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dng tiiy ciia cac rang ham Idn thd hai ham du'di 
ndi chung ma khong du'a ra ty le cac loai hinh 
thai dng tiiy d cac rang cd chan dang chu' C, do 
vay chiing tdi khdng cd sd lieu de so sanh ve 
hinh thai he thdng dng tiiy. 

Ladelra va Cs [4], sii" dung phim chup cat Idp 
de danh gia hinh thai dng tiiy d rang ham Idn 
thd hai ham du'di ciia ngu'di Brazin. Ket qua cho 
thay, 62 trong tdng sd 406 rang du'dc nghien 
CLfU cd dng tiiy dang chu' C. Trong do, 11 rang 
cd 1 dng tuy (chiem ty te 17,7%), 23 rang cd 2 
dng tiiy (chiem ty le 37,1%), 27 rang cd 3 dng 
tiiy (chiem t / le 43,5%) va chi thay 1 rang cd 4 
dng tiiy (chiem ty le 1,6%). Nghien cdu cung 
du'a ra ket qua ve hu'iing chieu cong ciia dng tuy 
chij C, theo dd, 69,4% cac tru'dng hdp cd phan 
cong dng tiiy chd C hu'dng ra ngoai va 30,6% 
cac tru'dng hdp cdn lai hu'dng ve phia lu'di. 

V. KET LUAN 
Rang ham Idn thii' hai ham dUdl cd chan dang 

chiJ C d ngu'di Viet la rang cd dac diem giai phau 
phii'c tap, da dang ve hinh thai va cd sd lu'dng 
dng tiiy kha cao. 
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NGHIEN CU'U BAO CHE HE PHAN TAN RAN CHU'A ACECLOFENAC 
DE TANG TAC DUNG CHONG VIEM, GIAM DAU 

TOM TAT 
Myc tieu: Xay dUng dUdc cong thu'c bao che va 

danh gia dUdc mot so dac tinh ly hoa cua he phan tan 
ran (HFTR) acedofenac (ACE). Phu'dng phap 
nghien cu'u: Bao che HPTR ACE bang phu'dng phap 
dun chay va boc hdi dung moi. Khao sat anh hudng 
cua ta du'dc lam chat mang: PEG 4000, PEG 6000 va 
PVP K30 tdi dac tfnh ciia he phan tan ran thu dUdc 
Ket qua: HPTR chifa chat mang PVP K30 vdi ty le 1-7 
(so vdi dUdc chat) cai thien dUdc do tan va do hda tan 
cua ACE Idn nhiit Do tan tang gap 9,89 lan so vdi 
nguyen lieu. Trong khi do, do hoa tan tanq qap 4 53 
lan tai thdi diem 120 nhiit. Ket qua phd X-rav. qian do 
nhiet DSC va chuD SEM cho thav: Acedofenac ton tai 
phan idn d danq vo dinh hinh. Ket luan; da bao che 
dUdc HPTR ACE theo ohUdng phap boc hdi dunq moi va 
danti gia dUdc mpt sd dac tfnh ciia HPTR bao che dUdc 

TUkhoa: Acedofenac, PEG 4000, PEG 6000 PVP 
K30, he phan tan ran. 
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SUMMARY 
RESEARCH ON THE MANUFACTURE OF 

ACECLOFENAC SOLID DISPERSION TO INCREASE 
AMI-INFIAMMATORY AND ANALGESIC ACnvmES 

Objectives: Develop and evaluate some 
physicochemical properties of Acedofenac solid 
dispersions. Methods: Acedofenac solid dispersions 
were prepared by 2 methods: melting and solvent 
evaporation. The effects of the excipients as carriers: 
PEG 4000, PEG 6000 and PVP K30 on the 
charactenstics of the solid dispersion system were 
evaluated. Results: Evaluation by dissolution test 
showed the obtained improved the solubility and 
dissoluhon rate of ACE, and the formula with ACBPVP 
K30 (1:7) prepared by solvent evaporation method 
showed the best solubility and dissolution rate, 
exceeding 9.89 times and 4.53 times at 120 minutes, 
respectively. X-ray, DSC and SEM showed that 
Acedofenac existed mostly in amorphous form. 
Conclusion: The formulation and properties of 
Acedofenac solid dispersions were established. 

