoan toan va do pH bing 7.4, sau d6 diu chinh dén thé tich 100L bang nudc
ding dé tiém. Dung dich thu dugc duge loc qua mang loc khir tring c6 kich c& 16 loc
bang 0,22pum, rét vao cac éng tiém dung tich 10mL va bit kin. Cac mé éng tiém duoc
khtt tring nhiét bang hoi nudc va trong diéu kién ap suét, & nhiét do 100°C hodc 116°C,
voi thoi gian khir trung tuwong ung bang 2 phut va 8 phat. Mdi 6ng tiém dung tich 10mL
chira 1000mg (10,0% khéi lwong) axit sucxinic, 200mg (2,0% khéi lugng) inosin, 100mg
(1,0% khéi luong) nicotinamit, 20mg (0,2% khéi lugng) riboflavin mononucleotit,
883mg (3,38% khéi lwong) natri hydroxit, 1293mg (12,93% khéi luong)
tris(hydroxymetyl)aminometan, va nu6c dung dé tiém vira da 100,0% khéi hrong.
Vidu 34

Natri hydroxit, meglumin: cac mé 34-100, 34-116

Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (5,48kg) va meglumin (7,19kg)
duqcbésungx@othﬁngkhuéyIOOIQchodénkhihbatmnhoéntom1véd©p}1béngSJL
sau d6 diéu chinh dén thé tich 100L bing nudc dung dé tiém. Dung dich thu dugc dugc
loc qua mang loc khir trung ¢6 kich c& 16 loc bang 0,22um, rét vao cac 6ng tiém dung
tich 10mL va bit kin. Cac mé dng tiém duge khir trung nhiét bang hoi nude va trong didu
kién 4p sudt, & nhiét do 100°C hodc 116°C, v6i thoi gian khir tring twong Ung béng 2
phut va 8 phut. M&i éng tiém dung tich 10mL chira 1000mg (10,0% khéi lwong) axit
sucxinic, 200mg (2,0% khéi lugng) inosin, 100mg (1,0% khéi luong) nicotinamit, 20mg
(0.2% khdi lwong) riboflavin mononucleotit, 548mg (5,48% khéi lugng) natri hydroxit,
719mg (7,19% khéi luong) meglumin, va nudc ding dé tiém vira di 100,0% khéi luong.
Vidu 35

Natri hydroxit, meglumin: cdc mé 35-100, 35-116

Nude ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (3,39kg) va meglumin (16,54kg)
duoc bd sung vao thung khqu 100 L, cho dén khi hoa tan hoan toan va do pH béng 7.0,
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sau d6 didu chinh dén thé tich 100L bang nudc ding dé tiém. Dung dich thu dugc duge
loc qua mang loc khir trung co6 kich ¢o 16 loc bang 0,22pum, rét vao cac 6ng tiém dung
tich 10mL va bit kin. Cac mé dng tiém duge khir tring nhiét bang hoi nudc va trong diéu
kién 4p suit, & nhiét do 100°C hodc 116°C, véi thoi gian khir tring twong tng bing 2
phit va 8 phut. M&i éng tiém dung tich 10mL chtra 1000mg (10,0% khéi luvong) axit
sucxinic, 200mg (2,0% khdi lwong) inosin, 100mg (1,0% khdi lugng) nicotinamit, 20mg
(0,2% khbi lugng) riboflavin mononucleotit, 339mg (3,39% khdi luong) natri hydroxit,
1654mg (16,54% khéi luong) meglumin, va nuéc ding dé tiém vira dii 100,0% khoi
luong.
Vidu 36

Natri hydroxit, meglumin: cdc mé 36-100, 36-116

Nudc dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (1,85kg) va meglumin (22,28kg)
duoc bd sung vao thung khqu 100 L, cho dén khi hoa tan hoan toan va do pH béng 6,0,
sau d6 diéu chinh dén thé tich 100L bing nudc ding dé tiém. Dung dich thu dugc dugc
loc qua mang loc khir tring c6 kich c& 16 loc bang 0,22pm, rét vao cac éng tiém dung
tich 10mL va bit kin. Cac mé dng tiém dugc khi tring nhiét bang hoi nudc va trong diéu
kién 4p sudt, & nhiét do 100°C hodc 116°C, v6i thoi gian khir tring tuwong Ung bang 2
phut va 8 phut. M&i éng tiém dung tich 10mL chita 1000mg (10,0% khdi lugng) axit
sucxinic, 200mg (2,0% khdi hrgng) inosin, 100mg (1,0% khéi lwong) nicotinamit, 20mg
(0,2% khdi Iuong) riboflavin mononucleotit, 185mg (1,85% khdi luong) natri hydroxit,
2228mg (22,28% khéi luong) meglumin, va nudc ding dé tiém vira di 100,0% khéi
lugng.
Vidu 37

Natri hydroxit, etanolamin: cac mé 37-100, 37-116

Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (5,07kg) va etanolamin (2,93kg)
duoc bod sung vao thung khqu 100 L, cho dén khi hoa tan hoan toan va do pH béng 8,0,
sau d6 diéu chinh dén thé tich 100L bang nudc dung dé tiém. Dung dich thu duge duge
loc qua mang loc khr trung c6 kich c& 16 loc bang 0,22um, rét vao cac éng tiém dung
tich 10mL va bit kin. Cac mé dng tiém dugc khir tring nhiét bang hoi nudc va trong diéu

kién 4p suét, & nhiét do 100°C hodc 116°C, v6i thoi gian khir tring twong tng bang 2
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phut va 8 phut. M3i éng tiém dung tich 10mL chtra 1000mg (10,0% khéi lurong) axit
sucxinic, 200mg (2,0% khdi luong) inosin, 100mg (1,0% khéi lwgng) nicotinamit, 20mg
(0,2% khéi luong) riboflavin mononucleotit, 507mg (5,07% khéi lwong) natri hydroxit,
293mg (2,93% khdi lugng) ctanolamin, va nude ding dé tiém vira dit 100,0% khéi luong.
Vidu38

Natri hydroxit, etanolamin: cac mé 38-100, 38-116

Nuége ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (3,35kg) va etanolamin (5,22kg)
duoc bd sung vao thung khqu 100 L, cho dén khi hoa tan hoan toan va do pH béng 6,9,
sau d6.diéu chinh dén thé tich 100L biang nudc ding dé tiém. Dung dich thu dugc dugc
loc qua mang loc khir trung ¢6 kich ¢& 16 loc bang 0,22pum, rét vao cac 6ng tiém dung
tich 10mL va bit kin. Cac mé éng tiém duoc khir trung nhiét bang hoi nuéc va trong diéu
kién 4p suét, & nhiét do 100°C hodc 116°C, v6i thoi gian khir tring tuwong tng bing 2
phut va 8 phut. Mdi éng tiém dung tich 10mL chira 1000mg (10,0% khéi lugng) axit
sucxinic, 200mg (2,0% khdi luong) inosin, 100mg (1,0% khéi lugng) nicotinamit, 20mg
(0,2% khéi luwong) riboflavin mononucleotit, 335mg (3,35% khéi lwong) natri hydroxit,
522mg (5,22% khéi lvong) etanolamin, va nudc ding dé tiém vira di 100,0% khoi lugng.
Vidu 39

Natri hydroxit, etanolamin: cac mé 39-100, 39-116

Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (1,68kg) va etanolamin (7,23kg)
duqcbésungvéothﬁngkhuéyIOOIQchodénkhihéatanhoant0m1vad@}ﬁ{béng6JL
sau d6 didu chinh dén thé tich 100L bing nudc dung dé tiém. Dung dich thu duge dugce
loc qua mang loc khtr tring ¢6 kich ¢& 10 loc bang 0,22um, rét vao cac ong tiém dung
tich 10mL va bit kin. Cac mé dng tiém dwgc khit trung nhiét bang hoi nuéc va trong diéu
kién 4p suat, & nhiét do 100°C hodc 116°C, v6i thoi gian khir tring tuong tng bang 2
phtt va 8 phat. M3i éng tiém dung tich 10mL chira 1000mg (10,0% khdi lwong) axit
sucxinic, 200mg (2,0% khéi lugng) inosin, 100mg (1,0% khéi luong) nicotinamit, 20mg
(0,2% khdi lwong) riboflavin mononucleotit, 168mg (1,68% khéi lwong) natri hydroxit,
723mg (7,23% khdi lugng) etanolamin, va nudc ding dé tiém vira da 100,0% khoi luong.
Vi du 40

Natri hydroxit, L-arginin: cac mé 40-100, 40-116
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Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (4,93kg) va L-arginin (9,59kg)
duoc bd sung vao thung khuéy 100 L, cho dén khi hoa tan hoan toan va do pH béng 8.0,
sau d6 diéu chinh dén thé tich 100L biang nudc ding dé tiém. Dung dich thu dugce duge
loc qua mang loc khir trung c6 kich ¢& 16 loc bang 0,22pum, rét vao cac 6ng tiém dung
tich 10mL va bit kin. C4c mé éng tiém duge khir tring nhiét bang hoi nuéce va trong diéu
kién 4p suat, & nhiét do 100°C hodc 116°C, v6i thoi gian khir tring twong Ung bang 2
phit va 8 phat. M&i éng tiém dung tich 10mL chira 1000mg (10,0% khéi lugng) axit
sucxinic, 200mg (2,0% khdi lwong) inosin, 100mg (1,0% khdi lwong) nicotinamit, 20mg
(0,2% khéi lugng) riboflavin mononucleotit, 493mg (4,93% khéi lugng) natri hydroxit,
959mg (9,59% khéi luong) L-arginin, va nudc dung dé tiém vira da 100,0% khéi lugng.
Vidu 4l

Natri hydroxit, L-arginin: cdc mé 41-100, 41-116

Nudc dung dé tiem (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (3,57kg) va L-arginin (14,27kg)
duoc bd sung vio thing khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 7,2,
sau do didu chinh dén thé tich 100L bang nudc dung dé tiém. Dung dich thu dugc dugc
loc qua mang loc khtr tring ¢6 kich c& 15 loc bang 0,22pum, rét vao cac 6ng tiém dung
tich 10mL va bit kin. C4c mé éng tiém duge khir tring nhiét bing hoi nuée va trong diéu
kién 4p suat, & nhiét do 100°C hogc 116°C, v6i thoi gian khir tring twong ing bang 2
phtit va 8 phut. Mdi éng tiém dung tich 10mL chira 1000mg (10,0% khdi lwgng) axit
sucxinic, 200mg (2,0% khdi lugng) inosin, 100mg (1,0% khéi luong) nicotinamit, 20mg
(0,2% khdi luong) riboflavin mononucleotit, 357mg (3,57% khéi luong) natri hydroxit,
1427mg (14,27% khéi luong) L-arginin, va nuéc dung dé tiém vira da 100,0% khoi
lugng.

