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MAGNESI STEARAT

Detector quang phd tir ngoai dit & budc song 240 nm.

T60 do dong: 1,0 mi/min.

Thé tich tiém: 20 pl.

Thoi gian chay sic ky: 10 min.

Cich tién hanh:

Kiem tra tinh phﬁ hop cia hé théng Trén sic ky dd cua
dung dich chuin, d6 phan giai gilra pic cua lopinavir va
ritonavir it nhét 14 2.0. D léch chuan tuong déi cua dién
tich pic lopinavir va ritonavir tir 6 1an tiém Iap lai dung
dich chuén khong dm;rc l6n hon 2,0 %.

Tinh ham luong phéin trdm cia lopinavir, C;;H,;N,Os va
ritonavir, C3HigN¢OsS,, trong ché pham dua vao dién tich
pic Fhu duge trén sic ky dd cua dung dich thtr, dung dich
chuan va ham lugng clia Cy;,HgN,O; trong lopinavir chuan
va Cs?HuNﬁOsSz trong ritonavir chuﬁn.

Bao quin
Trong do dung kin.

Loai thude
Thude diéu tri HIV.

Ham lugng thuomg dung
100 mg lopinavir va 25 mg ritonavir.
200 mg lopinavir va 50 mg ritonavir.

MAGNESI STEARAT

Magnesi stearat 1a hon hop cic mudi cia magnesi véi cac
acid béo, chira nhimg ty 1¢ thay dbi cua magnesi palmitat
va magnesi stearat cO nguon gbe dong vat hodc thuc vat,
phai chira tir 4,0 % dén 5.0 % magnesi (Mg), tinh theo ché
phim d lam khé. Acid béo chira khong it hon 40,0 % acid
stearic va téng luong acid stearic va acid palmitic khong it
hon 90,0 %.

Tinh chit
Bot trang hodc gan nhu trang, min, nhe, so nhon tay. Thuc
t¢ khong tan trong nuoc va ethanol khan.

Dinh tinh

C6 thé chon mét trong hai nhom dinh tinh sau:

Nhom I: C, D.

Nhom 1I: A, B, D.

Dung dich S: Cho 50 ml ether khong co peroxyd (TT) vao
5,0 g ché pham, sau d6 thém 20 ml a’ung dich acid nitric 2 M
(TT) va 20 ml nuée. Pun nong dudi 6ng sinh han héi Tuu
dén khi hoa tan hoan toan. Pé ngudi, tach riéng lop nudc;
lic l6p ether 2 lan, moi lan voi 4 ml nude. GOp tat ca cac
16p nuwée va ria voi 15 ml ether khong co peroxyd (TT).
Pha lodng 16p nudc thanh 50.0 ml bang nudc.

A. Boc hoi l6p ether cua qua trinh chuan bi dung dich S
dén kho va say can ¢ 100 °C dén 105 °C. Piém déng dac
cla cdn khéng dugc thap hon 53 °C (Phu luc 6.6).

B. Ly 0,200 g cén thu dugc tir myc A, hoa tan trong 25 ml
dung mdéi qui dinh. Chi so acid cua cic acid béo phai tir
195 dén 210 (Phy lyc 7.2).

C. Trong phan Pinh lugng acid steanc va acid palmitic,
thdi gian luu cia 2 pic chinh trén sic ky do coa dung dich
thir phai trong (g voi thoi gian luu cua 2 pic trén sic ky
db cua dung dich chuan.

D. Thém | ml dung dich amoniac loang (TT) vao 1 ml
dung dich S, tua tring tao thanh, tia nay tan khi thém 1 ml
dung dich amoni clorid (TT). Thém 1 ml dung dich dinatri
hydrophosphat 12 % (TT), xudt hién tiia két tinh mau tring.

Gidi han acid - kiém

Hoa 1,0 g ché pham trong 20 ml nudce khong co carbon
dioxyd (TT) va dun s6i trong 1 min (vira dun vira lic lién
tuc), dé nguéi, loc. Thém 0,05 ml dung dich xanh bromo-
thymol (TT,) vao 10 ml dich loc. Dung dich phéi chuyén
mau khi thém khong qua 0,5 ml dung dich acid hydrocloric
0,01 N (CP) hoic dung dich natri hydroxyd 0,01 N (CD).

Clorid

Khong duoc qua 0,1 %.

Pha lodng 10,0 ml dung dich S thanh 40 ml bang nurde.
Trung hoa bang acid nitric (TT) néu can, sir dung chi thi
quy (TT). Thém | ml acid nitric (I'T), | ml dung dich bac
nitrat (TT) 0,1 M va pha loang thanh 50 ml bing nude.
Tron déu, dé yén 5 min, tranh anh sang. Ong thir khéng
duoc duc hon 6ng mau dugc chuan bi dong thoi trong cling
diéu kién nhung thay dung dich thur bing 1,4 ml dung dich
acid hydrocloric 0,02 M (TT).

