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TOM TAT

Dat vin dé: Metformin hydroclorid thugc nhom biguanid, saxagliptin la mét chdt irc ché
men DPP-4 thé hé méi. Két hop hai thanh phan nay trong cung mét dang bao ché gitp tang hi¢u
qua diéu tri, gidm tdc dung khong mong muon va tang tinh tudn thu diéu tri ciia bénh nhan. Pé phat
trién cdc dang thudc két hop hai hoat chdt nay, truée hét can phai xdy dung va tham dinh quy trinh
dinh lwong dong thoi metformin hydroclorid va saxagliptin. Muc tiéu nghién cieu: Khéo sdt diéu
kién sac ky, xdy dung va tham dinh quy trinh dinh luong ddng thoi metformin hydroclorid va
saxagliptin bang phirong phdp sdc ky long hiéu nang cao dau do UV-Vis. Doi tugng va phuong
phdp nghién citu: Hoat chdt metformin hydroclorid, saxagliptin, thanh pham vién nén chia
metformin hydrochlorid va saxagliptin dang luu hanh trén thi trieong. Két qua: Thong sé sdc ky phil
hop: c6t Phenomenex Gemini C18 (250 mm x 4,6 mm, 5 um), pha dong gom methanol:dém (KH.PO,
0,05N pH 3,0): acetonitril (ti 1¢ 20:70:10, tt/tt), toc dé dong 1 mL/phiit, budc séng phat hién 215
nm. Phiong phép dwege tham dinh véi dg thu hoi 98 — 102%; khodng nong dé tuyén tinh lan lwot la
20 — 300 pg/mL va 0,2 — 3,0 pug/mL, phwong trinh héi quy lan heot la y = 32341x véi R? = 0,9985
lay =14129x + 2201,3 v6i R* = 0,9988; RSD ciia d6 chinh xdc trong va lién ngay lan ot 12 1,63%
—1,56% va 1,66% — 1,35% twong img véi metformin hydroclorid va saxagliptin. Két ludn: Pa phat
trién quy trinh phan tich c¢é tinh chon loc, chinh xdc, tin cdy cao dé dinh lwong dong thoi metformin
hydroclorid va saxagliptin trong madu vién thanh pham chira metformin hydroclorid va saxagliptin.

Tir khéa: metformin hydroclorid, saxagliptin, dinh lwong dong thoi, HPLC.

ABSTRACT

DEVELOPMENT AND VALIDATION OF THE HPLC UV-VIS METHOD
FOR THE SIMULTANEOUS DETERMINATION OF METFORMIN
HYDROCHLORIDE AND SAXAGLIPTIN

Thoi Van Loc?, Tran Viet Hung?, Huynh Thi My Duyen'*
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2. Institute of Drug Quality Control-Ho Chi Minh City

Background: Metformin hydrochloride, a biguanide, and saxagliptin, a novel dipeptidyl
peptidase-4 (DPP-4) inhibitor. The combination of these two active pharmaceutical ingredients in a
single dosage form enhances therapeutic efficacy, reduces adverse effects, and improves patient
adherence. To develop combination dosage forms containing these two compounds, it is essential to
develop and validate methods for the simultaneous determination of metformin hydrochloride and
saxagliptin in tablets. Objectives: To investigate chromatographic conditions, and validate a
simultaneous quantification method for metformin hydrochloride and saxagliptin using HPLC.
Materials and Methods: Metformin hydrochloride and saxagliptin, and commercial fixed-dose
combination tablets containing the active ingredients metformin hydrochloride and saxagliptin, were

70



TAP CHi Y DUQ'C HOC CAN THO - SO 89/2025

utilized. Results: Optimal chromatographic parameters were established: a Gemini C18 column (250
mm x 4.6 mm, 5 um), mobile phase consisting of methanol:buffer (0.05N KH:PQO., pH 3.0):acetonitrile
(20:70:10, v/v), flow rate of 1.0 mL/min, and detection wavelength 215 nm. The method was
validated with recoveries ranging from 98% to 102%; linear concentration ranges of 20 — 300 pg/mL
and 0.2 — 3.0 ug/mL, with regression equations of ¥ = 32341x (R* = 0.9985) and y = 14129x + 2201.3
(R? = 0.9988) for metformin hydrochloride and saxagliptin, respectively. The relative standard
deviations (RSD) for intra-day and inter-day precision were 1.63% — 1.56% and 1.66% — 1.35% for
metformin hydrochloride and saxagliptin, respectively. Conclusion: A selective, accurate, and reliable
analytical method was successfully developed for the simultaneous quantification of metformin
hydrochloride and saxagliptin in fixed-dose combination tablets.
Keywords: Metformin hydrochloride, saxagliptin, simultaneously quantify, HPLC.