Viduy 42

Natri hydroxit, L-arginin: cdc mé 42-100, 42-116

Nude ding dé tiém (S0L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (1,9kg) va L-arginin (19,68kg)
duoc bo sung vao thung khqu 100 L, cho dén khi hoa tan hoan toan va do pH béng 6,0,
sau d6 diéu chinh dén thé tich 100L bing nudc ding dé tiém. Dung dich thu duge duoc

loc qua mang loc khir trung c6 kich c& 16 loc bang 0,22um, rét vao cac éng tiém dung
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tich 10mL va bit kin. Cac mé éng tiém duoc khir trung nhiét bang hoi nuéc va trong diéu
kién &p suédt, & nhiét do 100°C hodc 116°C, véi thoi gian khir tring twong mg bang 2
phit va 8 phat. M&i éng tiém dung tich 10mL chtra 1000mg (10,0% khéi lwong) axit
sucxinic, 200mg (2,0% khéi luong) inosin, 100mg (1,0% khdi luong) nicotinamit, 20mg
(0,2% khéi luong) riboflavin mononucleotit, 190mg (1,9% khéi luwong) natri hydroxit,
1968mg (19,68% khdi luong) L-arginin, va nudc ding dé tiém vira du 100,0% khdi
lugng.
Vidu 43

Natri hydroxit, dietanolamin: cdc mé 43-100, 43-116

Nudc dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (2,50kg) va dietanolamin
(13,29kg) dugc bd sung vao thing khudy 100 L, cho dén khi hoa tan hoan toan va do pH
bing 8,0, sau d6 didu chinh dén thé tich 100L bang nuéc ding dé tiém. Dung dich thu
duoc dugce loc qua mang loc khir trung c6 kich c& 16 loc béng 0,22pum, rét vao cac éng
tiém dung tich 10mL va bit kin. Cac me 6ng tiém dugc khir trung nhiét bang hoi nudc va
trong diéu kién 4p suét, & nhiét d6 100°C ho#c 116°C, véi thoi gian khir tring twong (mg
bing 2 phut va 8 phat. M&i éng tiém dung tich 10mL chita 1000mg (10,0% khoi lugng)
axit sucxinic, 200mg (2,0% khdi luong) inosin, 100mg (1,0% khdi lugng) nicotinamit,
20mg (0,2% khdi luong) riboflavin mononucleotit, 250mg (2,50% khéi lugng) natri
hydroxit, 1329mg (13,29% khéi luong) dietanolamin, va nuéc ding dé tiém vira du
100,0% khéi lugng.
Vidu 44

Natri hydroxit, dietanolamin: cac mé 44-100, 44-116

Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (3,66kg) va dietanolamin
(8,21kg) dwoc bd sung vio thing khudy 100 L, cho dén khi hoa tan hoan toan va do pH
bing 6,9, sau d6 didu chinh dén thé tich 100L bing nudc ding dé tiém. Dung dich thu
duoc dugce loc qua mang loc khir tring c6 kich ¢& 16 loc bang 0,22um, rét vao cac ong
tiém dung tich 10mL va bit kin. Cdc mé dng tiém dugc khi tring nhiét bang hoi nu6e va
trong diéu kién 4p sut, & nhiét d6 100°C hodc 116°C, v6i thoi gian khir tring twong ing
bing 2 phit va 8 phut. M&i éng tiém dung tich 10mL chtra 1000mg (10,0% khoi lugng)

axit sucxinic, 200mg (2,0% khdi lurong) inosin, 100mg (1,0% khoi lurong) nicotinamit,

-30-



36034

20mg (0,2% khéi hrgng) riboflavin mononucleotit, 366mg (3,66% khéi luong) natri
hydroxit, 821mg (8,21% khéi luong) dietanolamin, va nu6c dung dé tiém vira da 100,0%
khéi lugng.
Vidu 45

Natri hydroxit, dietanolamin: cac mé 45-100, 45-116

Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (1,64kg) va dietanolamin
(12,56kg) dugc bd sung vao thing khudy 100 L, cho dén khi hoa tan hoan toan va do pH
bing 6.0, sau d6 didu chinh dén thé tich 100L bing nuéc ding dé tiém. Dung dich thu
duoc duge loc qua mang loc khir tring ¢6 kich ¢& 16 loc béng 0,22pum, rét vao cic 6ng
tiém dung tich 10mL va bit kin. Cac mé éng tiém dugc khir triing nhiét bang hoi nuéc va
trong diéu kién 4p suét, & nhiét d6 100°C hodc 116°C, vé6i thoi gian khir tring tuong tmg
bing 2 phut va 8§ phit. Mdi éng tiém dung tich 10mL chira 1000mg (10,0% khdi lugng)
axit sucxinic, 200mg (2,0% khéi luong) inosin, 100mg (1,0% khdi lugng) nicotinamit,
20mg (0,2% khéi luong) riboflavin mononucleotit, 164mg (1,64% khdi lugng) natri
hydroxit, 1256mg (12,56% khéi lrong) dietanolamin, va nuéc ding dé tiém vira du
100,0% khoi luong.
Vi du 46

Tris(hydroxymetyl)aminometan, meglumin: cdc mé 46-100, 46-116

Nué6e ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), tris(hydroxymetyl)aminometan (16,40kg), va
meglumin (21,03kg) dugc bd sung vao thung khudy 100 L, cho dén khi hoa tan hoan toan
va @ pH bang 8.0, sau d6 didu chinh dén thé tich 100L bang nuéc ding dé tiém. Dung
dich thu duge duge loc qua mang loc khir tring ¢6 kich ¢ 16 loc bang 0,22um, rét vao
cac dng tiém dung tich 10mL va bit kin. Cac mé éng tiém duogc khir tring nhiét bang hoi
nude va trong diéu kién 4p suét, & nhiét do 100°C hodc 116°C, v6i thoi gian khir tring
twrong tng bang 2 phit va 8 phat. Mdi dng tiém dung tich 10mL chira 1000mg (10,0%
khéi lugng) axit sucxinic, 200mg (2,0% khéi lugng) inosin, 100mg (1,0% khdi lugng)
nicotinamit, 20mg (0,2% khéi lugng) riboflavin mononucleotit, 1640mg (16,4% khoi
lugng) tris(hydroxymetyl)aminometan, 2103mg (21,03% khéi luong) meglumin, va nudce
dung dé tiém vira du 100,0% khéi lugng.
Vi du 47
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Tris(hydroxymetyl)aminometan, meglumin: cac mé 47-100, 47-116

Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), tris(hydroxymetyl)aminometan (10,0kg), va
nwghnnhl(rh72kg)duqcbésungvﬁothﬁngkhuéy10016chodénkhihbatmnhoantoén
va d6 pH bang 6,8, sau do didu chinh dén thé tich 100L bang nudc ding dé tiém. Dung
dich thu dugc dugce loc qua mang loc khir trung ¢6 kich c& 16 loc béng 0,22pum, roét vao
céc dng tiém dung tich 10mL va bit kin. Cic mé éng tiém duoc khir tring nhiét bing hoi
nuée va trong didu kién 4p sudt, & nhiét do 100°C hodc 116°C, véi thoi gian khir tring
trong tng bing 2 phit va 8 phit. Mdi ong tiém dung tich 10mL chia 1000mg (10,0%
khéi luong) axit sucxinic, 200mg (2,0% khdi lwgng) inosin, 100mg (1,0% khéi lugng)
nicotinamit, 20mg (0,2% khdi luong) riboflavin mononucleotit, 1000mg (10,0% khoi
lwong) tris(hydroxymetyl)aminometan, 1772mg (17,72% khéi lwong) meglumin, va nudce
dung dé tiém vira du 100,0% khdi lwong.
Vidu 48

Tris(hydroxymetyl)aminometan, meglumin: cidc mé 48-100, 48-116

Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), tris(hydroxymetyl)aminometan (5,02kg), va
meglumin (23,29kg) duoc bd sung vao thiing khudy 100 L, cho dén khi hoa tan hoan toan
va d6 pH bang 6.0, sau d6 didu chinh dén thé tich 100L bing nuéc ding d¢ tiém. Dung
dich thu dugc dugce loc qua mang loc khir trung c6 kich ¢ 16 loc bang 0,22um, rét vao
cac 6ng tiém dung tich 10mL va bit kin. Cac mé 6ng tiém dugc khir trung nhiét bang hoi
nuée va trong didu kién ap sudt, & nhiét do 100°C hodc 116°C, v6i thoi gian khir tring
twong Umg bing 2 phit va § phut. Mdi éng tiém dung tich 10mL chira 1000mg (10,0%
khéi luong) axit sucxinic, 200mg (2,0% khéi lwgng) inosin, 100mg (1,0% khéi luong)
nicotinamit, 20mg (0,2% khéi lwong) riboflavin mononucleotit, 502mg (5,02% khoi
lugng) tris(hydroxymetyl)aminometan, 2329mg (23,29% khéi lugng) meglumin, va nudce
dung dé tiém vira du 100,0% khdi lwong.
Vi du 49

Meglumin, L-arginin: cac mé 49-100, 49-116

Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), meglumin (23,53kg), va L-arginin (10,92kg)
duoe bd sung vao thung khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 8,0,
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sau d6 diéu chinh dén thé tich 100L bing nudc ding dé tiém. Dung dich thu dugc duge
loc qua mang loc khtr trung c6 kich c& 16 loc bang 0,22pum, rét vao cac éng tiém dung
tich 10mL va bit kin. C4c mé dng tiém dugc khir trung nhiét bang hoi nudc va trong didu
kién 4p suét, & nhiét do 100°C hodc 116°C, v6i thoi gian khir tring twong mg bing 2
phit va 8 phut. M3i éng tiém dung tich 10mL chtra 1000mg (10,0% khoi luong) axit
sucxinic, 200mg (2,0% khéi lugng) inosin, 100mg (1,0% khéi luong) nicotinamit, 20mg
(0,2% khéi luong) riboflavin mononucleotit, 2353mg (23.53% khéi lwong) meglumin,
1092mg (10,92% khdi luong) L-arginin, va nudc ding dé tiém vira di 100,0% khoi
lugng.
Vidu 50

Meglumin, L-arginin: cdc mé 50-100, 50-116

NudGe ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), -inosin
(2,0kg), riboflavin mononucleotit (0,2kg), 15,04kg meglumin, va 17,07kg L-arginin dugc
bd sung vao thiing khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 7,5, sau d6
diéu chinh dén thé tich 100L bé’mg nudc dung dé tiém. Dung dich thu dugc duoc loc qua
mang loc khi tring ¢6 kich ¢ 16 loc bang 0,22um, rét vao cac 6ng tiém dung tich 10mL
va bit kin. Cac mé éng tiém duoc khir tring nhiét bang hoi nuéc va trong diéu kién 4p
suét, & nhiét d6 100°C hodc 116°C, v6i thoi gian khir trung twong Gng bang 2 phut va 8
phat. M&i 6ng tiém dung tich 10mL chra 1000mg (10,0% khéi luong) axit sucxinic,
200mg (2,0% khdi lugng) inosin, 100mg (1,0% khdi lugng) nicotinamit, 20mg (0,2%
khéi lugng) riboflavin mononucleotit, 1504mg (15,04% khéi lwong) meglumin, 1707mg
(17,07% khéi luong) L-arginin, va nude ding dé tiém vira da 100,0% khéi luong.
Vidu 51

Meglumin, L-arginin: cdc mé 51-100, 51-116

Nuge ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), meglumin (8,71kg), va L-arginin (20,18kg)
dugcbésungx@othﬁngkhuéy1001”chodénkhihbatmnhoént0m1vad6}ﬁ{béng6JL
sau d6 didu chinh dén thé tich 100L bing nudc ding dé tiém. Dung dich thu dugc duge
loc qua mang loc khir tring ¢6 kich ¢ 18 lgc bang 0,22pum, rét vao cac éng tiém dung
tich 10mL va bit kin. Cac mé éng tiém duoc khir tring nhiét bing hoi nudc va trong diéu
kién ap suét, & nhiét @6 100°C hodc 116°C, véi thoi gian khir trung twong Gng béng 2
phtt va 8 phat. Mi éng tiém dung tich 10mL chira 1000mg (10,0% khdi luong) axit
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sucxinic, 200mg (2,0% khéi luong) inosin, 100mg (1,0% khéi luong) nicotinamit, 20mg
(0,2% khéi luwong) riboflavin mononucleotit, 871mg (8,71% khdi luong) meglumin,
2018mg (20,18% khdi luong) L-arginin, va nuéc ding dé tiém vira dii 100,0% khdi
lugng.
Viduy 52

Meglumin, etanolamin: cac mé 52-100, 52-116

Nué6e ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), meglumin (20,36kg), va etanolamin (4,59kg)
duge bd sung vio thing khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 8,0,
sau d6 diéu chinh dén thé tich 100L bé’mg nudc dung dé tiém. Dung dich thu dugc dugc
loc qua mang loc khur trung c6 kich c& 16 loc bang 0,22um, rét vao cac éng tiém dung
tich 10mL va bit kin. Cac mé dng tiém dwgc khir trung nhiét bang hoi nudc va trong didu
kién 4p sudt, & nhiét do 100°C hogc 116°C, v6i thoi gian khir trung twong Gng bang 2
phit va 8 phat. M3i éng tiém dung tich 10mL chtra 1000mg (10,0% khéi lwong) axit
sucxinic, 200mg (2,0% khéi lwong) inosin, 100mg (1,0% khéi lugng) nicotinamit, 20mg
(0,2% khdi lwong) riboflavin mononucleotit, 2036mg (20,36% khdi luong) meglumin,
459mg (4,59% khéi lugng) etanolamin, va nudc dung dé tiém vira da 100,0% khdi lugng.
Vidu 53

