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Bénh nhan sau rdt ndi khi quan van duy tri
dugc tinh trang 6n dinh vé khi mau déng mach
va giam dudc thdi gian thd may, thdi gian luu
6ng néi khi quan. Thgi gian thd may trong
nghién clfu chdng to6i thap hon so véi nghién clru
cla Harry (2021) do nghién ciu cta Harry thuc
hién ca trén nhém bénh nhan sau mg tim?2.

Han ché cla nghién cltu la ¢ mau tuang doi
nhd. Tuy nhién day la nghién clitu lam sang dau
tién danh gia két qua cla bién phap rit 6ng noi
khi quan & bénh nhan chay VA-ECMO & Viét
Nam, dinh huéng cho thuc hanh lam sang.

V. KET LUAN

Két qua cua nghién clru chidng toi nhan thay
bién phap rdt ong nodi khi quan cho cac bénh
nhan trong qua trinh diéu tri VA-ECMO dat ty 1é
thanh cdng cao, duy tri 6n dinh trao déi khi, gilp
giam ty 1é VPBV, cai thién két cuc bénh nhan.
Nhiing k&t qua nay la cd s& dé ap dung quy trinh
nay trong cai thién chat lugng diéu tri bénh nhan
VA-ECMO.

Can tién hanh thém nghién cltu véi s6 lugng
bénh nhan nhiéu han va trong thdi gian dai han,

6 thé két hgp nghién cltu déi chiing.
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TONG HOP VA THIET LAP CHAT POI CHIEU TAP F
CUA ALLOPURINOL (ETHYL-(E/Z)-3-(2-CARBETHOXY-2-
CYANOETHENYL)AMINO-1H-PYRAZOL-4-CARBOXYLAT)
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Pat van dé: Allopurinol la thudc dugc uu tién chi
dinh trong diéu tri bénh gut va ndm trong danh muc
thudc thiét yéu hién hanh cta B0 Y té Viét Nam [1].
Tap chat F allopurinol (Ethyl-(E/Z)-3-(2-carbethoxy-2-
cyanoethenyl)amlno 1H- pyrazol -4-carboxylat) la tap
sinh ra _trong qué trinh téng hgp aIIopwrnoI cé kha
ndng gay ung thu, d6t bi€n gen va dugc quy dinh
kiém tra bat buoc trong USP-NF-2023 [2] [6]. Tuy
nhién chuén tap F aIIopU|rnoI h|en co g|a rat dat (trén
800 USD/25mg) va khong san co, gay anh hudng dén
cdng tac kiém nghlem va dam bao chat lugng thuoc
[7]. Muc tiéu: Téng hop tap F allopurinol & quy mé
phong ‘thi nghiém, du diéu kién dé thlet lap chat
chu&n déi chiéu tai Viét Nam. P6i tu'gng va phucong
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phap nghién ciru: Tap F allopurinol dugc tdng hdp
tr ethyl(ethoxymethylen)cyanoacetat va hydrazin
hydrat 50% vdi ty Ié mol, nhiét do va thoi gian phan
dugc khao sat dam bao quy trinh dé tinh ché, dat hiéu
suat va do tinh‘khié’t cao. Xay dung quy trinh xac dinh
doé tinh khiét bang HPLC-PDA, danh gia do dong nhat
lo va xac dinh gia tri cong b& théng qua danh gia két
qua tai 3 phong thi nghiém dat tiéu chuan GLP tai
Vién k|em nghiém thudc TP.HCM. Két qua: Tong hdp
thanh cong tap F allopurinol tuir ethyl (ethoxymethylen)
cyanoacetat va hydrazin hydrat 50% VGi ty 1é moI 4:1;
nhiét dé phan (ng 60 °C, thdi gian phan Lrng ngan 30
phit. San pham dugc xac dinh cdu tric bang phG
nghlem UV-Vis; IR cd ddi chiéu véi chuan, pho khoi
phan g|a| cao, pho 13C-NMR, 'H-NMR cho két qua phu
hgp vdi cau truc tap F aIIopurmoI Quy trinh xac dinh
dd tinh khiét bang HPLC-PDA dudc tham dinh véi pha
tinh: cot Gemini — NX C18 (15 cm; 4,6 mm; 5 pm),
nhiét d6 cot: 25 °C, _pha doéng: acetonitril — acid formic
pH = 2,5 (35:65), toc do dong: 1 mI/phut nong do 50
Hg/ml trong pha dong, thé tich tiém mau 10 pl, dau
do: budc song 254 nm. Két qua danh g|a lién phong
thi nghiém vdi do tinh khiét dat gia tri cong b6 99,5%.
Két ludn: D3 tdng hop dugc 2,5 g tap F aIIopurmoI o}
quy mo phong thi nghiém cé do tinh khiét trén 99%,
xdy dung dugc quy trinh xac dinh do tinh khiét tap F
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bang HPLC-PDA du diéu kién thiét 1ap chét chuan déi
chiéu st dung trong kiém nghiém thudc.