I. PAT VAN PE

Niam 2023, Viét Nam ghi nhan khoang 7 triéu ngudi méic déi thao dudng, trong do
ude tinh 55% da xuat hién cac bién chumg trén tim mach, mat, than kinh va than. Tinh trang
nay khong chi lam gia tang dang ké chi phi y té ma con anh hudng nghiém trong dén chét
lwong cudc séng ciia bénh nhan [1]. Cac nghién ctru 1am sang da chimg minh rang viéc két
hop metformin hydroclorid (MET) va saxagliptin (SAX) giup giam dang ké nong do glucose
huyét lac doi, sau an, va chi sé HbAIC & nhu’ng bénh nhan chua kiém soat tét duong huyét
chi v6i metformin don tri [2], [3]. Do do, viée ph01 hop MET va SAX trong diéu trj hira hen
s& tang cuong hiéu qua kiém soat dudng huyet va giam thiéu tac dung khong mong mudn.
Dic biét, khi hai hoat chat nay dugc bao ché trong cung mot ché pham, s& gop phan nang cao
tinh tuan tht diéu tri coa bénh nhan, qua d6 tdi vu hoa hiéu qua tri liéu. Trén thi truong,
Komboglyze XR — mét san pham phéi hop hai hoat chat MET va SAX — hién van con doc
quyén, dan dén chi phi diéu tri cao va han ché kha nang tiép can cta bénh nhan. Pé giai quyét
van dé nay, viéc nghién ctru va phat trién thude generic 13 mot yéu cau cap thiét. ‘Tuy nhién,
mot trong nhing tré' ngai ban dau 14 viéc thiéu mot quy trinh kiém nghiém chuan. Mic du
trén thé giéi, mot sé nghién ctru vé dinh luong dong thoi MET va SAX di dugc cong bd boi
cac tac gid nhu Caglar S. va cong su (2014) [4], Prasad P. B. N. va cong su (2015) [5], Surisetti
R. va cong sy (2018) [6], Gurav S. B. va cong sur (2020) [7], Jena D. va cong su (2022) [8],
nhung cac dugc dién nhu DDVN V, USP 44 — NF 39, va BP 2023 van chua ¢ chuyén luén
chinh thtrc. Pac biét, tai Viét Nam, chua cé cong trinh nghién ctru nao vé dinh luong dong
thoi hai hoat chat nay dugc cong bé Do do, Xuét phat tir nhu cau thyc tién vé viéc phat trién
san pham thudc generic va nhimg han ché vé phuong phap klem nghiém, nghién clru nay
duoc thyc hién voi muc tiéu: 1) Khao sat va lya chon diéu kién sic ky dinh lugng dong thoi
metformin hydroclorid va saxagliptin bang phuong phap HPLC dau do UV-Vis. 2) Tham dinh
quy trinh dinh lugng dong thoi metformin hydroclorid va saxagliptin voi didu kién sac ky da
khao sat va tmg dung dinh luong mot sb san pham trén thi truong.

I1. POI TUQNG VA PHUONG PHAP NGHIEN CUU
2.1. Poi twgng nghién ciru

Chdt chudn: Metformin hydroclorid (s6 16 QT168 0323, han dung 30/03/2028, Vién
kiém nghiém thuc TP. HCM), saxagliptin hydroclorid dihydrat (s6 16 SG230003, han dung
03/2028, do cong ty CTX Lifesciences cing cdp), thudc gbc Komboglyze XR 5/500

(metformin hydroclorid 500 mg, saxagliptin dang nguyén 5 mg) (s6 16: TN0279, han dung:
10/12/2026).
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Dung méi, héa chat: Methanol (MeOH — Merck), acetonitril (ACN — Merck) dat
chuén sic ky long, KH,PO4 (Merck), acid phosphoric (Merck) va cac dung méi khac dat
tiéu chudn phan tich theo quy dinh.

Trang thiét bi: Hé théng sic ky 1ong shimadzu LC20A dau do UV-Vis (cot
Phenomenex Gemini C18,250 mm x 4,6 mm, 5 pm), bé siéu 4m, may do pH Mettler Toledo,
can phén tich 4 sb 1¢ Mettler Toledo (D).