Meglumin, etanolamin: cac mé 53-100, 53-116

Nudc dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), meglumin (15,72kg), va etanolamin (5,46kg)
dugc bd sung vao thung khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 7,0,
sau d6 diéu chinh dén thé tich 100L béng nudc dung dé tiem. Dung dich thu dugc dugce
loc qua mang loc khtr trung c6 kich c& 16 loc bang 0,22um, rét vao cac 6ng tiém dung
tich 10mL va bit kin. Cac mé 6ng tiém dugc khur trung nhiét bang hoi nuéc va trong diéu
kién 4p suét, & nhidt d6 100°C hodc 116°C, vdi thoi gian khir tring tuong tmg bang 2
phit va 8 phat. Mdi éng tiém dung tich 10mL chira 1000mg (10,0% khoi lugng) axit
sucxinic, 200mg (2,0% khdi lrong) inosin, 100mg (1,0% khéi lugng) nicotinamit, 20mg
(0,2% khdi luong) riboflavin mononucleotit, 1572mg (15,72% khéi luong) meglumin,
546mg (5,46% khdi luong) etanolamin, va nudc ding dé tiém vira da 100,0% khoi luong.
Vidu 54

Meglumin, etanolamin: cdc mé 54-100, 54-116
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Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), meglumin (6,33kg), va etanolamin (7,82kg)
dugc bd sung vao thung khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 6,0,
sau do didu chinh dén thé tich 100L bang nudc ding dé tiém. Dung dich thu dugc duge
loc qua mang loc khir trung c6 kich ¢& 16 loc bang 0,22pum, 16t vao cac éng tiém dung
tich 10mL va bit kin. C4c mé 6ng tiém duoc khir tring nhiét bang hoi nuéc va trong diéu
kién 4p suat, & nhiét do 100°C hodc 116°C, v6i thoi gian khir tring twong Ung bang 2
phiit va 8 phat. M&i éng tiém dung tich 10mL chira 1000mg (10,0% khdi lwong) axit
sucxinic, 200mg (2,0% khdi lurong) inosin, 100mg (1,0% khdi lugng) nicotinamit, 20mg
(0,2% khéi luong) riboflavin mononucleotit, 633mg (6,33% khdi luong) meglumin,
782mg (7,82% khdi luong) etanolamin, va nuée ding dé tiém vira d 100,0% khoi luong.
Vidu 55

Natri cacbonat, natri hydroxit: cac mé 55-100, 55a-116

Nuégc dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri cacbonat (4,11kg) va natri hydroxit
(4,04kg) duoc bd sung vao thung khudy 100 L, cho dén khi hoa tan hoan toan va do pH
bing 6,0, sau d6 didu chinh dén thé tich 100L bing nudc ding dé tiém. Dung dich thu
duoc dugce loc qua mang loc khir tring c6 kich ¢& 16 loc bang 0,22pum, rét vao céc éng
tiém dung tich 10mL va bit kin. Cac me 6ng tiém duoc khir trung nhiét bang hoi nuée va
trong didu kién 4p suit, & nhiét o 100°C hodc 116°C, véi thoi gian khit tring twong {mg
bing 2 phut va 8 phut. M&i éng tiém dung tich 10mL chira 1000mg (10,0% khoi Iugng)
axit sucxinic, 200mg (2,0% khéi lwong) inosin, 100mg (1,0% khdi lugng) nicotinamit,
20mg (0,2% khéi lugng) riboflavin mononucleotit, 411mg (4,11% khéi lugng) natri
cacbonat, 404mg (4,04% khéi luwong) natri hydroxit, va nudc dung dé tiém vira du
100,0% khéi lugng.

Vidu 56

Natri cacbonat, natri hydroxit: cac mé 56-100, 56-116

Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri cacbonat (8,82kg) va natri hydroxit
(3,25kg) duoc bd sung vao thing khudy 100 L, cho dén khi hoa tan hoan toan va do pH
bing 7,2, sau d6 didu chinh dén thé tich 100L bang nuéc ding dé tiém. Dung dich thu

duoc duoc loc qua mang loc khir trung c6 kich ¢& 16 loc béng 0,22um, rét vao cac 6ng
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tiém dung tich 10mL va bit kin. Cac mé éng tiém dugc khir tring nhiét bang hoi nuéc va
trong diéu kién 4p suét, & nhiét d6 100°C hodc 116°C, v6i thoi gian khir tring twong ng
bing 2 phut va 8 phut. Mdi éng tiém dung tich 10mL chtra 1000mg (10,0% khéi luong)
axit sucxinic, 200mg (2,0% khéi luong) inosin, 100mg (1,0% khéi lugng) nicotinamit,
20mg (0,2% khéi lugng) riboflavin mononucleotit, 882mg (8,82% khéi luong) natri
cacbonat, 325mg (3,25% khéi luong) natri hydroxit, va nuéc dung dé tiém vira du
100,0% khdi lugng.
Vidu 57

Natri cacbonat, natri hydroxit: caic mé 57-100, 57-116

Nuége ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri cacbonat (14,14kg) va natri hydroxit
(1,62kg) duoc bd sung vao thing khudy 100 L, cho dén khi hoa tan hoan toan va do pH
bang 8,0, sau do6 diéu chinh dén thé tich 100L bing nuéc ding dé tiém. Dung dich thu
dugc dugce loc qua mang loc khir trung c6 kich c& 16 loc bang 0,22pum, rét vao cac éng
tiém dung tich 10mL va bit kin. Cdc mé éng tiém dugc khir tring nhiét bang hoi nudc va
trong diéu kién 4p suét, & nhiét d6 100°C hodc 116°C, v6i thoi gian khir tring tuong tmg
bing 2 phut va 8 phat. Mbi éng tiém dung tich 10mL chita 1000mg (10,0% khoi luong)
axit sucxinic, 200mg (2,0% khéi luong) inosin, 100mg (1,0% khéi lugng) nicotinamit,
20mg (0,2% khéi Iwgng) riboflavin mononucleotit, 1414mg (14,14% khéi luong) natri
cacbonat, 162mg (1,62% khdi lugng) natri hydroxit, va nuéc dung dé tiém vira du
100,0% khdi lugng.
Vidu 58

Natri cacbonat, meglumin: cac mé 58-100, 58-116

Nudc dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri cacbonat (4,86kg) va meglumin
(17,59kg) duoc bo sung vio thing khudy 100 L, cho dén khi hoa tan hoan toan va do pH
bang 6,0, sau do didu chinh dén thé tich 100L bang nuéc ding dé tiém. Dung dich thu
duoc dugce loc qua mang loc khir trung ¢6 kich ¢& 16 loc béng 0,22um, rét vao cac 6ng
tiém dung tich 10mL va bit kin. Cdc mé éng tiém duogc khir tring nhiét bang hoi nuéc va
trong diéu kién 4p sudt, & nhiét dd 100°C hogc 116°C, v6i thoi gian khir tring tuong Gng
bing 2 phit va 8 phut. Mdi éng tiém dung tich 10mL chita 1000mg (10,0% khoi luong)

axit sucxinic, 200mg (2,0% khdi luong) inosin, 100mg (1,0% khéi luong) nicotinamit,
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20mg (0,2% khdi lugng) riboflavin mononucleotit, 486mg (4,86% khbi lugng) natri
cacbonat, 1759mg (17,59% khéi luong) meglumin, va nuée ding dé tiém vira da 100,0%
khéi luong.
Vidu 59

Natri cacbonat, meglumin: cac mé 59-100, 59-116

Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri cacbonat (8,71kg) va meglumin
(15,74kg) duge bd sung vao thung khudy 100 L, cho dén khi hoa tan hoan toan va do pH
bing 7,1, sau d6 didu chinh dén thé tich 100L bing nuéc ding dé tiém. Dung dich thu
duoc duoc loc qua mang loc khir trung c6 kich ¢& 15 loc bang 0,22pum, rét vao cac ong
tiém dung tich 10mL va bit kin. Cdc me 6ng tiém duoc khir trung nhiét bang hoi nudc va
trong diéu kién 4p suit, & nhiét 6 100°C hodc 116°C, v6i thoi gian khir tring twong tmg
bing 2 phut va 8 phut. M3i éng tiém dung tich 10mL chira 1000mg (10,0% khdi luong)
axit sucxinic, 200mg (2,0% khdi luong) inosin, 100mg (1,0% khéi lugng) nicotinamit,
20mg (0,2% khéi lwong) riboflavin mononucleotit, 874 mg (8,71% khéi luong) natri
cacbonat, 1574mg (15,74% khéi lugng) meglumin, va nuée dung dé tiém vira da 100,0%
khéi luong.
Vi du 60

Natri cacbonat, meglumin: cadc mé 60-100, 60-116

Nude ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri cacbonat (14,70kg) va meglumin
(7,11kg) dugc bd sung vao thung khudy 100 L, cho dén khi hoa tan hoan toan va do pH
bing 8,0, sau d6 diéu chinh dén thé tich 100L bang nuéc ding dé tiém. Dung dich thu
duoc duoc loc qua mang loc khir tring ¢6 kich ¢& 16 loc bang 0,22um, rét vao cac éng
tiém dung tich 10mL va bit kin. Cac mé 6ng tiém duoc khir trung nhiét bang hoi nude va
trong diéu kién 4p suat, & nhiét @6 100°C hodc 116°C, véi thoi gian khir tring tuong ung
bing 2 phut va 8 phut. Mdi éng tiém dung tich 10mL chira 1000mg (10,0% khéi luong)
axit sucxinic, 200mg (2,0% khdi lugng) inosin, 100mg (1,0% khoi luong) nicotinamit,
20mg (0,2% khéi luong) riboflavin mononucleotit, 1470mg (14,70% khéi luong) natri
cacbonat, 711mg (7,11% khoi lrong) meglumin, va nuéc dung dé tiém vira da 100,0%
khéi luong.

Vidu 61
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Natri hydroxit, meglumin, tris(hydroxymetyl)aminometan: cac m¢ 61-100, 61-116

Nu6c ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (2,60kg), meglumin (11,08kg),
va tris(hydroxymetyl)aminometan (12,59kg) dugc bd sung vao thiing khudy 100 L, cho
dén khi hoa tan hoan toan va dd pH béang 8,0, sau d6 diéu chinh dén thé tich 100L bang
nudc dung dé tiem. Dung dich thu dugc duge loc qua mang loc khir trung c6 kich c& 16
loc bing 0,22pm, rét vao cac dng tiém dung tich 10mL va bit kin. Cdc mé ong tiém dugc
khtr trung nhiét bé'mg hoi nuéc va trong diéu kién ap suét, & nhiét @6 100°C hodc 116°C,
v6i thoi gian khir trung tuong tmg bang 2 phut va 8 phut. Mdi 6ng tiém dung tich 10mL
chira 1000mg (10,0% khéi lwong) axit sucxinic, 200mg (2,0% khéi luong) inosin, 100mg
(1,0% khéi lrong) nicotinamit, 20mg (0,2% khoi lurgng) riboflavin mononucleotit,
260mg (2,6% khéi lugng) natri hydroxit, 1108mg (11,08% khéi lvong) meglumin, 1259
(12,59% khéi luong) tris(hydroxymetyl)aminometan, va nuéc ding dé tiém vira du
100,0% khéi lugng.
Vidu 62

