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dung mo6i pha loang gitip cai thién hinh dang pic hep hon,  S. KET LUAN

doi xting hon dang ké, do do h;m ch§ rui ro cac pic khong Nghién ctru da phat trién duoc mot phuong phép dinh
duoc tach 16 rang trén cac nén mau phirc tap. Phuong lwong mai, véi quy trinh xir 1y mau don gian béng chiét ho
phap duoc thdm dinh cac tiéu chi theo hudng dan cua ICH tr siéu 4m va cho phép phét hién DMY tir ndng do thép.
vé& phuong phap phén tich khong hé thong, cac két qua dap Phuong phép c6 kha nang ap dung trén cac nén mau phirc

tng gi6i han cia AOAC. Nhu véy, nghién ctru nay da gop tap nhu duoc lidu va cac ché pham chira Che day.
phan cung cap mot phuong phap don gian va hiéu qua la

cong cu quan trong gop phén kiém soat chét luong duoc i L
liéu va san pham cham soc strc khoe chira Ché day. Céc tac gia khong c6 xung dot vé loi ich.
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Abstract: A fast, simple, high throughput and specific method using ultra performance liquid
chromatography tandem mass spectrometry was developed for quantitation of paroxetine in human
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plasma. The Waters Xevo TOD UPLC-MS/MS was operated under the multi reaction-monitoring mode
(MRM 330.1>>192.1 for paroxetine va MRM 334.1>>196.1 for paroxetine-d4) using positive electrospray
ionization technique. Paroxetine and internal standard — paroxetine-d4 were extracted from human
plasma by liquid-liquid extraction. The samples were chromatographed on a CI18 column (dimention
50 x 3 mm, particle 2.5 um) at a flow rate of 0.2 mL/min using 20 mM ammonium formate solution —
acetonitrile at ratio of 15 : 85. The calibration curves were found to be linear in the range 0.05 to 20
ng/mL, with mean correlation coefficient of > 0.999. The accuracy was within 85% — 115.0% and the
precision was less than 15%. Total run time was 2.5 min. This method can be used for BA-BE studies
of paroxetine preparations.

Keywords: Paroxetine, LC-MS/MS, Human plasma

XAY DUNG VA THAM DINH PHUONG PHAP LC-MS/MS DINH LUONG PAROXETIN
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Tom tit: Mot phuong phdp phan tich nhanh, don gian, nang sudt cao va c6 tinh déc hiéu, sir dung thiét bi
LC-MS/MS, di duwoc phdt trién dé dinh lwong paroxetin trong huyet twong nguoi. Thiét bi LC-MS/MS Waters
Xevo TOD dwoc vin hanh duwdi ché dé ion héa dicong, sir dung kiéu dinh leong theo déi nhiéu phan ung (MRM
330,1>>192,1 doi véi _paroxetin va MRM 334,1>>196,1 doi véi paroxetin-d4). Paroxetin va cac chudn néi
paroxetin-d4 dugc chiét xudt tir mdu huyét twong sir dung ki thudt chiét long-long. Mau sau xir ly dwoc phan tich
sac ky trén cot pha dao C18, kich thudc 50 x 3 mm, ¢ hat 2,5 um voi pha dong gom dung dich amoniformat 20
mM va acetonitril theo ty I¢ 15 : 85, tai toc dp dong 0,2 mL/phiit. Puong chudn xdy dung tr 0,05 dén 20 ng/mL
voi h¢ so r>0,999. D¢ diing trong khoang 85% — 115% voi do chinh xac < 15%. Tong thoi gian phan tich cho
moi mau la 2,5 phuit. Phwong phap la phit hop dé ap dung cho cdc nghién ciru sinh kha dung, twong diong sinh
hoc ciia cdc ché phdam chira paroxetin.

Tir khéa: Paroxetin, LC-MS/MS, huyét twong

1. PAT VAN PE

Paroxetin, dan xudt cta phenylpiperidin, 1a mot thudc
chéng tram cam thudc nhém thude e ché chon loc tai
hap thu serotonin tai synap trudc cua cac té bao than kinh
serotoninergic, 1am ting ndng do serotonin dén synap sau,
tir d6 cai thién cac triéu chimg trim cam & bénh nhan trim
cam [1].