2.2. Phwong phap nghién ciru

2.2.1. Chudn bi méu

Dung dich chuan goc MET va SAX: Dung dich chira dong thoi MET va SAX ndng
d6 twong g khoang 1000 pg/mL 10 pg/mL trong MeOH.

Dung dich chuan MET va SAX: Pha tir dung dich chuan gbc, pha loing bang dung
moi pha dong dé thu dugc dung dich c6 ndng d6 MET khoang 250 pg/mL va SAX khoang
2,5 ng/mL, loc qua mang loc 0,45 um.

Dung dich mau thir: Can 10 vién thudc Komboglyze XR 5/500, xac dinh khdi luong
trung binh cta mot vién, sau d6 nghién vién thanh bot min. Can chinh xac mot luong bot
vién twong tng voi khéi luong 1/2 vién, cho vao binh dinh mirc 100 mL, thém khoang 10
mL MeOH, lic k¥ va siéu am 10 phut, thém pha dong vao dén 85% thé tich, tiép tuc siéu
am 20 phut, bd sung vira thé tich béng pha dong, lic déu, loc qua giéy loc 0,45 pm. Tiép tuc
pha lodng bang pha dong dé thu dugc dung dich c6 nong do MET khoang 250 pg/mL va
SAX khoang 2,5 pg/mL, loc qua mang loc 0,45 pm.

Dung dich madu trang: MeOH, pha dong.

Dung dich gia diwoc (placebo): Can chinh x4c lugng hon hop bot gia duge [9] tuong
mg 1/2 vién (thanh phan nguyén liéu gia duoc dya theo patent ciia vién Komboglyze XR
5/500 da dugc cong bd) [9], cho vao binh dinh mirc 100 mL, thém khoang 10 mL MeOH,
lic k¥ va siéu am 20 phut, thém pha dong vira di 100 mL, lic déu, loc qua gidy loc 0,45
um. Tiép tuc pha lodng va loc mau nhu chuédn bi dung dich thr.

2.2.2. Xay dung va tham dinh quy trinh phén tich

Dua vao tinh chit Iy hoa cia MET va SAX, két hop véi cac nghién ciru [4], [5], [6],
[8], diéu kién séc ky ban dau duoc lya chon nhu sau:

Hé thong sic ky 1ong Shimadzu LC20A dau do UV-Vis véi cot Phenomenex Genimi
C18 (250 mm x 4,6 mm, 5 um); Chuong trinh rira giai dang dong; Thé tich tiém mau: 10 pL;
Téc d6 dong: 1,0 mL/phiit; Budc song phat hién 215 nm. Pha dong: tién hanh khao sat thanh
phan, ti 18 va pH pha dong. Dung méi pha dong bao gom c6: ACN, MeOH, dung dich dém
phosphat 0,05N (diéu chinh pH 4,0 bang acid phosphoric). Yéu cdu: cac thong s6 sic ky c6
RSD < 2%, sb dia 1y thuyét N > 2000, hé s6 bat d6i 0,8 <As < 1,2, d6 phan giai Rs > 1,5.

Tham dinh quy trinh phan tich da khao sat theo huéng dan ciia ICH gom cac tiéu chi
sau: tinh twong thich hé théng, tinh dic hiéu, tinh tuyén tinh va mién gia tri, 46 dung, do
chinh xac [10].

+ Tinh tuong thich hé théng: Panh gia tinh phii hop va 6n dinh ctia hé thong trude
khi tién hanh phan tich. Thyc hién phén tich 6 1an lién tiép mau chuan, danh gia theo hudng
dan ICH [10].

+ Do dic hiéu: thuc hién véi cac mau chuin, mau thir, mau thir thém chuédn, mau
trang va mau placebo. Sic ky do cac mau phai dat tiéu chuan theo hudng din caa ICH [10]

+ Tinh tuyén tinh va mién gia tri: xay dung dudng chuan vdi cdc mirc nong do trong
khoang 20 - 300 pg/mL d6i voi MET va 0,2 — 3,0 pg/mL d6i voi SAX. Phuong trinh hoi
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quy duoc chap nhan khi R?> 0,995. Mién gi4 tri dugc xdy dung trong khoang 200 — 300
pug/mL cho MET va 2,0 — 3,0 pg/mL cho SAX.

+ Do dung: thyc hién trén cac mau thir thém chuan ¢ 3 mirc ndng do 80%, 100%,
120% so voi ndng do timg chét phan tich (lugng mau thir bang 80% ndéng do yéu cau, thém
chuin 20%), mdi ndng do thyuc hién 3 mau. Xac dinh ti 16 thu hdi. Yéu cau ti 18 thu hdi trong
khoang 98 — 102%.