Natri hydroxit, meglumin, tris(hydroxymetyl)aminometan: cic me 62-100, 62-116

Nude ding dé tiém (S0L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (3,62kg), meglumin (11,76kg),
va tris(hydroxymetyl)aminometan (2,60kg) dugc bd sung vao thiung khuiy 100 L, cho
dén khi hoa tan hoan toan va do pH bang 7,1, sau d6 diéu chinh dén thé tich 100L bang
nudc dung dé tiem. Dung dich thu dugc dugce loc qua mang loc khir trung ¢6 Kich ¢c& 16
loc bang 0,22pm, 16t vao cac 6ng tiém dung tich 10mL va bit kin. Cac mé éng tiém dugc
khi trung nhiét bang hoi nudc va trong diéu kién ap suét, & nhiét do 100°C hodc 116°C,
véi thoi gian khir trung tuong Ung bang 2 phut va 8 phuat. Mdi bng tiém dung tich 10mL
chira 1000mg (10,0% khéi luong) axit sucxinic, 200mg (2,0% khéi luong) inosin, 100mg
(1,0% khdi luong) nicotinamit, 20mg (0,2% khdi lugng) riboflavin mononucleotit,
362mg (3,62% khéi luong) natri hydroxit, 1176mg (11,76% khdi lwong) meglumin,
260mg (2,6% khbi lugng) tris(hydroxymetyl)aminometan, va nudc ding dé tiém vira du
100,0% khdi lugng.
Vidu 63

Natri hydroxit, meglumin, tris(hydroxymetyl)éminometan: cac mé 63-100, 63-116
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Nudc dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (1,3kg),
tris(hydroxymetyl)aminometan (11,3kg), va meglumin (8,47kg) duoc bd sung vao thing
khuéy 100 L, cho dén khi hoa tan hoan toan va do pH béng 6,0, sau do diéu chinh dén thé
tich 100L bing nudc ding dé tiém. Dung dich thu dugc dugc loc qua mang loc khir tring
c6 kich ¢& 16 loc bang 0,22um, rét vao cac dng tiem dung tich 10mL va bit kin. Cac mé
éng tiém dugc khir trung nhiét bang hoi nudc va trong didu kién &p suét, & nhiét do
100°C hoiic 116°C, véi thoi gian khir tring twong (g bang 2 phit va 8 phat. Mdi ong
tiém dung tich 10mL chira 1000mg (10,0% khéi luong) axit sucxinic, 200mg (2,0% khoi
lwong) inosin, 100mg (1,0% khéi lwgng) nicotinamit, 20mg (0,2% khéi lugng) riboflavin
mononucleotit, 130mg (1,3% khoi lwong) natri hydroxit, 1130mg (11,3% khéi luong)
meglumin, 847 (8,47% khéi luong) tris(hydroxymetyl)aminometan, va nuéc dung dé
tiém vira da 100,0% khéi lugng.

Vi du 64

Natri hydroxit, etanolamin, tris(hydroxymetyl)aminometan: cic mé 64-100, 64-
116

Nude ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (3,98kg), etanolamin (4,19kg),
va tris(hydroxymetyl)aminometan (1,80kg) duoc bb sung vao thung khudy 100 L, cho
dén khi hoa tan hoan toan va d6 pH bang 8,0, sau d6 didu chinh dén thé tich 100L bing
nuée ding dé tiém. Dung dich thu duge duge loc qua mang loc khir trung c6 kich ¢ 16
loc bang 0,22pum, rét vao cac 6ng tiém dung tich 10mL va bit kin. Cac mé b6ng tiém duoc
khir tring nhiét bing hoi nudc va trong diéu kién &p sut, ¢ nhiét do 100°C hoac 116°C,
véi thoi gian khr tring twong ung bang 2 phut va 8§ phat. Mdi dng tiém dung tich 10mL
chtra 1000mg (10,0% khéi lugng) axit sucxinic, 200mg (2,0% khéi luong) inosin, 100mg
(1,0% khoi lugng) nicotinamit, 20mg (0,2% khéi lugng) riboflavin mononucleotit,
398mg (3,98% khdi luong) natri hydroxit, 419mg (4,19% khdi luong) etanolamin,
180mg (1,80% khdi lwong) tris(hydroxymetyl)aminometan, va nudc ding dé tiém vira du
100% khéi lugng.

Vi du 65
Natri hydroxit, etanolamin, tris(hydroxymetyl)aminometan: cac mé 65-100, 65-

116
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Nuge ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (3,08kg), etanolamin (3,48kg),
va tris(hydroxymetyl)aminometan (4,88kg) duoc bd sung vao thing khudy 100 L, cho
dén khi hoa tan hoan toan va do pH béng 7.1, sau do diéu chinh dén thé tich 100L béng
nudc dung dé tiem. Dung dich thu dugc duge loc qua mang loc khir tring ¢6 kich ¢& 16
loc bang 0,22pum, rét vao cac 6ng tiém dung tich 10mL va bit kin. Cdc mé éng tiém duoc
khir tring nhiét bing hoi nude va trong didu kién ap suat, & nhiét do 100°C hosc 116°C,
v6i thoi gian khir trung twong ung bing 2 phut va 8 phut. Moi éng tiém dung tich 10mL
chira 1000mg (10,0% khéi lugng) axit sucxinic, 200mg (2,0% khéi lugng) inosin, 100mg
(1,0% khéi lugng) nicotinamit, 20mg (0,2% khéi luong) riboflavin mononucleotit,
308mg (3,08% khéi luong) natri hydroxit, 348mg (3,48% khéi luong) etanolamin,
488mg (4,88% khéi lwgng) tris(hydroxymetyl)aminometan, va nu6e dung dé tiém vira da
100% khéi luong.

Vi du 66

Natri hydroxit, etanolamin, tris(hydroxymetyl)aminometan: cac mé 66-100, 66-
116

Nudc dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (1,54kg), etanolamin (6,88kg),
va tris(hydroxymetyl)aminometan (1,13kg) duoc bd sung vao thing khudy 100 L, cho
dén khi hoa tan hoan toan va do pH bang 6,0, sau d6 diéu chinh dén thé tich 100L bang
nuée ding dé tiém. Dung dich thu duge duoc loc qua mang loc khir tring c6 kich c& 15
loc bang 0,22pum, 6t vao cac 6ng tiém dung tich 10mL va bit kin. Cac mé dng tiém dugc
khir tring nhiét bing hoi nude va trong diéu kién p suét, ¢ nhiét do 100°C hoac 116°C,
v6i thoi gian khir tring twong tmg bing 2 phut va 8 phit. M&i 6ng tiém dung tich 10mL
chira 1000mg (10,0% khéi lwong) axit sucxinic, 200mg (2,0% khdi lugng) inosin, 100mg
(1,0% khdi luong) nicotinamit, 20mg (0,2% khdi luwong) riboflavin mononucleotit,
154mg (1,54% khdi luong) natri hydroxit, 688mg (6,88% khéi luogng) etanolamin,
113mg (1,13% khéi lugng) tris(hydroxymetyl)aminometan, va nuéc dung dé tiém vira du
100% khéi lugng.

Vidu 67
Natri hydroxit, meglumin, L-arginin: cac mé 67-100, 67-116
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Nudc dung dé tiém (S0L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (4,37kg), meglumin (7,63kg), va
L-arginin (4,90kg) duoc bd sung vao thing khudy 100 L, cho dén khi hoa tan hoan toan
va do pH bang 8,0, sau d6 diéu chinh dén thé tich 100L bang nuéc ding dé tiém. Dung
dich thu dugc dugce loc qua mang loc khir trung c6 kich ¢& 16 loc béng 0,22pum, rot vao
cac dng tiém dung tich 10mL va bit kin. Cac mé 6ng tiém duoc khir trung nhiét bang hoi
nuéc va trong didu kién ap suat, & nhiét do 100°C hodc 116°C, vai thoi gian khir tring
twong Ung bang 2 phit va 8 phut. Mdi éng tiém dung tich 10mL chira 1000mg (10,0%
khéi lwong) axit sucxinic, 200mg (2,0% khéi luong) inosin, 100mg (1,0% khéi lugng)
nicotinamit, 20mg (0,2% khéi lugng) riboflavin mononucleotit, 437mg (4,37% khéi
lwgng) natri hydroxit, 763mg (7,63% khdi lugng) meglumin, 490mg (4,90% khoi lugng)
I-arginin, va nu6c ding dé tiém vira di 100% khdi lugng.

Vidu 68

Natri hydroxit, meglumin, L-arginin: cdc mé 68-100, 68-116

Nuge ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (3,28kg), meglumin (6,16kg), va
L-arginin (9,82kg) duoc bd sung vao thing khudy 100 L, cho dén khi hoa tan hoan toan
va d6 pH bing 7,0, sau d6 didu chinh dén thé tich 100L bing nuéc ding dé tiém. Dung
dich thu duogc duoc loc qua mang loc khir trung ¢6 kich ¢c& 16 loc béng 0,22pum, roét vao
céc bng tiém dung tich 10mL va bit kin. Cac mé éng tiém duoc khi tring nhiét bang hoi
nuéc va trong didu kién 4p suat, & nhiét @ 100°C hodc 116°C, v6i thoi gian khit trung
twong Ung bang 2 phit va 8 phut. Mdi éng tiém dung tich 10mL chira 1000mg (10,0%
khéi lugng) axit sucxinic, 200mg (2,0% khdi lugng) inosin, 100mg (1,0% khoi luong)
nicotinamit, 20mg (0,2% khéi lugng) riboflavin mononucleotit, 328mg (3,28% khoi
lugng) natri hydroxit, 616mg (6,16% khdi luong) meglumin, 982mg (9,82% khéi luong)
L-arginin, va nuéc dung dé tiém vira du 100% khéi luong. |
Vidu 69

Natri hydroxit, meglumin, L-arginin: cdc mé 69-100, 69-116

Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (2,20kg), meglumin (10,0kg), va
L-arginin (9,44kg) duogc bd sung vio thing khudy 100 L, cho dén khi hoa tan hoan toan
va do pH bang 6,0, sau d6 diéu chinh dén thé tich 100L bang nudc ding dé tiém. Dung
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dich thu dugc duoc loc qua mang loc khir trung ¢6 kich ¢o 16 loc béng 0,22um, roét vao
cac Ong tiém dung tich 10mL va bit kin. Cac mé 6ng tiém dugc khir trung nhiét bang hoi
nudc va trong diéu kién ap suét, & nhiét do 100°C hodc 116°C, v6i thoi gian khir trung
tuong tmg bang 2 phut va 8 phut. Mdi 6ng tiém dung tich 10mL chra 1000mg (10,0%
khéi lugng) axit sucxinic, 200mg (2,0% khéi lugng) inosin, 100mg (1,0% khéi luong)
nicotinamit, 20mg (0,2% khdi lugng) riboflavin mononucleotit, 220mg (2,20% khéi
luong) natri hydroxit, 1000mg (10,0% khdi lugng) meglumin, 944mg (9,44% khoi
lwong) L-arginin, va nudce ding dé tiém vira da 100% khéi luong.
Vidu 70

Tris(hydroxymetyl)aminometan, meglumin, L-arginin: cac mé 70-100, 70-116

Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), tris(hydroxymetyl)aminometan (15,8kg),
meglumin (6,33kg), va L-arginin (14,60kg) dugc bd sung vao thung khudy 100 L, cho
dén khi hoa tan hoan toan va dd pH bing 8,0, sau d6 diéu chinh dén thé tich 100L bang
nu6e ding dé tiém. Dung dich thu duge duge loc qua mang loc khir tring ¢ kich c& 16
loc bang 0,22pm, rét vao cac 6ng tiém dung tich 10mL va bit kin. Cac mé éng tiém duoc
khir tring nhiét bing hoi nudc va trong diéu kién &p suat, ¢ nhiét do 100°C hodc 116°C,
véi thoi gian khit trung tuong ung bang 2 phit va 8 phut. Mdi éng tiém dung tich 10mL
chira 1000mg (10,0% khéi lugng) axit sucxinic, 200mg (2,0% khdi lugng) inosin, 100mg
(1,0% khéi lwong) nicotinamit, 20mg (0,2% khéi lugng) riboflavin mononucleotit,
1580mg (15,8% khdi luong) tris(hydroxymetyl)aminometan, 633mg (6,33% khoi luong)
meglumin, 1460mg (14,60% khdi lwgng) L-arginin, va 1én dén 100,00% khoi lugng nude
ding dé tiém.
Vidu71