To khoa: Ethyl-(E/Z)-3-(2-carbethoxy-2-
cyanoethyl)amino pyrazol-4-carboxylat; HPLC-PDA

SUMMARY
SYNTHESIS AND REFERENCE STANDARD
ESTABLISHMENT OF ALLOPURINOL
IMPURITY F (ETHYL-(E/Z)-3-(2-
CARBETHOXY-2-CYANOETHENYL)AMINO-

1H-PYRAZOL-4-CARBOXYLAT)

Background: Allopurinol is a priority drug
prescribed in gout treatment and is currently listed as
an essential drug by the Ministry of Health of Vietnam
[1].  Impurity F allopurinol  (Ethyl-(E/Z)-3-(2-
carbethoxy-2-cyanoethenyl)amino-1H-pyrazol-4-
carboxylate) is an impurity in processing the synthesis
of allopurinol that has the potential to cause cancer
mutated and regulated under mandatory testing in
USP-NF-2023 [2],[6]. However, the F allopurinol
impurity standard is currently very expensive (over
800 USD/25mg) and is not readily available, affecting
testing and drug quality control [7].
Objectives: Synthesis of F allopurinol impurities at
laboratory scale qualified to establish reference
standards in Vietnam. Materials and
methods: Impurity F allopurinol is synthesized from
ethyl (ethoxymethylene) cyanoacetate and hydrazine
hydrate 50% with molar ratio and temperature and
reaction time were investigated for ease of purification
and high purity. Developed a process to determine
purity using HPLC-PDA and evaluated vial uniformity
and purity values at 03 GLP laboratories in the
Institute of Drug Quality Control in Ho Chi Minh City.
Results: Successfully synthesized F allopurinol from
ethyl(ethoxymethylene)cyanoacetate and hydrazine
hydrate 50% with molar ratio 4 :1; reaction
temperature 60°C, for 30 minutes. The substant
structure was determined by UV-Vis spectroscopy; IR
compared with standard, MS high-resolution, 13C-NMR,
and 'H-NMR spectra showed results consistent with
the F allopurinol impurity structure. The purity
determination procedure by HPLC-PDA was validated
with stationary phase: Gemini — NX C18 column (15
cm; 4.6 mm; 5um), column temperature: 25 °C,
mobile phase: acetonitrile — formic acid, pH = 2.5
(35:65), flow rate: 1 ml/min, sample concentration 50
pg/ml in mobile phase, sample injection volume: 10
pl, wavelength 254 nm. Results of interlaboratory
evaluation of purity with published value reached
99.5%. Conclusion: 2.5g of allopurinol F impurity has
been synthesized on a laboratory with a purity of over
99%, and a process for determining the F impurity
purity by HPLC-PDA has been developed to qualify for
establishing a reference standard.

Keywords: Ethyl-(E/Z)-  3-(2-carbethoxy-2-
cyanoethyl) amino pyrazol-4-carboxylate, HPLC-PDA

I. DAT VAN DE

Hién nay, allopurinol la mot trong nhiing
thuGc uu tién st dung hang dau trong diéu tri
bénh gut, tang acid uric huyét va nam trong

danh muc thuoc thiét yéu hién hanh ctia B Y té
Viét Nam, dudc nhiéu cong ty dugc phdm san
xudt [1]. Bén canh dd trong chuyén ludn Dudc
dién My (USP-NF) 2023, viéc kiém tra gidi han
cac tap chat lién quan cla allopurinol, dat biét
tap F allopuirnol cé kha nang gay ung thu va dot
biét gen la bdt budc va can sur dung tap chuan
[6]. Tuy nhién, cong tac kiém nghiém con gdp
nhiéu khé khan do tap chuan chua san co trong
nudc, phai nhdp khdu tUr nudc ngoai vdi thdi
gian dat hang kéo dai va gid thanh rét dat, cu
thé 1 lo tap F allopurinol dat chudn Dugc dién
My (USP-NF 2023) c6 gia hon 800 USD cho 25
mg [7]. Hién chua tim thdy cong trinh trong
nudc cong bd day du vé téng hop tap F
allopurinol tlr nguyén liéu la (Ethyl-(E/Z)-3-(2-
carbethoxy-2-cyanoethenyl)amino-1H-pyrazol-4-
carboxylat va hydrazin hydrat 50% v&i phan ('ng
nhe nhang qua mot giai doan, dé tinh ché, cd
thé dp dung & quy md phong thi nghiém, cho
hiéu suat va do tinh khi€t cao, dap ng yéu cau
theo tiéu chudn USP-NF-2023 [2],[8]. Xuat phat
tUr nhitng ly do trén, nghién clru nay cong bo quy
trinh tdng hop va thiét 1ap chat dGi chiéu tap F
ctia allopurinol st dung trong ki€m nghiém thudc.