Sulfat

Khéng duge qua 1,0 %.

Pha lodng 6,0 ml dung dich S thinh 40 ml bang nudec.
Trung hoa bing acid hydrocloric (TT) néu cén, sir dung
chi thi quy (TT). Thém | ml dung dich acid hydrocloric 3 M
(TT), 3 ml dung dich bari clorid (TT) 12 % va pha loang
thianh 50 ml bing nudc. Trén déu va dé yén 10 min. Do
duc tao thanh trong ong thir khong duge ddm hon do duc
trong 6ng mau dugc chuan b dong thai trong cing diéu
kién nhung thay dung dich thir bang 3,0 ml dung dich acid
sulfuric 0,02 M (TT).

Cadmi

Khéng duge qua 3 phan triéu.

Phuong phap quang phd hép thu nguyén tir (Phu luc 4.4,
phuong phap 2).

Chu y: Dung nude da duoge chay qua cdt chira cac 1op nhya
trao dbi ion co tinh acid manh va base manh dé chuén bi
cac dung dich nudce va nira cac dung cuy thuy tinh trudce khi
sir dung. Céc thude thir phai c6 ham lwong cadmi, chi va
niken thép; cac dung dich thudc thir phai dugc bao quan
trong binh thiy tinh borosilicat. Ngdm dung cu thuy tinh
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trong dung dich acid nitric § M (TT) am trong 30 min, rira
bdng nudc khu ion.

Dung dich madu trdng: Pha lodng 25 ml acid nitric khong
co6 cadmi va chr (TT) thanh 100,0 ml béng nuoe.

Dung dich 6n dinh: Hoa tan 20 g amoni dihydrophosphat
(TT) va 1 g magnesi nitrat (TT) trong nuéce va pha loang
thanh 100 ml v6i cing dung méi. Hodic cé thé ding chit
nén 6n dinh phi hop theo khuyén cdo ciia nha san xuit.
Dung dich thu: Can 100,0 mg ché phim va cho vao dung
cu pha méiu bing polytetrafluoroethylen, thém 2,5 ml acid
nitric khong co cadmi va chi (TT). Pay chat dung cu pha
mau (Cht y khi sir dung dung cy pha mau phai dam bao
an toan theo huéng dén cua nha san xuit. Khong ding céc
dung cu cd vién hodc boc kim loai co tiép xic véi huynh
quang trudc do tranh nguy co tap nhiém kim loai do acid dn
mon). Phéd mau & 170 °C trong 3 h. D& ngudi trong khong
khi vé nhiét 46 phong theo huéng din cia nha san xuét.
Pit dung cu pha miu trong ta hét va mé cén than vi khi dn
modn c6 thé thodt ra. Hoa tan cén bang murde va pha lodng
thanh 10,0 ml véi cung dung moi.

Dung dich doi chiéu: Chuén bi dung dich 0,0030 pg/ml Cd
bang cach pha loéing thich hop dung dich cadmi nitrat tetra
hydrat (TT) 0,00825 pg/ml trong dung dich mau tréng.
Dung djch thir pha loang: Pha loang 1 ,0 ml dung dich thir
thanh 10,0 ml bang dung dich mau trang.

Chuén bi cdc hén hgp gém dung dich thir pha loang, dung
dich d6i chiéu va dung dich miu tring theo cac ty 1€ sau:
(1,0:0: 1,0); (1,0 : 0,5 : 0,5); (1,0 : 1,0 : 0). Thém 50 pl
dung dich 6n dinh vao mdi hén hgp va tron déu. Céc
dung dich thu duge c6 nong do cadmi lan luot 12 0 pg/ml;
0,00075 pg/ml; 0,0015 pg/ml (gilr phan con lai cia dung
dich thir dé sir dung cho thir nghiém Chi va Niken).

Diéu kién tién hanh:

Nguén birc xa: Pén cathod rdng cadmi.

Budc song: 228,8 nm.

B¢ phan héa hoi nguyén tir 1a 16 graphit.