Tris(hydroxymetyl)aminometan, meglumin, L-arginin: cic mé 71-100, 71-116

Nudc dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), tris(hydroxymetyl)aminometan (11,08kg),
meglumin (10,40kg), va L-arginin (5,76kg) dugc bd sung vao thung khudy 100 L, cho
dén khi hoa tan hoan toan va do pH bang 7,0, sau d6 diéu chinh dén thé tich 100L bing
nuée dung dé tiém. Dung dich thu dugc duge loc qua mang loc khir trung c6 kich c& 15
loc bang 0,22pum, rét vao cac éng tiém dung tich 10mL va bit kin. Cac mé 6ng tiém duge

khir tring nhiét bing hoi nu6c va trong diéu kién 4p sut, & nhiét o 100°C hogc 116°C,
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voi thoi gian khir trung tuong Umg béng 2 phut va 8 phut. Mdi 6ng tiém dung tich 10mL
chira 1000mg (10,0% khéi lwong) axit sucxinic, 200mg (2,0% khéi lugng) inosin, 100mg
(1,0% khéi luong) nicotinamit, 20mg (0,2% khdi luong) riboflavin mononucleotit,
1108mg (11,08% khéi luong) tris(hydroxymetyl)aminometan, 1040mg (10,40% khdi
lugng) meglumin, 576mg (5,76% khéi luong) L-arginin, va nudc dung dé tiém vira du
100,0% khdi lwong.
Vidu 72

Tris(hydroxymetyl)aminometan, meglumin, L-arginin: cdc mé 72-100, 72-116

Nuéde ding dé tiem (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), tris(hydroxymetyl)aminometan (6,11kg),
meglumin (10,20kg), va L-arginin (10,20kg) dugc bd sung vao thing khudy 100 L, cho
dén khi hoa tan hoan toan va do pH bang 6.0, sau d6 diéu chinh dén thé tich 100L bang
nuge ding dé tiém. Dung dich thu duge duge loc qua mang loc khir trung c6 kich c& 16
loc bang 0,22pum, rét vao cac éng tiém dung tich 10mL va bit kin. Cac mé bng tiém duoc
khir triang nhiét bing hoi nuée va trong didu kién ap suét, & nhiét do 100°C hodc 116°C,
v6i thoi gian khir trung tuong ing bang 2 phit va 8 phut. Mbi éng tiém dung tich 10mL
chira 1000mg (10,0% khdi luong) axit sucxinic, 200mg (2,0% khéi luong) inosin, 100mg
(1,0% khdi lwong) nicotinamit, 20mg (0,2% khdi lugng) riboflavin mononucleotit,
611mg (6,11% khéi luong) tris(hydroxymetyl)aminometan, 1020mg (10,20% khoi
lwong) meglumin, 1020mg (10,20% khéi lugng) L-arginin, va nu¢c ding dé tiém vira du
100,0% khéi lugng.
Vidu 73

Tris(hydroxymetyl)aminometan, meglumin, etanolamin: cdc mé 73-100, 73-116
Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin (2,0kg),
riboflavin mononucleotit (0,2kg), tris(hydroxymetyl)aminometan (13,4kg), meglumin
(4,98kg), va etanolamin (5,87kg) dugc bd sung vao thing khudy 100 L, cho dén khi hoa
tan hoan toan va do pH bang 8,0, sau d6 diéu chinh dén thé tich 100L bang nudc ding dé
tiém. Dung dich thu dugc duoc loc qua mang loc khr trang c6 kich c& 16 loc bang
0,22um, rét vao cac dng tiém dung tich 10mL va bit kin. Cac mé 6ng tiém dugc khir
tring nhiét bing hoi nude va trong diéu kién 4p suét, & nhiét d 100°C hodc 116°C, véi
thoi gian khir trung twong ing bing 2 phit va 8 phit. Mdi dng tiém dung tich 10mL chua
1000mg (10,0% khdi lugng) axit sucxinic, 200mg (2,0% khdi lugng) inosin, 100mg
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(1,0% khdi luong) nicotinamit, 20mg (0,2% khéi lugng) riboflavin mononucleotit,
134mg (13,4% khéi luong) tris(hydroxymetyl)aminometan, 498mg (4,98% khdi lwong)
meglumin, 587mg (5,87% khéi lugng) etanolamin, va nude ding dé tiém vira da 100,0%
khéi luong.
Vidu 74

Tris(hydroxymetyl)aminometan, meglumin, etanolamin: cac me 74-100, 74-116

Nudc dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), tris(hydroxymetyl)aminometan (10,42kg),
meglumin (8,90kg), va etanolamin (2,65kg) dugc bb sung vao thung khudy 100 L, cho
dén khi hoa tan hoan toan va do pH bang 6.9, sau d6 diéu chinh dén thé tich 100L bang
nuée ding dé tiém. Dung dich thu dugce duge loc qua mang loc khir tring c6 kich ¢ 16
loc bang 0,22pum, 16t vao cac éng tiém dung tich 10mL va bit kin. Cac mé b6ng tiém duoc
khir tring nhiét bing hoi nudc va trong diéu kién ap suét, & nhiét do 100°C hoac 116°C,
v6i thoi gian khir tring twong ung bang 2 phut va 8 phut. M3i dng tiém dung tich 10mL
chira 1000mg (10,0% khéi luong) axit sucxinic, 200mg (2,0% khéi luong) inosin, 100mg
(1,0% khéi lwong) nicotinamit, 20mg (0,2% khéi luong) riboflavin mononucleotit,
1042mg (10,42% khéi luong) tris(hydroxymetyl)aminometan, 890mg (8,90% khoi
lugng) meglumin, 265mg (2,65% khéi luong) etanolamin, va nude ding dé tiém vira du
100,0% khéi Iugng.
Vidu 75

Tris(hydroxymetyl)aminometan, meglumin, etanolamin: cac mé 75-100, 75-116

Nude dung dé tiem (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), tris(hydroxymetyl)aminometan (3,96kg),
meglumin (11,68kg), va etanolamin (4,16kg) dugc b sung vao thung khudy 100 L, cho
dén khi hoa tan hoan toan va do pH bang 6,0, sau d6 diéu chinh dén thé tich 100L béng
nuée dung dé tiém. Dung dich thu duoc dugce loc qua mang loc khur trung 6 kich ¢ 15
loc bang 0,22pm, rét vao cac 6ng tiém dung tich 10mL va bit kin. Cac mé 6ng tiém duoc
khit tring nhiét béng hoi nuéc va trong diéu kién ap suét, & nhiét @6 100°C ho#c 116°C,
véi thoi gian khir tring twong ung bang 2 phut va 8 phut. Mdi éng tiém dung tich 10mL
chira 1000mg (10,0% khéi lwgng) axit sucxinic, 200mg (2,0% khdi luong) inosin, 100mg
(1,0% khéi lwong) nicotinamit, 20mg (0,2% khéi luogng) riboflavin mononucleotit,

396mg (3,96% khdi lugng) tris(hydroxymetyl)aminometan, 1168mg (11,68% khéi
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lwgng) meglumin, 416mg (4,16% khéi luong) etanolamin, va nuge dung dé tiém vira du
100,0% khéi lugng.
Vidu 76

Tris(hydroxymetyl)aminometan, etanolamin, L-arginin: cic mé 76-100, 76-116

Nudc dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), tris(hydroxymetyl)aminometan (19,26kg),
etanolamin (2,99kg), va L-arginin (8,78kg) duoc bd sung vao thung khudy 100 L, cho
dén khi hoa tan hoan toan vi do pH bang 8,0, sau do diéu chinh dén thé tich 100L bang
nude dung dé tiém. Dung dich thu duge dugc loc qua mang loc khir trung c6 kich ¢ 16
loc be“mg 0,22um, rét vao cac 6ng tiém dung tich 10mL va bit kin. Cac mé 6ng tiém duoc
khir tring nhiét bing hoi nude va trong diéu kién 4p suat, & nhiét o 100°C hogc 116°C,
v61i thoi gian khir trung tuwong (mg bang 2 phut va 8 phut. Mdi 6ng tiém dung tich 10mL
chira 1000mg (10,0% khéi lwong) axit sucxinic, 200mg (2,0% khéi luong) inosin, 100mg
(1,0% khéi luong) nicotinamit, 20mg (0,2% khdi luong) riboflavin mononucleotit,
1926mg (19,26% khdi lugng) tris(hydroxymetyl)aminometan, 299mg (2,99% khéi
lwgng) etanolamin, 878mg (8,78% khdi lugng) L-arginin, va nuéc dung dé tiém vira di
100,0% khéi lugng.
Vidu 77

Tris(hydroxymetyl)aminometan, etanolamin, L-arginin: cac mé 77-100, 77-116

Nudc dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), tris(hydroxymetyl)aminometan (11,23kg),
etanolamin (1,90kg) va L-arginin (9,10kg) dugc bd sung vio thing khudy 100 L, cho dén
khi hoa tan hoan toan va do pH bang 6,9, sau do diéu chinh dén thé tich 100L bang nuéce
dung dé tiém. Dung dich thu dwugc dugc loc qua mang loc khir trang c6 kich ¢ 16 loc
bang 0,22um, rét vao cac 6ng tiém dung tich 10mL va bit kin. Cac mé éng tiém dugc
khir tring nhiét bing hoi nudc va trong diéu kién ap suét, & nhiét do 100°C hodc 116°C,
v6i thoi gian khir tring twong Umg bang 2 phut va 8 phut. Moi 6ng tiém dung tich 10mL
chira 1000mg (10,0% khdi lugng) axit sucxinic, 200mg (2,0% khoi luong) inosin, 100mg
(1,0% khoi lugng) nicotinamit, 20mg (0,2% khoi lugng) riboflavin mononucleotit,
1123mg (11,23% khéi luwong) tris(hydroxymetyl)aminometan, 190mg (1,90% khoi
lugng) etanolamin, 910mg (9,10% khoi lugng) L-arginin, va nudc dung dé tiém vira du

100,0% khéi lugng.
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Vidu 78

Tris(hydroxymetyl)aminometan, etanolamin, L-arginin: cdc me 78-100, 78-116

Nude ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), tris(hydroxymetyl)aminometan (5,62kg),
etanolamin (6,26kg), va L-arginin (2,08kg) dugc bd sung vao thung khudy 100 L, cho
dén khi hoa tan hoan toan va do pH bang 6,0, sau d6 diéu chinh dén thé tich 100L bang
nuée ding dé tiém. Dung dich thu duge dugc loc qua mang loc khtr trung c6 kich c& 16
loc béng 0,22um, rét vao cac 6ng tiém dung tich 10mL va bit kin. Cac mé 6ng tiém duoc
khir tring nhiét béng hoi nuéc va trong diéu kién ap suét, & nhiét do 100°C hodc 116°C,
véi thoi gian khir trung tuong ing bing 2 phut va 8 phut. Méi 6ng tiém dung tich 10mL
chira 1000mg (10,0% khéi luong) axit sucxinic, 200mg (2,0% khdi luong) inosin, 100mg
(1,0% khéi lwong) nicotinamit, 20mg (0,2% khéi lugng) riboflavin mononucleotit,
562mg (5,62% khéi luong) tris(hydroxymetyl)aminometan, 626mg (6,26% khoi lugng)
etanolamin, 208mg (2,08% khdi luong) L-arginin, va nuéc ding dé tiém vira di 100,0%
khéi luong.
Vidu 79

Meglumin, etanolamin, L-arginin: cdc mé 79-100, 79-116

Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), meglumin (19,93kg), etanolamin (3,98kg), va
L-arginin (2,27kg) dugc bd sung vao thung khudy 100 L, cho dén khi hoa tan hoan toan
va do pH bang 8,0, sau d6 didu chinh dén thé tich 100L bing nuéc ding dé tiém. Dung
dich thu duoc dugce loc qua mang loc khir trung ¢ kich c& 16 loc bang 0,22um, rét vao
cac dng tiém dung tich 10mL va bit kin. Cac mé éng tiém duogc khit trung nhiét bang hoi
nuéc va trong didu kién 4p sudt, & nhiét do 100°C hodc 116°C, véi thoi gian khir tring
tuong (g bang 2 phut va 8 phut. Mbi dng tiém dung tich 10mL chira 1000mg (10,0%
khéi luong) axit sucxinic, 200mg (2,0% khdi luong) inosin, 100mg (1,0% khéi lwong)
nicotinamit, 20mg (0,2% khdi lugng) riboflavin mononucleotit, 1993mg (19,93% Kkhoi
lwong) meglumin, 398mg (3,98% khéi lugng) etanolamin, 227mg (2,27% khéi lugng) L-
arginin, va nu6c ding dé tiém vira di 100,0% khoi luong.
Vi du 80

Meglumin, etanolamin, L-arginin: cac mé 80-100, 80-116
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Nudc dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), meglumin (16,53kg), etanolamin (2,5 8kg), va
L-arginin (7,24kg) dugc bd sung vao thing khudy 100 L, cho dén khi hoa tan hoan toan
va do pH bing 6.7, sau doé didu chinh dén thé tich 100L bing nuéc ding dé tiém. Dung
dich thu dugc dugce loc qua mang loc khur trung c6 kich ¢c& 16 loc bang 0,22um, rét vao
céc bng tiém dung tich 10mL va bit kin. Cac mé éng tiém dugc khi tring nhiét bang hoi
nuée va trong didu kién 4p sudt, & nhiét do 100°C hodc 116°C, vai thoi gian khir tring
twong (mg bang 2 phut va 8 phut. Mdi éng tiém dung tich 10mL chira 1000mg (10,0%
khéi luong) axit sucxinic, 200mg (2,0% khdi lugng) inosin, 100mg (1,0% khoi lugng)
nicotinamit, 20mg (0,2% khéi lwgng) riboflavin mononucleotit, 1653mg (16,53% khéi
lugng) meglumin, 258mg (2,58% khéi luong) etanolamin, 427mg (7,24% khéi luong) L-
arginin, va nude dung d8 tiém vira da 100,0% khdi luong.