II. DOl TUQNG VA PHUONG PHAP NGHIEN CU'U

2.1. P6i tuong nghién clu. Tap F
allopurinol (ethyl-(E/Z)-3-(2-carbethoxy-2-
cyanoethenyl)amino-1H-pyrazol-4-carboxylat);
quy trinh xac dinh do tinh khiét bang HPLC-PDA
theo ICH Q2(R1).

2.2. Phuaong phap nghién ciru

Thiét ké nghién cdu.: nghién ciu thuc
nghiém. CG mau va phuong phap chon mau:
ethyl  (ethoxymethylen)cyanoacetat s6 10
A0389628, ham lugng 99,85% tinh theo nguyén
trang. Tap chuén F allopurinol chudn USP, sd 16
R028V0 do tinh khiét 100% tinh theo nguyén
trang. Hoa chat va dung méi: ethanol (Chemsol,
> 99,5%), hydrazin hydrat (Guangdong
Guanghua, 50%), acetonitril (ACN), methanol
(Merk) dat tiéu chudn dung cho sac ky 16ng.

Téng hop tap F tar alopurinol

o OEt
t°C 1\
2 OEt” XY™ "OEt + NHy-NHp.H,0 50% =—— N\N NH O
CN H

OEt
CN
So' dé 1. Téng hop tap F allopurinol
Dua theo tai li€u tham khao [2],[8], nghién
cltu dé xuét thuc hién tdng hgp tap F tUr ethyl
(ethoxymethylene) cyanoacetatevdi hydrazin
hydrat 50% (sc d6 1). Trong qua trinh t&ng hap,
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tién hanh khao sét cac diéu kién phan ('ng gom
ty 1€ mol, nhiét do, thai gian phan 'ng, phuong
phap loai tap va két tinh tap F. San pham téng
hdp dugc thir s6 bd tinh khiét bang sac ky I6p
mong (SKLM) véi 3 hé dung méi cé dé phan cuc
khac nhau n-hexan - ethyl acetat (8:2),
cloroform — ethyl acetat (7:2), ethyl acetat —
methanol (5:5). Xac dinh cdu tric bang cac
phuong phap phd nghiém UV-Vis, phd IR so
sanh véi chudn, phé MS phan giai cao va phd H-
NMR, 3C-NMR.

Xac dinh dé tinh khiét tap F allopurinol.
D6 tinh khiét clua tap F dudc xac dinh bdng
phuang phap HPLC-PDA vdi diéu kién sac ky: cot
Gemini — NX C18 (15cm; 4,6mm; 5um), nhiét do
cot: 25°C, pha dong: acetonitrii — nudc acid
formic pH =2,5 (35:65), téc d6 dong: 1ml/phut.
DPanh gia tinh tugng thich hé thong, do dac hiéu,
dd chinh xac, tinh tuyén tinh, d6 dung theo
hudng dan ICH Q2(R1)

Panh gia tap F allopurinol. Tap F
allopurinol dugc danh giad theo cac chi tiéu cam
quan, do tan, di€ém chay, dinh tinh, dd tinh khiét
séc ky theo Dugc dién My (USP-NF 2023) [8].

Thiét Ilap chat doéi chiéu tap F
allopurinol. Banh gla dd dong nhat cla qua
trinh déng lo: Cac mau dugc lay ngau nhién theo
cong thiic VN+1 trong dé N 1a tdng sb lo. Viéc
xac dinh do tinh khiét cua tap C trong tung lo
dugc tién hanh theo phuong phap HPLC.