Keywords: Acedofenac, PEG 4000, PEG 60DO, 
PVP K30, Solid dispersion. 

I. CAT VAN OE 
Acedofenac la mot thuoc chong viem the he 

mdi khong steroid, co tac dung chong viem va 
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giam dau trong cac cdn dau nhu': Viem cpt song 
dinh khdp, viem xu'dng khdp va viem khdp dang 
thap. Do do tan ciia Acedofenac trong nu'dc tliifp 
va toe dp tan nhd hdn toe do hap thu, lam han 
che sinh kha dung cua thuoc khi dung du'dng 
uong. Acedofenac hda tan kem trong dung djch 
nu'dc va he dem co pH td 1,2 - 7,5 dan den han 
che do hoa tan giai phdng du'dc cliat [2]. 

Ngay nay, cd rat nhieu phu'dng phap de cai 
thien dp tan cua thuoc kem tan trong nu'dc. 
Trong do, he phan tan ran la mot ky thuat du'dc 
ap dung thanh cong nhat cho hieu qua kinh te va 
thuan ldi trong bao che. Nghien curtj nay du'dc 
tien hanh vdi muc tieu cai thien do tan va toe dp 
hoa tan cua Acedofenac bang ky thuat tao he 
phan tan ran. 

I I . NGUYEN VAT UEU VA PHUCTNG PHAP 
2 . 1 . Nguyen Neu: Acedofenac chuan (Vien 

kiem nghiem TPHCM- ISO/IEC17025), 
Acedofenac (My - BP 2011), PEG 6000 (Du'c -

lUSP 23), PEG 4000 (DiTc - USP 23), PVP K30 
; (Trung Quoc - BP 2003), Acetonitril, 
I Orthophosphoric, Methanol, mot so dung moi, 
: hoa chat khac dat tieu chuan phan ti'ch. 

2.2. Thiet b j : May thd dp hoa tan SR8 plus 
rHandson reseach (My), may quang pho 
^LABOMED UV-VIS Spediro UVD 2960 (My), may 
do quang pho hong ngoai IR: FTIR Affinity - IS, 
Shimadzu (Nhat), thiet bi nhieu xa tia X D8 
BRUCKER ADVANCE (OLTC), kinh hien vi dien td 
quet S-4800 (Nhat), may phan tich nhiet vi sal DSC 
131, Seteram (Pliap), cac dung cu thf nghiem khac 
dat tieu chuan phan tich va bao die. 

2.3. Phu'dng phap nghien cu'u 
2.3.1. fViUdhg/^p bao che he phan tan ran 

Tien hanh bao ehe he phan tan ran Acedofenac 
theo 2 phu'dng phap: 

- Phddng phap dun chiy: Can khoang 5,00 g 
Acectofenae va chat mang (PEG 4000, PEG 6000) 
theo cac t / le 1:1; 1:3; 1:5 va 1:7. Dun each 
thuy chat mang cho ndng chay hoan toan. Them 
Acedofenac, vu^ dun vCra khuay d nhiet do 
Ikhoang 70°C cho den khi tan het, thu du'dc dung 
djeh trong suot. L im lanh nhanh bang nirdc da. 
fibng thcfi, khuay lien tuc eho tdi khi thu du'dc 
jhon hdp dong dac. Oe on djnh trong binh hut 
am trong 24 gid. Sau do, nghien nhd va ray qua 
ray 0,315 mm. 

