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LOI CAM ON

Pé luan vin nay dat két qua tdt dep, t01 da nhan dugc sy ho tro, gitp do cua
nhiéu co quan, td chirc, ca nhan. Vi tinh cam sdu sic, chan thanh, cho phép toi
dugc bay to long biét on sdu sic dén tit ca cic ca nhan va co quan di tao diéu kién
gitip d& trong qua trinh hoc tap va nghién ciru dé tai.

Trude hét toi xin gui t6i cac thiy ¢ khoa anh chi tai Vién Hoa Hoc 10i chio
tran trong, 10i chiic stirc khoe va 10i cam on siu sic. Véi su quan tam, day dd, chi
bao tan tinh chu d4o cua thay c6 anh chi, dén nay t6i di c6 thé hoan thanh luan vin,
dé tai:“Nghién ctru phan tich cau triic va hinh thai tinh thé celecoxib trong cac diéu
kién két tinh khac nhau.”

Pic biét toi xin giri 101 cam on chan thanh nhat toi thay gido— PGS.TS. Ngo
Quéc Anh di quan tim giup d&, huéng dan toi hoan thanh tt ludn vin ndy trong
thoi gian qua.

T6i xin bay to 1ong biét on dén Thac si Nguyén Lé Anh, thac si Nguyén
Thay Hing, cac Khoa Phong ban chirc ning cua Vién Hoa Hoc di truc tiép va gian
tiép gitp do toi trong sudt qua trinh hoc tap va nghién ciru dé tai.

Véi diéu kién thoi gian ciing nhu kinh nghiém con han ché ctia mét hoc vién,
luan van nay khong thé tranh duoc nhiing thiéu sot. Toi rat mong nhan duoc su chi
bao, dong gop y kién cua cac thiy co dé toi cé didu kién bod sung, nang cao ¥ thirc
ctia minh, phuc vu t6t hon cong tac sau nay.

Xin chan thanh cam on!

Tac gia luin van

Nguyén Manh Hung

a
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HPLC

1Cs0

KLPT
MS
MTBE
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NSAIDs

PG
4-SAPH.HCI
SKLM

B

THF

TFA

uv

DANH MUC CAC KY HIEU, CHU VIET TAT

Certificate Of Analysis

Cyclooxygenase

Cong thurc phan tir

Triethylamin

Sic ky long hiéu lang cao

(High — Performance Liquid Chromatography)
Nong do ¢ ché 50%

Phé hdng ngoai (Infrared spectroscopy)
Khdi lugng phan tir

Phéd khéi (Mass spectrometry)

Metyl tert-butyl ether

Phé cong huang tir hat nhan

Nuclear Magnetic

Céc thudc giam dau ha sét chdng viém khong steroid
(Non Steroidal Anti-inflammatory Drugs)
Prostaglandin
4-sulfonamidophenylhydrazine hydrochlorid
Sic ky 16p mong

Trung binh

Tetrahydrofuran

Trifluoroacetic

Ph6 tir ngoai (Ultraviolet spectroscopy)
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MO PAU

Céac thudc chéng viém khong steroid (NSAIDs) 1a mdt trong nhitng nhém
thudc dugc dung pho bién nhat véi wdc tinh khoang 33 triéu nguoi ding trong mot
ngay trén toan thé gidi. Tuy vay, han ché 16n nhat cia nhém thude nay 1 tic dung
phu trén hé tiéu hoa. Co t6i khoang mot phan ba s bénh nhén sir dung nhém thude
nay co triéu chung viém loét da day, ta trang [15].

Nhiéu giai phap dé han ché tac dung phu nay nhu dung kém thudc bao vé niém
mac (vi du nhu thudc khang thu thé H2, e ché bom proton...), tao dang bao ché
giam kich tng niém mac. .. di duoc sir dung nhung cac giai phap nay déu c6 nhiing
han ché nhat dinh.

Viéc tim ra hai dong dang (isoform) COX-1va COX-2 ciia men COX
(cyclooxygenase) tham gia tong hop cac prostaglandin (PG) tir acid arachidonic da
mo ra hudng méi dé khic phuc tic dung phu trén dudng tiéu hoa cia cac NSAID
[14],[32],[1]. Cac thudc trc ché chon loc COX-2 13 dan chét cia diaryl nhu celecoxib,
valdecoxib, parecoxib, etoricoxib, rofecoxib, lumiracoxib lam gidm PG gy viém
song van duy tri qua trinh tong hop cac PG bao vé duong tiéu hoa [6],[1]. Tuy nhién,
do su gia ting nguy co huyét khdi va nhdi mau co tim ctia nhom thude nay nén hién
nay chi con celecoxib, parecoxib va etoricoxib dugc luu hanh trén thi trudng, trong
d6 celecoxib 14 thubc duoc st dung rong rdi nhat [8], tinh riéng nim 2008, doanh sd
toan cau cua thude nay da dat 5,5 ty do la.

Viét Nam 1a mot nude nhi¢t do1, ¢o6 khi hadu néng 4m va mua nhiéu, cac bénh
thap khop, viém xwong khép... chiém ti 1¢ kha cao nén nhu cau vé cac NSAID noi
chung va celecoxib noéi riéng kha 16n. Celecoxib str dung tai Vi¢t Nam, ké ca san
Xudt trong nudc van phai nhap nguyén liéu tir nudc ngoai nén gia thanh cao hon cac
thube chéng viém khac, lam han ché kha nang tuan thu diéu tri ctia bénh nhan khi
dung 1au dai. Vi vay, viéc nghién ctru san xuit nguyén liéu celecoxib tai Viét Nam
dé ngudi bénh c6 co hoi duge sir dung celecoxib generic tir nguyén liéu trong nudc
v6i gia thanh hop 1y hon 14 rat can thiét. Do d6, dé tai Nghién ciru phan tich cu tric
va hinh thai tinh thé celecoxib trong cac diéu kién két tinh khac nhau 1a thiét thyc.

1
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Chuong 1
TONG QUAN

1.1. Tong quan veé celecoxib

1.1.1. Cong thirc cdu tao va tinh chdt [9], [25], [31], [33]
- CTPT: C17H14F3N302S.
- Trong luong phan tu: 381,08 g/mol.

- Cong thuc cau tao:

H;C
/
/ CF3
N\N
0)
\\S
HNT Y

)

Hinh 1.1: Céng thirc cdu tao cia celecoxib.

- Tén khoa hoc: 4-[5-(4-methylphenyl)-3-(trifluoromethyl)-1H-pyrazol-1-
yl]benzensulfonamid.

- Cam quan: Dang bot két tinh tring hodc vang nhat.

- Nhiét d6 ndng chay trong khoang 157-159°C [31], 159-162°C [20], 160,5-
162,3°C [24].

- P tan: Celecoxib rat it tan trong nudc, do tan trong nudéce 1a 3-7pg/ml ¢ pH
= 7,0 va nhiét d6 40°C, tan tt trong methanol, chloroform va aceton. Celecoxib &
dang v6 dinh hinh thi dé tan hon dang két tinh.

- pKa: Celecoxib thé hién tinh acid yéu véi pKa = 11,1 do d6 do tan cua
celecoxib s& thay d6i theo pH caa méi trudng hoa tan.

- Tinh bét ddi: Celecoxib khong chira trung tam bat dbi.

2
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