Panh gia d6 dong nhat lo lién phong thi
nghiém: Tap F sau khi dugc dong géi va danh
gia dong nhat lo dugc Idy mau ngau nhién va
ti€n hanh xac dinh doé tinh khiét tai 03 phong thi
nghiém doc lap. dat GLP hodc ISO/IEC 17025.
Céc phong thi nghiém dugc Iua chon dé gui mau
la Khoa Thiét 1ap chat chudn — chit déi chiéu
(PTN1), Khoa Nghién cfu — Phat trién (PTN2) va
Khoa Vit ly (PTN3) thudc Vién Kiém nghiém
thudc Thanh ph6 H6 Chi Minh. Viéc danh gia do
dong nhat lo lién phong thi nghiém dugc tién
hanh theo huéng dan cua ISO 13528 [4], su
dung phép phan tich phuong sai mot yéu to
ANOVA, phép kiém Fisher.

Xac dinh g|a tri an dinh va doé khong dam
bao do: Gia tri &n dinh trén nhif LiEm nghiém
tap F, d6 khong dam bao do U = 1255"/V¥ dugc
thuc hlen theo hudng dan ctia ISO 13528 [4].

. KET QUA NGHIEN CUU

Téng hgp tap F allopurinol. Cho 3,5 g
nguyén li€u ethyl (ethoxymethylen) cyanoacetat
(= 0,02 mol) vao binh cau 2 ¢6 va cho vira du
con ethanol 96° khudy tan, cho vao 0,5ml
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hydrazin hydrat 50% (= 0,005 mol) dun h6i luu
hon hgp trén bép khudy tir két hgp hé thong
sinh han. Cho phan (fng xay ra trong 30 phut.
Loc va rira tua 3 [an, mdi [an vdi 20 ml nudc cat.
Thu san pham va sy & 60°C. S d6 phan (rng.

| ethyl (ethoxymethylen) cyanoacetat (3,5 g; = 0,02 mol) |

Hoa tan trong 40ml con BGUI Hydrazin hydrat 50% (0,5 ml; = 0,005 mol)
| Bun hoi luu 30 phat |

| Loc rtfa ta 3 [4n, m&i [3n bing 20 ml nudc ct; siy 60°C ‘

So dé 2. So db téi uu téng hop tap F
allopurinol

Thir tinh khiét san pham téng hgp. San
phdm téng hgp dugdc hda tan trong methanol,
sau dé dudc trién khai sic ky I6p mong véi 3 hé
dung méi khac nhau. Két qua cho thay san pham
tdng hap chi cho mét vét duy nhat va tinh khiét
trén SKLM (hinh 1). K&t qua thur tinh khiét bang
phuong phap HPLC-PDA phé 3D cho sic ky do
dat do tinh khiét pic. Hinh 2 minh hoa sac ky d6
HPLC kiém tra d tinh khiét cia san pham.

N B o B o B
1) | (=3 3>
Hinh 1. Sac ky Iop mong san pham téong
hop tap F allopuirnol

A: San pham tong hgp
B: Tap F chuan

1. n-hexan — ethyl acetat (8:2), Rr = 0,30
2. Cloroform — ethyl acetat (7:2), Rf = 0,65
3. Ethyl acetat — methanol (5:5), Rf = 0,85

Xac dinh ciu tric san pham téng hop

Phé UV-VIS (dung dich NaOH 0,1 M): 2 cuc
dai hap thu tai 254 nm va 295 nm phu hgp véi
phé UV — Vis clia tap F

Phé IR (KBr, cm-1): 3438,7 (-NH-); 2235,5
(-C =N); 1712,7 (-C=0) phu hdp véi két qua phd
IR cla tap F chuén

Phé MS! (ESI*) cho tin hiéu [M+Na]* I3
301,09189 phu hgp véi [M+Na]* ly thuyét qua
danh gia do léch khai:

Diéu kién sac ky: cot Gemini — NX C18 (15
cm; 4,6 mm; 5 um), nhiét d6 cot: 25 °C, pha
dong: acetonitrii — nudc acid formic pH = 2,5
(35:65), toc do dong: 1 ml/phat, ndong do 50
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Hg/ml trong pha dong, thé tich tiém mau: 10 i, . 1/, [M#Nalthee nghidm - B/, [M#Na]l thuyét
dau do: budc séng 254 nm. Db léch /; (pom)= — T ,Z *1000000
| /zljfthuyét
) 301,0919 - 301,0907 1000000 =398 ppm < 5
: R ————] =3, J
3010907 2 BRI PR

Phé NMR 'H NMR va phd 13C NMR cho két
qua phu hgp cau truc tap F allopurinol.