Vidu 81

Meglumin, etanolamin, L-arginin: cdc mé 81-100, 81-116

Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), meglumin (7,88kg), etanolamin (4,28kg), va
L-arginin (8,71kg) dugc bb sung vao thung khudy 100 L, cho dén khi hoa tan hoan toan
va do pH bing 6,0, sau d6 didu chinh dén thé tich 100L bang nuéc ding dé tiém. Dung
dich thu duoc dugc loc qua mang loc khir trung c6 kich ¢& 16 loc bf?lng 0,22um, rét vao
cac dng tiém dung tich 10mL va bit kin. Cac mé 6ng tiém duogc khit tring nhiét bang hoi
nudc va trong diéu kién ap suét, & nhiét @6 100°C ho#ic 116°C, vé6i thoi gian khir trung
twong tmg bang 2 phut va 8 phit. M&i ong tiém dung tich 10mL chira 1000mg (10,0%
khéi luong) axit sucxinic, 200mg (2,0% khdi lugng) inosin, 100mg (1,0% khéi luong)
nicotinamit, 20mg (0,2% khdi lugng) riboflavin mononucleotit, 788mg (7,88% khéi
lwgng) meglumin, 428mg (4,28% khdi lugng) etanolamin, 871mg (8,71% khoi lugng) L-
arginin, va nuéc ding dé tiém vira da 100,0% khéi luong.

Vidu 82

Meglumin, dietanolamin, tris(hydroxymetyl)aminometan: cac mé 82-100, 82-116

Nudc dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), meglumin (19,4kg), dietanolamin (3,17kg), va
tris(hydroxymetyl)aminometan (12,03kg) dugc bd sung vao thung khudy 100 L, cho dén
khi hoa tan hoan toin va do pH bang 8.0, sau d6 diéu chinh dén thé tich 100L bang nudc
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ding dé tiém. Dung dich thu dugc dugc loc qua mang loc khir trung c6 kich co 156 loc
bang 0,22um, 16t vao cac éng tiém dung tich 10mL va bit kin. Cac mé éng tiém dugc
khir tring nhiét bing hoi nudc va trong diéu kién ap suét, & nhiét do 100°C hoac 116°C,
véi thoi gian khi trung twong Ung bing 2 phut va 8 phit. Mdi dng tiém dung tich 10mL
chtra 1000mg (10,0% khéi luong) axit sucxinic, 200mg (2,0% khoi lugng) inosin, 100mg
(1,0% khdi lwong) nicotinamit, 20mg (0,2% khéi lwong) riboflavin mononucleotit,
194mg (19,4% khéi lugng) meglumin, 317mg (3,17% khéi lugng) dietanolamin, 1203mg
(12,03% khdi lugng) tris(hydroxymetyl)aminometan, va nu6c dung dé tiém vira du
100,0% khéi lugng.
Vidu 83

Meglumin, dietanolamin, tris(hydroxymetyl)aminometan: cac mé 83-100, 83-116

Nuége dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), meglumin (16,3kg), dietanolamin (6,97kg), va
tris(hydroxymetyl)aminometan (2,89kg) dugc bd sung vao thung khudy 100 L, cho dén
khi hoa tan hoan toan va do pH béng 7,1, sau d6 diéu chinh dén thé tich 100L bang nudc
ding dé tiém. Dung dich thu dugc duge loc qua mang loc khit trung c6 kich co 16 loc
bang 0,22pm, rét vao cac éng tiém dung tich 10mL va bit kin. Cac mé éng tiém duogc
khir tring nhiét bing hoi nudce va trong diéu kién &p suat, ¢ nhiét do 100°C hoac 116°C,
v61i thoi gian khir trung twong ung bing 2 phut va 8 phut. Mdi éng tiém dung tich 10mL
chira 1000mg (10,0% khdi lwgng) axit sucxinic, 200mg (2,0% khdi luong) inosin, 100mg
(1,0% khdi luong) nicotinamit, 20mg (0,2% khéi lugng) riboflavin mononucleotit,
163mg (16,3% khdi luong) meglumin, 697mg (6,97% khoi luong) dietanolamin, 289mg
(2,89% khdi lugng) tris(hydroxymetyl)aminometan, va nuéc dung dé tiém vira du
100,0% khdi lwong.
Vidu 84

Meglumin, dietanolamin, tris(hydroxymetyl)aminometan: cdc mé 84-100, 84-116

Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), meglumin (6,07kg), dietanolamin (7,18kg), va
tris(hydroxymetyl)aminometan (7,47kg) duoc bd sung vao thung khudy 100 L, cho dén
khi hoa tan hoan toan va do pH bang 6,0, sau d6 diéu chinh dén thé tich 100L bang nuéc
ding dé tiém. Dung dich thu dugc dugc loc qua mang loc khur trung c6 kich ¢ 16 loc

bang 0,22pum, rét vao cac 6ng tiém dung tich 10mL va bit kin. Cac mé éng tiém duoc
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khir tring nhiét bing hoi nudc va trong diéu kién 4p suat, & nhiét @ 100°C hoac 116°C,
vo6i thoi gian khir trung twong Umg bang 2 phut va 8 phut. MObi dng tiém dung tich 10mL
chira 1000mg (10,0% khdi luong) axit sucxinic, 200mg (2,0% khéi luong) inosin, 100mg
(1,0% khéi luong) nicotinamit, 20mg (0,2% khéi lugng) riboflavin mononucleotit,
607mg (6,07% khdi luong) meglumin, 718mg (7,18% khoi luong) dietanolamin, 747mg
(7,47% khéi lugng) tris(hydroxymetyl)aminometan, va nuéc dung dé tiém vira du
100,0% khéi lugng.
Vidu 85

Natri hydroxit, meglumin, etanolamin, L-arginin: cac mé 85-100, 85-116

Nude ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (3,39kg), meglumin (10,57kg),
etanolamin (1,18kg), va L-arginin (3,35kg) duoc bd sung vao thung khudy 100 L, cho
dén khi hoa tan hoan toan vi do pH bing 8,0, sau d6 diéu chinh dén thé tich 100L béng
nude ding dé tiém. Dung dich thu dugc duoc loc qua mang loc khir trung ¢ kich c& 16
loc bang 0,22pm, rét vao cac éng tiém dung tich 10mL va bit kin. Cac mé 6ng tiém duoc
khir tring nhiét bing hoi nude va trong diéu kién 4p suat, & nhiét do 100°C hogc 116°C,
voi thoi gian kht tring twong ung bing 2 phut va 8 phit. Mai 6ng tiém dung tich 10mL
chira 1000mg (10,0% khéi lugng) axit sucxinic, 200mg (2,0% khéi lugng) inosin, 100mg
(1,0% khéi lugng) nicotinamit, 20mg (0,2% khdi lugng) riboflavin mononucleotit,
339mg (3,39% khéi luong) natri hydroxit, 1057mg (10,57% khéi lugng) meglumin,
118mg (1,18% khdi luong) etanolamin, 335 (3,35% khéi lugng) L-arginin, va nude ding
d8 tiem vira da 100,0% khdi lwong.
Vi dy 86 |

Natri hydroxit, meglumin, etanolamin, L-arginin: cdc mé 86-100, 86-116

Nudc ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (1,54kg), meglumin (7,62kg),
etanolamin (2,62kg), va L-arginin (6,97kg) dugc bd sung vao thung khudy 100 L, cho
dén khi hoa tan hoan toan va do pH bang 6,0, sau d6 diéu chinh dén thé tich 100L bang
nuée ding dé tiém. Dung dich thu dugc duoc loc qua mang loc khir tring c6 kich ¢& 16
loc bang 0,22pm, rét vao cac dng tiém dung tich 10mL va bit kin. Cac mé bng tiém duoc
khir tring nhiét bing hoi nuée va trong didu kién dp suét, ¢ nhiét @ 100°C hogc 116°C,
voi thoi gian khir trung tuong ing bang 2 phut va 8 phut. Mdi 6ng tiém dung tich 10mL

-49-



36034

chira 1000mg (10,0% khdi lwong) axit sucxinic, 200mg (2,0% khdi lugng) inosin, 100mg
(1,0% khéi luong) nicotinamit, 20mg (0,2% khdi luwong) riboflavin mononucleotit,
154mg (1,54% khdi lugng) natri hydroxit, 762mg (7,62% khdi luong) meglumin, 262mg
(2,62% khoi lwong) etanolamin, 697 (6,97% khdi luong) L-arginin, va nuéc dung dé tiem
vira da 100,0% khéi lugng.
Vidu 87

Natri hydroxit, meglumin, etanolamin, tris(hydroxymetyl)aminometan: cac mé &87-
100, 87-116

Nuge ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (2,62kg), meglumin (5,70kg),
etanolamin (4,18kg), va tris(hydroxymetyl)aminometan (3,17kg) dugc bd sung vio thung
khuAy 100 L, cho dén khi hoa tan hoan toan va do pH bing 8.0, sau d6 diéu chinh dén thé
tich 100L bing nudc dung dé tiém. Dung dich thu dugc duoc loc qua mang loc khir trung
¢6 kich ¢ 15 loc bang 0,22um, rét vao cic éng tiém dung tich 10mL va bit kin. Cac mé
éng tiém dugc khir trung nhiét bang hoi nudc va trong didu kién 4p suat, & nhiét do
100°C hoic 116°C, v6i thoi gian khir tring twong tmg bang 2 phat va 8 phat. M&i ng
tiém dung tich 10mL chtra 1000mg (10,0% khdi lugng) axit sucxinic, 200mg (2,0% khéi
lwgng) inosin, 100mg (1,0% khéi lwgng) nicotinamit, 20mg (0,2% khéi lwgng) riboflavin
mononucleotit, 262mg (2,62% khdi lugng) natri hydroxit, 570mg (5,70% khéi lugng)
meglumin, 418mg (4,18% khéi luong) etanolamin, 317mg (3,17% khéi luong)
tris(hydroxymetyl)aminometan, va nudc dung dé tiém vira da 100,0% khéi luong.
Vidu 88

Natri hydroxit, meglumin, etanolamin, tris(hydroxymetyl)aminometan: cac mé
88-100, 88-116

Nuéc dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (1,54kg), meglumin (7,61kg),
etanolamin (2,36kg), va tris(hydroxymetyl)aminometan (5,45kg) duoc bd sung vio thing
khuAy 100 L, cho dén khi hoa tan hoan toan va do pH bang 6.0, sau dé diéu chinh dén thé
tich 100L bang nudc dung dé tiém. Dung dich thu dugc duoc loc qua mang loc khir trung
¢6 kich ¢ 16 loc br:ing 0,22um, rét vao cac 6ng tiém dung tich 10mL va bit kin. Cac mé
éng tiém duge khir tring nhiét bing hoi nudc va trong diéu kién ép sudt, & nhiét do