Paroxetin bi chuyén héa manh bude dau & gan boi
enzyme CYP2D6 [1], cac kiéu gen cua CYP2D6 quy
dinh cdc nhém chuyén héa kém, chuyén hoa trung binh,
chuyén hoa manh dan dén ndng do paroxetin trong huyét
tuong dao dong rat 10n giita cac ca thé. Sau khi udng lidu
don ché phém paroxetin ham lugng 20 mg, néng do cuc
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dai trong huyét tuong ciia paroxetin rt thap, nhé hon 10
ng/mL [2, 3].

Dé déap tmg yéu cau danh gia twong dwong sinh hoc
cho cac ché pham chira paroxetin theo quy dinh cta co
quan quan ly va huéng dan danh gia twong dwong sinh
hoc ctia FDA cho hoat chit paroxetin [4], can thiét phai
¢6 phuong phap phén tich dinh lwong hoat chit trén.
Tham khao céc tai liéu cho thiy nhiéu phuong phap phan
tich da duoc phat trién, tuy nhién hién ¢ Viét Nam chua
¢6 cong bd cho phuwong phap dé dinh lugng paroxetin
trong huyét trong nguoi.

Vi vay, dua trén cac ki thuat phan tich hién co, chiing
t6i da tién hanh nghién ctru xdy dung va tham dinh
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phuong phap dinh lugng paroxetin trong huyét twong
nguoi bang ki thuat LC-MS/MS cé du d6 nhay, dic hi¢u
va chinh xéc.

2. THUC NGHIEM

2.1. Péi twong nghién ciru

- Mau huyét twong tring: chita chit chéng dong
Na,EDTA.

- Mau huyét trong tu tao: 1a cic mau huyét twong tring
¢6 chira chuén paroxetin bang cach hoa tan chat chuan nay
trong huyét twong trang voi cac ndng do khac nhau.

2.2. Nguyén vit liéu, thiét bi nghién ctru
2.2.1. Thiét bi, dung cu

May sic ky long khdi phd Xevo TQD (Waters — My);
Can phan tich Mettler Toledo (Thuy Sy, d6 nhay d = 0,001
mg); Ta lanh sau -35°C (Panasonic — Nhat Ban); May ly
tam lanh (Sigma — Purc); May c6 bay hoi dung moi dung
khi Nito; May lic x0ay; May loc nudc; Binh dinh muc,
micropipet, ong ly tim. Céc thiét bi, dung cu phén tich
dugc quan ly va hi¢u chuan theo cac quy dinh cua ISO/
IEC va GLP.

2.2.2. Dung méi, héa chit

- Dung méi, hoa chét: Pat tiéu chuan tinh khiét dung
cho HPLC va LC/MS.

- Huyét tuong (HT) tring chira chat chdng dong
Na,EDTA: Khong c6 paroxetin cua Bénh vién Trung
uong quan doi 108.

- Chat chuan:

+ Paroxetin (PRX) - chuin cta Vién kiém nghiém
thube thanh phé H6 Chi Minh, SKS: QT322 0223, ham
lugng 97,3% tinh theo nguyén trang.

+ Paroxetin-d4 (PRX-d4) - chuan ctua TRC, Canada,
SKS: 9-RJH-142-1, d6 tinh khiét 95%. Paroxetin-d4 duoc
su dung lam chuan ndi (IS) cua PRX trong phuong phap
phén tich.

2.3. Phuwong phap nghién ciru
2.3.1. Diéu kign sic ky
Bang 1. Piéu kién sdc ky
Cot sdc ky: Luna C18(2)-HST; 50 x 3 mm; 2,5 um
Tée d6 dong: 0,2 mL/phat | Nhiét do cot: 40°C
Pha dong: dung dich amoniformat 20 mM — acetonitrile
(15:85)

X4 A Nhiét do autosampler:
Theé tich tiém: 20 pL nhiét d6 phong

2.3.2. Piéu kign khéi phé

Kiéu do manh phd khdi hai 1an (theo doi nhidu phan
g, MRM), ngudn ion héa phun suong dién van hanh &
ché do dién tich duong (ESI+). Céc thong sb cua thiét bi
khdi pho dé phat hién paroxetin va chuan ngi (IS) twong
ung dugc trinh bay ¢ Bang 2.