Céc dir liéu phé UV, IR ciing tucng déng va
phu hgp véi tap F. C3u tric phé MS phan giai
cao va phé IR tap F dugc trinh bay & hinh 3. C4u
tric phé H-NMR va 3C-NMR dugc trinh bay &

LI
"

Hinh 2. Sic ky d6 3D kiém tra dé tinh khié¢  hinh 4. Hiéu suét tong hop va tinh ché tap F
ciia san pham téng hop béng HPLC-PDA  dudc trinh bay trong bang 2.

—— |
I e ' - ;

o o [T S e S P e T e — . . ‘
£ [TpFalguid OO\ O | b affm A
IR AT L.
8 AR NIl | ‘
il | f .
Fow , . ]
‘ 10 " P 1
B ow mmmmwmimmum!m |
| Malch:22.08 i R |
o) i ]
] 0 000 20 ] 150 10 o |
L Wveumbers o) N |
Hinh 3. Phé khéi phan gidi cao sén phdm va phé héng ngoai so sanh vdi chudn
TOAN-DMSO-1H
Bwn TOAN-DMSO-C13CPD B}-@-

L) H|

a8 &R

| || H

Hinh 4. Dit liéu phé *H-NMR va *C-NMR cta sin phdm téng hop
Bang 1. DiT liéu phé NMR cua san phdm téng hop

Vi tri [Nguyén tir| San pham tong hgp (DMSO-d6) | Cong thirc thirc tap F allopurinol
SH (ppm) (500 MHZz) | 6c (ppm) (125 MHz) o
Y 1,26 (t, J = 7 Hz, 3H) , :
L1 CHs 1129 (1=7Hz3H)| 140/144 Az o CHs 1
Y Y- 4,22 (q, J = 7 Hz, 2H) .
2; 2 CHz 429 (q. ] = 7 Hz, 2H) 59,4; 61,9 9 8
3,3 | >C=0 162,5,162,6 N/ \ 1
4 >C= 88,2 < NH O CH
5 -CH= | 7,95 (d,J =1 Hz, 1H) 145,9 N7 3 3
6 -CN 114,2 H 5 )2
7 >C= 153,2 2 O
8 >C= 93,5
9 -CH=_ [8,72(d, J = 1 Hz, 1A) 1422 CSN
NH 7,71 (br s, 2H)
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Bang 2. Hiéu sudt téng hop va tinh ché Hé s6 tuang quan (R) 1,0
tap F D0 chinh xac (RSD, n=12) 0,1%
Khéi lugng tap F ly thuyét (g) 6,56 D0 tinh khiét sac ky” 99,5%
KhGi lugng tap F thuc té tdng hap 451 Panh gia tap F. Bang 5 trinh bay két qua
dugc sau tinh ché (g) ! danh gia tap F. V&i do tinh khiét trén 99% nén hgp
Hiéu suat tong hop va tinh ché 60,1% chét nay du diéu kién dé thiét 1ap chét d6i chiéu.
Xac dinh dé tinh khiét tap F bang HPLC- Bang 5. Két qua danh gia tap F
PDA. Quy trinh xéc dinh d6 tinh khiét tap F béng a”OP"ﬂ"g{wd
HPLC-PDA dugc thdm dinh theo hudng dan cla i tia ong ’ A &1 2
ICH [3], bao gém khao sat tinh phu hgp cta hé Chi ticu ’phap Mu’Ac ch\at ILfc_ing Ket qua
thdng, tinh ddc hiéu, khoang tuyén tinh, dd Cam quan| _BOt mau trang
chinh xac. K&t qua thédm dinh dugc thé hién 8 | Tinh It tan trong nuac,
bang 3 va bang 4. chat | D6 tan tan tot trong Dat
Bang 3. Két qua khao sat tinh phu hop ’ Chloroform, DI\;ISO,
cua hé théng cua phuong phép (n = 6) ethanol 96
Giati | Thoi | Diéntich |H&s6 pha Uy | Amax (NaOH) 254
ia tri ian Iu . v doi nm; 295 nm
théng ké [91an Iy pic (uV x | doi (KBr, cm-1):
(phat) | gidy) | xing , 3438,7 (-NH-;
Tap |Trung binh| 9,24 | 114199002 | 1,09 PRGIR | 32355 (- =N);
F RSD ]084% [ 1,12% Binh 1712,7 (€=0) | Bing
RSD clia cac thong s6 sac ky déu < 2,0% va tinh ESI—I\;IS(+) m/z
hé s& ddi xing cua pic tap F nam trong khodang PhS MS =301,09189
0,8 — 1,5. Nhu vay quy trinh xac dinh do tinh [M+Na]*
khiét tap F dat tinh phu hgp cta hé thong. N Pho 13C-NMR; 'H-
K&t qua khao sét tinh ddc hiéu cho thdy: sic Pho NMR | \MR: yem bé'ng 1
ky d6 san pham tong hgp F allpurinol tich hoan | Biém | May do . Dat
toan khoi cac pic dung njéi pha mau, dung moi chay |diém chay 247-248°C (247,5°C)
pha dong, nguyén liéu tong hgp, san pham phu . M4t khoi
va ¢d thdi gian luu trung thdi gian luu cua pic Ham lugng do <0,5% Daot
tap F allopurinol chun. Pic tap F dat dd tinh am | 3m kho (0,1%)
khiét theo ph6 UV-Vis. Nhu' vay, quy trinh dat [D4 tinh Pat
tinh dac hiéu. Hinh 5 minh hoa sac ky dé khao khiét HPLC > 98% (99,5%)
sat tinh d#c hiéu. sac ky 0