100°C hodc 116°C, véi thoi gian khir tring twong tmg bang 2 phut va 8 phut. Mi ong
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tiém dung tich 10mL chira 1000mg (10,0% khdi lugng) axit sucxinic, 200mg (2,0% khéi
luong) inosin, 100mg (1,0% khéi lwgng) nicotinamit, 20mg (0,2% khdi lugng) riboflavin
mononucleotit, 154mg (1,54% khéi luong) natri hydroxit, 761mg (7,61% khéi luong)
meglumin, 236mg (2,36% khéi luong) etanolamin, 545mg (5,45% khéi luong)
tris(hydroxymetyl)aminometan, va nudce dung dé tiém vira du 100,0% khdi luong.
Vidu &9

Meglumin, etanolamin, dietanolamin, tris(hydroxymetyl)aminometan: cac m¢ 89-
100, 89-116

Nudc dung dé tiem (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), meglumin (7,45kg), etanolamin (3,80kg),
dietanolamin (3,98kg), va tris(hydroxymetyl)aminometan (9,96kg) dugc bd sung vao
thung khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 8,0, sau d6 diéu chinh
dén thé tich 100L bang nudc ding dé tiém. Dung dich thu dugc dugc loc qua mang loc
khir tring c6 kich ¢ 16 loc bang 0,22pm, rét vao cac bng tiém dung tich 10mL va bit kin.
Cac me 6ng tiém duoc khir trung nhiét béng hoi nudc va trong diéu kién ap suét, & nhiét
do 100°C hoidc 116°C, véi thoi gian khir tring twong tng bing 2 phut va 8 phut. Mbi ong
tiém dung tich 10mL chira 1000mg (10,0% khi lugng) axit sucxinic, 200mg (2,0% khéi
lwgng) inosin, 100mg (1,0% khéi lugng) nicotinamit, 20mg (0,2% khéi lugng) riboflavin
mononucleotit, 745mg (7,45% khéi luong) meglumin, 380mg (3,80% khéi luong)
etanolamin, 398mg (3,98% khéi luong) dietanolamin, 996mg (9,96% khéi luong)
tris(hydroxymetyl)aminometan, va nu6c dung dé tiém vira du 100,0% khdi luong.
Vidu 90

Meglumin, etanolamin, dietanolamin, tris(hydroxymetyl)aminometan: cac me 90-
100, 90-116

Nude dung dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), meglumin (10,00kg), etanolamin (2,50kg),
dietanolamin (2,50kg), va tris(hydroxymetyl)aminometan (15,1kg) dugc bd sung vao
thung khuéy 100 L, cho dén khi hoa tan hoan toan va do pH bé‘mg 8,0, sau do diéu chinh
dén thé tich 100L bang nudc dung dé tiém. Dung dich thu dugc duge loc qua mang loc
kht tring ¢6 kich ¢& 16 loc bang 0,22pum, rét vao cac 6ng tiém dung tich 10mL va bit kin.
Cac mé éng tiém dugc khit trung nhiét b.%tng hoi nuéc va trong diéu kién ap suét, & nhiét

dd 100°C hodc 116°C, véi thoi gian khir trung twong Gng béng 2 phut va 8 phiit. Mdi ng
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tiém dung tich 10mL chira 1000mg (10,0% khdi lugng) axit sucxinic, 200mg (2,0% khoi
lugng) inosin, 100mg (1,0% khdi lwong) nicotinamit, 20mg (0,2% khéi luong) riboflavin
mononucleotit, 1000mg (10,0% khéi luong) meglumin, 250mg (2,50% khéi luong)
etanolamin, 250mg (2,50% khéi lugng) dietanolamin, 151mg (15,1% khéi luwong)
tris(hydroxymetyl)aminometan, va nuéc dung dé tiém vira du 100,0% khdi lugng.
Vidu91

Meglumin, etanolamin, dietanolamin, tris(hydroxymetyl)aminometan: cac mé 91-
100, 91-116

Nuge ding dé tiém (50L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), meglumin (16,53kg), etanolamin (1,55kg),
dietanolamin (2,67kg), va tris(hydroxymetyl)aminometan (3,07kg) dugc bd sung vao
thing khudy 100 L, cho dén khi hoa tan hoan toan va do pH bang 6,0, sau d6 diéu chinh
dén thé tich 100L bang nu6c dung dé tiém. Dung dich thu dugc dugc loc qua mang loc
khir tring c6 kich ¢& 16 loc bang 0,22um, rét vao cac 6ng tiém dung tich 10mL va bit kin.
Cac mé dng tiém dugc khir trung nhiét bang hoi nudc va trong diu kién &p suit, & nhiét
d6 100°C hoiic 116°C, v6i thoi gian khi tring twong g bing 2 phut va 8 phut. M&i éng
tiém dung tich 10mL chira 1000mg (10,0% khdi lugng) axit sucxinic, 200mg (2,0% khoi
lugng) inosin, 100mg (1,0% khéi luong) nicotinamit, 20mg (0,2% khéi lugng) riboflavin
mononucleotit, 1653mg (16,53% khéi luwong) meglumin, 155mg (1,55% khéi lugng)
etanolamin, 267mg (2,67% khdi lwong) dietanolamin, 307mg (3,07% khéi luong)

tris(hydroxymetyl)aminometan, va nudc dung dé tiem vira d 100,0% khdi luong.

Céc phuong an cu thé ciia phuwong phap theo sang ché dugc mo ta trong vi du 92-
96. Trong qua trinh nghién ctru cac dugc pham chtra natri hydrocacbonat theo quy dinh
ctia duogc dién, chi c6 thé dat dugc cac do pH dugc chép nhan vé& mit sinh 1y két hop véi
céc chat 6n dinh khac duoc bd sung & cac luong déng mol véi axit sucxinic, va cac dd pH
t81 da c6 thé dat dugc khong vuot qua do pH nam trong khoang tir 7,3 dén 7,5 (Vi du 92-
96). Viéc bd sung natri hydrocacbonat dan dén két tua cua cac thanh phan két hop.
Vidu 92

Natri hydroxit, natri hydrocacbonat: cac mé 92-100, 92-116

Nudce dung dé tiem (50,0L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), natri hydroxit (6,77kg) va natri hydrocacbonat
(2,05kg) duge bd sung vao thing khudy 100 L, cho dén khi hoa tan hoan toan va do pH
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bing 7,4, sau d6 diéu chinh dén thé tich 100L bang nudc dung dé tiém. Dung dich thu
duoc duogc loc qua mang loc khir trung c6 kich ¢c& 16 loc béng 0,22pum, rét vao cac 6ng
tiém dung tich 10mL va bit kin. Cac mé 6ng tiém dugc khir trung nhiét bang hoi nude va
trong didu kién dp suét, & nhiét @6 100°C hodc 116°C, v6i thoi gian khir tring twong tng
bing 2 phut va 8 phut. Mdi éng tiém dung tich 10mL chtra 1000mg (10,0% khdi lugng)
axit sucxinic, 200mg (2,0% khéi luong) inosin, 100mg (1,0% khéi luong) nicotinamit,
20mg (0,2% khéi luong) riboflavin mononucleotit, 598mg (5,98% khoi lugng) natri
hydroxit, 205mg (2,05% khdi luong) natri hydrocacbonat, va nudc ding dé tiém vira du
100,0% khbi Lwong.
Viduy 93

Meglumin, natri hydrocacbonat: cac mé 93-100, 93-116

Nudc dung dé tiém (50,0L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), meglumin (33,06kg) va natri hydrocacbonat
(2,49g) dugc bd sung vao thing khudy 100 L, cho dén khi hoa tan hoan toan va d pH
bing 7,3, sau dé didu chinh dén thé tich 100L bang nuéc dung dé tiém. Dung dich thu
dugc duoc loc qua mang loc khir trung c6 kich ¢& 16 loc bang 0,22um, rét vao cac éng
tiém dung tich 10mL va bit kin. Cac mé 6ng tiém dugc khir trung nhiét bang hoi nude va
trong diéu kién 4p suét, & nhiét do 100°C hodc 116°C, voi thoi gian khir tring twong (ng
bing 2 phut va 8 phut. Mdi éng tiém dung tich 10mL chira 1000mg (10,0% khéi lugng)
axit sucxinic, 200mg (2,0% khdi lugng) inosin, 100mg (1,0% khéi lwong) nicotinamit,
20mg (0,2% khéi lugng) riboflavin mononucleotit, 3306mg (33,06% khoi luong)
meglumin, 249mg (2,49% khéi lugng) natri hydrocacbonat, va nuée ding dé tiém vira du
100,0% khéi luong.
Vi dy 94

Tris(hydroxymetyl)aminometan, natri hydrocacbonat: cac mé 94-100, 94-116

Nuéc dung dé tiém (50,0L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), tris(hydroxymetyl)aminometan (20,52kg) va
natri hydrocacbonat (2,90kg) dugc b6 sung vao thing khudy 100 L, cho dén khi hoa tan
hoan toan va do pH bang 6,7, sau d6 diéu chinh dén thé tich 100L bang nuéc dung dé
tiém. Dung dich thu dugc dugc loc qua mang loc khir trung c6 kich c& 16 loc bang
0,22um, rét vao cac 6ng tiém dung tich 10mL va bit kin. Cac mé dng tiém duoc khir

trung nhiét bang hoi nuéc va trong diéu kién ap suét, & nhiét d6 100°C hodc 116°C, véi
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thoi gian khir tring tuong Umg bang 2 phit va 8 phut. Méi ong tiém dung tich 10mL chira
1000mg (10,0% khéi lugng) axit sucxinic, 200mg (2,0% khéi luong) inosin, 100mg
(1,0% khéi lugng) nicotinamit, 20mg (0,2% khéi lugng) riboflavin mononucleotit,
2052mg (20,52% khéi Iugng) tris(hydroxymetyl)aminometan, 290mg (2,90% khoi
lwong) natri hydrocacbonat, va nuéc dung dé tiém vira da 100,0% khéi luong.
Vidu 95

Tris(hydroxymetyl)aminometan, natri hydrocacbonat: cic mé 95-100, 95-116

Nude dung dé tiém (50,0L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), tris(hydroxymetyl)aminometan (20,52kg) va
natri hydrocacbonat (0,10kg) duoc bd sung vao thung khudy 100 L, cho dén khi hoa tan
hoan toan va do pH bang 6,4, sau d6 didu chinh dén thé tich 100L bang nudc dung dé
tiém. Dung dich thu dugc duge loc qua mang loc khir trang c6 kich c& 16 loc bang
0,22um, rét vao cac dng tiém dung tich 10mL va bit kin. Cac mé Ong tiém dugc khir
tring nhiét bing hoi nuéc va trong diéu kién ap suét, ¢ nhiét dd 100°C hogc 116°C, véi
thoi gian khir tring tuong Umg bang 2 phut va 8 phat. Mdi 6ng tiém dung tich 10mL chua
1000mg (10,0% khéi lugng) axit sucxinic, 200mg (2,0% khoi lwgng) inosin, 100mg
(1,0% khéi lurong) nicotinamit, 20mg (0,2% khdi lugng) riboflavin mononucleotit,
2052mg (20,52% khéi luong) tris(hydroxymetyl)aminometan, 10mg (0,10% khéi luong)
natri hydrocacbonat, va nudc dung @2 tiém vira da 100,0% khdi lugng.
Vidu 96