Bing 2. Céc théng sé ciia dau do khoi phé ding dé dinh
lwong PRX va chudn noi

Hoat chat ) )
i Paroxetin | Paroxetin-d4

Thong so
Ché d¢ ion hoa ESI(+) ESI(+)
Dién thé ion hoa (kVolt) 0,5 0,5
bién thé chon lgc ion
(Volt) 50 50
Nhiét d6 hoa hoi (°C) 500 500
Téc d6 khi hoa hoi (L/h) 1000 1000
Téc d6 khi thoi nguoc
(L/h) 50 50
Nang luong phan manh
(Volt) 20 20
Ton ban dau (m/z) 330,1 334,1
Ion tao thanh (m/z) 192,1 196,1

2.3.3. Phwong phdp chudn bi miu

- Dung dich chuan gdc: chuan bi dung dich chudn gbc
PRX trong methanol c6 nong do khoang 500 pg/mL va
dung dich chuan n6i gbc PRX-d4 c6 ndng d6 khoang 500
pg/mL.

- Dung dich chuén ndi 1am viéc: tir dung dich chuin
n6i gdc chuan bi dung dich chuan 1am viéc trong hén hop
methanol — nude (1 : 1) c6 ndng do PRX-d4 1a 100 ng/mL.

- Dung dich chudn lam viéc trong dung méi: tir dung
dich chuan gbc PRX chuan bj cic dung dich chuan lam
viée trong methanol — nude (1 : 1) dé pha duong chuan c6
ndng do lan luot 14 1; 2; 10; 20; 80; 200; 340; 400 ng/mL
va cac dung dich chuan lam viéc dé pha mau QC c6 nong
d6 lan luot 14 3; 15; 160; 300 ng/mL.

- Tir cac dung dich chudn lam viéc trong dung moi,
chuén bi cac miu bang cach pha lodng 20 1in voi huyét
twong tring dé thu dugc cac mau trong dudng chuin chira
PRX c¢6 ndng do tir 0,05 ng/mL dén 20 ng/mL va cac mau
LLOQ, LQC, SQC, MQC va HQC chira PRX c6 nong do
tuong tng la 0,05; 0,15; 0,75; 8; 15 ng/mL.

2.3.4. Phwong phdp xir ly méu

Mau HT béo quan & nhiét d6 -35°C dugc dé rd dong &
nhiét d phong trude khi xu ly.
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Budc 1: Hat 300 pL huyét twong vao dng polypropylen
2mL

Budc 2: Thém 20 uL dung dich chun ndi lam vige
(ngoai trir mau blank thém 20 uL methanol — nudc (1 : 1))

Budce 3: Thém 700 pL tert-butyl ethyl ether.

Budc 4: Lic xody 1500 vong/phiit trong 3 phut

Budce 5: Ly tam 9000 vong/phut (RCF: 9056 g) trong
5 phut

Budc 6: Hat 420 L 16p trén

Budc 7: Bdc hoi dung méi dudi dong khi nito & 40°C

Bude 8: Hoa tan cén trong 500 pL dung méi pha mau,
chuyén vao lo sac ky.

2.3.5. Phurong phdp tinh két qua

Xéc dinh ndng d6 PRX c6 trong cac mau thir (chua
biét nong do) dua vao ty 1¢ dlen tich pic twong ung PRX/
IS thu dugc tir sic dd cua mau thir va duong chuan tuong
{ing phan tich trong cting diéu kién.
2.3.6. Tham dinh phwong phdp

Tién hanh tham dinh phuong phap dinh lugng paroxetin
trong HT ngudi bang ki thuat LC-MS/MS theo quy dinh

100 m/z: 192,1

H
N

¢ Ugy%

_/

ctia US-FDA [5] va EMA [6] vé thdm dinh phuong phap
phén tich trong dich sinh hoc. Cac chi tiéu cin thim dinh
bao gom: d6 dic hiéu — chon loc ciia phuong phép; gidi
han dinh luong dudi; dudng chuan — khoang tuyén tinh;
anh huong cta nén mau; do nhidm chéo; do dang — do
chinh xac trong ngay, khac ngay; ti 1¢ thu hoi va do 6n dinh
ctia hoat chat trong qué trinh xir 1y, phén tich va bao quan
mau dai ngay.
3. KET QUA VA BAN LUAN
3.1. X4y dung quy trinh phan tich