Hlnh 5. Sac ky do khao S8t tinh dac h/eu (1 ) do
dung moi pha mau,(Z) dung moi pha déng, (3)
nguyén liéu téng ha’p, (zy tap D allopurinol; (5)
tap F téng hdp va (6) hon hop chuén tap F, tap

D va nguyén liéu téng hop
Bang 4. Két qua khao sat khoang tuyén
tinh va dé chinh xac

TapF
Phugng trinh hoi quy y = 2.10%
Khoang tuyén tinh (ug/ml) 35 - 65 pg/ml
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Thiét 1ap chat doi chiéu tap F. Ldy 2,5 g
tap F aIIopurlnoI téng hop, dong 220 lo, m0| lo
10 mg va 18 lo dugc Iay ngau nhién theo phan
mém Excel. Két qua xac dinh tinh phu hgp cla
hé thong tai ba phong thi nghiém déu dat yéu
cau vé hé s6 doi xiing clia pic tap F va RSD cua
dién tich pic tap F nén c6 thé tiép tuc tién hanh
xac dinh do tinh khiét. BAng 6 va bang 7 minh
hoa két qua danh gid d6 dong nhat clia qua trinh
dong lo va do dong nhat lo lién phong thi
nghiém. Dua vao ké&t qua phan tich ANOVA kiém
dinh F test v4i Fin= 0,1451 <F=3,6823 thay cac
lo dong gbi co ham lugng dong nhat, diéu kién
doéng gdi 6n dinh va phu hgp, két qua dinh lugng
gitta 3 phong thi nghiém khac biét khong co y
nghia thdng k&, quy trinh phan tich cé d6 lap lai
cao, do tinh khiét chat phan tich khéng phu
thudc vao phong thi nghiém tham gia danh gia.

Bang 6. Két qua danh gia dé dong nhat
clia qua trinh dong lo



TAP CHi Y HOC VIET NAM TAP 534 - THANG 1 - SO 1 - 2024

S0 thir [P0 tinh khiét| So6 thir [P0 tinh khiét
tulo | tapF (%) | tulo | tap F (%)
09 99,65 57 99,39
12 99,49 70 99,53
24 99,75 83 99,47
34 99,62 91 99,23
40 99,34 96 99,68
51 99,41 117 99,65

Bang 7. Két qua danh gia dé dong nhat
lo lién phong thi nghiém
% Do tinh khiét tap F (%)

Mau PTN1 PTN2 | PTN3
i 99,52 99,37 | 99,76
2 99,53 99,45 | 99.66
3 99,47 99.60 | 99,48
4 99,23 99.80 | 99,57
5 99,85 99,34 99,6
6 99,65 99.47 | 99,29

Bang 8. Két qua xac dinh gia tri an dinh
cua tap F (n=18)

A ra o Tap F
S0 [an thay doi X*0 X* 1 ¥
5 = 1,5s* 0,25 0,25 0,25
x* -9 99,28 99,28 | 99,28
x* + 0 99,78 99,78 | 99,78
x* mai 99,53 99,53 | 99,53
s* mai 0,17 0,17 0,17

Sau hai [an thay d6i, s* = 0,13 khéng thay
d6i, khi d6 x* dudc chon la 99,72%. Vay gia tri
an dinh cua tap F la 99,72% va d6 khong dam
bao do: U= = 0,038%.

Nhu vy tap F allopuirnol t8ng hdp du diéu
kién dé dang ky chudn qudc gia v6i ham lugng
dugc xac dinh la 99,5% tinh theo nguyén trang.
Tién hanh 18p hd so chat chuén, dan nhan lo va
kém theo phiéu kiém nghiém. Bao quan céc lo
chudn & nhiét dd 2 — 8 °C, tranh anh séang.