- Phddng phip ijoc hdi dung mdi: <^n khoang 
5,00 g Acedofenac va chat mang (PEG 4000, 
PEG 6000, PVP K30) theo tl le 1:1; 1:3; 1:5; 1:7. 
Hda tan du'dc chat va chat mang trong 100 ml 
athanol 96% (hoac Dicloromethan) tren may 

khuay tCf cho tdi khi thu dung dich dong nhat. 
Nang nhiet do cua may khuay tu' len 60-70°C de 
boc hdi dung moi hoan toan tdi khi thu du'dc 
khoi deo. Say kho trong tu say d nhiet do 40 -
50OC cho tdi khi dp am nhd hdn 1 % . Oe hon hdp 
on djnh trong binh hut am trong 24 gid. Nghien 
nho va ray qua ray 0,315mm. 

2.3.2. Phddng phap danh gia mdt so dac 
tinh cua HPTR ACE 

Phddng phip dinh gla do tan cua 
Acedofenac: Cho mot lu'dng du' Acedofenac vao 
binh non ehiTa 20 ml moi tru'dng (nu'dc cat, HCl 
0,1N hoac dung dich dem phosphat pH 6,8). Cac 
mau du'dc lac sieu am trong 10 phut d nhiet dp 
phong va lac ngang trong 24 gid d 37 ± 0,1°C. 
Loc qua giay Ipc Whatmann va su" dung phu'dng 
phap quang pho UV Vis de djnh lu'dng du'dc chat 
trong moi tru'dng hda tan [3]. 

- Phddng phap dinh gii do hoa tan cua 
Acedofenac nguyen lieu va trong HPTR: Thiet bi: 
may do dp hda tan kieu canh khuify. Toe dp 
khuay: 50 vdng/ phut. Nhiet do: 37 ± 0,50C. Moi 
tru'dng hoa tan: 900ml nu'dc cat hoac dung dich 
dem phosphat pH 6,8 hoac HCl 0,ir^l. Thdi diem 
lay mau: 5, 15, 30, 45, 60 va 120 phut. Lu'dng 
Acedofenac giai phdng du'dc xac djnh bang 
phu'dng phap do quang d Amax- Di/a vao nong dp 
dung dich chuan de tfnh nong dp Acedofenac du'dc 
giai phdng. Mau trang la moi tru'dng hda tan [4]. 

- Phddng phip danh gla dac tfnh cua HPTR: 
Pho X-Ray, pho IR, nhiet vi sai (DSC), chup SEM. 

III. KET QUA VA BAN LUAN 
3 . 1 . Ket qua khao sat do tan va do hoa 

tan cua acedofenac 
*Do dp tan va dp hoa tan cua ACE trong ca 3 

moi tru'dng nu'dc cat, dem Phosphat pH 6,8 va 
HCl 0,1N (Bang 1 va hinh 1). 

TllDl^,IU(Il]l<l() 

Hinh 1. 0d thi bieu diin dp hda tan cua 
ACE trong 3 mdi trUdng 

Ket qua cho thay: Do tan cua ACE trong dem 
phosphat pH 6,8 la cao nhat, thap nhat la trJrid 
dung dich HCl 0,1N. Ket qua nay hoan toan phu 
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hdp vdi tac gia Furqan A. M. va CS [3]. Dp hda 
tan cua ACE trong moi tru'dng nu'dc cat tai thdi 
aem 120 phut la 19,94 %. Trong khi dd, dp hda 
tan cua ACE trong moi tru'dng d§m phosphat pH 
6,8 va moi tru'dng dung dich HCl 0,1N lan lu'dt la 
30,17% va 3,60%. Nhu' vay, vdi mdi tru'dng HCl 
0,1N, hau nhu* ACE khong tan, dem phosphat pH 
6,8 tu'dng doi de tan hdn so vdi trong nu'dc cat. 
Nhu' vay, d ca 3 moi tru'dng khao sat, thi sd hda 
tan cua ACE la tu'dng ddi kem. Be thuan tien cho 
qua trinh do dp tan va dp hda tan HPTR sau nay, 
chung toi chpn mdi tru'dng hoa tan la nu'dc cat. 