Meglumin, natri hydroxit, natri hydrocacbonat: cac mé 96-100, 96-116

Nude dung dé tiém (50,0L), axit sucxinic (10,0kg), nicotinamit (1,0kg), inosin
(2,0kg), riboflavin mononucleotit (0,2kg), meglumin (16,53kg), natri hydroxit (3,39g)
va natri hydrocacbonat (2,37kg) duoc bd sung vao thung khudy 100 L, cho dén khi hoa
tan hoan toan va do pH bang 7,3, sau d6 diéu chinh dén thé tich 100L bang nuéc dung dé
tiém. Dung dich thu dugc duoc loc qua mang loc khir trung c6 kich c& 16 loc bang
0,22um, rét vao cac ong tiém dung tich 10mL va bit kin. Cac mé 6ng tiém duoc khu
triing nhiét bing hoi nudc va trong diéu kién &p suat, ¢ nhiét d6 100°C hogc 116°C, véi
thoi gian khir trung twong (mg bang 2 phut va 8 phiit. Mdi 6ng tiém dung tich 10mL chtra
1000mg (10,0% khéi luong) axit sucxinic, 200mg (2,0% khéi luong) inosin, 100mg
(1,0% khéi lugng) nicotinamit, 20mg (0,2% khéi luwong) riboflavin mononucleotit,

1653mg (16,53% khdi lwong) meglumin, 339mg (3,39% khéi lwong) natri hydroxit,
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237mg (2,37% khéi luong) natri hydrocacbonat, va nudc dung dé tiém wvira da 100,0%
khéi luong.
Bang 5: Anh huéng ciia d pH dung dich va diéu kién khi tring dén d 6n dinh

cua dugc pham chira cac chat on dinh khac nhau

] . bo pH Thoi gian quan sét (thing)
Vida | Me dung dich 0 3 6 | 12 | 18 | 24
15 15-100 6,0 + + + + + +
15-116 6,0 + + + + + +
16 16-100 7,0 + + + + + +
16-116 7,0 + + + + + +
17 17-100 6,0 + + + + + +
17-116 6,0 + + + + + +
18 18-100 8,0 + + + + + +
18-116 8,0 + + + + + +
19 19-100 6,0 + + + + + +
19-116 6,0 + + + + + +
20 20-100 8,0 + + + + + +
20-116 8,0 + + + + + +
1 21-100 6,0 + + + + + +
21-116 6,0 + + + + + +
2 22-100 8,0 + + + o + +
22-116 8,0 + + + + + +
23 23-100 6,0 + + + + + +
23-116 6,0 + + + + + +
4 24-100 8,0 + + + + 4 +
24-116 8,0 + + + + + +
75 25-100 8,0 + + + + + +
25-116 8,0 + + + + + +
26 26-100 6,0 + + + + + -
26-116 6,0 + + + -+ + +
27 27-100 8,0 + + + - + +
27-116 8,0 + + + + + +
28 28-100 6,0 + + + + + +
28-116 6,0 + + + + + +
29 29-100 6,0 + + + - - -
29-116 6,0 + - - - - -
30 30-100 8,0 + + + + + +
30-116 8,0 + + + + + +
31 31-100 8,0 + + + + + -
31-116 8,0 + + + + + +
32 32-100 6,0 + + + + + +
32-116 6,0 + + + + + +
33 33-100 7,4 + + + + + +
33-116 7,4 + + + + + +

)
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34 34-100 8,0 + + + + + +
34-116 8,0 + + + + + +
35 35-100 7,0 + + + + + +
35-116 7.0 + + + + + +
36 36-100 6,0 + + + + + +
36-116 6.0 + + + + + +
37 37-100 8,0 + + + + + +
37-116 8,0 + + + + + +
38 38-100 6.9 + + + + + +
38-116 6.9 + + + + + +
39 39-100 6,0 + + + + + +
39-116 6,0 + + + + + +
40 40-100 8,0 + + + + - -
40-116 8,0 + + - - - -
11 41-100 7,2 + + + + + -
41-116 7,2 + + + + + -
47 42-100 6,0 + + + + - -
42-116 6,0 + + + + - -
43 43-100 8,0 + + + + + +
43-116 8,0 - - + - + +
44 44-100 6,9 + + + + + +
44-116 6,9 + + + + + +
45 45-100 6,0 + + + + + -
45-116 6,0 + + + + + +
16 46-100 8,0 + + + + + +
46-116 8,0 + + + + + +
A7 47-100 6,8 + + + + + +
47-116 6,8 + - + + + +
43 48-100 6,0 + + + + + +
48-116 6,0 + + + + + +
49 49-100 8,0 + + + + - -
49-116 8,0 + + + - - -
50 50-100 7,5 + + + + - -
50-116 7,5 + + + + - -
51 51-100 6,0 + + + + + -
51-116 6,0 + + + + - -
59 52-100 8,0 + + + + + +
52-116 8,0 + + + + + +
53 53-100 7,0 + + + + + +
53-116 7,0 + + + + + +
54 54-100 6,0 + + + + + +
54-116 6,0 + + + + + +
55 55-100 6.0 + + + + + +
55-116 6,0 + + + + + -
56 56-100 7,2 + + + + + +
56-116 7,2 + + + + + +
57 57-100 8,0 + + + + + +
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57-116 8,0 + + + + + +
58 58-100 6,0 + + + + + +
58-116 6,0 + + + + + +
59 59-100 7,1 + + + + + +
59-116 7,1 + + + + + +
60 60-100 8,0 + + + + + +
60-116 8,0 + + + + + +
61 61-100 8,0 + + + + + +
61-116 8,0 + + + + + +
6 62-100 7,1 + + + + + +
62-116 7,1 + + + + + +
63 63-100 6,0 + + + + + +
63-116 6,0 + + + + + +
64 64-100 8,0 + + + + + +
64-116 8,0 + + + + + +
65 65-100 7,1 + + + + + +
65-116 7,1 + + + + + +
66 66-100 6,0 + + + + + +
66-116 6.0 + + + + + +
67 67-100 8,0 + + + + - -
67-116 8,0 + - - - - -
68 68-100 7,0 + + - + - -
68-116 7,0 + + + - - -
69 69-100 6.0 + + + + - -
69-116 6,0 + + + + - -
70 70-100 8,0 + + + + - -
70-116 8,0 + + + - - -
71 71-100 7,0 + + + + - -
71-116 7,0 + + + - - -
7 72-100 6,0 + + + + - -
72-116 6,0 + + + - - -
73 73-100 8,0 + - + + + +
73-116 8,0 + + + + + +
74 74-100 6,9 + + + + + -
74-116 6,9 + + + + + +
75 75-100 6,0 + + + + + -
75-116 6,0 + + + + + +
76 76-100 8,0 + + + - - -
76-116 8,0 + + - - - -
77 77-100 6,9 + + - + - -
77-116 6.9 + + - - - -
78 78-100 6,0 + + + + - -
78-116 6,0 + + + - - -
79 79-100 8,0 + + + - - -
79-116 8,0 + + - - - -
20 80-100 6,7 + + + - - -
80-116 6,7 + + - - - -
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21 81-100 6,0 + + + + - -
81-116 6,0 + + + - - -
22 82-100 8,0 + + + + + +
82-116 8,0 + + + + + +
23 83-100 7,1 + + + + + +
83-116 7,1 + + + + + +
24 84-100 6,0 + + + + + +
84-116 6,0 + + + + + +
25 85-100 8,0 + + + + - -
85-116 8,0 + + + - - -
26 86-100 6,0 + + + + - -
86-116 6,0 + + + - - -
27 87-100 8,0 + + + + + +
87-116 8,0 + + + + + +
28 88-100 6,0 + + + + + +
88-116 6,0 + + + + + +
29 89-100 8,0 + + + + + +
89-116 8,0 + + + + + +
90 90-100 8,0 + + + + + +
90-116 8,0 + + + + + +
91 91-100 6,0 - + + + + +
91-116 6,0 + + + + + +
9 92-100 7,4 + + + + + +
92-116 7,4 + + + + + +
93 93-100 7,3 + + + + + +
93-116 7,3 + + + + + +
94 94-100 6,7 + + + + + +
94-116 6,7 + + + + + +
95 95-100 6,4 + + + + + +
95-116 6,4 + + + + + +
9% 96-100 7.3 + + + + + +
96-116 7.3 + + + + + +

Két qua nghién ctru d§ on dinh cta duoc pham chira cac chat lam 6n dinh khéc

nhau (Béang 5) cho thdy rang;

1) Céc dwoc pham theo Vi du 29, 40-42, 49-51, 67-72, 76-81, 85-86 chua L-
arginin khong chiu dugc sy bao quan kéo dai trong 2 ndm ¢ nhiét do 30°C. Luong dang
ké cua tap chit khong xac dinh anh huong dén @6 an toan cua dugc phim dung ngoai
duong tiéu hoa dugc tao ra trong cac mau chira arginin lam chit 1am 6n dinh trong qua
trinh bao quan, do d6 cac dugc phém nay co thé khong dugc st dung trén diéu tri trén

thuc té.
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2) C6 kha ning st dung natri hydroxit, natri cacbonat, meglumin, TRIS,
etanolamin, dietanolamin, natri hydrocacbonat va td hop khac nhau cta chung lam cac
chit 1am 6n dinh dé san xuét dugc phém dung qua duong tinh mach c¢6 do pH duoc chép
nhan v& mit sinh Iy ma 6n dinh trong qua trinh bao quéan trong hon 2 ndm.

Do do, phuong phéap theo sang ché ¢6 thé san xuit dugc duge phim 6n dinh dang
dung dich nudc, ngan nglra dugc sw phén huy cdc hoat chit va 1am gidm dang ké kha
ning nhiém vi sinh vat trong qua trinh bao ché dugc phdm dé ting cudng do an toan cia

n6 ma khong lam giam hiéu lyc diéu tri cia dugc pham nay.
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YEU CAU BAO HOQ
1. Phuong phép san xuit dugc phém 6n dinh dang dung dich nude chua axit sucxinic,
inosin, nicotinamit, natri riboflavin mononucleotit lam céac hoat chét, bao gém budc hoa
tan cac hoat chét ndy vao nude va sau do loc vo trung, dac trung & chd duge phém nay
duoc bd sung mot hodc mot sb thanh phﬁn duoc dung lam chét 1am 6n dinh dugc chon tir
nhom bao gdm natri hydroxit, tris(hydroxymetyl)aminometan, etanolamin, dietanolamin,
natri cacbonat, meglumin, dé thu dugc dung dich 6n dinh c6 do pH nam trong khoang tir

6.0 dén 8,0, ty 1€ cta cac thanh phﬁn nay tinh theo % khdi lugng 1a nhu sau:

axit sucxinic 5,00-12,50
inosin 1,00-2,40
nicotinamit 0,50-1,20

natri riboflavin mononucleotit 0,10-0,24

chét 1am 6n dinh 3,21-51,30
nudc vua da 100,0%,

va dung dich nay duoc khir trung bing nhiét bd sung & diéu kién sau: & nhiét do 100°C
dén 104°C véi thoi gian khir tring tir 8 phit dén 2 phat; ¢ 108°C véi thoi gian khir tring
tir 6 phut dén 2 phat; & 112°C v6i thoi gian khir tring tir 4 phit dén 2 phit; hoge & nhiét
do 116°C véi thoi gian khir trung 1a 2 phut.

2. Phuong phap san xuht duoc phdm 6n dinh dang dung dich nudc theo diém 1, dic trung
& chd natri hydrocacbonat duoc bd sung vao dugc phém nay lam chét 1am 6n dinh, dé thu
duoc dung dich 6n dinh c6 do pH nam trong khoang ttr 6,0 dén 7,0, ty 1& cua cac thanh
phén nay tinh theo % khéi lwong 12 nhu sau:

axit sucxinic 5,00-12,5
1nosin 1,00-2,40
nicotinamit 0,50-1,20
natri riboflavin mononucleotit 0,10-0,24
natri hydrocacbonat 13,7-17,2
nudc vira da 100,0%.

3. Phuong phép san xuét dugce pham 6n dinh dang dung dich nudc theo diém 1, dic trung
& chd natri hydrocacbonat dugc bd sung vao dugc phim nay, dé thu dugce dung dich 6n
dinh ¢6 d6 pH nam trong khoang tir 6,4 dén 7,4, ty 1 cua céac thanh phan nay tinh theo %
khéi lugng 14 nhu sau:
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nicotinamit

natri riboflavin mononucleotit
chat 1am 6n dinh

natri hydrocacbonat

nudc
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5,00-12,50
1,00-2,40
0,50-1,20
0,10-0,24
3,21-33,06
0,10-2,90

vira du 100,0%.
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