IV. BAN LUAN ,
Hinh 6 minh hoa cd ché phan ('ng tong hgp
tap F allopurinol. Nguyén liéu ethyl

(ethoxymethylen)cyanoacetat (EEMCA) dugc hoa
tan véi mot lugng vira du ethanol 96°, khi cho
hydrazin hydrat 50% vao dun héi luu 30 phat
Xay ra phan (rng cong nucleophin (An) qua cac
giai doan. Giai doan 1: doi dién tI tu do trén
nhom -NH: uu tién can cong vao carbonyl mang
dién tich dudng trén phan tr EEMCA, dong thdi
loai 1 phan t&r ethanol, giai doan nay anh hudng
I6n dén téc do phan (ng. Giai doan 2: d6i dién
t&r tu’ do trén nitd con lai -NH-NH: tdn cong vao
nhém cyanid (-C=N), thuc hién déng vong
pyrazol. Giai doan 3: DGi di€n tlr trén -NH: trong
san phdm mdi tao thanh phan (ng cong
nucleophin ti€p vGi lugng du EEMCA, dong thdi

phan Ung loai 01 phéan tr ethanol tao thanh tap
F allopurinol. Phan 'ng chon loc trong diéu kién
lugng du EEMCA Véi ty 1& mol EEMCA va
hydrazin hydrat 50% khao sat t6i uu la (= 4:1)
gilp phan (ng chuyén dich manh theo chiéu
thuan tao thanh tap F allopurinol, trudng hgp
ton du hydrazin hydrat 50% hoac lugng EEMCA
khéng du nhu trong phan tich khéi phG nghién
cru clia Wuxi Yew Pharmaceutical Co ltd (2020)
s& tao nhiéu san phdm phu do phan (ing hydrazit
hda tan cong vao cac nhdm carbonyl -(C=0)OEt
tao thanh hydrazon (C=NH-NH>) [8].

9 ~ 0) 0 o
OEt . }-OFt EtO.""‘,,_FOEl EtOH -OEt —OEt
Wy N AN e,
Ny N, N NH, N iy N
NH;
0 0 ¢ 0
J-CEt 08t -0t 'Ot
N P O -
.\N,«N = N Nj},beH -~ HN”@%NH ‘«‘/‘ = N /4y 0
Hy H H | CH - OFt
N N
Hinh 6. Co ché phan irng téng hop tap F
allopurinol
V. KET LUAN

Tap F cla allopurinol da dugc tong hgp va
dugc danh gia dé lam chat d6i chi€u su dung
trong kiém nghiém tap chat lién quan cua
allopurinol. Quy trinh tong hgp tap F allopurinol
c6 hiéu sudt khoang 60% vdi do tinh khiét sdc ky
trén 99% tinh theo nguyén trang. San pham
dugc danh gia d6 dong nhat lo va danh gia do
tinh khiét lién phong thi nghiém dat GLP vdi gid
tri cong bd dat 99,5% du diéu kién dé thiét 1ap
chat dai chiéu.
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THU'C TRANG KHONG PAP ('NG VO'1 THUOC ADALIMUMAB VA MQT SO
YEU TO LIEN QUAN TRONG PIEU TRI VIEM COT SONG DINH KHO'P

TOM TAT

Muc tiéu: Xac dinh cac yéu t6 du doan khong
dap Ung vdi thudc Adalimumab va mot s6 yéu to lién
quan dén tinh trang khéng dap Ung vdi thudc
Adallmumab trong viém cot song dinh khdp Doi
tugng va phuang phap nghién ciru: Nghién citu
mo ta, t|en clfu trén 35 bénh nhan dugc chan doan
viém cot s6ng d|nh khdp theo tiéu chuan New York
stra doi (1984) va c6 chi dinh diéu tri bang thudc
Adalimumab theo tiéu chuan ASAS/EULAR 2016 tai
Trung tdm Co Xudng Khdp, Bénh vién Bach Mai tu
thang 8/2018 dén thang 8/2022. K&t qua: Ty Ié bénh
nhan khéng dap Ung véi thubc Adalimumab: 22,9%,
trong do ty lé khong dap Ung nguyén phat 8,6% va
khong dap u‘ng th(r phat: 14, 3%. Chua thay m0| I|en
quan gilra cac dac dlem Idm sang va can lam sang cla
bénh nhan viém cot song dinh khdp g|Lra nhém dap
Lrng va nhém khong dap (ing vdi thudc Adalimumab.
K&t luan: Ty € bénh nhan khong dap Ung véi thudc
adalimumab: 22,9%. Chua thay mai lién quan. glu’a sy
khong dap u’ng thuoc adallmumab v6i mot s6 yéu to
nhu tudi, gidi, thai gian méc bénh, ton thu‘dng khdp
ngoai vi, HLA B27, ASDAS-CRP, khong tuan thu diéu
tri, phoi hqp methotrexat trong 'dieu tri viém cot s6ng
dinh khép. Tr khoa: Viém cot sdng dinh khdp, thudc
adalimumab, khang tri vdi thudc.