Bang 1: Kit qua do dd tan cua ACE trong 
3 mdi trUdng(n=6, X ±SD) 

NUdc 
cat 

Do tan (mg/mQ 

0,0730 ± 
0,0014 

OSm Phosphat 
' PHS,8 HCI0,1N ' 

0,0170 ± f 
0,0003 ^ 6,5233 ± 0,0935 

3.2. Ket qua bao ch§ he phin t i n ran ACE 
*Khao sit inh hu&ng cua PEG 1000, PEG 

6000 bang phddng phip dun chiy: Tien hanh 
bao che HPTR ACE vdi chat mang PEG 4000 va 
PEG 6000 theo cac ti le xac dinh 1:1, 1:3, 1:5, 
1:7 bang phu'dng phap dun chay. Ket qua danh 
gia dd tan va do hda tan cua tif cac HPTR (Bang 
2 va d hinh 2): ' 

Bang 2 
phap dun 

Tieu 
chi 

Do tan 
(mg/ml) 

So vdi 
NL(lan) 

.- Bg tan 
chiy (n~ 

NL 

0,0730± 
0,0014 

cua ACE tu" HPTR vdi chat mang 
6,X±SD) 

PEG 4000, PEG 6000 bang phu'dng 

HPTR 
ACE : PEG 4000 

1:1 
0,1261± 
0,0025 

1,73 

1;3 
0,2711± 
0,0052 

3,71 

1:5 
0,4150± 
0,0072 

5,68 

1:7 
0,448± 
0,0097 

6,14 

ACE : PEG 6000 
1:1 

0,1470± 
0,0029 

2,01 

1:3 
0,2981± 
0,0060 

4,08 

1:5 
0,4360± 
0,0046 

5,97 

1:7 
0,496± 
0,0083 

6,81 

(^} (B) 
Hinh 2. Do thi biiu dien dp hda tan cua ACE tdHPTR vdi PEG 4000 (A) va vdi PEG 6000 (B) 

Ket qua cho thay; Do tan cua ACE trong HPTR 
vdi chat mang PEG 4000, PEG 6000 tang hdn so 
vdi dp tan nguyen lieu va tang dan td ty le 1:1, 
1:3, 1:5 tdi 1:7. Vdi ty le 1:7, HPTR PEG60bo co 
do tan idn nhat, tang gap 6,81 lan so vdi nguyen 
lieu. Dp hoa tan cua ACE da du'dc cai thien ro ret 
so vdi dang nguyen lieu khi bao che HPTR cua 
ACE vdi chat mang la PEG 4000 va PEG 6000 
bang phu'dng phap dun chay. Trong dd, HPTR 
vdi diat mang la PEG 6000 cai thien do hoa tan 
tot hdn HPTR vdi chat mang la PEG 4000. Sau 

120 phut, d ti le 1:7, td HPTR vdi chat mang la 
PEG 4000, dp hda tan cua ACE tang gap 2,37 lan 
so vdi nguyen lieu, con vdi chat mang la PEG 
6000, dp hoa tan da tang len gap 2,48 lan. 

*Khao sit anh hddng cua PVP K30, PEG 
4000, PEG 6000 bang phddng phip boc hdi dung 
moi: Tien hanh bao che HPTR cua ACE vdi chat 
mang PEG 4000, PEG 6000 va PVP K30 d cac tile 
1:1; 1:3; 1:5; 1:7 du'dc bao che bang phu'dng phap 
boc hdi dung moi. Ket qua danh gia dp tan, dp hoa 
tan cua ACE tu" cac HPTR (Bang 3 va hinh 3). 