+ Do chinh xac: thyc hién trén 6 mau thir doc 1ap trong ngay (do 1ap lai) va trong 3
ngay lién tiép (d6 chinh x4c trung gian). Xac dinh ham luong hoat chét trong mau. RSD cua
ham luwong hoat chét trong ngay va trong cic ngay lién tiép phai < 2%.

III. KET QUA NGHIEN CUU

3.1. Két qua khao sat diéu kién sic ky
Bang 1. Khao sat thanh phan va ti 1& dung moi pha dong

gpr | Thanh phin | Tilé dung mdi | Thoi gian luu (tr) [DO phéan gidi (Rs)|HE s6 bat doi (As)
phadong | pha dong (tt/tt) [ MET | SAX | MET | SAX | MET | SAX
1 | MeOH : Pém 35: 65 3,16 | 633 ; 10,40 | 128 | 1,08
2 | Pém:ACN 65 : 35 2.82 ; ; ; 141 -
3 - 20:60:20 | 3,12 | 417 ; 446 | 130 | 1,50
4 Meofé;?@m 1710:70:20 | 3,11 | 455 ; 636 | 1,39 | 1,10
5 20:70:10 | 322 | 532 - 786 | 125 | 1,12

(-): khong phat hién pic/khong ghi nhdn,; Thoi gian phan tich: 30 phut; tr (phat)
bém: KH,PO4 0,05N, pH 4,0

Nhan xét: H¢ (2) khong phat hién duge SAX, hé sé (3) pic MET va SAX déu co As
>1,2. Cac h¢ (1), (4) va (5) cac pic c6 do phén giai, h¢ s6 bat d6i co cai thién hon trong d6
hé (5) cho thong sd tdi wu nhat v0i thoi gian luu 1an luot 1a 3,22 va 5,32 phit, d6 phéan giai
ciia SAX v6i MET 1a 7,86, hé s bat dbi lan luot 1a 1,25 va 1,12 tuong ung voi MET va
SAX. Do d6, diéu kién (5) duoc sir dung dé tién hanh khao sat pH pha dong nham cai thién
hé s6 bat dbi ciia pic MET.
Béang 2. Khao sat pH pha dong MeOH : BDém : ACN (20 : 70 : 10)

i Thoi gian luu (tr) | Hé sb bat d6i (As) | Do phan giai (Rs)
STT pH pha dong
MET SAX MET SAX MET SAX
1 pH 3,0 3,16 5,32 1,18 1,08 - 7,85
2 pH 4,0 3,18 5,33 1,25 1,12 - 7,86

(-) khong ghi nhdn
Nhén xét: Khi pH cta pha dong dugc diéu chinh vé pH 3,0 thi hé sﬁS bat dbi cua pic
MET da dugc cai thién. Do do, h¢ pha dong co pH 3,0 duoc sir dung de tién hanh cac bude
nghién curu tip theo.
3.2. Thim dinh quy trinh dinh lwong

3.2.1. Tinh twong thich h¢ thong
Béang 3. Tham dinh tinh tuong thich h¢ thong ctia quy trinh phan tich (n=6)

Chi tidu tr (phiit) S(uVs) | N As Rs
MET (mau chuan) 3,16 3351608 | 22094 | 1,18 _
RSD (%) 0,36 0,48 _ 3 _
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Chi ti€u tr (phut) S (uV.s) N As Rs
SAX (méu chuan) 5,33 74404 27315 1,05 7,85
RSD (%) 0,98 0,67 - - -
(-) khong ghi nhdn

Nhén xét: Két qua khao sat cho thy thoi gian luwu, dién tinh dinh (S) cta pic MET
va SAX déu c6 RSD nho hon 2%. Céc thong sb sic ky khac nhu sb dia Iy thuyét: N > 2000;
Hé sb bat d6i: 0,8 < As < 1,2: Do phan giai : Rs > 1,5 déu dat yéu cau. Quy trinh dat tinh
tuong thich hé thdng.