SUMMARY
CURRENT STATUS OF NON RESPONSE TO
ADALIMUMAB IN ANKYLOSING

SPONDYLITIS MANAGEMENT

Aims: To determine the prevalence of non -
response to adalimumab and other factors related to
the non - response to adalimumab in Ankylosing
spondylitis patients. Subjects and methods:
longitudinal, descriptive study in patients received
adalimumab in Ankylosing spondylitis at Bach Mai
Hospital from August 2018 to August 2022. Results:
In this study of 35 ankylosing spondylitis patients
(80,0% male, 27,9 £+ 11,8 years of age), the
percentages of primary lack of response (PLR) was

1Bénh vién Bach Mai

2Truong Pai hoc Y Duoc Quéc gia Ha Noi
3Truong Pai hoc Y Ha NGi

Chiu trach nhiém chinh: Nguyé&n Thi Nhu Hoa
Email: nhuhoanguyen83@gmail.com

Ngay nhan bai: 4.10.2023

Ngay phan bién khoa hoc: 14.11.2023

Ngay duyét bai: 14.12.2023
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8,6% and secondary lack of response (SLR) - 14,3%
respectively. Conclusions: The percentage of non -
response to adalimumab in our Ankylosing spondylitis
patients was 22,9%. No correlation was found
between non - response to adalimumab and male sex,
older age, disease duration, peripheral arthritis, HLA
B27, ASDAS-CRP, medication  non-adherence,
concomitant methotrexat of ankylosing spondylitis
patients under adalimumab. Keywords: adalimumab,
lack of response (PLR), secondary lack of response
(SLR), Ankylosing spondylitis.

I. DAT VAN DE

Viém c6t song dinh khdp (VCSDK) chiém ti I1é
cao nhat trong nhom bénh viém khdép cot séng
thé truc, bi€u hién bdi tinh trang viém tién trién
man tinh chd yéu & cot song, khdp cung chau,
khép hadng va cd thé & cac khdp ngoai vi. Néu
khong dugc diéu tri sém va kip thdi, ngugi bénh
nhanh choéng bi bién dang cbt s6ng va cac khdp
ngoai vi, lam gidam chat lugng cudc s6ng [1].
Adalimumab la khang thé don dong IgGl cua
ngudi tai t& hap, thuéc nhém thubc khang TNF-
a, dudc khuyén cdo s dung & nhiing bénh
nhan VCSDK c6 muic d6 hoat dong bénh cao kéo
dai, that bai vdi diéu tri co ban [2]. Trén thé gidi,
da cb nhiéu nghién citu khang dinh hiéu qua va
tinh an toan cla thudc adalimumab trén bénh
nhan VCSDK[3]. Tuy nhién ti Ié khang tri vdi
adalimumab & bénh nhan VCSDK dao dong 25-
42% [4,5]. Khang tri vdi thudc adalimumab bao
gom khang tri nguyén phat va khang tri thd
phat, nguyén nhan c6 thé do bénh nhan (di
truyén, 16i s6ng) hoac do bénh (giai doan hoat
ddng bénh, thé bénh), do thubc (dugc luc hoc,
tinh sinh mien dich) va chién Iugc diéu tri (phac
dd dung thudc, liéu phap phdi hgp). Nghién cliu
ctia Runsheng Wang nam 2022 gom 1899 bénh
nhan trong 10 th& nghiém ldm sang, cho thay
khang tri vé&i thuéc khdng TNF-a trong VCSDK lién
quan: gic’fi tinh nit, tudi I6n han, BMI cao, thdi
gian mdc bénh dai, HLA-B27 (-), CRP ban dau
thap [6] o} Viét Nam, da cé nghién ciu vé hiéu
qua va tinh an toan cuta thudc adalimumab trong
diéu tri bénh VCSDK. Tuy nhién, chua cd nghién
clru nao danh gid veé tinh trang khéng dap (ng véi


https://jamanetwork.com/searchresults?author=Runsheng+Wang&q=Runsheng+Wang