- Khao sat xac dinh diéu kién khdi phd: 1an luot dua
vao thiét bi khéi phd dung dich chudn c6 ndng d6 PRX
khoang 100 ng/mL dé xac dinh thong s6 khoi phd. Phu
hop voi cAu triic hoa hoc, PRX duoc ion hoa mang dién
tich duong v6i s6 khdi (m/z) twong tng 1a: 330, 1. Tiép tuc
phan manh ion Iya chon, xac dinh manh ion con dac trung
¢6 s6 khéi 1a: 192,1 (Hinh I). Tién hanh t8i uu cac thong
s6 dién thé ion hoa, dién thé chon loc ion, dién thé phan
manh, nhiét d6 hoa hoi, toe do khi hoa hoi... duge xac dinh
cho chét phan tich. Tién hanh twong tu dé xac dinh thong
s6 khdi phé cho chit chudn noi.

m/z: 330,1

'

Hinh 1. Phé khéi phan manh cia paroxetin

- Khao sat xac dinh diéu kién sic ky: paroxetin co tinh
kiém yéu (pKa ~ 9,7), hé s phan bd logP ~ 3, do d6 lya
chon khao sét trén cot sic ky C18 va cac hé pha dong
chira methanol, acetonitril voi cac dung dich dém nhu
dung dich acid formic 0,1%; dung dich amoniacetat; dung

e BETR

Hinh 2. Séc ky do6 khao sdt thanh
phan pha dong
36

dich amoniformat véi cac ty 1€ (Hinh 2, Hinh 3). Qua trinh
khao sat cho thdy, lya chon cot sic ky Luna C18(2)-HST
(50 x 3 mm; 2,5 um) voi pha dong gdm acetonitril va dung
dich amoniformat 20 mM, téc do dong 0,2 mL/phtit, cho
két qua pic PRX can dbi, dap tmg cao va lap lai.

Hinh 3. Sdc ky do khao sdt ty 1¢
pha dong
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- Khao sat xac dinh diéu kién xtr Iy mau: dya trén tinh
chit ciia chat phan tich va diéu kién sin c6, tién hanh
khao sat quy trinh xtr Iy miu bang ki thuat tia protein
va chiét 1ong-16ng. Vi ki thuat tua protein, ¢6 ddc diém
khong phu thudc hé s6 phan bd cua cac chat phén tich,
nén c6 thé ap dung véi hau hét cac chét phan tich, quy
trinh xtr Iy mau nhanh don gian, tuy nhién tin hi¢u chat
phan tich thu dugc thip do pha lodng miu, mau chira
nhiéu tap (protein, phospholipid...), anh huéng nén mau
16n. Véi ki thuat chiét 1ong-long, do logP ~ 3, PRX dé&

I A R U .

dang dugc chiét ra khoi nén mau huyét tuong, thuc hién
khéo sat trén cac dung moi chiét khac nhau nhu tert-butyl
methyl ether, diethylether, cloroform...Qua trinh khao sat
cho thiy quy trinh chiét str dung tert-butyl methyl ether
cho ty 1¢ thu hdi cao ~100%, 6n dinh, qua trinh xtr Iy mau
nhanh, don gian, chi phi thip, phtl hop véi diéu kién cua
phong thir nghiém. Méu sau xtr ly sach, khi phan tich sic
ky khong nhan thiy c6 anh huéng ciia nén mau (hé s6 MF
~1). Do d6, Ira chon quy trinh xir Iy mau chiét 1ong-long
v6i dung moi tert-butyl methyl ether (Hinh 4).

Hinh 4. Sdc ky do khdo sdt quy trinh xir 1y mau

3.2. Thim dinh quy trinh phan tich
3.2.1. D¢ dac hiéu — chon lpc

Phan tich cac mau HT tring (bao gdm 6 16 HT tring
khéc nhau, mau huyét tuong tan huyét va mau huyét
tuong tang lipid). Song song phan tich cac mau HT tai
nong do LLOQ chira chuan ndi va PRX voi néng d6 lan

luot khoang 0,05 ng/mL (mau LLOQ) theo phuong phap
da duoc xay dung.

Trén sic ky d6 ctia mau HT trang (Hinh 5), khong xudt
hién pic tai thoi diém trang voi thoi gian luu ciia PRX
(1,67 phut), PRX-d4 (1,68 phut) trén sic ky dd cia LLOQ
(Hinh 6).
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Hinh 5. Sdc ky dé mau huyét twong tring

Két qua tham dinh cho thiy, dap g tai thoi gian luu
cac chat phan tich trong cac mau HT tring luén nhé hon
20% dap tmg cac chat phan tich tuong (g trong mau
LLOQ. Dap tng tai thoi gian luu cac chat chuan noi trong
cac mau HT tring luén nhé hon 5% déap Gng cac chét
chuan ndi twong tmg trong mau LLOQ. Do vay, phuong
phap phan tich c¢6 do dac hiéu — chon loc véi PRX va IS

Hinh 6. Sic ky dé mau LLOQ
theo cac quy dinh ciia phuong phap phan tich thude trong
dich sinh hoc [5, 6].