Bam 3 Bd tan cua A(S tiT HPTR v& chat mxig PEG 4000, I^S 6000 iaP\d>K30(n=6,X±SJ) 

Tieu 
clii 

Dp tan 
(mq/ 

NL 

0,073 
0±0,0 

HPTR 
ACE ; PEG 4000 

1:1 
0,2180 

± 

1:3 
0,3289 

± 

1:5 
0,4794 

± 

1:7 
0,5171 

± 

ACE : PEG 6000 
1:1 

0,2683 
1:3 

0,3979 
± 

!:•; 
0,5364 

± 

1:7 
0,6172 

ACE : PVP K30 
1:1 

0,2308 
± 

1:3 
0,3519 

1:5 
0,5865 

± 

1:7 > 
0,72? 
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ml) 
lo sanh 
v4iNL 
(ISn) 

014 ofxm 

2,99 

0/3057 

4,51 

0fl077 

6,57 

Ofl065 

7,49 

0fl054 

3,68 

0fl077 

5,45 

opsa 

7,35 

0,0107 

8,46 

0,0034 

3,16 

0,0070 

4,82 

0,0141 

8,03 

0,0079 

9,89 

H/nh 3. Bo thi bii'u dien do hda tan cua ACE tdHPTR 
vdi PEG 4000 (A), PEG 6000 (B) va PVP K30 (C) 

Ket qua cho thay: Dp tan cua ACE td HPTR 
bao che bang phu'dng phap boc hdi dung mdi 
tang hdn so vdi do tan nguyen lieu va tang dan 
tCrty le 1:1, 1:3, 1:5 tdi 1:7. Vdi ty le 1:7, HPTR 
PEG 4000 cd dd tan tSng gap 7,49 lan, HPTR cua 
PEG 6000 cd dd tan tang gap 8,46 lan va HPTR 
cua PVP K30 cd do tan tang Idn nhat la 9,86 lan 
so vdi ACE nguyen lieu. Bang phu'dng phap boc 
hdi dung mdi, HPTR vdi chat mang la PVP K30 d 
ty le 1:7 cho dd hda tan cao nhat, da cai thien 
dang ke dp hda tan cua ACE, tang gcfp 4,53 IBn 
so vdi nguyen lieu. Do do chgn chat mang la PVP 
K30 ty le 1:7 de'bao che HPTR chiJa ACE. 

3.3. Ket qua danh gia mot saf tinh chift 
cua HPTR chufa ACE 

Nh$n xet: Hinh anh phd cho thay ACE 
nguyen lieu ton tai d dang ket tinh cdn PVP K30 
khong co dinh pic dac truTig nen d danp vo djnh 
hinh, HPTR tao thanh cho cac dfnh nhieu xa gan 
giong vdi PVP K30, khong thay xuat hien cac 
dinh nhilu xa hep va nhpn cua ACE nguyen lieu 
d HPTR chu'ng to ACE trong HPTR cac phan tu' 
du'dc chat da chuyen sang dang vo djnh hinh. 
Dieu dd cijng chu'ng minh rang HPTR cua ACE va 
PVP K30 lai cd the cai thien du'dc dp tan cua 
du'dc chat. Ket qua nay cung phu hdp vdi nhan 
dinh cua Furqan A. M. va cac cpng sir [3] . 

*Ket qua danh gii bang phdc^g phap nhieu 
xa tia X (Hinh 4). 

J^^LMLAIJ ,1 ) tm M* • ^ 

Hinh 4. Pho nhieu xa tia X cua ACE (A), PVP 
K30(B) va HPTR ACE (C) 

*Ket qua danh gia t/ang quang pho pho hong 
ngoai: Ket qua pho IR cho thay phd cua ACE 
nguyen lieu tu'dng dong vdi pho HPTR. Dieu nay 
chi ra rang khong co sd tddng tac giiJa cac thanh 
phan nguyen lieu vdi chat mang trong HPTR. 

*Ket qua danh gia phan tfch nhiit (DSC): 
Gian do nhiet cua ACE cho thay co mpt pic thu 



nhiet d khoang las^C tu'dng u'ng vdi nhiet dp 
ndng chay ciia ACE. Tren gian do nhiet cua PVP 
K30, khong thay xuat hien pic cd dinh cao, nhon 
ma chi thay mpt pic thu nhiet rong td 50°C -
15Q°C. 0 HPTR, khong cdn thify xuat hien pic thu 
nhiet cua ACE. Dieu nay chirtig^ td, HPTR co cau 
true dong nhat va ACE chuyen sang dang vd 
dinh hinh. 