3.2.2. Tinh dac hié¢u

UV i(x1,000,000}

1.5
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0.5

o3
0.0 1.0 zlo 3lo 40 5.0 &0 7.0 alo

uW(x100,000)
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] 1b Metformin

(6) Saxagliptin
] (5) /
o 75? (4)
0.50 (3)
(2)
(1)

125

1.00-]

0.25

0.00

Hinh 1. Overlay sic ky d6 thé hién tinh dac hiéu. 1a: khdng scale up, 1b: scale up 10 lan
(1) MeOH, (2) pha dong, (3) gia dugc, (4) mau thir thém chuan, (5) mau thtr, (6) miu chuan.
Nhén xét: Sac ky dd mau traing (MeOH va pha dong) va miu gia duoc khong xuét
hién pic c6 thoi gian luu trong ing véi thoi gian luu cia MET va SAX trong sic ky do mau
chuan. Sic ky d6 miu thir co cac pic c¢6 thoi gian luu twong Gng véi thoi gian luu cua pic
MET va SAX trong sic ky d6 mau chuan. Céc pic tach nhau hoan toan (Rs > 1,5). Sic ky
dd mau thir thém chuén co sy tdng 1én 10 rét vé chiéu cao va dién tich cua cac pic co6 thoi
gian luu tuong (mg véi thoi gian lwu ciia cac pic trong mau chuan. Nhur vay, quy trinh phan
tich dat tinh dac hiéu.
3.2.3. Tinh tuyén tinh, mién gid tri, dé chinh xdc, dp diing
Béng 4. Théam dinh tinh tuyén tinh, mién gia tri, dg chinh x4c va d¢ dung

Chi tiéu Metformin hydroclorid Saxagliptin
Phuong trinh hoi quy ¥ =32341x ¥=14129x + 2201,3
Khoang tuyén tinh (ug/mL) 20 - 300 0,2-3,0
Hé¢ s6 tuong quan (R?) 0,9985 0,9988

D6 chinh xac
+ D9 lap lai (n=6)
t+ Do chinh x4c trung gian (n=18)

HLTB = 249,1 (RSD = 1,63%)
HLTB = 248.7 (RSD = 1,56%)

HLTB =2,50 (RSD = 1,66%)
HLTB =2,51 (RSD = 1,35%)

P ding Mirc nong do Ti 16 thu hoi (%) | RSD (%) | Tilé thuhoi (%) |RSD (%)
(1=9) 80% (200 pg/mL) 100,21 1,12 98,29 1,65
100% (250 pg/mL) 99,55 1,37 99,19 1,27
120% (300 pg/mL) 99,83 1,64 100,25 1,68
Mién gia tri (ug/mL) 200 - 300 2,0-3,0

HLTB: Ham lvong trung binh
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Nhén xét: Quy trinh dat d¢ dung va d6 chinh xac khi RSD déu < 2%. Sau khi phan
tich thong ké twong quan bang tric nghiém F, gia tri F thuc nghiém (Fmer 2029,3; Fsax
2530,8) déu 16n hon Fo 05 (10,13) nén 2 phuong trinh hdi quy déu twong thich véi gia tri thuc
nghiém. Kiém tra y nghia cua h¢ sd a va b trong phuong trinh hoi quy bang tric nghiém T
két qua cho thay h¢ s6 a va b trong phuong trinh hoi quy ctia SAX déu co y nghia (p <0,05).
Phuong trinh hoi quy ctia MET chi ¢6 hé sb a 13 ¢6 ¥ nghia (p<0,05) con hé s6 b thi khong
(p =0,06 > 0,05). Nhu vay, phuong trinh hdi quy cia MET va SAX lan luot 13 § = 32341x
vay=14129x + 2201,3 v6i R? déu > 0.995 va tuyén tinh trong khoang nong d6 MET tir 20
— 300 pg/mL va SAX trr 0,2 — 3,0 ug/mL. Quy trinh dat d¢ chinh xac va d¢ ding trong
khoang 200 — 300 pg/mL va 2,0 — 3,0 pg/mL twong Gmg voi MET va SAX xéc dinh mién
gié tri cia quy trinh phén tich 1a khoang ndng d¢ trén.