3.2.2. Puong chuin va khoing tuyén tinh

Phan tich cic mau HT chira chuan PRX c6 khoang
nong d6 tuong tng lan lugt tr 0,05 ng/mL dén 20 ng/mL
theo quy trinh da xay dung. Tién hanh lap lai trén 5 duong
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chuén riéng ré. X4c dinh sy tuong quan giita ndng d6 PRX ¢6 trong mau va ty 1¢ dién tich pic twong tmg PRX/IS biang
phuong phap hdi quy tuyén tinh, lya chon sir dung hé s6 ty trong (1/ndng d62). Tom tit két qua xac dinh mdi trong quan

tuyén tinh duoc trinh bay trong Bang 3.

Bing 3. Két qua xdc dinh moi twong quan tuyén tinh

Pbiém Nong do ly A 3
chuin thuyétg(ng./n}l,L) Do ding (%)
Duwong chuin 1 | Puong chuin 2 | Puwong chuin 3 | Puong chudn 4 | Puong chuin 5
Sl 0,050 97,9 99,1 98,3 98,7 101,0
S2 0,100 103,9 101,1 104,2 102,3 98 4
S3 0,500 100,0 104,8 96,0 101,6 98,2
S4 1,000 102,4 97,6 99,9 99,2 100,7
S5 4,000 103,8 101,4 100,1 99,2 100,3
S6 10,000 94,5 98,2 102,0 99,5 99,0
S7 17,000 98,6 98,1 98,8 98,6 100,4
S8 20,000 98,9 99,7 100,7 100,9 102,1
\ PO =0,125x — =0,125x + =0,124x + =0,125x + =0,126x +
Phuong trinh hdi qui | > o0 7 0T Y 0.00063 Y 0.00071 Y 0.00037
(y = ax+b) r=0,9994 r=0,9997 r=0,9996 r=0,9999 r=0,9999

Két qua tham dinh cho thiy, trong khoang ndng do tir
0,05 ng/mL dén 20 ng/mL c6 su twong quan tuyén tinh
gitta ndng d6 PRX vdi ty 1¢ dién tich pic PRX/IS véi hé
s6 tuong quan > 0,999. Nong d6 PRX xéc dinh tir dudng
chuén so véi gia tri 1y thuyét déu dat xdp xi 100% va nim
trong gidi han cho phép theo quy dinh cua phuong phap
phén tich thuc trong dich sinh hoc.

3.2.3. Xdc dinh dj dung, do lap lai ciia phwong phdp

Tién hanh tham dinh do dung, d6 lap lai tai 5 mirc ndng
d6 LLOQ, LQC, SQC, MQC va HQC, mdi mtic nong do
t6i thiéu 6 mau. Xéc dinh ndng do PRX co trong mau bang
phuong phap duong chuan va ty 1& % giira ndng do xac
dinh duoc tir dudng chuin so véi ndng do 1y thuyét. Tién
hanh trén 3 ngay khac nhau. Két qua xac dinh d6 dung, do
lap lai cua phuong phap dugc trinh bay ¢ Bang 4.

Bing 4. Két qud tham dinh o diing, dé Idp lai trong ngay va khdc ngay

Mite LLOQ LQC SQC MQC HQC
nong do (0,05 ng/mL) (0,15 ng/mL) (0,75 ng/mL) (8 ng/mL) (15 ng/mL)
Do dung, | Do dung VD'O . | Do dung VD'O . | Do dung VD'O . | Do dung VBQ . | Do dung VD'O .
D6 lap lai %) lap lai %) lap lai %) lap lai %) lap lai %) lap lai

0 1ap i (CV%) (CV%) (CV%) (CV%) (CV%)
I?fiyg) 98,1 97 | 989 | 45 | 1036 | 39 | 1023 | 35 | 1042 | 3,1
I(\Lgiy; 1043 | 11,0 | 1059 | 55 | 993 | 2,6 | 1030 | 18 | 995 1,2
I(‘Lgiyg 1200 | 170 | 1096 | 87 | 1001 | 1,9 | 997 | 27 | 970 1,8