Gié do mau 1dng trong éng graphit duoc pht 16p nhiét phan.
Cdch tién hanh:

Str dyng chuong trinh nhiét dd duge nha san Xudt may
khuyén cdo. Mgt vi du vé cic thong sé nhiét do dé phan
tich cadmi nhu sau:

Nhiét do Thoi gian | Thoi gian
Chc giaidoan |  cudi cing gia nhi¢t | giif nhigt
(C) (s) (s)
Lam kho 110 10 20
Tro hoéa 600 10 30
Nguyén tir hoa 1800 0 5
Chi

Khéng dugc qué 10 phén triéu.
Phuong phép quang pho hap thu nguyén tir (Phu luc 4.4,
phuong phap 2).
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Chii . Diing nuéc da duge chay qua cot chia cac 16p npy,

trao ddi ion c6 tinh acid manh va base manh dé chuanb
céc dung dich nudc va rira cac dung cu thuy tinh truée kpy;
sir dung. Cac thuéc thir phai c6 ham luong cadmi, chj y;
niken thap, cac dung dich thudc thir phai duge bao quin
trong binh thuy tinh borosilicat. Ngam dung cu thuy tinh
trong dung dich acid nitric 8 M (TT) &m trong 30 min, i,

bang nudc khlr ion.
Dung dich mdu trdng: St dung dung dich mau trang &

phép thu Cadml
Dung dich 6n dinh: St dyng dung dich on dinh & phep

thir Cadmi.

Dung djch thu: St dung dung dich thir & phép thir Cadm;j
Dung dich déi chiéu; Chuan bi dung dich 0,100 Hg/m]
Pb bang cach pha loang thich hop dung dich chi may
100 pkan tri¢u Pb (TT) trong dung dich mau tring,
Chuén bj cac hén hop gom dung dich thu, dung dich d¢;
chiéu va dung dich mau tréng theo cac ty 1& sau: (1,0: 0
1,0); (1,0:0,5:0,5); (1,0 : 1,0: 0). Thém 50 1 dung dich n
dinh vao mdi hdn hop va trén déu. Céc dung dich thu dugc
c6 nong do chi lan lugt 12 0 pg/ml; 0,025 pg/ml; 0,05 pg/ml.
Diéu kién tién hanh:

Ngudn birc xa: Dén cathod rong chi.

Budre song: 283,3 nm.

B6 phan hoa hoi nguyén tir 1a 10 graphit.

Gia do méu 1dng trong dng graphit duge phi 16p nhiét phén,
Cdch tién hanh:

Su dung chuong trinh nhiét do dum, nha san xuat khuyén
c40. Mot vi du vé cac théng sé nhiét do dé phan tich chi
nhu sau:

Nhiét déF Théi gian Thdi gian
Chc giai doan | cudi cung gia nhigt | giir nhiét
(°C) (s) (s)
Lam khé 110 10 20
Tro hoa 450 10 30
Nguyén tir hoa 2000 0 5
Nickel

Khong dugce qué 5 phan tridu.

Phuong phép quang phd hép thu nguyén tur (Phu luc 4.4,
phuong phap 2).

Chu y: Dung nude da dugce chay qua cdt chira céc 16p nhya
trao di ion cé tinh acid manh va base manh dé chuén bi
céc dung dich nuréc va rira cac dung cy thity tinh trude khi
str dung. Céc thude thir phai c6 ham lwgng cadmi, chi va
niken thap; cic dung dich thude thir phai dugc bao quan
trong binh thay tinh borosilicat. Ngém dyng cy thiy tinh
trong dung dich acid nitric 8 M (TT) 4m trong 30 min, rnra
bang nudec ker ion.

Dung dich mdu trang: St dung dung dich miu tring @
phép thir Cadmi.
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pung dich on dinh: Sit dung dung dich én g
pung dich thi: St dung dung dich thir & phép thir Cadmi

pung dich d6i chicu: Chudn bi dung dich 0,050 pg/m
Ni bang cach pha loang thich hop dung dich niken nitrat
hexahydrat ﬂT)} 0.2477 pg/ml trong dung dich méu tring.
Chudn bj cac hon hop gom dung dich thir, dung dich dbi
chiéu va dung dich mau tring theo cdc ty 1€ sau: (I.,O 2
1,0); (1,0:0,5:0,5); (1,02 1,0 : 0). Thém 50 pi dung dich
on dinh vao moi hon hop va trén déu. Chc dung dich thu
dugce co nong do nickel lan lugt 4 0 ug/ml; 0,0125 'pgh‘n'l;
0,025 pg/ml}

piéu kién tien hanh:

Ngudn birc xa: Dén cathod rdng nickel,

Budc song: 232.0 nm.

B phan }jéa‘ho*i nguyé:n tu la 1o graphit.

Gia do rl:lﬁu 16ng trong ong graphit dugc phu [6p nhiét phén.