*Ket qui dinh gii bing kfnh hien vi dien td 
quit (SEP!) (Hinh 5). 
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Hinh 5. Anh chup kinh hiSn vi diSn td quet 
cua ACE (AJ, PVP K30 (B)va HPTR (C) 
Nhan xet: Anh chup kinh hien vi dien tu' cho 

thay ACE ton tai d dang tinh the hinh que, PVP 
K30 la chat vd dinh hinh cd dang hinh cau, HPTR 
bao che du'dc khdng cdn xuat hien cac tinh the 

hinh que cua ACE. Chu'ng minh rang PVP K30 da 
tao Idp vo than nu'dc ben ngoai bao quanh ACE. 

IV. KET LUAN 
Da nghien CLTU bao che du'dc HPTR ACE theo 

phu'dng phap ndng chay va phu'dng phap boc hcJl 
dung moi. Ket qua khao sat Via chpn chat mang 
va ty le chift mang de lam tang dd tan cua ACE 
trong HPTR cho thay: HPTR chda chat mang PVP 
K30 vdi ty le 1:7 (so vdi ACE) cai thien du'dc do 
tan va do hda tan Idn nhat. Do tan tang gap 
9,89 lan so vdi nguyen lieu va dp hda tan tang 
gifp 4,53 lan tai thdi diem 120 phut. Ket qua 
nghien cu'u td pho X-ray, IR, gian do nhiet DSC 
va chup SEM cho thay: ACE trong HPTR ton tai 
phan Idn d dang vo dmh hinh. 
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NGHIEN CU'U DAC DIEM LAM SANG VA KET QUA XET NGHIEM 
NONG D O D O P A M I N E HUYET TU-ffNG CT BENH NHAN ROI LOAN 

CAM XUC LU-aNG CU'C GIAI DOAN HU'NG CAM 

TOM TAT 
Oat van de: Roi loan cam xuc lUSng ci/c la roi 

loan tam than du'dc dac tru'ng bang mot hay nhieu giai 
doan hu'ng cam, benh nguyen chu^ ro rang, tuy 
nhien, vai tro ciia chat dan truyen than kinh dopamine 
dUdc ciuan tam nghien cu'u nhieu trong nhu'ng nam 
gan day. Muc tieu: Nghien cii'u dac diem lam sang va 
phan tich ket qua dinh lUOng dopamine huyet tUdng 6 
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Nguyen Manh Phat*, Ngo Ngoc Tan** 
benh nhan roi loan cam xuc liidng ciic giai doan hû g 
cam. Do'l tu'dng va phu'dng phap nghien ciiu: 
Nghien cii'u tien cii'u, mo ta cat ngang ket jiOp phoncj 
van hoi cii'u tien sii' 62 benh nhan diidc chan doan roi 
ioan cam xiic lu'dng cue giai doan hu'ng cam dieu tn 
noi tru tai Benh vien Tam than Trung Udng 1 trong 
khoang th6l gian tiT thang 7/2015 den thang 12/2017. 
"neu chuan chan doan ICD-10. Ket qua: Tii duy 
nhanh, hoang tu'dng tu' cao va hoang tUdng bi haj la 
cac roi loan tU duy pho bien gap trong nhom benh 
nhan nghien cii'u. Tang khf sac (91,94%) va cam xiic 
cang thang (48,39%) co sU khac biet v6i cac rS lo?ii 
cam xiic khac (p<0,001). Diem huTig cam theo thang 
YMRS giam ro ret sau khi dieu tn vcii p<0,001. Nonp 
do Dopamin huyet tu'dng giam ro ret sau dieu tri vol 
p<O,00i. 

Td khoi: Roi loan cam xuc luBng cu'c, giai doan 
hUng cam, nong dp dopamine huyet tifdng. 
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