Kl(lrel‘c:‘f)ay 1074 | 155 | 1048 | 7,6 | 101,0 | 34 | 10,7 | 30 | 1002 | 37

Két qua thim dinh cho thdy, & cac khoang nong do
thap; trung binh va cao, phuong phap c¢6 do dung trong
ngay, khac ngay tir 85% dén 115% (ngoai trir mau LLOQ
tir 80% dén 120%); do lap lai trong ngay, khac ngay véi
gia tri CV < 15,0% (ngoai trir mau LLOQ v&i CV < 20%);
dap g cac yéu cau vé do dang, do lap lai ciia phuong
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phap phan tich thudc trong dich sinh hoc theo hudng dan
cia US-FDA va EMA [5, 6].
3.2.4. Anh huéng ciia nén miu

Tién hanh danh gia anh huong ctia nén mau tai hai mirc
nong d6 LQC va HQC trong 6 16 huyét twong khac nhau.
Xac dinh hé s6 anh huong nén cho timg chét phan tich va
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chuén noi bang cach xéc dinh ty s giita dap tmg chat phan
tich/IS trong cac nén mau khac nhau va dap tmg chat phan
tich/IS trong dung méi. Xac dinh ty s6 ctia hé s anh huong
nén cia chit phan tich dbi voi hé sb anh huong nén cua

chuén ni twong tmg cho timg nén mau. Panh gia muc do
dao dong (CV%) ctia céc ty s6 trén cho timg chét phan tich.
Két qua danh gia anh huong ciia nén miu dugc trinh bay
trong Bang 5.

Bing 5. Két qua anh hiéng ciia nén mau

Mikc ndng dd LQC HQC
STT MF .« MF MF,./MF,¢ MF, .y MF ¢ MF, . /MF ¢
1 0,965 0,939 1,027 0,951 0,952 0,999
2 0,985 0,942 1,045 0,997 0,997 1,000
3 0,961 0,925 1,038 0,994 0,994 1,000
4 0,981 0,957 1,025 1,001 0,996 1,005
5 0,969 0,966 1,003 1,031 1,034 0,998
6 1,030 0,974 1,057 1,026 1,028 0,998
TB 0,982 0,951 1,033 1,000 1,000 1,000
CV% 2,6 1,9 1,8 2,9 2,9 0,3
Két qua thim dinh cho thdy, anh huéng nén miu  Bing 6. Két qua ty Ié thu hoi ciia PRX trong huyét twong
gilra cac 16 huyét tuong khac nhau nam trong gidi han Mirc nong dé T§ I¢ thu héi (%)
cho phép (CV% < 15%), nhu vay phuong phap phan LQC (n=+6) 104.5
tich dap tmg cac yéu cau phan tich thudc trong dich >
. SQC (n=06) 101,7
sinh hoc.
. MQC (n=06) 98,3
3.2.5. TJ; lé thu hoi HQC (1’1 - 6) 96.1
Tién hanh danh gi ty 18 thu hoi cua paroxetin tai ba Trung binh 100,2
mirc néng do LQC, SQC, MQC va HQC béng cach so CV% 3.7

sanh ty 1& dap tmg ctia chit phan tich/IS trong cic miu
¢6 qua chiét tach voi ty 1& dap ung tuong g trong cac
mau khong qua chiét tach. Két qua danh gia ty 16 thu hdi
ctia paroxetin trong huyét twong dwoc trinh bay trong
Bang 6.

Két qua thim dinh cho thiy phuong phép c6 ty 18 thu
hoi cao (~100%) va 6n dinh (CV% < 5%), dap tmg cac
yéu cau phan tich thudc trong dich sinh hoc.

3.2.6. P on dinh ciia hoat chit

3.2.6.1. P 6n dinh cua hoat chat trong dung moi

Panh gia do 6n dinh cia PRX trong dung méi bang

cach so sanh dap tmg PRX c6 trong mau duoc bao quan
& nhitng diéu kién nhat dinh véi dap tmg ctia mau chuin
moi pha. Két qua nghién ctru d6 6n dinh cia PRX trong
dung moi dugc trinh bay trong Bang 7.