Cdch tiéen hanh:

Su dung chuong trinh nhi¢t d6 duge nha san xuat khuyén
cho. Mgt vi du ve cdc thang s6 nhiét d§ dé phan tich nickel
nhu sau:

inh & phép

Nhigt d6 | Thoi gian gia | Thoi gian |
Céic giai doan |  cudi cing nhigt giir nhiét
(°C) (s) (s)
Lam kho 110 10 20
" Trohoa 1000 | 20 30
| Nguyén tir hoa | 2300 ‘ 0 ‘ 5

Mit khoi lrgng do 1am kho
Khong dugc qua 6,0 % (Phu luc 9.6).
(1,000 g; 105 °C).

Gi6i han nhiém khuén (Phu lyc 13.6)

Tdng s6 vi khudn hiéu khi: Khong dugc qué 10° CFU/g
ché pham. o

Téng s6 ndm: Khong duge qua 107 CFU/g ché pham.

Ché pham khéong dugc c6 E.coli, Salmonella.

Dinh lwgng

Magnesi: Can 0,500 g ché phim vao mgt binh nén dung tich
250 ml, thém vao 50 ml hdn hop dong thé tich n-butanol
(TT) va ethanol khan (TT), 5 ml amoniac dam dac (17),3 ml
dém amoniac pH 10,0 (TT), 30,0 ml dung dich natri edetat
0.1 M (CP) va 15 mg hon hop den ertocrom T( TI‘)?_ dun
néng & 45 °C dén 50 °C dén khi dung dich trong va chuén do
bing dung dich kém sulfat 0,1 M (CD) dén khi miu chuyén
tir xanh lam sang tim. Song song tién hanh mau trang.

I ml dung dich natri edetat 0,1 M (CPH) trong duong voi
2,431 mg magnesi (Mg).

Acid stearic va acid palmitic

Phuong phap séc ky khi (Phu lue 5.2).

Dung dich thir Hoa tan 0,10 g ché pham bing 5 ml dung

dich boron trifluorid trong methanol (TT) trong binh non
c6 lip éng sinh han héi lueu. Pun s6i hdi luu trong 10 min,
Thém 4 ml heptan (TT) qua ng sinh han va dun séi tiép
10 min. Dé ngudi, thém 20 ml dung dich natri clorid bao
héa (TT). Lic va dé tach 16p. Gan lay 16p dung méi hitu co
va lam khé qua 0,1 g natri sulfat khan (TT) (da dugc rira
trudc bing heptan (TT). Lay 1,0 ml pha lodng vai heptan
(TT) thanh 10,0 ml.

Dung dich doi chiéu: Chuan bi nhu dung dich thir, ding
50,0 mg acid palmitic chuan va 50,0 mg acid stearic chuan
thay cho ché pham.

Diéu kién sdc ky:

Cot silica nung chay (30 m x 0,32 mm) dugc phu macrogol
20 000 (TT) (dd day 16p phim 0,5 pm).

Khi mang: Heli dung cho sac ky (TT), luu luong 2.4 ml/min.

Detector ion hoa ngon ltra.

Thé tich tiém: 1 pl. ‘

Nhiét d6: Duy tri nhiét do buong tiém o 220 °C, nhiét do
cua detector ¢ 260 °C va nhiét do cua cdt theo chuong trinh

sau:

“Thoi gian Nhiétdd |
(min) (°C)
0-2 70
2-36 70 — 240
36-41 | 240

Cach tién hanh:

Trén sic ky do cua dung dich @i chiéu, thoi gian lwu tuong
ddi so véi methyl stearat: methyl palmitat khoang 0.9.
Kiém tra tinh pht hop cua hé thong: Trén sic ky do cua
dung dich ddi chiéu, do phan giai cua pic methyl palmitat
va pic methyl stearat it nhét la 5,0.

Tién hanh tiém 6 1in dung dich ddi chiéu, d6 1&ch chuén
twong ddi cua dién tich pic methyl palmitat va methyl
stearat nho hon 3,0 %; do léch chuan tuong ddi cha ty 1€
dién tich pic methyl palmitat so v&i dién tich pic methyl
stearat nho hon 1,0 %.

Tinh ham lugng (%) cua acid stearic va acid palmitic theo
phuong phap chuén hoa.

Bio quin
Trong d6 dung kin.

Loai thudc
Ta duoc.

DAC TINH LIEN QUAN PEN CONG DUNG CUA
NGUYEN LIEU

Céc dic tinh nhu Phan bé kich thude hat, dién tich bé miit
riéng co thé lién quan dén viéc sir dung magnesi stearat
lam chat lam tron chay trong vién nén va nang va co thé
duge dua vao tiéu chuén chat lwgng véi yéu cau va phuong
phap phu hop.

Phan tich nhiét (Phu luc 6.12).
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