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TOM TAT NHUNG KET LUAN MOI CUA LUAN AN

Nghién ctru dugc thyc hién bao gom x4y dung cong thirc va quy trinh diéu ché thudc tiém
tmyén chira PTX véi hai dang bao ché 1a dung dich dam dac va bot dong kho; Xay dung tiéu
chuan chat lugng va danh gia d6 6n dinh cua hai ché phdm nghién ctru; Panh gia thong sé dugc
dong va phan b sinh hoc trong mot sé mod dong vat cta hai ché phdm nghién ctru so véi thude
d6i ching.

V& bao ché: Pa xay dung cong thirc va quy trinh bao ché bot déng kho pha tiém truyén chia
PTX qui md 50 lo cho mdi 16. Quy trinh dong kho véi thoi gian déng lanh 48 gio, ap suit giai
doan 1am khé so cap va thir cip 13 0,0108 mbar va 0,0026 mbar. Cong thtrc va qui trinh bao ché
bot dong kho pha tiém truyén 13 san pham nghién ctru dau tién & Viét Nam vé mit bao ché. Qui
trinh diéu ché cho théy 6 su 6n dinh, ¢ trién vong ap dung vao thuc tién.

V& kiém nghiém: D3 x4y dung tiéu chuan chét lugng ché pham bot dong khoé PTX voi diéu kién
sic ky dinh luong tap theo USP va BP voi mot s6 thay d6i vé cot, diéu kién nhiét do budng
tiém, nhiét do cot va chuong trinh pha dong dé phu hop véi diéu kién cta phong thi nghiém.
Quy trinh d3 duoc tham dinh dat cac yéu cau theo USP va ICH hién hanh. Quy trinh dinh lugng
PTX trong dich chiét tir huyét tuong va dich mo dong vét thi nghiém bang phuong phap HPLC
dugc xay dyng va tham dinh, cac thong s6 tham dinh day du voi yéu cdu cia mot quy trinh
tham dinh phan tich thudc trong huyet tuong nguoi tinh nguyén (quy dinh FDA va EMA). Qua
qua trinh thue nghiém khao sat nong do PTX tur thudc dbi chimg va thudc thir trong huyét tuong
tho, két qua cho thay hai dang bao ché dung dich dam dic va bot dong kho co khac biét so voi
thudc d6i chimg vé théng sé duge dong hoc. So véi thude dbi chimg AUCo-56, AUCo-5o, t lan
luot 14 14,71 pg.gid/mL; 15,70 pg.gio/mL; 1,15 gio, dung dich dam dic ¢ cac théng sb cao
hon (16,33 ng.gio/mL; 18,38 pg.gio/mL; 1,36 gio) trong khi dang bt dong kho co cac thong 5O
nay thap hon (5,60 pg.gio/mL; 5,55 pg.gio/mL; 0,87 gio) ¢ ngudng p = 0,05. Trén md tho, ty
s0 AUCos-¢n ché pham thir / AUCo .60 thudc d6i chimg & cac mo gan, than, phoi, budng tring va
tong cac mo lan luot 1a 2,28; 2,62; 1,71; 0,89 va 2,01. Trén md chudt, AUCo.gh ca 2 che pham ¢
gan 13 cao nhat (thudc déi ching: 131 9 png.h/g; dung dich dam dac: 155, 62 pg.h/g) tiép sau do
|a than (49,05 pg.h/g va 50,12 pug.h/g) va thap nhat 13 ph01 (31,65 pg.h/g va 35,46 ug.h/g). Muc
do PTX phan b6 vao cac mo lan luot gan > than > phdi. AUCo.en ché pham thtr 6 gan va phéi
cao hon thudc d6i chimg cé ¥ nghia. Cac két qua nghién ctru da cung cap dir liéu vé dic tinh
dugc dong, tao tién dé cho nghién ctiru duoc dong va lam sang trén ngudi.

. ] ) TP.H6 Chi Minh, ngay ... .,....thdng ....... nam
NGUOI HUONG DAN NGHIEN CUU SINH

HIEU TRUONG



ONLINE Ph.D. DISSERTATION INFORMATION
The Ph.D. Dissertation title: Development of quality standards and assessment of the
biological distribution of paclitaxel from injection preparations produced in Vietnam
Specialty: Pharmaceutical analyst and Toxicology Code: 62720410
Ph.D. candidate: Nguyen Thanh Ha
Supervisor 1: Assoc. Prof. Le Minh Tri, Ph.D.
Supervisor 2: Assoc. Prof. Nguyen Thien Hai, Ph.D.
Academic institute: University of Medicine and Pharmacy at Ho Chi Minh City
SUMMARY OF NEW FINDINGS
Research is carried out including formulation and process preparation of injection containing
PTX with two dosage forms: concentrated solution and lyophilized powder; Develop quality
standards and assess the stability of the two research products; Evaluation of pharmacokinetic
parameters and biological distribution in some animal tissues of the two research products
compared with reference drug.
About formulated preparation: Formulated and process of preparing lyophilized powder for
infusion containing PTX with the scale of 50 vials for each batch. The freeze-drying process
with freezing time of 48 hours, the pressure of the primary and secondary drying stage is 0,0108
mbar and 0,0026 mbar. Formulation and process of preparing the lyophilized powder for
infusion is the first research in Vietnam in terms of dosage. The formulated preparation process
has been shown stable, with good prospects for practical application.
About pharmaceutical testing: The quality standards of PTX lyophilized powder for injection
have been developed with validated chromatography conditions according to USP and BP, there
are suitable changes in factors of column, chamber temperature, column temperature and
chapter mobile phase. The process has been validated against the requirements of USP and ICH.
Developed and validated method of PTX assay in the plasma and tissues of extracts
experimental animal by using HPLC method, the complete validation parameters with the
requirement of a voluntary human plasma drug analytical validation procedure (FDA and EMA
regulations). Through the experimental process of investigating PTX the concentration in rabbit
plasma, the results showed that two dosage forms of concentrated solution and lyophilized
powder differ from reference drugs in terms of pharmacokinetic parameters. Compared with
control AUCo.>6, AUCo->w, t12 Were 14.71 pg.h/mL; 15.70 pg.hours/mL; 1.15 hours respectively,
concentrate injection has higher parameters (16.33 pg.h/mL; 18.38 pg.h/mL; 1.36 hours) while
lyophilized powder have lower parameters (5.60 pg.hours/mL; 5.55 pg.hours/mL; 0.87 hours)
at the threshold p = 0.05. In rabbit tissue, the ratio of AUCqs.gn Of research preparation/ AUCos.
gn Of reference drug in liver, kidney, lung, ovarian and total tissues were 2.28 respectively; 2.62;
1.71; 0.89 and 2.01. In rat tissue, AUCo.gn Of both liver products was the highest (control: 131.9
pg.h/ g; concentrated solution: 155,62 pg.h/ g) followed by kidney (49.05 pg.h/ g and 50.12
pg.h/ g) and the lowest was the lung (31.65 pg.h/ g and 35.46 pg.h/ g). This shows that the level
of PTX distributed to the tissues in turn liver > kidney > lung. AUCo.sh of liver and lung from
research preparation was significantly higher than that of the reference drug. The research
results provide data on pharmacokinetic properties, paving the way for pharmacokinetic and
clinical research in humans.
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