Bing 7. Két qua nghién ciru do on dinh ciia hoat chdt trong dung méi

Thoi gian 6n dinh
203 ngay/2°C — 8°C ;
144 gio 02 phut/nhiét dd phong

P 6n dinh Nong dd

Do 6n dinh dung dich chuén géc 500 pg/mL

Do 6n dinh cac dung dich chuan lam viéc 10 ng/mL — 400 ng/mL 143 gio 24 phat/nhiét do phong

3.2.6.2. Bg 6n dinh ciia hoat chdt trong huyét tiwong
Tién hanh nghién ctru d6 6n dinh cta PRX trén cac 16 mau & hai mirc ndng d6 LQC va HQC. Panh gia do on
dinh ctia PRX trong HT bang cach so sénh nong d6 PRX c6 trong mau duoc bao quan & nhitng diéu kién nhat dinh
v6i ndng do pha thuce té. Két qua nghién ctru d6 6n dinh cia PRX trong huyét twong dugc trinh bay trong Bang 8.
Két qua thdm dinh cho thdy, d6 6n dinh trong huyét twong tai cac diéu kién bao quan khéc nhau (sau 5 chu ky
dong — ra dong; bao quan & nhiét dd phong sau 6 gio va bao quan ¢ -35°C sau 111 ngay) dap Gng cac yéu ciu vé
d% 6n dinh cua phuong phap phén tich thude trong dich sinh hoc.
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Bing 8. Két qua nghién ciru do on dinh trong huyét twong

D) 6n dinh LQC (n = 6) HQC (n = 6)
% d6 on dinh 93,1 88,7
Sau 5 chu ky dong — rd dong > QC;)/I;A) = 9,’5 1,’9
Do 6n dinh thoi gian ngin % d6 on dinh 112,6 90,5
(6 gid; nhiét do phong) CV% 10,4 1,3
D6 6n dinh thoi gian dai % d6 6n dinh 93,8 91,0
(111 ngay; -35°C) CV% 3,0 1,7

3.3. Ban luian

Trong nghién ctru ndy, ching t6i da xdy dung va thim
dinh dugc phuong phép dinh lugng paroxetin trong huyét
twong nguoi vdi gidi han dinh luong dudi rat thap (0,05
ng/mL), thap hon nhiéu so v6i mot sé phuong phap di
duogc cong bd [3,7, 8, 10].

Cac phuong phap cong bd trong tai lidu [3, 9] c6 LLOQ
twong tu, tuy nhién quy trinh xtr Iy mau gdm 2 budc chiét
LLE v6i thoi gian phén tich dai > 3 phit [9] hay luong mau
can dé xu 1y 16n (1 mL) [3]. Nhu vy phuong phap dugc
chiing t61 xay dung c6 uu dlem hon véi quy trinh xtr Iy mau
don gian vdi 1 buge chiét LLE, thoi 1 gian phan tich ngan hon
(2,5 phut cho mdi mau) thé tich mau nho (300 pL) pht hop
v6i dic diém lugng mau han ché lay duoc tir nguoi.

Ngoai ra, phuong phap c6 khoang tuyén tinh rat rong
tir 0,05 ng/mL dén 20 ng/mL (twong tmg 400 lan tir nong
do6 thap nhap dén ndng do cao nhat) phu hop véi dac diem

nong do trong huyét trong nguoi clia paroxetin cb mirc
dao dong rat lon do anh hudng cua hi¢n tuong da hinh
gen CYP2D6.

4.KET LUAN

Nghién ctu da xay dung dugc phuong phap dinh
luong paroxetin trong huyét twong ngudi bang LC/MS-
MS véi gia tri gioi han dinh lugng dudi 1a 0,05 ng/mL;
khoang tuyén tinh rong tir 0,05 dén 20 ng/mL phu hop
véi thong s6 duoc dong hoc cua cac chét phén tich; do
dung, d6 lap lai dap ung yéu cau ddi véi phuong phap
phan tich thudc trong dich sinh hoc theo quy dinh ctia US-
FDA [5] va EMA [6]. Phuong phap ¢6 quy trinh xur Iy mau
nhanh, don gian, chi phi thap, thoi gian phan tich ngin
(2,5 phut cho mdi mau), pht hop véi diéu kién ctia phong
thir nghiém. Phuong phép phan tich c6 thé ing dung trong
cac nghién ctru danh gia sinh kha dung va tuong duong
sinh hoc ché pham chira paroxetin.
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