IV. BAN LUAN
4.1. Két qua khio sat diéu kién sic ky

Két qua khao sat diéu kién sac ky ghi nhén v6i pha tinh la ¢t Phenomenex Gemini
C18 (250 mm x 4,6 mm, 5 pm), pha dong gom MeOH : Bém (KH2POg, pH 3,0) : ACN ti 1¢
(20 : 70 : 10 tt/tt) cho két qua toi uu voi thoi gian luu lan luot 1a 3, 16 phat va 5,33 phat
tuong ing voi MET va SAX, d6 phan giai gitra hai pic la 7,85 va hé sO bét lan luot 13 1,18
va 1,05 tuong tng v6i MET va SAX. Két qua nay tuong dong voi nghién clru cua Jena va
cong su [8], Prasad va cong su [5] khi déu sir dung hé pha dong két hop ba thanh phan
MeOH, dém va ACN. Hé pha dong phdi hop 3 thanh phan véi ti 1¢ thich hop nhur trén tao
ra tinh phan cuc tdi uu gitp phan tdch dugc MET — mot chét phan cuc manh va SAX — mot
chat phan cuc kém hon vé6i Rs cao (9,09), cac pic can d6i va c6 thoi gian luu phu hop. Pha
dong gém dém : ACN (hé 2, bang 1) chi phat hién dugc MET diéu nay co thé duoc 1y giai
12 do ACN c6 d6 phan cuc kha cao (cao hon MeOH) nén khi két hop véi dung dich dém tao
ra mdt pha dong c6 d6 phén cuc cao, khong phu hop dé rira giai 1 chat phéan cuc trung binh
nhu SAX trén pha tinh la pha dao. H¢ dém gitip 6n dinh pH cua pha dong, gitp chat phan
tich chuyén dang hoan toan va 6n dinh hon. Qua tham khao cac nghién ciru [4], [5], [6], [8]
dém KH2PO4 duoc lya chon. pH dugc khao sat trong khoang 3,0 — 4,0 dya trén tinh chét ly
hoa ciia MET va SAX. Két qua khao sat cho thdy dém pH 3,0 cho sic ky d tdi wu, cac pic
d6i xtmg, tach nhau hoan toan va c6 thoi gian luu phi hop. Két qua nay twong dong véi cac
nghién ctru [4], [7], [8] khi pH cta dém déu trong vung 2,5 — 3,5. Két qua nay co thé duoc
giai thich 1a do MET va SAX c¢6 pKa lan luot 1a 12,4 va 7,9 nén ¢ pH 3,0 hai chit nay ton
tai & dang ion héa nén qué trinh rira giai nhanh hon (tr phii hop), pic ddi ximg hon (As 0,8
—1,2). MET c6 cuc dai hap thu 1a 232 nm, ctia SAX 1an luot 1a 215 nm va 271 nm. Trong
mau thir nong 6 MET cao gép 100 1an ndng d6 SAX. Do d6, bude song 215 nm va 271 nm
duoc lya chon dé khao sat nham ting do nhay cua phuong phap. Két qua khao sat cho thay
hai hoat chét déu c6 hap thu & budc song 215 nm, cac thong sb cua pic déu dat yéu cau, két
qua nay ciing trong dong véi cac nghién ciru [5], [7], [8].

4.2. Tham dinh quy trinh dinh lwong

Khoang tuyén tinh va mién gia tri duoc khao sat dua trén ham lugng ciia hai chat
trong vién ddi chiéu. Cac nghlen clru cua Prasad va cong su (5], Surisetti va cong sy [6] cho
thdy MET va SAX ¢6 hap thu UV tuyén tinh ¢ cac mirc nong do thap. Ttr d6, nhom tién
hanh khao sat khoang tuyén tinh & cac mirc nong do trong khoang 20 — 300 pg/mLva 0,2 —
3,0 pg/mL tuong ing véi MET va SAX va da chung minh dugc quy trinh dat tinh tuyén
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tinh trong khoang nong d6 dé xuét. Véi muc dich dinh lwong hoat chat trong ché pham luu
hanh trén thi truong, mién gia tri duge xdy dung trong khoang 80 — 120% ndng do cia ting
chat trong mau thir. Két hop vé6i két qua thdm dinh d6 chinh x4c va d6 dung, mién gia tri
cua quy trinh phén tich dugc xdc dinh trong khoang 200 — 300 pg/mL va 2,0 — 3,0 pg/mL
tuong mg voi MET va SAX. Pong thoi, cac yéu cau con lai cia thim dinh quy trinh ciing
dat theo huéng dan hién hanh.

V. KET LUAN

Nghién ctru dd xay dung va thim dinh thanh céng quy trinh dinh lugng dong thoi
metformin hydroclorid va saxagliptin trong ché pham bang phuong phap HPLC du do UV-
Vis dép tmg cac yéu cau vé tinh twong thich véi hé thdng sic ky, dam bao tinh dic hiéu, co
do dung trong khoang 98 — 102%, c6 do chinh xac cao (RSD < 2%) va dat d¢ chinh xac
trung gian theo huéng dan quy dinh ICH, cho phép ap dung trong kiém soat chat luong va
nghién ctru duge pham, gbp phan nang cao hiéu qua va an toan clia san pham.
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